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1 B
[z@xb%yf?wik%mx%w:b%njhﬂ/—wmﬁﬁﬁﬁm; |- Ny}
BLOHAROREICKIZFTEZBICOWTHRHNT L EHINT, 7y MIBIT 5 KEREG#ENE &

NS A TEVEOR A RABR 2 FE 0 L 7=, 1 BEMERES: 12 IEOD Crl:CD(SD) 7 » MZ, [2-(2-A hF A
FILT REINAFILT FXIF 18 —LD 0 (AR, FHRK), 100, 300 35 LT 1000
mg/kg %, HECK L TIEARECPH AR 14 H AT BEF28 HIE, MECKR L TEAECAT, A2kl L OUE
IR 2 & temE 13 B COMMROKEE L (&E 54 BR). £72, 0GR B LT 1000
m@gmowf,%E%m%s@%%ﬁbfzgH%@&5%7&14H%®E@ﬁ%ﬁﬁb
MEEN 1A 10 DEDOIEARBLREA BINCER VT, S PUIE 28 A OB GH& TRICHR L, SIKIES HI

14 B OREEMHEIC OV T HRE L7z,

1.1 AE# G- #%

100 mg/kg #ETIE, HEHFPO—fIREE, FEMi0RIBEILE, B, Riad, KH, K
EINE, BEE, MRFIOMRE, MR FmAe, T4RE, EEE, FRE X OUEHE
WP A OSRAT A, MRS B E RGBT 5283 b e ho Tz,

300 mg/kg BETIX, #BMEKRGICEEST 22 e LT, HETHIBEEDO&SEN A2 BN,

1000 mg/kg #£ TIL, #BRWEHRKEGICREET L8 e LT, HET T4IRE DD, BERED
EfE, MCHEGHOIERE L TEADEBRTBLOAREHOKT, +—7 7 4 — L FAD
MR EBIZE T ADE GEBILH), BHOIKT & AREB RO, FEEOMHE, M
HECTHIFIBREZEO SR AT, 2D OEIZIXEIEMED GO b vz,

T D B i 0 975 BFEALAR ORI AT TlE, 1000 mg/kg BE T D I 2/7 BN ITALIR A b Rz D I fg /]
EWORBENAL LN, a2u-7 a7 UHURIZ L D0t OFERIIBIETH -T2 &b,
wu-7 17 URE L HT S, B h~OAMEEORNEILE B 2 b

Lo T, KEBREETIZBITA2-Q-A FFUAF AL RFINATF LT b X7 a R

J =N DR EHREEMEICE T 5 #EEM B (NOAEL) 134T 100 mg/kg/day, MET 300 mg/kg/day
EFEZBNT.

1.2 EHEFE A

AEFEREMR A TIE, MR ORI ORBIR, FIEWHRRES ZOEERE, ZRBE, 2hE, &
FATE R, AR, o, IR, HEESR, HERE, 20 CNCHEROEFREE X
USRS, BAEROKRE, —BoRRE, AFE, Mk, AREFEIHBE, ARREREZE
REDBERE, FLFAASEZSE M FERE, FLEEM, T4 RS L OSIMRIZ, 1000 mg/kg B £ CHEBWE
Be G BT B B I A b e hr o 7z,

L7l o T, KRREETIZBITD2-Q2-A FFTAF L FFINAT LT hF 7 AR
J =V DOBENW) O EFREEZ b N HI AR OFREIC KT 2 MR (NOAEL) (X941 1000
mg/kg/day & & 2 BTz,
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2 W5
ZORBROBEINE, [2-Q-A X ATFNLZ RFINAT LT X T 0 — L 2T
v MRAERE LT, —fikENE, MM JORAERORBAEICRIZTTEHEC OV TR T2 2

EThHoTz. 2-Q-AFFUVAFILZ R X INAF LT hF U703 — LD 0 (BEARSIR,
$47K), 100, 300 3 L TN 1000 mg/kg %, 1 BEHEMES 12 LoD Crl:CD(SD) 7 v MZ, HEZxF LT

IXEF 28 HIH, MEICK L CIIME 13 HE TOMMMKR PSS L. 03 KT 1000 mg/kg (22T
%, HESS 10 IEOIEAZELHEZ R RR 1T 72, 28 B OG- TR, HMEIEAS SIBa @ik LT, X
HEARBREDS 5 PLIZDOWT, 14 B ORIEMEZ R L.

Mk L OV
1 BB
ZaxiN ([2-Q-A RFTVATF AT RFINAT LT hF U T R — )b
BIl4 D23 : Tri(propylene glycol) methyl ether, mixture of isomers
TPGME
CAS &+ : 25498-49-1
HWMARERES D 1 (2)-438, (7)-97
L S

o oo~

b D : C1oH2204
D : 206.28

WEALFREE D DAMEL AR
BEJE 5 0.963 g/mL at 25°C
#KR5UE 5 0.0 hPa at 25°C
n-4 7 &% ) — VK3 EAEREL ; log Pow: 0.080 at 21°C
fl / BERE AL 5 —77.8°C at 1013.0 hPa
WL ; 100°C at 3hPa - lit
KM 5 I at 0 to 100°C

ol : 98.9% (GC) (Annex 1)
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AR i Ak S E H 1202445 431 H

RAFG T I K OMRAFHIH -
PRV RTFER ;2024 4F 5 A 31 H (GRBASE %32 5H)~2024 4F 11 A 29
H (&Rl )

TRAFSRAE DY PR, W (GERIELRE 2.0~3.1°C), #

EME BGRB8 2 R FEM AT O BRI X OB~ B 5 IR T %
I, BRIE OFRINRBUL A7 L (IR A7 by ZHIE L THR
BP0 R EVEZ MR LTz, b ida BRI CEM L. 2 Off
B, WERWE OZENMED TR I 72 (Annex 2).

BEEEEOWE BROBEIIREEROREM TH D LD, MIERMRE B2 R R
FTCIE L7, ZORER, MEERERE LT 8 MOMIENTFET D Z
EBHAL, ERFhOEELZHE L. HR% Annex 3 1T

BB E S AT DD OB

11740 g
& : 869.0082 g
Btk oy D P TLAPE, YRAIBLOREA T EER LT,
VNI KIS g (EHME 5.0014 g) ZERELL, iBRfitiak O EEHRFESRICHRE L.
3.2 xPHEME (EAK)
2 FR CRERUK (BARFER FBRK)
s : HE LA
WEH N BRI DS KEATE T d DB I HS %, KIT 200 mg/mL D T
THZEEHMTHER L.
oy &R : J01300
il FH 451 BR 12027 42 A
TRAFSRA IR, L, BREBOBRRIIRE Lo T
SHRBEOIR G & L TotEki, B ERE & FERICRAF LT
TRAF S5 T BB E RAF
BB E B PR D D OB
500 mL x 30 A%
il ) &= : 500 mL x 28 A&
Il EooEE D FRIZ7R L.
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3.3 BHROFHEE L O 00

Tk

i B

B BRI E & ERRICHEE L, BUAZINX THIIERICART ¥
TL, AF—F—IZ TR ST, WEROMBIC LB RS &
AEHT ORI, MEMEIXThRroT.

D RERIE 1~9 HOMIMR T RIFHE L, 10 HLAWIZHEEE L.

PRAFG AT X OMRTEHIR -

PRAF SR
PR o REE
TR 5K D AL
B HHE DT 53T

B BIR DL ENEDHERE -

e 598 D FE e 78

3.4 R
- R
AL
A pEREE
wAEmE=21 7
EUL7/t JeseiilEe]

PEREORAFEE ;2024 4210 A 7 B (WIIEIFAE)~2024 4 12 A 9 H (%
S EIE )
DRI, W CGERIEFE 2.0~2.9°C) TRIELT-.

P ALFR, AT BLIMREA TR EEH LT
D BEHIL T DT DICEEREREY & L TR L.

c LT OO 2B iy £ L, kiR e AT L1z, RetoRBRYy

FT~OWE D B, BRI TIEL b OISR W T, 3B

BT ORMEHME IR INTEY, Annex 2 8L Annex 3 & LTIk
4 5.

2 35 LUV 200 mg/mL O E OFHRGRIZ OV T, iR 10 B G
WHAZ0HE L CERRE) %, RIETH 23 Fr#g o2 EMEEZ O L.
ARENIEBRIG TN K Lo, AT ORER, RIFHR ORTHEN 102.1 1
FT0100.0% CHIEFEE 100210%LAN) TH Y, WA 10 A+
I 23 R D2 ENE D HeRE S 472 (Annex 2).

DB E O RIREICET 2 B ER T ORE 2, WIRlE X ORED KT
B 5 2 IR BIRIC DUV T L. SN IR RS T TRk
WEN R U, T OfER, SARDRRIRED 101~109% CHIE
FEHE 100£10%), FHRMEAERZEDN 0.0~1.3% CHIEHLUE 5%LLT) O
PARNICH Y, WTFNORRIRORE H#EDTH D Z LR S NT
(Annex 3).

: 7 vk, Crl:CD(SD)

: SPF

VXTIV FART Y — - Uy RS

CEMWAEEER LV T — X EAF L.

: 7y MIZOFEORBRCTHEA VO TWIEWFECTH Y, BIHRHE
NWEELTNWDZ L ERBERIZB T 5 ST — ¥ 3 FH T &
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Z NEMW K

= NEY) I fin
RGN E
S N R B AR
P b5 Bl A bR 3 f
G

FREEN KL

3.5 fEd L OBIME
TR

itk

P R A

3.6 BE LT

SR24018

B2 LD ZORMAEEE L.

W S0 P, W 74 DT CRIRPE)

D MERE S b 8 ke

: [ 240~330 g, M 160~230 g

D HE 231~273 g, M 185~219¢

D MEREE S 11 B

DRE 6 HE, MESHE (FHABREE MEKES 4 RE, VT T A NEE KE2BE, ME IF

ZBCAE 4 BF)

D EREREE MEMES 1208, V7 T A NBE MERES SIT (272U, MEEE

SR D )

CBEHIRIIZ AR (BE 1 H) 2BRE 6 H £ ToHIRM.

B 3 ] 2 2 D T2 843 1 B E T OB,

cfRREEZ 1 H 1 EBIER L, REAZ AR, B 6 R L ORES A

WZHE U7z, 2 NRFAREE 28 e (N B SEVE A 0 2 T 1l 2 BEEh A 23 5 451
OIS, EHRIIEFR R EE MR A ORI Z &b, BEST
IZHEHTE D &l Lz, BIMbIR R o —ieikiEs K OMREICE, W
THOBPIT S RE T LN Rh T2,

D HEEICHOWT, MEABIREZEIR A A T BKIEICL VST R ET

D14 BFEK L. MEORE, WIFhoEhic b Bt bnr
Mo T,

BIME IR A 920 U 7o — ok BBl 2S, (RERRIE B K OO MR A O REZ S EIT LT,
BHIE O Z 5 U7 3 1) FRBIFE S 5001, 5031, 5042) ZFRW\WC, a2 Ba—H AT A
(MiTOX, =HE &S VA7 LAEMHEA L) 2 LC, [E48 DT, M 68 Pz Pk L, B4y
JH (BG5BREETH) OEREIE SV CTREIGEIEAMHIEIC X 0 B CEEREN Y 272
HEIITEBICEY T, 2720, HICOWTEERBREE, V7 74 MEZNENO KR E
D=2 D K OIS Uiz, @k LB OREFDRIE, KET370~479 g, MET 246~309¢ T
B, FHRE (4246 ME2789g) O £20%LLNTH 7. BED T DAV EIIL,
e b Bt B IZEBR D HERAN LTz,
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SR24018

3.7 Bk L O — 2 ol

Euk?/

i
il
Y
[
<

3.8 BWEH
3.8.1 fHELL
B BE S
AL - M
B
HE B IRE )

g

CHET T RNIZ AR ME T = v b TRENCEN 240, BRG] %2

1T-7-.
B BITENICEME S ANEL, #2772, 727201,
F AN O W T ERTR ] 21T 7o 72

: BES U RTIEEER No., @0l No., MERI, 77— No.ds LU / Rt & Fl

F LTV a&r— Y ORIEICER L.

BEOY %1338 No., 8% No., MERI, #BEs, AE (BE) BX
O /| ZfEEAIF LIe 7 &2 — Y ORTHEICETR LTz, 28BN
e IE BRE & RIRROIEH Z50#k L7722 7 ~Licacie L, KRR
SR B NCR RS H DO 7 NV —7 4 %50 L CERR Lo, ik
T UM IRE S T H O T~ VR E L THE 0 HO HA 72 5 NIHE
0 RO 7 N—74 %l L7z,

1306 =

1 22 +3°C (FEHIFPH 19~23°C), 50 +20% (EHFPH 37~52%)
2 10~15 [B]/FE[H

 NTREBH 12 BFE (8:00~20:00)

3.8.2 fAlF g B L OEE HiE

r— DOFEXE

770y FReBEREMEK T — Y (300W x 410D x 200H mm)

=770, RRBASHEENICOW TR 17 A2 OEE 13 B £ TRA
— TV OEMIR &/ N IR A TERBYHKRE (RVA vT7L—7,
TV e TRTG R — e Dy NS A L.

1 r—2H72 0 OINEEE

B K OWIMEIIR % 2 PLd™, BE &I 1 DL, AcHLHIfA) i
HESS 1 IL, rifRiT 1S L.

= NV DRI

U5

B EOFEZHAT 5720, BIOBETIIRFIC L 26GF 28T 5
T2, B TRITEMEE L L.

D REITRRICENE L, £ ORITLLUT OB TG L7z,

WBLIOYTI 4 Ml 5 14 BB X ONEE 1 A
FABREEME - BRI BITIEEO B L4 B S5 NIHE 7 H

- 18 -



3.8.3 flk}

FEIH - 445
oy hES
RUERE
e DIRES

1G9 E 5 OHERS

3.8.4 FEbK

I
R’ K7
15U E 5 OHERS

SR24018

S 2 |2 ESENE L T

CHEIR 20 HB X OWHE 7 HICHEM L7,

A= DA T R LT

D MEOWHEBIMABRE, B 1 [EEE LT,

CHEB X O T T A MEEOMEIZIRRAERFC O AER Uiz, FRBREE O

TAEHR - BRI L, 2 RIC 1 Bz L.

21 B 1 [ESEEL7-.
EFREFEB LI U EREFEELY | BB CRAEIZEHRT 51

R34 1 3 1B 0 L7,

: [ FUER R, CRE-1

: 240605, 240702, 240903

DAY o ZOVEERE TR A A
ARG AR A WV CH ISR S 7.

272U, HRATH 0L G0 613 ekl i S .

CRBRICESS R RIE TR0 D DI RWEFEOREAEH LA e

N OFEHZ DWW T LTz, SfTida—m 7 4« 7— K« T AT ¢
v IR (TS E - Nos. AR-24-YP-003286 -01-JA,
AR-24-YP-003794-01- JA, AR-24-YP-004991-01- JA) 3 K OV}l 3
F (OB 5 3 Nos. 24G03-024, 24G03-030, 24G03-048) 31T\,
INTT —F BRI EE » O Y MEICAT L. o,
THOHEBAICHHRMEE B HHEITRD biehoTz.

 ALIR TR ZKIE K
C HERACEE H D W ITkh k2 AW THBICERS .
CRBRICEREE T T RN B DI EEIZOWVWT, 202447 A 2

AR L UN2025% 1 A 6 BICYFAE RN LU A EEL L THERR L7,
SIHTIE B AR AR S KR AR 232 : Nos. A241273, A245077) 23
TV, 7 =22 AF L. HofER, WTINOEBICHIFAR
A HMEITEED Lo Tz,
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3.9 HRERE D% G-
39.1 HEEDORE

SR24018

e i

A E B

3.9.2 FBREEDRERL

20 (xFFR), 100, 300 33 & TF 1000 mg/kg/day
I EEE L7 TRRRER (SR24017)Y ($¢5-2 0, 100, 200, 500 35 LY

1000 mg/kg/day, MERES 3 DU/BE, 14 BREIRER OHG) OREE, MLk
&b, 1000 mg/kg HEIZ I U TR O #Ext 36 K O E &I A B 722 Sl
EITEEBEARA R SN0, FOMORAEERICIL, WBRWERS
WCEE L7 ZBITBO bivZenoTz. BLEL Y, AR CIERBEY
A RITA U TREMEE Z415 1000 mg/kg/day #EmHEE L, LLTFA
A9 3 & LT 300 3 LTV 100 mg/kg/day & Z A2 H &R LMK &

BRI O & AREOEME ST T O@EY & L.

BhHE  RE REAR B (EWE )
BRI (mg/kg) (mg/mL) (mL/kg) Vi3 il Gl
< FBRAE >
o i 0 0 50  12(10101~10112) 12 (50151~50162) [
R & 100 20 50  12(10201~10212) 12 (50251~50262)  fk
T & 300 60 50  12(10301~10312) 12(50351~50362) &
& 1000 200 50  12(10401~10412) 12 (50451~50462) 7}
<HTTA MEE>
S PR 5-4& T IR A A1) 0 0 5.0 5(50551~50555)°> H
(B8 #& T B 1) 0 0 5.0 51611%;?21’011?10?3 * 5(50556~50560)° [
10112)?
(G- TR BT 1000 200 5.0 5 (50651~50655)° 7%
(EE & T RS 1000 200 so 0 (10402,10404, (50656~50660)* 7R}

10405, 10406,
10409)*

XFIRBEIZIE, MR & FRRDO TIETHRWE (R oA ziks L.

a: BRI OHRE 21 HOREIZESWT, FHOEEOEHMHEITELT D & 912, #H

N S PE o LT,

b : FEAZECRE
393 &5
$e 5% R INE a2
551k

T AAR—TTNVE Y U TRBINT 4 AR T L) U EHNT



SR24018

SREIHIZ H ARG LT,

5.\ 1A 1A, HAKS L.
$e 5 ©8:54~11:45

72 L, LRGNt O REY (@iE S 50461) 12IX, ik
BTH%13: 091285 L.

511 e Z2Fd 14 HATL D 28 HIH
HE ; Z2BLAT 14 H 3 L ORI E TCOREHIME, = 5IZRZ RN
(TAERMIA I L OVt 13 B (MBE 0 Haoifik 0 B & LTRER) %
TOHM, (IR 25 B E THENERD bR WA RN ANI TR 25 H

FCTOHIMH
BT T A FREZOWTIE 28 H

15 (PREH) D GRS T 1% 14 HH

P G- & D BEEROR G EE, &5 PR IEWENE B OREIZESWTEE
L7z.

B GREES, HEGTE, &GRS KOG Z & QN EHE IR OB e B
RERIET A BT A THERL LT,

3.10 BlgE, WER L OmAHEE
WHRBH 25 1 H (Day 1), #528 HOZEH %A1 1 H (Recovery Day 1) Lk L
W LY T 74 MEEOHIR B I3RS 28 HOFH (Day29) 3L OEIE 14 HoOFH
(Recovery Day 15) & L7z. WEBWIORZELZIL, REBRALH 240 0 H, /584 T HZWHE 0
H, M A %2 00% 14 H (Day 14 after parturition) & BiE L7=.

3.10.1 RAE# 535k
3.10.1.1 —fiRREHIE:

B3k el

A & E 1 HPLEBHEET

BARE DRGSR L O %O 1 B 2 [, [EEHR IR X
OVF%O 1 H 2\, HfEIE 1 RggE L.

Bk ME 2 OB OEIE, HMEL, ATEVEICOWTHEIZE L.

3.10.1.2 FEMI7 R RERL LR
Bk : A
53 BB R D ONCE G- 7, 14, 21 B K028 H
FRBEEOMEIZOWTIE, ERICMA THE 35, 28K V49 H

21 -



SR24018

EEHR P, BE7B8LCN14 A
B2k LM UDEDZRAT ) T EEERW TR a7 b LB R E
FLEk L7z,
BEHBBIOEDRIE
[1] RGL- 2855, PRUIRAE, fREk- i, WRATE) (RS - bell), R
T8 (W) 27— O bR L.
2] Y LSS, BWG S, M, SL&, #EDIREE, KE,
IR - HRERIS L OREBE OB, BEFLER, ViR, ik, Z O3 o
HIIZOWT, F—U b0 MR LT,
[3] 17, EBWRTE, BREIR T D RN, ERITE (AR -
BV, HEECIREE HEIR - HEE), FETE (O AN - US
V), BETE (BT - BEIRF), WEEIZOWT, AT
74—V RN THEIE L=,

3.10.1.3 BEREMA
Bk D KOG 21 B OREOFHMHICUEIT D K 9158k L - o458
SEIBLOYT 74 M (K& T RG] Oz & ONC T 3EREE
DOHED 30 A DTN E OB L7458 5 4.
153 C ERBREBEOMER L OV T T4 MEOMEE, #5408 523 A) 10FE
fil7z. #5 4 BOREOME, FBREEOKE TIIgBRyE 5123
W HBITA NIRRT, —F, 3774 MEOEHEROMET
R DR N BRI 2 =72, MW ClRIfE 2 3 (B8 8
H) Oz 5 L7z,
FARBRAEOMEIIIHE 13 HICFEm L
BlZ2 ) WERHIE CHOEMLHEDEAaT Y U7 EEEANTAa T L LIS RS
DWVITHERRIZ K D HEME 2 Fiek LTz,
BIEHEARB X O DI
[1] Rk 2R EEB S - e BTN 28 L.
BUAA, AT, BETCRIML, WA, EA S AR, 22
HHIE ] S
2] &) : CPUX =Y (T A a—x =TV 7HAE&4) 2H0
THIMER LOBEIZ DN TE 3 EIEL, 1 g HALTiosk L.
[3] HZER & HREHEAEELE (RA—"—A v 7 AB IV
CompAct, MBS 2T, Bk [1] BLO 2] @

=22 .



3.10.1.4 {AREHIE
%%
H7E H

HETT %

(REIE &

3.10.1.5 B EHIE
il
HE A

SR24018

A IS i x, KEWITHOWT, 10 5 (0~10, 10 ~20,
20 ~30, 30~40, 40~503 L N50~60747) T 1 ERERIHEIELT-.

s 2

CHERB XN T T A MREOMEL, 51, 4, 7, 14, 21 BX 28 HOOH#K

B, BIE 1L, 7TRBEXO 14 BARDLOICHRA.

FREBEEOMEL, 51, 4, 7, 14 HOESHI, 40, 7, 14 BLW
20 HO#ERI, WEO0, 4, 7R X013 HOBERIZ DN o4 14
HoOHRA. 72720, (iR 25 B £ THMAE D bR WA RN
WEBR 26 B (FIRE) (ICHIE L7z,

c B EMRFE (GX-2000, &tk =— 7 K7 4) ZHNT

HE L=,

CUToRICIEH L.

<HERB L OYT 7 A4 FEEOME>
Estacn il il

REHINE (2= 528 HIKE (9~ &5 1 BAHE (g
[BIE ] ;

REIINE (g)= [ 14 AIRE (g)— B 1| AIEE (g
<TRBRAE D>
ABC R 5

KEHENE (g=&5 14 HIKE (9)— &5 1 HIKHE (g
SERRIIRT

{REFEIN R ()= 20 HIRE (g)—4EHR 0 HIKHE (g)
W B HI

REHIME (9="F 13 BIKE (9)—HE 0 HIKE (g)

]

D WERE & B AZBRL TP O I KON A 2 BRE, REAIE &R C HICE R L

7=.

- 23 -



HETT %

3.10.1.6 R

SR24018

s B EMRFE (GX-2000, Atk =— 7 K7 4) ZHNT

K — OGRS L E TR A RE L.

WALV, 1EHZD D1 HOFEEEE (¢g/day) R L. 72721,
M T OMEIZHSWTIE, 1 EHZY OfREEL LTERD L.
BEEE (gday) = [foEIE (9)—7REHE (2)]/ WEHAMO B (day)

(k% D HEIIRERER A L R — O KRE S BN, METY T T4 FREOEIE K
T RER R

Is 5] 540 (%5 26~27 H) B OWRIE 2 E (B1HE 8~9 H).

BRIR 715 IR T TT v MAMRE A —Y (KN-646, B-17, Bt E B HUE
AT ZRHWTEIRL, BEHEEEZNOLHIFHOEZRT [11~9] %, F
7o/ 21 IR OZE PR T [10], [11] ZFEMEL72. [9] ([Z2WTIE, #0050
BiE (400 xg, 547, 4°C) LTHRAE L7z, BRELL7ZIRITMRAE THEE
L=

MAEEH B LI OWMESIE

[1] pH ARBRHLE

[2] M (Protein) AR AR TE

[3] BE (Glucose) ARBR AR TE

[4] 7 kK (Ketone body) ARBRHLE

[5] v r vl /—4%> (Urobilinogen) FRBRARTE

[6] v ULt (Bilirubin) AR

[7] St (Occult blood) FRBRARTE

[8] a5 (Color) WIAR LS

[9] JRIEAE (Urinary sediments) Sternheimer 4415

[10]  JRE (Urine Volume) KEHE

[11]  LEHE (Specific gravity) JE AT EHE

[1~[7] SVT A AT 4 9T AR, =RV ANVATT « BT T ) AT 4 7 AFREH
[9] BEMGEE BH-2, A4V o782k &4t
[11] RIEFEESF2Y 20-8, kST 42

3.10.1.7 MiRFHIRRE
ke

e 3

D AHE S B (RREREE O JEI IR RERR A IS W T2 BN LIS 0 S B S D

MBI S K LTz, FRBREEOME IHERERR A & R —B, Y7 71 M
ESEX{T)

CHIRES [FERBREEOMERS KOV T T A MEOME (5 T RERIRRE]) 13

528 HOEH, ERBREEOMII M 14 B, Y7 74 MEOHER

- 24 -



SR24018

FJOME (RHEAE T ReRIRRBY) (2E1E 14 RO H] (28R L7z,

WIS LIS O—BEOME T (16~21 1) TT7 v e Y 7LvTy (V7

YAVTNTG L, Ve RyY Ty —<iRAatt) BRI L, EEKE)
AREVERIML L=, MAEAD S H [1]~[10] {22V T EDTA 2K («X
V= b EZERME, TSR TOF L7 iR 1 mL

ZHRV, [11], [12] 1IZ2WTIEL3.8%7 =7 MY 7 A COE L7
K 1 mL (3.8% 7 = [T b U 7 AEHR 0.1 mL+1#E 0.9 mL) % 35 L
B (92000 x g, 104y, 4°C) L, fFoiizifiEz Az, EilBRiE
DHEIZDNTIE, BRI RS (-80°C &% 7E) L, MIERHICEfE L T
i, foiciiks LM ImAR THEE L. 26 oA i
BB ONT2720, HMERBHIEARITIER L oo 7.

BRAEEH B L ORAESE

[1]  ZRILEREL (RBC) — 27 1 —DCHHE
2] ~~ k2 Uy M (HCT) ¥ A7 n—DCRR A
3] ~EZmbt i (HGB) SLS~E 7 1 Bk

[4]  “FERMEREFE (MCV) RBC, HCTfH X v &
[5] “EHRMmEk~F o8& (MCH) RBC, HGBfi X v H
[6] EHRIMER~T 7 1 B (MCHC) HCT, HGBf# X v &
[7]1 i/ (Platelet) 7ua—H% A FA MU —ik
[8] MR MERE (Reticulocyte) 7a—H% A MA KN —{k
[9] HBiMmERFE (WBC) Zua—H%A FA MY —E
[10] H1mERSyE (Differential count of WBC) 7ua—H% A FA MU —iE

1 %7 ER (Neutrophil, 10*/uL)

2 fEEER (Eosinophil, 10%/uL)

3 fFHEELER (Basophil, 10%/uL)

4 HLEK (Monocyte, 10%/uL)

5 U Y RER (Lymphocyte, 10*/uL)
[11] ZFwu koo B (PT) ka AT T AF Uk
[12] J&MEALESY R R T T AF U (APTT) =7 ¥ Uk

[1]1~[10] HEHMERSHEERE XN-2000, ¥ A A v 7 ARRAE4E
[11], [12] & H B EEE I EHEE CA-620, v A A v 7 AR St

3.10.1.8 M bR
Bl

i ]
WA 1k

DR RO A & A — OARES Bl 727201, T4 i EEHNE RO BRI

EXVES U

R L L
AN SDO—BOR AT (16~21 FEfll) T v b&A Y 7T Rk

L, HXREREVEML L., MEHEBOS S [1], [5] T2\ T
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SR24018

MK 1 mL &7z ~XY o F Y 7L (~3Y o B T AENIAYY,
1000 HAZ/mL, —A UA 77—~ th) £ 20 HAL TR, =
DEE (792000 x g, 104y, 4°C) L CTHELN-MmAEE AW TRAEL
7. OB I OWTIESBERIA BB (B X7 Y —2 A, Rk
PR SAL) iR A BREL L, O EE (K 2000 x g, 10 43, 4°C) L
THESNIMEZ AV TR L7z, Mgl L OuEL, BB s
7 (-80°C &XE) L, MIERICHEMEL THWE. i, HFoniiig
DO—ERNVECRERE LT, R e L U T o —7 4 R
150 uL 92457 L THUERTE (—80°C #% /&) L, ERBREEOMEIZ OV
THIERHICEE LT [21] OHEBIZHWZ. ERBREEOBEO R E DG
R, mHEECHRIE L IR L THERRMER AN, kbR
HEOWfE, EWREKE TROY T 7 4 MEOMER X OBEHERE O MEE D 42
T T4 JEZRE Lo, AKX TH, AT &R ImEZ-60°C
LUFC, ZoftioimiEis L ON0EIE-20°C LR TR L, SRk
THETIZHEEL-.

BRAEEE B X OWBRAE Sk

[1] AST JSCC &

[2] ALT JSCC &

31 7w VERAT7 57 Z—E (ALP) IFCC ik

[4] y-GTP L-y-ZVH I3 VR F v d-= hu T = REEE
[5] Z/v=a—A (Glucose) ~F Y X —EE

[6] # =L ZxF 11—/l (T-Cho) [[ZEe

[7] RUZU&DU R (TG) WEE U o — L{EEE
[8] #MEVU/LEY (T-Bil) BERIE

[91 #JEYTE (TBA) [ G A N7 T

[10] JRF#ZEZEFHE (UN) 7 L7 —+¥ —GLDH i
[11] 7 L7 F=> (Crea) BERE

[12] VU DA (Na) A F 2 EIREM (ISE) £
[13] BV UL (K) A F o BIEM (ISE) 15
[14] 7 m—/ (Cl) A F IR EM (ISE) £
[15] B oA (Ca) OCPC £

[16] MEHEY » (IP) Fiske-Subba Row 74

[17] #&EH (TP) vy Ly ME

[18] A/G k. (A/G ratio) BEEm LD EH

[19] 77 2> (Albumin) WEREEASE LD FEH
[20] ZEH 47 (Protein fraction) 7w — A )VEKKENE

1 7v7 32 (Albumin, %)
2 w-Zue7 Uy (al-G, %)
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[21]

SR24018

3 w-Zr7 YUYy (02-G, %)
4 B-ra7Vr (B-G, %)
5 y-ru7VUr (-G, %)
FURARA LE > (T4) ELISA £ (HIZE[EHL : n=2)

[1]~[17] BHEY AT

(18],

B 7180 2, kXSt HYNA T 7 /) ro—X

[20] 2HBESIKE GITEET T A2 P2 =7, RSt~V FHF3EHT
[21] ¥~ 77 L— kU —4% SH-1200, = FERHESH

3.10.1.9 #fx
%%
R

WA Tk

P 1) D iR

I}

- HH kA

. 21
 ERBEEOMER KOV T T4 MREOME 3R5H& T RG] 135 28

HoEA, FHREBEBEOMII 0% 14 B, 7 7 A4 NEORERS JOME (8]
@%Tﬁ%@@)i@@mawﬁa ZHIRR L. =R L, fEER 25 A
INMRANEE D B IR WAL R RS NI ATNR 26 HIZ 3G L 7-.

CEANREBEL, AV TIVT UREET T, EERKENR) S OFR ML,

i X 0 ST, EHORE - MEEWIRMICBRLEZ. =
REBRHEOMETIX, EREREK R, T OMRE - MikE 10% P
RV~ U ARICEE « fR4F LTz, BconTiE, K[ D EERE E
ABEE LTz, 72720, IRERBLOAN—F =TTy RV R CH
E - RAEL, RRBIORER LRIIT 7 VIR CTEE, 70%=% ) —/L
WCRIF LT, EEOBDEBIZOWTE, EAELEE - BRIF LT,

VT T A MEOMEO 2R L OTFRBREEO 2HIZ W Rl B o5

AR AR L, X2 VPY@EA e LT, JermEmesE T cElE L T
JEWEE AR L=, 0T — X I3 E B R E 7 1R PR r 2
DO & LT,

S ORI, NI dS KO, FBE, TEEMR, MR, FURER, LBIMEA,

AU, RN, O, fE, W, AThE, RN, SRR, e, 220,
[E5 (A =AREET), B, &k, BEE, [JF, Mk I O5E X,
EHE, BEME, AL, RERLLR, RUSZMR, KEEE (BEERET), IR, T
B (AR L O, B, RERB LI OA—F =, W (EEE), K
g (BRizEte, 4), BRI o 8, T /N6, B (K
BB A, ), BRLOREMHE (h)
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3.10.1.10 ZF'E EEWE

Bil%%
e 3
e 5k

0
\uf

B - A4

FRF B DR

SR24018

il

;R

s B LMK (GR-200, BRASH: =— -7 K- FA) ZHWT,
UTOMBEOERZME L. EADOH L% EFIT AT THIE L.
722 L, HURMR, TEEARR X ONSEITEERICHIE L.

DI, DR, IR, BN, OREER, REEL LMK, REEE (BERET); LB ()
TEAR, R (BROMAG ), WU, MolR, BB, Rz, IR,
FE 5 LIk (mg)

MR E R E R B ICHE LR ED ST EE AR L.

FHxE B (g/100 g £ 721 mg/100 g)

=[Haxf EE (g 721 me)/ HIBAIKAE (g)] x 100

o

3.10.1.11 JRESMHR RO

Bil%K

(i G EWIRFS

3.10.2 /EHEFE L E
3.10.2.1 PRI A
Bil%k
R
ik

CFERBREEOMEER O T T A MREOME (58 T IReEIRRG) 1%, SRR
I I [ E - PRAF L 7o B S K OVa RO B4 - MR IC SV TEAR
PERLZ M L, 2FINZOWTER L7z, SEROFE, mHEEORD
BRI B BR I B4 5 ISR T D Ak & U T RS 1 B D f e
EORBENBEO LN THIF26)) ZLnb, FRBEEOERMER X
O HEREORE, 725 NNCHT 74 MEORIER T RER R O 25 o
R OMRA & Ehg Uiz, £z, IKARE T, FRFCALNTZAIR
AL F L (B2 10201 ORI L ORI LK) ([2oWTH ik
L7z.

CRT T 4 AL, N FR VY 2 oAV Y AR A R
L CHiRR L7z, HEOBNRTIX, AL RME ER O afmett/ MAZ R E 3
B, FTRO LT 1000 mg/kg BED 2 6 (E#E = 10401 38 L O°
10407) 1Z2WT o2u-7 17 U U Hifk % V7o o Ye A AR 2 {ERL L
THM LIz, 7ok, KO0, BB 2§ (BE5 10101 B X
OV 10104) 22O\ T H e L CHila L7,

o FRRBRAE O D 4]
D BGBIR A DAL RN E T
P X LRI K DB HRIEAZAER U, JCRBARET T O B
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3.10.2.2 AFhREMA
il

] - D5k

2R B BSSL D R 7 1

SR24018

PRI LT

D MERE O BRE RN, SRR, IR L ORGRE) % 4

H722 5 6 HOMRIME TR b D zIER &HE L.

1 HLLES 14 HETO 14 HEIZOW TR, IR

BRLOMEHRE oW ERH L.

s FEREREE DO MEE D 4451
Rl —REDOHERES, HEO BN 5 KB 2 Hr D HEO BN 5 KR 2 #1150

ZRLIEbDERD L OMABDLET.

B 14 0 GCEBRMAR) DY ZND, RERIMAEE MY, 2R

DHER SN D E T4 HHEGERE S .

CENEIIZM B T LR, &5 W3 A X TEEART O+

HERIZEVHE L., WTFNRRBO LN A Z Mo HE& Lz, [A
JEBARE D B AR KA £ TORTE A& LTz,

WD D EHEIC R A ' L.

DR (%) = (RIRBRSLHER / [FJE SH 7150 x 100
MEDAZZR (%) = (BJBRZMER / [FAJE S 72150 < 100

AEIROHERE & O A R L ORI IS FE N OERIEOA I LD

To7=. BES 50453 (2O T, FIRREEIC -5 PN O35 HRIE 23 R
SR T T O ARGE &l L 7=

WA BRI IR LR L.

HEDZIER (%) = (MEZ IR S 7/ 1 R RANLHESR) x 100
MEDZREEE (%) = (UEIRMESL / 23R RLHERD) < 100

3.10.2.3 4yifds X OB IR ReE 22

%
GBI
SYHRHE T DR
7 5

L SRR LT o> 245
SRR S NI MM DRI ST, A RE 2 AEHR 21 H 28 6

25 HET, fHAR< EH 310 (9:00, 13:003FBLN17 : 00) Bz
L7-. WEAREMI I 20 B Rt S H 7.

29 00 ICREEM N IR Z B O PICED THEO FICHK ZIAA TS D)

RINTHBETHETEL, TOREZMEOR (E%0H) & L.

CTIELLEDAEFRAHELZbOZIEFHELE Lz, READORFREIC

HEERZ R L.
HPESR (%) = (E& HPEEMEE / AEARIEED x 100
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T H R o> L
HiPE VR D81 8%

HEE R DPEEL D FH

3.10.2.4 B RE DO FEE
BilEx

IRF 4]

A5

SR24018

SRR O H2ABWE 0 HE CoMMEZ AfcEb L.
AEBOBOTRTCOHERICONWTERREZMEL, SAEZHELE.
MR A IR L FEC IR & 5L, 2o 0asH 2 HERKE L
7o W6, i K OVEFROANARET RHB R 2 EmE, 5t
FKEE R 2R OMEOBE 2 Fi SR L.

IRER (%) = (Et2 0 HOHPEREL / & HKER) x 100

AR BLER (%) = (ONRE RS 1 HEAERED) < 100
NERE R EFFOMOME = SARBEIREZFEOMEE / 1% HEMK
CEH 0 BICE A O REMOMAE L & ATEZRE ORI OR S THIE L,
FEICL AR L.

AAFHPER OVELE (%) = (MEAEAFHRER KL / AAFHIERE x 100
HPEV DL (%) = (HEHIPEREL / HPERED) x 100

sy7)

%4 R

A NEOWE I 8 VL L 72D KO ITHERERNC IEVE 2 1258k L7z, %k
OB ROEITIFANE U CTHERERIE & U722y, 1 EOREE 72 13D
W RAD 4 ARG OIS 8 L L 72D K 5 (B 2 130E 3 L,

ME S PT) (CFHEE L7, 1 JEOME B 8 ILLL F O galE, £ 0 E £
B BRSNRPoHEIRIZ, RIS 2EIIMEAT, 20
BT L E X —LF N U 7 A (Pentobarbital Sodium Salt,
H b pl THEMRASTE) % 60 mg/mL &4 3 2 WK O BEN TS IZ &

0 REIE S T

3.10.2.5 FiEIR o —fikresi s

Bk
BAJEE
el
BRIk

=l

2 1B,/ H
AEBOOBRMNLAEHZ I3 H FIME) £ T
AEFERIIRCOMR, —HeREEZ B L.

FETHIEIE AL IECHMTHIM L, Whole body % 10% i M:iEfE /L~ U
VIR TCEE R AT LT
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BAERAEFRORN

3.10.2.6 FHrA R OKREMRE
Bil%
E ]
WE 51k

SR24018

D0, 4BEON3 A OBFAERAFRERADNDEFRICHEB L.

H1% 0 BAGTE (%) = (A& 0 BAEMFRE / HERE) x 100
% 4 BAEFE (%)

= (Bt 4 BAEGFIRE / A% 0 BHAFIRED x 100
£1% 13 BAETFE (%)

= (41 13 BAEMFIRE / A% 4 BISE8K L2 RE) < 100

AN A
cE0, 4, 7TBEXWN13 H
B EMKRFE (GX-2000, HRAStho— T K7 A1) ZHWTHE

ERNZHIE L, 0.1 g £ Trtsk L7z, MEMERICIESHT- 0 OFEHKRE %K
Oz,

3.10.2.7 HrA R oL A 5% R BEEE (AGD)

Bil%%
]
e 5k

3.10.2.8 AV ORI
Bk
IRF 3]
R

AR IR A
k4 H
CEARBNCHLFY & AR OO R S &2 500 L CRedk L7z, MERERIZIE

o1 ORI ZER MR 2 R 72, AT, % OFHALM
AGE S R 2 (R O SL R TR L7l 2 KD, MERERIICIE &7
DNz R Tz

: HEAE AT 25
A% 13 H
&2 OF AR O A F L. BHT- 0 O FLEER AR D 1.

3.10.2.9 FER O IMIE T4 AR E

Bil%%

A
4R

CFMEOEFER 2. 7L, BRiLoktg LA A EFERD 1 IEOBA I

1P 6 g 2 BB L, ZEF RSN 22 WA TS DR BUT T 2 h o
7=.
(RSN o T EIR) BLOAE% 13 H

H
CEFRAZWEHIC L D LR S, EHILE IR Z E ISR T —
T3

L, mDSrEE (R2000 x g, 104y, 4°C) LTI/, #RIRL -
MmiEE, AU 7oL o filF o —7 2 KIS S50 ul o (% 4 H) £
721X 4 RIZKI 100 uL 97> (A 13 H) 07 L CHEASERTE (—80°C 5% )
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U, BIERFICEE LW, RAEK THROMIEE, HERE (-80°C
WE) L, B TR X TICHERELL.

5 : ELISA ¥£C, £ 13 HOFHAEROMIEIZ W T T4 EEZRIE LT
(n=2). % 13 HOF/EROWE DR, WERYER G BT 52
IERBD e oo Z & D, A% 4 B OFAER O T4 JREREIIAT

Lramoi-.
3.10.2.10 FrAE R oH 3
RFHA %13 H
il A
A% RSN (DN AR ETe) 2B L, BT A2EWIIEEE T, Fofho

IOV TIERY v e X — v b U U A% 60 mg/mL 495
TR OREVENTESIC X 0 2 S, 2HORE ik 2 WIRAIC B
L7z, AMEHERE | Blic oW T, HURIRE 10% P PEREE R L~ U 2 fEH
E - RAELTE.

3.11 MR TIE

A Ea—Z AT A (MITOX) % W TENE L 7=

FHRBEECR T 518 G BloYY), BIEE R, AKH, KREHNE, 8B, RE 0K
SRR, MR LSRR, 2R O BRI L ORI R, BEMME, BEEK, KR
TH s KOVERS, HHPERE, HPERFOEF IR JOBECIRE, i, MIRE R 5O
(CHE R OMERERIRTE, ATPIESEZSEC R R, T4 B, LUK, AAEREFEHBIRE O
TR DRI DUV TRE I K OMEHER Z 2 B U, Bartlett ORREEZATVY, B4 HUME % fif
Hr L7z, E0H (p>0.05) OGEIT—JohlE o8 tris THT L, RESE (p<0.05) D5EH
I3 Kruskal-Wallis O EE THENT L7z, — BB E ST OFER, FEENAOLNTZSLE (p<
0.1) % Dunnett ORREEE FIV Tt FRRE & W E R SREOMOAEEE BRI L.
Kruskal-Wallis {EDFENT OFER, BREZENHALNTZHE (p<0.1) 1L Steel DIRELEE =,
¥, AR OMEERRE, SRR IRMBIER, AFR, TLMAHEZEE RS L OBk
DOWTIE, 1 EZEARAM S LTREE L.

ERBEEC R T DR RIEELEE, ISR T 2 REEB LU, IR E bR < SRIRAE O RUEIC
DT, Kruskal-Wallis OFEEE TN L, AEENAZOLNTZHE (p<0.1) 1T Steel DRRETE
Z PO BRRE & BRI BB G REO R O B 22 R L7z,

PEFE IO B O BIR, R, ZhE, HEER, 4% 0 AOHERS LOVEFROM S
FOSNKR BTN 2R OO 72 & N EE AR E (FRBIERS X O 7T 74 M)
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[Z2W I,  Fisher O IEMEMERIRELZ .

Y774 MR 248 G EIOWY), ARERRE, (K&, (KEMNE, BHE RE,
MARFHIRRE, MR FAIRE, SE O HEER X O EEOREIC OV T, FEEEB X
OHEEERAZ BN L, FRIEICE D ESBEEZMNT Lo, %08 (p>0.05) O%A X Student
Dt HE, RESE (p<0.05) DBAIE Welch DREZ AWV T BEE L @A EHOMOAE
i an N Oy

TT T4 MERICEBT DM 7R AB LSS, PRIk 2 R EEN S, TR & R < RGO R
FELZDUWT, Wilcoxon DONARLFIRR E & V- CxlEE L @A ERF OB OB ELZ R L.

LRI OME TRENHER SN ZBIC >V, EIRBIE ORE, (REBINER L O
B, T4RE, WEEREL D NI FIRED T — X ZHEHRE D DR L.

XHRRRE & OISR EIC OV T, S%RMEARE L.

312 arsBa—% T A7 AOFH

U FIZRT 7 — 2 OIEEIZIE MITOX 2 L7z,

FUIA T =5 B O—RIREE, FEMZRBBLLE, BRemA (RN 2 R
G, B, 72720, FRBEEOM AR, RE, BiEE o
T 74 MEOEE 14 HOMEZERL), WKFHBRA (PT, APTT
ZER<), ML FRIRE (T4REZRS), S EE, HEERTR
A, #HrEROKRE

FT7IA T8 HEERA (AREBIE), BERA (ERBREEOME ORI 2 R
EESOGR L OMRE ), BEE MoV T 74 MEORS 14 H OHGEE
B), RIBRE, MiEFORE (PT, APTT), MiR/LFOMAE (T4 1K),
PEE IR A, AGERER AT, EIRER, AR, ECIRE, BB OF
B, 72 b ONTHTE R O— kg, ShREE, MR, TP ZEE M R
Bt & OVFLEREK

A a—F7a ha— X, TXIUEDOIHE, HRESEEZRELT.
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4 A
4.1 PR G-wME
4.1.1 —fRAE
—WRIRBED AL % Table 1-1 ~ 1-8, Appendix 1-1 ~ 1-28 [Z/”7.
(4511
(1) #E . F3BREE
SHRRER L OB 58T, WThoBmcb BFE IR LN R -T2,
(2) M - EREREE

it R dS KOV 100 36 & U8 300 mg/kg T, AZBCRITHIH, AEAR B 4 L OV E B 48 U C,
W OB b BE LR DR o 72, 1000 mg/kg BETIE, HIE2 A OFGHZICEADE A
1723 1 B (B 5 50452) IZH DT, FERITEG% 2 REILINICHEL L, B HO&RERTE
TIZEE L7z, ZOMOEMIIZEZE 1TH 6N Tz,

(3) M : BT T A4 MEE FERELHE)

XHREETIE, WTH OB REITA LR 572, 1000 mgkg BETIX, &5 5 HOEL
BICHFEB O T 1 6] (BFE S 50655), #5 7 HOHEEZIZLADEHITR 1] (W
& 50652), 72 HONTES-21 HEB L WN26 HOEGHZRIZEADZBITH 1 4] (B E 50651)
IZH LT SERITW T b 5% 2 RERDINICREL L, B HORGATE CICEE L. 20
L OBIIITRE 1L DR T,

IEEEE )
() HE: 774 NEE

KFRRRERS KOV 1000 mg/kg BETIE, WTINOEIZ S BEIZA SN2 T-.
(2) M- Y7 T A4 MEE GERELEE)

xFRRAETS KUY 1000 mg/kg #E T, WTNOEMWIC S BRE XA LRI ST,

4.1.2 FM7 R REBIEE
FERZIR BB 2R O R A, Table 2-1 ~ 2-6, Appendix 2-1 ~2-70 (/77— D447 %), Table 3-1 ~
3-6, Appendix 3-1 ~3-70 (7 — Y722 B HLY 3 F) I6 JTOF Table 4-1 ~ 4-6, Appendix 4-1 ~ 4-70 (4
—F T 4 — RN) ICZRZIRT
(45 H1H]
(1) HE : EEREE
W OEBIZ b BRI B 51 & et RREO IS B2 E T A b e o T,
(2) Hff - FEErEE
100 35 X O 300 mg/kg #E T, WIHNOHEBIZH 3P HEE L Il U CHRBRZEILA LR o
72. 1000 mg/kg BT, %5 7H, 35 HBL UL HOA =727 4 —/L RNOBIZERIZE T

- 34 -



SR24018

HERA OB E DA E7RIINAH BTz
(3) M - 7 T A MEE GEACELEF)

1000 mg/kg BETIE, #5 7 BB L 21 HOA—T 07 4 —/L RNOBEIZ B CES) I H
PRiC L A& GEBIRH) 234 16 (EE S 50652, 50651) ([ZAH BT, 51 ORI R
DOFBUCHET LB L EZZ b,

IEEEE )
() [ 774 NEE

1000 mg/kg #ETIE, WIHOHEBEIZ b RIREEL ik L CHERZEITA Lo 7.
(2) M. Y7 T4 MEE GERELEE)

1000 mg/kg BETIX, WP OIEFIC b HRRE & Bl L CHERZITA LR Rh 572,

4.1.3 BEREMRA

T k9 2 SR e ) S s D A & Table 5-1 ~ 5-4, Appendix 5-1 ~ 5-12, #8 /1 D %k % Table
6-1 ~ 6-4, Appendix 6-1 ~6-12, HIEEB)EORKAEZ Table 7-1 ~ 7-4, Appendix 7-1 ~ 7-12 [T~
7.

[ 5-H11H]]
(1) HE - E=5ABHE (&5 4 18)

PR ERGRETIE, WTNOHBIZ OIS i L THERZZ A DR o7z,
(2) M EREREE (HE 13 H)

100 35 K O 300 mg/kg #EClX, WIHOIHBIZ xR & Il U CH B RZILA LR
72. 1000 mg/kg HETIL, A OE DI IREE L i L THERIKENA LN, £72, BIEHE
B EOFHNCINT 10~20 FICHERIMER A bz, S HIC, HBERAETRNSTZH 00,
20~30 5338 L UV 30~40 4312 HARMEBIA 238D H AL, AR ) DR T8 5% O B IRFERIZ X
DLAREMENRIB SN D Z & h, B EERGICEE L L TH D LB LN, BT
T2 B EB RS O AR I 1T BRI A LR Do T
(3) W : HT T A MHE GEAECHE, &5 48)

1000 mg/kg ¥ TiX, AR T125 6 BRE & i U CHE IR 2 v To. RIS k% &
IR BSOS O AR R L OVE R B I A B R BT A DR o T
=145 ]

(1) - Y7 74 MEE GERERE, 1 2 )
1000 mg/kg #E TiX, WFNDOHBIZ b XIREE S il L THERZEZ A BN o7z
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4.1.4 (KE
{KE % Figure 1-1 ~ 1-3, Table 8-1 ~8-7, Appendix 8-1 ~ 8-22 [T/,
(454
(1) HE - FelBRit
BRIV 1 5B CIL, RER X OMREBINEIC KRR & i L CHB R EITA LD o 12
(2) Mff : ERRBRAEE
W IO E R SRRV T S, ARSI, AERBIM L O E I oK E R L OV
MRS, SRR L CTHEREZAON R -T2,
(3) W : BT T A M FEACELHE)
1000 mg/kg #E TiE, AEI I OMKREIINEICIREE L i L THEREIZA DN R 2T,
|EEEE )
() B 774 MEE
1000 mg/kg BETIE, KREF X ORERINEICTREE S L CHEREZIZA DR o T,
(2) M- Y7 T A4 MEE GERELEE)
1000 mg/kg £ TlX, KEI X ORISR & ik U THERZEITA DL o712,

4.1.5 Eif&
{26 & % Figure 2-1 ~2-3, Table 9-1~9-7, Appendix 9-1 ~ 9-22 (Z/R7".
[ 5-31H)]
DR S
BB R G RETIE, BRI IREE & bl L CH BRI A DL o 72,
(2) M - FRAEREE
100 35 £ O 300 mg/kg #EClX, ZECATHAR], ARURMAM I K OWHE MR OB &IZ, *HRERE &
B L CHE R ZEIIA BN > T2, 1000 mg/kg B CIE, ARATHIMNIC A B 2R A 4 DTz
2, MR - BT EREITEO b o T,
(3) W : BT T A4 M FEACELHE)
1000 mg/kg #ECTIE, BEFRICHHREEL IR L THERZIEZA Do T
IEEEEZ )
() HE: 774 M
1000 mg/kg #ETIX, [ 14 H ORISR & i L CTHERREA A2 LNIZ, &5
DARNVANEENST-Z LIZ LD KEEOELEE 2 T,
(2) M - 7 T A MEE GEACELEE)
1000 mg/kg #£ CTlE, BEFRITIAE S I L THEREIZA LR 5T
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4.1.6 JRIRA
PRI D RlAE % Table 10-1 ~ 10-21, Appendix 10-1 ~ 10-30 (2737
[# 5 4 ]
(1) HE - FelBRaE
PR B 5EETIL, WTHOHEBIC O XREE L iR L CHERZIZA B o T
(2) M T T A ME GERZBHE)
1000 mg/kg BETIX, WO FIC b I HREE & Bl L CHERZITA LR h o 72,
[[E11E 2 18]
() HE: 774 M
1000 mg/kg BETIX, WP IO FIC b3 HRRE & Bl L CHERZITA LR R h o7z,
Q) M 7 T4 MEE GERELRE)
1000 mg/kg HETIE, W OIH T &6 REE L Hl L CTHERZT A LR o T,

4.1.7 MR R A

MR AR Dl AE % Table 11-1 ~ 11-5, Appendix 11-1 ~ 11-14 {27~

[ 53 & T HE)
(1) - Bt

100 35 KX O 300 mg/kg #E T, WTHOIHEBIZH3PBREE L Il L CHBERZILA LR o
7. 1000 mg/kg FETiX, M/ IMEICHEREMER Bz, LavL, £ OO HIZZE LR A
BN &, BHORIEBRAE TREIZAONRNT L&, 7o b ONTHE &~ OEITRBR ki D
Hi7 —4 (CFEIEESD 109.07+12.10, fe/IME~fcKME 85.0~142.0 10%/ 1 L, Bil#k 70, 7Bk
HAM 2022~2024 )0 OFPHANICH D Z D, BHEFHER T LW EEZ SN,
(2) M« FRABRAE

100 35 X O 300 mg/kg #ETlX, WO B & At & Il U CTHRERZILA LR D)o
7-. 1000 mg/kg #ETlX, APTT ICHERNENRA LA, L, ZOHHE ORMEIZEKNE
BCZ LN s, BRERORETHEEZ T
(3) M - 7 T A MEE GEASELEF)

1000 mg/kg #E TiX, WFNDOHEBIZ b XIREE S I L THERZEZ A LN R o7z

[IE1 6 ST & T 1]
(1) " 774 ME

1000 mg/kg FTiX, xR & i U CAriRERE (Eosinophil) (ZA ERIKEDNS 2 S T-3, &
B TRIZIE A DR WAL TH Y, BEEBICEER R ONRN T &, BIEEDE
BEEZ LN,
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() WM : BT T4 M GERELRE)
1000 mg/kg BETIE, WTFAOHEBIZH R L G L THERZEZTA NIRRT,

4.1.8 MiERALF AR A
MRAL F AR A O il A % Table 12-1 ~ 12-7, Appendix 12-1 ~ 12-14 (27”7,
[ 5 IR T 1]
(1) K. kBt
R SRETIE, WTHOEBICHXIREEL ik L THERZEITA b o7z,
(2) M . FEEREE
100 35 KX O 300 mg/kg #E T, WIHOIHEBIZH BRIl L CHRERZILA LR
72. 1000 mg/kg BETIE, AL L CTRE Y LV EVICAERIKERA . LL, &
DIEH DEREIZ OV TR ERICZ L, A bBD oNRn &b, MIERREE) &
EZxblz., TOMOEBIIIAERZEITED 6o,
(3) W - VT T A MEE GESCHELEE)
w%mM@ﬁTﬁ,ﬁ%ﬁk%@bf%EUWEVkHmﬁﬁﬁﬁﬁmﬁ#%ﬂt.Lﬁ

L, 206 OHEHEDEREIZOWTIBKRERICZ L, B a VAT v — /L EDOELE 7
(EIE =TS

(1) " 774 MiE

1000 mg/kg #£ TlX, y-GTP 35 KL OVERE U Tk REE & Ihilg L CTHEZREEN AL, L

L, Wb REHHKE TRIEAONRWELTH Y, fllx OEITRBRIER OE RT — 4
(y-GTP : “F¥E+SD 0.53+0.19, fH/ME~KRAME 02~1.21TU/L, MY > @ SEHE+SD 6.27
+0.63, fx/IME~HKAE 5.3~8.1 mg/dL, B% 35, BRI 2019~2022 42)) OFLFHANICH 5
e, HEEFMEREETRWEBEION. 2, AIGHBIOEAZHOT VT I ICEH
BREE, BEASEO al-7 07 ) MCHERGEN LN, T b OB G HIRH &
THRICIFBIEINTE LT, ERLENTHTZ2D, BBIREHTHL EEZ L.
(2) M - 7 T A MEE GEACEEF)

1000 mg/kg HETIE, 7/ a—ATHBREL LI L THERGER b, L, 58
M TR A DN WEILTH Y, Hx OFEITRER O 5T — % (CEYEESD 150.0 =+
18.8, H/IME~F KM 113~192 mg/dL, fl#k 35, RERHAR] 2019~2022 4F)) O#FPHNIZH 5
ZEnn, BEFHERIET LW EE I LN,
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4.1.9 IfIE T4 #EE
fE T4 JRFE % Table 13-1~13-5, Appendix 13-1 ~ 13-14 (27”5
(45 BT T 1]
(1) # - F=3BraE
HEB BN O 1T T4 FEFEICIE, 1000 mg/kg BEICIBWW T, RFHREE L i U CHE R BN A D
.
(2) M FRAEREE
Srifeth 14 H O TAREIZIE, W OB E R GRSV T H ot Lt L TR EZR 7
LB LN T
(3) M BT T A MEE GERBLRE)
1000 mg/kg #ETlE, xFHBEE B L CTHEREITA OGN
(=175 31
(1) " 774 ME
1000 mg/kg HETIX, ML KL THEREZAONT, EHEENRO LT,
(2) W VT T4 ME GEACHLHE)
1000 mg/kg #E TIE, XMRHE L Ll L THERZETA BN LMo T,

4.1.10
HIMAT % Table 14-1 ~ 14-6, Appendix 14-1 ~ 14-14 [Z/R”7".
(455 BT T 1]
(1) K ERlERilE
100 mg/kg BETIZ, FEHE (£) BIOWFHE LK () o/ 1 6] (@& 5 10201) 1245
ALTZ238, 300 35 KTV 1000 mg/kg BE CITEFE T RLITRO bR oo 2 &b, HRWERE &
B L e ke B 2 bz,
(2) M : FEBREE
XA L OB BER GRE T, WTho@ic b BREFTRIIZ b Rho Tz,
(3) M - 7 T A MEE GEACELEF)
XFRHERS K UM 1000 mg/kg #ETIE, WL OEIMIZ S REFTRIZA N7
[[E1 5 ST T )
(1) " 774 ME
KFREEEFS LU0 1000 mg/kg BE & B ICRE T ALIZA B0 o T2,
(2) W VT T4 MEE GEACHELHE)
KFRRRERS LU 1000 mg/kg BEE BICHRFEFTLIIA LN R o T,
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4.1.11 gREHE
%8B HE &% Table 15-1 ~ 15-7, Appendix 15-1 ~ 15-20 {Z/~7.
(45 B T 1]
(1) K ERlERE
100 mg/kg #ETIZ, BMROFAXE S I X OREFE OMT B &I I & ik L TR B2 & ED
HHITZD, HEICEF L WAL TH Y BRI EE & & % b/, 300 mgkg #TIE, I
g Dot B B S AERE T, M EEICAHER&ENA B2, 1000 mg/kg BETIE, Al L O
BN DM I KO EEICH B RMENA L. Fio, FEECTIIRHEEOM K E&ICH B2
EEN DD, FEREEICIIAERETRD bNRNoT2Z L &, Hx OfEITEER R D
YeT—4% (FEHELESD 2.348£0.380, fix/ME~fKME 1.09~3.00 g; Fil%k 49, BRI 2019
~2022 )Y OHEFANIZH Y, WA THIE(L LA ONRN-T 2 EnD, BEFIERIT
mNEEZ L.
(2) M - FHBREE
100 mg/kg BETIE, SHRREE & bl L CHURIR O EEICH B/ ml, IO EEICH
BERENA LN, HEIEKFE L2 WELTH Y BRNRES & B % bz, 300 mgkg
BECTIE, WELIZWTFROSEEEICH, MHEFE L L THERETAR SR -T2, 1000
mg/kg HETlX, MO I L ORI EEICA BERSEN A BV,
(3) M - 7 T A MEE GEACELEF)
1000 mg/kg #ETix, FFIRO MR EEICRHREE L i L CTHEZRSMEN A DI, OO
BEEIZIE, MBREEKR L CTHEERETALN RN T2.
[IEl 18 AT 4 T B
() #9774 M
1000 mg/kg #ETI, FFIROMEcEFS L U E &SR IREE & ik L CHEZREEN A LT
ZAD OZARITEG HIMAE TR & Hie U CRRESRR L T2 &6, BIEERRO 6D
EFEZBNT.
(2) W - 7 T A MEE GEACEEE)
1000 mg/kg #ETIE, PELTZWTHOREEEICSH, MREEL LKL THEREIADNR
Mol Z & D, [BHEHRRO L.

4.1.12 JHBAR R AR A
Ji B AR FA9FT i % Table 16-1 ~ 16-22, Appendix 16-1 ~ 16-23 (27”77
[ 5- B T I
(1) B - FARBRAE
B A A L 72 BIECCIE, 1000 mg/kg BE T O R, ISR AE LR Ot/ IMA (8% 723,
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AT FHNCA B R ETIT Mo Ten, 27 HICRD b, ZOFTRIE, e2u-Z7e27 ) UHiIR
W2 L DB GEORERGIETH - 72, 1000 mg/kg #ETIL, Z OMIZFR RO FRAE 4 M
(BB 2 17 5, M (R0 23 177 BlicHA Btz £72, 100 mg/kg B TIXFRJR MO RS 4
AT (B0 23 112 61, - FIAE (850 25 112 6, ZER (4% 23 1/12 4, 300 mg/kg
FECIERm MO R O RAEVEM IR (B 23 112 flicx b,

ZOMOIE - MBEOBRAETIE, ST, ANZIMCEEORIEN 6/7 1 (B# S, hoE
1), FRBUCERRZRER DS 17 5] (B3 (24 64, 1000 mg/kg BETIE, RISZBRICHE O RIE
D3 5/7 B (B3, BREE 2), HURBRICEEALRETRD 2/7 B (A, ~—F —RICIRBMEO RIE
PEHIRRIRE 25 1/7 B (380 (2 Bz,

1000 mg/kg FEIZ 3 THIFHEN RULTZ o 72 B Clk, BRRERE DOJRIK & & 2 b5 B
Wb bhehol. £, IMARBICEBO THIRNET 0L L8 FE S 10201 TIiX, HE

(CHEE OREHE M F 72 1250, RSB BRI M e NIE O MU 7% 8 45 K OV O K 1 B i b
DAL,

(2) M - FEABREE

KERREECIE, i~ 7 a7 7 — DEFED 1712 61 (B0, FRBMEO s 1/12 61 (E5%),
FRENEL O RV D R IEMEM IR 23 1/12 1 (BA), FPIC /N ZRIE S 1/12 1) (0, Waliic BRz
D 3/12 1) (BEA), WK ARIR (A7 08 3/12 8 (BE) (2 BT,

1000 mg/kg FETiX, Milchila~ 27 v 7 7 —JEHED 111 61 (85, REMHEO i 1/11 41
(B, MR FR Ry M D B S 250 28 1/11 1 (REAR), PN BR SR PEERZE DS 1/11 1 (1R 90),
Wiz BB DY 1/11 B (BEG),  HUIRB I AREE (AR 2N 4/11 1] () I2A BTz,

(3) M - 7 T A MEE FEAELEF)

b FRRE T U, IS oD FEE 00 2 S PEAR IR 23 1/5 61 (E4), i bRz sz s 1/5 61 (4%,
R I T A2 (IR S 1/5 1] (IBRAR), ~— & — U B R P oD RAEPEAR R 1= 23 1/5 61 (B0 12
FHiv7z. 1000 mg/kg BETIE, FURIRICHRE ARIEFRDS 3/5 B (B0 (2 bz,

FHRBRIEL L OV T 74 FED 1000 mg/kg #ETH LU EORFEF RIZWTH b, xR
BEE 7 TR R O 57 — & VNTFBD BNDHFTI, & D VTS BUFE (h BREE & bt L CF
BRETH LNV E0 D, HBRMERS LHEORWELEZ X b,

(EIE ST
() #7714 MR

ﬁ@@m%(%%)ﬁu5%,@%ﬁ@ﬁﬂgﬂﬁ%@k(%w)ﬁy5%Kﬁgmﬁ_
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4.2 LHEFE AT

4.2.1 MEEHIRRA
PEJE B D pf A A Table 17, Appendix 17-1 ~ 17-8 12787,
ZZELHT 14 BB OMEEBIEIZ W T, A ORE OB, FHIEHRRR L 0GR
ITHEBR I B4 5B & xR OIS B R BT A D e hr o Tz,

422 AFHBEMA
AEFHRERAE D A % Table 18-1 33 L 10 18-2, Appendix 18-1 ~ 18-8 (Z/~7".
IR, ZEB XORITE I, SR ER G L S RBEORICAERRETIA LN
ot

423 S3ifds L OB IRREBIEE
O3t X OB IRIEBL 2 O i & Table 19-1 38 X T8 19-2, Appendix 19-1 ~ 19-8 [Z/R7.
BERB, i, WERWIR, HiESE, HEIRE, HWEROAFRBB KO CRE, Rov
(CHEERITIE, R E R GRE L RBEO RIS B R ZIZA Do To. HEA R OSEHRA
T, WThoBmIZbREIXA NPT

424 FERO—BRBR L OEFR

HA IR O — Bk BE R X OVAETFER O kS & Table 20 38 L T8 21, Appendix 20-1 ~ 20-16 33 L Y
21-1~21-4 [T

%0 BD 4 HO—BARREFIZR TIL, 300 mg/kg BEOME 1 ] (REEME B 50357) IZRBICK
IR BTz, ZOMOBREREE CTIXRFIIA LNz, E% S B D 13 HO—iREEE]
£2CIE, 300 mg/kg BEDME 1 B (REEMHE 5 50353) (CEHA/INM (F) BAH BT, 100 B LD
1000 mg/kg B TIXRFITA LN o7z H% 0 H, 4 HB XN 13 HOFAEROAEFRITIL,
PR E B 58 & HRRBEDRICH B 221X biie ho Tz,

4.2.5 FAEROKE
BrAEVLOIRE % Figure 3, Table 22, Appendix 22-1 ~22-4 |[Z/R7.
WTROWBRHERSEICEWNTY, £% 0B, 48, 7HBXIO 13 BoOKEIC, MEE b
SRR L I L THERZI AN o T

4.2.6 FAEW O A 2SI FERE (AGD)
B V2 O AT P AE Bl 22k B B & Table 23, Appendix 23-1 ~23-4 (27”7
1% 4 B ONLPI A SR ZE A I R FS L OMK T O IR TR L7l 1T, MERE & & BB i 5
FEEXTRBEDORICA B RZET A NIRRTz,
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4.2.7 AR O
AR O FLEES & Table 24, Appendix 24-1 ~ 24-4 (2R
FJLEEIZ, 4% 13 BoEFE R oWFhnicbBlE SN o7z,

4.2.8 FAEROMTE T4 1EEE
At 13 B OFA R O Ifi% T4 #2E % Table 25, Appendix 25-1 ~ 25-4 |27~
A% 13 B OFEROIMTE T4 IR, R E R 5HE Lo BBEOMICA B R EITA LR
o7,

4.2.9 FrAEROF
AR o5 AT L% Table 26, Appendix 26-1 ~ 26-4 (27879,
A% 13 B OAEGFEROTIRTIE, 300 mg/kg BEOME 1 HIIC B/ NN S 7223, 1000 mg/kg
BECITREIRLIIRO DN o2 Z L0 b, RWER L LB L WAk B2 b,
SRS L OV 100 mg/kg #F CIXEFE T RITRO o7z,
A% 0-5 HOMIZHE A SNIET IR TIE, WOz b REI3H bnRn o> 7. % 6-13
H OIS L RITA b Rno Tz

5 BR
5.1 ARG

100 mg/kg BETIX, WIFhoOMAEBEHBIZY, MRS HHBRYE R 5 (CBEET 2 2{bixA b
IRl

300 mg/kg BETIX, METHFIROAE B & I EfE R, MHSEREICARREMEAA L, HE
RIFHENBOOND Z 0D, WRWEEGICBEET 2B EBZ bR,

1000 mg/kg FE T, MET T4 REORD), BMEEOEME, HWTHEGEHOERELTLAD
SHRITB I OBERERHORT, A—7 07 4 — )L FNOFEMSREBRZRICB T 228k LTX
AoE GEBNVEHE), BAOOKT & AR ET RO, EAAROIE], MLk CITIE RO S
MHHI, WIS ERGICEET 28BN, Zhb0 ) blfOE 5% DIE
WoSBL, HEBRH, 70 b N IB I OHBESEOIK TIC OV T, EEEiEomRE 2 =
KL T DHRRA~ORBENRR I NI, TAREDOWAITOWTIE, AR & F 710N B
AR ECBITBD b o7 2 Eind, BHEFNERIIRATH . 72, T
1T, BRI R ORI A D e o T,

T O R N 00 75 FRAR AR IR I2 B\ T, 1000 mg/kg BE T I 2/7 Bl CUHTAL R AN L Rz o0 i1
MAMEDIEBN I DAL, PERWER G ICEE L2t B2 oz, ZOFTRIL, o2u-7/a>
U UHURIC L Bt e LToRE RIGME ChH 72 2 &M D, a2u-2' v 7 U UBE LRI S
7. LL, @u-7 a7 U UBIEIRMET v MIFARENTHLZ b, B MIISMETE

- 43 -



SR24018

NESNTEY 10 BHEEETIIRWEEZ X b, REEOBIEOMEX s X O E&ED
EIZHOWTY, 2u-rr7 U UBEEB#ET A8 LB 2 b,

LLEDZEAE, Wb [EE I 36 K ONEHE IR T REO R TIEER D S L7 W )R EE A g
BLTEY, EEELZRLE. 2P, HEOBMEICKEMED SHEN LT,

PLED X912, 300 mgkg BEC B W THEDOIFRE&IZ, 1000 mg/kg FEIZIWNTC, HET T4 12
BE, TEMBCE G, MEC—MRCIREE, FEMIZCIRREMIZE, BEReMAr, HRERE, MEREOITIRE & ICHERY
BHRGICHRNT DB ENL LN, LER-> T, KikBREMETICBIT5[2-2-2 FF 2
FNLERFINATINT X7 0N — VORER5EEICEET 5 ®EHEIE S (NOAEL) (%
1T 100 mg/kg/day, T 300 mg/kg/day &%z ST,

5.2 AES AT

FRRBREE O A FERER AR L O AL ORAE TIE, 1000 mg/kg #£F T, WTFHOHEBIZ L5
WER G IZEET 52 bIx A b Nk,

L7eRo T, RRBREETIZBITA2-Q2-A FFTUAF LT RFINATF LT hF )7 mx
J =V OB ENMW) O AEFRE R H ONTH A OF AT T 5 Wt E (NOAEL) (X 771 d 1000
mg/kg/day & & 2 LTz,

6 AR OB B L LT L L B 2 REER
AR DOEHMEICEEE RIT L L B 2 BREERII R0~ 7.

7 BEOIRTF

7.1 BRI OFEME

L % MRS S A 2 PR IE T O WEHRAT SR TARATT 5.
1. RBREHE E R L ORBRGHE E 4 &

BT —H Z OO FLERSGE

Bt &

AR

WERE YT

O I VS N ]

7.2 PRAFHARE
HREVK T 5 ERRTEL, FOROEFEIZOWVWTIERBEZILE  LOHHEICIVRET A,

7.3 RERG AT CORTHIM
Annex 2 B L3129t .
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8 BELEK

1)

2)
3)

4)

5)

6)

7)

8)

9)

4T — % 2 — I : Tri(propylene glycol) methyl ether, mixture of isomers, _

Chemical Book website : N U 7B L > 7Y a—LE ) AFLT—T )L (BEEEEY)
The Toxicology of Glycol Ethers and its Relevance to Man (Fourth Edition): ECETOC Technical
Report No. 95 (2005)

W4T —H L — b : Tripropylene Glycol Monomethyl Ether (mixture of isomer), || | [ N
I

BHMEE 2-Q-A XV AF AT EFNAT LT X703 —LDT v MBI
B R B 5 AR A TSR O -0 O TiaER (SR24017), MRS EM L4
PERFFZERT 2024 4F

MR FAMRA 57T —# Crl:CD(SD) 7 » b (HEKE - 12~16 M fin) (2022~2024 ) R
fALA W2 SVERFZERT AN & B

MR 7RI 57 —4 Crl:CD(SD) 7 > kb (M - 16~18 B #n) (2019~2022 ) R
DAL E R BVERRSEET AN R

REEE YmT —4 Crl:.CD(SD) 7 v b (Hf : 16~18 #HiH) (2019~2022 ) A SHALE
Wyiz MR ERT FEPNE R

BRI BT — % Crl:.CD(SD) 7 v b (HERE : 16~ 18 i fin) (2019~2024 4F)
XS AW R RVERTET thNE R

10) Swenberg, J.A., Short, B., Borghoff, S., Strasser, J., Charbonneau, M. (1989) The Comparative

Pathobiology of a2u-Globulin Nephropathy. Toxicol. Appl. Pharmacol. 97, 35-46.
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Figure 1 -1

Body weight (g)

Body weight, Male Period : Administration Day 1-28, Recovery Day 1-14

600 T

Study No. : SR24018

Species : Rat

---0--- TPGME 0 mg/kg
—a— TPGME 100 mg/kg
—e— TPGME 300 mg/kg
—a— TPGME 1000 mg/kg

21

Administration Day
Not significantly different from TPGME 0 mg/kg

Recovery Day
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Figure 1-2

Body weight (g)

Body weight, Female

500 T

Period : Administration Day 1-14, Gestation Day 0-20, Lactation Day 0-13

Study No. : SR24018

Species : Rat

---0--- TPGME 0 mg/kg
—a— TPGME 100 mg/kg
—e— TPGME 300 mg/kg
—a— TPGME 1000 mg/kg

200 ; ;

0 4 7 13

Administration Day

Not significantly different from TPGME 0 mg/kg

Gestation Day

Lactation Day
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Figure 1-3
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Study No. : SR24018

Body weight, Female (satellite) Period : Administration Day 1-28, Recovery Day 1-14 Species : Rat

---0--- TPGME 0 mg/kg
—— TPGME 1000 mg/kg

Administration Day Recovery Day

Not significantly different from TPGME 0 mg/kg
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Study No. : SR24018

Figure 2 - 1
Food consumption, Male Period : Administration Day 1-28, Recovery Day 1-14 Species : Rat
40 +
T2*
(1000)
30 1 ‘ t  c— 3 Z’/A
Crmeemmssmsss___SE— T °
C)
c
Ke]
a
1S 20 T+
3
[2]
C
Q
(&)
e}
]
o
[T
10 4 ---0--- TPGME 0 mg/kg
—a— TPGME 100 mg/kg
—e— TPGME 300 mg/kg
—a— TPGME 1000 mg/kg
0 t t t t t t
4 7 14 28 7 14

Administration Day Recovery Day

Significantly different from TPGME 0 mg/kg: * P<0.05
T2 : Student t-test (two-side)
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Study No. : SR24018

Figure 2 - 2
Food consumption, Female Period : Administration Day 1-14, Gestation Day 0-20, Lactation Day 0-13 Species : Rat
60 +
50 T+
40 T
C)
c
Ke]
g 30
3
[2]
C
Q
(&)
e}
]
o
[T
20 T
-///'T DT *
DT ** DT (1000)
(1000) (1000) o TPGME 0 mg/kg
—a— TPGME 100 mg/kg
10 —e— TPGME 300 mg/kg
—a— TPGME 1000 mg/kg
0 f f f f f f f f f
4 7 14 7 14 20 4 7 13

Administration Day

Significantly different from TPGME 0 mg/kg: * P<0.05, ** P<0.01

DT : Dunnett test (two-side)

Gestation Day

Lactation Day
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Figure 2-3

Food consumption (g)

Study No. : SR24018

Food consumption, Female (satellite)  Period : Administration Day 1-28, Recovery Day 1-14 Species : Rat

30 T+

20 T+

10 +
--0--- TPGME 0 mg/kg
—a— TPGME 1000 mg/kg

0 t t t t t t t
28 7 14

21

Administration Day

Not significantly different from TPGME 0 mg/kg

Recovery Day
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Figure 3

Body weight (g)

Period : Postnatal Day 0-13

Body weight of offspring

40 T

Study No. : SR24018

Species : Rat

Female

---0--- TPGME 0 mg/kg
—a— TPGME 100 mg/kg
—e— TPGME 300 mg/kg
—a— TPGME 1000 mg/kg

Postnatal Day

Not significantly different from TPGME 0 mg/kg

Postnatal Day
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Table 1 -1

Clinical signs

Period : Administration Day 1-14

Study No. : SR24018

Sex : Male Species : Rat
Test article Day 1 2 3 4 5 6 7 8
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 2 1 2
TPGME n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
TPGME n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
TPGME n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
TPGME n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg’kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Test article Day 9 10 11 12 13 14
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2
TPGME n 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12
TPGME n 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12
TPGME n 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12
TPGME n 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12

1 : Before dosing, 2 : After dosing



Table 1-2 Study No. : SR24018

Clinical signs Period : Administration Day 15-29
Sex : Male Species : Rat

Test article Day 15 16 17 18 19 20 21 22

Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
TPGME n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
TPGME n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
TPGME n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
TPGME n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg’kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Test article Day 23 24 25 26 27 28 29

Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 3

TPGME n 12 12 12 12 12 12 12 12 12 12 12 12 7

0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 7

TPGME n 12 12 12 12 12 12 12 12 12 12 12 12 12

100 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12

TPGME n 12 12 12 12 12 12 12 12 12 12 12 12 12

300 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12

TPGME n 12 12 12 12 12 12 12 12 12 12 12 12 7

1000 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 7

_vg_

1 : Before dosing, 2 : After dosing, 3 : Necropsy day
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Table 1-3

Clinical signs

Period : Administration Day 1-17

Study No. : SR24018

Sex : Female Species : Rat
Test article Day 1 2 3 4 5 6 7 8
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
TPGME n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
TPGME n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
TPGME n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
TPGME n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg’kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Test article Day 9 10 11 12 13 14 15 16
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
TPGME n 12 12 12 12 12 12 12 12 12 12 12 12 10 10 6 6
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 10 10 6 6
TPGME n 12 12 12 12 12 12 12 12 12 12 12 12 9 9 5 5
100 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 9 9 5 5
TPGME n 12 12 12 12 12 12 12 12 12 12 12 12 6 6 4 4
300 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 6 6 4 4
TPGME n 12 12 12 12 12 12 12 12 12 12 12 12 5 5 4 4
1000 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 5 5 4 4
Test article Day 17
Dose Clinical signs Time 1 2
TPGME n 6 6
0 mg/kg No abnormality 6 6
TPGME n 5 5
100 mg/kg No abnormality 5 5
TPGME n 4 4
300 mg/kg No abnormality 4 4
TPGME n 2 2
1000 mg/kg No abnormality 2 2

1 : Before dosing, 2 : After dosing



_99_

Table 1-4

Clinical signs

Period : Gestation Day 0-22

Study No. : SR24018

Sex : Female Species : Rat
Test article Day 0 1 2 3 4 5 6 7
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
TPGME n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
TPGME n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
TPGME n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
TPGME n 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
1000 mg/kg No abnormality 11 11 11 11 11 10 11 11 11 11 11 11 11 11 11 11
Staggering gait 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
Test article Day 8 9 10 11 12 13 14 15
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
TPGME n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
TPGME n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
TPGME n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
TPGME n 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
1000 mg/kg No abnormality 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
Staggering gait 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Test article Day 16 17 18 19 20 21 22
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2
TPGME n 12 12 12 12 12 12 12 12 12 12 12 12 2 2
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 2 2
TPGME n 12 12 12 12 12 12 12 12 12 12 12 12 6 6
100 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 6 6
TPGME n 12 12 12 12 12 12 12 12 12 12 12 12 1 1
300 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 1 1
TPGME n 11 11 11 11 11 11 11 11 11 11 11 11 2 2
1000 mg’kg No abnormality 11 11 11 11 11 11 11 11 11 11 11 11 2 2
Staggering gait 0 0 0 0 0 0 0 0 0 0 0 0 0 0

1 : Before dosing, 2 : After dosing



Table 1-5 Study No. : SR24018

Clinical signs Period : Lactation Day 0-14
Sex : Female Species : Rat

Test article Day 0 1 2 3 4 5 6 7

Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
TPGME n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
TPGME n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
TPGME n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
TPGME n 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
1000 mg’kg No abnormality 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
Test article Day 8 9 10 11 12 13 14

Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 3

TPGME n 12 12 12 12 12 12 12 12 12 12 12 12 12

0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12

TPGME n 12 12 12 12 12 12 12 12 12 12 12 12 12

100 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12

TPGME n 12 12 12 12 12 12 12 12 12 12 12 12 12

300 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12

TPGME n 11 11 11 11 11 11 11 11 11 11 11 11 11

1000 mg’kg No abnormality 11 11 11 11 11 11 11 11 11 11 11 11 11

_LS_

1 : Before dosing, 2 : After dosing, 3 : Necropsy day



Table 1-6 Study No. : SR24018
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Clinical signs Period : Administration Day 1-29
Sex : Female (satellite) Species : Rat
Test article Day 1 2 3 4 5 6 7 8
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
TPGME n i 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg’kg No abnormality 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
TPGME n i 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg No abnormality 0 10 10 10 10 10 10 10 10 9 10 10 10 9 10 10
Decrease in locomotor activity 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
Staggering gait 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0
Test article Day 9 10 11 12 13 14 15 16
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
TPGME n i 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg’kg No abnormality 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
TPGME n i 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg No abnormality 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Decrease in locomotor activity 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Staggering gait 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Test article Day 17 18 19 20 21 22 23 24
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
TPGME n i 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg’kg No abnormality 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
TPGME n i 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg No abnormality 0 10 10 10 10 10 10 10 10 9 10 10 10 10 10 10
Decrease in locomotor activity 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Staggering gait 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
Test article Day 25 26 27 28 29
Dose Clinical signs Time 1 2 1 2 1 2 1 2 3
TPGME n 0 10 10 10 10 10 10 10 5
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 5
TPGME n 0 10 10 10 10 10 10 10 5
1000 mg/kg No abnormality 10 10 10 9 10 10 10 10 5
Decrease in locomotor activity 0 0 0 0 0 0 0 0 0
Staggering gait 0 0 0 1 0 0 0 0 0

1 : Before dosing, 2 : After dosing, 3 : Necropsy day



Table 1-7 Study No. : SR24018

Clinical signs Period : Recovery Day 1-15

Sex : Male Species : Rat
Test article Day 1 2 3 4 5 6 7 8
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
TPGME n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
0 mg/kg No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
TPGME n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
1000 mg/kg No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Test article Day 9 10 11 12 13 14 15
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 3
TPGME n 5 5 5 5 5 5 5 5 5 5 5 5 5
0 mg/kg No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5
TPGME n 5 5 5 5 5 5 5 5 5 5 5 5 5
1000 mg/kg No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5
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Table 1-8

Clinical signs
Sex : Female (satellite)

Period : Recovery Day 1-15

Study No. : SR24018

Species : Rat

Test article
Dose

Clinical signs

Day

Time

8
2 1 2

TPGME
0 mg/kg

n
No abnormality

TPGME
1000 mg/kg

n
No abnormality
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Dose
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Day
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Time
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n
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n
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o o »
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1:AM, 2 : PM, 3 : Necropsy day
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Table 2 - 1

Detailed clinical observation (in the cage)

Study No. : SR24018

Sex : Male Species : Rat
Body Stereotype Bizarre behavior
position/ Respiratory Tremor/ Repetitive
Posture pattern Convulsion Rolling circling Self biting
Stage Group 1 1 1 0 0 1
Pre 0 mg/kg n 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12
Day 7 0 mg/kg n 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12
Day 14 0 mg/kg n 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12
Day 21 0 mg/kg n 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12
Day 28 0 mg/kg n 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.

Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.
Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Self biting) 1;Not present, 2;Present.
Not significantly different from TPGME 0 mg/kg
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Table 2 -2

Detailed clinical observation (in the cage)
Sex : Female

Species : Rat

Study No. : SR24018

Body Stereotype Bizarre behavior
position/ Respiratory Tremor/ Repetitive
Posture pattern Convulsion Rolling circling Self biting
Stage Group 1 1 1 0 0 1
Pre 0 mg/kg n 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12
Day 7 0 mg/kg n 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12
Day 14 0 mg/kg n 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12
Day 21 0 mg/kg n 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12
Day 28 0 mg/kg n 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.

Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.
Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Self biting) 1;Not present, 2;Present.
Not significantly different from TPGME 0 mg/kg
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Table2-3

Detailed clinical observation (in the cage)
Sex : Female

Species : Rat

Study No. : SR24018

Body Stereotype Bizarre behavior
position/ Respiratory Tremor/ Repetitive
Posture pattern Convulsion Rolling circling Self biting
Stage Group 1 1 1 0 0 1
Day 35 0 mg/kg n 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12
Day 42 0 mg/kg n 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12
1000 mg/kg n 11 11 11 11 11 11
Day 49 0 mg/kg n 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12
1000 mg/kg n 11 11 11 11 11 11

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.

Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.
Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Self biting) 1;Not present, 2;Present.
Not significantly different from TPGME 0 mg/kg
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Table 2 -4

Detailed clinical observation (in the cage)

Sex : Female (satellite)

Species : Rat

Study No. : SR24018

Body Stereotype Bizarre behavior
position/ Respiratory Tremor/ Repetitive
Posture pattern Convulsion Rolling circling Self biting
Stage Group 1 1 1 0 0 1
Pre 0 mg/kg n 10 10 10 10 10 10
1000 mg/kg n 10 10 10 10 10 10
Day 7 0 mg/kg n 10 10 10 10 10 10
1000 mg/kg n 10 10 10 10 10 10
Day 14 0 mg/kg n 10 10 10 10 10 10
1000 mg/kg n 10 10 10 10 10 10
Day 21 0 mg/kg n 10 10 10 10 10 10
1000 mg/kg n 10 10 10 10 10 10
Day 28 0 mg/kg n 10 10 10 10 10 10
1000 mg/kg n 10 10 10 10 10 10

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.

Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.
Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Self biting) 1;Not present, 2;Present.
Not significantly different from TPGME 0 mg/kg
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Table2-5 Study No. : SR24018
Detailed clinical observation (in the cage)
Sex : Male Species : Rat
Body Stereotype Bizarre behavior
position/ Respiratory Tremor/ Repetitive
Posture pattern Convulsion Rolling circling Self biting
Stage Group 1 1 1 0 0 1
Recovery 0 mg/kg n 5 5 5 5 5 5
day 7 1000 mg/kg n 5 5 5 5 5 5
Recovery 0 mg/kg n 5 5 5 5 5 5
day 14 1000 mg/kg n 5 5 5 5 5 5

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.

Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.
Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Self biting) 1;Not present, 2;Present.

Not significantly different from TPGME 0 mg/kg
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Table 2 -6 Study No. : SR24018
Detailed clinical observation (in the cage)
Sex : Female (satellite) Species : Rat
Body Stereotype Bizarre behavior
position/ Respiratory Tremor/ Repetitive
Posture pattern Convulsion Rolling circling Self biting
Stage Group 1 1 1 0 0 1
Recovery 0 mg/kg n 5 5 5 5 5 5
day 7 1000 mg/kg n 5 5 5 5 5 5
Recovery 0 mg/kg n 5 5 5 5 5 5
day 14 1000 mg/kg n 5 5 5 5 5 5

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.

Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.
Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Self biting) 1;Not present, 2;Present.

Not significantly different from TPGME 0 mg/kg
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Table 3 -1

Detailed clinical observation (on the hand)

Study No. : SR24018

Sex : Male Species : Rat
Ease of Muscle Mucous Pupil Secretions/
Removal Handling tone  Piloerection Fur Eyes membranes Skin size Lacrimation Salivation  Excretions
Stage Group 1 1 2 1 1 1 0 1 1 1 1 0
Pre 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
Day 7 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
Day 14 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
Day 21 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
Day 28 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.
Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.
Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.
Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.
Mucous membranes) -1;Dark purplish appearance, cyanosis, O;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.
Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.
Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.
Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.

Secretions/Excretions) 0;Not present, 1;Present.
Not significantly different from TPGME 0 mg/kg
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Table 3 -2

Detailed clinical observation (on the hand)

Study No. : SR24018

Sex : Female Species : Rat
Ease of Muscle Mucous Pupil Secretions/
Removal Handling tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation  Excretions
Stage Group 1 1 2 1 1 1 0 1 1 1 1 0
Pre 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
Day 7 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
Day 14 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
Day 21 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
Day 28 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.
Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.
Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.
Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.
Mucous membranes) -1;Dark purplish appearance, cyanosis, O;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.
Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.
Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.
Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.

Secretions/Excretions) 0;Not present, 1;Present.
Not significantly different from TPGME 0 mg/kg
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Table 3-3 Study No. : SR24018
Detailed clinical observation (on the hand)
Sex : Female Species : Rat
Ease of Muscle Mucous Pupil Secretions/
Removal Handling tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation  Excretions
Stage Group 1 1 2 1 1 1 0 1 1 1 1 0
Day 35 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
Day 42 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg n 11 11 11 11 11 11 11 11 11 11 11 11
Day 49 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg n 11 11 11 11 11 11 11 11 11 11 11 11

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.
Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.
Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.
Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.
Mucous membranes) -1;Dark purplish appearance, cyanosis, O;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.
Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.
Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.
Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.

Secretions/Excretions) 0;Not present, 1;Present.
Not significantly different from TPGME 0 mg/kg
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Table 3-4

Detailed clinical observation (on the hand)

Study No. : SR24018

Sex : Female (satellite) Species : Rat

Ease of Muscle Mucous Pupil Secretions/

Removal Handling tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation  Excretions
Stage Group 1 1 2 1 1 1 0 1 1 1 1 0
Pre 0 mg/kg n 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg n 10 10 10 10 10 10 10 10 10 10 10 10
Day 7 0 mg/kg n 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg n 10 10 10 10 10 10 10 10 10 10 10 10
Day 14 0 mg/kg n 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg n 10 10 10 10 10 10 10 10 10 10 10 10
Day 21 0 mg/kg n 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg n 10 10 10 10 10 10 10 10 10 10 10 10
Day 28 0 mg/kg n 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg n 10 10 10 10 10 10 10 10 10 10 10 10

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.
Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.
Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.
Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.
Mucous membranes) -1;Dark purplish appearance, cyanosis, O;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.
Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.
Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.
Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.

Secretions/Excretions) 0;Not present, 1;Present.
Not significantly different from TPGME 0 mg/kg
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Table 3-5 Study No. : SR24018
Detailed clinical observation (on the hand)
Sex : Male Species : Rat
Ease of Muscle Mucous Pupil Secretions/
Removal Handling tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation  Excretions
Stage Group 1 1 2 1 1 1 0 1 1 1 1 0
Recovery 0 mg/kg n 5 5 5 5 5 5 5 5 5 5 5 5
day 7 1000 mg/kg n 5 5 5 5 5 5 5 5 5 5 5 5
Recovery 0 mg/kg n 5 5 5 5 5 5 5 5 5 5 5 5
day 14 1000 mg/kg n 5 5 5 5 5 5 5 5 5 5 5 5

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, O;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.

Not significantly different from TPGME 0 mg/kg
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Table 3-6 Study No. : SR24018
Detailed clinical observation (on the hand)
Sex : Female (satellite) Species : Rat
Ease of Muscle Mucous Pupil Secretions/
Removal Handling tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation  Excretions
Stage Group 1 1 2 1 1 1 0 1 1 1 1 0
Recovery 0 mg/kg n 5 5 5 5 5 5 5 5 5 5 5 5
day 7 1000 mg/kg n 5 5 5 5 5 5 5 5 5 5 5 5
Recovery 0 mg/kg n 5 5 5 5 5 5 5 5 5 5 5 5
day 14 1000 mg/kg n 5 5 5 5 5 5 5 5 5 5 5 5

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, O;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.

Not significantly different from TPGME 0 mg/kg
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Table 4 - 1 Study No. : SR24018
Detailed clinical observation (in the open field)

Sex : Male Species : Rat
Stereotype Bizarre behavior
Co-ordination Reactivity to Excessive Unusual head Walking  Vocaliza-
Gait of movement stimuli Searching Urination Defecation grooming movement backward tion Aggression
Stage Group 1 1 1 1 0 1 0 1 0 0 1 1 1
Pre 0 mg/kg n 12 12 12 12 8 4 6 6 12 12 12 12 12
100 mg/kg n 12 12 12 12 4 8 2 10 12 12 12 12 12
300 mg/kg n 12 12 12 12 6 6 4 8 12 12 12 12 12
1000 mg/kg n 12 12 12 12 8 4 7 5 12 12 12 12 12
Day 7 0 mg/kg n 12 12 12 12 12 0 10 2 12 12 12 12 12
100 mg/kg n 12 12 12 12 10 2 10 2 12 12 12 12 12
300 mg/kg n 12 12 12 12 10 2 10 2 12 12 12 12 12
1000 mg/kg n 12 12 12 12 8 4 12 0 12 12 12 12 12
Day 14 0 mg/kg n 12 12 12 12 12 0 10 2 12 12 12 12 12
100 mg/kg n 12 12 12 12 11 1 11 1 12 12 12 12 12
300 mg/kg n 12 12 12 12 11 1 11 1 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 0 11 1 12 12 12 12 12
Day 21 0 mg/kg n 12 12 12 12 11 1 11 1 12 12 12 12 12
100 mg/kg n 12 12 12 12 11 1 10 2 12 12 12 12 12
300 mg/kg n 12 12 12 12 11 1 11 1 12 12 12 12 12
1000 mg/kg n 12 12 12 12 11 1 11 1 12 12 12 12 12
Day 28 0 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
100 mg/kg n 12 12 12 12 9 3 12 0 12 12 12 12 12
300 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
1000 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) 0;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.

Not significantly different from TPGME 0 mg/kg



Table 4 - 2 Study No. : SR24018
Detailed clinical observation (in the open field)
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Sex : Female Species : Rat
Stereotype Bizarre behavior
Co-ordination Reactivity to Excessive Unusual head Walking  Vocaliza-
Gait of movement stimuli Searching Urination Defecation grooming movement backward tion Aggression
Stage Group 1 1 1 1 0 1 0 1 0 0 1 1 1
Pre 0 mg/kg n 12 12 12 12 12 0 11 1 12 12 12 12 12
100 mg/kg n 12 12 12 12 11 1 12 0 12 12 12 12 12
300 mg/kg n 12 12 12 12 9 3 10 2 12 12 12 12 12
1000 mg/kg n 12 12 12 12 10 2 10 2 12 12 12 12 12
Day 7 0 mg/kg n 12 12 12 12 9 3 11 1 12 12 12 12 12
100 mg/kg n 12 12 12 12 9 3 12 0 12 12 12 12 12
300 mg/kg n 12 12 12 12 7 5 11 1 12 12 12 12 12
1000 mgkg N 12 12 12 12 [ 3 [ 9 ]sT$ 12 0 12 12 12 12 12
Day 14 0 mg/kg n 12 12 12 12 11 1 12 0 12 12 12 12 12
100 mg/kg n 12 12 12 12 11 1 12 0 12 12 12 12 12
300 mg/kg n 12 12 12 12 9 3 12 0 12 12 12 12 12
1000 mg/kg n 12 12 12 12 9 3 12 0 12 12 12 12 12
Day 21 0 mg/kg n 12 12 12 12 10 2 11 1 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
300 mg/kg n 12 12 12 12 9 3 12 0 12 12 12 12 12
1000 mg/kg n 12 12 12 12 8 4 12 0 12 12 12 12 12
Day 28 0 mg/kg n 12 12 12 12 11 1 12 0 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
300 mg/kg n 12 12 12 12 10 2 12 0 12 12 12 12 12
1000 mg/kg n 12 12 12 12 6 6 12 0 12 12 12 12 12

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) 0;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.

Significantly different from TPGME 0 mg/kg: $ P<0.05

ST : Steel test (two-side)
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Table 4 -3 Study No. : SR24018
Detailed clinical observation (in the open field)

Sex : Female Species : Rat
Stereotype Bizarre behavior
Co-ordination Reactivity to Excessive Unusual head Walking  Vocaliza-
Gait of movement stimuli Searching Urination Defecation grooming movement backward tion Aggression
Stage Group 1 1 1 1 0 1 0 1 0 0 1 1 1
Day 35 0 mg/kg n 12 12 12 12 11 1 11 1 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
300 mg/kg n 12 12 12 12 9 3 12 0 12 12 12 12 12
1000 mg/kg n 12 12 12 12 [ 5 | 7 IsT$ 10 2 12 12 12 12 12
Day 42 0 mg/kg n 12 12 12 12 11 1 11 1 12 12 12 12 12
100 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
300 mg/kg n 12 12 12 12 10 2 12 0 12 12 12 12 12
1000 mg/kg n 11 11 11 11 [ 5 | 6 |sT$ 11 0 11 11 11 11 11
Day 49 0 mg/kg n 12 12 12 12 11 1 11 1 12 12 12 12 12
100 mg/kg n 12 12 12 12 11 1 12 0 12 12 12 12 12
300 mg/kg n 12 12 12 12 9 3 11 1 12 12 12 12 12
1000 mg/kg n 11 11 11 11 6 5 11 0 11 11 11 11 11

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) 0;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.

Significantly different from TPGME 0 mg/kg: $ P<0.05

ST : Steel test (two-side)



Table 4 - 4 Study No. : SR24018
Detailed clinical observation (in the open field)
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Sex : Female (satellite) Species : Rat
Stereotype Bizarre behavior
Co-ordination Reactivity to Excessive Unusual head Walking  Vocaliza-
Gait of movement stimuli Searching Urination Defecation grooming movement backward tion Aggression
Stage Group 1 0 1 1 1 0 1 0 1 0 0 1 1 1
Pre 0 mg/kg n 10 0 10 10 10 9 1 10 0 10 10 10 10 10
1000 mg/kg n 10 0 10 10 10 8 2 9 1 10 10 10 10 10
Day 7 0 mg/kg n 10 0 10 10 10 10 0 10 0 10 10 10 10 10
1000 mg/kg n 10 1 9 10 10 10 0 10 0 10 10 10 10 10
Day 14 0 mg/kg n 10 0 10 10 10 8 2 10 0 10 10 10 10 10
1000 mg/kg n 10 0 10 10 10 6 4 10 0 10 10 10 10 10
Day 21 0 mg/kg n 10 0 10 10 10 10 0 10 0 10 10 10 10 10
1000 mg/kg n 10 1 9 10 10 8 2 10 0 10 10 10 10 10
Day 28 0 mg/kg n 10 0 10 10 10 9 1 10 0 10 10 10 10 10
1000 mg/kg n 10 0 10 10 10 8 2 10 0 10 10 10 10 10

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) 0;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.

Not significantly different from TPGME 0 mg/kg
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Table 4 -5 Study No. : SR24018
Detailed clinical observation (in the open field)
Sex : Male Species : Rat
Stereotype Bizarre behavior
Co-ordination Reactivity to Excessive Unusual head Walking  Vocaliza-
Gait of movement stimuli Searching Urination Defecation grooming movement backward tion Aggression
Stage Group 1 1 1 1 0 0 0 0 1 1 1
Recovery 0 mg/kg n 5 5 5 5 5 5 5 5 5 5 5
day 7 1000 mg/kg n 5 5 5 5 5 5 5 5 5 5 5
Recovery 0 mg/kg n 5 5 5 5 5 5 5 5 5 5 5
day 14 1000 mg/kg n 5 5 5 5 5 5 5 5 5 5 5

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) 0;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.

Not significantly different from TPGME 0 mg/kg
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Table 4 -6 Study No. : SR24018
Detailed clinical observation (in the open field)
Sex : Female (satellite) Species : Rat
Stereotype Bizarre behavior
Co-ordination Reactivity to Excessive Unusual head Walking  Vocaliza-
Gait of movement stimuli Searching Urination Defecation grooming movement backward tion Aggression
Stage Group 1 1 1 1 0 0 0 0 1 1 1
Recovery 0 mg/kg n 5 5 5 5 5 5 5 5 5 5 5
day 7 1000 mg/kg n 5 5 5 5 5 5 5 5 5 5 5
Recovery 0 mg/kg n 5 5 5 5 5 5 5 5 5 5 5
day 14 1000 mg/kg n 5 5 5 5 5 5 5 5 5 5 5

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) 0;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.

Not significantly different from TPGME 0 mg/kg
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Table 5 -1 Study No. : SR24018

Functional observations (on the desk) Stage : Week 4

Sex : Male Species : Rat

Reactivity Righting
Visual ~ Touch Auditory Pain  Proprioceptive reflex

Group 4 2 1 2 1 1
0 mg/kg n 5 5 5 5 5 5
100 mg/kg n 5 5 5 5 5 5
300 mg/kg n 5 5 5 5 5 5
1000 mg/kg n 5 5 5 5 5 5

Visual reactivity) 1;Jumping, 2;Turning away, 3;No reaction, 4;Approach, 5;Attack.

Touch reactivity) 1;Hyposensitive, 2;Turning away, 3;Hypersensitive.

Auditory reactivity) 0;No reaction, 1;Normal, moving the auricle, 2;Sensitive, moving the body, 3;Hypersensitive, surprising and jumping.
Pain reactivity) 0;No reaction, 1;Dull, vocalizing, 2;Normal, vocalizing and turning back, 3;Hypersensitive, attacking or jumping.
Proprioceptive reactivity) O;No returning, 1;Returning.

Righting reflex) 1;Normal, landing by foot, 2;Abnormal, landing by body.

Not significantly different from TPGME 0 mg/kg
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Table 5-2 Study No. : SR24018

Functional observations (on the desk) Stage : Lactation day 13

Sex : Female Species : Rat

Reactivity Righting
Visual ~ Touch Auditory Pain  Proprioceptive reflex

Group 4 2 1 2 1 1
0 mg/kg n 5 5 5 5 5 5
100 mg/kg n 5 5 5 5 5 5
300 mg/kg n 5 5 5 5 5 5
1000 mg/kg n 5 5 5 5 5 5

Visual reactivity) 1;Jumping, 2;Turning away, 3;No reaction, 4;Approach, 5;Attack.

Touch reactivity) 1;Hyposensitive, 2;Turning away, 3;Hypersensitive.

Auditory reactivity) 0;No reaction, 1;Normal, moving the auricle, 2;Sensitive, moving the body, 3;Hypersensitive, surprising and jumping.
Pain reactivity) 0;No reaction, 1;Dull, vocalizing, 2;Normal, vocalizing and turning back, 3;Hypersensitive, attacking or jumping.
Proprioceptive reactivity) O;No returning, 1;Returning.

Righting reflex) 1;Normal, landing by foot, 2;Abnormal, landing by body.

Not significantly different from TPGME 0 mg/kg
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Study No. : SR24018

Table5-3

Functional observations (on the desk) Stage : Week 4

Sex : Female (satellite) Species : Rat

Reactivity Righting
Visual ~ Touch Auditory Pain  Proprioceptive reflex

Group 4 2 1 2 1 1
0 mg/kg n 5 5 5 5 5 5
1000 mg/kg n 5 5 5 5 5 5

Visual reactivity) 1;Jumping, 2;Turning away, 3;No reaction, 4;Approach, 5;Attack.
Touch reactivity) 1;Hyposensitive, 2;Turning away, 3;Hypersensitive.

Auditory reactivity) 0;No reaction, 1;Normal, moving the auricle, 2;Sensitive, moving the body, 3;Hypersensitive, surprising and jumping.
Pain reactivity) 0;No reaction, 1;Dull, vocalizing, 2;Normal, vocalizing and turning back, 3;Hypersensitive, attacking or jumping.

Proprioceptive reactivity) O;No returning, 1;Returning.
Righting reflex) 1;Normal, landing by foot, 2;Abnormal, landing by body.
Not significantly different from TPGME 0 mg/kg
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Study No. : SR24018

Table 5-4

Functional observations (on the desk) Stage : Recovery week 2

Sex : Female (satellite) Species : Rat

Reactivity Righting
Visual ~ Touch Auditory Pain  Proprioceptive reflex

Group 4 2 1 2 1 1
0 mg/kg n 5 5 5 5 5 5
1000 mg/kg n 5 5 5 5 5 5

Visual reactivity) 1;Jumping, 2;Turning away, 3;No reaction, 4;Approach, 5;Attack.
Touch reactivity) 1;Hyposensitive, 2;Turning away, 3;Hypersensitive.

Auditory reactivity) 0;No reaction, 1;Normal, moving the auricle, 2;Sensitive, moving the body, 3;Hypersensitive, surprising and jumping.
Pain reactivity) 0;No reaction, 1;Dull, vocalizing, 2;Normal, vocalizing and turning back, 3;Hypersensitive, attacking or jumping.

Proprioceptive reactivity) O;No returning, 1;Returning.
Righting reflex) 1;Normal, landing by foot, 2;Abnormal, landing by body.
Not significantly different from TPGME 0 mg/kg
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Table 6 - 1 Study No. : SR24018
Grip strength Stage : Week 4
Sex : Male Species : Rat
Forelimb Hindlimb
Test article g g
Dose
TPGME n 5 5
0 mg/kg Mean 1095.88 367.82
S.D. 114.10 28.72
TPGME n 5 5
100 mg/kg Mean 1050.20 378.22
S.D. 107.32 28.60
TPGME n 5 5
300 mg/kg Mean 1032.06 390.18
S.D. 44.87 27.07
TPGME n 5 5
1000 mg/kg Mean 950.60 371.88
S.D. 103.32 28.06

Not significantly different from TPGME 0 mg/kg
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Table 6 - 2 Study No. : SR24018
Grip strength Stage : Lactation day 13
Sex : Female Species : Rat
Forelimb Hindlimb
Test article g g
Dose
TPGME n 5 5
0 mg/kg Mean 1192.72 408.52
S.D. 103.70 50.13
TPGME n 5 5
100 mg/kg Mean 1191.42 419.58
S.D. 132.85 33.29
TPGME n 5 5
300 mg/kg Mean 1206.68 42514
S.D. 149.10 24.16
TPGME n 5 5
1000 mg/kg Mean 917.00 389.06
S.D. 38.52 20.18
DT #x*

Significantly different from TPGME 0 mg/kg: ** P<0.01

DT : Dunnett test (two-side)
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Table 6 - 3 Study No. : SR24018
Grip strength Stage : Week 4
Sex : Female (satellite) Species : Rat
Forelimb Hindlimb
Test article g g
Dose
TPGME n 5 5
0 mg/kg Mean 916.78 342.60
S.D. 60.13 13.74
TPGME n 5 5
1000 mg/kg Mean 787.54 337.54
S.D. 98.15 26.61
T2 *

Significantly different from TPGME 0 mg/kg: * P<0.05
T2 : Student t-test (two-side)
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Table 6 - 4 Study No. : SR24018

Grip strength Stage : Recovery week 2
Sex : Female (satellite) Species : Rat
Forelimb Hindlimb
Test article g g
Dose
TPGME n 5 5
0 mg/kg Mean 1273.88 495.32
S.D. 80.29 65.12
TPGME n 5 5
1000 mg/kg Mean 1285.88 519.60
S.D. 69.53 35.05

Not significantly different from TPGME 0 mg/kg
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Table 7 - 1 Study No. : SR24018
Motor activity measurements Stage : Week 4
Sex : Male Species : Rat
0'-10' 10'- 20' 20'- 30' 30'- 40 40' - 50' 50'- 60" 0'-60'
Test article No. No. No. No. No. No. No.
Dose
TPGME n 5 5 5 5 5 5 5
0 mg/kg Mean 510.8 292.0 156.2 106.8 99.8 44.2 1209.8
S.D. 191.7 99.7 91.6 68.1 32.8 46.1 320.5
TPGME n 5 5 5 5 5 5 5
100 mg/kg Mean 3924 221.6 153.2 76.4 34.4 20.8 898.8
S.D. 142.0 121.3 104.9 57.3 64.8 46.5 456.2
TPGME n 5 5 5 5 5 5 5
300 mg/kg Mean 362.4 218.4 140.6 85.2 52.6 16.2 875.4
S.D. 59.4 46.6 62.1 85.2 46.9 35.1 269.3
TPGME n 5 5 5 5 5 5 5
1000 mg/kg Mean 437.8 320.4 116.0 86.4 354 74.2 1070.2
S.D. 156.5 149.4 59.4 78.3 38.4 131.2 506.4

Not significantly different from TPGME 0 mg/kg
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Table 7 - 2 Study No. : SR24018

Motor activity measurements Stage : Lactation day 13
Sex : Female Species : Rat
0'-10' 10'- 20' 20'- 30' 30'- 40 40' - 50' 50'- 60" 0'-60'
Test article No. No. No. No. No. No. No.
Dose
TPGME n 5 5 5 5 5 5 5
0 mg/kg Mean 475.6 326.2 130.4 116.2 79.4 68.0 1195.8
S.D. 151.4 1321 124.0 135.2 26.8 70.7 536.1
TPGME n 5 5 5 5 5 5 5
100 mg/kg Mean 502.0 200.2 124.2 92.2 63.4 52.0 1034.0
S.D. 1171 103.1 141.5 87.2 85.0 54.6 457.9
TPGME n 5 5 5 5 5 5 5
300 mg/kg Mean 478.8 178.8 95.8 107.6 145.4 37.8 1044.2
S.D. 126.3 143.2 60.9 50.3 263.9 51.6 630.5
TPGME n 5 5 5 5 5 5 5
1000 mg/kg Mean 459.0 119.6 68.6 60.2 131.8 80.2 919.4
S.D. 189.2 83.3 121.7 43.8 168.1 97.3 605.0
DT =

Significantly different from TPGME 0 mg/kg: * P<0.05
DT : Dunnett test (two-side)
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Table 7 -3 Study No. : SR24018
Motor activity measurements Stage : Week 4
Sex : Female (satellite) Species : Rat
0'-10' 10'-20' 20'-30' 30' - 40' 40'- 50' 50' - 60’ 0'-60'
Test article No. No. No. No. No. No. No.
Dose
TPGME n 5 5 5 5 5 5 5
0 mg/kg Mean 469.6 284.0 163.6 96.0 213.8 115.4 1342.4
S.D. 92.7 65.3 113.2 120.7 213.3 158.8 651.0
TPGME n 5 5 5 5 5 5 5
1000 mg/kg Mean 558.4 3324 234.2 256.6 319.2 230.0 1930.8
S.D. 321.6 170.0 156.1 150.8 195.6 145.1 967.4

Not significantly different from TPGME 0 mg/kg
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Table 7 -4 Study No. : SR24018

Motor activity measurements Stage : Recovery week 2
Sex : Female (satellite) Species : Rat
0'-10' 10'-20' 20'-30' 30' - 40' 40'- 50' 50' - 60’ 0'-60'
Test article No. No. No. No. No. No. No.
Dose
TPGME n 5 5 5 5 5 5 5
0 mg/kg Mean 796.6 610.6 369.6 330.8 2426 2722 2622.4
S.D. 149.8 2755 389.0 326.1 128.8 2335 1306.5
TPGME n 5 5 5 5 5 5 5
1000 mg/kg Mean 950.0 646.2 446.8 384.0 341.4 288.8 3057.2
S.D. 399.7 286.0 226.9 256.4 1771 178.5 1429.4

Not significantly different from TPGME 0 mg/kg
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Table 8 - 1

Study No. : SR24018

Body weight Period : Administration Day 1-28
Sex : Male Unit: g Species : Rat
Test article /Day Body weight
Dose 1 4 7 14 21 28 gain
TPGME n 12 12 12 12 12 12 12
0 mg/kg Mean 4231 436.1 450.3 479.8 497.4 519.4 96.3
S.D. 25.9 26.1 26.1 28.2 29.3 29.3 9.2
TPGME n 12 12 12 12 12 12 12
100 mg/kg Mean 423.8 436.4 452.7 481.6 502.2 524.8 100.9
S.D. 28.9 30.9 321 36.8 375 43.5 224
TPGME n 12 12 12 12 12 12 12
300 mg/kg Mean 420.8 437.1 456.0 485.5 505.9 528.0 107.3
S.D. 30.5 30.9 37.0 40.5 39.3 40.2 18.5
TPGME n 12 12 12 12 12 12 12
1000 mg/kg Mean 419.3 433.3 451.3 482.8 504.4 529.5 110.3
S.D. 27.5 28.8 29.9 347 36.8 39.2 15.5

Not significantly different from TPGME 0 mg/kg
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Table 8 - 2

Study No. : SR24018

Body weight Period : Administration Day 1-14
Sex : Female Unit: g Species : Rat
Test article /Day Body weight
Dose 1 4 7 14 gain
TPGME n 12 12 12 12 12
0 mg/kg Mean 277.5 280.8 287.0 295.7 18.2
S.D. 15.2 17.5 20.6 21.6 10.5
TPGME n 12 12 12 12 12
100 mg/kg Mean 279.8 285.4 291.6 305.1 25.3
S.D. 15.0 15.1 17.4 17.0 6.5
TPGME n 12 12 12 12 12
300 mg/kg Mean 2743 280.4 282.0 290.6 16.3
S.D. 15.7 18.9 21.7 224 15.2
TPGME n 12 12 12 12 12
1000 mg/kg Mean 276.3 277.7 281.3 288.9 12.7
S.D. 14.7 15.8 17.0 13.2 8.2

Not significantly different from TPGME 0 mg/kg



_£6_

Table 8 -3 Study No. : SR24018
Body weight Period : Gestation Day 0-20
Sex : Female Unit: g Species : Rat
Test article /Day Body weight
Dose 0 7 14 20 gain
TPGME n 12 12 12 12 12
0 mg/kg Mean 304.5 350.9 392.8 481.2 176.7
S.D. 20.8 25.0 27.8 342 20.0
TPGME n 12 12 12 12 12
100 mg/kg Mean 312.2 357.5 403.3 489.8 177.6
S.D. 17.7 214 27.2 376 25.8
TPGME n 12 12 12 12 12
300 mg/kg Mean 298.3 346.0 391.3 485.8 187.5
S.D. 23.6 27.7 28.3 27.7 17.5
TPGME n 11 11 11 11 11
1000 mg/kg Mean 292.8 338.2 381.9 4755 182.7
S.D. 14.3 18.4 18.7 221 14.7

Not significantly different from TPGME 0 mg/kg
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Table 8 - 4 Study No. : SR24018
Body weight Period : Lactation Day 0-13
Sex : Female Unit: g Species : Rat
Test article /Day Body weight
Dose 0 4 7 13 gain
TPGME n 12 12 12 12 12
0 mg/kg Mean 365.9 391.3 389.5 397.6 31.7
S.D. 28.2 274 26.3 23.2 17.2
TPGME n 12 12 12 12 12
100 mg/kg Mean 369.8 401.2 407.2 410.6 40.8
S.D. 30.2 214 18.6 17.9 22.7
TPGME n 12 12 12 12 12
300 mg/kg Mean 370.1 402.2 405.3 401.7 31.6
S.D. 28.1 18.9 23.2 32.8 18.7
TPGME n 11 11 11 11 11
1000 mg/kg Mean 355.7 391.2 395.9 405.0 49.3
S.D. 20.9 18.2 17.3 16.7 14.5

Not significantly different from TPGME 0 mg/kg
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Table 8 -5 Study No. : SR24018
Body weight Period : Administration Day 1-28
Sex : Female (satellite) Unit: g Species : Rat
Test article /Day Body weight
Dose 1 4 7 14 21 28 gain
TPGME n 10 10 10 10 10 10 10
0 mg/kg Mean 275.9 280.1 285.2 293.7 307.4 311.9 36.0
S.D. 16.6 16.3 14.9 24.0 24.9 23.3 9.4
TPGME n 10 10 10 10 10 10 10
1000 mg/kg Mean 271.7 275.1 283.8 291.6 297.8 305.0 33.3
S.D. 14.3 1.7 12.1 13.9 17.2 14.8 9.1

Not significantly different from TPGME 0 mg/kg
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Table 8 -6 Study No. : SR24018
Body weight Period : Recovery Day 1-14
Sex : Male Unit: g Species : Rat
Test article /Day Body weight
Dose 1 7 14 gain
TPGME n 5 5 5 5
0 mg/kg Mean 519.6 543.0 560.2 40.6
S.D. 28.6 31.8 355 7.3
TPGME n 5 5 5 5
1000 mg/kg Mean 527.0 547.4 571.6 44.6
S.D. 27.7 33.0 34.0 6.7

Not significantly different from TPGME 0 mg/kg
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Table 8 -7 Study No. : SR24018

Body weight Period : Recovery Day 1-14
Sex : Female (satellite) Unit: g Species : Rat
Test article /Day Body weight
Dose 1 7 14 gain
TPGME n 5 5 5 5
0 mg/kg Mean 312.6 319.6 3324 19.8
S.D. 254 24.8 28.5 13.8
TPGME n 5 5 5 5
1000 mg/kg Mean 306.2 325.6 343.0 36.8
S.D. 23.1 23.3 28.1 12.2

Not significantly different from TPGME 0 mg/kg



Table 9 -1 Study No. : SR24018

Food consumption Period : Administration Day 1-28
Sex : Male Unit: g Species : Rat
Test article /Day
Dose 4 7 14 28
TPGME n 12 12 12 12
0 mg/kg Mean 29.45 28.88 29.52 29.82
S.D. 2.63 2.31 2.03 1.78
TPGME n 12 12 12 12
100 mg/kg Mean 29.88 29.76 29.58 30.60
S.D. 2.49 2.61 2.70 2.88
TPGME n 12 12 12 12
300 mg/kg Mean 29.90 30.19 30.23 30.95
S.D. 2.44 2.87 2.44 2.66
TPGME n 12 12 12 12
1000 mg/kg Mean 27.07 28.53 29.18 30.40
S.D. 2.63 2.02 1.94 2.38

_86_

Not significantly different from TPGME 0 mg/kg
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Table 9 - 2

Food consumption

Study No. : SR24018

Period : Administration Day 1-14

Sex : Female Unit: g Species : Rat
Test article /Day
Dose 4 7 14
TPGME n 12 12 12
0 mg/kg Mean 20.78 21.66 21.88
S.D. 2.03 2.16 1.48
TPGME n 12 12 12
100 mg/kg Mean 21.20 21.84 22.73
S.D. 1.63 2.23 2.28
TPGME n 12 12 12
300 mg/kg Mean 20.21 20.18 21.32
S.D. 1.96 1.43 2.04
TPGME n 12 12 12
1000 mg/kg Mean 18.29 19.23 19.90
S.D. 1.13 1.29 1.10
DT *x DT *x DT *

Significantly different from TPGME 0 mg/kg: * P<0.05, ** P<0.01

DT : Dunnett test (two-side)
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Table 9-3 Study No. : SR24018
Food consumption Period : Gestation Day 0-20
Sex : Female Unit: g Species : Rat
Test article /Day
Dose 7 14 20
TPGME n 12 12 12
0 mg/kg Mean 27.98 30.53 29.43
S.D. 2.45 3.30 2.78
TPGME n 12 12 12
100 mg/kg Mean 28.22 31.30 29.78
S.D. 2.52 3.06 1.93
TPGME n 12 12 12
300 mg/kg Mean 27.78 30.13 29.85
S.D. 2.76 3.04 2.13
TPGME n 11 11 11
1000 mg/kg Mean 26.09 28.43 28.81
S.D. 2.60 2.33 2.19

Not significantly different from TPGME 0 mg/kg
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Table 9-4 Study No. : SR24018
Food consumption Period : Lactation Day 0-13
Sex : Female Unit: g Species : Rat
Test article /Day
Dose 4 7 13
TPGME n 12 12 12
0 mg/kg Mean 36.28 46.83 57.24
S.D. 3.76 4.47 4.12
TPGME n 12 12 12
100 mg/kg Mean 37.17 47.83 58.63
S.D. 3.97 4.29 3.12
TPGME n 12 12 12
300 mg/kg Mean 39.37 47.36 57.90
S.D. 4.07 3.57 3.59
TPGME n 11 11 11
1000 mg/kg Mean 38.84 48.02 58.20
S.D. 1.98 3.27 3.71

Not significantly different from TPGME 0 mg/kg



Table 9-5 Study No. : SR24018

Food consumption Period : Administration Day 1-28

- 201 -

Sex : Female (satellite) Unit: g Species : Rat

Test article /Day
Dose 4 7 14 21 28
TPGME n 10 10 10 10 10
0 mg/kg Mean 20.90 21.11 21.25 21.68 21.26

S.D. 2.33 2.33 2.78 2.34 2.24
TPGME n 10 10 10 10 10
1000 mg/kg Mean 19.61 20.40 20.97 20.37 21.66

S.D. 1.19 2.19 1.67 1.32 1.66

Not significantly different from TPGME 0 mg/kg
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Study No. : SR24018

Table 9 -6
Food consumption Period : Recovery Day 1-14
Sex : Male Unit: g Species : Rat
Test article /Day
Dose 7 14
TPGME n 5 5
0 mg/kg Mean 29.74 28.98
S.D. 2.06 1.77
TPGME n 5 5
1000 mg/kg Mean 30.54 31.78
S.D. 1.44 1.18
T2 *

Significantly different from TPGME 0 mg/kg: * P<0.05

T2 : Student t-test (two-side)
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Study No. : SR24018

Table 9 -7
Food consumption Period : Recovery Day 1-14
Sex : Female (satellite) Unit: g Species : Rat
Test article /Day
Dose 7 14
TPGME n 5 5
0 mg/kg Mean 21.94 22.38
S.D. 1.93 2.04
TPGME n 5 5
1000 mg/kg Mean 25.70 23.94
S.D. 5.70 2.19

Not significantly different from TPGME 0 mg/kg
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Table 10 - 1 Study No. : SR24018

Urinary findings Stage : Week 4
Sex : Male Species : Rat
pH
Test article
Dose 5.0 6.0 6.5 7.0 7.5 8.0 8.5
TPGME n 0 0 0 0 0 0 5
0 mg/kg
TPGME n 0 0 0 0 0 0 5
100 mg/kg
TPGME n 0 0 0 0 0 1 4
300 mg/kg
TPGME n 0 0 0 0 0 0 5
1000 mg/kg
Protein Glucose
Test article
Dose - + + 2+ 3+ 4+ - + 2+ 3+
TPGME n 0 0 5 0 0 0 5 0 0 0
0 mg/kg
TPGME n 0 2 2 1 0 0 5 0 0 0
100 mg/kg
TPGME n 0 0 5 0 0 0 5 0 0 0
300 mg/kg
TPGME n 0 1 2 2 0 0 5 0 0 0
1000 mg/kg

Not significantly different from TPGME 0 mg/kg



Table 10 - 2 Study No. : SR24018
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Urinary findings Stage : Week 4
Sex : Male Species : Rat
Ketone body Urobilinogen
Test article EU/dL
Dose - + + 2+ 3+ 0.1 1 2 4 8
TPGME n 5 0 0 0 0 5 0 0 0 0
0 mg/kg
TPGME n 5 0 0 0 0 5 0 0 0 0
100 mg/kg
TPGME n 5 0 0 0 0 5 0 0 0 0
300 mg/kg
TPGME n 5 0 0 0 0 5 0 0 0 0
1000 mg/kg
Bilirubin Occult blood
Test article
Dose - + 2+ 3+ - + + 2+ 3+
TPGME n 5 0 0 0 5 0 0 0 0
0 mg/kg
TPGME n 5 0 0 0 5 0 0 0 0
100 mg/kg
TPGME n 5 0 0 0 5 0 0 0 0
300 mg/kg
TPGME n 5 0 0 0 5 0 0 0 0
1000 mg/kg

Not significantly different from TPGME 0 mg/kg
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Table 10-3 Study No. : SR24018
Urinary findings Stage : Week 4
Sex : Male Species : Rat

Color

Test article

Dose A B C D

TPGME n 5 0 0

0 mg/kg

TPGME n 5 0 0

100 mg/kg

TPGME n 5 0 0

300 mg/kg

TPGME n 5 0 0

1000 mg/kg

Color) A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white
Not significantly different from TPGME 0 mg/kg
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Table 10 - 4 Study No. : SR24018
Urinary findings Stage : Week 4
Sex : Male Species : Rat
Urine volume
Test article mL/21hr
Dose
TPGME n 5
0 mg/kg Mean 12.30
S.D. 249
TPGME n 5
100 mg/kg Mean 16.90
S.D. 3.27
TPGME n 5
300 mg/kg Mean 14.90
S.D. 5.09
TPGME n 5
1000 mg/kg Mean 12.20
S.D. 241

Not significantly different from TPGME 0 mg/kg
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Table 10 - 5

Urinary findings Stage : Week 4
Sex : Male

Species : Rat

Study No. : SR24018

Specific gravity

Test article

Dose 0 1 2 3

TPGME n 0 0 0 0
0 mg/kg

TPGME n 0 0 0 0
100 mg/kg

TPGME n 0 0 0 1
300 mg/kg

TPGME n 0 0 0 0
1000 mg/kg

RBC

Test article

WBC

+
+
N
+

Dose -

+

3+

TPGME n 5 0 0 0
0 mg/kg

TPGME n 5 0 0 0
100 mg/kg

TPGME n 5 0 0 0
300 mg/kg

TPGME n 5 0 0 0
1000 mg/kg

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021~1.030,3;1.031~1.040,4;1.041~1.050,5;1.050 <
Not significantly different from TPGME 0 mg/kg
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Table 10 - 6

Urinary findings
Sex : Male

Stage : Week 4

Species : Rat

Study No. : SR24018

Test article

Squamous

Urothelium

Dose

+

2+

3+

+

2+

3+

TPGME n
0 mg/kg

TPGME n
100 mg/kg

TPGME n
300 mg/kg

TPGME n
1000 mg/kg

Test article

Tubular
epithelium

Cast

Dose

+

+

+

3+

TPGME n
0 mg/kg

TPGME n
100 mg/kg

TPGME n
300 mg/kg

TPGME n
1000 mg/kg

Not significantly different from TPGME 0 mg/kg



Table 10-7 Study No. : SR24018

Urinary findings Stage : Week 4
Sex : Female (satellite) Species : Rat

pH

Test article
Dose 5.0 6.0 6.5 7.0 7.5 8.0 8.5

TPGME n 0 0 0 0 0 1 4
0 mg/kg

TPGME n 0 0 0 1 0 0 4
1000 mg/kg

-11L-

Protein Glucose

Test article
Dose - 3+

H
+
N
+
w
+
N
+
,
+
N
+

TPGME n 1 0 3 1 0 0 5 0 0 0
0 mg/kg

TPGME n 0 3 1 1 0 0 5 0 0 0
1000 mg/kg

Ketone body Urobilinogen

Test article EU/dL
Dose - + + 2+ 3+ 0.1 1 2 4 8

TPGME n 5 0 0 0 0 5 0 0 0 0
0 mg/kg

TPGME n 5 0 0 0 0 5 0 0 0 0
1000 mg/kg

Not significantly different from TPGME 0 mg/kg
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Table 10 - 8

Urinary findings
Sex : Female (satellite)

Stage : Week 4

Study No. : SR24018

Species : Rat

Bilirubin

Test article

Occult blood

Dose - + 2+

3+

+

2+ 3+

TPGME n 5 0
0 mg/kg

TPGME n 5 0
1000 mg/kg

Color

Test article

Dose A B C

TPGME n 5 0
0 mg/kg

TPGME n 5 0
1000 mg/kg

Color) A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white
Not significantly different from TPGME 0 mg/kg



Study No. : SR24018

Table 10-9
Urinary findings Stage : Week 4
Sex : Female (satellite) Species : Rat
Urine volume
Test article mL/21hr
Dose
TPGME n 5
0 mg/kg Mean 12.60
S.D. 2.16
TPGME n 5
1000 mg/kg Mean 12.60
S.D. 3.27

Not significantly different from TPGME 0 mg/kg
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Table 10 - 10 Study No. : SR24018

Urinary findings Stage : Week 4
Sex : Female (satellite) Species : Rat

Specific gravity

Test article
Dose 0 1 2 3 4 5

TPGME n 0 0 0 2 2 1
0 mg/kg

TPGME n 0 0 0 0 4 1
1000 mg/kg

RBC WBC

Test article
Dose - 3+

H
+
N
e
w
+
.
H
+
N
+

TPGME n 5 0 0 0 0 5 0 0 0 0
0 mg/kg

TPGME n 5 0 0 0 0 5 0 0 0 0
1000 mg/kg

Squamous Urothelium

Test article
Dose - + + 2+ 3+ - + + 2+ 3+

TPGME n 5 0 0 0 0 5 0 0 0 0
0 mg/kg

TPGME n 5 0 0 0 0 5 0 0 0 0
1000 mg/kg

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021~1.030,3;1.031~1.040,4;1.041~1.050,5;1.050 <
Not significantly different from TPGME 0 mg/kg
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Table 10 - 11

Urinary findings
Sex : Female (satellite)

Stage : Week 4

Study No. : SR24018

Species : Rat

Test article
Dose

Tubular
epithelium

Cast

+ 2+

3+

+

2+ 3+

TPGME
0 mg/kg

TPGME
1000 mg/kg

Not significantly different from TPGME 0 mg/kg
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Table 10 - 12

Urinary findings
Sex : Male

Stage : Recovery Week 2

Study No. : SR24018

Species : Rat

Test article

pH

Dose

5.0

6.0

6.5 7.0 7.5

8.0

8.5

TPGME n
0 mg/kg

TPGME n
1000 mg/kg

Test article

Protein

Glucose

Dose

+

TPGME n
0 mg/kg

TPGME n
1000 mg/kg

Test article

Ketone body

Urobilinogen

EU/dL

Dose

+

0.1

2 4 8

TPGME n
0 mg/kg

TPGME n
1000 mg/kg

Not significantly different from TPGME 0 mg/kg
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Table 10 - 13

Urinary findings
Sex : Male

Stage : Recovery Week 2

Study No. : SR24018

Species : Rat

Bilirubin

Test article

Occult blood

Dose - + 2+

+

2+ 3+

TPGME n 5 0
0 mg/kg

TPGME n 5 0
1000 mg/kg

Color

Test article

Dose A B C

TPGME n 5 0
0 mg/kg

TPGME n 5 0
1000 mg/kg

Color) A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white
Not significantly different from TPGME 0 mg/kg



Study No. : SR24018

Table 10 - 14
Urinary findings Stage : Recovery Week 2
Sex : Male Species : Rat
Urine volume
Test article mL/21hr
Dose
TPGME n 5
0 mg/kg Mean 11.40
S.D. 3.38
TPGME n 5
1000 mg/kg Mean 13.50
S.D. 5.41

Not significantly different from TPGME 0 mg/kg
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Table 10 - 15 Study No. : SR24018

Urinary findings Stage : Recovery Week 2
Sex : Male Species : Rat

Specific gravity

Test article
Dose 0 1 2 3 4 5

TPGME n 0 0 0 0 2 3
0 mg/kg

TPGME n 0 0 0 1 0 4
1000 mg/kg

RBC WBC

Test article
Dose - 3+

H
+
N
e
w
+
.
H
+
N
+

TPGME n 5 0 0 0 0 5 0 0 0 0
0 mg/kg

TPGME n 5 0 0 0 0 5 0 0 0 0
1000 mg/kg

Squamous Urothelium

Test article
Dose - + + 2+ 3+ - + + 2+ 3+

TPGME n 5 0 0 0 0 5 0 0 0 0
0 mg/kg

TPGME n 5 0 0 0 0 5 0 0 0 0
1000 mg/kg

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021~1.030,3;1.031~1.040,4;1.041~1.050,5;1.050 <
Not significantly different from TPGME 0 mg/kg
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Table 10 - 16

Urinary findings
Sex : Male

Stage : Recovery Week 2

Study No. : SR24018

Species : Rat

Test article

Tubular
epithelium

Cast

Dose

+

+

2+

3+

+

2+ 3+

TPGME n
0 mg/kg

TPGME n
1000 mg/kg

Not significantly different from TPGME 0 mg/kg



Table 10 - 17 Study No. : SR24018

Urinary findings Stage : Recovery Week 2
Sex : Female (satellite) Species : Rat

pH

Test article
Dose 5.0 6.0 6.5 7.0 7.5 8.0 8.5

TPGME n 0 0 0 1 0 0 4
0 mg/kg

TPGME n 0 0 0 2 0 1 2
1000 mg/kg

Protein Glucose

Test article
Dose - 3+

H
+
N
e
w
T
N
T
,
+
N
h

TPGME n 0 1 2 2 0 0 5 0 0 0
0 mg/kg

- 1¢1 -

TPGME n 0 1 3 1 0 0 5 0 0 0
1000 mg/kg

Ketone body Urobilinogen

Test article EU/dL
Dose - + + 2+ 3+ 0.1 1 2 4 8

TPGME n 5 0 0 0 0 5 0 0 0 0
0 mg/kg

TPGME n 5 0 0 0 0 5 0 0 0 0
1000 mg/kg

Not significantly different from TPGME 0 mg/kg
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Table 10 - 18

Urinary findings
Sex : Female (satellite)

Stage : Recovery Week 2

Study No. : SR24018

Species : Rat

Bilirubin

Test article

Occult blood

Dose - + 2+

3+ -

+

2+ 3+

TPGME n 5 0
0 mg/kg

TPGME n 5 0
1000 mg/kg

Color

Test article

Dose A B C

TPGME n 5 0
0 mg/kg

TPGME n 5 0
1000 mg/kg

Color) A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white
Not significantly different from TPGME 0 mg/kg
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Study No. : SR24018

Table 10 - 19
Urinary findings Stage : Recovery Week 2
Sex : Female (satellite) Species : Rat
Urine volume
Test article mL/21hr
Dose
TPGME n 5
0 mg/kg Mean 13.40
S.D. 2.90
TPGME n 5
1000 mg/kg Mean 13.60
S.D. 4.16

Not significantly different from TPGME 0 mg/kg
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Table 10 - 20 Study No. : SR24018

Urinary findings Stage : Recovery Week 2
Sex : Female (satellite) Species : Rat

Specific gravity

Test article
Dose 0 1 2 3 4 5

TPGME n 0 0 0 2 3 0
0 mg/kg

TPGME n 0 0 0 1 3 1
1000 mg/kg

RBC WBC

Test article
Dose - 3+

H
+
N
e
w
+
.
H
+
N
+

TPGME n 5 0 0 0 0 4 1 0 0 0
0 mg/kg

TPGME n 5 0 0 0 0 5 0 0 0 0
1000 mg/kg

Squamous Urothelium

Test article
Dose - + + 2+ 3+ - + + 2+ 3+

TPGME n 5 0 0 0 0 5 0 0 0 0
0 mg/kg

TPGME n 5 0 0 0 0 5 0 0 0 0
1000 mg/kg

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021~1.030,3;1.031~1.040,4;1.041~1.050,5;1.050 <
Not significantly different from TPGME 0 mg/kg
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Table 10 - 21

Urinary findings
Sex : Female (satellite)

Stage : Recovery Week 2

Study No. : SR24018

Species : Rat

Test article
Dose

Tubular
epithelium

Cast

+ 2+ 3+

+

2+ 3+

TPGME
0 mg/kg

TPGME
1000 mg/kg

Not significantly different from TPGME 0 mg/kg
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Table 11 -1 Study No. : SR24018

Hematological findings Stage : Day 29
Sex : Male Species : Rat
WBC RBC HGB HCT MCV MCH MCHC Platelet Reticulocyte Neutrophil

Test article 10%/uL 10*/uL g/dL % fL pg g/dL 10*/uL % 10%/uL
Dose
TPGME n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 86.70 880.4 15.58 45.44 51.64 17.70 34.30 99.78 2.712 14.76

S.D. 22.96 44.9 0.58 2.24 1.32 0.56 0.64 10.97 0.437 3.79
TPGME n 5 5 5 5 5 5 5 5 5 5
100 mg/kg Mean 87.50 861.8 15.10 4412 51.22 17.54 34.22 99.72 2.892 15.78

S.D. 23.61 28.6 0.35 1.12 0.88 0.35 0.31 8.99 0.162 8.80
TPGME n 5 5 5 5 5 5 5 5 5 5
300 mg/kg Mean 91.40 881.2 15.40 45.16 51.28 17.50 34.08 109.64 2.800 16.34

S.D. 15.77 24.9 0.14 0.59 1.18 0.53 0.39 5.30 0.326 6.21
TPGME n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 90.58 837.8 15.10 4412 52.70 18.06 34.24 114.34 3.086 17.02

S.D. 18.24 47.2 0.54 1.61 1.33 0.54 0.29 5.79 0.423 5.28

DT *
Lymphocyte Monocyte Eosinophil Basophil PT APTT

Test article 10%/uL 10%/uL 10%/uL 10%/uL sec sec
Dose
TPGME n 5 5 5 5 5 5
0 mg/kg Mean 66.96 3.70 1.08 0.20 12.68 19.18

S.D. 19.57 0.49 0.31 0.12 1.02 2.03
TPGME n 5 5 5 5 5 5
100 mg/kg Mean 67.04 3.46 1.02 0.20 12.36 18.48

S.D. 16.26 1.30 0.26 0.10 0.86 1.44
TPGME n 5 5 5 5 5 5
300 mg/kg Mean 70.14 3.76 0.98 0.18 12.36 19.78

S.D. 11.23 0.83 0.33 0.11 1.88 0.50
TPGME n 5 5 5 5 5 5
1000 mg/kg Mean 68.38 3.92 1.14 0.12 12.10 19.80

S.D. 13.74 0.73 0.40 0.04 1.33 2.28

Significantly different from TPGME 0 mg/kg: * P<0.05
DT : Dunnett test (two-side)
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Table 11 -2 Study No. : SR24018

Hematological findings Stage : Day 14 after parturition
Sex : Female Species : Rat
WBC RBC HGB HCT MCV MCH MCHC Platelet Reticulocyte Neutrophil

Test article 10%/uL 10*/uL g/dL % fL pg g/dL 10*/uL % 10%/uL
Dose
TPGME n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 94.72 758.0 14.56 41.02 54.18 19.22 35.50 114.50 3.244 43.06

S.D. 24.90 29.2 0.65 1.43 2.23 0.82 0.54 15.33 1.139 22.30
TPGME n 5 5 5 5 5 5 5 5 5 5
100 mg/kg Mean 107.52 756.8 14.64 41.08 54.36 19.36 35.62 113.66 2.922 48.88

S.D. 41.34 45.8 0.54 1.53 2.42 0.97 0.27 6.41 0.741 28.61
TPGME n 5 5 5 5 5 5 5 5 5 5
300 mg/kg Mean 78.24 767.4 15.02 41.80 54.48 19.58 35.90 107.88 2.816 32.34

S.D. 18.83 251 0.70 1.88 1.56 0.52 0.29 11.96 0.701 12.04
TPGME n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 100.30 765.4 14.82 41.40 54.10 19.36 35.80 108.20 3.358 38.32

S.D. 24.83 24.0 0.48 1.23 1.82 0.75 0.38 7.12 0.794 10.65

Lymphocyte Monocyte Eosinophil Basophil PT APTT

Test article 10%/uL 10%/uL 10%/uL 10%/uL sec sec
Dose
TPGME n 5 5 5 5 5 5
0 mg/kg Mean 48.18 2.76 0.62 0.10 9.18 15.58

S.D. 7.29 1.02 0.11 0.10 0.22 0.70
TPGME n 5 5 5 5 5 5
100 mg/kg Mean 53.70 3.94 0.84 0.16 9.30 14.64

S.D. 10.04 2.26 0.63 0.13 0.25 1.10
TPGME n 5 5 5 5 5 5
300 mg/kg Mean 41.84 3.30 0.66 0.10 9.32 14.78

S.D. 13.48 1.99 0.46 0.00 0.11 1.08
TPGME n 5 5 5 5 5 5
1000 mg/kg Mean 56.38 4.76 0.74 0.10 9.24 13.80

S.D. 13.97 1.53 0.30 0.07 0.15 0.78

DT #

Significantly different from TPGME 0 mg/kg: * P<0.05
DT : Dunnett test (two-side)
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Table 11-3 Study No. : SR24018

Hematological findings Stage : Day 29
Sex : Female (satellite) Species : Rat
WBC RBC HGB HCT MCV MCH MCHC Platelet Reticulocyte Neutrophil

Test article 10%/uL 10*/uL g/dL % fL pg g/dL 10*/uL % 10%/uL
Dose
TPGME n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 58.94 857.4 15.14 43.72 51.06 17.68 34.60 115.36 2.206 12.24

S.D. 6.10 57.1 0.67 2.00 1.80 0.74 0.42 3.21 0.328 4.89
TPGME n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 68.84 849.0 14.98 43.86 51.64 17.66 34.18 105.52 2.386 9.02

S.D. 15.63 24.5 0.58 1.85 1.23 0.42 0.43 11.58 0.450 1.93

Lymphocyte Monocyte Eosinophil Basophil PT APTT

Test article 10%/uL 10%/uL 10%/uL 10%/uL sec sec
Dose
TPGME n 5 5 5 5 5 5
0 mg/kg Mean 43.38 2.14 1.04 0.14 9.58 13.56

S.D. 7.00 0.51 0.34 0.05 0.27 0.92
TPGME n 5 5 5 5 5 5
1000 mg/kg Mean 56.68 2.08 0.96 0.10 9.52 14.34

S.D. 14.34 0.67 0.52 0.07 0.22 2.08

Not significantly different from TPGME 0 mg/kg
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Table 11 -4 Study No. : SR24018

Hematological findings Stage : Recovery day 15
Sex : Male Species : Rat
WBC RBC HGB HCT MCV MCH MCHC Platelet Reticulocyte Neutrophil

Test article 10%/uL 10*/uL g/dL % fL pg g/dL 10*/uL % 10%/uL
Dose
TPGME n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 82.94 847.2 15.10 43.14 51.00 17.86 35.00 105.58 2.554 15.48

S.D. 13.81 64.4 0.89 2.63 222 1.02 0.64 3.04 0.430 6.35
TPGME n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 84.28 848.4 14.88 43.34 51.12 17.56 34.32 107.12 2.856 15.50

S.D. 15.29 30.2 0.50 1.23 1.77 0.74 0.33 5.38 0.336 1.69

Lymphocyte Monocyte Eosinophil Basophil PT APTT

Test article 10%/uL 10%/uL 10%/uL 10%/uL sec sec
Dose
TPGME n 5 5 5 5 5 5
0 mg/kg Mean 61.80 4.02 1.52 0.12 12.14 18.26

S.D. 13.10 1.10 0.27 0.04 1.37 1.20
TPGME n 5 5 5 5 5 5
1000 mg/kg Mean 62.52 4.96 1.18 0.12 13.02 19.94

S.D. 14.24 1.12 0.15 0.04 1.79 1.51

T2 *

Significantly different from TPGME 0 mg/kg: * P<0.05
T2 : Student t-test (two-side)



Table 11-5 Study No. : SR24018
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Hematological findings Stage : Recovery day 15
Sex : Female (satellite) Species : Rat
WBC RBC HGB HCT MCV MCH MCHC Platelet Reticulocyte Neutrophil

Test article 10%/uL 10*/uL g/dL % fL pg g/dL 10*/uL % 10%/uL
Dose
TPGME n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 44.36 794.8 14.52 41.58 52.30 18.26 34.92 95.92 2.598 7.92

S.D. 7.18 271 0.56 1.89 0.89 0.27 0.27 4.81 0.660 3.25
TPGME n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 45.38 800.4 14.40 41.20 51.52 18.00 34.96 108.74 2.396 9.92

S.D. 13.67 26.3 0.32 0.93 1.49 0.48 0.41 14.62 0.500 3.97

Lymphocyte Monocyte Eosinophil Basophil PT APTT

Test article 10%/uL 10%/uL 10%/uL 10%/uL sec sec
Dose
TPGME n 5 5 5 5 5 5
0 mg/kg Mean 33.42 2.28 0.72 0.02 9.40 13.28

S.D. 5.00 0.48 0.26 0.04 0.26 1.59
TPGME n 5 5 5 5 5 5
1000 mg/kg Mean 32.78 1.82 0.78 0.08 9.66 14.38

S.D. 10.52 0.48 0.29 0.04 0.11 2.41

Not significantly different from TPGME 0 mg/kg
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Table 12 -1 Study No. : SR24018

Biochemical findings Stage : Day 29
Sex : Male Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP
Test article Iu/L IU/L U/L u/L mg/dL umol/L mg/dL mg/dL mg/dL g/dL
Dose
TPGME n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 68.2 35.0 112.8 0.48 0.064 8.64 156.2 59.6 45.4 5.48
S.D. 7.5 4.1 17.9 0.13 0.011 4.14 1.3 14.6 19.9 0.23
TPGME n 5 5 5 5 5 5 5 5 5 5
100 mg/kg Mean 76.0 33.2 123.8 0.60 0.066 9.14 148.6 55.6 33.0 5.54
S.D. 7.3 3.1 25.7 0.23 0.018 2.90 15.5 3.7 24.0 0.21
TPGME n 5 5 5 5 5 5 5 5 5 5
300 mg/kg Mean 67.0 28.8 125.2 0.48 0.056 12.94 153.4 68.2 38.2 5.80
S.D. 10.1 4.5 30.6 0.08 0.011 11.24 71 75 13.8 0.24
TPGME n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 63.6 28.6 106.8 0.54 0.054 9.02 146.8 75.6 31.2 5.80
S.D. 9.4 5.3 13.9 0.17 0.009 8.47 9.6 12.9 12.3 0.19
UN Crea Na K Cl Ca IP AIG Albumin Albumin
Test article mg/dL mg/dL mEgq/L mEq/L mEq/L mg/dL mg/dL g/dL %
Dose
TPGME n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 13.84 0.292 144.4 4.400 104.0 9.18 6.42 0.892 2.576 47.04
S.D. 0.93 0.028 0.9 0.219 0.7 0.32 0.29 0.086 0.153 2.40
TPGME n 5 5 5 5 5 5 5 5 5 5
100 mg/kg Mean 12.92 0.286 145.2 4.416 104.4 9.30 6.24 0.864 2.554 46.18
S.D. 0.96 0.036 0.8 0.194 0.9 0.39 0.32 0.127 0.115 3.38
TPGME n 5 5 5 5 5 5 5 5 5 5
300 mg/kg Mean 14.52 0.280 144.4 4.658 104.0 9.48 6.22 0.884 2.718 46.88
S.D. 1.94 0.036 1.1 0.189 1.2 0.46 0.37 0.038 0.079 1.06
TPGME n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 15.08 0.300 144.2 4.450 102.4 9.38 6.22 0.866 2.690 46.34
S.D. 1.36 0.049 1.5 0.173 1.5 0.30 0.23 0.074 0.174 2.05

Not significantly different from TPGME 0 mg/kg
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Table 12 -2 Study No. : SR24018
Biochemical findings Stage : Day 29
Sex : Male Species : Rat
al-G a2-G B-G y-G
Test article % % % %
Dose
TPGME n 5 5 5 5
0 mg/kg Mean 22.00 8.86 16.08 6.02
S.D. 3.70 0.55 0.79 1.40
TPGME n 5 5 5 5
100 mg/kg Mean 22.90 9.06 16.26 5.60
S.D. 2.26 0.47 0.82 1.31
TPGME n 5 5 5 5
300 mg/kg Mean 23.94 8.70 15.42 5.06
S.D. 1.54 0.29 0.95 1.37
TPGME n 5 5 5 5
1000 mg/kg Mean 23.10 8.92 16.50 5.14
S.D. 1.63 0.55 0.90 0.94

Not significantly different from TPGME 0 mg/kg
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Table 12-3 Study No. : SR24018

Biochemical findings Stage : Day 14 after parturition
Sex : Female Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP
Test article Iu/L u/L U/L IU/L mg/dL umol/L mg/dL mg/dL mg/dL g/dL
Dose
TPGME n 5 5 5 5 5 5 5 5 5 5
0 mg’kg Mean 165.6 85.2 85.2 0.76 0.062 24.20 133.2 97.6 89.8 5.94
S.D. 82.9 329 21.6 0.24 0.013 12.99 12.1 12.5 33.0 0.62
TPGME n 5 5 5 5 5 5 5 5 5 5
100 mg/kg Mean 115.0 62.4 86.6 0.60 0.052 22.28 141.6 97.2 90.6 5.96
S.D. 20.5 9.2 20.1 0.07 0.004 12.29 15.5 23.7 36.3 0.21
TPGME n 5 5 5 5 5 5 5 5 5 5
300 mg/kg Mean 129.2 65.6 87.4 0.90 0.050 22.82 136.8 88.8 89.8 6.08
S.D. 38.7 17.2 34.0 0.14 0.019 9.93 6.9 13.3 53.8 0.25
TPGME n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 90.0 53.4 73.0 0.80 0.034 32.02 127.8 103.0 82.0 6.04
S.D. 17.4 9.2 11.2 0.34 0.005 20.66 4.8 19.6 30.1 0.21
ST =
UN Crea Na K Cl Ca P AIG Albumin Albumin
Test article mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL g/dL %
Dose
TPGME n 5 5 5 5 5 5 5 5 5 5
0 mg’kg Mean 25.64 0.408 139.4 4.260 99.0 9.60 7.80 0.876 2.770 46.70
S.D. 4.93 0.056 1.5 0.271 21 0.25 1.08 0.042 0.272 1.23
TPGME n 5 5 5 5 5 5 5 5 5 5
100 mg/kg Mean 22.14 0.344 139.4 4.406 98.8 9.74 8.42 0.850 2.734 45.88
S.D. 4.13 0.029 1.5 0.300 1.8 0.17 1.08 0.061 0.152 1.88
TPGME n 5 5 5 5 5 5 5 5 5 5
300 mg/kg Mean 24.92 0.382 139.6 4.292 98.2 9.72 7.16 0.892 2.864 47.10
S.D. 4.76 0.039 23 0.430 29 0.36 1.35 0.063 0.165 1.77
TPGME n 5 5 5 5 5 5 5 5 5 5
1000 mg’kg Mean 24.00 0.358 139.8 4.252 98.8 9.74 7.06 0.886 2.834 46.94
S.D. 1.96 0.030 1.5 0.225 1.5 0.40 0.78 0.032 0.107 0.91

Significantly different from TPGME 0 mg/kg: * P<0.05
ST : Steel test (two-side)
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Table 12 -4 Study No. : SR24018

Biochemical findings Stage : Day 14 after parturition
Sex : Female Species : Rat
al-G a2-G B-G y-G
Test article % % % %
Dose
TPGME n 5 5 5 5
0 mg/kg Mean 23.72 9.38 16.34 3.86
S.D. 1.83 1.65 1.09 0.57
TPGME n 5 5 5 5
100 mg/kg Mean 24.02 9.24 15.94 4.92
S.D. 2.95 1.06 0.59 1.14
TPGME n 5 5 5 5
300 mg/kg Mean 22.72 8.52 16.48 5.18
S.D. 1.56 0.54 0.79 1.20
TPGME n 5 5 5 5
1000 mg/kg Mean 22.58 8.36 16.82 5.30
S.D. 1.40 1.08 0.69 0.56

Not significantly different from TPGME 0 mg/kg
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Table 12-5 Study No. : SR24018

Biochemical findings Stage : Day 29
Sex : Female (satellite) Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP

Test article Iu/L IU/L U/L U/L mg/dL umol/L mg/dL mg/dL mg/dL g/dL
Dose
TPGME n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 69.6 26.4 61.0 0.70 0.082 12.58 129.4 75.4 12.6 6.18

S.D. 16.3 4.7 19.2 0.23 0.013 4.47 12.9 12.0 4.2 0.26
TPGME n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 65.8 24.0 50.0 1.04 0.050 5.74 121.4 74.6 18.4 6.22

S.D. 6.8 3.7 13.2 0.34 0.010 1.49 13.2 10.7 13.2 0.31

T2 *x T2 *
UN Crea Na K Cl Ca P AIG Albumin Albumin

Test article mg/dL mg/dL mEgq/L mEgq/L mEq/L mg/dL mg/dL g/dL %
Dose
TPGME n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 16.56 0.344 142.8 4.488 103.2 9.64 6.48 1.026 3.132 50.64

S.D. 2.06 0.038 0.4 0.353 0.8 0.22 0.29 0.057 0.208 1.32
TPGME n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 15.64 0.330 142.4 4.388 103.2 9.60 6.48 0.992 3.096 49.74

S.D. 1.58 0.023 1.5 0.342 22 0.51 0.60 0.092 0.252 2.20

al-G a2-G B-G y-G

Test article % % % %
Dose
TPGME n 5 5 5 5
0 mg/kg Mean 21.28 6.86 14.74 6.48

S.D. 0.43 0.71 1.36 0.65
TPGME n 5 5 5 5
1000 mg/kg Mean 19.96 7.64 15.36 7.30

S.D. 3.00 0.69 1.05 0.81

Significantly different from TPGME 0 mg/kg: * P<0.05, ** P<0.01
T2 : Student t-test (two-side)
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Table 12-6 Study No. : SR24018

Biochemical findings Stage : Recovery day 15
Sex : Male Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP
Test article Iu/L IU/L U/L u/L mg/dL umol/L mg/dL mg/dL mg/dL g/dL
Dose
TPGME n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 67.8 29.0 93.0 0.38 0.074 9.80 135.8 67.6 252 5.48
S.D. 4.9 1.2 16.1 0.04 0.015 3.96 19.9 9.2 13.5 0.31
TPGME n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 82.6 394 115.4 0.68 0.062 10.02 139.6 77.6 41.8 5.84
S.D. 14.9 9.2 30.6 0.15 0.013 3.07 9.8 20.1 26.4 0.21
A2 *xx
UN Crea Na K Cl Ca IP AIG Albumin Albumin
Test article mg/dL mg/dL mEgq/L mEq/L mEq/L mg/dL mg/dL g/dL %
Dose
TPGME n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 12.84 0.302 144.0 4.458 104.4 9.38 5.82 0.858 2.522 46.10
S.D. 1.01 0.041 1.0 0.171 1.1 0.18 0.19 0.068 0.142 2.01
TPGME n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 14.12 0.304 143.4 4.532 102.8 9.54 6.12 0.744 2.486 42.54
S.D. 2.02 0.029 0.5 0.152 1.1 0.47 0.08 0.082 0.209 2.66
T2 * T2 * T2 *
al-G a2-G B-G y-G
Test article % % % %
Dose
TPGME n 5 5 5 5
0 mg/kg Mean 24.82 8.20 15.60 5.28
S.D. 1.00 0.75 0.94 0.85
TPGME n 5 5 5 5
1000 mg/kg Mean 28.10 8.00 15.80 5.56
S.D. 1.39 0.51 0.77 1.79
T2 #x%

Significantly different from TPGME 0 mg/kg: * P<0.05, ** P<0.01
A2 : Welch test (two-side), T2 : Student t-test (two-side)
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Table 12-7 Study No. : SR24018

Biochemical findings Stage : Recovery day 15
Sex : Female (satellite) Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP

Test article Iu/L IU/L U/L u/L mg/dL umol/L mg/dL mg/dL mg/dL g/dL
Dose
TPGME n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 188.0 71.8 44.2 0.86 0.092 25.52 126.4 79.4 17.8 6.32

S.D. 205.4 56.1 7.6 0.11 0.019 23.39 10.8 16.3 7.9 0.40
TPGME n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 61.2 28.0 53.2 0.74 0.080 18.74 144.0 81.4 14.6 6.32

S.D. 13.0 11.0 18.0 0.27 0.007 14.62 7.7 244 43 0.57

T2 *
UN Crea Na K Cl Ca IP AIG Albumin Albumin

Test article mg/dL mg/dL mEgq/L mEq/L mEq/L mg/dL mg/dL g/dL %
Dose
TPGME n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 15.30 0.338 143.2 4.572 105.2 9.94 5.12 1.102 3.314 52.42

S.D. 291 0.032 0.4 0.276 1.5 0.33 0.33 0.059 0.258 1.34
TPGME n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 14.84 0.320 142.6 4.552 104.2 9.76 4.74 1.062 3.262 51.42

S.D. 0.88 0.012 0.5 0.207 1.1 0.57 0.36 0.123 0.464 2.70

al-G a2-G B-G y-G

Test article % % % %
Dose
TPGME n 5 5 5 5
0 mg/kg Mean 18.68 7.36 14.92 6.62

S.D. 1.61 0.59 0.68 1.29
TPGME n 5 5 5 5
1000 mg/kg Mean 19.92 7.36 14.72 6.58

S.D. 1.07 0.77 1.47 0.84

Significantly different from TPGME 0 mg/kg: * P<0.05
T2 : Student t-test (two-side)
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Table 13 -1 Study No. : SR24018
Serum T4 concentration Stage : Day 29
Sex : Male Species : Rat
T4
Test article ng/mL
Dose
TPGME n 7
0 mg/kg Mean 49.33
S.D. 6.68
TPGME n 12
100 mg/kg Mean 52.33
S.D. 417
TPGME n 12
300 mg/kg Mean 47.51
S.D. 6.13
TPGME n 7
1000 mg/kg Mean 40.97
S.D. 5.42
DT

Significantly different from TPGME 0 mg/kg: * P<0.05

DT : Dunnett test (two-side)
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Table 13 -2

Serum T4 concentration

Stage : Day 14 after parturition

Study No. : SR24018

Sex : Female Species : Rat
T4
Test article ng/mL
Dose
TPGME n 12
0 mg/kg Mean 35.33
S.D. 6.81
TPGME n 12
100 mg/kg Mean 37.08
S.D. 7.35
TPGME n 12
300 mg/kg Mean 37.23
S.D. 6.15
TPGME n 11
1000 mg/kg Mean 32.34
S.D. 3.40

Not significantly different from TPGME 0 mg/kg
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Table 13 -3 Study No. : SR24018
Serum T4 concentration Stage : Day 29
Sex : Female (satellite) Species : Rat
T4
Test article ng/mL
Dose
TPGME n 5
0 mg/kg Mean 28.98
S.D. 5.39
TPGME n 5
1000 mg/kg Mean 30.32
S.D. 3.94

Not significantly different from TPGME 0 mg/kg



Table 13-4 Study No. : SR24018
Serum T4 concentration Stage : Recovery day 15
Sex : Male Species : Rat
T4
Test article ng/mL
Dose
TPGME n 5
0 mg/kg Mean 45,52
S.D. 4.41
TPGME n 5
1000 mg/kg Mean 50.72
S.D. 6.61

Not significantly different from TPGME 0 mg/kg

-1yl -
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Table 13-5 Study No. : SR24018
Serum T4 concentration Stage : Recovery day 15
Sex : Female (satellite) Species : Rat
T4
Test article ng/mL
Dose
TPGME n 5
0 mg/kg Mean 30.30
S.D. 4.90
TPGME n 5
1000 mg/kg Mean 32.28
S.D. 9.20

Not significantly different from TPGME 0 mg/kg
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Study No. : SR24018

Table 14 -1
Necropsy findings
Sex : Male Stage : Day 29 Species : Rat
Test article TPGME TPGME TPGME TPGME
Dose 0 100 300 1000
Organ mg/kg mg/kg mg/kg mg/kg
Findings Number of Animals 7 12 12 7
Testis <7/7> <11/12> <12/12> <717>
Small size 0 1 0 0
Epididymis <7/7> <11/12> <12/12> <7/7>
Small size 0 1 0 0
Other organs & tissues <7/7> <12/12> <12/12> <7/7>
<> : Not remarkable/Number of animals examined

P : Non-graded change
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Study No. : SR24018

Table 14 -2
Necropsy findings
Sex : Female Stage : Day 14 after parturition Species : Rat
Test article TPGME TPGME TPGME TPGME
Dose 0 100 300 1000
Organ mg/kg mg/kg mg/kg mg/kg
Findings Number of Animals 12 12 12 11
All organs & tissues <12/12> <12/12> <12/12> <11/11>
<> : Not remarkable/Number of animals examined
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Study No. : SR24018

Table 14 -3
Necropsy findings
Sex : Female Stage : Non-preganacy Species : Rat
Test article TPGME
Dose 1000
Organ mg/kg
Findings Number of Animals 1
All organs & tissues <1/1>
<> : Not remarkable/Number of animals examined
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Study No. : SR24018

Table 14 -4
Necropsy findings
Sex : Female (satellite) Stage : Day 29 Species : Rat
Test article TPGME TPGME
Dose 0 1000
Organ mg/kg mg/kg
Findings Number of Animals 5 5
All organs & tissues <5/5> <5/5>
<> : Not remarkable/Number of animals examined
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Study No. : SR24018

Table 14 -5
Necropsy findings
Sex : Male Stage : Recovery day 15 Species : Rat
Test article TPGME TPGME
Dose 0 1000
Organ mg/kg mg/kg
Findings Number of Animals 5 5
All organs & tissues <5/5> <5/5>
<> : Not remarkable/Number of animals examined
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Study No. : SR24018

Table 14 -6
Necropsy findings
Sex : Female (satellite) Stage : Recovery day 15 Species : Rat
Test article TPGME TPGME
Dose 0 1000
Organ mg/kg mg/kg
Findings Number of Animals 5 5
All organs & tissues <5/5> <5/5>
<> : Not remarkable/Number of animals examined
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Table 15 -1 Study No. : SR24018
Organ weight Stage : Day 29
Sex : Male Species : Rat
Body Liver Kidney Heart Spleen
weight
Test article AB RE AB RE AB RE AB RE
Dose g g g/100g g g/100g g g/100g mg mg/100g
TPGME n 7 7 7 7 7 7 7 7 7
0 mg/kg Mean 487.9 12.607 2.581 3.163 0.647 1.527 0.314 786.9 161.907
S.D. 32.6 1.056 0.091 0.334 0.047 0.043 0.028 80.6 20.659
TPGME n 12 12 12 12 12 12 12 12 12
100 mg/kg Mean 490.1 13.231 2.689 3.495 0.711 1.543 0.316 760.9 154.932
S.D. 40.5 2.074 0.225 0.417 0.043 0.216 0.028 120.0 16.226
DT =
TPGME n 12 12 12 12 12 12 12 12 12
300 mg/kg Mean 493.8 14.083 2.848 3.447 0.698 1.608 0.325 776.0 156.803
S.D. 37.8 1.548 0.134 0.358 0.040 0.136 0.028 119.5 17.540
ST %
TPGME n 7 7 7 7 7 7 7 7 7
1000 mg/kg Mean 500.3 16.480 3.283 3.686 0.737 1.573 0.314 814.4 162.263
S.D. 414 2.719 0.348 0.377 0.061 0.157 0.027 147.6 19.850
DT #x ST % DT = DT #x
Thymus Adrenal Pituitary gland Thyroid Testis
Test article AB RE AB RE AB RE AB RE AB RE
Dose mg mg/100g mg mg/100g mg mg/100g mg mg/100g g g/100g
TPGME n 7 7 7 7 7 7 7 7 7 7
0 mg/kg Mean 362.0 74.707 69.9 14.403 13.91 2.860 23.83 4.904 3.447 0.709
S.D. 70.4 16.038 5.3 1.792 1.73 0.370 2.46 0.630 0.175 0.049
TPGME n 12 12 12 12 12 12 12 12 12 12
100 mg/kg Mean 375.9 76.559 78.8 16.226 13.47 2.759 25.38 5.213 3.290 0.674
S.D. 70.9 11.990 9.9 2.695 1.48 0.325 3.43 0.831 0.519 0.120
TPGME n 12 12 12 12 12 12 12 12 12 12
300 mg/kg Mean 388.0 78.991 74.0 14.994 13.51 2.745 25.03 5.081 3.226 0.653
S.D. 96.5 21.233 10.1 1.818 2.22 0.460 2.86 0.561 0.410 0.067
TPGME n 7 7 7 7 7 7 7 7 7 7
1000 mg/kg Mean 404.6 81.043 74.0 14.860 13.23 2.639 26.66 5.357 3.367 0.679
S.D. 86.4 16.700 10.2 2.264 1.95 0.248 3.01 0.705 0.365 0.095

AB : Absolute weight, RE : Relative weight by body weight
Significantly different from TPGME 0 mg/kg: * P<0.05, =+ P<0.01
DT : Dunnett test (two-side), ST : Steel test (two-side)
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Table 15-2 Study No. : SR24018

Organ weight Stage : Day 29
Sex : Male Species : Rat
Epididymis Prostate Seminal Brain
vesicle
Test article AB RE AB RE AB RE AB RE
Dose g g/100g mg mg/100g g g/100g g g/100g
TPGME n 7 7 7 7 7 7 7 7
0 mg/kg Mean 1.359 0.279 643.1 133.116 2.250 0.463 2.197 0.451
S.D. 0.115 0.023 151.7 37.937 0.247 0.051 0.054 0.030
TPGME n 12 12 12 12 12 12 12 12
100 mg/kg Mean 1.294 0.267 738.0 150.604 2.575 0.528 2.239 0.458
S.D. 0.167 0.038 144.0 26.826 0.351 0.082 0.114 0.030
DT =
TPGME n 12 12 12 12 12 12 12 12
300 mg/kg Mean 1.271 0.258 673.7 136.155 2.421 0.493 2.172 0.443
S.D. 0.120 0.026 164.4 28.912 0.178 0.046 0.094 0.024
TPGME n 7 7 7 7 7 7 7 7
1000 mg/kg Mean 1.317 0.263 633.3 126.024 2.633 0.527 2.204 0.443
S.D. 0.100 0.024 159.0 29.486 0.300 0.045 0.081 0.034
DT =

AB : Absolute weight, RE : Relative weight by body weight
Significantly different from TPGME 0 mg/kg: * P<0.05
DT : Dunnett test (two-side)
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Table 15-3 Study No. : SR24018
Organ weight Stage : Day 14 after parturition
Sex : Female Species : Rat
Body Liver Kidney Heart Spleen
weight
Test article AB RE AB RE AB RE AB RE
Dose g g g/100g g g/100g g g/100g mg mg/100g
TPGME n 12 12 12 12 12 12 12 12 12
0 mg/kg Mean 360.3 11.776 3.274 2.323 0.646 1.207 0.334 671.1 186.560
S.D. 19.3 0.627 0.205 0.186 0.057 0.074 0.019 88.4 25.245
TPGME n 12 12 12 12 12 12 12 12 12
100 mg/kg Mean 371.2 12.053 3.246 2.346 0.633 1.210 0.327 640.6 172.498
S.D. 16.1 0.955 0.187 0.188 0.047 0.093 0.020 92.2 22.906
TPGME n 12 12 12 12 12 12 12 12 12
300 mg/kg Mean 360.9 11.875 3.287 2.453 0.682 1.233 0.342 646.3 179.218
S.D. 24.5 1.064 0.149 0.202 0.043 0.105 0.017 84.7 22.222
TPGME n 11 11 11 11 11 11 11 11 11
1000 mg/kg Mean 352.4 13.163 3.739 2.403 0.681 1.218 0.346 651.9 185.044
S.D. 20.0 0.937 0.213 0.206 0.037 0.065 0.027 89.7 23.433
DT *x DT *x
Thymus Adrenal Pituitary gland Thyroid Ovary
Test article AB RE AB RE AB RE AB RE AB RE
Dose mg mg/100g mg mg/100g mg mg/100g mg mg/100g mg mg/100g
TPGME n 12 12 12 12 12 12 12 12 12 12
0 mg/kg Mean 256.1 70.967 79.0 21.973 18.43 5.126 17.83 4.940 106.8 29.673
S.D. 61.7 16.427 10.9 3.214 2.67 0.780 3.47 0.869 9.5 2.782
TPGME n 12 12 12 12 12 12 12 12 12 12
100 mg/kg Mean 289.9 78.158 77.8 20.885 17.89 4.817 22.07 5.954 95.2 25.603
S.D. 56.3 15.117 12.2 2.558 2.56 0.617 4.65 1.275 14.0 3.301
DT = DT =
TPGME n 12 12 12 12 12 12 12 12 12 12
300 mg/kg Mean 274.8 76.271 77.8 21.623 17.40 4.820 20.03 5.569 102.3 28.332
S.D. 66.7 18.805 11.9 3.434 2.19 0.506 4.36 1.266 15.7 3.841
TPGME n 11 11 11 11 11 11 11 11 11 11
1000 mg/kg Mean 261.7 74.352 85.4 24.267 16.67 4.734 20.16 5.7117 105.7 29.984
S.D. 724 20.474 6.6 2.000 1.91 0.497 3.28 0.868 15.5 3.957

AB : Absolute weight, RE : Relative weight by body weight
Significantly different from TPGME 0 mg/kg: * P<0.05, ** P<0.01

DT : Dunnett test (two-side)
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Table 15 -4 Study No. : SR24018
Organ weight Stage : Day 14 after parturition
Sex : Female Species : Rat
Uterus Brain
Test article AB RE AB RE
Dose mg mg/100g g g/100g
TPGME n 12 12 12 12
0 mg/kg Mean 588.3 162.930 2.090 0.580
S.D. 109.2 27.181 0.092 0.031
TPGME n 12 12 12 12
100 mg/kg Mean 543.1 146.518 2.103 0.567
S.D. 94.5 25.161 0.127 0.035
TPGME n 12 12 12 12
300 mg/kg Mean 564.7 157.271 2.129 0.593
S.D. 100.8 32.015 0.096 0.036
TPGME n 11 11 11 11
1000 mg/kg Mean 591.5 168.215 2.074 0.590
S.D. 147.6 42.741 0.087 0.031

AB : Absolute weight, RE : Relative weight by body weight
Not significantly different from TPGME 0 mg/kg
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Table 15-5 Study No. : SR24018
Organ weight Stage : Day 29
Sex : Female (satellite) Species : Rat
Body Liver Kidney Heart Spleen
weight

Test article AB RE AB RE AB RE AB RE
Dose g g g/100g g g/100g g g/100g mg mg/100g
TPGME n 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 293.0 7.650 2.612 2.004 0.684 0.998 0.342 568.8 193.650

S.D. 25.0 0.880 0.254 0.192 0.039 0.096 0.024 93.9 22.480
TPGME n 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 282.2 8.704 3.080 2.036 0.722 1.034 0.368 596.0 210.574

S.D. 9.4 0.734 0.200 0.141 0.045 0.073 0.025 97.8 29.397

T2 *
Thymus Adrenal Pituitary gland Thyroid Ovary

Test article AB RE AB RE AB RE AB RE AB RE
Dose mg mg/100g mg mg/100g mg mg/100g mg mg/100g mg mg/100g
TPGME n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 392.6 133.156 82.2 28.026 21.24 7.292 18.62 6.438 114.0 38.690

S.D. 743 15.355 16.3 4.928 5.19 1.911 3.93 1.578 35.4 10.211
TPGME n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 320.2 113.730 96.0 34.020 17.00 6.020 18.64 6.586 104.2 36.946

S.D. 45.1 17.966 10.6 3.615 3.22 1.101 4.08 1.318 14.9 5.304

Uterus Brain

Test article AB RE AB RE
Dose mg mg/100g g g/100g
TPGME n 5 5 5 5
0 mg/kg Mean 649.8 225.102 2.062 0.708

S.D. 210.0 83.228 0.110 0.054
TPGME n 5 5 5 5
1000 mg/kg Mean 650.4 229.794 2.074 0.736

S.D. 197.1 66.184 0.049 0.019

AB : Absolute weight, RE : Relative weight by body weight
Significantly different from TPGME 0 mg/kg: * P<0.05

T2 : Student t-test (two-side)
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Table 15-6 Study No. : SR24018
Organ weight Stage : Recovery day 15
Sex : Male Species : Rat
Body Liver Kidney Heart Spleen
weight

Test article AB RE AB RE AB RE AB RE
Dose g g g/100g g g/100g g g/100g mg mg/100g
TPGME n 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 525.2 12.130 2.308 3.348 0.638 1.478 0.284 740.6 140.728

S.D. 29.7 0.901 0.071 0.417 0.060 0.116 0.028 108.9 15.716
TPGME n 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 533.0 14.648 2.746 3.452 0.648 1.504 0.284 819.0 153.752

S.D. 33.3 1.781 0.262 0.513 0.097 0.159 0.023 92.3 14.957

T2 * A2 *
Thymus Adrenal Pituitary gland Thyroid Testis

Test article AB RE AB RE AB RE AB RE AB RE
Dose mg mg/100g mg mg/100g mg mg/100g mg mg/100g g g/100g
TPGME n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 318.8 60.998 71.2 13.594 14.28 2.730 24.20 4.596 3.254 0.622

S.D. 77.3 16.312 10.6 2.242 1.90 0.436 3.29 0.437 0.500 0.107
TPGME n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 366.6 67.946 70.6 13.134 16.12 3.030 27.50 5.186 3.032 0.572

S.D. 121.0 18.366 27.2 4.370 2.20 0.413 3.25 0.784 0.466 0.085

Epididymis Prostate Seminal Brain
vesicle

Test article AB RE AB RE AB RE AB RE
Dose g g/100g mg mg/100g g g/100g g g/100g
TPGME n 5 5 5 5 5 5 5 5
0 mg/kg Mean 1.292 0.248 773.2 147.962 2.352 0.448 2.300 0.440

S.D. 0.230 0.053 81.3 20.986 0.157 0.052 0.123 0.042
TPGME n 5 5 5 5 5 5 5 5
1000 mg/kg Mean 1.300 0.246 720.8 134.978 2.410 0.452 2.202 0.416

S.D. 0.158 0.032 136.3 20.886 0.418 0.081 0.092 0.036

AB : Absolute weight, RE : Relative weight by body weight
Significantly different from TPGME 0 mg/kg: * P<0.05
A2 : Welch test (two-side), T2 : Student t-test (two-side)
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Table 15-7 Study No. : SR24018
Organ weight Stage : Recovery day 15
Sex : Female (satellite) Species : Rat
Body Liver Kidney Heart Spleen
weight

Test article AB RE AB RE AB RE AB RE
Dose g g g/100g g g/100g g g/100g mg mg/100g
TPGME n 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 311.2 7.672 2.468 1.998 0.648 1.006 0.326 509.2 165.714

S.D. 23.8 0.757 0.209 0.167 0.085 0.066 0.032 84.1 36.946
TPGME n 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 315.8 8.188 2.602 2.058 0.654 1.032 0.330 606.6 191.774

S.D. 23.7 0.454 0.243 0.070 0.042 0.029 0.028 91.9 23.449

Thymus Adrenal Pituitary gland Thyroid Ovary

Test article AB RE AB RE AB RE AB RE AB RE
Dose mg mg/100g mg mg/100g mg mg/100g mg mg/100g mg mg/100g
TPGME n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 364.0 115.566 75.2 24.272 15.86 5.110 21.24 6.864 90.0 28.958

S.D. 111.4 25.395 13.0 4.634 2.08 0.692 3.28 1.290 10.3 3.036
TPGME n 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Mean 302.0 96.222 78.8 25.044 21.62 6.964 21.56 6.846 96.4 30.390

S.D. 27.5 13.375 7.8 2.749 6.05 2.485 251 0.845 31.4 9.673

Uterus Brain

Test article AB RE AB RE
Dose mg mg/100g g g/100g
TPGME n 5 5 5 5
0 mg/kg Mean 564.4 181.964 2.074 0.670

S.D. 116.2 39.349 0.069 0.059
TPGME n 5 5 5 5
1000 mg/kg Mean 746.0 237.656 1.990 0.632

S.D. 151.6 53.424 0.110 0.036

AB : Absolute weight, RE : Relative weight by body weight
Not significantly different from TPGME 0 mg/kg
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Study No. : SR24018

Table 16 - 1
Histopathological findings
Sex : Male Stage : Day 29 Species : Rat
Test article TPGME TPGME TPGME TPGME
Dose 0 100 300 1000
mg/kg mg/kg mg/kg mg/kg
Organ Number of Animals 7 12 12 7
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Lung <7> <0> <0> <7>
7 0 0 7
Bronchus <7> <0> <0> <7>
7 0
Trachea <7> <0> <0> <7>
7 0 0 7
Submandibular gland <7> <0> <0> <7>
7 0 0 7
Esophagus <7> <0> <0> <7>
7 0 0 7
Stomach <7> <0> <0> <7>
7 0 0 7
Duodenum <7> <0> <0> <7>
7 0 0 7
Jejunum <7> <0> <0> <7>
7 0 0 7
lleum <7> <0> <0> <7>
7 0 0 7
<>: Number of animals examined

- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
Not significantly different from TPGME 0 mg/kg
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Study No. : SR24018

Table 16 - 2
Histopathological findings
Sex : Male Stage : Day 29 Species : Rat
Test article TPGME TPGME TPGME TPGME
Dose 0 100 300 1000
mg/kg mg/kg mg/kg mg/kg
Organ Number of Animals 7 12 12 7
Findings Grade 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Cecum <7> <0> <0> <7>
0 7
Colon <7> <0> <0> <7>
0 7
Rectum <7> <0> <0> <7>
7 0 0 7
Pancreas <7> <0> <0> <7>
7 0 0 7
Liver <7> <0> <0> <7>
7 0 0 7
Heart <7> <0> <0> <7>
7 0 0 7
Kidney <7> <12> <12> <7>
Basophilic change, renal tubule,
focal 7 0 0 0 O 1 1 0 12 0 0 0 O 6 1. 0 0 O
Cast, hyaline 7 0 0 0 O 1 1 0 12 0 0 0 O 7 0 0 0 O
Cyst 7 0 0 0O O 1 1 0 0 12 0 0 0 O 7 0 0 0 O
<> : Number of animals examined

- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
Not significantly different from TPGME 0 mg/kg
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Study No. : SR24018

Table 16 - 3
Histopathological findings
Sex : Male Stage : Day 29 Species : Rat
Test article TPGME TPGME TPGME TPGME
Dose 0 100 300 1000
mg/kg mg/kg mg/kg mg/kg
Organ Number of Animals 7 12 12 7
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Kidney <7> <12> <12> <7>
Eosinophilic body,
proximal tubular epithelium 7 0 0 0 O 12 0 0 0 O 12 0 0 0 O 5 2 0 0 O
Infarct 7 0 0 0 O 12 0 0 0 O 12 0 0 0 O 6 1 0 0 O
Infiltration, inflammatory cell,
interstitium, focal 7 0 0 O O 12 0 0 0 O M1 1 0 0 O 7 0 0 O O
Urinary bladder <7> <0> <0> <7>
7 0 0 7
Testis <7> <1> <0> <7>
Degeneration/Atrophy,
seminiferous tubule 7 0 0 0 O 0 0 0 0 1 0 0 0 0 O 7 0 0 0 O
Epididymis <7> <1> <0> <7>
Cell debris, lumen 7 0 0 O O 0 1 0 0 O 0O 0 0 0 O 7 0 0 O O
Decrease, spermatozoa 7 0 0 O O 0O 0 0 0 1 0O 0 0 0 O 7 0 0 O O
Prostate <7> <0> <0> <7>
Inflammation, interstitium 15 01 0 0 0 0 0 O 0O 0 0 0 O 2 3 2 0 O
<7> <0> <0> <7>
7 0 0 7

Seminal vesicle

<> : Number of animals examined

- : Not remarkable

1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
Not significantly different from TPGME 0 mg/kg
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Study No. : SR24018

Table 16 - 4
Histopathological findings
Sex : Male Stage : Day 29 Species : Rat

Test article TPGME TPGME TPGME TPGME

Dose 0 100 300 1000

mg/kg mg/kg mg/kg mg/kg

Organ Number of Animals 7 12 12 7
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Coagulating gland <7> <0> <0> <7>
7 0 0 7
Cerebrum <7> <0> <0> <7>
7 0
Cerebellum <7> <0> <0> <7>
7 0 0 7
Pons <7> <0> <0> <7>
7 0 0 7
Spinal cord <7> <0> <0> <7>
7 0 0 7
Sciatic nerve <7> <0> <0> <7>
7 0 0 7
Spleen <7> <0> <0> <7>
7 0 0 7
Thymus <7> <0> <0> <7>
7 0 0 7
Bone marrow, femur <7> <0> <0> <7>
7 0 0 7
<>: Number of animals examined

- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
Not significantly different from TPGME 0 mg/kg



- 091 -

Table 16 -5 Study No. : SR24018
Histopathological findings
Sex : Male Stage : Day 29 Species : Rat
Test article TPGME TPGME TPGME TPGME
Dose 0 100 300 1000
mg/kg mg/kg mg/kg mg/kg
Organ Number of Animals 7 12 12 7
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Submandibular lymph node <7> <0> <0> <7>
7 0 0 7
Mesenteric lymph node <7> <0> <0> <7>
7 0 0 7
Peyer's patch <7> <0> <0> <7>
7 0 0 7
Pituitary gland <7> <0> <0> <7>
7 0 0 7
Thyroid <7> <0> <0> <7>
Remnant, ultimobranchial body 6 1 0 0 O 0O 0 0 0 O 0O 0 0 0 O 5 2 0 0 O
Parathyroid <7> <0> <0> <7>
7 0 0 7
Adrenal <7> <0> <0> <7>
7 0 0 7
Eyeball <7> <0> <0> <7>
7 0 0 7

<> : Number of animals examined

- : Not remarkable

1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
Not significantly different from TPGME 0 mg/kg
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Table 16 - 6 Study No. : SR24018
Histopathological findings
Sex : Male Stage : Day 29 Species : Rat
Test article TPGME TPGME TPGME TPGME
Dose 0 100 300 1000
mg/kg mg/kg mg/kg mg/kg
Organ Number of Animals 7 12 12 7
Findings Grade 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+
Harderian gland <7> <0> <0> <7>
Infiltration, inflammatory cell,
focal 0 0 0 O 0 0 0 0 O 0 0 0 0 O 1.0 0 O
Skeletal muscle <7> <0> <0> <7>
0 0
Femur <7> <0> <0> <7>
0 0
Mammary gland <7> <0> <0> <7>
0 0

<> : Number of animals examined

- : Not remarkable

1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
Not significantly different from TPGME 0 mg/kg
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Table 16 -7 Study No. : SR24018
Histopathological findings
Sex : Female Stage : Day 14 after parturition Species : Rat
Test article TPGME TPGME
Dose 0 1000
mg/kg mg/kg
Organ Number of Animals 12 11
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Lung <12> <11>
Accumulation, macrophage, alveolar M1 1 0 0 O M 1 0 0 O
Hemorrhage, focal M1 1 0 0 O M 1 0 0 O
Bronchus <12> <11>
12 11
Trachea <12> <11>
12 11
Submandibular gland <12> <11>
12 11
Esophagus <12> <11>
12 11
Stomach <12> <11>
12 11
Duodenum <12> <11>
12 11
Jejunum <12> <11>
12 11

<> : Number of animals examined

- : Not remarkable

1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
Not significantly different from TPGME 0 mg/kg
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Table 16 - 8 Study No. : SR24018
Histopathological findings
Sex : Female Stage : Day 14 after parturition Species : Rat
Test article TPGME TPGME
Dose 0 1000
mg/kg mg/kg
Organ Number of Animals 12 11
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
lleum <12> <11>
12 11
Cecum <12> <11>
12 11
Colon <12> <11>
12 11
Rectum <12> <11>
12 11
Pancreas <12> <11>
Atrophy, acinar cell, focal 2 0 0 0 O 10 0O 0 O
Infiltration, inflammatory cell,
interstitium 11 1 0 0 O 11 0 0 O
Liver <12> <11>
Necrosis, focal 12 0 0 0 O 10 0O 0 O
Microgranuloma 11 1 0 0 O 11 0 0 O
Heart <12> <11>
12 11

<> : Number of animals examined

- : Not remarkable

1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
Not significantly different from TPGME 0 mg/kg
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Table 16 -9 Study No. : SR24018
Histopathological findings
Sex : Female Stage : Day 14 after parturition Species : Rat
Test article TPGME TPGME
Dose 0 1000
mg/kg mg/kg
Organ Number of Animals 12 11
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+

Kidney <12> <11>
12 11

Urinary bladder <12> <11>
12 11

Ovary <12> <11>
12 11

Uterine horn <12> <11>
12 11

Uterine cervix <12> <11>
12 11

Vagina <12> <11>
12 11

Cerebrum <12> <11>
12 11

Cerebellum <12> <11>
12 11

Pons <12> <11>
12 11

<> : Number of animals examined

- : Not remarkable

1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
Not significantly different from TPGME 0 mg/kg
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Table 16 - 10 Study No. : SR24018
Histopathological findings
Sex : Female Stage : Day 14 after parturition Species : Rat
Test article TPGME TPGME
Dose 0 1000
mg/kg mg/kg
Organ Number of Animals 12 11
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+

Spinal cord <12> <11>
12 11

Sciatic nerve <12> <11>
12 11

Spleen <12> <11>
12 11

Thymus <12> <11>

Remnant, epithelial cell 9 3 0 0 O M 1 0 0 O

Bone marrow, femur <12> <11>
12 11

Submandibular lymph node <12> <11>
12 11

Mesenteric lymph node <12> <11>
12 11

Peyer's patch <12> <11>
12 11

Pituitary gland <12> <11>
12 11

<> : Number of animals examined

- : Not remarkable

1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
Not significantly different from TPGME 0 mg/kg
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Table 16 - 11 Study No. : SR24018
Histopathological findings
Sex : Female Stage : Day 14 after parturition Species : Rat
Test article TPGME TPGME
Dose 0 1000
mg/kg mg/kg
Organ Number of Animals 12 11
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Thyroid <12> <11>
Remnant, ultimobranchial body 9 3 0 0 O 7 4 0 0 O

Parathyroid <12> <11>
12 11

Adrenal <12> <11>
12 11

Eyeball <12> <11>
12 11

Harderian gland <12> <11>
12 11

Skeletal muscle <12> <11>
12 11

Femur <12> <11>
12 11

Mammary gland <12> <11>
12 11

<> : Number of animals examined

- : Not remarkable

1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
Not significantly different from TPGME 0 mg/kg
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Study No. : SR24018

Table 16 - 12
Histopathological findings
Sex : Female Stage : Non-pregnancy Species : Rat
Test article TPGME
Dose 1000
mg/kg
Organ Number of Animals 1
Findings Grade
Lung <1>
1
Bronchus <1>
1
Trachea <1>
1
<1>

Submandibular gland

Esophagus <1>
1
Stomach <1>
1
Duodenum <1>
1
Jejunum <1>
1
lleum <1>
1
<> : Number of animals examined

- : Not remarkable
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Study No. : SR24018

Table 16 - 13
Histopathological findings
Sex : Female Stage : Non-pregnancy Species : Rat
Test article TPGME
Dose 1000
mg/kg
Organ Number of Animals 1
Findings Grade
Cecum <1>
1
Colon <1>
1
Rectum <1>
1
Pancreas <1>
1
Liver <1>
1
Heart <1>
1
Kidney <1>
1
Urinary bladder <1>
1
Ovary <1>
1
<>: Number of animals examined

- : Not remarkable
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Study No. : SR24018

Table 16 - 14
Histopathological findings
Sex : Female Stage : Non-pregnancy Species : Rat
Test article TPGME
Dose 1000
mg/kg
Organ Number of Animals 1
Findings Grade
Uterine horn <1>
1
Uterine cervix <1>
1
Vagina <1>
1
Cerebrum <1>
1
Cerebellum <1>
1
Pons <1>
1
Spinal cord <1>
1
Sciatic nerve <1>
1
Spleen <1>
1
<>: Number of animals examined

- : Not remarkable
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Study No. : SR24018

Table 16 - 15
Histopathological findings
Sex : Female Stage : Non-pregnancy Species : Rat
Test article TPGME
Dose 1000
mg/kg
Organ Number of Animals 1
Findings Grade
Thymus <1>
1
Bone marrow, femur <1>
1
Submandibular lymph node <1>
1
<1>

Mesenteric lymph node

Peyer's patch <1>
1
Pituitary gland <1>
1
Thyroid <1>
1
Parathyroid <1>
1
Adrenal <1>
1
<> : Number of animals examined

- : Not remarkable
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Study No. : SR24018

Table 16 - 16
Histopathological findings
Sex : Female Stage : Non-pregnancy Species : Rat
Test article TPGME
Dose 1000
mg/kg
Organ Number of Animals 1
Findings Grade
Eyeball <1>
1
Harderian gland <1>
1
Skeletal muscle <1>
1
<1>

Femur

Mammary gland

<1>

<> : Number of animals examined
- : Not remarkable
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Study No. : SR24018

Table 16 - 17
Histopathological findings
Sex : Female (satellite) Stage : Day 29 Species : Rat
Test article TPGME TPGME
Dose 0 1000
mg/kg mg/kg
Organ Number of Animals 5 5
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Lung <5> <5>
5 5
Bronchus <5> <5>
5 5
Trachea <5> <5>
5 5
Submandibular gland <5> <5>
5 5
Esophagus <5> <5>
5 5
Stomach <5> <5>
5 5
Duodenum <5> <5>
5 5
Jejunum <5> <5>
5 5
lleum <5> <5>
5 5
<>: Number of animals examined

- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
Not significantly different from TPGME 0 mg/kg
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Study No. : SR24018

Table 16 - 18
Histopathological findings
Sex : Female (satellite) Stage : Day 29 Species : Rat

Test article TPGME TPGME

Dose 0 1000

mg/kg mg/kg

Organ Number of Animals 5 5
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Cecum <5> <5>
5 5
Colon <5> <5>
5
Rectum <5> <5>
5 5
Pancreas <5> <5>
Infiltration, inflammatory cell,
interstitium 4 1 0 0 O 5 0 0 0 O
Liver <5> <5>
5 5
Heart <5> <5>
5 5
Kidney <5> <5>
5 5
Urinary bladder <5> <5>
5 5
Ovary <5> <5>
5 5
<> : Number of animals examined

- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
Not significantly different from TPGME 0 mg/kg



“YLl -

Study No. : SR24018

Table 16 - 19
Histopathological findings
Sex : Female (satellite) Stage : Day 29 Species : Rat
Test article TPGME TPGME
Dose 0 1000
mg/kg mg/kg
Organ Number of Animals 5 5
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Uterine horn <5> <5>
5 5
Uterine cervix <5> <5>
5 5
Vagina <5> <5>
5 5
Cerebrum <5> <5>
5 5
Cerebellum <5> <5>
5 5
Pons <5> <5>
5 5
Spinal cord <5> <5>
5 5
Sciatic nerve <5> <5>
5 5
Spleen <5> <5>
5 5
<>: Number of animals examined

- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
Not significantly different from TPGME 0 mg/kg
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Study No. : SR24018

- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
Not significantly different from TPGME 0 mg/kg

Table 16 - 20
Histopathological findings
Sex : Female (satellite) Stage : Day 29 Species : Rat

Test article TPGME TPGME

Dose 0 1000

mg/kg mg/kg

Organ Number of Animals 5 5

Findings Grade 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+

Thymus <5> <5>
Remnant, epithelial cell 10 0 O 5 0 0 0 O

Bone marrow, femur <5> <5>
5
Submandibular lymph node <5> <5>
5 5
Mesenteric lymph node <5> <5>
5 5
Peyer's patch <5> <5>
5 5
Pituitary gland <5> <5>
5 5
Thyroid <5> <5>
Remnant, ultimobranchial body 4 1 0 0 O 2 3 0 O
Parathyroid <5> <5>
5 5
Adrenal <5> <5>
5 5
<> : Number of animals examined
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Study No. : SR24018

Table 16 - 21
Histopathological findings
Sex : Female (satellite) Stage : Day 29 Species : Rat

Test article TPGME TPGME

Dose 0 1000

mg/kg mg/kg

Organ Number of Animals 5 5
Findings Grade 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Eyeball <5> <5>
5
Harderian gland <5> <5>
Infiltration, inflammatory cell,
focal 1 0 O 5 0 0 O
Skeletal muscle <5> <5>
5 5
Femur <5> <5>
5 5
Mammary gland <5> <5>
5 5
<>: Number of animals examined

- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
Not significantly different from TPGME 0 mg/kg
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Study No. : SR24018

Table 16 - 22
Histopathological findings
Sex : Male Stage : Recovery Day 15 Species : Rat
Test article TPGME TPGME
Dose 0 1000
mg/kg mg/kg
Organ Number of Animals 5 5
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Kidney <5> <5>
Basophilic change, renal tubule,
focal 5 0 0 0 O 3 2 0 0 O

Eosinophilic body,
proximal tubular epithelium

5 0 0 0 O

<> : Number of animals examined

- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe

Not significantly different from TPGME 0 mg/kg
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Table 17 Study No. : SR24018
Estrous cycles
Generation : FO Species : Rat
/Before mating
Mean length of Number of Number of animals with acyclic or
Test article estrous cycle estrus irregular cycle
Dose (Days)

TPGME n 12 12 12
0 mg/kg (0)
Mean 4.08 35
S.D. 0.29 0.5
TPGME n 12 12 12
100 mg/kg (0)
Mean 4.29 3.3
S.D. 0.45 0.5
TPGME n 12 12 12
300 mg/kg (0)
Mean 4.08 3.3
S.D. 0.29 0.5
TPGME n 12 12 12
1000 mg/kg (0)
Mean 4.25 3.3
S.D. 0.40 0.5

() : Values in brackets represent number of animals with acyclic or irregular cycle.
Not significantly different from TPGME 0 mg/kg
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Table 18 - 1 Study No. : SR24018

Reproductive performance

Generation : FO Sex : Male Species : Rat
1st mating 2nd mating Total
Test article Number of Day of Copulation Fertility Copulation Fertility Copulation Fertility
Dose pairs conceiving index (%) index (%) index (%) index (%) index (%) index (%)
TPGME n 12 12 (12/12) (12/12) (12112) (12/12)
0 mg/kg Mean 2.8 100.0 100.0 100.0 100.0
S.D. 1.3
TPGME n 12 12 (12/12) (12/12) (12112) (12/12)
100 mg/kg Mean 2.6 100.0 100.0 100.0 100.0
S.D. 1.3
TPGME n 12 12 (12/12) (12/12) (12112) (12/12)
300 mg/kg Mean 22 100.0 100.0 100.0 100.0
S.D. 14
TPGME n 12 12 (12/12) (11/12) (12112) (11/12)
1000 mg/kg Mean 1.9 100.0 91.7 100.0 91.7
S.D. 1.2

Not significantly different from TPGME 0 mg/kg
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Table 18 - 2 Study No. : SR24018

Reproductive performance

Generation : FO Sex : Female Species : Rat
1st mating 2nd mating Total
Test article Number of Day of Copulation Fertility Copulation Fertility Copulation Fertility
Dose pairs conceiving index (%) index (%) index (%) index (%) index (%) index (%)
TPGME n 12 12 (12/12) (12/12) (12112) (12/12)
0 mg/kg Mean 2.8 100.0 100.0 100.0 100.0
S.D. 1.3
TPGME n 12 12 (12/12) (12/12) (12112) (12/12)
100 mg/kg Mean 2.6 100.0 100.0 100.0 100.0
S.D. 1.3
TPGME n 12 12 (12/12) (12/12) (12112) (12/12)
300 mg/kg Mean 22 100.0 100.0 100.0 100.0
S.D. 14
TPGME n 12 12 (12/12) (11/12) (12112) (11/12)
1000 mg/kg Mean 1.9 100.0 91.7 100.0 91.7
S.D. 1.2

Not significantly different from TPGME 0 mg/kg
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Table 19 -1 Study No. : SR24018

Delivery data
Generation : FO Species : Rat
Gestation Gestation Number of Delivery Number of Number of Sex ratio (%) Number of
Test article length index implan- index offspring live newborns live- delivered dead
Dose (day) (%) tation (%) M F Total borns pups newborns
TPGME n 12 12/12 12 12 12 12 12 12 90/180 96/187 12
0 mg/kg Mean 22.17 100.0 16.5 94.45 15.6 7.5 7.5 15.0 50.0 51.3 0.6
S.D. 0.39 1.2 5.85 1.5 24 1.6 1.7 1.0
TPGME n 12 12/12 12 12 12 12 12 12 94/184 95/186 12
100 mg/kg Mean 22.50 100.0 16.7 93.57 15.5 7.8 7.5 15.3 511 511 0.2
S.D. 0.52 4.0 8.58 3.8 3.1 2.0 3.8 0.4
TPGME n 12 12/12 12 12 12 12 12 12 91/185 92/187 12
300 mg/kg Mean 22.08 100.0 16.8 92.36 15.6 7.6 7.8 15.4 49.2 49.2 0.2
S.D. 0.29 1.6 9.26 2.4 1.7 2.3 23 0.4
TPGME n 11 11/11 11 11 11 11 11 11 86/171 87/173 11
1000 mg/kg Mean 22.18 100.0 16.7 94.28 15.7 7.8 7.7 15.5 50.3 50.3 0.2
S.D. 0.40 1.2 5.58 0.8 2.7 2.3 1.1 0.6

M : Male, F : Female
Not significantly different from TPGME 0 mg/kg
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Study No. : SR24018

Table 19 -2
Delivery data (external examination of offspring) Postnatal Day : 0
Generation : F1 Species : Rat

TPGME TPGME TPGME TPGME

Test article

Dose 0 100 300 1000

Dose unit mg/kg mg/kg mg/kg mg/kg

Number of dams 12 12 12 11

Number of offspring 180 184 185 171

Number of dams with anomalous offspring (incidence %) 0(0.00) 0(0.00) 0(0.00) 0(0.00)

Number of offspring with any anomaly (incidence %) 0(0.00) 0(0.00) 0(0.00) 0(0.00)

Not significantly different from TPGME 0 mg/kg
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Table 20 Study No. : SR24018
Clinical signs of offspring
Generation : F1 Species : Rat
Test article Postnatal Day
Dose Clinical signs 0 1 2 3 4 10 11 12 13
TPGME Number of dams examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg Number of offspring 180 180 180 180 175 96 96 96 96 96 96 96 96 96
Number of dams with anomalous offspring 0 0 0 0 0 0 0 0 0 0 0 0 0 0
TPGME Number of dams examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg Number of offspring 184 184 184 182 180 96 96 96 96 96 96 96 96 96
Number of dams with anomalous offspring 0 0 0 0 0 0 0 0 0 0 0 0 0 0
TPGME Number of dams examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg Number of offspring 185 184 184 184 183 96 96 96 96 96 96 96 96 96
Number of dams with anomalous offspring 1 1 1 1 1 0 0 0 0 0 0 0 0 1
Loss of tail 1 1 1 1 1 0 0 0 0 0 0 0 0 0
Small pinna 0 0 0 0 0 0 0 0 0 0 0 0 0 1
TPGME Number of dams examined 11 11 11 11 11 11 11 11 11 11 11 11 11 11
1000 mg/kg Number of offspring 171 171 171 171 166 88 88 88 88 88 88 88 88 88
Number of dams with anomalous offspring 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Table 21

Litter size and viability index of offspring

Generation : F1

Study No. : SR24018

Species : Rat

/Postnatal Day

0 0 4 4 4 13 13

Test article Viability Pre-culled Viability Post-culled Viability

Dose index (%) index (%) index (%)

TPGME Total 180 175 96 96

0 mg/kg n 12 12 12 12 12 12 12
Mean 96.28 97.29 100.00
S.D. 6.67 3.36 0.00

TPGME Total 184 180 96 96

100 mg/kg n 12 12 12 12 12 12 12
Mean 98.99 98.04 100.00
S.D. 2.40 4.89 0.00

TPGME Total 185 183 96 96

300 mg/kg n 12 12 12 12 12 12 12
Mean 99.02 99.02 100.00
S.D. 2.30 3.41 0.00

TPGME Total 171 166 88 88

1000 mg/kg n 11 11 11 11 11 11 11
Mean 98.79 97.22 100.00
S.D. 4.01 4.15 0.00

Not significantly different from TPGME 0 mg/kg
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Table 22 Study No. : SR24018
Litter data on body weight of offspring
Generation : F1 Unit: g Species : Rat
Test article /Postnatal Day
Dose 0 4 7 13
TPGME Male n 12 12 12 12
0 mg’kg Mean 6.609 10.594 18.385 34.959
S.D. 0.488 0.889 1.604 2.623
Female n 12 12 12 12
Mean 6.318 10.152 17.647 33.811
S.D. 0.433 0.904 1.851 3.166
TPGME Male n 12 12 12 12
100 mg/kg Mean 6.950 10.968 18.508 35.768
S.D. 1.025 2.340 2.865 3.013
Female n 12 12 12 12
Mean 6.647 10.373 17.689 34.450
S.D. 0.968 2.261 2.677 2.899
TPGME Male n 12 12 12 12
300 mg/kg Mean 6.601 10.359 18.153 34.832
S.D. 0.536 1.629 2.009 2.299
Female n 12 12 12 12
Mean 6.238 9.749 16.959 33.287
S.D. 0.523 1.641 2.530 2974
TPGME Male n 11 11 11 11
1000 mg/kg Mean 6.652 10.025 17.186 32.921
S.D. 0.458 1.007 1.684 2.227
Female n 11 11 11 11
Mean 6.196 9.339 16.119 31.440
S.D. 0.433 0.974 1.657 2.213

Not significantly different from TPGME 0 mg/kg
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Table 23 Study No. : SR24018
Litter data on anogenital distance of offspring
Generation : F1 Unit : mm Species : Rat
Sex /Postnatal Day
Dose 4
Test article AGD AGD/3/ BW
TPGME Male n 12 12
0 mg/kg Mean 5.7779 2.6346
S.D. 0.2812 0.0904
Female n 12 12
Mean 2.7138 1.2563
S.D. 0.0472 0.0336
TPGME Male n 12 12
100 mg/kg Mean 5.8912 2.6702
S.D. 0.3296 0.0845
Female n 12 12
Mean 2.7648 1.2779
S.D. 0.1359 0.0541
TPGME Male n 12 12
300 mg/kg Mean 5.8002 2.6737
S.D. 0.1166 0.0970
Female n 12 12
Mean 2.7361 1.2883
S.D. 0.0665 0.0455
TPGME Male n 11 11
1000 mg/kg Mean 5.7700 2.6840
S.D. 0.1289 0.0908
Female n 11 11
Mean 2.7160 1.2949
S.D. 0.0376 0.0446

AGD : Anogenital Distance

Not significantly different from TPGME 0 mg/kg



- L81 -

Table 24 Study No. : SR24018

Litter data on nipple retention of male offspring

Generation : F1 Unit : No. Species : Rat

Test article Postnatal Day 13
Dose Number of nipples
TPGME Male n 12
0 mg/kg Mean 0.00

S.D. 0.00
TPGME Male n 12
100 mg/kg Mean 0.00

S.D. 0.00
TPGME Male n 12
300 mg/kg Mean 0.00

S.D. 0.00
TPGME Male n 11
1000 mg/kg Mean 0.00

S.D. 0.00

Not significantly different from TPGME 0 mg/kg
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Table 25 Study No. : SR24018

Serum T4 concentration of offspring Stage : Postnatal Day 13
Generation : F1 Species : Rat
T4
Test article ng/mL
Dose
TPGME n 12
0 mg/kg Mean 48.47
S.D. 6.55
TPGME n 12
100 mg/kg Mean 46.57
S.D. 8.21
TPGME n 12
300 mg/kg Mean 49.65
S.D. 5.58
TPGME n 11
1000 mg/kg Mean 48.30
S.D. 4.48

Not significantly different from TPGME 0 mg/kg
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Study No. : SR24018

Table 26
Necropsy findings of offspring
Generation : F1 Species : Rat
Test article TPGME TPGME TPGME TPGME
Dose 0 100 300 1000
Dose unit mg/kg mg/kg mg/kg mg/kg
Number of dams 12 12 12 11
Number of live offspring examined on postnatal Day 13 96 96 96 88
Finding absent 96 96 95 88
Small pinna 0 0 1 0
Number of dead offspring examined on postnatal Day 0-13 7 3 3 3
7 3 3 3

Finding absent
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Appendix 1 -1 Study No. : SR24018

Clinical signs Period : Administration Day 1-14
Sex : Male Dose : TPGME 0 mg/kg Species : Rat
Day 1 2 3 4 5 6 7 8 9
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
10101 No abnormality - - - - - - - - - - - - - - R - N B
10102 No abnormality - - - - - - - - - - - - - - R - N B
10103 No abnormality - - - - - - - - - - - - - - R - N B
10104 No abnormality - - - - - - - - - - - - - - R - N B
10105 No abnormality - - - - - - - - - - - - - - R - N B
10106 No abnormality - - - - - - - - - - - - - - R - N B
10107 No abnormality - - - - - - - - - - - - - - R - N B
10108 No abnormality - - - - - - - - - - - - - - R - N B
10109 No abnormality - - - - - - - - - - - - - - R - N B
10110 No abnormality - - - - - - - - - - - - - - R - R B
10111 No abnormality - - - - - - - - - - - - - - R - N B
10112 No abnormality - - - - - - - - - - - - - - R - R B
Day 10 11 12 13 14
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2
10101 No abnormality - - - - - - - - - -
10102 No abnormality - - - - - - - - - -
10103 No abnormality - - - - - - - - - -
10104 No abnormality - - - - - - - - - R
10105 No abnormality - - - - - - - - - -
10106 No abnormality - - - - - - - - - -
10107 No abnormality - - - - - - - - - -
10108 No abnormality - - - - - - - - - -
10109 No abnormality - - - - - - - - - -
10110 No abnormality - - - - - - - - - R
10111 No abnormality - - - - - - - - - R
10112 No abnormality - - - - - - - - - R

1 : Before dosing, 2 : After dosing
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Appendix 1 - 2

Clinical signs

Period : Administration Day 15-29

Study No. : SR24018

Sex : Male Dose : TPGME 0 mg/kg Species : Rat
Day 15 16 17 18 19 20 21 22 23
Animal No. Clinical signs Time 1 2 1 1 1 1 1 1 1 2 1
10101 No abnormality - - - - - - - - - - N
10102 No abnormality - - - - - - - - - - N
10103 No abnormality - - - - - - - - - - N
10104 No abnormality - - - - - - - - - - N
10105 No abnormality - - - - - - - - - - N
10106 No abnormality - - - - - - - - - - N
10107 No abnormality - - - - - - - - - - N
10108 No abnormality - - - - - - - - - - N
10109 No abnormality - - - - - - - - - - N
10110 No abnormality - - - - - - - - - - N
10111 No abnormality - - - - - - - - - - N
10112 No abnormality - - - - - - - - - - N
Day 24 25 26 27 28 29
Animal No. Clinical signs Time 1 2 1 1 1 1 3
10101 No abnormality - - - - - - N
10102 No abnormality - - - - - N
10103 No abnormality - - - - - N
10104 No abnormality - - - - - - N
10105 No abnormality - - - - - - N
10106 No abnormality - - - - - - N
10107 No abnormality - - - - - - N
10108 No abnormality - - - - - - N
10109 No abnormality - - - - - N
10110 No abnormality - - - - - N
10111 No abnormality - - - - - - N
10112 No abnormality - - - - - N

1 : Before dosing, 2 : After dosing, 3 : Necropsy day
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Appendix 1 -3 Study No. : SR24018

Clinical signs Period : Administration Day 1-14
Sex : Male Dose : TPGME 100 mg/kg Species : Rat
Day 1 2 3 4 5 6 7 8 9
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
10201 No abnormality - - - - - - - - - - - - - - R - N B
10202 No abnormality - - - - - - - - - - - - - - R - N B
10203 No abnormality - - - - - - - - - - - - - - R - N B
10204 No abnormality - - - - - - - - - - - - - - R - N B
10205 No abnormality - - - - - - - - - - - - - - R - N B
10206 No abnormality - - - - - - - - - - - - - - R - N B
10207 No abnormality - - - - - - - - - - - - - - R - N B
10208 No abnormality - - - - - - - - - - - - - - R - N B
10209 No abnormality - - - - - - - - - - - - - - R - N B
10210 No abnormality - - - - - - - - - - - - - - R - R B
10211 No abnormality - - - - - - - - - - - - - - R - N B
10212 No abnormality - - - - - - - - - - - - - - R - R B
Day 10 11 12 13 14
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2
10201 No abnormality - - - - - - - - - -
10202 No abnormality - - - - - - - - - -
10203 No abnormality - - - - - - - - - -
10204 No abnormality - - - - - - - - - R
10205 No abnormality - - - - - - - - - -
10206 No abnormality - - - - - - - - - -
10207 No abnormality - - - - - - - - - -
10208 No abnormality - - - - - - - - - -
10209 No abnormality - - - - - - - - - -
10210 No abnormality - - - - - - - - - R
10211 No abnormality - - - - - - - - - R
10212 No abnormality - - - - - - - - - R

1 : Before dosing, 2 : After dosing
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Clinical signs Period : Administration Day 15-29
Sex : Male Dose : TPGME 100 mg/kg Species : Rat
Day 15 16 17 18 19 20 21 22 23
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
10201 No abnormality - - - - - - - - - - - - - - R - N B
10202 No abnormality - - - - - - - - - - - - - - R - N B
10203 No abnormality - - - - - - - - - - - - - - R - N B
10204 No abnormality - - - - - - - - - - - - - - R - N B
10205 No abnormality - - - - - - - - - - - - - - R - N B
10206 No abnormality - - - - - - - - - - - - - - R - N B
10207 No abnormality - - - - - - - - - - - - - - R - N B
10208 No abnormality - - - - - - - - - - - - - - R - N B
10209 No abnormality - - - - - - - - - - - - - - R - N B
10210 No abnormality - - - - - - - - - - - - - - R - R B
10211 No abnormality - - - - - - - - - - - - - - R - N B
10212 No abnormality - - - - - - - - - - - - - - R - R B
Day 24 25 26 27 28 29
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 3
10201 No abnormality - - - - - - - - - - R
10202 No abnormality - - - - - - - - - - N
10203 No abnormality - - - - - - - - - - R
10204 No abnormality - - - - - - - - - - R
10205 No abnormality - - - - - - - - - - N
10206 No abnormality - - - - - - - - - - R
10207 No abnormality - - - - - - - - - - R
10208 No abnormality - - - - - - - - - - N
10209 No abnormality - - - - - - - - - - R
10210 No abnormality - - - - - - - - - - R
10211 No abnormality - - - - - - - - - - R
10212 No abnormality - - - - - - - - - - R

1 : Before dosing, 2 : After dosing, 3 : Necropsy day



- v61 -

Appendix 1 -5 Study No. : SR24018

Clinical signs Period : Administration Day 1-14
Sex : Male Dose : TPGME 300 mg/kg Species : Rat
Day 1 2 3 4 5 6 7 8 9
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
10301 No abnormality - - - - - - - - - - - - - - R - N B
10302 No abnormality - - - - - - - - - - - - - - R - N B
10303 No abnormality - - - - - - - - - - - - - - R - N B
10304 No abnormality - - - - - - - - - - - - - - R - N B
10305 No abnormality - - - - - - - - - - - - - - R - N B
10306 No abnormality - - - - - - - - - - - - - - R - N B
10307 No abnormality - - - - - - - - - - - - - - R - N B
10308 No abnormality - - - - - - - - - - - - - - R - N B
10309 No abnormality - - - - - - - - - - - - - - R - N B
10310 No abnormality - - - - - - - - - - - - - - R - R B
10311 No abnormality - - - - - - - - - - - - - - R - N B
10312 No abnormality - - - - - - - - - - - - - - R - R B
Day 10 11 12 13 14
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2
10301 No abnormality - - - - - - - - - -
10302 No abnormality - - - - - - - - - -
10303 No abnormality - - - - - - - - - -
10304 No abnormality - - - - - - - - - R
10305 No abnormality - - - - - - - - - -
10306 No abnormality - - - - - - - - - -
10307 No abnormality - - - - - - - - - -
10308 No abnormality - - - - - - - - - -
10309 No abnormality - - - - - - - - - -
10310 No abnormality - - - - - - - - - R
10311 No abnormality - - - - - - - - - R
10312 No abnormality - - - - - - - - - R

1 : Before dosing, 2 : After dosing
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Clinical signs Period : Administration Day 15-29
Sex : Male Dose : TPGME 300 mg/kg Species : Rat
Day 15 16 17 18 19 20 21 22 23
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
10301 No abnormality - - - - - - - - - - - - - - R - N B
10302 No abnormality - - - - - - - - - - - - - - R - N B
10303 No abnormality - - - - - - - - - - - - - - R - N B
10304 No abnormality - - - - - - - - - - - - - - R - N B
10305 No abnormality - - - - - - - - - - - - - - R - N B
10306 No abnormality - - - - - - - - - - - - - - R - N B
10307 No abnormality - - - - - - - - - - - - - - R - N B
10308 No abnormality - - - - - - - - - - - - - - R - N B
10309 No abnormality - - - - - - - - - - - - - - R - N B
10310 No abnormality - - - - - - - - - - - - - - R - R B
10311 No abnormality - - - - - - - - - - - - - - R - N B
10312 No abnormality - - - - - - - - - - - - - - R - R B
Day 24 25 26 27 28 29
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 3
10301 No abnormality - - - - - - - - - - R
10302 No abnormality - - - - - - - - - - N
10303 No abnormality - - - - - - - - - - R
10304 No abnormality - - - - - - - - - - R
10305 No abnormality - - - - - - - - - - N
10306 No abnormality - - - - - - - - - - R
10307 No abnormality - - - - - - - - - - R
10308 No abnormality - - - - - - - - - - N
10309 No abnormality - - - - - - - - - - R
10310 No abnormality - - - - - - - - - - R
10311 No abnormality - - - - - - - - - - R
10312 No abnormality - - - - - - - - - - R

1 : Before dosing, 2 : After dosing, 3 : Necropsy day
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Appendix 1-7

Clinical signs

Period : Administration Day 1-14

Study No. : SR24018

Sex : Male Dose : TPGME 1000 mg/kg Species : Rat
Day 1 2 3 4 5 8
Animal No. Clinical signs Time 1 2 1 2 1 1 1 1 2
10401 No abnormality - - - - - N - - N
10402 No abnormality - - - - - N - - N
10403 No abnormality - - - - - N - - N
10404 No abnormality - - - - B B _ _ N
10405 No abnormality - - - - - N - - N
10406 No abnormality - - - - - N - - N
10407 No abnormality - - - - - N - - N
10408 No abnormality - - - - - N - - N
10409 No abnormality - - - - - N - - N
10410 No abnormality - - - - B B _ _ N
10411 No abnormality - - - - B B _ _ N
10412 No abnormality - - - - B B _ _ N
Day 10 11 12 13 14
Animal No. Clinical signs Time 1 2 1 2 1 1 1
10401 No abnormality - - - - - - N
10402 No abnormality - - - - - - N
10403 No abnormality - - - - - - N
10404 No abnormality - - - - - - N
10405 No abnormality - - - - - - N
10406 No abnormality - - - - - - N
10407 No abnormality - - - - - - N
10408 No abnormality - - - - - - N
10409 No abnormality - - - - - - N
10410 No abnormality - - - - - - N
10411 No abnormality - - - - - - N
10412 No abnormality - - - - - - N

1 : Before dosing, 2 : After dosing
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Appendix 1-8

Clinical signs

Period : Administration Day 15-29

Study No. : SR24018

Sex : Male Dose : TPGME 1000 mg/kg Species : Rat
Day 15 16 17 18 19 20 21 22 23
Animal No. Clinical signs Time 1 2 1 2 1 1 1 1 1 1 2 1
10401 No abnormality - - - - - - - - R N B N
10402 No abnormality - - - - - - - - R N B N
10403 No abnormality - - - - - - - - R N B N
10404 No abnormality - - - - - - - - R N B N
10405 No abnormality - - - - - - - - R N B N
10406 No abnormality - - - - - - - - R N B N
10407 No abnormality - - - - - - - - R N B N
10408 No abnormality - - - - - - - - R N B N
10409 No abnormality - - - - - - - - R N B N
10410 No abnormality - - - - - - - - R N B N
10411 No abnormality - - - - - - - - R N B N
10412 No abnormality - - - - - - - - R N B N
Day 24 25 26 27 28 29
Animal No. Clinical signs Time 1 2 1 2 1 1 1 3
10401 No abnormality - - - - - - - N
10402 No abnormality - - - - - - N
10403 No abnormality - - - - - - - N
10404 No abnormality - - - - - - N
10405 No abnormality - - - - - - N
10406 No abnormality - - - - - - N
10407 No abnormality - - - - - - - N
10408 No abnormality - - - - - - - N
10409 No abnormality - - - - - - N
10410 No abnormality - - - - - N - N
10411 No abnormality - - - - - N - N
10412 No abnormality - - - - - N - N

1 : Before dosing, 2 : After dosing, 3 : Necropsy day



- 861 -

Appendix 1-9 Study No. : SR24018

Clinical signs Period : Administration Day 1-17
Sex : Female Dose : TPGME 0 mg/kg Species : Rat
Day 1 2 3 4 5 6 7 8 9
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50151 No abnormality - - - - - - - - - - - - - - R - N B
50152 No abnormality - - - - - - - - - - - - - - R - R B
50153 No abnormality - - - - - - - - - - - - - - R - R B
50154 No abnormality - - - - - - - - - - - - - - R - N B
50155 No abnormality - - - - - - - - - - - - - - R - R B
50156 No abnormality - - - - - - - - - - - - - - R - R B
50157 No abnormality - - - - - - - - - - - - - - R - R B
50158 No abnormality - - - - - - - - - - - - - - R - R B
50159 No abnormality - - - - - - - - - - - - - - R - R B
50160 No abnormality - - - - - - - - - - - - - - R - R B
50161 No abnormality - - - - - - - - - - - - - - R - R B
50162 No abnormality - - - - - - - - - - - - - - R - N B
Day 10 11 12 13 14 15 16 17
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50151 No abnormality - - - - - - - - - - - - - - R -
50152 No abnormality - - - - - - - - - - - -
50153 No abnormality - - - - - - - - - - - -
50154 No abnormality - - - - - - - - - - - -
50155 No abnormality - - - - - - - - - - - - - - R -
50156 No abnormality - - - - - - - - - - - - - - R -
50157 No abnormality - - - - - - - - - - - - - - R -
50158 No abnormality - - - - - - - - - - - -
50159 No abnormality - - - - - - - - - -
50160 No abnormality - - - - - - - - - -
50161 No abnormality - - - - - - - - - - - - R - R -
50162 No abnormality - - - - - - - - - - - - R - R -

1 : Before dosing, 2 : After dosing



- 661 -

Appendix 1 - 10

Clinical signs
Sex : Female

Period : Gestation Day 0-22
Dose : TPGME 0 mg/kg

Study No. : SR24018

Animal No.

Clinical signs

Day 0 1

Time 1 2 1 2

50151

No abnormality

50152

No abnormality

50153

No abnormality

50154

No abnormality

50155

No abnormality

50156

No abnormality

50157

No abnormality

50158

No abnormality

50159

No abnormality

50160

No abnormality

50161

No abnormality

50162

No abnormality

Animal No.

Clinical signs

Day 9 10

Time 1 2 1 2

Species : Rat
7
1 2
16
1 2

50151

No abnormality

50152

No abnormality

50153

No abnormality

50154

No abnormality

50155

No abnormality

50156

No abnormality

50157

No abnormality

50158

No abnormality

50159

No abnormality

50160

No abnormality

50161

No abnormality

50162

No abnormality

Animal No.

Clinical signs

Day 18 19

Time 1 2 1 2

50151

No abnormality

50152

No abnormality

50153

No abnormality

50154

No abnormality

50155

No abnormality

50156

No abnormality

50157

No abnormality

50158

No abnormality

50159

No abnormality

50160

No abnormality

50161

No abnormality

50162

No abnormality

1 : Before dosing, 2 : After dosing



- 00T -

Appendix 1 - 11 Study No. : SR24018

Clinical signs Period : Lactation Day 0-14
Sex : Female Dose : TPGME 0 mg/kg Species : Rat
Day 0 1 2 3 4 5 6 7 8
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50151 No abnormality - - - - - - - - - - - - - - R - N B
50152 No abnormality - - - - - - - - - - - - - - R - N B
50153 No abnormality - - - - - - - - - - - - R - R - N B
50154 No abnormality - - - - - - - - - - - - - - R - N B
50155 No abnormality - - - - - - - - - - - - R - R - N B
50156 No abnormality - - - - - - - - - - - - R - R - N B
50157 No abnormality - - - - - - - - - - - - - - R - N B
50158 No abnormality - - - - - - - - - - - - R - R - N B
50159 No abnormality - - - - - - - - - - - - - - R - N B
50160 No abnormality - - - - - - - - - - - - R - R - N B
50161 No abnormality - - - - - - - - - - - - - - R - N B
50162 No abnormality - - - - - - - - - - - - - - R - N B
Day 9 10 11 12 13 14
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 3
50151 No abnormality - - - - - - - - - - R
50152 No abnormality - - - - - - - - - - R
50153 No abnormality - - - - - - - - - - R
50154 No abnormality - - - - - - - - - - R
50155 No abnormality - - - - - - - - - - R
50156 No abnormality - - - - - - - - - - R
50157 No abnormality - - - - - - - - - - R
50158 No abnormality - - - - - - - - - - R
50159 No abnormality - - - - - - - - - - R
50160 No abnormality - - - - - - - - - - R
50161 No abnormality - - - - - - - - - - R
50162 No abnormality - - - - - - - - - - R

1 : Before dosing, 2 : After dosing, 3 : Necropsy day



- 10T -

Appendix 1 - 12 Study No. : SR24018

Clinical signs Period : Administration Day 1-17
Sex : Female Dose : TPGME 100 mg/kg Species : Rat
Day 1 2 3 4 5 6 7 8 9
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50251 No abnormality - - - - - - - - - - - - - - R - N B
50252 No abnormality - - - - - - - - - - - - - - R - N B
50253 No abnormality - - - - - - - - - - - - R - R - N B
50254 No abnormality - - - - - - - - - - - - - - R - N B
50255 No abnormality - - - - - - - - - - - - R - R - N B
50256 No abnormality - - - - - - - - - - - - R - R - N B
50257 No abnormality - - - - - - - - - - - - - - R - N B
50258 No abnormality - - - - - - - - - - - - R - R - N B
50259 No abnormality - - - - - - - - - - - - - - R - N B
50260 No abnormality - - - - - - - - - - - - R - R - N B
50261 No abnormality - - - - - - - - - - - - - - R - N B
50262 No abnormality - - - - - - - - - - - - - - R - N B
Day 10 11 12 13 14 15 16 17
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50251 No abnormality - - - - - - - - - - - - R - R -
50252 No abnormality - - - - - - - - - - - -
50253 No abnormality - - - - - - - - - -
50254 No abnormality - - - - - - - - - - - - R - R -
50255 No abnormality - - - - - - - - - - - -
50256 No abnormality - - - - - - - - - -
50257 No abnormality - - - - - - - - - - - - R - R -
50258 No abnormality - - - - - - - - - - - -
50259 No abnormality - - - - - - - - - - - - R - R -
50260 No abnormality - - - - - - - - - - - -
50261 No abnormality - - - - - - - - - -
50262 No abnormality - - - - - - - - - - - - R - R -

1 : Before dosing, 2 : After dosing



- 20T -

Appendix 1 - 13

Clinical signs
Sex : Female

Period : Gestation Day 0-22
Dose : TPGME 100 mg/kg

Study No. : SR24018

Animal No.

Clinical signs

Day 0 1

Time 1 2 1 2

50251

No abnormality

50252

No abnormality

50253

No abnormality

50254

No abnormality

50255

No abnormality

50256

No abnormality

50257

No abnormality

50258

No abnormality

50259

No abnormality

50260

No abnormality

50261

No abnormality

50262

No abnormality

Animal No.

Clinical signs

Day 9 10

Time 1 2 1 2

Species : Rat
7
1 2
16
1 2

50251

No abnormality

50252

No abnormality

50253

No abnormality

50254

No abnormality

50255

No abnormality

50256

No abnormality

50257

No abnormality

50258

No abnormality

50259

No abnormality

50260

No abnormality

50261

No abnormality

50262

No abnormality

Animal No.

Clinical signs

Day 18 19

Time 1 2 1 2

50251

No abnormality

50252

No abnormality

50253

No abnormality

50254

No abnormality

50255

No abnormality

50256

No abnormality

50257

No abnormality

50258

No abnormality

50259

No abnormality

50260

No abnormality

50261

No abnormality

50262

No abnormality

1 : Before dosing, 2 : After dosing



- €0T -

Appendix 1 - 14 Study No. : SR24018

Clinical signs Period : Lactation Day 0-14
Sex : Female Dose : TPGME 100 mg/kg Species : Rat
Day 0 1 2 3 4 5 6 7 8
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50251 No abnormality - - - - - - - - - - - - - - R - N B
50252 No abnormality - - - - - - - - - - - - - - R - N B
50253 No abnormality - - - - - - - - - - - - R - R - N B
50254 No abnormality - - - - - - - - - - - - - - R - N B
50255 No abnormality - - - - - - - - - - - - R - R - N B
50256 No abnormality - - - - - - - - - - - - R - R - N B
50257 No abnormality - - - - - - - - - - - - - - R - N B
50258 No abnormality - - - - - - - - - - - - R - R - N B
50259 No abnormality - - - - - - - - - - - - - - R - N B
50260 No abnormality - - - - - - - - - - - - R - R - N B
50261 No abnormality - - - - - - - - - - - - - - R - N B
50262 No abnormality - - - - - - - - - - - - - - R - N B
Day 9 10 11 12 13 14
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 3
50251 No abnormality - - - - - - - - - - R
50252 No abnormality - - - - - - - - - - R
50253 No abnormality - - - - - - - - - - R
50254 No abnormality - - - - - - - - - - R
50255 No abnormality - - - - - - - - - - R
50256 No abnormality - - - - - - - - - - R
50257 No abnormality - - - - - - - - - - R
50258 No abnormality - - - - - - - - - - R
50259 No abnormality - - - - - - - - - - R
50260 No abnormality - - - - - - - - - - R
50261 No abnormality - - - - - - - - - - R
50262 No abnormality - - - - - - - - - - R

1 : Before dosing, 2 : After dosing, 3 : Necropsy day



- 0T -

Appendix 1 - 15 Study No. : SR24018

Clinical signs Period : Administration Day 1-17
Sex : Female Dose : TPGME 300 mg/kg Species : Rat
Day 1 2 3 4 5 6 7 8 9
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50351 No abnormality - - - - - - - - - - - - - - R - N B
50352 No abnormality - - - - - - - - - - - - - - - - N R
50353 No abnormality - - - - - - - - - - - - - - - - N R
50354 No abnormality - - - - - - - - - - - - - - - - N R
50355 No abnormality - - - - - - - - - - - - - - - - N R
50356 No abnormality - - - - - - - - - - - - R - R - N B
50357 No abnormality - - - - - - - - - - - - - - - - N R
50358 No abnormality - - - - - - - - - - - - - - - - N R
50359 No abnormality - - - - - - - - - - - - - - - - N R
50360 No abnormality - - - - - - - - - - - - - - - - N R
50361 No abnormality - - - - - - - - - - - - - - R - N B
50362 No abnormality - - - - - - - - - - - - - - - - N R
Day 10 11 12 13 14 15 16 17
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50351 No abnormality - - - - - - - - - -
50352 No abnormality - - - - - - - - - - - - - - - -
50353 No abnormality - - - - - - - - - - - - - - - -
50354 No abnormality - - - - - - - - - -
50355 No abnormality - - - - - - - - - -
50356 No abnormality - - - - - - - - - - - -
50357 No abnormality - - - - - - - - - -
50358 No abnormality - - - - - - - - - - - -
50359 No abnormality - - - - - - - - - - - - - - - -
50360 No abnormality - - - - - - - - - -
50361 No abnormality - - - - - - - - - -
50362 No abnormality - - - - - - - - - - - - - - - -

1 : Before dosing, 2 : After dosing



- 60T -

Appendix 1 - 16

Clinical signs
Sex : Female

Period : Gestation Day 0-22
Dose : TPGME 300 mg/kg

Study No. : SR24018

Animal No.

Clinical signs

Day 0 1

Time 1 2 1 2

50351

No abnormality

50352

No abnormality

50353

No abnormality

50354

No abnormality

50355

No abnormality

50356

No abnormality

50357

No abnormality

50358

No abnormality

50359

No abnormality

50360

No abnormality

50361

No abnormality

50362

No abnormality

Animal No.

Clinical signs

Day 9 10

Time 1 2 1 2

Species : Rat
7
1 2
16
1 2

50351

No abnormality

50352

No abnormality

50353

No abnormality

50354

No abnormality

50355

No abnormality

50356

No abnormality

50357

No abnormality

50358

No abnormality

50359

No abnormality

50360

No abnormality

50361

No abnormality

50362

No abnormality

Animal No.

Clinical signs

Day 18 19

Time 1 2 1 2

50351

No abnormality

50352

No abnormality

50353

No abnormality

50354

No abnormality

50355

No abnormality

50356

No abnormality

50357

No abnormality

50358

No abnormality

50359

No abnormality

50360

No abnormality

50361

No abnormality

50362

No abnormality

1 : Before dosing, 2 : After dosing
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Appendix 1 - 17 Study No. : SR24018

Clinical signs Period : Lactation Day 0-14
Sex : Female Dose : TPGME 300 mg/kg Species : Rat
Day 0 1 2 3 4 5 6 7 8
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50351 No abnormality - - - - - - - - - - - - - - R - N B
50352 No abnormality - - - - - - - - - - - - - - - - N R
50353 No abnormality - - - - - - - - - - - - - - - - N R
50354 No abnormality - - - - - - - - - - - - - - - - N R
50355 No abnormality - - - - - - - - - - - - - - - - N R
50356 No abnormality - - - - - - - - - - - - R - R - N B
50357 No abnormality - - - - - - - - - - - - - - - - N R
50358 No abnormality - - - - - - - - - - - - - - - - N R
50359 No abnormality - - - - - - - - - - - - - - - - N R
50360 No abnormality - - - - - - - - - - - - - - - - N R
50361 No abnormality - - - - - - - - - - - - - - R - N B
50362 No abnormality - - - - - - - - - - - - - - - - N R
Day 9 10 11 12 13 14
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 3
50351 No abnormality - - - - - - - - - - R
50352 No abnormality - - - - - - - - - - -
50353 No abnormality - - - - - - - - - - -
50354 No abnormality - - - - - - - - - - -
50355 No abnormality - - - - - - - - - - -
50356 No abnormality - - - - - - - - - - R
50357 No abnormality - - - - - - - - - - -
50358 No abnormality - - - - - - - - - - -
50359 No abnormality - - - - - - - - - - -
50360 No abnormality - - - - - - - - - - -
50361 No abnormality - - - - - - - - - - R
50362 No abnormality - - - - - - - - - - -

1 : Before dosing, 2 : After dosing, 3 : Necropsy day



- L0T -

Appendix 1 - 18

Clinical signs
Sex : Female

Period : Administration Day 1-17
Dose : TPGME 1000 mg/kg

Study No. : SR24018

Animal No.

Clinical signs

Day 1 2

Time 1 2 1 2

50451

No abnormality

50452

No abnormality

50453

No abnormality

50454

No abnormality

50455

No abnormality

50456

No abnormality

50457

No abnormality

50458

No abnormality

50459

No abnormality

50460

No abnormality

50461

No abnormality

50462

No abnormality

Animal No.

Clinical signs

Day 10 11

Time 1 2 1 2

Species : Rat
8
1 2
17
1 2

50451

No abnormality

50452

No abnormality

50453

No abnormality

50454

No abnormality

50455

No abnormality

50456

No abnormality

50457

No abnormality

50458

No abnormality

50459

No abnormality

50460

No abnormality

50461

No abnormality

50462

No abnormality

1 : Before dosing, 2 : After dosing
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Appendix 1 - 19 Study No. : SR24018

Clinical signs Period : Gestation Day 0-26
Sex : Female Dose : TPGME 1000 mg/kg Species : Rat
Day 0 1 2 3 4 5 6 7 8
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50451 No abnormality - - - - - - - - - - - - - - R - N B
50452 Staggering gait - - - - - + - - - - - - - - - - - R
50453 No abnormality - $ -%-8%-8%-9%6-9%-8%-8%-9%-8%-8%-8%-9%-8%-8%-93%-9% -8
50454 No abnormality - - - - - - - - - - - - - - - - - R
50455 No abnormality - - - - - - - - - - - - - - - - - R
50456 No abnormality - - - - - - - - - - - - - - R - R B
50457 No abnormality - - - - - - - - - - - - - - - - - R
50458 No abnormality - - - - - - - - - - - - - - - - - R
50459 No abnormality - - - - - - - - - - - - - - - - - R
50460 No abnormality - - - - - - - - - - - - - - - - - R
50461 No abnormality - - - - - - - - - - - - - - R - N B
50462 No abnormality - - - - - - - - - - - - - - - - - R
Day 9 10 11 12 13 14 15 16 17
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50451 No abnormality - - - - - - - - - - - - - - R - R B
50452 Staggering gait - - - - - - - - - - - - - - - - - R
50453 No abnormality - $ -%-8%-8%-9%6-9%-8%-8%-9%-8%-8%-8%-9%-8%-8%-3%-9% -8
50454 No abnormality - - - - - - - - - - - - - - - - - R
50455 No abnormality - - - - - - - - - - - - - - - - - R
50456 No abnormality - - - - - - - - - - - - - - R - R B
50457 No abnormality - - - - - - - - - - - - - - - - - R
50458 No abnormality - - - - - - - - - - - - - - - - - R
50459 No abnormality - - - - - - - - - - - - - - - - - R
50460 No abnormality - - - - - - - - - - - - - - - - - R
50461 No abnormality - - - - - - - - - - - - - - R - N B
50462 No abnormality - - - - - - - - - - - - - - - - N R
Day 18 19 20 21 22 23 24 25 26
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 3
50451 No abnormality - - - - - - - -
50452 Staggering gait - - - - - - - R
50453 No abnormality - $ -%-8%-8%-9%-8%-8%-9%-9%-8%-8%-9%-9%-8%-8%-3 -5
50454 No abnormality - - - - - - - R
50455 No abnormality - - - - - - - -
50456 No abnormality - - - - - - - -
50457 No abnormality - - - - - - - -
50458 No abnormality - - - - - - - -
50459 No abnormality - - - - - - - - - -
50460 No abnormality - - - - - - - -
50461 No abnormality - - - - - - - - - -
50462 No abnormality - - - - - - - -

1 : Before dosng, 2 : After dosing, 3 : Necropsy day
$ : Excepted data from calculation (non-pregnancy)
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Appendix 1 - 20

Clinical signs
Sex : Female

Period : Lactation Day 0-14
Dose : TPGME 1000 mg/kg

Study No. : SR24018

Animal No.

Clinical signs

Day 0 1

Time 1 2 1 2

Species : Rat
7
1 2

50451

No abnormality

50452

No abnormality

50454

No abnormality

50455

No abnormality

50456

No abnormality

50457

No abnormality

50458

No abnormality

50459

No abnormality

50460

No abnormality

50461

No abnormality

50462

No abnormality

Animal No.

Clinical signs

Day 9 10

Time 1 2 1 2

50451

No abnormality

50452

No abnormality

50454

No abnormality

50455

No abnormality

50456

No abnormality

50457

No abnormality

50458

No abnormality

50459

No abnormality

50460

No abnormality

50461

No abnormality

50462

No abnormality

1 : Before dosing, 2 : After dosing, 3 : Necropsy day
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Appendix 1 - 21 Study No. : SR24018

Clinical signs Period : Administration Day 1-14
Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat
Day 1 2 3 4 5 6 7 8 9
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50551 No abnormality - - - - - - - - - - - - - - R - N B
50552 No abnormality - - - - - - - - - - - - - - - - N R
50553 No abnormality - - - - - - - - - - - - - - - - N R
50554 No abnormality - - - - - - - - - - - - - - - - N R
50555 No abnormality - - - - - - - - - - - - - - - - N R
50556 No abnormality - - - - - - - - - - - - R - R - N B
50557 No abnormality - - - - - - - - - - - - - - - - N R
50558 No abnormality - - - - - - - - - - - - - - - - N R
50559 No abnormality - - - - - - - - - - - - - - - - N R
50560 No abnormality - - - - - - - - - - - - - - - - N R
Day 10 11 12 13 14
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2
50551 No abnormality - - - - - - - - - -
50552 No abnormality - - - - - - - - - -
50553 No abnormality - - - - - - - - - -
50554 No abnormality - - - - - - - - - -
50555 No abnormality - - - - - - - - - -
50556 No abnormality - - - - - - - - - -
50557 No abnormality - - - - - - - - - -
50558 No abnormality - - - - - - - - - -
50559 No abnormality - - - - - - - - - -
50560 No abnormality - - - - - - - - - -

1 : Before dosing, 2 : After dosing



Appendix 1 - 22 Study No. : SR24018

-11C-

Clinical signs Period : Administration Day 15-29
Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat
Day 15 16 17 18 19 20 21 22 23
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50551 No abnormality - - - - - - - - - - - - - - R - N B
50552 No abnormality - - - - - - - - - - - - - - - - N R
50553 No abnormality - - - - - - - - - - - - - - - - N R
50554 No abnormality - - - - - - - - - - - - - - - - N R
50555 No abnormality - - - - - - - - - - - - - - - - N R
50556 No abnormality - - - - - - - - - - - - R - R - N B
50557 No abnormality - - - - - - - - - - - - - - - - N R
50558 No abnormality - - - - - - - - - - - - - - - - N R
50559 No abnormality - - - - - - - - - - - - - - - - N R
50560 No abnormality - - - - - - - - - - - - - - - - N R
Day 24 25 26 27 28 29
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 3
50551 No abnormality - - - - - - - - - - R
50552 No abnormality - - - - - - - - - - -
50553 No abnormality - - - - - - - - - - -
50554 No abnormality - - - - - - - - - - -
50555 No abnormality - - - - - - - - - - -
50556 No abnormality - - - - - - - - - -
50557 No abnormality - - - - - - - - - -
50558 No abnormality - - - - - - - - - -
50559 No abnormality - - - - - - - - - -
50560 No abnormality - - - - - - - - - -

1 : Before dosing, 2 : After dosing, 3 : Necropsy day
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Appendix 1 - 23 Study No. : SR24018

Clinical signs Period : Administration Day 1-14
Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat
Day 1 2 3 4 5 6 7 8 9
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50651 No abnormality - - - - - - - - - - - - - - R - N B
50652 Staggering gait - - - - - - - - - - - - - + - - - R
50653 No abnormality - - - - - - - - - - - - - - - - N R
50654 No abnormality - - - - - - - - - - - - - - - - N R
50655 Decrease in locomotor activity - - - - - - - - - + - - - - - - - -
50656 No abnormality - - - - - - - - - - - - R - R - N B
50657 No abnormality - - - - - - - - - - - - - - - - N R
50658 No abnormality - - - - - - - - - - - - - - - - N R
50659 No abnormality - - - - - - - - - - - - - - - - N R
50660 No abnormality - - - - - - - - - - - - - - - - N R
Day 10 11 12 13 14
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2
50651 No abnormality - - - - - - - - - -
50652 Staggering gait - - - - - - - - - R
50653 No abnormality - - - - - - - - - -
50654 No abnormality - - - - - - - - - -
50655 Decrease in locomotor activity - - - - - - - - - R
50656 No abnormality - - - - - - - - - -
50657 No abnormality - - - - - - - - - -
50658 No abnormality - - - - - - - - - -
50659 No abnormality - - - - - - - - - -
50660 No abnormality - - - - - - - - - -

1 : Before dosing, 2 : After dosing



Appendix 1 - 24 Study No. : SR24018

-¢le-

Clinical signs Period : Administration Day 15-29
Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat
Day 15 16 17 18 19 20 21 22 23
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50651 Staggering gait - - - - - - - - - - - - - + R - R B
50652 No abnormality - - - - - - - - - - - - - - - - N R
50653 No abnormality - - - - - - - - - - - - - - - - N R
50654 No abnormality - - - - - - - - - - - - - - - - N R
50655 No abnormality - - - - - - - - - - - - - - - - N R
50656 No abnormality - - - - - - - - - - - - R - R - N B
50657 No abnormality - - - - - - - - - - - - - - - - N R
50658 No abnormality - - - - - - - - - - - - - - - - N R
50659 No abnormality - - - - - - - - - - - - - - - - N R
50660 No abnormality - - - - - - - - - - - - - - - - N R
Day 24 25 26 27 28 29
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 3
50651 Staggering gait - - - - - + - - - - -
50652 No abnormality - - - - - - - - - - -
50653 No abnormality - - - - - - - - - - -
50654 No abnormality - - - - - - - - - - -
50655 No abnormality - - - - - - - - - - -
50656 No abnormality - - - - - - - - - -
50657 No abnormality - - - - - - - - - -
50658 No abnormality - - - - - - - - - -
50659 No abnormality - - - - - - - - - -
50660 No abnormality - - - - - - - - - -

1 : Before dosing, 2 : After dosing, 3 : Necropsy day
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Appendix 1 - 25

Clinical signs

Period : Recovery Day 1-15

Study No. : SR24018

Sex : Male Dose : TPGME 0 mg/kg Species : Rat
Day 1 2 3 4 5 6 8 9
Animal No. Clinical signs Time 1 2 1 2 1 1 1 1 1 2 1 2
10102 No abnormality - - - - - - - - - N
10103 No abnormality - - - - - - - - N B N _
10109 No abnormality - - - - - - - - N B N _
10110 No abnormality - - - - - - - - - R - R
10112 No abnormality - - - - - - - - - R - R
Day 10 11 12 13 14 15
Animal No. Clinical signs Time 1 2 1 2 1 1 1 3
10102 No abnormality - - - - - - N
10103 No abnormality - - - - - - - N
10109 No abnormality - - - - - - - N
10110 No abnormality - - - - - - - N
10112 No abnormality - - - - - N

1:AM, 2 : PM, 3 : Necropsy day
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Appendix 1 - 26

Clinical signs

Period : Recovery Day 1-15

Study No. : SR24018

Sex : Male Dose : TPGME 1000 mg/kg Species : Rat
Day 1 2 3 4 5 6 8 9
Animal No. Clinical signs Time 1 2 1 2 1 1 1 1 1 2 1 2
10402 No abnormality - - - - - - - - - R - R
10404 No abnormality - - - - - - - - N R - R
10405 No abnormality - - - - - - - - - R - R
10406 No abnormality - - - - - - - - - R - R
10409 No abnormality - - - - - - - - N R - R
Day 10 11 12 13 14 15
Animal No. Clinical signs Time 1 2 1 2 1 1 1 3
10402 No abnormality - - - - - - - N
10404 No abnormality - - - - - N - N
10405 No abnormality - - - - - - - N
10406 No abnormality - - - - - - - N
10409 No abnormality - - - - - - N

1:AM, 2 : PM, 3 : Necropsy day
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Appendix 1 - 27

Clinical signs

Period : Recovery Day 1-15

Study No. : SR24018

Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat
Day 1 2 3 4 5 6 8 9
Animal No. Clinical signs Time 1 2 1 2 1 1 1 1 1 2 1 2
50556 No abnormality - - - - - - - - - - R -
50557 No abnormality - - - - - - - - - - - -
50558 No abnormality - - - - - - - - - - - -
50559 No abnormality - - - - - - - - - - - -
50560 No abnormality - - - - - - - - - - - -
Day 10 11 12 13 14 15
Animal No. Clinical signs Time 1 2 1 2 1 1 1 3
50556 No abnormality - - - - - - - N
50557 No abnormality - - - - - - - -
50558 No abnormality - - - - - - - -
50559 No abnormality - - - - - - - -
50560 No abnormality - - - - - - - -

1:AM, 2 : PM, 3 : Necropsy day
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Appendix 1 - 28

Clinical signs

Period : Recovery Day 1-15

Study No. : SR24018

Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat
Day 1 2 3 4 5 6 8 9
Animal No. Clinical signs Time 1 2 1 2 1 1 1 1 1 2 1 2
50656 No abnormality - - - - - - - - - - R -
50657 No abnormality - - - - - - - - - - - -
50658 No abnormality - - - - - - - - - - - -
50659 No abnormality - - - - - - - - - - - -
50660 No abnormality - - - - - - - - - - - -
Day 10 11 12 13 14 15
Animal No. Clinical signs Time 1 2 1 2 1 1 1 3
50656 No abnormality - - - - - - - N
50657 No abnormality - - - - - - - -
50658 No abnormality - - - - - - - -
50659 No abnormality - - - - - - - -
50660 No abnormality - - - - - - - -

1:AM, 2 : PM, 3 : Necropsy day
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Appendix 2 - 1 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Pre
Sex : Male Dose : TPGME 0 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10101
10102
10103
10104
10105
10106
10107
10108
10109
10110
10111
10112

[NC) P G G G G G
[NC) P G G G G G
[NC) P G G G G G
NOOOOOOOOOOOoOOo
NOOOOOOOOOOOoOOo
[NC) P G G G G G

-
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 2 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Pre
Sex : Male Dose : TPGME 100 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10201
10202
10203
10204
10205
10206
10207
10208
10209
10210
10211
10212

[NC) P G G G G G
[NC) P G G G G G
[NC) P G G G G G
NOOOOOOOOOOOoOOo
NOOOOOOOOOOOoOOo
[NC) P G G G G G

-
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 3 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Pre
Sex : Male Dose : TPGME 300 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10301
10302
10303
10304
10305
10306
10307
10308
10309
10310
10311
10312

[NC) P G G G G G
[NC) P G G G G G
[NC) P G G G G G
NOOOOOOOOOOOoOOo
NOOOOOOOOOOOoOOo
[NC) P G G G G G

-
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 4 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Pre
Sex : Male Dose : TPGME 1000 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10401
10402
10403
10404
10405
10406
10407
10408
10409
10410
10411
10412

[NC) P G G G G G
[NC) P G G G G G
[NC) P G G G G G
NOOOOOOOOOOOoOOo
NOOOOOOOOOOOoOOo
[NC) P G G G G G

-
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 5 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Male Dose : TPGME 0 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10101
10102
10103
10104
10105
10106
10107
10108
10109
10110
10111
10112

[NC) P G G G G G
[NC) P G G G G G
[NC) P G G G G G
NOOOOOOOOOOOoOOo
NOOOOOOOOOOOoOOo
[NC) P G G G G G

-
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 6 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Male Dose : TPGME 100 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10201
10202
10203
10204
10205
10206
10207
10208
10209
10210
10211
10212

[NC) P G G G G G
[NC) P G G G G G
[NC) P G G G G G
NOOOOOOOOOOOoOOo
NOOOOOOOOOOOoOOo
[NC) P G G G G G

-
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 7 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Male Dose : TPGME 300 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10301
10302
10303
10304
10305
10306
10307
10308
10309
10310
10311
10312

[NC) P G G G G G
[NC) P G G G G G
[NC) P G G G G G
NOOOOOOOOOOOoOOo
NOOOOOOOOOOOoOOo
[NC) P G G G G G

-
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 8 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Male Dose : TPGME 1000 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10401
10402
10403
10404
10405
10406
10407
10408
10409
10410
10411
10412

[NC) P G G G G G
[NC) P G G G G G
[NC) P G G G G G
NOOOOOOOOOOOoOOo
NOOOOOOOOOOOoOOo
[NC) P G G G G G

-
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 9 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Male Dose : TPGME 0 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10101
10102
10103
10104
10105
10106
10107
10108
10109
10110
10111
10112

[NC) P G G G G G
[NC) P G G G G G
[NC) P G G G G G
NOOOOOOOOOOOoOOo
NOOOOOOOOOOOoOOo
[NC) P G G G G G

-
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 10 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Male Dose : TPGME 100 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10201
10202
10203
10204
10205
10206
10207
10208
10209
10210
10211
10212

[NC) P G G G G G
[NC) P G G G G G
[NC) P G G G G G
NOOOOOOOOOOOoOOo
NOOOOOOOOOOOoOOo
[NC) P G G G G G

-
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 11 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Male Dose : TPGME 300 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10301
10302
10303
10304
10305
10306
10307
10308
10309
10310
10311
10312

[NC) P G G G G G
[NC) P G G G G G
[NC) P G G G G G
NOOOOOOOOOOOoOOo
NOOOOOOOOOOOoOOo
[NC) P G G G G G

-
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 12 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Male Dose : TPGME 1000 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10401
10402
10403
10404
10405
10406
10407
10408
10409
10410
10411
10412

[NC) P G G G G G
[NC) P G G G G G
[NC) P G G G G G
NOOOOOOOOOOOoOOo
NOOOOOOOOOOOoOOo
[NC) P G G G G G

-
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 13 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Male Dose : TPGME 0 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10101
10102
10103
10104
10105
10106
10107
10108
10109
10110
10111
10112

[NC) P G G G G G
[NC) P G G G G G
[NC) P G G G G G
NOOOOOOOOOOOoOOo
NOOOOOOOOOOOoOOo
[NC) P G G G G G

-
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 14 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Male Dose : TPGME 100 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10201
10202
10203
10204
10205
10206
10207
10208
10209
10210
10211
10212

[NC) P G G G G G
[NC) P G G G G G
[NC) P G G G G G
NOOOOOOOOOOOoOOo
NOOOOOOOOOOOoOOo
[NC) P G G G G G

-
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 15 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Male Dose : TPGME 300 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10301
10302
10303
10304
10305
10306
10307
10308
10309
10310
10311
10312

[NC) P G G G G G
[NC) P G G G G G
[NC) P G G G G G
NOOOOOOOOOOOoOOo
NOOOOOOOOOOOoOOo
[NC) P G G G G G

-
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 16 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Male Dose : TPGME 1000 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10401
10402
10403
10404
10405
10406
10407
10408
10409
10410
10411
10412

[NC) P G G G G G
[NC) P G G G G G
[NC) P G G G G G
NOOOOOOOOOOOoOOo
NOOOOOOOOOOOoOOo
[NC) P G G G G G

-
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 17 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Male Dose : TPGME 0 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10101
10102
10103
10104
10105
10106
10107
10108
10109
10110
10111
10112

[NC) P G G G G G
[NC) P G G G G G
[NC) P G G G G G
NOOOOOOOOOOOoOOo
NOOOOOOOOOOOoOOo
[NC) P G G G G G

-
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 18 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Male Dose : TPGME 100 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10201
10202
10203
10204
10205
10206
10207
10208
10209
10210
10211
10212

[NC) P G G G G G
[NC) P G G G G G
[NC) P G G G G G
NOOOOOOOOOOOoOOo
NOOOOOOOOOOOoOOo
[NC) P G G G G G

-
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 19 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Male Dose : TPGME 300 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10301
10302
10303
10304
10305
10306
10307
10308
10309
10310
10311
10312

[NC) P G G G G G
[NC) P G G G G G
[NC) P G G G G G
NOOOOOOOOOOOoOOo
NOOOOOOOOOOOoOOo
[NC) P G G G G G

-
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 20 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Male Dose : TPGME 1000 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

10401
10402
10403
10404
10405
10406
10407
10408
10409
10410
10411
10412

[NC) P G G G G G
[NC) P G G G G G
[NC) P G G G G G
NOOOOOOOOOOOoOOo
NOOOOOOOOOOOoOOo
[NC) P G G G G G

-
-
-
-
-
-

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.



- 8€T-

Appendix 2 - 21 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Pre
Sex : Female Dose : TPGME 0 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
NIOOOOOOOOOOOOo
NOCOOOOOOOOOOOo
N2 aaaaaaaaaa

N
N
N
N
N
N

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 22 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Pre
Sex : Female Dose : TPGME 100 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
NIOOOOOOOOOOOOo
NOCOOOOOOOOOOOo
N2 aaaaaaaaaa

N
N
N
N
N
N

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 23 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Pre
Sex : Female Dose : TPGME 300 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
NIOOOOOOOOOOOOo
NOCOOOOOOOOOOOo
N2 aaaaaaaaaa

N
N
N
N
N
N

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 24 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Pre
Sex : Female Dose : TPGME 1000 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50451
50452
50453
50454
50455
50456
50457
50458
50459
50460
50461
50462

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
NIOOOOOOOOOOOOo
NOCOOOOOOOOOOOo
N2 aaaaaaaaaa

N
N
N
N
N
N

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 25 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Female Dose : TPGME 0 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
NIOOOOOOOOOOOOo
NOCOOOOOOOOOOOo
N2 aaaaaaaaaa

N
N
N
N
N
N

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 26 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Female Dose : TPGME 100 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
NIOOOOOOOOOOOOo
NOCOOOOOOOOOOOo
N2 aaaaaaaaaa

N
N
N
N
N
N

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 27 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Female Dose : TPGME 300 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
NIOOOOOOOOOOOOo
NOCOOOOOOOOOOOo
N2 aaaaaaaaaa

N
N
N
N
N
N

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 28 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Female Dose : TPGME 1000 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50451
50452
50453
50454
50455
50456
50457
50458
50459
50460
50461
50462

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
NIOOOOOOOOOOOOo
NOCOOOOOOOOOOOo
N2 aaaaaaaaaa

N
N
N
N
N
N

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 29 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Female Dose : TPGME 0 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
NIOOOOOOOOOOOOo
NOCOOOOOOOOOOOo
N2 aaaaaaaaaa

N
N
N
N
N
N

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 30 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Female Dose : TPGME 100 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
NIOOOOOOOOOOOOo
NOCOOOOOOOOOOOo
N2 aaaaaaaaaa

N
N
N
N
N
N

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 31 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Female Dose : TPGME 300 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
NIOOOOOOOOOOOOo
NOCOOOOOOOOOOOo
N2 aaaaaaaaaa

N
N
N
N
N
N

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 32 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Female Dose : TPGME 1000 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50451
50452
50453
50454
50455
50456
50457
50458
50459
50460
50461
50462

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
NIOOOOOOOOOOOOo
NOCOOOOOOOOOOOo
N2 aaaaaaaaaa

N
N
N
N
N
N

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 33 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Female Dose : TPGME 0 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
NIOOOOOOOOOOOOo
NOCOOOOOOOOOOOo
N2 aaaaaaaaaa

N
N
N
N
N
N

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 34 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Female Dose : TPGME 100 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
NIOOOOOOOOOOOOo
NOCOOOOOOOOOOOo
N2 aaaaaaaaaa

N
N
N
N
N
N

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 35 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Female Dose : TPGME 300 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
NIOOOOOOOOOOOOo
NOCOOOOOOOOOOOo
N2 aaaaaaaaaa

N
N
N
N
N
N

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 36 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Female Dose : TPGME 1000 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50451
50452
50453
50454
50455
50456
50457
50458
50459
50460
50461
50462

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
NIOOOOOOOOOOOOo
NOCOOOOOOOOOOOo
N2 aaaaaaaaaa

N
N
N
N
N
N

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 37 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Female Dose : TPGME 0 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
NIOOOOOOOOOOOOo
NOCOOOOOOOOOOOo
N2 aaaaaaaaaa

N
N
N
N
N
N

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 38 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Female Dose : TPGME 100 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
NIOOOOOOOOOOOOo
NOCOOOOOOOOOOOo
N2 aaaaaaaaaa

N
N
N
N
N
N

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 39 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Female Dose : TPGME 300 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
NIOOOOOOOOOOOOo
NOCOOOOOOOOOOOo
N2 aaaaaaaaaa

N
N
N
N
N
N

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 40 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Female Dose : TPGME 1000 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50451
50452
50453
50454
50455
50456
50457
50458
50459
50460
50461
50462

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
NIOOOOOOOOOOOOo
NOCOOOOOOOOOOOo
N2 aaaaaaaaaa

N
N
N
N
N
N

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 41 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 35
Sex : Female Dose : TPGME 0 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
NIOOOOOOOOOOOOo
NOCOOOOOOOOOOOo
N2 aaaaaaaaaa

N
N
N
N
N
N

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 42 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 35
Sex : Female Dose : TPGME 100 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
NIOOOOOOOOOOOOo
NOCOOOOOOOOOOOo
N2 aaaaaaaaaa

N
N
N
N
N
N

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 43 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 35
Sex : Female Dose : TPGME 300 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
NIOOOOOOOOOOOOo
NOCOOOOOOOOOOOo
N2 aaaaaaaaaa

N
N
N
N
N
N

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.



- 19C-

Appendix 2 - 44 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 35
Sex : Female Dose : TPGME 1000 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50451
50452
50453
50454
50455
50456
50457
50458
50459
50460
50461
50462

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
NIOOOOOOOOOOOOo
NOCOOOOOOOOOOOo
N2 aaaaaaaaaa

N
N
N
N
N
N

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 45 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 42
Sex : Female Dose : TPGME 0 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
NIOOOOOOOOOOOOo
NOCOOOOOOOOOOOo
N2 aaaaaaaaaa

N
N
N
N
N
N

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 46 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 42
Sex : Female Dose : TPGME 100 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
NIOOOOOOOOOOOOo
NOCOOOOOOOOOOOo
N2 aaaaaaaaaa

N
N
N
N
N
N

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 47 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 42
Sex : Female Dose : TPGME 300 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
NIOOOOOOOOOOOOo
NOCOOOOOOOOOOOo
N2 aaaaaaaaaa

N
N
N
N
N
N

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.



Appendix 2 - 48 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 42
Sex : Female Dose : TPGME 1000 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50451
50452
50454
50455
50456
50457
50458
50459
50460
50461
50462

PN N QG G G G G Y
Al e A A a a aaa
Al A A aaa
=R eNeolNoNoNoNoNoNoNoNo]
_,|O0 000000000
Al e e a a a a aaa

-
-

n 1
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Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 49 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 49
Sex : Female Dose : TPGME 0 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
NIOOOOOOOOOOOOo
NOCOOOOOOOOOOOo
N2 aaaaaaaaaa

N
N
N
N
N
N

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 50 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 49
Sex : Female Dose : TPGME 100 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
NIOOOOOOOOOOOOo
NOCOOOOOOOOOOOo
N2 aaaaaaaaaa

N
N
N
N
N
N

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 51 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 49
Sex : Female Dose : TPGME 300 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
NIOOOOOOOOOOOOo
NOCOOOOOOOOOOOo
N2 aaaaaaaaaa

N
N
N
N
N
N

n

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.



Appendix 2 - 52 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 49
Sex : Female Dose : TPGME 1000 mg/kg Species : Rat

Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.

50451
50452
50454
50455
50456
50457
50458
50459
50460
50461
50462

PN N QG G G G G Y
Al e A A a a aaa
Al A A aaa
=R eNeolNoNoNoNoNoNoNoNo]
_,|O0 000000000
Al e e a a a a aaa

-
-

n 1
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Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 53 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Pre
Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat
Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling

Animal No.
50551
50552
50553
50554
50555
50556
50557
50558
50559
50560

n

=) G G
=) PG G
=) PG G
OO O OO OO OO0OOOo
OO O OO OO OO0OO0OOo
Ol s

-
-
-
-
-
-

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 54 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Pre
Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat
Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling

Animal No.
50651
50652
50653
50654
50655
50656
50657
50658
50659
50660

n

=) G G
=) PG G
=) PG G
OO O OO OO OO0OOOo
OO O OO OO OO0OO0OOo
Ol s

-
-
-
-
-
-

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 55 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat
Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling

Animal No.
50551
50552
50553
50554
50555
50556
50557
50558
50559
50560

n

=) G G
=) PG G
=) PG G
OO O OO OO OO0OOOo
OO O OO OO OO0OO0OOo
Ol s

-
-
-
-
-
-

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 56 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat
Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling

Animal No.
50651
50652
50653
50654
50655
50656
50657
50658
50659
50660

n

=) G G
=) PG G
=) PG G
OO O OO OO OO0OOOo
OO O OO OO OO0OO0OOo
Ol s

-
-
-
-
-
-

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 57 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat
Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling

Animal No.
50551
50552
50553
50554
50555
50556
50557
50558
50559
50560

n
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=) PG G
OO O OO OO OO0OOOo
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Ol s

-
-
-
-
-
-

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 58 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat
Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling

Animal No.
50651
50652
50653
50654
50655
50656
50657
50658
50659
50660

n
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Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 59 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat
Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling

Animal No.
50551
50552
50553
50554
50555
50556
50557
50558
50559
50560

n
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-
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Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 60 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat
Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling

Animal No.
50651
50652
50653
50654
50655
50656
50657
50658
50659
50660

n
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Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 61 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat
Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling

Animal No.
50551
50552
50553
50554
50555
50556
50557
50558
50559
50560

n

=) G G
=) PG G
=) PG G
OO O OO OO OO0OOOo
OO O OO OO OO0OO0OOo
Ol s

-
-
-
-
-
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Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 62 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat
Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling

Animal No.
50651
50652
50653
50654
50655
50656
50657
50658
50659
50660

n
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Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 63

Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Recovery Day 7
Sex : Male Dose : TPGME 0 mg/kg Species : Rat
Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.
10102 1 1 1 0 0 1
10103 1 1 1 0 0 1
10109 1 1 1 0 0 1
10110 1 1 1 0 0 1
10112 1 1 1 0 0 1
n 5 5 5 5 5 5

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 64

Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Recovery Day 7
Sex : Male Dose : TPGME 1000 mg/kg Species : Rat
Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.
10402 1 1 1 0 0 1
10404 1 1 1 0 0 1
10405 1 1 1 0 0 1
10406 1 1 1 0 0 1
10409 1 1 1 0 0 1
n 5 5 5 5 5 5

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 65 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Recovery Day 14
Sex : Male Dose : TPGME 0 mg/kg Species : Rat
Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.
10102 1 1 1 0 0 1
10103 1 1 1 0 0 1
10109 1 1 1 0 0 1
10110 1 1 1 0 0 1
10112 1 1 1 0 0 1
n 5 5 5 5 5 5

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.



- €8T~

Appendix 2 - 66

Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Recovery Day 14
Sex : Male Dose : TPGME 1000 mg/kg Species : Rat
Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.
10402 1 1 1 0 0 1
10404 1 1 1 0 0 1
10405 1 1 1 0 0 1
10406 1 1 1 0 0 1
10409 1 1 1 0 0 1
n 5 5 5 5 5 5

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 67

Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Recovery Day 7
Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat
Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.
50556 1 1 1 0 0 1
50557 1 1 1 0 0 1
50558 1 1 1 0 0 1
50559 1 1 1 0 0 1
50560 1 1 1 0 0 1
n 5 5 5 5 5 5

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.



- G8C-

Appendix 2 - 68

Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Recovery Day 7
Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat
Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.
50656 1 1 1 0 0 1
50657 1 1 1 0 0 1
50658 1 1 1 0 0 1
50659 1 1 1 0 0 1
50660 1 1 1 0 0 1
n 5 5 5 5 5 5

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 69 Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Recovery Day 14
Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat
Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.
50556 1 1 1 0 0 1
50557 1 1 1 0 0 1
50558 1 1 1 0 0 1
50559 1 1 1 0 0 1
50560 1 1 1 0 0 1
n 5 5 5 5 5 5

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 70

Study No. : SR24018

Detailed clinical observation (in the cage) Stage : Recovery Day 14
Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat
Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.
50656 1 1 1 0 0 1
50657 1 1 1 0 0 1
50658 1 1 1 0 0 1
50659 1 1 1 0 0 1
50660 1 1 1 0 0 1
n 5 5 5 5 5 5

Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

Respiratory pattern) 1;Normal, 2;Slightly abnormal,rapid or slow, 3;Moderately abnormal, difficult to breath, 4;Severe abnormal, labored, 5;Dyspnea.
Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.

Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Repetitive circling) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.



Appendix 3 - 1 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Pre
Sex : Male Dose : TPGME 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

10101
10102
10103
10104
10105
10106
10107
10108
10109
10110
10111
10112

Nl
Nl a2 aaaaaaaaan
Nl a2 aaaaaaan
NOOOOOOOOOOOOo

-
-
-
-

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 2 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Pre
Sex : Male Dose : TPGME 100 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

10201
10202
10203
10204
10205
10206
10207
10208
10209
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 3 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Pre
Sex : Male Dose : TPGME 300 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

10301
10302
10303
10304
10305
10306
10307
10308
10309
10310
10311
10312
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 4 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Pre
Sex : Male Dose : TPGME 1000 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

10401
10402
10403
10404
10405
10406
10407
10408
10409
10410
10411
10412
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 5 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 7
Sex : Male Dose : TPGME 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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O] P O G G G TG
Nl a2 aaaaaaaaa
NIOOOOOOOOOOOOo
[ G [ G G G QY

-
-
-
-
-
-
-
-

n

- 26T -

Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

10101
10102
10103
10104
10105
10106
10107
10108
10109
10110
10111
10112

Nl
Nl a2 aaaaaaaaan
Nl a2 aaaaaaan
NOOOOOOOOOOOOo

-
-
-
-

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 6 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 7
Sex : Male Dose : TPGME 100 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

10201
10202
10203
10204
10205
10206
10207
10208
10209
10210
10211
10212

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaa
NINNNNNNNNNNNDN
[NCY [ G G T QY
O] P O G G G TG
Nl a2 aaaaaaaaa
NIOOOOOOOOOOOOo
[ G [ G G G QY

-
-
-
-
-
-
-
-

n

- €6C-

Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

10201
10202
10203
10204
10205
10206
10207
10208
10209
10210
10211
10212

Nl
Nl a2 aaaaaaaaan
Nl a2 aaaaaaan
NOOOOOOOOOOOOo

-
-
-
-

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 7 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 7
Sex : Male Dose : TPGME 300 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

10301
10302
10303
10304
10305
10306
10307
10308
10309
10310
10311
10312

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaa
NINNNNNNNNNNNDN
[NCY [ G G T QY
O] P O G G G TG
Nl a2 aaaaaaaaa
NIOOOOOOOOOOOOo
[ G [ G G G QY

-
-
-
-
-
-
-
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n

- v6C -

Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

10301
10302
10303
10304
10305
10306
10307
10308
10309
10310
10311
10312

Nl
Nl a2 aaaaaaaaan
Nl a2 aaaaaaan
NOOOOOOOOOOOOo

-
-
-
-

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 8 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 7
Sex : Male Dose : TPGME 1000 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

10401
10402
10403
10404
10405
10406
10407
10408
10409
10410
10411
10412

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaa
NINNNNNNNNNNNDN
[NCY [ G G T QY
O] P O G G G TG
Nl a2 aaaaaaaaa
NIOOOOOOOOOOOOo
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

10401
10402
10403
10404
10405
10406
10407
10408
10409
10410
10411
10412

Nl
Nl a2 aaaaaaaaan
Nl a2 aaaaaaan
NOOOOOOOOOOOOo

-
-
-
-

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 9 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 14
Sex : Male Dose : TPGME 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

10101
10102
10103
10104
10105
10106
10107
10108
10109
10110
10111
10112

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaa
NINNNNNNNNNNNDN
[NCY [ G G T QY
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

10101
10102
10103
10104
10105
10106
10107
10108
10109
10110
10111
10112

Nl
Nl a2 aaaaaaaaan
Nl a2 aaaaaaan
NOOOOOOOOOOOOo

-
-
-
-

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 10 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 14
Sex : Male Dose : TPGME 100 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

10201
10202
10203
10204
10205
10206
10207
10208
10209
10210
10211
10212

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaa
NINNNNNNNNNNNDN
[NCY [ G G T QY
O] P O G G G TG
Nl a2 aaaaaaaaa
NIOOOOOOOOOOOOo
[ G [ G G G QY
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- L6T-

Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

10201
10202
10203
10204
10205
10206
10207
10208
10209
10210
10211
10212

Nl
Nl a2 aaaaaaaaan
Nl a2 aaaaaaan
NOOOOOOOOOOOOo

-
-
-
-

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 11 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 14
Sex : Male Dose : TPGME 300 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

10301
10302
10303
10304
10305
10306
10307
10308
10309
10310
10311
10312

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaa
NINNNNNNNNNNNDN
[NCY [ G G T QY
O] P O G G G TG
Nl a2 aaaaaaaaa
NIOOOOOOOOOOOOo
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- 86¢C -

Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

10301
10302
10303
10304
10305
10306
10307
10308
10309
10310
10311
10312

Nl
Nl a2 aaaaaaaaan
Nl a2 aaaaaaan
NOOOOOOOOOOOOo

-
-
-
-

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 12 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 14
Sex : Male Dose : TPGME 1000 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

10401
10402
10403
10404
10405
10406
10407
10408
10409
10410
10411
10412

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaa
NINNNNNNNNNNNDN
[NCY [ G G T QY
O] P O G G G TG
Nl a2 aaaaaaaaa
NIOOOOOOOOOOOOo
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- 66C -

Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

10401
10402
10403
10404
10405
10406
10407
10408
10409
10410
10411
10412

Nl
Nl a2 aaaaaaaaan
Nl a2 aaaaaaan
NOOOOOOOOOOOOo

-
-
-
-

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 13 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 21
Sex : Male Dose : TPGME 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

10101
10102
10103
10104
10105
10106
10107
10108
10109
10110
10111
10112

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaa
NINNNNNNNNNNNDN
[NCY [ G G T QY
O] P O G G G TG
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NIOOOOOOOOOOOOo
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

10101
10102
10103
10104
10105
10106
10107
10108
10109
10110
10111
10112

Nl
Nl a2 aaaaaaaaan
Nl a2 aaaaaaan
NOOOOOOOOOOOOo

-
-
-
-

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 14 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 21
Sex : Male Dose : TPGME 100 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

10201
10202
10203
10204
10205
10206
10207
10208
10209
10210
10211
10212

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaa
NINNNNNNNNNNNDN
[NCY [ G G T QY
O] P O G G G TG
Nl a2 aaaaaaaaa
NIOOOOOOOOOOOOo
[ G [ G G G QY
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-
-
-
-
-
-
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- 10¢€ -

Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

10201
10202
10203
10204
10205
10206
10207
10208
10209
10210
10211
10212

Nl
Nl a2 aaaaaaaaan
Nl a2 aaaaaaan
NOOOOOOOOOOOOo

-
-
-
-

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 15 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 21
Sex : Male Dose : TPGME 300 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

10301
10302
10303
10304
10305
10306
10307
10308
10309
10310
10311
10312

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaa
NINNNNNNNNNNNDN
[NCY [ G G T QY
O] P O G G G TG
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NIOOOOOOOOOOOOo
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

10301
10302
10303
10304
10305
10306
10307
10308
10309
10310
10311
10312

Nl
Nl a2 aaaaaaaaan
Nl a2 aaaaaaan
NOOOOOOOOOOOOo

-
-
-
-

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 16 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 21
Sex : Male Dose : TPGME 1000 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

10401
10402
10403
10404
10405
10406
10407
10408
10409
10410
10411
10412

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaa
NINNNNNNNNNNNDN
[NCY [ G G T QY
O] P O G G G TG
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NIOOOOOOOOOOOOo
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

10401
10402
10403
10404
10405
10406
10407
10408
10409
10410
10411
10412

Nl
Nl a2 aaaaaaaaan
Nl a2 aaaaaaan
NOOOOOOOOOOOOo

-
-
-
-

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 17 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 28
Sex : Male Dose : TPGME 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

10101
10102
10103
10104
10105
10106
10107
10108
10109
10110
10111
10112

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaa
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

10101
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10111
10112
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NOOOOOOOOOOOOo

-
-
-
-

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 18 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 28
Sex : Male Dose : TPGME 100 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

10201
10202
10203
10204
10205
10206
10207
10208
10209
10210
10211
10212

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaa
NINNNNNNNNNNNDN
[NCY [ G G T QY
O] P O G G G TG
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NIOOOOOOOOOOOOo
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-
-
-
-
-
-
-
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n

- 60¢ -

Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

10201
10202
10203
10204
10205
10206
10207
10208
10209
10210
10211
10212

Nl
Nl a2 aaaaaaaaan
Nl a2 aaaaaaan
NOOOOOOOOOOOOo

-
-
-
-

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 19 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 28
Sex : Male Dose : TPGME 300 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

10301
10302
10303
10304
10305
10306
10307
10308
10309
10310
10311
10312

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaa
NINNNNNNNNNNNDN
[NCY [ G G T QY
O] P O G G G TG
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

10301
10302
10303
10304
10305
10306
10307
10308
10309
10310
10311
10312

Nl
Nl a2 aaaaaaaaan
Nl a2 aaaaaaan
NOOOOOOOOOOOOo

-
-
-
-

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 20 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 28
Sex : Male Dose : TPGME 1000 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

10401
10402
10403
10404
10405
10406
10407
10408
10409
10410
10411
10412

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaa
NINNNNNNNNNNNDN
[NCY [ G G T QY
O] P O G G G TG
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

10401
10402
10403
10404
10405
10406
10407
10408
10409
10410
10411
10412

Nl
Nl a2 aaaaaaaaan
Nl a2 aaaaaaan
NOOOOOOOOOOOOo

-
-
-
-

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 21 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Pre
Sex : Female Dose : TPGME 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

Nl
Nl a2 aaaaaaaaan
Nl a2 aaaaaaan
NOOOOOOOOOOOOo

-
-
-
-

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 22 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Pre
Sex : Female Dose : TPGME 100 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262

Nl
Nl a2 aaaaaaaaan
Nl a2 aaaaaaan
NOOOOOOOOOOOOo

-
-
-
-

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 23 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Pre
Sex : Female Dose : TPGME 300 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362

Nl a2 a a a a a2 a a aa
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362

Nl
Nl a2 aaaaaaaaan
Nl a2 aaaaaaan
NOOOOOOOOOOOOo

-
-
-
-

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 24 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Pre
Sex : Female Dose : TPGME 1000 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50451
50452
50453
50454
50455
50456
50457
50458
50459
50460
50461
50462

Nl a2 a a a a a2 a a aa
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

50451
50452
50453
50454
50455
50456
50457
50458
50459
50460
50461
50462

Nl
Nl a2 aaaaaaaaan
Nl a2 aaaaaaan
NOOOOOOOOOOOOo

-
-
-
-

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 25 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 7
Sex : Female Dose : TPGME 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaa
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

Nl
Nl a2 aaaaaaaaan
Nl a2 aaaaaaan
NOOOOOOOOOOOOo

-
-
-
-

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 26 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 7
Sex : Female Dose : TPGME 100 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaa
NINNNNNNNNNNNDN
[NCY [ G G T QY
O] P O G G G TG
Nl a2 aaaaaaaaa
NIOOOOOOOOOOOOo
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262

Nl
Nl a2 aaaaaaaaan
Nl a2 aaaaaaan
NOOOOOOOOOOOOo

-
-
-
-

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 27 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 7
Sex : Female Dose : TPGME 300 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaa
NINNNNNNNNNNNDN
[NCY [ G G T QY
O] P O G G G TG
Nl a2 aaaaaaaaa
NIOOOOOOOOOOOOo
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n
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362

Nl
Nl a2 aaaaaaaaan
Nl a2 aaaaaaan
NOOOOOOOOOOOOo

-
-
-
-

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 28 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 7
Sex : Female Dose : TPGME 1000 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50451
50452
50453
50454
50455
50456
50457
50458
50459
50460
50461
50462

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaa
NINNNNNNNNNNNDN
[NCY [ G G T QY
O] P O G G G TG
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NIOOOOOOOOOOOOo
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

50451
50452
50453
50454
50455
50456
50457
50458
50459
50460
50461
50462
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Nl a2 aaaaaaaaan
Nl a2 aaaaaaan
NOOOOOOOOOOOOo

-
-
-
-

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 29 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 14
Sex : Female Dose : TPGME 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaa
NINNNNNNNNNNNDN
[NCY [ G G T QY
O] P O G G G TG
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

Nl
Nl a2 aaaaaaaaan
Nl a2 aaaaaaan
NOOOOOOOOOOOOo

-
-
-
-

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 30 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 14
Sex : Female Dose : TPGME 100 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262

Nl
Nl a2 aaaaaaaaan
Nl a2 aaaaaaan
NOOOOOOOOOOOOo

-
-
-
-

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 31 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 14
Sex : Female Dose : TPGME 300 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362
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Nl a2 aaaaaaaaan
Nl a2 aaaaaaan
NOOOOOOOOOOOOo

-
-
-
-

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 32 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 14
Sex : Female Dose : TPGME 1000 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50451
50452
50453
50454
50455
50456
50457
50458
50459
50460
50461
50462
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

50451
50452
50453
50454
50455
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50457
50458
50459
50460
50461
50462
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NOOOOOOOOOOOOo

-
-
-
-
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 33 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 21
Sex : Female Dose : TPGME 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

50151
50152
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50155
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50157
50158
50159
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50162
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NOOOOOOOOOOOOo

-
-
-
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 34 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 21
Sex : Female Dose : TPGME 100 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262

Nl a2 a a a a a2 a a aa
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262
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NOOOOOOOOOOOOo

-
-
-
-
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 35 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 21
Sex : Female Dose : TPGME 300 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

50351
50352
50353
50354
50355
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50357
50358
50359
50360
50361
50362
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NOOOOOOOOOOOOo

-
-
-
-
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 36 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 21
Sex : Female Dose : TPGME 1000 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50451
50452
50453
50454
50455
50456
50457
50458
50459
50460
50461
50462

Nl a2 a a a a a2 a a aa
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

50451
50452
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50454
50455
50456
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50458
50459
50460
50461
50462
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Nl a2 aaaaaaan
NOOOOOOOOOOOOo

-
-
-
-

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 37 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 28
Sex : Female Dose : TPGME 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

50151
50152
50153
50154
50155
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50157
50158
50159
50160
50161
50162
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NOOOOOOOOOOOOo

-
-
-
-
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 38 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 28
Sex : Female Dose : TPGME 100 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

50251
50252
50253
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50257
50258
50259
50260
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50262
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NOOOOOOOOOOOOo

-
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-
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 39 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 28
Sex : Female Dose : TPGME 300 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

50351
50352
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50362
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 40 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 28
Sex : Female Dose : TPGME 1000 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50451
50452
50453
50454
50455
50456
50457
50458
50459
50460
50461
50462
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N2 aaaaaaaaa
NINNNNNNNNNNNDN
[NCY [ G G T QY
O] P O G G G TG
Nl a2 aaaaaaaaa
NIOOOOOOOOOOOOo
[ G [ G G G QY

-
-
-
-
-
-
-
-

n

- LTE-

Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
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NOOOOOOOOOOOOo
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-
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 41 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 35
Sex : Female Dose : TPGME 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

50151
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50162
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 42 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 35
Sex : Female Dose : TPGME 100 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 43 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 35
Sex : Female Dose : TPGME 300 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

50351
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 44 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 35
Sex : Female Dose : TPGME 1000 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50451
50452
50453
50454
50455
50456
50457
50458
50459
50460
50461
50462
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 45 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 42
Sex : Female Dose : TPGME 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50151
50152
50153
50154
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50156
50157
50158
50159
50160
50161
50162
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 46 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 42
Sex : Female Dose : TPGME 100 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 47 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 42
Sex : Female Dose : TPGME 300 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.
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Appendix 3 - 48 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 42
Sex : Female Dose : TPGME 1000 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50451
50452
50454
50455
50456
50457
50458
50459
50460
50461
50462
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, O;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 49 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 49
Sex : Female Dose : TPGME 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaa
NINNNNNNNNNNNDN
[NCY [ G G T QY
O] P O G G G TG
Nl a2 aaaaaaaaa
NIOOOOOOOOOOOOo
[ G [ G G G QY

-
-
-
-
-
-
-
-

n

- 9¢g -

Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 50 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 49
Sex : Female Dose : TPGME 100 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262

Nl
Nl a2 aaaaaaaaan
Nl a2 aaaaaaan
NOOOOOOOOOOOOo

-
-
-
-

n

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 3 - 51 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 49
Sex : Female Dose : TPGME 300 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.

50351
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, 0;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Sallivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.
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Appendix 3 - 52 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 49
Sex : Female Dose : TPGME 1000 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50451
50452
50454
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, O;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.
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Appendix 3 - 53 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Pre
Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50551
50552
50553
50554
50555
50556
50557
50558
50559
50560
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Pupil size Lacrimation Salivation Secretions/
Excretions
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, O;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.
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Appendix 3 - 54 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Pre
Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50651
50652
50653
50654
50655
50656
50657
50658
50659
50660
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Pupil size Lacrimation Salivation Secretions/
Excretions
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, O;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.
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Appendix 3 - 55 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 7
Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50551
50552
50553
50554
50555
50556
50557
50558
50559
50560

=) G G
=) PG G
OINMN NDNNDNMNNNNMNNNDN
=) G G
Ol s
Ol s
OO O OO OO OO0OOoOOo
Ol s

-
-
-
-
-
-
-
-

n

Pupil size Lacrimation Salivation Secretions/
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, O;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.
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Appendix 3 - 56 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 7
Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50651
50652
50653
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50655
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50657
50658
50659
50660
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, O;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.
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Appendix 3 - 57 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 14
Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50551
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50558
50559
50560
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, O;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.
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Appendix 3 - 58 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 14
Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50651
50652
50653
50654
50655
50656
50657
50658
50659
50660
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Pupil size Lacrimation Salivation Secretions/
Excretions
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, O;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.
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Appendix 3 - 59 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 21
Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, O;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.
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Appendix 3 - 60 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 21
Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50651
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, O;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.
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Appendix 3 - 61 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 28
Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, O;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.
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Appendix 3 - 62 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Day 28
Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50651
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50653
50654
50655
50656
50657
50658
50659
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, O;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.
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Appendix 3 - 63 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Recovery Day 7
Sex : Male Dose : TPGME 0 mg/kg Species : Rat
Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
10102 1 1 2 1 1 1 0 1
10103 1 1 2 1 1 1 0 1
10109 1 1 2 1 1 1 0 1
10110 1 1 2 1 1 1 0 1
10112 1 1 2 1 1 1 0 1
n 5 5 5 5 5 5 5 5
Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
10102 1 1 1 0
10103 1 1 1 0
10109 1 1 1 0
10110 1 1 1 0
10112 1 1 1 0
n 5 5 5 5

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, O;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.
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Appendix 3 - 64 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Recovery Day 7
Sex : Male Dose : TPGME 1000 mg/kg Species : Rat
Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
10402 1 1 2 1 1 1 0 1
10404 1 1 2 1 1 1 0 1
10405 1 1 2 1 1 1 0 1
10406 1 1 2 1 1 1 0 1
10409 1 1 2 1 1 1 0 1
n 5 5 5 5 5 5 5 5
Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
10402 1 1 1 0
10404 1 1 1 0
10405 1 1 1 0
10406 1 1 1 0
10409 1 1 1 0
n 5 5 5 5

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, O;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.
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Appendix 3 - 65 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Recovery Day 14
Sex : Male Dose : TPGME 0 mg/kg Species : Rat
Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
10102 1 1 2 1 1 1 0 1
10103 1 1 2 1 1 1 0 1
10109 1 1 2 1 1 1 0 1
10110 1 1 2 1 1 1 0 1
10112 1 1 2 1 1 1 0 1
n 5 5 5 5 5 5 5 5
Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
10102 1 1 1 0
10103 1 1 1 0
10109 1 1 1 0
10110 1 1 1 0
10112 1 1 1 0
n 5 5 5 5

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, O;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.
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Appendix 3 - 66 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Recovery Day 14
Sex : Male Dose : TPGME 1000 mg/kg Species : Rat
Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
10402 1 1 2 1 1 1 0 1
10404 1 1 2 1 1 1 0 1
10405 1 1 2 1 1 1 0 1
10406 1 1 2 1 1 1 0 1
10409 1 1 2 1 1 1 0 1
n 5 5 5 5 5 5 5 5
Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
10402 1 1 1 0
10404 1 1 1 0
10405 1 1 1 0
10406 1 1 1 0
10409 1 1 1 0
n 5 5 5 5

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, O;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.
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Appendix 3 - 67 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Recovery Day 7
Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat
Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
50556 1 1 2 1 1 1 0 1
50557 1 1 2 1 1 1 0 1
50558 1 1 2 1 1 1 0 1
50559 1 1 2 1 1 1 0 1
50560 1 1 2 1 1 1 0 1
n 5 5 5 5 5 5 5 5
Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
50556 1 1 1 0
50557 1 1 1 0
50558 1 1 1 0
50559 1 1 1 0
50560 1 1 1 0
n 5 5 5 5

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, O;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.
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Appendix 3 - 68 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Recovery Day 7
Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat
Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
50656 1 1 2 1 1 1 0 1
50657 1 1 2 1 1 1 0 1
50658 1 1 2 1 1 1 0 1
50659 1 1 2 1 1 1 0 1
50660 1 1 2 1 1 1 0 1
n 5 5 5 5 5 5 5 5
Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
50656 1 1 1 0
50657 1 1 1 0
50658 1 1 1 0
50659 1 1 1 0
50660 1 1 1 0
n 5 5 5 5

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, O;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.
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Appendix 3 - 69 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Recovery Day 14
Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat
Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
50556 1 1 2 1 1 1 0 1
50557 1 1 2 1 1 1 0 1
50558 1 1 2 1 1 1 0 1
50559 1 1 2 1 1 1 0 1
50560 1 1 2 1 1 1 0 1
n 5 5 5 5 5 5 5 5
Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
50556 1 1 1 0
50557 1 1 1 0
50558 1 1 1 0
50559 1 1 1 0
50560 1 1 1 0
n 5 5 5 5

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, O;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.
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Appendix 3 - 70 Study No. : SR24018

Detailed clinical observation (on the hand) Stage : Recovery Day 14
Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat
Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
50656 1 1 2 1 1 1 0 1
50657 1 1 2 1 1 1 0 1
50658 1 1 2 1 1 1 0 1
50659 1 1 2 1 1 1 0 1
50660 1 1 2 1 1 1 0 1
n 5 5 5 5 5 5 5 5
Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
50656 1 1 1 0
50657 1 1 1 0
50658 1 1 1 0
50659 1 1 1 0
50660 1 1 1 0
n 5 5 5 5

Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Ease of Handling) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

Muscle tone) 1;Low, 2;Normal, 3;High.

Piloerection) 1;Normal, 2;Slightly present, around head and back, 3;Slightly present, systemic, 4;Severely present, systemic.
Fur) 1;Normal, 2;Slightly stained, 3;Stained.

Eyes) 1;Not present, normal, 2;Slight ptosis, half closed, 3;Ptosis, 4;Closed.

Mucous membranes) -1;Dark purplish appearance, cyanosis, O;Normal, 1;Red appearance.
Skin) 0;Pale appearance, cyanosis, 1;Normal, 2;Red appearance.

Pupil size) 1;Normal, 2;Slightly mydriatic, 3;Mydriatic.

Lacrimation) 1;Not present, 2;Wet around the eye, 3;Wet, 4;Severely wet.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.



Appendix 4 - 1 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Pre
Sex : Male Dose : TPGME 0 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.

10101
10102
10103
10104
10105
10106
10107
10108
10109
10110
10111
10112

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
N2 aaaaaaa
NOCOO 0000 ~0-~-~
N O 2220000 -~-0-—--~
NIOOOOOOOOOOOOo
NIOOOOOOOOOOOOo

-
-
-
-
-
-
-
-

n

Walking Vocalization Aggression
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 2 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Pre
Sex : Male Dose : TPGME 100 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 3 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Pre
Sex : Male Dose : TPGME 300 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.
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Appendix 4 - 4 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Pre
Sex : Male Dose : TPGME 1000 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 5 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 7
Sex : Male Dose : TPGME 0 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.
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Appendix 4 - 6 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 7
Sex : Male Dose : TPGME 100 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 7 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 7
Sex : Male Dose : TPGME 300 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 8 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 7
Sex : Male Dose : TPGME 1000 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 9 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 14
Sex : Male Dose : TPGME 0 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 10 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 14
Sex : Male Dose : TPGME 100 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 11 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 14
Sex : Male Dose : TPGME 300 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 12 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 14
Sex : Male Dose : TPGME 1000 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 13 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 21
Sex : Male Dose : TPGME 0 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.

-0LE -

10101
10102
10103
10104
10105
10106
10107
10108
10109
10110
10111
10112

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
N2 aaaaaaa
NOCOOOOOOOOOO -~
NOOOOOOOOOOO -~
NIOOOOOOOOOOOOo
NIOOOOOOOOOOOOo

-
-
-
-
-
-
-
-

n

Walking Vocalization Aggression
backward
Animal No.

10101
10102
10103
10104
10105
10106
10107
10108
10109
10110
10111
10112

[ O [ G G G G G G Gy
Nl a2 aaaaa a a
Nl = a2 a

-
-
-

n

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 14 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 21
Sex : Male Dose : TPGME 100 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.

-1LE-

10201
10202
10203
10204
10205
10206
10207
10208
10209
10210
10211
10212

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
N2 aaaaaaa
NOCOOOOOOOOOO -~
NOOOOOO ~~0000 -~
NIOOOOOOOOOOOOo
NIOOOOOOOOOOOOo

-
-
-
-
-
-
-
-

n

Walking Vocalization Aggression
backward
Animal No.

10201
10202
10203
10204
10205
10206
10207
10208
10209
10210
10211
10212

[ O [ G G G G G G Gy
Nl a2 aaaaa a a
Nl = a2 a

-
-
-

n

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 15 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 21
Sex : Male Dose : TPGME 300 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.

-CLE-

10301
10302
10303
10304
10305
10306
10307
10308
10309
10310
10311
10312

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
N2 aaaaaaa
NOOOOOOOO~00O0
NOOOOOOOO~~00O0
NIOOOOOOOOOOOOo
NIOOOOOOOOOOOOo

-
-
-
-
-
-
-
-

n

Walking Vocalization Aggression
backward
Animal No.

10301
10302
10303
10304
10305
10306
10307
10308
10309
10310
10311
10312

[ O [ G G G G G G Gy
Nl a2 aaaaa a a
Nl = a2 a

-
-
-

n

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 16 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 21
Sex : Male Dose : TPGME 1000 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.

- ELE-

10401
10402
10403
10404
10405
10406
10407
10408
10409
10410
10411
10412

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
N2 aaaaaaa
N[O 2000000000 Oo
NO-~~O0OO0OO0OO0OO0OO0OOOOOo
NIOOOOOOOOOOOOo
NIOOOOOOOOOOOOo

-
-
-
-
-
-
-
-

n

Walking Vocalization Aggression
backward
Animal No.

10401
10402
10403
10404
10405
10406
10407
10408
10409
10410
10411
10412

[ O [ G G G G G G Gy
Nl a2 aaaaa a a
Nl = a2 a

-
-
-

n

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 17 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 28
Sex : Male Dose : TPGME 0 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.

“bvLE -

10101
10102
10103
10104
10105
10106
10107
10108
10109
10110
10111
10112

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
N2 aaaaaaa
NOCOOOOOOOOOOOo
NOOOOOOOOOOOOo
NIOOOOOOOOOOOOo
NIOOOOOOOOOOOOo

-
-
-
-
-
-
-
-

n

Walking Vocalization Aggression
backward
Animal No.

10101
10102
10103
10104
10105
10106
10107
10108
10109
10110
10111
10112

[ O [ G G G G G G Gy
Nl a2 aaaaa a a
Nl = a2 a

-
-
-

n

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 18 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 28
Sex : Male Dose : TPGME 100 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.

10201
10202
10203
10204
10205
10206
10207
10208
10209
10210
10211
10212

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
N2 aaaaaaa
N[O~ 000 ~~00000C -~
NOOOOOOOOOOOOo
NIOOOOOOOOOOOOo
NIOOOOOOOOOOOOo

-
-
-
-
-
-
-
-

n

Walking Vocalization Aggression
backward
Animal No.

-GLE-

10201
10202
10203
10204
10205
10206
10207
10208
10209
10210
10211
10212

[ O [ G G G G G G Gy
Nl a2 aaaaa a a
Nl = a2 a

-
-
-

n

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 19 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 28
Sex : Male Dose : TPGME 300 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.

-9LE -

10301
10302
10303
10304
10305
10306
10307
10308
10309
10310
10311
10312

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
N2 aaaaaaa
NOCOOOOOOOOOOOo
NOOOOOOOOOOOOo
NIOOOOOOOOOOOOo
NIOOOOOOOOOOOOo

-
-
-
-
-
-
-
-

n

Walking Vocalization Aggression
backward
Animal No.

10301
10302
10303
10304
10305
10306
10307
10308
10309
10310
10311
10312

[ O [ G G G G G G Gy
Nl a2 aaaaa a a
Nl = a2 a

-
-
-

n

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 20 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 28
Sex : Male Dose : TPGME 1000 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.

S LLE-

10401
10402
10403
10404
10405
10406
10407
10408
10409
10410
10411
10412

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
N2 aaaaaaa
NOCOOOOOOOOOOOo
NOOOOOOOOOOOOo
NIOOOOOOOOOOOOo
NIOOOOOOOOOOOOo

-
-
-
-
-
-
-
-

n

Walking Vocalization Aggression
backward
Animal No.

10401
10402
10403
10404
10405
10406
10407
10408
10409
10410
10411
10412

[ O [ G G G G G G Gy
Nl a2 aaaaa a a
Nl = a2 a

-
-
-

n

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 21 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Pre
Sex : Female Dose : TPGME 0 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.

-8LE-

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
N2 aaaaaaa
NOCOOOOOOOOOOOo
NOOO ~~O0OO0OO0CO0OCOOO0OO0O
NIOOOOOOOOOOOOo
NIOOOOOOOOOOOOo

-
-
-
-
-
-
-
-

n

Walking Vocalization Aggression
backward
Animal No.

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

[ O [ G G G G G G Gy
Nl a2 aaaaa a a
Nl = a2 a

-
-
-

n

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 22 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Pre
Sex : Female Dose : TPGME 100 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.

-6LE -

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
N2 aaaaaaa
N[O 2000000000 Oo
NOOOOOOOOOOOOo
NIOOOOOOOOOOOOo
NIOOOOOOOOOOOOo

-
-
-
-
-
-
-
-

n

Walking Vocalization Aggression
backward
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262

[ O [ G G G G G G Gy
Nl a2 aaaaa a a
Nl = a2 a

-
-
-

n

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 23 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Pre
Sex : Female Dose : TPGME 300 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
N2 aaaaaaa
NOCO~O0OO0OO0O0OO0O-~=>200
NOOOOOOOO~—->00
NIOOOOOOOOOOOOo
NIOOOOOOOOOOOOo

-
-
-
-
-
-
-
-

n

Walking Vocalization Aggression
backward
Animal No.

- 08¢ -

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362

[ O [ G G G G G G Gy
Nl a2 aaaaa a a
Nl = a2 a

-
-
-

n

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 24 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Pre
Sex : Female Dose : TPGME 1000 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.

- 18¢-

50451
50452
50453
50454
50455
50456
50457
50458
50459
50460
50461
50462

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
N2 aaaaaaa
N~ OO ~~0000C0O0O0CO0O
NOOO ~~O-~~000CO0C0O0
NIOOOOOOOOOOOOo
NIOOOOOOOOOOOOo

-
-
-
-
-
-
-
-

n

Walking Vocalization Aggression
backward
Animal No.

50451
50452
50453
50454
50455
50456
50457
50458
50459
50460
50461
50462

[ O [ G G G G G G Gy
Nl a2 aaaaa a a
Nl = a2 a

-
-
-

n

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 25 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 7
Sex : Female Dose : TPGME 0 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
N2 aaaaaaa
NOCO 20000000 -~
NOOO ~~O0OO0OO0CO0OCOOO0OO0O
NIOOOOOOOOOOOOo
NIOOOOOOOOOOOOo

-
-
-
-
-
-
-
-

n

Walking Vocalization Aggression
backward
Animal No.

- 8¢ -

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

[ O [ G G G G G G Gy
Nl a2 aaaaa a a
Nl = a2 a

-
-
-

n

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 26 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 7
Sex : Female Dose : TPGME 100 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262

Nl a2 a a a a a2 a a aa
N2 aaaaaaaaaa
Nl aaaaaaa
N2 aaaaaaa
NO -0 -~2~000000CO
NOOOOOOOOOOOOo
NIOOOOOOOOOOOOo
NIOOOOOOOOOOOOo

-
-
-
-
-
-
-
-

n

Walking Vocalization Aggression
backward
Animal No.

- €8¢ -

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262

[ O [ G G G G G G Gy
Nl a2 aaaaa a a
Nl = a2 a

-
-
-

n

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 27 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 7
Sex : Female Dose : TPGME 300 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362

Nl a2 a a a a a2 a a aa
O] P G G G G G
O P G G G G g
[ O [ G G G G G G Y
Nfroooco—~00 =220
NMooooooooo-~-0o0
NMoooooooooooo
Noooooooooooo

-
-
-
-
-
-
-
-

n

Walking Vocalization Aggression
backward
Animal No.

- 8¢ -

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362

[ O [ G G G G G G Gy
Nl a2 aaaaa a a
Nl = a2 a

-
-
-

n

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 28 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 7
Sex : Female Dose : TPGME 1000 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 29 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 14
Sex : Female Dose : TPGME 0 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 30 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 14
Sex : Female Dose : TPGME 100 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 31 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 14
Sex : Female Dose : TPGME 300 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.

50351
50352
50353
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 32 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 14
Sex : Female Dose : TPGME 1000 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.

50451
50452
50453
50454
50455
50456
50457
50458
50459
50460
50461
50462
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 33 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 21
Sex : Female Dose : TPGME 0 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.

50151
50152
50153
50154
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 34 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 21
Sex : Female Dose : TPGME 100 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 35 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 21
Sex : Female Dose : TPGME 300 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 36 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 21
Sex : Female Dose : TPGME 1000 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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50454
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 37 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 28
Sex : Female Dose : TPGME 0 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 38 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 28
Sex : Female Dose : TPGME 100 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 39 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 28
Sex : Female Dose : TPGME 300 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 40 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 28
Sex : Female Dose : TPGME 1000 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.

50451
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 41 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 35
Sex : Female Dose : TPGME 0 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 42 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 35
Sex : Female Dose : TPGME 100 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 43 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 35
Sex : Female Dose : TPGME 300 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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-00Y -

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362

[ O [ G G G G G G Gy
Nl a2 aaaaa a a
Nl = a2 a

-
-
-

n

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 44 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 35
Sex : Female Dose : TPGME 1000 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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50457
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50461
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 45 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 42
Sex : Female Dose : TPGME 0 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 46 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 42
Sex : Female Dose : TPGME 100 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 47 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 42
Sex : Female Dose : TPGME 300 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



-S0Y -

Appendix 4 - 48 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 42
Sex : Female Dose : TPGME 1000 mg/kg Species : Rat
Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement

Animal No.
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) 0;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 49 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 49
Sex : Female Dose : TPGME 0 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 50 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 49
Sex : Female Dose : TPGME 100 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



- 80% -

Appendix 4 - 51 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 49
Sex : Female Dose : TPGME 300 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.
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Appendix 4 - 52 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 49
Sex : Female Dose : TPGME 1000 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) 0;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 53 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Pre
Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) 0;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 54 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Pre
Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat
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Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) 0;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 55 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 7
Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) 0;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 56 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 7
Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) 0;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 57 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 14
Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat
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Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) 0;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 58 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 14
Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.

50651
50652
50653
50654
50655
50656
50657
50658
50659
50660
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-Cly -

50651
50652
50653
50654
50655
50656
50657
50658
50659
50660

Ol 2 a4
=) G G
Ol s

-
-
-

n

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) 0;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 59 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 21
Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.

50551
50552
50553
50554
50555
50556
50557
50558
50559
50560
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) 0;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.
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Appendix 4 - 60 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 21
Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.

50651
50652
50653
50654
50655
50656
50657
50658
50659
50660
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) 0;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 61 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 28
Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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50554
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50557
50558
50559
50560
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) 0;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 62 Study No. : SR24018

Detailed clinical observation (in the open field) Stage : Day 28
Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat

-6ly -

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.

50651
50652
50653
50654
50655
50656
50657
50658
50659
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) 0;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.
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Appendix 4 - 63

Detailed clinical observation (in the open field)

Stage : Recovery Day 7

Study No. : SR24018

Sex : Male Dose : TPGME 0 mg/kg Species : Rat
Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
10102 1 1 1 1 0 0 0 0
10103 1 1 1 1 0 0 0 0
10109 1 1 1 1 0 0 0 0
10110 1 1 1 1 0 0 0 0
10112 1 1 1 1 0 0 0 0
n 5 5 5 5 5 5 5 5
Walking Vocalization Aggression
backward
Animal No.
10102 1 1 1
10103 1 1 1
10109 1 1 1
10110 1 1 1
10112 1 1 1
n 5 5 5

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) 0;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Walking backward) 1;Not present, 2;Present.
Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.
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Appendix 4 - 64

Detailed clinical observation (in the open field)

Stage : Recovery Day 7

Study No. : SR24018

Sex : Male Dose : TPGME 1000 mg/kg Species : Rat
Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
10402 1 1 1 1 0 0 0 0
10404 1 1 1 1 0 0 0 0
10405 1 1 1 1 0 0 0 0
10406 1 1 1 1 0 0 0 0
10409 1 1 1 1 0 0 0 0
n 5 5 5 5 5 5 5 5
Walking Vocalization Aggression
backward
Animal No.
10402 1 1 1
10404 1 1 1
10405 1 1 1
10406 1 1 1
10409 1 1 1
n 5 5 5

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) 0;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Walking backward) 1;Not present, 2;Present.
Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.
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Appendix 4 - 65

Detailed clinical observation (in the open field)

Stage : Recovery Day 14

Study No. : SR24018

Sex : Male Dose : TPGME 0 mg/kg Species : Rat
Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
10102 1 1 1 1 0 0 0 0
10103 1 1 1 1 0 0 0 0
10109 1 1 1 1 0 0 0 0
10110 1 1 1 1 0 0 0 0
10112 1 1 1 1 0 0 0 0
n 5 5 5 5 5 5 5 5
Walking Vocalization Aggression
backward
Animal No.
10102 1 1 1
10103 1 1 1
10109 1 1 1
10110 1 1 1
10112 1 1 1
n 5 5 5

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) 0;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Walking backward) 1;Not present, 2;Present.
Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.
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Appendix 4 - 66

Detailed clinical observation (in the open field)

Stage : Recovery Day 14

Study No. : SR24018

Sex : Male Dose : TPGME 1000 mg/kg Species : Rat
Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
10402 1 1 1 1 0 0 0 0
10404 1 1 1 1 0 0 0 0
10405 1 1 1 1 0 0 0 0
10406 1 1 1 1 0 0 0 0
10409 1 1 1 1 0 0 0 0
n 5 5 5 5 5 5 5 5
Walking Vocalization Aggression
backward
Animal No.
10402 1 1 1
10404 1 1 1
10405 1 1 1
10406 1 1 1
10409 1 1 1
n 5 5 5

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) 0;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Walking backward) 1;Not present, 2;Present.
Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.



Appendix 4 - 67 Study No. : SR24018
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Detailed clinical observation (in the open field) Stage : Recovery Day 7
Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat
Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.

50556 1 1 1 1 0 0 0 0
50557 1 1 1 1 0 0 0 0
50558 1 1 1 1 0 0 0 0
50559 1 1 1 1 0 0 0 0
50560 1 1 1 1 0 0 0 0

n 5 5 5 5 5 5 5 5

Walking Vocalization Aggression
backward
Animal No.

50556 1 1 1
50557 1 1 1
50558 1 1 1
50559 1 1 1
50560 1 1 1

n 5 5 5

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) 0;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.
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Appendix 4 - 68

Detailed clinical observation (in the open field)

Stage : Recovery Day 7

Study No. : SR24018

Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat
Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
50656 1 1 1 1 0 0 0 0
50657 1 1 1 1 0 0 0 0
50658 1 1 1 1 0 0 0 0
50659 1 1 1 1 0 0 0 0
50660 1 1 1 1 0 0 0 0
n 5 5 5 5 5 5 5 5
Walking Vocalization Aggression
backward
Animal No.
50656 1 1 1
50657 1 1 1
50658 1 1 1
50659 1 1 1
50660 1 1 1
n 5 5 5

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) 0;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Walking backward) 1;Not present, 2;Present.
Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.
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Detailed clinical observation (in the open field) Stage : Recovery Day 14
Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat
Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.

50556 1 1 1 1 0 0 0 0
50557 1 1 1 1 0 0 0 0
50558 1 1 1 1 0 0 0 0
50559 1 1 1 1 0 0 0 0
50560 1 1 1 1 0 0 0 0

n 5 5 5 5 5 5 5 5

Walking Vocalization Aggression
backward
Animal No.

50556 1 1 1
50557 1 1 1
50558 1 1 1
50559 1 1 1
50560 1 1 1

n 5 5 5

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) 0;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.
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Appendix 4 - 70

Detailed clinical observation (in the open field)

Stage : Recovery Day 14

Study No. : SR24018

Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat
Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
50656 1 1 1 1 0 0 0 0
50657 1 1 1 1 0 0 0 0
50658 1 1 1 1 0 0 0 0
50659 1 1 1 1 0 0 0 0
50660 1 1 1 1 0 0 0 0
n 5 5 5 5 5 5 5 5
Walking Vocalization Aggression
backward
Animal No.
50656 1 1 1
50657 1 1 1
50658 1 1 1
50659 1 1 1
50660 1 1 1
n 5 5 5

Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

Reactivity to stimuli) O;Not present, 1;Present (to noise, etc.).

Searching) 0;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

Stereotype/Excessive grooming) 0;Not present, 1;Sometimes, 2;Frequently.

Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Walking backward) 1;Not present, 2;Present.
Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.
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Appendix 5 - 1 Study No. : SR24018
Functional observations (on the desk) Stage : Week 4

Sex : Male Dose : TPGME 0 mg/kg Species : Rat

Visual Touch Auditory Pain reactivity ~ Proprioceptive  Righting reflex
reactivity reactivity reactivity reactivity
Animal No.

10102 4 2 1 2 1 1
10103 4 2 1 2 1 1
10109 4 2 1 2 1 1
10110 4 2 1 2 1 1
10112 4 2 1 2 1 1
n 5 5 5 5 5 5

Visual reactivity) 1;Jumping, 2;Turning away, 3;No reaction, 4;Approach, 5;Attack.

Touch reactivity) 1;Hyposensitive, 2;Turning away, 3;Hypersensitive.

Auditory reactivity) 0;No reaction, 1;Normal, moving the auricle, 2;Sensitive, moving the body, 3;Hypersensitive, surprising and jumping.
Pain reactivity) O;No reaction, 1;Dull, vocalizing, 2;Normal, vocalizing and turning back, 3;Hypersensitive, attacking or jumping.
Proprioceptive reactivity) O;No returning, 1;Returning.

Righting reflex) 1;Normal, landing by foot, 2;Abnormal, landing by body.
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Appendix 5 - 2 Study No. : SR24018
Functional observations (on the desk) Stage : Week 4

Sex : Male Dose : TPGME 100 mg/kg Species : Rat

Visual Touch Auditory Pain reactivity ~ Proprioceptive  Righting reflex
reactivity reactivity reactivity reactivity
Animal No.

10202 4 2 1 2 1 1
10204 4 2 1 2 1 1
10205 4 2 1 2 1 1
10207 4 2 1 2 1 1
10212 4 2 1 2 1 1
n 5 5 5 5 5 5

Visual reactivity) 1;Jumping, 2;Turning away, 3;No reaction, 4;Approach, 5;Attack.

Touch reactivity) 1;Hyposensitive, 2;Turning away, 3;Hypersensitive.

Auditory reactivity) 0;No reaction, 1;Normal, moving the auricle, 2;Sensitive, moving the body, 3;Hypersensitive, surprising and jumping.
Pain reactivity) O;No reaction, 1;Dull, vocalizing, 2;Normal, vocalizing and turning back, 3;Hypersensitive, attacking or jumping.
Proprioceptive reactivity) O;No returning, 1;Returning.

Righting reflex) 1;Normal, landing by foot, 2;Abnormal, landing by body.
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Appendix 5 - 3 Study No. : SR24018
Functional observations (on the desk) Stage : Week 4

Sex : Male Dose : TPGME 300 mg/kg Species : Rat

Visual Touch Auditory Pain reactivity ~ Proprioceptive  Righting reflex
reactivity reactivity reactivity reactivity
Animal No.

10301 4 2 1 2 1 1
10302 4 2 1 2 1 1
10304 4 2 1 2 1 1
10306 4 2 1 2 1 1
10309 4 2 1 2 1 1
n 5 5 5 5 5 5

Visual reactivity) 1;Jumping, 2;Turning away, 3;No reaction, 4;Approach, 5;Attack.

Touch reactivity) 1;Hyposensitive, 2;Turning away, 3;Hypersensitive.

Auditory reactivity) 0;No reaction, 1;Normal, moving the auricle, 2;Sensitive, moving the body, 3;Hypersensitive, surprising and jumping.
Pain reactivity) O;No reaction, 1;Dull, vocalizing, 2;Normal, vocalizing and turning back, 3;Hypersensitive, attacking or jumping.
Proprioceptive reactivity) O;No returning, 1;Returning.

Righting reflex) 1;Normal, landing by foot, 2;Abnormal, landing by body.
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Appendix 5 - 4 Study No. : SR24018
Functional observations (on the desk) Stage : Week 4

Sex : Male Dose : TPGME 1000 mg/kg Species : Rat

Visual Touch Auditory Pain reactivity ~ Proprioceptive  Righting reflex
reactivity reactivity reactivity reactivity
Animal No.

10402 4 2 1 2 1 1
10404 4 2 1 2 1 1
10405 4 2 1 2 1 1
10406 4 2 1 2 1 1
10409 4 2 1 2 1 1
n 5 5 5 5 5 5

Visual reactivity) 1;Jumping, 2;Turning away, 3;No reaction, 4;Approach, 5;Attack.

Touch reactivity) 1;Hyposensitive, 2;Turning away, 3;Hypersensitive.

Auditory reactivity) 0;No reaction, 1;Normal, moving the auricle, 2;Sensitive, moving the body, 3;Hypersensitive, surprising and jumping.
Pain reactivity) O;No reaction, 1;Dull, vocalizing, 2;Normal, vocalizing and turning back, 3;Hypersensitive, attacking or jumping.
Proprioceptive reactivity) O;No returning, 1;Returning.

Righting reflex) 1;Normal, landing by foot, 2;Abnormal, landing by body.
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Appendix 5 - 5 Study No. : SR24018
Functional observations (on the desk) Stage : Lactation day 13

Sex : Female Dose : TPGME 0 mg/kg Species : Rat

Visual Touch Auditory Pain reactivity ~ Proprioceptive  Righting reflex
reactivity reactivity reactivity reactivity
Animal No.

50152 4 2 1 2 1 1
50153 4 2 1 2 1 1
50158 4 2 1 2 1 1
50159 4 2 1 2 1 1
50160 4 2 1 2 1 1
n 5 5 5 5 5 5

Visual reactivity) 1;Jumping, 2;Turning away, 3;No reaction, 4;Approach, 5;Attack.

Touch reactivity) 1;Hyposensitive, 2;Turning away, 3;Hypersensitive.

Auditory reactivity) 0;No reaction, 1;Normal, moving the auricle, 2;Sensitive, moving the body, 3;Hypersensitive, surprising and jumping.
Pain reactivity) O;No reaction, 1;Dull, vocalizing, 2;Normal, vocalizing and turning back, 3;Hypersensitive, attacking or jumping.
Proprioceptive reactivity) O;No returning, 1;Returning.

Righting reflex) 1;Normal, landing by foot, 2;Abnormal, landing by body.
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Appendix 5 - 6 Study No. : SR24018
Functional observations (on the desk) Stage : Lactation day 13

Sex : Female Dose : TPGME 100 mg/kg Species : Rat

Visual Touch Auditory Pain reactivity ~ Proprioceptive  Righting reflex
reactivity reactivity reactivity reactivity
Animal No.

50252 4 2 1 2 1 1
50253 4 2 1 2 1 1
50256 4 2 1 2 1 1
50258 4 2 1 2 1 1
50261 4 2 1 2 1 1
n 5 5 5 5 5 5

Visual reactivity) 1;Jumping, 2;Turning away, 3;No reaction, 4;Approach, 5;Attack.

Touch reactivity) 1;Hyposensitive, 2;Turning away, 3;Hypersensitive.

Auditory reactivity) 0;No reaction, 1;Normal, moving the auricle, 2;Sensitive, moving the body, 3;Hypersensitive, surprising and jumping.
Pain reactivity) 0;No reaction, 1;Dull, vocalizing, 2;Normal, vocalizing and turning back, 3;Hypersensitive, attacking or jumping.
Proprioceptive reactivity) O;No returning, 1;Returning.

Righting reflex) 1;Normal, landing by foot, 2;Abnormal, landing by body.
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Appendix 5 - 7 Study No. : SR24018
Functional observations (on the desk) Stage : Lactation day 13

Sex : Female Dose : TPGME 300 mg/kg Species : Rat

Visual Touch Auditory Pain reactivity ~ Proprioceptive  Righting reflex
reactivity reactivity reactivity reactivity
Animal No.

50351 4 2 1 2 1 1
50354 4 2 1 2 1 1
50355 4 2 1 2 1 1
50357 4 2 1 2 1 1
50360 4 2 1 2 1 1
n 5 5 5 5 5 5

Visual reactivity) 1;Jumping, 2;Turning away, 3;No reaction, 4;Approach, 5;Attack.

Touch reactivity) 1;Hyposensitive, 2;Turning away, 3;Hypersensitive.

Auditory reactivity) 0;No reaction, 1;Normal, moving the auricle, 2;Sensitive, moving the body, 3;Hypersensitive, surprising and jumping.
Pain reactivity) O;No reaction, 1;Dull, vocalizing, 2;Normal, vocalizing and turning back, 3;Hypersensitive, attacking or jumping.
Proprioceptive reactivity) O;No returning, 1;Returning.

Righting reflex) 1;Normal, landing by foot, 2;Abnormal, landing by body.
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Appendix 5 - 8 Study No. : SR24018
Functional observations (on the desk) Stage : Lactation day 13

Sex : Female Dose : TPGME 1000 mg/kg Species : Rat

Visual Touch Auditory Pain reactivity ~ Proprioceptive  Righting reflex
reactivity reactivity reactivity reactivity
Animal No.

50451 4 2 1 2 1 1
50454 4 2 1 2 1 1
50456 4 2 1 2 1 1
50457 4 2 1 2 1 1
50458 4 2 1 2 1 1
n 5 5 5 5 5 5

Visual reactivity) 1;Jumping, 2;Turning away, 3;No reaction, 4;Approach, 5;Attack.

Touch reactivity) 1;Hyposensitive, 2;Turning away, 3;Hypersensitive.

Auditory reactivity) 0;No reaction, 1;Normal, moving the auricle, 2;Sensitive, moving the body, 3;Hypersensitive, surprising and jumping.
Pain reactivity) O;No reaction, 1;Dull, vocalizing, 2;Normal, vocalizing and turning back, 3;Hypersensitive, attacking or jumping.
Proprioceptive reactivity) O;No returning, 1;Returning.

Righting reflex) 1;Normal, landing by foot, 2;Abnormal, landing by body.
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Appendix 5 - 9 Study No. : SR24018
Functional observations (on the desk) Stage : Week 4

Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat

Visual Touch Auditory Pain reactivity ~ Proprioceptive  Righting reflex
reactivity reactivity reactivity reactivity
Animal No.

50556 4 2 1 2 1 1
50557 4 2 1 2 1 1
50558 4 2 1 2 1 1
50559 4 2 1 2 1 1
50560 4 2 1 2 1 1
n 5 5 5 5 5 5

Visual reactivity) 1;Jumping, 2;Turning away, 3;No reaction, 4;Approach, 5;Attack.

Touch reactivity) 1;Hyposensitive, 2;Turning away, 3;Hypersensitive.

Auditory reactivity) 0;No reaction, 1;Normal, moving the auricle, 2;Sensitive, moving the body, 3;Hypersensitive, surprising and jumping.
Pain reactivity) O;No reaction, 1;Dull, vocalizing, 2;Normal, vocalizing and turning back, 3;Hypersensitive, attacking or jumping.
Proprioceptive reactivity) O;No returning, 1;Returning.

Righting reflex) 1;Normal, landing by foot, 2;Abnormal, landing by body.
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Appendix 5 - 10

Study No. : SR24018

Functional observations (on the desk) Stage : Week 4

Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat

Visual Touch Auditory Pain reactivity ~ Proprioceptive  Righting reflex
reactivity reactivity reactivity reactivity
Animal No.

50656 4 2 1 2 1 1
50657 4 2 1 2 1 1
50658 4 2 1 2 1 1
50659 4 2 1 2 1 1
50660 4 2 1 2 1 1
n 5 5 5 5 5 5

Visual reactivity) 1;Jumping, 2;Turning away, 3;No reaction, 4;Approach, 5;Attack.

Touch reactivity) 1;Hyposensitive, 2;Turning away, 3;Hypersensitive.

Auditory reactivity) 0;No reaction, 1;Normal, moving the auricle, 2;Sensitive, moving the body, 3;Hypersensitive, surprising and jumping.
Pain reactivity) O;No reaction, 1;Dull, vocalizing, 2;Normal, vocalizing and turning back, 3;Hypersensitive, attacking or jumping.
Proprioceptive reactivity) O;No returning, 1;Returning.

Righting reflex) 1;Normal, landing by foot, 2;Abnormal, landing by body.
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Appendix 5 - 11

Study No. : SR24018

Functional observations (on the desk) Stage : Recovery week 2

Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat

Visual Touch Auditory Pain reactivity ~ Proprioceptive  Righting reflex
reactivity reactivity reactivity reactivity
Animal No.

50556 4 2 1 2 1 1
50557 4 2 1 2 1 1
50558 4 2 1 2 1 1
50559 4 2 1 2 1 1
50560 4 2 1 2 1 1
n 5 5 5 5 5 5

Visual reactivity) 1;Jumping, 2;Turning away, 3;No reaction, 4;Approach, 5;Attack.

Touch reactivity) 1;Hyposensitive, 2;Turning away, 3;Hypersensitive.

Auditory reactivity) 0;No reaction, 1;Normal, moving the auricle, 2;Sensitive, moving the body, 3;Hypersensitive, surprising and jumping.
Pain reactivity) O;No reaction, 1;Dull, vocalizing, 2;Normal, vocalizing and turning back, 3;Hypersensitive, attacking or jumping.
Proprioceptive reactivity) O;No returning, 1;Returning.

Righting reflex) 1;Normal, landing by foot, 2;Abnormal, landing by body.



- 6EY -

Appendix 5 - 12

Study No. : SR24018

Functional observations (on the desk) Stage : Recovery week 2

Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat

Visual Touch Auditory Pain reactivity ~ Proprioceptive  Righting reflex
reactivity reactivity reactivity reactivity
Animal No.

50656 4 2 1 2 1 1
50657 4 2 1 2 1 1
50658 4 2 1 2 1 1
50659 4 2 1 2 1 1
50660 4 2 1 2 1 1
n 5 5 5 5 5 5

Visual reactivity) 1;Jumping, 2;Turning away, 3;No reaction, 4;Approach, 5;Attack.

Touch reactivity) 1;Hyposensitive, 2;Turning away, 3;Hypersensitive.

Auditory reactivity) 0;No reaction, 1;Normal, moving the auricle, 2;Sensitive, moving the body, 3;Hypersensitive, surprising and jumping.
Pain reactivity) 0;No reaction, 1;Dull, vocalizing, 2;Normal, vocalizing and turning back, 3;Hypersensitive, attacking or jumping.
Proprioceptive reactivity) O;No returning, 1;Returning.

Righting reflex) 1;Normal, landing by foot, 2;Abnormal, landing by body.
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Appendix 6 - 1 Study No. : SR24018
Grip strength Stage : Week 4
Sex : Male Dose : TPGME 0 mg/kg Species : Rat
Forelimb, 1st  Forelimb, 2nd  Forelimb, 3rd Forelimb Hindlimb, 1st  Hindlimb, 2nd  Hindlimb, 3rd Hindlimb
Animal No. g g g g g g g g

10102 1087 1318 1145 1183.3 322 432 357 370.3

10103 1253 1216 1277 1248.7 350 372 414 378.7

10109 1103 1024 1019 1048.7 337 322 351 336.7

10110 1012 889 1128 1009.7 341 359 334 344.7

10112 1049 930 988 989.0 413 404 409 408.7

n 5 5 5 5 5 5 5 5
Mean 1100.8 1075.4 1111.4 1095.88 352.6 377.8 373.0 367.82
S.D. 92.1 185.2 114.7 114.10 35.2 42.2 36.2 28.72
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Appendix 6 - 2 Study No. : SR24018
Grip strength Stage : Week 4
Sex : Male Dose : TPGME 100 mg/kg Species : Rat
Forelimb, 1st  Forelimb, 2nd  Forelimb, 3rd Forelimb Hindlimb, 1st  Hindlimb, 2nd  Hindlimb, 3rd Hindlimb
Animal No. g g g g g g g

10202 1049 1304 1153 1168.7 384 366 398 382.7

10204 909 973 811 897.7 418 402 359 393.0

10205 1172 1079 1134 1128.3 410 417 408 411.7

10207 995 1081 1096 1057.3 369 348 387 368.0

10212 953 1066 978 999.0 336 331 340 335.7

n 5 5 5 5 5 5 5 5
Mean 1015.6 1100.6 1034.4 1050.20 383.4 372.8 378.4 378.22
S.D. 101.6 122.2 142.2 107.32 33.0 36.1 28.2 28.60
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Appendix 6 - 3 Study No. : SR24018
Grip strength Stage : Week 4
Sex : Male Dose : TPGME 300 mg/kg Species : Rat
Forelimb, 1st  Forelimb, 2nd  Forelimb, 3rd Forelimb Hindlimb, 1st  Hindlimb, 2nd  Hindlimb, 3rd Hindlimb
Animal No. g g g g g g g

10301 997 963 1009 989.7 364 399 386 383.0

10302 1030 1088 1180 1099.3 407 375 380 387.3

10304 994 960 1107 1020.3 402 385 333 373.3

10306 1175 964 1020 1053.0 429 425 457 437.0

10309 1099 997 898 998.0 356 368 387 370.3

n 5 5 5 5 5 5 5 5
Mean 1059.0 994 .4 1042.8 1032.06 391.6 390.4 388.6 390.18
S.D. 77.4 54.5 106.7 44.87 30.7 22.6 44.3 27.07
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Appendix 6 - 4 Study No. : SR24018
Grip strength Stage : Week 4
Sex : Male Dose : TPGME 1000 mg/kg Species : Rat
Forelimb, 1st  Forelimb, 2nd  Forelimb, 3rd Forelimb Hindlimb, 1st  Hindlimb, 2nd  Hindlimb, 3rd Hindlimb
Animal No. g g g g g g g g

10402 906 949 956 937.0 401 334 411 382.0

10404 1021 992 1002 1005.0 368 414 415 399.0

10405 945 858 1010 937.7 343 327 385 351.7

10406 664 837 890 797.0 317 368 316 333.7

10409 1182 1017 1030 1076.3 393 369 417 393.0

n 5 5 5 5 5 5 5 5
Mean 943.6 930.6 977.6 950.60 364.4 362.4 388.8 371.88
S.D. 188.7 80.0 56.0 103.32 34.9 34.6 42.7 28.06
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Appendix 6 - 5 Study No. : SR24018
Grip strength Stage : Lactation day 13
Sex : Female Dose : TPGME 0 mg/kg Species : Rat
Forelimb, 1st  Forelimb, 2nd  Forelimb, 3rd Forelimb Hindlimb, 1st  Hindlimb, 2nd  Hindlimb, 3rd Hindlimb
Animal No. g g g g g g g g
50152 1324 1013 1144 1160.3 359 355 358 357.3
50153 1127 1160 1254 1180.3 495 467 479 480.3
50158 1399 1285 1232 1305.3 371 440 366 392.3
50159 1193 1289 1342 1274.7 373 475 466 438.0
50160 1134 1001 994 1043.0 406 356 362 374.7
n 5 5 5 5 5 5 5 5
Mean 1235.4 1149.6 1193.2 1192.72 400.8 418.6 406.2 408.52
S.D. 120.9 140.2 131.8 103.70 55.5 59.0 60.8 50.13
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Appendix 6 - 6 Study No. : SR24018
Grip strength Stage : Lactation day 13
Sex : Female Dose : TPGME 100 mg/kg Species : Rat
Forelimb, 1st  Forelimb, 2nd  Forelimb, 3rd Forelimb Hindlimb, 1st  Hindlimb, 2nd  Hindlimb, 3rd Hindlimb
Animal No. g g g g g g g g
50252 1300 1268 1238 1268.7 376 348 405 376.3
50253 1044 1121 1126 1097.0 406 491 487 461.3
50256 1136 1157 1171 1154.7 395 427 386 402.7
50258 1021 1068 1078 1055.7 465 446 416 442.3
50261 1491 1420 1232 1381.0 386 421 439 415.3
n 5 5 5 5 5 5 5 5
Mean 1198.4 1206.8 1169.0 1191.42 405.6 426.6 426.6 419.58
S.D. 196.9 139.9 68.7 132.85 35.0 51.8 38.8 33.29
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Appendix 6 - 7 Study No. : SR24018
Grip strength Stage : Lactation day 13
Sex : Female Dose : TPGME 300 mg/kg Species : Rat
Forelimb, 1st  Forelimb, 2nd  Forelimb, 3rd Forelimb Hindlimb, 1st  Hindlimb, 2nd  Hindlimb, 3rd Hindlimb
Animal No. g g g g g g g g
50351 1200 1119 1134 1151.0 473 394 400 422.3
50354 1309 1227 1276 1270.7 443 448 377 422.7
50355 1342 1500 1364 1402.0 460 477 460 465.7
50357 1213 1238 1184 1211.7 433 402 372 402.3
50360 1024 902 1068 998.0 394 402 442 412.7
n 5 5 5 5 5 5 5 5
Mean 1217.6 1197.2 1205.2 1206.68 440.6 424.6 410.2 425.14
S.D. 124.1 216.5 116.8 149.10 30.3 36.2 39.2 24.16
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Appendix 6 - 8 Study No. : SR24018
Grip strength Stage : Lactation day 13
Sex : Female Dose : TPGME 1000 mg/kg Species : Rat
Forelimb, 1st  Forelimb, 2nd  Forelimb, 3rd Forelimb Hindlimb, 1st  Hindlimb, 2nd  Hindlimb, 3rd Hindlimb
Animal No. g g g g g g g g
50451 939 957 933 943.0 374 347 417 379.3
50454 734 941 876 850.3 353 383 347 361.0
50456 921 1005 892 939.3 395 382 412 396.3
50457 860 1027 917 934.7 403 438 404 415.0
50458 931 885 937 917.7 393 382 406 393.7
n 5 5 5 5 5 5 5 5
Mean 877.0 963.0 911.0 917.00 383.6 386.4 397.2 389.06
S.D. 85.8 55.8 26.4 38.52 20.1 32.7 28.5 20.18
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Appendix 6 - 9 Study No. : SR24018
Grip strength Stage : Week 4
Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat
Forelimb, 1st  Forelimb, 2nd  Forelimb, 3rd Forelimb Hindlimb, 1st  Hindlimb, 2nd  Hindlimb, 3rd Hindlimb
Animal No. g g g g g g g g
50556 917 1011 1094 1007.3 399 336 347 360.7
50557 942 857 815 871.3 324 350 376 350.0
50558 775 971 814 853.3 349 351 333 344.3
50559 922 950 906 926.0 310 321 355 328.7
50560 849 1010 919 926.0 316 353 319 329.3
n 5 5 5 5 5 5 5 5
Mean 881.0 959.8 909.6 916.78 339.6 342.2 346.0 342.60
S.D. 68.8 63.1 114.2 60.13 36.4 13.6 21.7 13.74
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Appendix 6 - 10

Grip strength

Stage : Week 4

Study No. : SR24018

Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat
Forelimb, 1st  Forelimb, 2nd  Forelimb, 3rd Forelimb Hindlimb, 1st  Hindlimb, 2nd  Hindlimb, 3rd Hindlimb
Animal No. g g g g g g g g
50656 1029 831 723 861.0 336 332 342 336.7
50657 934 811 799 848.0 337 409 338 361.3
50658 903 761 807 823.7 341 303 351 331.7
50659 820 740 796 785.3 344 346 394 361.3
50660 582 683 594 619.7 292 302 296 296.7
n 5 5 5 5 5 5 5 5
Mean 853.6 765.2 743.8 787.54 330.0 338.4 344.2 337.54
S.D. 169.2 58.8 90.3 98.15 21.5 43.8 35.0 26.61
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Appendix 6 - 11

Grip strength
Sex : Female (satellite)

Stage : Recovery week 2
Dose : TPGME 0 mg/kg

Species : Rat

Study No. : SR24018

Forelimb, 1st  Forelimb, 2nd  Forelimb, 3rd Forelimb Hindlimb, 1st  Hindlimb, 2nd  Hindlimb, 3rd Hindlimb
Animal No. g g g g g g g g

50556 1272 1429 1510 1403.7 626 643 543 604.0
50557 1256 1368 1229 1284.3 431 398 503 444.0
50558 1355 1149 1294 1266.0 430 444 480 451.3
50559 1307 1044 1269 1206.7 515 481 517 504.3
50560 1107 1154 1365 1208.7 475 484 460 473.0

n 5 5 5 5 5 5 5 5
Mean 1259.4 1228.8 1333.4 1273.88 495.4 490.0 500.6 495.32
S.D. 93.3 162.5 110.4 80.29 81.1 92.3 32.2 65.12
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Appendix 6 - 12

Grip strength
Sex : Female (satellite)

Stage : Recovery week 2
Dose : TPGME 1000 mg/kg

Species : Rat

Study No. : SR24018

Forelimb, 1st  Forelimb, 2nd  Forelimb, 3rd Forelimb Hindlimb, 1st  Hindlimb, 2nd  Hindlimb, 3rd Hindlimb
Animal No. g g g g g g g g

50656 1153 1440 1309 1300.7 491 645 549 561.7
50657 1338 1423 1316 1359.0 475 412 541 476.0
50658 1422 1276 1299 1332.3 514 446 550 503.3
50659 1326 1080 1142 1182.7 550 557 539 548.7
50660 1330 1196 1238 1254.7 397 589 539 508.3

n 5 5 5 5 5 5 5 5
Mean 1313.8 1283.0 1260.8 1285.88 485.4 529.8 543.6 519.60
S.D. 98.2 152.5 73.3 69.53 56.9 98.0 5.5 35.05
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Appendix 7 - 1 Study No. : SR24018
Motor activity measurements Stage : Week 4
Sex : Male Dose : TPGME 0 mg/kg Species : Rat
0'-10' 10'- 20’ 20'- 30' 30' - 40' 40'- 50' 50' - 60' 0'- 60
Animal No. No. No. No. No. No. No. No.
10102 620 246 27 4 68 0 965
10103 651 457 212 183 86 0 1589
10109 302 193 107 121 83 110 916
10110 302 268 174 144 110 59 1057
10112 679 296 261 82 152 52 1522
n 5 5 5 5 5 5 5
Mean 510.8 292.0 156.2 106.8 99.8 44.2 1209.8
S.D. 191.7 99.7 91.6 68.1 32.8 46.1 320.5
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Appendix 7 - 2 Study No. : SR24018
Motor activity measurements Stage : Week 4
Sex : Male Dose : TPGME 100 mg/kg Species : Rat
0'-10' 10'- 20’ 20'- 30' 30' - 40' 40'- 50' 50' - 60' 0'- 60
Animal No. No. No. No. No. No. No.

10202 301 125 14 0 2 0 442
10204 621 364 270 110 7 0 1372
10205 251 93 109 44 0 0 497
10207 400 331 245 148 150 104 1378
10212 389 195 128 80 13 0 805
n 5 5 5 5 5 5 5
Mean 3924 2216 153.2 76.4 34.4 20.8 898.8
S.D. 142.0 121.3 104.9 57.3 64.8 46.5 456.2
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Appendix 7 - 3 Study No. : SR24018
Motor activity measurements Stage : Week 4
Sex : Male Dose : TPGME 300 mg/kg Species : Rat
0'-10' 10'- 20’ 20'- 30' 30' - 40' 40'- 50' 50' - 60' 0'- 60
Animal No. No. No. No. No. No. No. No.
10301 382 294 238 218 112 0 1244
10302 383 176 65 21 23 0 668
10304 277 206 140 6 0 0 629
10306 435 228 127 112 90 79 1071
10309 335 188 133 69 38 2 765
n 5 5 5 5 5 5 5
Mean 362.4 2184 140.6 85.2 52.6 16.2 875.4
S.D. 59.4 46.6 62.1 85.2 46.9 35.1 269.3
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Appendix 7 - 4 Study No. : SR24018
Motor activity measurements Stage : Week 4
Sex : Male Dose : TPGME 1000 mg/kg Species : Rat
0'-10' 10'- 20’ 20'- 30' 30' - 40' 40'- 50' 50' - 60' 0'- 60
Animal No. No. No. No. No. No. No. No.

10402 398 450 89 0 0 0 937
10404 457 254 97 87 42 51 988
10405 549 318 86 56 3 0 1012
10406 193 108 86 76 37 14 514
10409 592 472 222 213 95 306 1900
n 5 5 5 5 5 5 5
Mean 437.8 320.4 116.0 86.4 354 742 1070.2
S.D. 156.5 149.4 59.4 78.3 38.4 131.2 506.4
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Appendix 7 - 5

Motor activity measurements

Sex : Female

Stage : Lactation day 13

Study No. : SR24018

Dose : TPGME 0 mg/kg Species : Rat
0'-10' 10'- 20’ 20'- 30' 30' - 40' 40'- 50' 50' - 60' 0'- 60
Animal No. No. No. No. No. No. No. No.

50152 721 501 324 339 85 141 2111
50153 515 244 122 113 108 58 1160
50158 416 212 0 2 53 141 824
50159 385 435 155 14 101 0 1090
50160 341 239 51 113 50 0 794

n 5 5 5 5 5 5 5
Mean 475.6 326.2 130.4 116.2 79.4 68.0 1195.8
S.D. 1514 132.1 124.0 135.2 26.8 70.7 536.1
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Study No. : SR24018

Appendix 7 - 6
Motor activity measurements Stage : Lactation day 13
Sex : Female Dose : TPGME 100 mg/kg Species : Rat
0'-10' 10'- 20’ 20'- 30' 30' - 40' 40'- 50' 50' - 60' 0'- 60
Animal No. No. No. No. No. No. No. No.
50252 438 47 0 0 0 30 515
50253 530 327 348 109 207 127 1648
50256 644 175 93 88 49 91 1140
50258 339 248 15 36 0 12 650
50261 559 204 165 228 61 0 1217
n 5 5 5 5 5 5 5
Mean 502.0 200.2 124.2 92.2 63.4 52.0 1034.0
S.D. 117.1 103.1 141.5 87.2 85.0 54.6 457.9
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Appendix 7 - 7

Motor activity measurements

Stage : Lactation day 13

Study No. : SR24018

Sex : Female Dose : TPGME 300 mg/kg Species : Rat
0'-10' 10'- 20’ 20'- 30' 30' - 40' 40'- 50' 50' - 60' 0'- 60
Animal No. No. No. No. No. No.

50351 430 91 123 45 9 0 698
50354 330 92 29 83 39 5 578
50355 418 149 125 140 35 1 868
50357 641 431 167 174 617 114 2144
50360 575 131 35 96 27 69 933
n 5 5 5 5 5 5 5
Mean 478.8 178.8 95.8 107.6 145.4 37.8 1044.2
S.D. 126.3 143.2 60.9 50.3 263.9 51.6 630.5
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Appendix 7 - 8 Study No. : SR24018
Motor activity measurements Stage : Lactation day 13
Sex : Female Dose : TPGME 1000 mg/kg Species : Rat
0'-10' 10'- 20’ 20'- 30' 30' - 40' 40'- 50' 50' - 60' 0'- 60
Animal No. No. No. No. No. No. No.

50451 262 60 0 88 18 0 428
50454 401 83 0 0 0 0 484
50456 314 86 62 46 14 34 556
50457 656 266 281 115 276 156 1750
50458 662 103 0 52 351 211 1379
n 5 5 5 5 5 5 5
Mean 459.0 119.6 68.6 60.2 131.8 80.2 919.4
S.D. 189.2 83.3 121.7 43.8 168.1 97.3 605.0
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Appendix 7 - 9 Study No. : SR24018
Motor activity measurements Stage : Week 4
Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat
0'-10' 10'- 20’ 20'- 30' 30' - 40' 40'- 50' 50' - 60' 0'- 60
Animal No. No. No. No. No. No. . No.

50556 380 345 337 259 360 266 1947
50557 536 284 176 2 233 0 1231
50558 597 324 181 191 476 311 2080
50559 429 291 68 28 0 0 816
50560 406 176 56 0 0 0 638
n 5 5 5 5 5 5 5
Mean 469.6 284.0 163.6 96.0 213.8 115.4 1342.4
S.D. 92.7 65.3 113.2 120.7 213.3 158.8 651.0
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Appendix 7 - 10

Study No. : SR24018

Motor activity measurements Stage : Week 4
Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat
0'-10' 10'- 20’ 20'- 30' 30' - 40' 40'- 50' 50' - 60' 0'- 60
Animal No. No. No. No. No. No. No. No.

50656 637 492 451 318 392 188 2478
50657 351 228 270 226 398 205 1678
50658 1055 490 274 364 516 362 3061
50659 533 352 39 368 290 374 1956
50660 216 100 137 7 0 21 481
n 5 5 5 5 5 5 5
Mean 558.4 3324 2342 256.6 319.2 230.0 1930.8
S.D. 321.6 170.0 156.1 150.8 195.6 145.1 967.4




-9 -

Appendix 7 - 11

Motor activity measurements

Stage : Recovery week 2

Study No. : SR24018

Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat
0'-10' 10'- 20’ 20'- 30' 30' - 40' 40'- 50' 50' - 60' 0'- 60
Animal No. No. No. No. No. No. No. No.

50556 950 997 776 744 384 375 4226
50557 932 746 12 153 181 110 2134
50558 749 609 800 612 374 638 3782
50559 585 331 52 0 176 134 1278
50560 767 370 208 145 98 104 1692

n 5 5 5 5 5 5 5
Mean 796.6 610.6 369.6 330.8 2426 272.2 2622.4
S.D. 149.8 2755 389.0 326.1 128.8 233.5 1306.5
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Appendix 7 - 12

Motor activity measurements

Stage : Recovery week 2

Study No. : SR24018

Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat
0'-10' 10'- 20’ 20'- 30' 30' - 40' 40'- 50' 50' - 60' 0'- 60
Animal No. No. No. No. No. No. No. No.

50656 1646 1145 776 763 567 593 5490
50657 920 464 419 528 423 281 3035
50658 666 628 542 265 387 217 2705
50659 761 510 181 220 207 224 2103
50660 757 484 316 144 123 129 1953
n 5 5 5 5 5 5 5
Mean 950.0 646.2 446.8 384.0 341.4 288.8 3057.2
S.D. 399.7 286.0 226.9 256.4 177.1 178.5 1429.4




Appendix 8 - 1 Study No. : SR24018

Body weight Period : Administration Day 1-28
Sex : Male Dose : TPGME 0 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 1 4 7 14 21 28 gain
10101 375 386 396 419 434 458 83
10102 436 451 467 498 522 542 106
10103 408 418 436 465 475 492 84
10104 418 438 458 485 501 525 107
10105 416 426 436 467 486 514 98
10106 457 467 479 512 525 552 95
10107 444 462 479 512 528 551 107
10108 395 413 427 456 478 504 109
10109 416 425 444 472 494 508 92
10110 406 420 435 464 482 498 92
10111 446 451 461 492 504 534 88
10112 460 476 485 515 540 555 95
n 12 12 12 12 12 12 12
Mean 423.1 436.1 450.3 479.8 497.4 519.4 96.3
S.D. 25.9 26.1 26.1 28.2 29.3 29.3 9.2
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Appendix 8 - 2 Study No. : SR24018

Body weight Period : Administration Day 1-28

Sex : Male Dose : TPGME 100 mg/kg Unit: g Species : Rat

/Day Body weight
Animal No. 1 4 7 14 21 28 gain

10201 409 422 434 464 486 507 98
10202 392 403 422 451 481 503 111
10203 413 422 439 464 492 517 104
10204 427 438 449 476 490 502 75
10205 441 457 472 496 518 534 93
10206 466 489 508 557 583 625 159
10207 472 486 505 539 560 588 116
10208 420 427 447 467 482 503 83
10209 371 387 401 430 451 472 101
10210 444 458 477 507 522 550 106
10211 423 428 437 466 483 502 79
10212 408 420 441 462 478 494 86
n 12 12 12 12 12 12 12
Mean 423.8 436.4 452.7 481.6 502.2 524.8 100.9
S.D. 28.9 30.9 321 36.8 375 43.5 224

- S9% -
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Appendix 8 - 3 Study No. : SR24018

Body weight Period : Administration Day 1-28
Sex : Male Dose : TPGME 300 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 1 4 7 14 21 28 gain
10301 406 419 437 465 491 509 103
10302 443 451 468 497 516 538 95
10303 427 444 463 495 509 525 98
10304 403 416 425 451 468 493 90
10305 367 385 394 422 450 464 97
10306 456 478 501 544 567 580 124
10307 467 489 523 554 580 606 139
10308 458 469 494 528 533 566 108
10309 418 431 447 475 491 510 92
10310 395 401 416 441 465 495 100
10311 417 430 447 472 492 513 96
10312 392 432 457 482 509 537 145
n 12 12 12 12 12 12 12
Mean 420.8 4371 456.0 485.5 505.9 528.0 107.3
S.D. 30.5 30.9 37.0 40.5 39.3 40.2 18.5




Appendix 8 - 4 Study No. : SR24018

Body weight Period : Administration Day 1-28

Sex : Male Dose : TPGME 1000 mg/kg Unit: g Species : Rat

/Day Body weight
Animal No. 1 4 7 14 21 28 gain

10401 416 425 451 473 490 526 110
10402 452 470 490 522 544 557 105
10403 397 410 425 444 459 486 89
10404 430 442 463 500 519 546 116
10405 417 430 452 487 501 522 105
10406 393 408 423 452 480 503 110
10407 436 450 469 513 542 575 139
10408 404 421 434 465 495 525 121
10409 400 411 432 457 476 496 96
10410 418 431 445 482 501 515 97
10411 386 401 414 443 463 485 99
10412 482 500 517 556 583 618 136
n 12 12 12 12 12 12 12
Mean 419.3 433.3 451.3 482.8 504.4 529.5 110.3
S.D. 275 28.8 29.9 34.7 36.8 39.2 15.5

- L9 -



- 891 -

Appendix 8 - 5 Study No. : SR24018
Body weight Period : Administration Day 1-14

Sex : Female Dose : TPGME 0 mg/kg Unit: g Species : Rat

/Day Body weight
Animal No. 1 4 7 14 gain

50151 289 294 299 301 12
50152 291 286 301 307 16
50153 267 261 277 287 20
50154 269 283 280 307 38
50155 274 274 281 278 4
50156 267 273 281 281 14
50157 275 281 285 290 15
50158 306 309 331 345 39
50159 277 279 279 297 20
50160 263 262 258 276 13
50161 297 311 311 315 18
50162 255 256 261 264 9
n 12 12 12 12 12
Mean 277.5 280.8 287.0 295.7 18.2
S.D. 15.2 17.5 20.6 21.6 10.5
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Appendix 8 - 6 Study No. : SR24018
Body weight Period : Administration Day 1-14
Sex : Female Dose : TPGME 100 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 1 4 7 14 gain
50251 294 292 307 317 23
50252 274 275 292 305 31
50253 280 281 280 310 30
50254 281 285 293 297 16
50255 271 284 279 300 29
50256 254 262 259 281 27
50257 284 296 311 309 25
50258 288 305 306 312 24
50259 264 271 275 278 14
50260 265 266 277 295 30
50261 306 305 310 342 36
50262 296 303 310 315 19
n 12 12 12 12 12
Mean 279.8 285.4 291.6 305.1 253
S.D. 15.0 15.1 17.4 17.0 6.5
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Appendix 8 - 7 Study No. : SR24018
Body weight Period : Administration Day 1-14

Sex : Female Dose : TPGME 300 mg/kg Unit: g Species : Rat

/Day Body weight
Animal No. 1 4 7 14 gain

50351 279 283 285 306 27
50352 277 288 296 299 22
50353 289 292 294 293 4
50354 278 283 278 292 14
50355 256 255 251 252 -4
50356 253 260 275 273 20
50357 267 270 263 282 15
50358 284 310 317 334 50
50359 286 281 284 277 -9
50360 277 283 277 295 18
50361 247 251 249 267 20
50362 299 309 315 317 18
n 12 12 12 12 12
Mean 274.3 280.4 282.0 290.6 16.3
S.D. 15.7 18.9 21.7 224 15.2
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Appendix 8 - 8 Study No. : SR24018
Body weight Period : Administration Day 1-14
Sex : Female Dose : TPGME 1000 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 1 4 7 14 gain
50451 261 256 256 270 9
50452 287 292 284 292 5
50453 276 279 287 286 10
50454 274 272 266 289 15
50455 267 263 265 276 9
50456 274 271 285 287 13
50457 276 276 278 285 9
50458 274 271 270 280 6
50459 291 290 302 299 8
50460 245 258 271 279 34
50461 292 299 297 315 23
50462 298 305 314 309 11
n 12 12 12 12 12
Mean 276.3 277.7 281.3 288.9 12.7
S.D. 14.7 15.8 17.0 13.2 8.2
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Appendix 8 - 9 Study No. : SR24018
Body weight Period : Gestation Day 0-20
Sex : Female Dose : TPGME 0 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 0 7 14 20 gain
50151 315 357 389 459 144
50152 305 341 374 473 168
50153 280 329 371 468 188
50154 306 361 411 503 197
50155 303 349 386 468 165
50156 298 355 399 467 169
50157 312 352 399 490 178
50158 347 397 438 541 194
50159 299 346 392 502 203
50160 277 316 359 438 161
50161 332 391 442 534 202
50162 280 317 353 431 151
n 12 12 12 12 12
Mean 304.5 350.9 392.8 481.2 176.7
S.D. 20.8 25.0 27.8 34.2 20.0
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Appendix 8 - 10

Study No. : SR24018

Body weight Period : Gestation Day 0-20
Sex : Female Dose : TPGME 100 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 0 7 14 20 gain
50251 336 375 423 518 182
50252 304 355 392 513 209
50253 305 362 412 503 198
50254 310 359 401 488 178
50255 303 334 375 432 129
50256 281 320 361 451 170
50257 327 382 427 521 194
50258 315 360 411 491 176
50259 295 334 381 460 165
50260 300 342 374 432 132
50261 336 385 448 540 204
50262 334 382 435 528 194
n 12 12 12 12 12
Mean 312.2 357.5 403.3 489.8 177.6
S.D. 17.7 214 27.2 37.6 25.8
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Appendix 8 - 11

Study No. : SR24018

Body weight Period : Gestation Day 0-20

Sex : Female Dose : TPGME 300 mg/kg Unit: g Species : Rat

/Day Body weight
Animal No. 0 14 20 gain

50351 298 340 383 468 170
50352 309 346 389 489 180
50353 315 370 410 494 179
50354 300 339 379 488 188
50355 258 304 350 450 192
50356 277 318 357 448 171
50357 284 339 394 494 210
50358 333 389 426 492 159
50359 304 357 410 499 195
50360 300 355 406 519 219
50361 268 308 354 451 183
50362 334 387 438 538 204
n 12 12 12 12 12
Mean 298.3 346.0 391.3 485.8 187.5
S.D. 23.6 27.7 28.3 27.7 17.5




Appendix 8 - 12 Study No. : SR24018

Body weight Period : Gestation Day 0-20
Sex : Female Dose : TPGME 1000 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 0 7 14 20 gain

50451 274 307 355 446 172

50452 293 329 375 475 182

50453 301§ 342 % 348 § 323 § 22%

50454 283 334 379 464 181

50455 287 337 376 464 177

50456 285 345 399 497 212

50457 286 318 356 451 165

50458 290 330 366 454 164

50459 314 375 413 500 186

50460 282 339 389 475 193

50461 311 352 399 512 201

50462 316 354 394 493 177

n 11 11 11 11 11
Mean 292.8 338.2 381.9 475.5 182.7
S.D. 14.3 18.4 18.7 221 14.7

-SLY -

$ : Excepted data from calculation (non-pregnancy)
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Appendix 8 - 13

Study No. : SR24018

Body weight Period : Lactation Day 0-13
Sex : Female Dose : TPGME 0 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 0 4 7 13 gain
50151 366 407 382 383 17
50152 333 367 357 378 45
50153 351 385 391 393 42
50154 341 378 394 410 69
50155 365 398 385 403 38
50156 386 395 404 412 26
50157 374 386 375 387 13
50158 417 443 449 437 20
50159 378 380 382 383 5
50160 331 354 364 365 34
50161 408 438 425 439 31
50162 341 364 366 381 40
n 12 12 12 12 12
Mean 365.9 391.3 389.5 397.6 31.7
S.D. 28.2 274 26.3 23.2 17.2




S LLY -

Appendix 8 - 14

Study No. : SR24018

Body weight Period : Lactation Day 0-13
Sex : Female Dose : TPGME 100 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 0 4 7 13 gain
50251 388 423 419 430 42
50252 337 376 402 406 69
50253 364 414 416 409 45
50254 346 388 414 426 80
50255 363 389 382 393 30
50256 328 372 370 370 42
50257 382 404 412 413 31
50258 408 422 424 425 17
50259 330 392 401 404 74
50260 376 378 390 398 22
50261 414 434 429 426 12
50262 402 422 427 427 25
n 12 12 12 12 12
Mean 369.8 401.2 407.2 410.6 40.8
S.D. 30.2 214 18.6 17.9 22.7
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Appendix 8 - 15

Study No. : SR24018

Body weight Period : Lactation Day 0-13
Sex : Female Dose : TPGME 300 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 0 4 7 13 gain
50351 362 396 402 402 40
50352 377 408 407 404 27
50353 394 422 414 404 10
50354 354 394 403 416 62
50355 328 372 376 365 37
50356 336 380 373 333 -3
50357 385 408 405 400 15
50358 415 421 426 433 18
50359 382 410 426 425 43
50360 373 414 423 419 46
50361 333 374 367 367 34
50362 402 427 441 452 50
n 12 12 12 12 12
Mean 370.1 402.2 405.3 401.7 31.6
S.D. 28.1 18.9 23.2 32.8 18.7
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Appendix 8 - 16

Study No. : SR24018

Body weight Period : Lactation Day 0-13

Sex : Female Dose : TPGME 1000 mg/kg Unit: g Species : Rat

/Day Body weight
Animal No. 0 13 gain

50451 328 369 366 382 54
50452 346 386 395 413 67
50454 335 380 382 399 64
50455 356 393 398 397 41
50456 379 406 410 408 29
50457 333 356 373 391 58
50458 340 389 388 392 52
50459 383 408 407 410 27
50460 357 397 401 399 42
50461 382 420 413 422 40
50462 374 399 422 442 68
n 11 11 11 11 11
Mean 355.7 391.2 395.9 405.0 49.3
S.D. 20.9 18.2 17.3 16.7 14.5




Appendix 8 - 17 Study No. : SR24018

Body weight Period : Administration Day 1-28
Sex : Female (satellite) Dose : TPGME 0 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 1 4 7 14 21 28 gain
50551 267 279 281 290 299 307 40
50552 258 254 271 269 282 285 27
50553 288 284 297 303 316 315 27
50554 301 305 305 331 349 352 51
50555 260 268 271 268 289 298 38
50556 290 292 289 299 316 322 32
50557 257 266 272 269 277 287 30
50558 267 273 275 279 297 297 30
50559 296 303 312 333 347 349 53
50560 275 277 279 296 302 307 32
n 10 10 10 10 10 10 10
Mean 275.9 280.1 285.2 293.7 307.4 311.9 36.0
S.D. 16.6 16.3 14.9 24.0 24.9 23.3 94

- 087 -
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Appendix 8 - 18 Study No. : SR24018

Body weight Period : Administration Day 1-28

Sex : Female (satellite) Dose : TPGME 1000 mg/kg Unit: g Species : Rat

/Day Body weight
Animal No. 1 4 7 14 21 28 gain

50651 286 284 296 300 303 303 17
50652 277 278 284 287 302 316 39
50653 262 261 263 281 290 290 28
50654 272 270 285 296 306 311 39
50655 262 278 284 290 288 307 45
50656 283 279 293 309 311 312 29
50657 257 268 281 285 281 303 46
50658 251 260 264 264 268 276 25
50659 297 300 298 312 330 331 34
50660 270 273 290 292 299 301 31
n 10 10 10 10 10 10 10
Mean 271.7 275.1 283.8 291.6 297.8 305.0 33.3
S.D. 14.3 11.7 12.1 13.9 17.2 14.8 9.1
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Appendix 8 - 19

Study No. : SR24018

Body weight Period : Recovery Day 1-14
Sex : Male Dose : TPGME 0 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 1 14 gain
10102 546 573 594 48
10103 490 509 520 30
10109 507 533 547 40
10110 501 520 539 38
10112 554 580 601 47
n 5 5 5 5
Mean 519.6 543.0 560.2 40.6
S.D. 28.6 31.8 355 7.3
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Appendix 8 - 20

Study No. : SR24018

Body weight Period : Recovery Day 1-14

Sex : Male Dose : TPGME 1000 mg/kg Unit: g Species : Rat

/Day Body weight
Animal No. 1 14 gain

10402 559 586 612 53
10404 550 572 600 50
10405 526 548 567 41
10406 505 526 547 42
10409 495 505 532 37
n 5 5 5 5
Mean 527.0 547.4 571.6 44.6
S.D. 27.7 33.0 34.0 6.7
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Appendix 8 - 21

Study No. : SR24018

Body weight Period : Recovery Day 1-14

Sex : Female (satellite) Dose : TPGME 0 mg/kg Unit: g Species : Rat

/Day Body weight
Animal No. 1 7 14 gain

50556 324 316 322 -2
50557 282 298 312 30
50558 299 307 316 17
50559 349 362 382 33
50560 309 315 330 21
n 5 5 5 5
Mean 312.6 319.6 3324 19.8
S.D. 254 24.8 28.5 13.8
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Appendix 8 - 22

Study No. : SR24018

Body weight Period : Recovery Day 1-14

Sex : Female (satellite) Dose : TPGME 1000 mg/kg Unit: g Species : Rat

/Day Body weight
Animal No. 1 7 14 gain

50656 324 345 358 34
50657 291 327 346 55
50658 276 288 298 22
50659 332 345 373 41
50660 308 323 340 32
n 5 5 5 5
Mean 306.2 325.6 343.0 36.8
S.D. 23.1 23.3 28.1 12.2




Appendix 9 - 1 Study No. : SR24018

Food consumption Period : Administration Day 1-28
Sex : Male Dose : TPGME 0 mg/kg Unit: g Species : Rat
/Day
Animal No. 4 7 14 28

10101 24.9 24.6 255 27.4

10102 28.7 29.1 30.0 28.9

10103 29.6 29.9 29.5 29.2

10104 30.5 31.6 31.2 31.2

10105 28.1 26.6 27.8 29.9

10106 33.8 31.1 321 32.6

10107 31.8 32.2 317 317

10108 28.3 28.0 29.1 30.2

10109 28.6 28.3 27.9 27.8

10110 25.6 26.1 27.6 271

10111 314 28.9 30.0 315

10112 32.1 30.2 31.8 30.3

n 12 12 12 12
Mean 29.45 28.88 29.52 29.82
S.D. 2.63 2.31 2.03 1.78
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Appendix 9 - 2 Study No. : SR24018

Food consumption Period : Administration Day 1-28
Sex : Male Dose : TPGME 100 mg/kg Unit: g Species : Rat
/Day
Animal No. 4 7 14 28

10201 28.0 27.9 28.0 28.3

10202 26.2 26.6 27.2 27.7

10203 27.2 28.4 27.0 29.5

10204 28.9 27.8 28.1 28.2

10205 30.6 32.0 30.3 30.2

10206 34.1 34.9 36.2 37.3

10207 321 32.2 32.7 34.2

10208 324 317 29.4 314

10209 28.3 28.3 29.2 28.7

10210 32.2 31.1 30.3 327

10211 27.7 26.5 26.7 28.7

10212 30.8 29.7 29.8 30.3

n 12 12 12 12
Mean 29.88 29.76 29.58 30.60
S.D. 2.49 2.61 2.70 2.88
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Appendix 9 - 3 Study No. : SR24018

Food consumption Period : Administration Day 1-28
Sex : Male Dose : TPGME 300 mg/kg Unit: g Species : Rat
/Day
Animal No. 4 7 14 28

10301 28.9 30.7 29.3 28.8

10302 29.0 28.5 29.1 29.7

10303 28.7 29.7 29.6 28.6

10304 27.8 25.7 27.3 28.7

10305 255 255 26.1 26.4

10306 33.2 33.4 35.0 327

10307 321 33.3 321 33.3

10308 30.3 321 31.8 323

10309 28.3 29.4 31.0 30.3

10310 29.0 28.0 28.5 31.9

10311 32.8 33.4 324 36.0

10312 33.2 32.6 30.5 32.7

n 12 12 12 12
Mean 29.90 30.19 30.23 30.95
S.D. 244 2.87 244 2.66
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Appendix 9 - 4 Study No. : SR24018

Food consumption Period : Administration Day 1-28
Sex : Male Dose : TPGME 1000 mg/kg Unit: g Species : Rat
/Day
Animal No. 4 7 14 28

10401 23.2 26.3 27.3 29.9

10402 29.6 30.2 30.4 28.6

10403 27.8 28.3 28.8 31.2

10404 27.9 29.1 29.6 30.6

10405 29.8 30.8 31.2 30.2

10406 24.6 26.1 27.0 27.5

10407 26.2 29.2 29.9 33.3

10408 26.0 25.9 26.0 28.8

10409 25.6 28.7 28.9 29.9

10410 26.0 27.7 29.1 28.5

10411 25.4 27.5 28.7 30.0

10412 32.7 32.6 33.2 36.3

n 12 12 12 12
Mean 27.07 28.53 29.18 30.40
S.D. 2.63 2.02 1.94 2.38
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Appendix 9 - 5 Study No. : SR24018

Food consumption Period : Administration Day 1-14
Sex : Female Dose : TPGME 0 mg/kg Unit: g Species : Rat
/Day
Animal No. 4 7 14

50151 20.4 20.9 21.4

50152 20.6 22.2 20.8

50153 191 23.6 21.8

50154 20.9 23.0 23.7

50155 19.4 21.0 215

50156 211 211 21.2

50157 21.8 20.6 22.0

50158 24.2 26.6 24.6

50159 20.7 21.2 221

50160 17.9 18.3 19.7

50161 24.6 223 23.7

50162 18.6 19.1 20.1

n 12 12 12
Mean 20.78 21.66 21.88
S.D. 2.03 2.16 1.48
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Appendix 9 - 6 Study No. : SR24018

Food consumption Period : Administration Day 1-14
Sex : Female Dose : TPGME 100 mg/kg Unit: g Species : Rat
/Day
Animal No. 4 7 14

50251 20.4 243 22.9

50252 20.9 23.3 21.7

50253 213 23.2 25.6

50254 21.9 20.6 215

50255 20.5 20.1 21.8

50256 20.2 19.6 21.7

50257 25.2 23.4 245

50258 22.0 18.0 20.5

50259 19.0 20.0 20.3

50260 19.3 213 21.4

50261 22.4 255 28.1

50262 21.3 22.8 22.7

n 12 12 12
Mean 21.20 21.84 22.73
S.D. 1.63 2.23 2.28
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Appendix 9 - 7 Study No. : SR24018

Food consumption Period : Administration Day 1-14
Sex : Female Dose : TPGME 300 mg/kg Unit: g Species : Rat
/Day
Animal No. 4 7 14

50351 20.8 21.0 22.8

50352 20.8 21.4 215

50353 19.2 19.7 20.9

50354 191 20.3 21.9

50355 18.9 18.0 19.7

50356 19.5 20.6 19.0

50357 20.4 20.7 21.7

50358 247 21.2 24.6

50359 18.2 17.3 17.6

50360 215 20.0 22.4

50361 17.4 19.5 19.8

50362 22.0 22.4 23.9

n 12 12 12
Mean 20.21 20.18 21.32
S.D. 1.96 1.43 2.04




Appendix 9 - 8 Study No. : SR24018

Food consumption Period : Administration Day 1-14
Sex : Female Dose : TPGME 1000 mg/kg Unit: g Species : Rat
/Day
Animal No. 4 7 14

50451 17.9 17.8 20.6

50452 18.3 171 17.6

50453 19.0 20.6 20.8

50454 17.8 18.1 213

50455 17.9 19.6 19.4

50456 17.5 21.8 19.0

50457 16.1 18.6 19.2

50458 17.4 18.5 19.9

50459 18.6 19.7 20.5

50460 20.4 20.0 20.0

50461 18.9 19.7 21.4

50462 19.7 19.3 19.1

n 12 12 12
Mean 18.29 19.23 19.90
S.D. 1.13 1.29 1.10
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Appendix 9 - 9 Study No. : SR24018

Food consumption Period : Gestation Day 0-20
Sex : Female Dose : TPGME 0 mg/kg Unit: g Species : Rat
/Day
Animal No. 7 14 20

50151 27.2 27.5 25.4

50152 247 25.9 26.1

50153 26.8 29.5 29.9

50154 30.3 34.0 31.6

50155 30.5 324 30.4

50156 30.1 34.4 27.6

50157 29.2 32.0 31.1

50158 29.7 31.0 324

50159 28.3 33.0 33.8

50160 24.0 26.2 255

50161 30.3 34.1 30.7

50162 24.6 26.3 28.6

n 12 12 12
Mean 27.98 30.53 29.43
S.D. 245 3.30 2.78
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Appendix 9 - 10 Study No. : SR24018

Food consumption Period : Gestation Day 0-20
Sex : Female Dose : TPGME 100 mg/kg Unit: g Species : Rat
/Day
Animal No. 7 14 20

50251 271 33.1 30.3

50252 26.8 28.0 30.9

50253 313 33.7 32.0

50254 26.5 28.5 27.2

50255 25.4 27.7 26.2

50256 26.5 28.8 28.8

50257 30.5 33.2 314

50258 27.0 30.6 30.0

50259 27.0 30.8 29.3

50260 26.5 29.0 27.9

50261 33.3 35.9 31.0

50262 30.7 36.3 32.3

n 12 12 12
Mean 28.22 31.30 29.78
S.D. 2.52 3.06 1.93
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Appendix 9 - 11 Study No. : SR24018

Food consumption Period : Gestation Day 0-20
Sex : Female Dose : TPGME 300 mg/kg Unit: g Species : Rat
/Day
Animal No. 7 14 20

50351 26.4 27.5 27.5

50352 24.8 28.8 29.4

50353 30.4 32.8 29.3

50354 27.2 28.2 321

50355 243 271 28.5

50356 24.9 25.7 26.6

50357 29.0 33.1 31.9

50358 31.6 33.2 31.0

50359 29.0 33.0 30.2

50360 30.5 313 315

50361 24.4 26.9 271

50362 30.8 34.0 33.1

n 12 12 12
Mean 27.78 30.13 29.85
S.D. 2.76 3.04 2.13
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Appendix 9 - 12 Study No. : SR24018

Food consumption Period : Gestation Day 0-20
Sex : Female Dose : TPGME 1000 mg/kg Unit: g Species : Rat
/Day
Animal No. 7 14 20

50451 24.8 27.3 27.2

50452 21.9 26.1 29.1

50453 26.6 $ 257 $ 16.9 $

50454 26.3 28.6 26.4

50455 26.9 29.2 29.7

50456 27.6 30.2 30.0

50457 22.8 243 25.7

50458 28.1 27.2 26.1

50459 30.4 325 31.2

50460 28.9 31.2 30.5

50461 24.8 28.6 32.2

50462 24.5 27.5 28.8

n 11 11 11
Mean 26.09 28.43 28.81
S.D. 2.60 2.33 2.19

$ : Excepted data from calculation (non-pregnancy)



Appendix 9 - 13 Study No. : SR24018
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Food consumption Period : Lactation Day 0-13
Sex : Female Dose : TPGME 0 mg/kg Unit: g Species : Rat
/Day
Animal No. 4 7 13
50151 40.8 50.9 59.3
50152 36.3 45.2 60.1
50153 39.5 52.8 61.3
50154 32.7 53.6 62.9
50155 37.8 41.7 56.3
50156 31.9 39.9 50.6
50157 35.2 451 59.3
50158 35.4 51.9 50.1
50159 35.5 441 56.4
50160 29.2 44 .4 53.1
50161 39.7 471 60.0
50162 41.4 45.3 57.5
n 12 12 12
Mean 36.28 46.83 57.24
S.D. 3.76 4.47 4.12
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Appendix 9 - 14 Study No. : SR24018

Food consumption Period : Lactation Day 0-13
Sex : Female Dose : TPGME 100 mg/kg Unit: g Species : Rat
/Day
Animal No. 4 7 13

50251 38.9 411 55.6

50252 36.4 50.7 59.2

50253 41.6 53.3 60.5

50254 38.9 50.5 62.1

50255 38.7 47.7 56.9

50256 38.3 50.7 58.9

50257 317 43.8 59.3

50258 371 471 58.4

50259 44.8 54.9 62.9

50260 32.6 42.6 51.2

50261 35.4 46.3 57.9

50262 31.6 45.2 60.7

n 12 12 12
Mean 37.17 47.83 58.63
S.D. 3.97 4.29 3.12




Appendix 9 - 15 Study No. : SR24018

Food consumption Period : Lactation Day 0-13
Sex : Female Dose : TPGME 300 mg/kg Unit: g Species : Rat
/Day
Animal No. 4 7 13

50351 40.3 49.3 58.5

50352 36.2 42.0 55.1

50353 36.5 43.2 56.2

50354 45.2 52.6 61.6

50355 42.6 47.2 57.6

50356 39.5 49.5 51.5

50357 46.1 50.3 62.8

50358 37.0 49.5 61.9

50359 36.0 48.9 61.4

50360 42.2 49.7 56.6

50361 38.3 43.2 53.2

50362 32.5 42.9 58.4

n 12 12 12
Mean 39.37 47.36 57.90
S.D. 4.07 3.57 3.59

- 00§ -
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Appendix 9 - 16 Study No. : SR24018

Food consumption Period : Lactation Day 0-13
Sex : Female Dose : TPGME 1000 mg/kg Unit: g Species : Rat
/Day
Animal No. 4 7 13
50451 39.0 44.6 58.4
50452 37.4 50.7 60.9
50454 40.9 47.9 56.1
50455 35.8 46.7 57.1
50456 39.0 44 .4 53.5
50457 39.1 44.6 54.8
50458 40.9 46.7 53.0
50459 35.5 46.3 61.3
50460 41.5 52.0 62.6
50461 39.7 50.3 58.4
50462 38.4 54.0 64.1
n 11 11 11
Mean 38.84 48.02 58.20
S.D. 1.98 3.27 3.71
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Appendix 9 - 17 Study No. : SR24018

Food consumption Period : Administration Day 1-28
Sex : Female (satellite) Dose : TPGME 0 mg/kg Unit: g Species : Rat
/Day
Animal No. 4 7 14 21 28
50551 21.8 19.7 20.9 21.6 213
50552 18.7 20.1 17.8 19.4 19.4
50553 20.9 223 215 22.2 22.7
50554 24.0 24.2 25.6 26.5 253
50555 17.0 17.9 18.2 20.0 19.3
50556 223 20.7 22.6 225 21.9
50557 215 20.1 19.2 19.7 20.1
50558 17.8 18.5 18.6 18.8 17.5
50559 23.3 24.8 245 23.8 22.8
50560 21.7 22.8 23.6 22.3 22.3
n 10 10 10 10 10
Mean 20.90 21.11 21.25 21.68 21.26
S.D. 2.33 2.33 2.78 2.34 2.24
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Appendix 9 - 18 Study No. : SR24018

Food consumption Period : Administration Day 1-28
Sex : Female (satellite) Dose : TPGME 1000 mg/kg Unit: g Species : Rat
/Day
Animal No. 4 7 14 21 28

50651 20.1 21.8 20.3 18.8 20.5

50652 19.4 19.2 21.2 215 22.4

50653 19.5 19.9 22.7 215 20.6

50654 20.1 22.0 213 213 24.0

50655 19.8 19.0 19.6 19.9 22.0

50656 223 24.6 241 223 243

50657 18.7 17.7 19.0 191 21.2

50658 17.8 18.0 191 18.4 19.0

50659 19.7 19.5 223 20.9 20.4

50660 18.7 22.3 20.1 20.0 22.2

n 10 10 10 10 10
Mean 19.61 20.40 20.97 20.37 21.66
S.D. 1.19 2.19 1.67 1.32 1.66
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Appendix 9 - 19 Study No. : SR24018

Food consumption Period : Recovery Day 1-14
Sex : Male Dose : TPGME 0 mg/kg Unit: g Species : Rat
/Day
Animal No. 7 14

10102 311 30.1

10103 28.6 27.3

10109 29.2 29.2

10110 27.3 271

10112 32.5 31.2

n 5 5
Mean 29.74 28.98
S.D. 2.06 1.77
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Appendix 9 - 20 Study No. : SR24018

Food consumption Period : Recovery Day 1-14
Sex : Male Dose : TPGME 1000 mg/kg Unit: g Species : Rat
/Day
Animal No. 7 14

10402 30.9 325

10404 30.6 31.7

10405 325 321

10406 28.5 29.8

10409 30.2 32.8

n 5 5
Mean 30.54 31.78
S.D. 1.44 1.18
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Appendix 9 - 21 Study No. : SR24018

Food consumption Period : Recovery Day 1-14
Sex : Female (satellite) Dose : TPGME 0 mg/kg Unit: g Species : Rat
/Day
Animal No. 7 14
50556 22.0 214
50557 21.2 22.0
50558 19.1 19.8
50559 23.6 23.6
50560 23.8 251
n 5 5
Mean 21.94 22.38
S.D. 1.93 2.04
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Appendix 9 - 22 Study No. : SR24018

Food consumption Period : Recovery Day 1-14
Sex : Female (satellite) Dose : TPGME 1000 mg/kg Unit: g Species : Rat
/Day
Animal No. 7 14
50656 35.2 255
50657 24.8 251
50658 19.8 20.5
50659 24.8 25.6
50660 23.9 23.0
n 5 5
Mean 25.70 23.94
S.D. 5.70 2.19
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Appendix 10 - 1 Study No. : SR24018

Urinary findings Stage : Week 4
Sex : Male Dose : TPGME 0 mg/kg Species : Rat
pH Protein Glucose Ketone body  Urobilinogen Bilirubin Occult blood Color
Animal No. EU/dL
10102 8.5 + - - 0.1 - - A
10103 8.5 + - - 0.1 - - A
10109 8.5 + - - 0.1 - - A
10110 8.5 + - - 0.1 - - A
10112 8.5 + - - 0.1 - - A
n 5 5 5 5 5 5 5 5

Color) A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white
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Appendix 10 - 2

Study No. : SR24018

Urinary findings Stage : Week 4
Sex : Male Dose : TPGME 0 mg/kg Species : Rat

Urine volume

Animal No. mL/21hr
10102 12.0
10103 12.0
10109 16.0
10110 12.5
10112 9.0

n 5
Mean 12.30
S.D. 2.49
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Appendix 10 - 3 Study No. : SR24018

Urinary findings Stage : Week 4
Sex : Male Dose : TPGME 0 mg/kg Species : Rat

Specific gravity RBC WBC Squamous Urothelium Tubular Cast
epithelium
Animal No.

10102
10103
10109
10110
10112

ajoo o b~ b O
'
'
'

n

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021 ~1.030,3;1.031~1.040,4;1.041~1.050,5;1.050 <
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Appendix 10 - 4

Urinary findings

Stage : Week 4

Study No. : SR24018

Sex : Male Dose : TPGME 100 mg/kg Species : Rat
pH Protein Glucose Ketone body  Urobilinogen Bilirubin Occult blood Color
Animal No. EU/dL
10202 8.5 + - 0.1 - A
10204 8.5 + - 0.1 - A
10205 8.5 + - 0.1 - A
10207 8.5 + - 0.1 - A
10212 8.5 2+ - 0.1 - A
n 5 5 5 5 5 5

Color) A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white
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Appendix 10 - 5

Study No. : SR24018

Urinary findings Stage : Week 4
Sex : Male Dose : TPGME 100 mg/kg Species : Rat

Urine volume

Animal No. mL/21hr
10202 18.0
10204 13.5
10205 22.0
10207 15.5
10212 15.5

n 5
Mean 16.90
S.D. 3.27
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Appendix 10 - 6 Study No. : SR24018

Urinary findings Stage : Week 4
Sex : Male Dose : TPGME 100 mg/kg Species : Rat

Specific gravity RBC WBC Squamous Urothelium Tubular Cast
epithelium
Animal No.

10202
10204
10205
10207
10212

(20 B SN S, IE S S
'
'
'

n

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021 ~1.030,3;1.031~1.040,4;1.041~1.050,5;1.050 <
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Appendix 10 - 7 Study No. : SR24018

Urinary findings Stage : Week 4
Sex : Male Dose : TPGME 300 mg/kg Species : Rat
pH Protein Glucose Ketone body  Urobilinogen Bilirubin Occult blood Color
Animal No. EU/dL
10301 8.5 + - - 0.1 - - A
10302 8.5 + - - 0.1 - - A
10304 8.5 + - - 0.1 - - A
10306 8.0 + - - 0.1 - - A
10309 8.5 + - - 0.1 - - A
n 5 5 5 5 5 5 5 5

Color) A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white
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Appendix 10 - 8

Study No. : SR24018

Urinary findings Stage : Week 4
Sex : Male Dose : TPGME 300 mg/kg Species : Rat

Urine volume

Animal No. mL/21hr
10301 11.0
10302 12.0
10304 15.5
10306 23.5
10309 12.5

n 5
Mean 14.90
S.D. 5.09
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Appendix 10 - 9 Study No. : SR24018

Urinary findings Stage : Week 4
Sex : Male Dose : TPGME 300 mg/kg Species : Rat

Specific gravity RBC WBC Squamous Urothelium Tubular Cast
epithelium
Animal No.

10301
10302
10304
10306
10309

ajorw H> oo,
'
'
'
'
'
'

n

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021 ~1.030,3;1.031~1.040,4;1.041~1.050,5;1.050 <
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Appendix 10 - 10 Study No. : SR24018

Urinary findings Stage : Week 4
Sex : Male Dose : TPGME 1000 mg/kg Species : Rat
pH Protein Glucose Ketone body  Urobilinogen Bilirubin Occult blood Color
Animal No. EU/dL
10402 8.5 2+ - - 0.1 - - A
10404 8.5 + - - 0.1 - - A
10405 8.5 2+ - - 0.1 - - A
10406 8.5 + - - 0.1 - - A
10409 8.5 + - - 0.1 - - A
n 5 5 5 5 5 5 5 5

Color) A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white
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Appendix 10 - 11

Study No. : SR24018

Urinary findings Stage : Week 4
Sex : Male Dose : TPGME 1000 mg/kg Species : Rat

Urine volume

Animal No. mL/21hr
10402 15.5
10404 10.5
10405 11.0
10406 14.0
10409 10.0

n 5
Mean 12.20
S.D. 2.41
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Appendix 10 - 12 Study No. : SR24018

Urinary findings Stage : Week 4
Sex : Male Dose : TPGME 1000 mg/kg Species : Rat
Specific gravity RBC WBC Squamous Urothelium Tubular Cast

epithelium

Animal No.
10402
10404
10405
10406
10409

n

'
'
[ -
'
[
'

ajor oo o b
'
'

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021 ~1.030,3;1.031~1.040,4;1.041~1.050,5;1.050 <
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Appendix 10 - 13 Study No. : SR24018

Urinary findings Stage : Week 4
Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat
pH Protein Glucose Ketone body  Urobilinogen Bilirubin Occult blood Color
Animal No. EU/dL
50556 8.0 2+ - - 0.1 - - A
50557 8.5 + - - 0.1 - - A
50558 8.5 - - - 0.1 - - A
50559 8.5 + - - 0.1 - - A
50560 8.5 + - - 0.1 - + A
n 5 5 5 5 5 5 5 5

Color) A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white
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Appendix 10 - 14

Study No. : SR24018

Urinary findings Stage : Week 4

Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat

Urine volume
Animal No. mL/21hr

50556 10.0
50557 12.5
50558 12.0
50559 12.5
50560 16.0
n 5
Mean 12.60
S.D. 2.16
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Appendix 10 - 15 Study No. : SR24018

Urinary findings Stage : Week 4
Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat
Specific gravity RBC WBC Squamous Urothelium Tubular Cast
epithelium
Animal No.
50556 5 - - - - - -
50557 4 - - - - - -
50558 3 - - - - - -
50559 4 - - - - - -
50560 3 - - - - - -
n 5 5 5 5 5 5 5

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021 ~1.030,3;1.031~1.040,4;1.041~1.050,5;1.050 <
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Appendix 10 - 16 Study No. : SR24018

Urinary findings Stage : Week 4
Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat
pH Protein Glucose Ketone body  Urobilinogen Bilirubin Occult blood Color
Animal No. EU/dL
50656 8.5 + - - 0.1 - - A
50657 8.5 + - - 0.1 - - A
50658 7.0 2+ - - 0.1 - - A
50659 8.5 + - - 0.1 - - A
50660 8.5 + - - 0.1 - - A
n 5 5 5 5 5 5 5 5

Color) A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white
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Appendix 10 - 17

Study No. : SR24018

Urinary findings Stage : Week 4

Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat

Urine volume
Animal No. mL/21hr

50656 16.0
50657 10.5
50658 14.5
50659 8.0
50660 14.0
n 5
Mean 12.60
S.D. 3.27
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Appendix 10 - 18 Study No. : SR24018

Urinary findings Stage : Week 4
Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat
Specific gravity RBC WBC Squamous Urothelium Tubular Cast
epithelium
Animal No.
50656 4 - - - - - -
50657 4 - - - - - -
50658 4 - - - - - -
50659 5 - - - - - -
50660 4 - - - - - -
n 5 5 5 5 5 5 5

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021 ~1.030,3;1.031~1.040,4;1.041~1.050,5;1.050 <
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Appendix 10 - 19

Urinary findings

Stage : Recovery Week 2

Study No. : SR24018

Sex : Male Dose : TPGME 0 mg/kg Species : Rat
pH Protein Glucose Ketone body  Urobilinogen Bilirubin Occult blood Color
Animal No. EU/dL
10102 8.5 + - - 0.1 - - A
10103 8.5 + - - 0.1 - - A
10109 8.5 + - - 0.1 - - A
10110 8.5 2+ - - 0.1 - - A
10112 8.5 + - - 0.1 - - A
n 5 5 5 5 5 5 5 5

Color) A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white
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Appendix 10 - 20

Study No. : SR24018

Urinary findings Stage : Recovery Week 2
Sex : Male Dose : TPGME 0 mg/kg Species : Rat

Urine volume

Animal No. mL/21hr
10102 8.5
10103 12.0
10109 17.0
10110 10.0
10112 9.5

n 5
Mean 11.40
S.D. 3.38
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Appendix 10 - 21 Study No. : SR24018

Urinary findings Stage : Recovery Week 2
Sex : Male Dose : TPGME 0 mg/kg Species : Rat
Specific gravity RBC WBC Squamous Urothelium Tubular Cast
epithelium
Animal No.
10102 5 - - - - - -
10103 4 - - - - - -
10109 4 - - - - - -
10110 5 - - - - - -
10112 5 - - - - - -
n 5 5 5 5 5 5 5

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021 ~1.030,3;1.031~1.040,4;1.041~1.050,5;1.050 <
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Appendix 10 - 22 Study No. : SR24018

Urinary findings Stage : Recovery Week 2
Sex : Male Dose : TPGME 1000 mg/kg Species : Rat
pH Protein Glucose Ketone body  Urobilinogen Bilirubin Occult blood Color
Animal No. EU/dL
10402 8.5 + - - 0.1 - - A
10404 8.5 + - - 0.1 - - A
10405 8.5 + - - 0.1 - - A
10406 8.5 + - - 0.1 - - A
10409 8.5 + - - 0.1 - + A
n 5 5 5 5 5 5 5 5

Color) A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white
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Appendix 10 - 23

Study No. : SR24018

Urinary findings Stage : Recovery Week 2
Sex : Male Dose : TPGME 1000 mg/kg Species : Rat

Urine volume

Animal No. mL/21hr
10402 23.0
10404 11.0
10405 12.0
10406 9.5
10409 12.0

n 5
Mean 13.50
S.D. 5.41
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Appendix 10 - 24 Study No. : SR24018

Urinary findings Stage : Recovery Week 2
Sex : Male Dose : TPGME 1000 mg/kg Species : Rat
Specific gravity RBC WBC Squamous Urothelium Tubular Cast
epithelium
Animal No.
10402 3 - - - - - -
10404 5 - - - - - -
10405 5 - - - - - -
10406 5 - - - - - -
10409 5 - - - - - -
n 5 5 5 5 5 5 5

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021 ~1.030,3;1.031~1.040,4;1.041~1.050,5;1.050 <
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Appendix 10 - 25 Study No. : SR24018

Urinary findings Stage : Recovery Week 2
Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat
pH Protein Glucose Ketone body  Urobilinogen Bilirubin Occult blood Color
Animal No. EU/dL
50556 8.5 + - - 0.1 - - A
50557 7.0 2+ - - 0.1 - - A
50558 8.5 + - - 0.1 - - A
50559 8.5 + - - 0.1 - - A
50560 8.5 2+ - - 0.1 - - A
n 5 5 5 5 5 5 5 5

Color) A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white
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Appendix 10 - 26

Study No. : SR24018

Urinary findings Stage : Recovery Week 2

Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat

Urine volume
Animal No. mL/21hr

50556 10.5
50557 11.0
50558 13.0
50559 17.5
50560 15.0
n 5
Mean 13.40
S.D. 2.90
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Appendix 10 - 27 Study No. : SR24018

Urinary findings Stage : Recovery Week 2
Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat
Specific gravity RBC WBC Squamous Urothelium Tubular Cast
epithelium
Animal No.
50556 4 - - - - - -
50557 4 - + - - - -
50558 3 - - - - - -
50559 3 - - - - - -
50560 4 - - - - - -
n 5 5 5 5 5 5 5

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021 ~1.030,3;1.031~1.040,4;1.041~1.050,5;1.050 <
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Appendix 10 - 28 Study No. : SR24018

Urinary findings Stage : Recovery Week 2
Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat
pH Protein Glucose Ketone body  Urobilinogen Bilirubin Occult blood Color
Animal No. EU/dL
50656 7.0 + - - 0.1 - - A
50657 7.0 + - - 0.1 - - A
50658 8.0 + - - 0.1 - - A
50659 8.5 + - - 0.1 - - A
50660 8.5 2+ - - 0.1 - - A
n 5 5 5 5 5 5 5 5

Color) A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white
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Appendix 10 - 29

Study No. : SR24018

Urinary findings Stage : Recovery Week 2
Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat

Urine volume

Animal No. mL/21hr
50656 8.5
50657 11.5
50658 19.5
50659 15.5
50660 13.0

n 5
Mean 13.60
S.D. 4.16
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Appendix 10 - 30 Study No. : SR24018

Urinary findings Stage : Recovery Week 2
Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat
Specific gravity RBC WBC Squamous Urothelium Tubular Cast
epithelium
Animal No.
50656 5 - - - - - -
50657 4 - - - - - -
50658 3 - - - - - -
50659 4 - - - - - -
50660 4 - - - - - -
n 5 5 5 5 5 5 5

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021 ~1.030,3;1.031~1.040,4;1.041~1.050,5;1.050 <
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Appendix 11 -1

Hematological findings

Stage : Day 29

Study No. : SR24018

Sex : Male Dose : TPGME 0 mg/kg Species : Rat
WBC RBC HGB HCT MCV MCH MCHC Platelet Reticulocyte Neutrophil Lymphocyte
Animal No. 10%/uL 10%/uL g/dL % fL pg g/dL 10%/uL % 10%/uL 10%/uL

10101 1241 905 16.4 47.8 52.8 18.1 343 99.1 3.31 20.2 98.4

10104 62.8 830 14.8 42.3 51.0 17.8 35.0 94.9 2.52 13.6 44.9

10105 79.9 941 15.8 47.4 50.4 16.8 33.3 118.8 2.13 13.4 61.6

10106 89.3 845 15.4 45.0 53.3 18.2 34.2 91.5 2.71 16.5 68.1

10107 774 881 15.5 44.7 50.7 17.6 34.7 94.6 2.89 10.1 61.8

n 5 5 5 5 5 5 5 5 5 5 5

Mean 86.70 880.4 15.58 45.44 51.64 17.70 34.30 99.78 2.712 14.76 66.96

S.D. 22.96 44.9 0.58 2.24 1.32 0.56 0.64 10.97 0.437 3.79 19.57

Monocyte Eosinophil Basophil PT APTT
Animal No. 10%/uL 10%/uL 10%/uL sec sec

10101 4.0 1.1 0.4 12.6 19.8
10104 34 0.8 0.1 131 17.1
10105 3.2 1.6 0.1 13.9 21.9
10106 3.5 1.0 0.2 12.7 19.9
10107 4.4 0.9 0.2 11.1 17.2
n 5 5 5 5 5
Mean 3.70 1.08 0.20 12.68 19.18
S.D. 0.49 0.31 0.12 1.02 2.03
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Appendix 11 - 2

Hematological findings

Stage : Day 29

Study No. : SR24018

Sex : Male Dose : TPGME 100 mg/kg Species : Rat
WBC RBC HGB HCT MCV MCH MCHC Platelet Reticulocyte Neutrophil Lymphocyte
Animal No. 10%/uL 10%/uL g/dL % fL pg g/dL 10%/uL % 10%/uL 10%/uL

10201 70.2 826 14.8 42.9 51.9 17.9 34.5 101.5 3.10 14.1 52.6

10203 87.6 845 14.7 42.9 50.8 17.4 34.3 86.6 2.72 7.3 76.2

10206 110.0 870 151 44.8 51.5 17.4 33.7 106.2 2.89 21.8 81.2

10208 58.3 866 15.5 45.0 52.0 17.9 34.4 109.0 2.75 8.1 46.4

10209 111.4 902 15.4 45.0 49.9 171 34.2 95.3 3.00 27.6 78.8

n 5 5 5 5 5 5 5 5 5 5 5

Mean 87.50 861.8 15.10 4412 51.22 17.54 34.22 99.72 2.892 15.78 67.04

S.D. 23.61 28.6 0.35 1.12 0.88 0.35 0.31 8.99 0.162 8.80 16.26

Monocyte Eosinophil Basophil PT APTT
Animal No. 10%/uL 10%/uL 10%/uL sec sec

10201 2.3 1.1 0.1 11.0 16.2
10203 3.0 0.9 0.2 124 17.9
10206 5.7 1.0 0.3 125 19.2
10208 3.0 0.7 0.1 134 19.5
10209 3.3 1.4 0.3 12.5 19.6
n 5 5 5 5 5
Mean 3.46 1.02 0.20 12.36 18.48
S.D. 1.30 0.26 0.10 0.86 1.44
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Appendix 11 - 3

Hematological findings

Stage : Day 29

Study No. : SR24018

Sex : Male Dose : TPGME 300 mg/kg Species : Rat
WBC RBC HGB HCT MCV MCH MCHC Platelet Reticulocyte Neutrophil Lymphocyte
Animal No. 10%/uL 10%/uL g/dL % fL pg g/dL 10%/uL % 10%/uL 10%/uL

10303 105.2 877 15.6 454 51.8 17.8 34.4 104.2 2.76 14.3 86.1

10305 94.1 880 15.5 45.8 52.0 17.6 33.8 107.5 3.27 18.9 70.0

10307 64.5 885 15.3 45.2 51.1 17.3 33.8 113.8 2.35 6.8 54.4

10308 93.5 847 15.3 44.2 52.2 18.1 34.6 106.1 2.83 18.4 69.1

10310 99.7 917 15.3 45.2 49.3 16.7 33.8 116.6 2.79 23.3 71.1

n 5 5 5 5 5 5 5 5 5 5 5

Mean 91.40 881.2 15.40 45.16 51.28 17.50 34.08 109.64 2.800 16.34 70.14

S.D. 15.77 24.9 0.14 0.59 1.18 0.53 0.39 5.30 0.326 6.21 11.23

Monocyte Eosinophil Basophil PT APTT
Animal No. 10%/uL 10%/uL 10%/uL sec sec

10303 35 1.0 0.3 11.6 19.6
10305 35 1.5 0.2 15.7 20.6
10307 2.7 0.6 0.0 111 19.9
10308 4.9 0.9 0.2 11.7 19.4
10310 4.2 0.9 0.2 11.7 19.4
n 5 5 5 5 5
Mean 3.76 0.98 0.18 12.36 19.78
S.D. 0.83 0.33 0.11 1.88 0.50
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Appendix 11 - 4

Hematological findings

Stage : Day 29

Study No. : SR24018

Sex : Male Dose : TPGME 1000 mg/kg Species : Rat
WBC RBC HGB HCT MCV MCH MCHC Platelet Reticulocyte Neutrophil Lymphocyte
Animal No. 10%/uL 10%/uL g/dL % fL pg g/dL 10%/uL % 10%/uL 10%/uL

10401 100.9 843 14.9 441 52.3 17.7 33.8 116.7 3.54 15.8 79.0

10403 100.7 867 15.4 45.2 52.1 17.8 34.1 106.2 3.05 18.9 771

10407 108.6 775 14.7 42.6 55.0 19.0 34.5 110.5 3.38 25.2 77.7

10408 76.7 809 14.6 425 525 18.0 34.4 118.4 3.02 12.2 59.9

10410 66.0 895 15.9 46.2 51.6 17.8 34.4 119.9 244 13.0 48.2

n 5 5 5 5 5 5 5 5 5 5 5

Mean 90.58 837.8 15.10 4412 52.70 18.06 34.24 114.34 3.086 17.02 68.38

S.D. 18.24 47.2 0.54 1.61 1.33 0.54 0.29 5.79 0.423 5.28 13.74

Monocyte Eosinophil Basophil PT APTT
Animal No. 10%/uL 10%/uL 10%/uL sec sec

10401 4.6 1.4 0.1 13.3 19.1
10403 3.8 0.7 0.2 10.8 16.8
10407 47 0.9 0.1 11.7 20.4
10408 3.5 1.0 0.1 11.0 19.6
10410 3.0 1.7 0.1 13.7 23.1
n 5 5 5 5 5
Mean 3.92 1.14 0.12 12.10 19.80
S.D. 0.73 0.40 0.04 1.33 2.28
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Appendix 11 - 5

Hematological findings

Stage : Day 14 after parturition

Study No. : SR24018

Sex : Female Dose : TPGME 0 mg/kg Species : Rat
WBC RBC HGB HCT MCV MCH MCHC Platelet Reticulocyte Neutrophil Lymphocyte
Animal No. 10%/uL 10%/uL g/dL % fL pg g/dL 10%/uL % 10%/uL 10%/uL

50152 83.1 712 14.4 40.7 57.2 20.2 354 105.6 5.22 239 54.4

50153 84.3 780 14.4 40.7 52.2 18.5 35.4 97.3 2.60 34.1 471

50158 67.1 746 13.8 39.8 53.4 18.5 347 111.2 2.62 23.6 39.5

50159 130.5 773 14.6 40.4 52.3 18.9 36.1 1214 2.55 70.8 56.7

50160 108.6 779 15.6 43.5 55.8 20.0 35.9 137.0 3.23 62.9 43.2

n 5 5 5 5 5 5 5 5 5 5 5

Mean 94.72 758.0 14.56 41.02 54.18 19.22 35.50 114.50 3.244 43.06 48.18

S.D. 24.90 29.2 0.65 1.43 2.23 0.82 0.54 15.33 1.139 22.30 7.29

Monocyte Eosinophil Basophil PT APTT
Animal No. 10%/uL 10%/uL 10%/uL sec sec

50152 4.2 0.5 0.1 9.3 16.3
50153 2.6 0.5 0.0 9.0 14.4
50158 3.3 0.7 0.0 9.4 15.7
50159 2.1 0.7 0.2 9.3 15.8
50160 1.6 0.7 0.2 8.9 15.7
n 5 5 5 5 5
Mean 2.76 0.62 0.10 9.18 15.58
S.D. 1.02 0.11 0.10 0.22 0.70
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Appendix 11 - 6

Hematological findings

Stage : Day 14 after parturition

Study No. : SR24018

Sex : Female Dose : TPGME 100 mg/kg Species : Rat
WBC RBC HGB HCT MCV MCH MCHC Platelet Reticulocyte Neutrophil Lymphocyte
Animal No. 10%/uL 10%/uL g/dL % fL pg g/dL 10%/uL % 10%/uL 10%/uL

50252 76.0 756 15.3 42.6 56.3 20.2 35.9 1071 4.07 271 45.6

50253 93.2 714 14.5 40.8 57.1 20.3 35.5 106.4 2.85 37.3 51.2

50256 81.9 810 15.0 42.2 52.1 18.5 35.5 119.7 2.07 34.0 45.6

50258 178.1 795 14.5 411 51.7 18.2 35.3 118.5 2.56 98.3 69.8

50261 108.4 709 13.9 38.7 54.6 19.6 35.9 116.6 3.06 47.7 56.3

n 5 5 5 5 5 5 5 5 5 5 5

Mean 107.52 756.8 14.64 41.08 54.36 19.36 35.62 113.66 2.922 48.88 53.70

S.D. 41.34 45.8 0.54 1.53 242 0.97 0.27 6.41 0.741 28.61 10.04

Monocyte Eosinophil Basophil PT APTT
Animal No. 10%/uL 10%/uL 10%/uL sec sec

50252 26 0.6 0.1 9.7 15.7
50253 3.9 0.7 0.1 9.3 14.0
50256 2.1 0.1 0.1 9.0 13.1
50258 7.8 1.8 0.4 9.3 14.8
50261 3.3 1.0 0.1 9.2 15.6
n 5 5 5 5 5
Mean 3.94 0.84 0.16 9.30 14.64
S.D. 2.26 0.63 0.13 0.25 1.10
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Appendix 11 -7

Hematological findings

Stage : Day 14 after parturition

Study No. : SR24018

Sex : Female Dose : TPGME 300 mg/kg Species : Rat
WBC RBC HGB HCT MCV MCH MCHC Platelet Reticulocyte Neutrophil Lymphocyte
Animal No. 10%/uL 10%/uL g/dL % fL pg g/dL 10%/uL % 10%/uL 10%/uL

50351 100.0 775 15.5 43.0 55.5 20.0 36.0 122.4 2.65 47.9 50.8

50354 87.9 782 15.3 42.7 54.6 19.6 35.8 106.2 3.62 42.3 43.2

50355 49.8 723 14.0 39.4 54.5 19.4 35.5 105.1 2.29 26.1 20.2

50357 724 775 14.6 40.2 51.9 18.8 36.3 90.6 2.05 25.3 40.0

50360 81.1 782 15.7 43.7 55.9 20.1 35.9 115.1 3.47 20.1 55.0

n 5 5 5 5 5 5 5 5 5 5 5

Mean 78.24 767.4 15.02 41.80 54.48 19.58 35.90 107.88 2.816 32.34 41.84

S.D. 18.83 25.1 0.70 1.88 1.56 0.52 0.29 11.96 0.701 12.04 13.48

Monocyte Eosinophil Basophil PT APTT
Animal No. 10%/uL 10%/uL 10%/uL sec sec

50351 1.0 0.2 0.1 9.3 15.9
50354 2.1 0.2 0.1 9.2 13.2
50355 2.7 0.7 0.1 9.3 14.3
50357 5.8 1.2 0.1 9.5 14.9
50360 4.9 1.0 0.1 9.3 15.6
n 5 5 5 5 5
Mean 3.30 0.66 0.10 9.32 14.78
S.D. 1.99 0.46 0.00 0.11 1.08
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Appendix 11 - 8

Hematological findings

Stage : Day 14 after parturition

Study No. : SR24018

Sex : Female Dose : TPGME 1000 mg/kg Species : Rat
WBC RBC HGB HCT MCV MCH MCHC Platelet Reticulocyte Neutrophil Lymphocyte
Animal No. 10%/uL 10%/uL g/dL % fL pg g/dL 10%/uL % 10%/uL 10%/uL

50451 103.6 785 15.1 42.5 54.1 19.2 35.5 98.1 2.95 35.6 62.9

50454 104.0 768 14.6 40.3 52.5 19.0 36.2 111.3 3.04 44.9 55.0

50456 134.0 789 14.6 41.3 52.3 18.5 35.4 116.8 2.45 51.8 74.2

50457 95.4 730 14.3 401 54.9 19.6 35.7 110.2 3.96 35.6 53.7

50458 64.5 755 15.5 42.8 56.7 20.5 36.2 104.6 4.39 23.7 36.1

n 5 5 5 5 5 5 5 5 5 5 5

Mean 100.30 765.4 14.82 41.40 54.10 19.36 35.80 108.20 3.358 38.32 56.38

S.D. 24.83 24.0 0.48 1.23 1.82 0.75 0.38 7.12 0.794 10.65 13.97

Monocyte Eosinophil Basophil PT APTT
Animal No. 10%/uL 10%/uL 10%/uL sec sec

50451 4.6 0.4 0.1 9.2 14.2
50454 29 1.1 0.1 9.0 12.7
50456 7.1 0.7 0.2 9.4 13.6
50457 5.0 1.0 0.1 9.3 14.8
50458 4.2 0.5 0.0 9.3 13.7
n 5 5 5 5 5
Mean 4.76 0.74 0.10 9.24 13.80
S.D. 1.53 0.30 0.07 0.15 0.78
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Appendix 11 -9 Study No. : SR24018

Hematological findings Stage : Day 29
Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat
WBC RBC HGB HCT MCV MCH MCHC Platelet Reticulocyte Neutrophil Lymphocyte
Animal No. 10%/uL 10%/uL g/dL % fL pg g/dL 10%/uL % 10%/uL 10%/uL
50551 57.5 766 14.1 40.7 53.1 18.4 34.6 115.4 2.18 20.4 33.2
50552 51.2 851 15.0 42.8 50.3 17.6 35.0 118.2 1.82 7.4 41.3
50553 56.8 876 15.5 445 50.8 17.7 34.8 1121 2.15 10.3 42.9
50554 67.6 873 15.9 45.8 52.5 18.2 34.7 112.2 2.15 12.2 51.6
50555 61.6 921 15.2 44.8 48.6 16.5 33.9 118.9 2.73 10.9 47.9
n 5 5 5 5 5 5 5 5 5 5 5
Mean 58.94 857.4 15.14 43.72 51.06 17.68 34.60 115.36 2.206 12.24 43.38
S.D. 6.10 571 0.67 2.00 1.80 0.74 0.42 3.21 0.328 4.89 7.00
Monocyte Eosinophil Basophil PT APTT
Animal No. 10%/uL 10%/uL 10%/uL sec sec
50551 25 1.3 0.1 9.3 14.3
50552 1.5 0.9 0.1 9.7 12.5
50553 2.0 1.5 0.1 9.3 13.8
50554 2.8 0.8 0.2 9.7 12.7
50555 1.9 0.7 0.2 9.9 14.5
n 5 5 5 5 5
Mean 2.14 1.04 0.14 9.58 13.56

S.D. 0.51 0.34 0.05 0.27 0.92
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Hematological findings Stage : Day 29
Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat
WBC RBC HGB HCT MCV MCH MCHC Platelet Reticulocyte Neutrophil Lymphocyte
Animal No. 10%/uL 10%/uL g/dL % fL pg g/dL 10%/uL % 10%/uL 10%/uL
50651 65.4 829 14.4 41.6 50.2 17.4 34.6 107.2 1.75 9.5 52.2
50652 47.7 872 14.9 444 50.9 171 33.6 119.8 2.85 7.5 38.7
50653 68.5 874 15.9 46.6 53.3 18.2 34.1 103.0 2.11 7.0 58.2
50654 91.5 820 14.6 43.0 52.4 17.8 34.0 88.0 2.53 9.2 78.5
50655 711 850 15.1 43.7 514 17.8 34.6 109.6 2.69 11.9 55.8
n 5 5 5 5 5 5 5 5 5 5 5
Mean 68.84 849.0 14.98 43.86 51.64 17.66 34.18 105.52 2.386 9.02 56.68
S.D. 15.63 245 0.58 1.85 1.23 042 043 11.58 0.450 1.93 14.34
Monocyte Eosinophil Basophil PT APTT
Animal No. 10%/uL 10%/uL 10%/uL sec sec
50651 1.9 1.8 0.0 9.7 13.6
50652 1.0 0.4 0.1 9.8 14.1
50653 2.3 0.9 0.1 9.4 1.7
50654 2.7 1.0 0.1 9.3 17.4
50655 2.5 0.7 0.2 94 14.9
n 5 5 5 5 5
Mean 2.08 0.96 0.10 9.52 14.34

S.D. 0.67 0.52 0.07 0.22 2.08
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Appendix 11 - 11

Hematological findings

Stage : Recovery day 15

Study No. : SR24018

Sex : Male Dose : TPGME 0 mg/kg Species : Rat
WBC RBC HGB HCT MCV MCH MCHC Platelet Reticulocyte Neutrophil Lymphocyte
Animal No. 10%/uL 10%/uL g/dL % fL pg g/dL 10%/uL % 10%/uL 10%/uL

10102 90.8 881 15.0 43.0 48.8 17.0 34.9 104.6 2.28 20.7 62.5

10103 715 762 14.8 41.0 53.8 19.4 36.1 104.0 2.34 11.6 55.4

10109 76.6 933 16.6 47.5 50.9 17.8 34.9 111.0 2.50 23.3 48.3

10110 724 841 14.2 411 48.9 16.9 345 104.4 2.34 8.1 59.6

10112 103.4 819 14.9 43.1 52.6 18.2 34.6 103.9 3.31 13.7 83.2

n 5 5 5 5 5 5 5 5 5 5 5

Mean 82.94 847.2 15.10 43.14 51.00 17.86 35.00 105.58 2.554 15.48 61.80

S.D. 13.81 64.4 0.89 2.63 2.22 1.02 0.64 3.04 0.430 6.35 13.10

Monocyte Eosinophil Basophil PT APTT
Animal No. 10%/uL 10%/uL 10%/uL sec sec

10102 5.6 1.8 0.2 1.3 20.1
10103 2.9 1.5 0.1 11.0 17.0
10109 34 1.5 0.1 1.3 17.4
10110 35 1.1 0.1 14.2 18.3
10112 4.7 1.7 0.1 12.9 18.5
n 5 5 5 5 5
Mean 4.02 1.52 0.12 12.14 18.26
S.D. 1.10 0.27 0.04 1.37 1.20
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Appendix 11 - 12

Hematological findings

Stage : Recovery day 15

Study No. : SR24018

Sex : Male Dose : TPGME 1000 mg/kg Species : Rat
WBC RBC HGB HCT MCV MCH MCHC Platelet Reticulocyte Neutrophil Lymphocyte
Animal No. 10%/uL 10%/uL g/dL % fL pg g/dL 10%/uL % 10%/uL 10%/uL

10402 83.6 850 15.4 442 52.0 18.1 34.8 104.5 3.25 14.8 63.9

10404 86.4 859 15.2 444 51.7 17.7 34.2 107.4 2.60 13.3 66.9

10405 106.9 888 14.9 43.8 49.3 16.8 34.0 101.2 2.80 17.9 81.0

10406 80.3 840 14.1 414 49.3 16.8 34.1 106.8 2.48 15.4 59.2

10409 64.2 805 14.8 42.9 53.3 18.4 345 115.7 3.15 16.1 41.6

n 5 5 5 5 5 5 5 5 5 5 5

Mean 84.28 848.4 14.88 43.34 51.12 17.56 34.32 107.12 2.856 15.50 62.52

S.D. 15.29 30.2 0.50 1.23 1.77 0.74 0.33 5.38 0.336 1.69 14.24

Monocyte Eosinophil Basophil PT APTT
Animal No. 10%/uL 10%/uL 10%/uL sec sec

10402 3.6 1.2 0.1 10.9 19.3
10404 4.9 1.1 0.2 12.0 19.2
10405 6.7 1.2 0.1 12.7 18.9
10406 4.6 1.0 0.1 14.0 19.7
10409 5.0 1.4 0.1 15.5 22.6
n 5 5 5 5 5
Mean 4.96 1.18 0.12 13.02 19.94
S.D. 1.12 0.15 0.04 1.79 1.51
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Appendix 11 -13

Hematological findings

Stage : Recovery day 15

Study No. : SR24018

Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat
WBC RBC HGB HCT MCV MCH MCHC Platelet Reticulocyte Neutrophil Lymphocyte
Animal No. 10%/uL 10%/uL g/dL % fL pg g/dL 10%/uL % 10%/uL 10%/uL

50556 321 785 14.2 40.7 51.8 18.1 34.9 92.8 1.84 35 26.7

50557 45.0 834 15.4 44.6 53.5 18.5 345 98.8 2.63 7.5 34.0

50558 47.9 810 14.6 41.8 51.6 18.0 34.9 93.8 2.28 7.2 37.6

50559 46.1 766 13.9 395 51.6 18.1 35.2 102.9 2.61 12.5 30.2

50560 50.7 779 14.5 41.3 53.0 18.6 35.1 91.3 3.63 8.9 38.6

n 5 5 5 5 5 5 5 5 5 5 5

Mean 44.36 794.8 14.52 41.58 52.30 18.26 34.92 95.92 2.598 7.92 33.42

S.D. 7.18 27.1 0.56 1.89 0.89 0.27 0.27 4.81 0.660 3.25 5.00

Monocyte Eosinophil Basophil PT APTT
Animal No. 10%/uL 10%/uL 10%/uL sec sec

50556 1.5 0.4 0.0 9.5 14.5
50557 2.8 0.6 0.1 9.7 13.6
50558 24 0.7 0.0 9.3 12.0
50559 2.3 1.1 0.0 9.5 1.3
50560 24 0.8 0.0 9.0 15.0
n 5 5 5 5 5
Mean 2.28 0.72 0.02 9.40 13.28
S.D. 0.48 0.26 0.04 0.26 1.59
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Hematological findings Stage : Recovery day 15
Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat
WBC RBC HGB HCT MCV MCH MCHC Platelet Reticulocyte Neutrophil Lymphocyte
Animal No. 10%/uL 10%/uL g/dL % fL pg g/dL 10%/uL % 10%/uL 10%/uL
50656 23.7 757 14.1 40.2 53.1 18.6 35.1 90.0 3.27 5.6 16.5
50657 43.0 810 14.2 40.5 50.0 17.5 35.1 121.9 2.00 8.5 31.7
50658 55.3 801 14.7 425 53.1 18.4 34.6 110.1 2.24 8.1 445
50659 46.4 828 14.8 417 50.4 17.9 355 98.2 2.27 11.4 322
50660 58.5 806 14.2 41.1 51.0 17.6 345 123.5 2.20 16.0 39.0
n 5 5 5 5 5 5 5 5 5 5 5
Mean 45.38 800.4 14.40 41.20 51.52 18.00 34.96 108.74 2.396 9.92 32.78
S.D. 13.67 26.3 0.32 0.93 1.49 0.48 0.41 14.62 0.500 3.97 10.52
Monocyte Eosinophil Basophil PT APTT
Animal No. 10%/uL 10%/uL 10%/uL sec sec
50656 1.2 0.3 0.1 9.7 11.9
50657 1.7 1.0 0.1 9.6 13.2
50658 1.7 1.0 0.0 9.5 18.1
50659 2.0 0.7 0.1 9.7 13.4
50660 2.5 0.9 0.1 9.8 15.3
n 5 5 5 5 5
Mean 1.82 0.78 0.08 9.66 14.38

S.D. 0.48 0.29 0.04 0.11 2.41
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Appendix 12 - 1

Biochemical findings

Stage : Day 29

Study No. : SR24018

Sex : Male Dose : TPGME 0 mg/kg Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP UN
Animal No. 1U/L 1U/L U/L IU/L mg/dL ymol/L mg/dL mg/dL mg/dL g/dL mg/dL
10101 65 34 112 0.6 0.07 14.3 171 80 25 57 15.4
10104 78 34 137 0.4 0.08 4.8 164 51 28 52 13.9
10105 74 34 120 0.6 0.05 11.0 154 50 42 57 131
10106 60 31 88 0.3 0.06 4.6 143 47 66 53 13.2
10107 64 42 107 0.5 0.06 8.5 149 70 66 55 13.6
n 5 5 5 5 5 5 5 5 5 5 5
Mean 68.2 35.0 112.8 0.48 0.064 8.64 156.2 59.6 45.4 5.48 13.84
S.D. 7.5 4.1 17.9 0.13 0.011 4.14 11.3 14.6 19.9 0.23 0.93
Crea Na K Cl Ca IP AIG Albumin Albumin al-G a2-G
Animal No. mg/dL mEg/L mEqg/L mEqg/L mg/dL mg/dL g/dL % % %
10101 0.32 145 4.52 104 9.0 6.7 1.00 2.84 49.9 18.6 8.4
10104 0.31 143 4.36 104 8.8 6.1 0.96 2.55 49.1 17.5 9.6
10105 0.28 145 4.60 105 9.1 6.1 0.81 2.55 44.7 23.4 8.3
10106 0.30 145 4.48 104 9.4 6.6 0.88 248 46.7 25.2 9.2
10107 0.25 144 4.04 103 9.6 6.6 0.81 2.46 44.8 25.3 8.8
n 5 5 5 5 5 5 5 5 5 5 5
Mean 0.292 144.4 4.400 104.0 9.18 6.42 0.892 2.576 47.04 22.00 8.86
S.D. 0.028 0.9 0.219 0.7 0.32 0.29 0.086 0.153 2.40 3.70 0.55
B-G y-G
Animal No. % %
10101 16.0 71
10104 171 6.7
10105 16.6 7.0
10106 15.1 3.8
10107 15.6 55
n 5 5
Mean 16.08 6.02
S.D. 0.79 1.40
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Appendix 12 - 2

Biochemical findings

Stage : Day 29

Study No. : SR24018

Sex : Male Dose : TPGME 100 mg/kg Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP UN
Animal No. 1U/L 1U/L U/L IU/L mg/dL ymol/L mg/dL mg/dL mg/dL g/dL mg/dL
10201 89 34 96 0.6 0.08 8.7 166 57 12 55 13.7
10203 72 36 132 1.0 0.06 8.3 124 51 18 54 14.2
10206 72 35 131 0.4 0.05 125 154 54 73 5.8 121
10208 73 28 159 0.5 0.09 11.2 153 55 27 53 124
10209 74 33 101 0.5 0.05 5.0 146 61 35 5.7 12.2
n 5 5 5 5 5 5 5 5 5 5 5
Mean 76.0 33.2 123.8 0.60 0.066 9.14 148.6 55.6 33.0 5.54 12.92
S.D. 7.3 3.1 25.7 0.23 0.018 2.90 15.5 3.7 24.0 0.21 0.96
Crea Na K Cl Ca IP AIG Albumin Albumin al-G a2-G
Animal No. mg/dL mEg/L mEqg/L mEqg/L mg/dL mg/dL g/dL % % %
10201 0.33 144 4.52 103 9.1 6.6 0.83 2.50 45.5 23.0 8.5
10203 0.32 145 4.13 105 9.1 6.1 0.86 249 46.1 23.7 8.8
10206 0.26 146 4.36 104 10.0 6.2 0.79 2.56 441 25.1 8.9
10208 0.25 146 4.42 105 9.2 6.5 1.08 2.75 51.9 19.1 9.6
10209 0.27 145 4.65 105 9.1 5.8 0.76 247 43.3 23.6 9.5
n 5 5 5 5 5 5 5 5 5 5 5
Mean 0.286 145.2 4.416 104.4 9.30 6.24 0.864 2.554 46.18 22.90 9.06
S.D. 0.036 0.8 0.194 0.9 0.39 0.32 0.127 0.115 3.38 2.26 0.47
B-G y-G
Animal No. % %
10201 17.0 6.0
10203 15.7 57
10206 17.2 4.7
10208 15.3 4.1
10209 16.1 7.5
n 5 5
Mean 16.26 5.60
S.D. 0.82 1.31
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Appendix 12 - 3

Biochemical findings

Stage : Day 29

Study No. : SR24018

Sex : Male Dose : TPGME 300 mg/kg Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP UN
Animal No. 1U/L 1U/L U/L IU/L mg/dL ymol/L mg/dL mg/dL mg/dL g/dL mg/dL
10303 58 27 77 0.5 0.05 6.4 161 60 27 5.6 15.4
10305 57 32 134 0.5 0.04 7.3 150 65 32 55 14.5
10307 76 25 122 0.4 0.07 325 160 80 41 6.1 16.9
10308 65 25 132 0.4 0.06 125 144 70 61 5.9 11.6
10310 79 35 161 0.6 0.06 6.0 152 66 30 5.9 14.2
n 5 5 5 5 5 5 5 5 5 5 5
Mean 67.0 28.8 125.2 0.48 0.056 12.94 153.4 68.2 38.2 5.80 14.52
S.D. 10.1 4.5 30.6 0.08 0.011 11.24 7.1 7.5 13.8 0.24 1.94
Crea Na K Cl Ca IP AIG Albumin Albumin al-G a2-G
Animal No. mg/dL mEg/L mEqg/L mEqg/L mg/dL mg/dL g/dL % % %
10303 0.33 144 4.61 104 9.1 6.1 0.88 2.63 46.9 24.5 8.5
10305 0.27 145 4.46 105 8.9 5.7 0.94 2.66 48.4 23.0 9.0
10307 0.29 144 4.95 102 9.9 6.2 0.86 2.81 46.1 25.7 8.9
10308 0.23 146 4.55 105 9.9 6.7 0.90 2.79 47.3 24.7 8.8
10310 0.28 143 4.72 104 9.6 6.4 0.84 2.70 45.7 21.8 8.3
n 5 5 5 5 5 5 5 5 5 5 5
Mean 0.280 144.4 4.658 104.0 9.48 6.22 0.884 2.718 46.88 23.94 8.70
S.D. 0.036 1.1 0.189 1.2 0.46 0.37 0.038 0.079 1.06 1.54 0.29
B-G y-G
Animal No. % %
10303 14.5 5.6
10305 15.1 4.5
10307 15.5 3.8
10308 15.0 4.2
10310 17.0 7.2
n 5 5
Mean 15.42 5.06
S.D. 0.95 1.37
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Appendix 12 - 4

Biochemical findings

Stage : Day 29

Study No. : SR24018

Sex : Male Dose : TPGME 1000 mg/kg Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP UN
Animal No. 1U/L 1U/L U/L IU/L mg/dL ymol/L mg/dL mg/dL mg/dL g/dL mg/dL
10401 51 22 122 0.6 0.06 241 150 67 51 6.0 15.9
10403 76 31 102 0.4 0.06 4.4 153 72 29 55 16.5
10407 61 26 86 0.8 0.04 5.0 143 83 24 5.8 15.4
10408 69 36 116 0.5 0.05 6.7 132 62 19 5.8 14.6
10410 61 28 108 0.4 0.06 4.9 156 94 33 5.9 13.0
n 5 5 5 5 5 5 5 5 5 5 5
Mean 63.6 28.6 106.8 0.54 0.054 9.02 146.8 75.6 31.2 5.80 15.08
S.D. 9.4 53 13.9 0.17 0.009 8.47 9.6 12.9 12.3 0.19 1.36
Crea Na K Cl Ca IP AIG Albumin Albumin al-G a2-G
Animal No. mg/dL mEg/L mEqg/L mEqg/L mg/dL mg/dL g/dL % % %
10401 0.27 142 4.48 100 9.8 6.6 0.98 297 49.5 21.9 8.5
10403 0.35 144 4.67 103 9.0 6.1 0.87 2.56 46.5 21.2 9.7
10407 0.35 144 4.42 103 9.2 6.0 0.78 2.55 43.9 23.6 9.0
10408 0.29 146 4.19 104 9.5 6.2 0.83 2.63 45.4 254 8.3
10410 0.24 145 4.49 102 9.4 6.2 0.87 2.74 46.4 23.4 9.1
n 5 5 5 5 5 5 5 5 5 5 5
Mean 0.300 144.2 4.450 102.4 9.38 6.22 0.866 2.690 46.34 23.10 8.92
S.D. 0.049 1.5 0.173 1.5 0.30 0.23 0.074 0.174 2.05 1.63 0.55
B-G y-G
Animal No. % %
10401 16.5 3.6
10403 17.0 5.6
10407 17.6 5.9
10408 15.2 57
10410 16.2 4.9
n 5 5
Mean 16.50 5.14
S.D. 0.90 0.94
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Appendix 12 - 5 Study No. : SR24018

Biochemical findings Stage : Day 14 after parturition
Sex : Female Dose : TPGME 0 mg/kg Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP UN
Animal No. 1U/L IU/L U/L 1U/L mg/dL ymol/L mg/dL mg/dL mg/dL g/dL mg/dL
50152 123 54 62 0.5 0.06 30.1 138 96 99 6.2 23.4
50153 94 64 63 0.6 0.05 12.9 129 98 66 6.0 23.1
50158 116 70 94 0.7 0.05 16.4 152 78 135 5.2 211
50159 296 133 110 0.9 0.08 443 125 111 99 5.5 27.0
50160 199 105 97 1.1 0.07 17.3 122 105 50 6.8 33.6
n 5 5 5 5 5 5 5 5 5 5 5
Mean 165.6 85.2 85.2 0.76 0.062 24.20 133.2 97.6 89.8 5.94 25.64
S.D. 82.9 32.9 21.6 0.24 0.013 12.99 12.1 12.5 33.0 0.62 4.93
Crea Na K Cl Ca IP AIG Albumin Albumin al-G a2-G
Animal No. mg/dL mEg/L mEq/L mEqg/L mg/dL mg/dL g/dL % % %
50152 0.36 139 4.10 97 9.8 7.7 0.93 2.99 48.3 25.6 7.9
50153 0.34 140 4.18 99 9.7 7.7 0.84 2.74 45.7 257 8.6
50158 0.46 141 4.57 102 9.2 6.2 0.91 2.48 47.7 225 8.2
50159 0.42 140 3.94 100 9.5 8.2 0.86 2.54 46.2 21.7 11.7
50160 0.46 137 4.51 97 9.8 9.2 0.84 3.10 45.6 23.1 10.5
n 5 5 5 5 5 5 5 5 5 5 5
Mean 0.408 139.4 4.260 99.0 9.60 7.80 0.876 2.770 46.70 23.72 9.38
S.D. 0.056 1.5 0.271 2.1 0.25 1.08 0.042 0.272 1.23 1.83 1.65
B-G y-G
Animal No. % %
50152 14.8 34
50153 15.8 4.2
50158 17.4 4.2
50159 17.3 3.1
50160 16.4 4.4
n 5 5
Mean 16.34 3.86

S.D. 1.09 0.57
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Appendix 12 - 6 Study No. : SR24018

Biochemical findings Stage : Day 14 after parturition
Sex : Female Dose : TPGME 100 mg/kg Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP UN
Animal No. 1U/L IU/L U/L 1U/L mg/dL ymol/L mg/dL mg/dL mg/dL g/dL mg/dL
50252 109 70 65 0.5 0.06 15.6 123 89 52 5.8 27.4
50253 95 49 65 0.6 0.05 11.4 146 80 71 5.7 18.2
50256 146 72 107 0.6 0.05 19.5 143 139 142 6.0 246
50258 101 61 98 0.7 0.05 43.1 132 88 113 6.1 22.7
50261 124 60 98 0.6 0.05 21.8 164 90 75 6.2 17.8
n 5 5 5 5 5 5 5 5 5 5 5
Mean 115.0 62.4 86.6 0.60 0.052 22.28 141.6 97.2 90.6 5.96 22.14
S.D. 20.5 9.2 20.1 0.07 0.004 12.29 15.5 23.7 36.3 0.21 4.13
Crea Na K Cl Ca P AIG Albumin Albumin al-G a2-G
Animal No. mg/dL mEg/L mEg/L mEq/L mg/dL mg/dL g/dL % % %
50252 0.38 140 4.14 100 9.6 9.5 0.80 2.57 443 26.1 9.1
50253 0.32 139 4.88 99 9.6 8.9 0.90 2.70 47.4 245 7.8
50256 0.35 137 4.46 97 9.8 9.1 0.78 2.62 43.7 259 10.8
50258 0.36 140 4.39 97 10.0 7.7 0.92 2.93 48.0 18.9 9.3
50261 0.31 141 4.16 101 9.7 6.9 0.85 2.85 46.0 24.7 9.2
n 5 5 5 5 5 5 5 5 5 5 5
Mean 0.344 139.4 4.406 98.8 9.74 8.42 0.850 2.734 45.88 24.02 9.24
S.D. 0.029 1.5 0.300 1.8 0.17 1.08 0.061 0.152 1.88 2.95 1.06
B-G y-G
Animal No. % %
50252 15.7 4.8
50253 15.8 4.5
50256 15.3 4.3
50258 16.9 6.9
50261 16.0 4.1
n 5 5
Mean 15.94 4.92

S.D. 0.59 1.14
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Appendix 12 -7 Study No. : SR24018

Biochemical findings Stage : Day 14 after parturition
Sex : Female Dose : TPGME 300 mg/kg Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP UN
Animal No. 1U/L IU/L U/L 1U/L mg/dL ymol/L mg/dL mg/dL mg/dL g/dL mg/dL
50351 198 96 100 1.0 0.07 40.3 140 110 104 6.5 31.2
50354 119 55 140 1.0 0.07 214 143 87 172 6.0 255
50355 110 58 73 1.0 0.03 18.1 137 86 27 5.9 25.0
50357 108 62 72 0.8 0.04 16.8 139 73 65 5.9 17.8
50360 111 57 52 0.7 0.04 17.5 125 88 81 6.1 25.1
n 5 5 5 5 5 5 5 5 5 5 5
Mean 129.2 65.6 87.4 0.90 0.050 22.82 136.8 88.8 89.8 6.08 24.92
S.D. 38.7 17.2 34.0 0.14 0.019 9.93 6.9 13.3 53.8 0.25 4.76
Crea Na K Cl Ca P AIG Albumin Albumin al-G a2-G
Animal No. mg/dL mEg/L mEq/L mEqg/L mg/dL mg/dL g/dL % % %
50351 0.44 136 4.93 95 10.1 9.0 0.92 3.11 47.8 221 8.0
50354 0.40 140 4.25 97 10.0 8.2 0.97 2.95 49.2 220 8.0
50355 0.36 142 3.98 103 9.3 6.3 0.87 2.75 46.6 222 8.6
50357 0.34 139 3.84 98 9.4 6.0 0.90 2.80 47.5 21.8 8.7
50360 0.37 141 4.46 98 9.8 6.3 0.80 2.71 44.4 25.5 9.3
n 5 5 5 5 5 5 5 5 5 5 5
Mean 0.382 139.6 4.292 98.2 9.72 7.16 0.892 2.864 47.10 22.72 8.52
S.D. 0.039 2.3 0.430 2.9 0.36 1.35 0.063 0.165 1.77 1.56 0.54
B-G y-G
Animal No. % %
50351 171 5.0
50354 17.5 3.3
50355 16.2 6.4
50357 16.0 6.0
50360 15.6 5.2
n 5 5
Mean 16.48 5.18

S.D. 0.79 1.20
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Appendix 12 - 8 Study No. : SR24018

Biochemical findings Stage : Day 14 after parturition
Sex : Female Dose : TPGME 1000 mg/kg Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP UN
Animal No. 1U/L IU/L U/L 1U/L mg/dL ymol/L mg/dL mg/dL mg/dL g/dL mg/dL
50451 89 56 82 0.5 0.04 10.0 129 90 44 5.7 245
50454 118 66 73 0.6 0.04 39.3 120 128 125 6.2 271
50456 92 55 60 1.0 0.03 36.0 129 116 90 6.0 23.2
50457 77 49 86 0.6 0.03 60.8 128 79 85 6.1 21.9
50458 74 41 64 1.3 0.03 14.0 133 102 66 6.2 23.3
n 5 5 5 5 5 5 5 5 5 5 5
Mean 90.0 53.4 73.0 0.80 0.034 32.02 127.8 103.0 82.0 6.04 24.00
S.D. 17.4 9.2 11.2 0.34 0.005 20.66 4.8 19.6 30.1 0.21 1.96
Crea Na K Cl Ca P AIG Albumin Albumin al-G a2-G
Animal No. mg/dL mEg/L mEg/L mEq/L mg/dL mg/dL g/dL % % %
50451 0.36 140 4.24 101 9.2 6.4 0.91 2.71 47.6 22.4 8.0
50454 0.40 138 4.37 97 9.6 8.2 0.87 2.88 46.5 247 7.2
50456 0.37 140 4.1 99 9.9 6.3 0.86 2.77 46.1 21.0 9.0
50457 0.32 142 3.98 98 10.3 7.4 0.86 2.82 46.3 21.8 9.9
50458 0.34 139 4.56 99 9.7 7.0 0.93 2.99 48.2 23.0 7.7
n 5 5 5 5 5 5 5 5 5 5 5
Mean 0.358 139.8 4.252 98.8 9.74 7.06 0.886 2.834 46.94 22.58 8.36
S.D. 0.030 1.5 0.225 1.5 0.40 0.78 0.032 0.107 0.91 1.40 1.08
B-G v-G
Animal No. % %
50451 16.7 5.3
50454 16.7 4.9
50456 18.0 5.9
50457 16.2 5.8
50458 16.5 4.6
n 5 5
Mean 16.82 5.30

S.D. 0.69 0.56
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Appendix 12 - 9

Biochemical findings

Stage : Day 29

Study No. : SR24018

Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP UN
Animal No. 1U/L 1U/L U/L IU/L mg/dL ymol/L mg/dL mg/dL mg/dL g/dL mg/dL
50551 93 33 69 0.4 0.10 15.2 148 70 14 6.6 15.1
50552 61 24 62 0.8 0.08 18.5 112 85 8 6.1 17.5
50553 80 29 88 0.9 0.07 6.7 126 91 10 5.9 18.1
50554 60 25 47 0.9 0.09 11.1 131 63 12 6.1 18.4
50555 54 21 39 0.5 0.07 11.4 130 68 19 6.2 13.7
n 5 5 5 5 5 5 5 5 5 5 5
Mean 69.6 26.4 61.0 0.70 0.082 12.58 129.4 75.4 12.6 6.18 16.56
S.D. 16.3 4.7 19.2 0.23 0.013 4.47 12.9 12.0 4.2 0.26 2.06
Crea Na K Cl Ca IP AIG Albumin Albumin al-G a2-G
Animal No. mg/dL mEg/L mEqg/L mEqg/L mg/dL mg/dL g/dL % % %
50551 0.33 143 4.24 102 9.8 6.7 1.1 3.47 52.6 21.5 6.1
50552 0.38 142 4.54 103 9.4 6.8 1.00 3.06 50.1 21.2 6.4
50553 0.34 143 4.49 103 9.4 6.5 0.96 2.90 49.1 20.9 7.8
50554 0.38 143 4.13 104 9.8 6.3 1.05 3.12 51.2 21.9 6.6
50555 0.29 143 5.04 104 9.8 6.1 1.01 3.11 50.2 20.9 7.4
n 5 5 5 5 5 5 5 5 5 5 5
Mean 0.344 142.8 4.488 103.2 9.64 6.48 1.026 3.132 50.64 21.28 6.86
S.D. 0.038 0.4 0.353 0.8 0.22 0.29 0.057 0.208 1.32 0.43 0.71
B-G y-G
Animal No. % %
50551 13.1 6.7
50552 16.0 6.3
50553 16.3 5.9
50554 14.3 6.0
50555 14.0 7.5
n 5 5
Mean 14.74 6.48
S.D. 1.36 0.65
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Appendix 12 - 10

Biochemical findings

Stage : Day 29

Study No. : SR24018

Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP UN
Animal No. 1U/L 1U/L U/L IU/L mg/dL ymol/L mg/dL mg/dL mg/dL g/dL mg/dL
50651 70 29 53 0.9 0.04 3.8 115 73 12 6.4 14.3
50652 65 21 60 1.4 0.04 6.5 132 60 12 5.9 16.2
50653 60 20 57 1.4 0.05 4.5 106 74 14 5.9 17.8
50654 59 26 27 0.8 0.06 6.8 116 90 42 6.6 13.9
50655 75 24 53 0.7 0.06 71 138 76 12 6.3 16.0
n 5 5 5 5 5 5 5 5 5 5 5
Mean 65.8 24.0 50.0 1.04 0.050 5.74 121.4 74.6 18.4 6.22 15.64
S.D. 6.8 3.7 13.2 0.34 0.010 1.49 13.2 10.7 13.2 0.31 1.58
Crea Na K Cl Ca IP AIG Albumin Albumin al-G a2-G
Animal No. mg/dL mEg/L mEqg/L mEqg/L mg/dL mg/dL g/dL % % %
50651 0.35 140 4.49 101 9.7 6.5 0.99 3.19 49.8 21.2 6.7
50652 0.34 143 4.74 105 8.9 6.5 0.95 2.88 48.8 18.9 75
50653 0.35 144 4.49 106 9.7 6.5 0.89 2.78 47.2 22.0 7.9
50654 0.30 142 4.40 102 10.3 5.6 0.99 3.28 49.7 22.5 75
50655 0.31 143 3.82 102 9.4 7.3 1.14 3.35 53.2 15.2 8.6
n 5 5 5 5 5 5 5 5 5 5 5
Mean 0.330 142.4 4.388 103.2 9.60 6.48 0.992 3.096 49.74 19.96 7.64
S.D. 0.023 1.5 0.342 2.2 0.51 0.60 0.092 0.252 2.20 3.00 0.69
B-G y-G
Animal No. % %
50651 14.5 7.8
50652 16.4 8.4
50653 15.9 7.0
50654 14.0 6.3
50655 16.0 7.0
n 5 5
Mean 15.36 7.30
S.D. 1.05 0.81
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Appendix 12 - 11

Biochemical findings

Stage : Recovery day 15

Study No. : SR24018

Sex : Male Dose : TPGME 0 mg/kg Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP UN
Animal No. 1U/L 1U/L U/L IU/L mg/dL ymol/L mg/dL mg/dL mg/dL g/dL mg/dL
10102 64 29 101 0.4 0.10 8.6 163 73 44 5.7 11.7
10103 64 28 76 0.4 0.07 16.1 11 53 8 54 14.2
10109 68 29 94 0.4 0.07 10.6 124 73 18 5.8 13.2
10110 67 28 115 0.3 0.07 8.2 145 64 26 5.0 13.1
10112 76 31 79 0.4 0.06 55 136 75 30 55 12.0
n 5 5 5 5 5 5 5 5 5 5 5
Mean 67.8 29.0 93.0 0.38 0.074 9.80 135.8 67.6 25.2 5.48 12.84
S.D. 4.9 1.2 16.1 0.04 0.015 3.96 19.9 9.2 13.5 0.31 1.01
Crea Na K Cl Ca IP AIG Albumin Albumin al-G a2-G
Animal No. mg/dL mEg/L mEqg/L mEqg/L mg/dL mg/dL g/dL % % %
10102 0.25 143 4.62 104 9.6 5.9 0.80 253 44.4 25.0 8.8
10103 0.32 145 4.53 106 9.4 55 0.90 2.55 47.3 25.6 75
10109 0.29 144 4.54 104 9.4 6.0 0.90 2.74 47.3 23.6 7.3
10110 0.36 145 4.42 105 9.1 5.9 0.92 2.40 48.0 24.0 8.5
10112 0.29 143 4.18 103 9.4 5.8 0.77 2.39 43.5 25.9 8.9
n 5 5 5 5 5 5 5 5 5 5 5
Mean 0.302 144.0 4.458 104.4 9.38 5.82 0.858 2.522 46.10 24.82 8.20
S.D. 0.041 1.0 0.171 1.1 0.18 0.19 0.068 0.142 2.01 1.00 0.75
B-G y-G
Animal No. % %
10102 16.4 54
10103 14.0 5.6
10109 16.1 57
10110 15.7 3.8
10112 15.8 5.9
n 5 5
Mean 15.60 5.28
S.D. 0.94 0.85
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Appendix 12 - 12

Biochemical findings

Stage : Recovery day 15

Study No. : SR24018

Sex : Male Dose : TPGME 1000 mg/kg Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP UN
Animal No. 1U/L 1U/L U/L IU/L mg/dL ymol/L mg/dL mg/dL mg/dL g/dL mg/dL
10402 67 28 81 0.7 0.05 75 136 91 35 6.1 13.3
10404 71 42 93 0.7 0.05 11.6 152 105 53 6.0 15.8
10405 80 32 109 0.6 0.06 8.1 131 73 82 5.8 141
10406 92 45 143 0.5 0.07 14.7 148 62 22 5.6 16.2
10409 103 50 151 0.9 0.08 8.2 131 57 17 5.7 11.2
n 5 5 5 5 5 5 5 5 5 5 5
Mean 82.6 394 115.4 0.68 0.062 10.02 139.6 77.6 41.8 5.84 14.12
S.D. 14.9 9.2 30.6 0.15 0.013 3.07 9.8 20.1 26.4 0.21 2.02
Crea Na K Cl Ca IP AIG Albumin Albumin al-G a2-G
Animal No. mg/dL mEg/L mEqg/L mEqg/L mg/dL mg/dL g/dL % % %
10402 0.31 143 4.77 101 10.1 6.2 0.72 2.56 42.0 29.4 75
10404 0.28 144 4.49 104 9.7 6.2 0.86 277 46.2 28.1 7.4
10405 0.32 144 4.55 103 9.8 6.1 0.70 2.38 41.0 29.4 8.2
10406 0.34 143 4.50 103 9.0 6.1 0.65 2.21 39.4 27.5 8.5
10409 0.27 143 4.35 103 9.1 6.0 0.79 2.51 441 26.1 8.4
n 5 5 5 5 5 5 5 5 5 5 5
Mean 0.304 143.4 4.532 102.8 9.54 6.12 0.744 2.486 42.54 28.10 8.00
S.D. 0.029 0.5 0.152 1.1 0.47 0.08 0.082 0.209 2.66 1.39 0.51
B-G y-G
Animal No. % %
10402 15.6 55
10404 14.8 35
10405 16.8 4.6
10406 16.3 8.3
10409 15.5 5.9
n 5 5
Mean 15.80 5.56
S.D. 0.77 1.79
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Biochemical findings Stage : Recovery day 15
Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP UN
Animal No. 1U/L 1U/L U/L IU/L mg/dL ymol/L mg/dL mg/dL mg/dL g/dL mg/dL
50556 82 40 41 0.7 0.07 52 118 82 11 6.1 16.4
50557 140 76 57 1.0 0.09 26.2 115 59 13 5.9 19.8
50558 101 48 37 0.9 0.10 15.0 126 78 16 6.7 14.6
50559 65 28 43 0.8 0.08 16.0 142 74 31 6.1 12.8
50560 552 167 43 0.9 0.12 65.2 131 104 18 6.8 12.9
n 5 5 5 5 5 5 5 5 5 5 5
Mean 188.0 71.8 44.2 0.86 0.092 25.52 126.4 79.4 17.8 6.32 15.30
S.D. 205.4 56.1 7.6 0.11 0.019 23.39 10.8 16.3 7.9 0.40 2.91
Crea Na K Cl Ca IP AIG Albumin Albumin al-G a2-G
Animal No. mg/dL mEg/L mEqg/L mEqg/L mg/dL mg/dL g/dL % % %
50556 0.36 143 4.39 105 9.5 4.8 1.08 3.17 52.0 18.7 7.4
50557 0.38 144 4.52 105 9.7 5.6 1.02 2.98 50.5 18.5 8.0
50558 0.32 143 5.03 106 10.1 5.0 1.16 3.59 53.6 19.1 7.4
50559 0.33 143 4.59 107 10.1 4.9 1.16 3.28 53.8 16.3 6.4
50560 0.30 143 4.33 103 10.3 5.3 1.09 3.55 52.2 20.8 7.6
n 5 5 5 5 5 5 5 5 5 5 5
Mean 0.338 143.2 4.572 105.2 9.94 5.12 1.102 3.314 52.42 18.68 7.36
S.D. 0.032 0.4 0.276 1.5 0.33 0.33 0.059 0.258 1.34 1.61 0.59
B-G y-G
Animal No. % %
50556 15.0 6.9
50557 15.9 71
50558 14.5 54
50559 15.1 8.4
50560 14.1 53
n 5 5
Mean 14.92 6.62

S.D. 0.68 1.29
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Appendix 12 - 14

Biochemical findings

Stage : Recovery day 15

Study No. : SR24018

Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP UN
Animal No. 1U/L 1U/L U/L IU/L mg/dL ymol/L mg/dL mg/dL mg/dL g/dL mg/dL
50656 61 22 38 1.1 0.07 6.7 147 74 12 6.1 15.9
50657 78 47 68 0.7 0.09 441 139 72 17 6.7 13.7
50658 42 20 30 0.4 0.08 13.8 141 124 20 71 14.7
50659 59 23 61 0.6 0.08 12.6 156 75 15 6.0 15.5
50660 66 28 69 0.9 0.08 16.5 137 62 9 5.7 14.4
n 5 5 5 5 5 5 5 5 5 5 5
Mean 61.2 28.0 53.2 0.74 0.080 18.74 144.0 81.4 14.6 6.32 14.84
S.D. 13.0 11.0 18.0 0.27 0.007 14.62 7.7 24.4 4.3 0.57 0.88
Crea Na K Cl Ca IP AIG Albumin Albumin al-G a2-G
Animal No. mg/dL mEg/L mEqg/L mEqg/L mg/dL mg/dL g/dL % % %
50656 0.33 143 4.55 105 9.7 4.6 1.02 3.09 50.6 19.5 8.0
50657 0.33 143 4.51 105 10.0 4.2 1.07 3.47 51.8 18.7 7.2
50658 0.30 142 4.43 103 10.6 4.8 1.27 3.97 55.9 19.4 6.5
50659 0.32 142 4.90 105 9.3 5.0 0.97 2.96 49.3 21.4 6.8
50660 0.32 143 4.37 103 9.2 5.1 0.98 2.82 49.5 20.6 8.3
n 5 5 5 5 5 5 5 5 5 5 5
Mean 0.320 142.6 4.552 104.2 9.76 4.74 1.062 3.262 51.42 19.92 7.36
S.D. 0.012 0.5 0.207 1.1 0.57 0.36 0.123 0.464 2.70 1.07 0.77
B-G y-G
Animal No. % %
50656 16.1 5.8
50657 15.6 6.7
50658 12.3 5.9
50659 14.6 7.9
50660 15.0 6.6
n 5 5
Mean 14.72 6.58
S.D. 1.47 0.84
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Appendix 13 - 1

Serum T4 concentration

Stage : Day 29
Dose : TPGME 0 mg/kg

Species : Rat

Study No. : SR24018

Sex : Male
T4

Animal No. ng/mL
10101 37.6
10104 57.3
10105 444
10106 53.4
10107 541
10108 50.5
10111 48.0
n 7
Mean 49.33
S.D. 6.68
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Appendix 13 - 2

Serum T4 concentration

Stage : Day 29

Study No. : SR24018

Sex : Male Dose : TPGME 100 mg/kg Species : Rat
T4
Animal No. ng/mL

10201 55.8
10202 58.0
10203 47.5
10204 54.5
10205 53.2
10206 56.0
10207 54.2
10208 49.9
10209 52.0
10210 50.9
10211 53.3
10212 42.7

n 12
Mean 52.33
S.D. 4.17
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Appendix 13 - 3

Serum T4 concentration

Stage : Day 29

Study No. : SR24018

Sex : Male Dose : TPGME 300 mg/kg Species : Rat
T4
Animal No. ng/mL

10301 457
10302 44.4
10303 51.6
10304 61.0
10305 38.9
10306 52.6
10307 44.0
10308 52.6
10309 41.3
10310 46.1
10311 43.0
10312 48.9

n 12
Mean 47.51
S.D. 6.13
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Appendix 13 - 4

Serum T4 concentration

Stage : Day 29
Dose : TPGME 1000 mg/kg

Species : Rat

Study No. : SR24018

Sex : Male
T4

Animal No. ng/mL
10401 413
10403 36.5
10407 445
10408 39.2
10410 45.1
10411 323
10412 47.9
n 7
Mean 40.97
S.D. 5.42
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Appendix 13 - 5

Serum T4 concentration

Stage : Day 14 after parturition

Study No. : SR24018

Sex : Female Dose : TPGME 0 mg/kg Species : Rat
T4
Animal No. ng/mL

50151 39.3
50152 33.9
50153 38.0
50154 25.7
50155 28.0
50156 48.3
50157 394
50158 28.1
50159 329
50160 347
50161 443
50162 314
n 12
Mean 35.33
S.D. 6.81
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Appendix 13 - 6

Serum T4 concentration

Stage : Day 14 after parturition

Study No. : SR24018

Sex : Female Dose : TPGME 100 mg/kg Species : Rat
T4
Animal No. ng/mL

50251 44.9
50252 471
50253 30.1
50254 411
50255 33.9
50256 271
50257 24.6
50258 40.9
50259 346
50260 43.2
50261 43.1
50262 344

n 12
Mean 37.08
S.D. 7.35
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Appendix 13 -7

Serum T4 concentration

Stage : Day 14 after parturition

Study No. : SR24018

Sex : Female Dose : TPGME 300 mg/kg Species : Rat
T4
Animal No. ng/mL

50351 40.5
50352 395
50353 356
50354 355
50355 46.7
50356 31.2
50357 28.6
50358 37.0
50359 357
50360 29.0
50361 48.2
50362 39.2

n 12
Mean 37.23
S.D. 6.15
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Appendix 13 - 8

Serum T4 concentration

Stage : Day 14 after parturition

Study No. : SR24018

Sex : Female Dose : TPGME 1000 mg/kg Species : Rat
T4
Animal No. ng/mL

50451 329
50452 28.4
50453 296 $
50454 33.9
50455 26.4
50456 334
50457 341
50458 36.5
50459 29.9
50460 29.2
50461 34.0
50462 37.0

n 11
Mean 32.34
S.D. 3.40

$ : Excepted data from calculation (non-pregnancy)
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Appendix 13 - 9

Study No. : SR24018

Serum T4 concentration Stage : Day 29
Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat
T4
Animal No. ng/mL

50551 324
50552 26.4
50553 36.1
50554 22.2
50555 27.8
n 5
Mean 28.98
S.D. 5.39
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Appendix 13 - 10

Study No. : SR24018

Serum T4 concentration Stage : Day 29
Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat
T4
Animal No. ng/mL

50651 34.6
50652 315
50653 27.9
50654 24.8
50655 32.8
n 5
Mean 30.32
S.D. 3.94
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Appendix 13 - 11

Study No. : SR24018

Serum T4 concentration Stage : Recovery day 15
Sex : Male Dose : TPGME 0 mg/kg Species : Rat
T4
Animal No. ng/mL
10102 46.5
10103 39.1
10109 43.7
10110 50.9
10112 47.4
n 5
Mean 45.52
S.D. 4.41
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Appendix 13 - 12

Study No. : SR24018

Serum T4 concentration Stage : Recovery day 15
Sex : Male Dose : TPGME 1000 mg/kg Species : Rat
T4
Animal No. ng/mL
10402 45.3
10404 44.5
10405 57.9
10406 57.7
10409 48.2
n 5
Mean 50.72
S.D. 6.61
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Appendix 13 - 13

Study No. : SR24018

Serum T4 concentration Stage : Recovery day 15
Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat
T4
Animal No. ng/mL

50556 26.3
50557 35.5
50558 251
50559 35.3
50560 29.3
n 5
Mean 30.30
S.D. 4.90
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Appendix 13 - 14

Study No. : SR24018

Serum T4 concentration Stage : Recovery day 15
Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat
T4
Animal No. ng/mL

50656 34.4
50657 311
50658 17.3
50659 371
50660 41.5
n 5
Mean 32.28
S.D. 9.20
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Appendix 14 - 1
Necropsy findings

Sex : Male
Dose : 0 mg/kg

Stage : Day 29

Animal No. : 10101

Study No. : SR24018

Species : Rat

Test article : TPGME
All organs & tissues

Animal No. : 10104

Finding absent :
Dose : 0 mg/kg

Test article : TPGME
All organs & tissues

Animal No. : 10105

Finding absent :
Dose : 0 mg/kg

Test article : TPGME
All organs & tissues

Animal No. : 10106

Finding absent :
Dose : 0 mg/kg

Test article : TPGME
All organs & tissues

Animal No. : 10107

Finding absent :
Dose : 0 mg/kg

Test article : TPGME
All organs & tissues

Animal No. : 10108

Finding absent :
Dose : 0 mg/kg

Test article : TPGME
All organs & tissues

Animal No. : 10111

Finding absent :
Dose : 0 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :
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Appendix 14 - 2
Necropsy findings

Sex : Male
Dose : 100 mg/kg

Animal No. : 10201

Stage : Day 29

Study No. : SR24018

Species : Rat

Test article : TPGME

Testis
Findings : Finding present
Small size
Non-graded change
Finding Comment : unilateral : left

Epididymis
Findings : Finding present
Small size
Non-graded change
Finding Comment : unilateral : left

Finding absent : Other organs & tissues

Animal No. : 10202

Dose : 100 mg/kg

Test article : TPGME
All organs & tissues

Animal No. : 10203

Finding absent :
Dose : 100 mg/kg

Test article : TPGME
All organs & tissues

Animal No. : 10204

Finding absent :
Dose : 100 mg/kg

Test article : TPGME
All organs & tissues

Animal No. : 10205

Finding absent :
Dose : 100 mg/kg

Test article : TPGME
All organs & tissues

Animal No. : 10206

Finding absent :

Dose : 100 mg/kg

Test article : TPGME
All organs & tissues

Animal No. : 10207

Finding absent :

Dose : 100 mg/kg

Test article : TPGME
Finding absent : All organs & tissues

Animal No. : 10208

Dose : 100 mg/kg

Test article : TPGME
Finding absent : All organs & tissues

Animal No. : 10209

Dose : 100 mg/kg

Test article : TPGME
Finding absent : All organs & tissues

Animal No. : 10210

Dose : 100 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :

Animal No. : 10211

Dose : 100 mg/kg

Test article : TPGME
All organs & tissues

Animal No. : 10212

Finding absent :

Dose : 100 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :
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Appendix 14 - 3
Necropsy findings

Sex : Male
Dose : 300 mg/kg

Animal No. : 10301

Stage : Day 29

Study No. : SR24018

Species : Rat

Test article : TPGME
All organs & tissues

Animal No. : 10302

Finding absent :
Dose : 300 mg/kg

Test article : TPGME
All organs & tissues

Animal No. : 10303

Finding absent :
Dose : 300 mg/kg

Test article : TPGME
All organs & tissues

Animal No. : 10304

Finding absent :
Dose : 300 mg/kg

Test article : TPGME
All organs & tissues

Animal No. : 10305

Finding absent :
Dose : 300 mg/kg

Test article : TPGME
All organs & tissues

Animal No. : 10306

Finding absent :
Dose : 300 mg/kg

Test article : TPGME
All organs & tissues

Animal No. : 10307

Finding absent :
Dose : 300 mg/kg

Test article : TPGME
All organs & tissues

Animal No. : 10308

Finding absent :
Dose : 300 mg/kg

Test article : TPGME
All organs & tissues

Animal No. : 10309

Finding absent :
Dose : 300 mg/kg

Test article : TPGME
All organs & tissues

Animal No. : 10310

Finding absent :

Dose : 300 mg/kg

Test article : TPGME
All organs & tissues

Animal No. : 10311

Finding absent :

Dose : 300 mg/kg

Test article : TPGME
Finding absent : All organs & tissues

Animal No. : 10312

Dose : 300 mg/kg

Test article : TPGME
Finding absent : All organs & tissues
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Study No. : SR24018

Appendix 14 - 4
Necropsy findings
Sex : Male Stage : Day 29 Species : Rat
Test article : TPGME Dose : 1000 mg/kg Animal No. : 10401
Finding absent : All organs & tissues
Test article : TPGME Dose : 1000 mg/kg Animal No. : 10403 Infertility
Finding absent : All organs & tissues
Test article : TPGME Dose : 1000 mg/kg Animal No. : 10407
Finding absent : All organs & tissues
Dose : 1000 mg/kg Animal No. : 10408

Test article : TPGME
All organs & tissues
Animal No. : 10410

Finding absent :
Dose : 1000 mg/kg

Test article : TPGME
All organs & tissues
Animal No. : 10411

Finding absent :
Dose : 1000 mg/kg

Test article : TPGME
All organs & tissues
Animal No. : 10412

Finding absent :
Dose : 1000 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :
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Appendix 14 - 5
Necropsy findings

Sex : Female
Dose : 0 mg/kg

Animal No. : 50151

Stage : Day 14 after parturition

Study No. : SR24018

Species : Rat

Test article : TPGME
All organs & tissues

Finding absent :

Animal No. : 50152

Estrous cycle : Diestrus

Dose : 0 mg/kg

Test article : TPGME
Finding absent : All organs & tissues

Estrous cycle : Diestrus

Animal No. : 50153

Dose : 0 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :
Estrous cycle : Diestrus

g/kg Animal No. : 50154

Dose : 0 m

Test article : TPGME
Finding absent : All organs & tissues

Animal No. : 50155

Estrous cycle : Diestrus

Dose : 0 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :
Estrous cycle : Diestrus

Animal No. : 50156

Dose : 0

mg/kg

S

Test article : TPGME
Finding absent : All organs & tissue

Animal No. : 50157

Estrous cycle : Diestrus
Dose :

0 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :
Estrous cycle : Diestrus

Animal No. : 50158

Dose

: 0 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :

Animal No. : 50159

Estrous cycle : Diestrus

Dose : 0 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :
Estrous cycle : Diestrus

Animal No. : 50160

Do

se : 0 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :

Animal No. : 50161

Estrous cycle : Diestrus
D

ose : 0 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :
Estrous cycle : Diestrus

Animal No. : 50162

Dose : 0 mg/kg

Test article : TPGME
All organs

& tissues

Finding absent :

Estrous cycle : Diestrus
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Study No. : SR24018

Appendix 14 - 6
Necropsy findings
Sex : Female Stage : Day 14 after parturition Species : Rat
Test article : TPGME Dose : 100 mg/kg Animal No. : 50251
Finding absent : All organs & tissues
Estrous cycle : Diestrus
Test article : TPGME Dose : 100 mg/kg Animal No. : 50252
Finding absent : All organs & tissues
Estrous cycle : Diestrus
Dose : 100 mg/kg Animal No. : 50253

Test article : TPGME
All organs & tissues

Finding absent :
Estrous cycle : Diestrus

Animal No. : 50254

Dose : 100 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :

Animal No. : 50255

Estrous cycle : Diestrus

Dose : 100 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :
Estrous cycle : Diestrus

Animal No. : 50256

Dose : 100 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :

Animal No. : 50257

Estrous cycle : Diestrus

Dose : 100 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :
Estrous cycle : Diestrus

Animal No. : 50258

Dose : 100 mg/kg

Test article : TPGME
Finding absent : All

organs & tissues

Animal No. : 50259

Estrous cycle : Diestrus

Dose : 100 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :

Estrous cycle : Diestrus

Animal No. : 50260

Dose : 100 mg/kg

Test article : TPGME
Finding absent :

All organs & tissues

Animal No. : 50261

Estrous cycle : Diestrus

Dose : 100 mg/kg

Test article : TPGME

All organs & tissues

Finding absent :

Estrous cycle : Diestrus

Animal No. : 50262

Dose : 100 mg/kg

Test article : TPGME

All organs & tissues

Finding absent :

Estrous cycle : Diestrus
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Appendix 14 -7
Necropsy findings

Sex : Female
Dose : 300 mg/kg

Animal No. : 50351

Stage : Day 14 after parturition

Study No. : SR24018

Species : Rat

Test article : TPGME
All organs & tissues

Finding absent :

Animal No. : 50352

Estrous cycle : Diestrus
Dose : 300 mg/kg

Test article : TPGME
Finding absent : All organs & tissues

Estrous cycle : Diestrus

Animal No. : 50353

Dose : 300 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :
Estrous cycle : Diestrus

Animal No. : 50354

Dose : 300 mg/kg

Test article : TPGME
Finding absent : All organs & tissues

Animal No. : 50355

Estrous cycle : Diestrus
Dose : 300 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :
Estrous cycle : Diestrus

Animal No. : 50356

Dose : 300 mg/kg

Test article : TPGME
Finding absent : All organs & tissues

Animal No. : 50357

Estrous cycle : Diestrus
Dose : 300 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :
Estrous cycle : Diestrus

Animal No. : 50358

Dose : 300 mg/kg

Test article : TPGME
Finding absent : All organs & tissues

Animal No. : 50359

Estrous cycle : Diestrus

Dose : 300 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :
Estrous cycle : Diestrus

Animal No. : 50360

Dose : 300 mg/kg

Test article : TPGME
Finding absent : All organs & tissues

Animal No. : 50361

Estrous cycle : Diestrus

Dose : 300 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :
Estrous cycle : Diestrus

Animal No. : 50362

Dose : 300

mg/kg

Test article : TPGME
All organs & tissues

Finding absent :

Estrous cycle : Diestrus
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Appendix 14 - 8
Necropsy findings

Sex : Female
Dose : 1000 mg/kg

Animal No. : 50451

Stage : Day 14 after parturition

Study No. : SR24018

Species : Rat

Test article : TPGME
All organs & tissues

Finding absent :

Animal No. : 50452

Estrous cycle : Diestrus

Dose :

1000 mg/kg

Non-pregnancy

Test article : TPGME
All organs & tissues

Finding absent :

Estrous cycle : Diestrus

Animal No. : 50453

Dose : 1000 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :
Estrous cycle : Diestrus

Animal No. : 50454

Dose : 1000 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :

Animal No. : 50455

Estrous cycle : Diestrus

Dose : 1000 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :
Estrous cycle : Diestrus

Animal No. : 50456

Dose : 1000 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :

Animal No. : 50457

Estrous cycle : Diestrus

Dose : 1000 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :
Estrous cycle : Diestrus

Animal No. : 50458

Dose : 1000 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :

Animal No. : 50459

Estrous cycle : Diestrus

Dose : 1000 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :
Estrous cycle : Diestrus

Animal No. : 50460

Dose : 1000 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :

Animal No. : 50461

Estrous cycle : Diestrus

Dose : 1000 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :
Estrous cycle : Diestrus

Animal No. : 50462

Dose : 1000 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :

Estrous cycle : Diestrus
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Appendix 14 - 9

Necropsy findings

Sex : Female (satellite)
Dose : 0 mg/kg

Stage : Day 29

Animal No. : 50551

Study No. : SR24018

Species : Rat

Test article : TPGME
All organs & tissues

Finding absent :

Animal No. : 50552

Estrous cycle : Estrus
Dose : 0 mg/kg

Test article : TPGME
Finding absent : All organs & tissues

Estrous cycle : Diestrus

Animal No. : 50553

Dose : 0 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :
Estrous cycle : Metestrus

Animal No. : 50554

Dose : 0 mg/kg

Test article : TPGME
Finding absent : All organs & tissues

Animal No. : 50555

Estrous cycle : Diestrus
Dose : 0 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :
Estrous cycle : Proestrus
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Stage : Day 29

Appendix 14 - 10

Necropsy findings
Animal No. : 50651

Sex : Female (satellite)
Dose : 1000 mg/kg

Study No. : SR24018

Species : Rat

Test article : TPGME
All organs & tissues

Finding absent :
Animal No. : 50652

Estrous cycle : Metestrus
Dose : 1000 mg/kg

Test article : TPGME
Finding absent : All organs & tissues

Estrous cycle : Proestrus
Animal No. : 50653

Dose : 1000 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :

Estrous cycle : Diestrus
Animal No. : 50654

Dose : 1000 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :
Animal No. : 50655

Estrous cycle : Metestrus
Dose : 1000 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :
Estrous cycle : Estrus
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Appendix 14 - 11
Necropsy findings

Sex : Male
Dose : 0 mg/kg

Animal No. : 10102

Stage : Recovery day 15

Study No. : SR24018

Species : Rat

Test article : TPGME
All organs & tissues

Animal No. : 10103

Finding absent :

Dose : 0 mg/kg

Test article : TPGME
All organs & tissues

Animal No. : 10109

Finding absent :
Dose : 0 mg/kg

Test article : TPGME
All organs & tissues

Animal No. : 10110

Finding absent :
Dose : 0 mg/kg

Test article : TPGME
Finding absent : All organs & tissues

Animal No. : 10112

Dose : 0 mg/kg

Test article : TPGME
Finding absent : All organs & tissues
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Appendix 14 - 12
Necropsy findings
Sex : Male
Dose : 1000 mg/kg

Animal No. : 10402

Stage : Recovery day 15

Study No. : SR24018

Species : Rat

Test article : TPGME
All organs & tissues

Animal No. : 10404

Finding absent :
Dose : 1000 mg/kg

Test article : TPGME
All organs & tissues

Animal No. : 10405

Finding absent :
Dose : 1000 mg/kg

Test article : TPGME
All organs & tissues

Animal No. : 10406

Finding absent :
Dose : 1000 mg/kg

Test article : TPGME
All organs & tissues

Animal No. : 10409

Finding absent :
Dose : 1000 mg/kg

Test article : TPGME
Finding absent : All organs & tissues
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Appendix 14 - 13
Necropsy findings
Sex : Female (satellite)
Dose : 0 mg/kg

Animal No. : 50556

Stage : Recovery day 15

Study No. : SR24018

Species : Rat

Test article : TPGME
All organs & tissues

Finding absent :

Animal No. : 50557

Estrous cycle : Metestrus
Dose : 0 mg/kg

Test article : TPGME
Finding absent : All organs & tissues

Estrous cycle : Diestrus

Animal No. : 50558

Dose : 0 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :
Estrous cycle : Metestrus

Animal No. : 50559

Dose : 0 mg/kg

Test article : TPGME
Finding absent : All organs & tissues

Animal No. : 50560

Estrous cycle : Estrus
Dose : 0 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :
Estrous cycle : Proestrus
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Appendix 14 - 14

Necropsy findings
Animal No. : 50656

Sex : Female (satellite)
Dose : 1000 mg/kg

Stage : Recovery day 15

Study No. : SR24018

Species : Rat

Test article : TPGME
All organs & tissues

Finding absent :
Animal No. : 50657

Estrous cycle : Proestrus
Dose : 1000 mg/kg

Test article : TPGME
Finding absent : All organs & tissues

Estrous cycle : Diestrus
Animal No. : 50658

Dose : 1000 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :
Estrous cycle : Proestrus
Animal No. : 50659

Dose : 1000 mg/kg

Test article : TPGME
Finding absent : All organs & tissues

Animal No. : 50660

Estrous cycle : Proestrus
Dose : 1000 mg/kg

Test article : TPGME
All organs & tissues

Finding absent :
Estrous cycle : Proestrus
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Appendix 15 - 1 Study No. : SR24018

Organ weight Stage : Day 29
Sex : Male Dose : TPGME 0 mg/kg Species : Rat
Body Liver Kidney Heart Spleen
weight
AB RE AB RE AB RE AB RE
Animal No. g g g/100g g g/100g g g/100g mg mg/100g
10101 427 10.98 2.57 2.69 0.63 1.60 0.37 873 204.45
10104 492 13.29 2.70 3.31 0.67 1.52 0.31 748 152.03
10105 479 12.42 2.59 3.37 0.70 1.53 0.32 716 149.48
10106 516 13.15 2.55 3.18 0.62 1.47 0.28 861 166.86
10107 526 13.95 2.65 3.39 0.64 1.56 0.30 870 165.40
10108 475 11.47 241 2.70 0.57 1.52 0.32 677 142.53
10111 500 12.99 2.60 3.50 0.70 1.49 0.30 763 152.60
n 7 7 7 7 7 7 7 7 7
Mean 487.9 12.607 2.581 3.163 0.647 1.527 0.314 786.9 161.907
S.D. 32.6 1.056 0.091 0.334 0.047 0.043 0.028 80.6 20.659
Thymus Adrenal Pituitary gland Thyroid Testis
AB RE AB RE AB RE AB RE AB RE
Animal No. mg mg/100g mg mg/100g mg mg/100g mg mg/100g g g/100g
10101 378 88.52 75 17.56 121 2.83 257 6.02 3.37 0.79
10104 484 98.37 74 15.04 17.0 3.46 23.7 4.82 3.35 0.68
10105 323 67.43 61 12.73 14.5 3.03 18.6 3.88 3.32 0.69
10106 391 75.78 66 12.79 12.3 2.38 24.4 473 3.30 0.64
10107 252 47.91 67 12.74 12.8 243 253 4.81 3.79 0.72
10108 355 74.74 72 15.16 13.8 2.91 23.6 4.97 3.56 0.75
10111 351 70.20 74 14.80 14.9 2.98 25.5 5.10 3.44 0.69
n 7 7 7 7 7 7 7 7 7 7
Mean 362.0 74.707 69.9 14.403 13.91 2.860 23.83 4.904 3.447 0.709
S.D. 70.4 16.038 5.3 1.792 1.73 0.370 2.46 0.630 0.175 0.049
Epididymis Prostate Seminal Brain
vesicle
AB RE AB RE AB RE AB RE
Animal No. g g/100g mg mg/100g g g/100g g g/100g
10101 1.29 0.30 865 202.58 2.22 0.52 212 0.50
10104 1.33 0.27 698 141.87 2.63 0.53 2.21 0.45
10105 1.44 0.30 384 80.17 2.04 0.43 217 0.45
10106 1.24 0.24 652 126.36 2.06 0.40 2.18 0.42
10107 1.58 0.30 586 111.41 2.57 0.49 217 0.41
10108 1.31 0.28 572 120.42 213 0.45 2.25 0.47
10111 1.32 0.26 745 149.00 2.10 0.42 2.28 0.46
n 7 7 7 7 7 7 7 7
Mean 1.359 0.279 643.1 133.116 2.250 0.463 2.197 0.451
S.D. 0.115 0.023 151.7 37.937 0.247 0.051 0.054 0.030

AB : Absolute weight, RE : Relative weight by body weight
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Organ weight Stage : Day 29
Sex : Male Dose : TPGME 100 mg/kg Species : Rat
Body Liver Kidney Heart Spleen
weight
AB RE AB RE AB RE AB RE
Animal No. g g g/100g g g/100g g g/100g mg mg/100g

10201 479 11.33 2.37 3.15 0.66 1.33 0.28 716 149.48

10202 473 12.41 2.62 3.64 0.77 1.52 0.32 784 165.75

10203 478 11.73 245 2.97 0.62 1.46 0.31 689 144.14

10204 471 12.79 272 3.35 0.71 1.56 0.33 640 135.88

10205 501 14.65 2.92 3.47 0.69 1.64 0.33 814 162.48

10206 588 18.41 3.13 4.38 0.74 2.04 0.35 1093 185.88

10207 542 15.91 2.94 4.05 0.75 1.70 0.31 789 145.57

10208 471 12.45 2.64 3.36 0.71 1.31 0.28 630 133.76

10209 439 12.00 2.73 3.00 0.68 1.26 0.29 788 179.50

10210 510 12.34 242 3.77 0.74 1.46 0.29 742 145.49

10211 468 12.67 2.71 3.52 0.75 1.73 0.37 745 159.19

10212 461 12.08 2.62 3.28 0.71 1.50 0.33 701 152.06

n 12 12 12 12 12 12 12 12 12

Mean 490.1 13.231 2.689 3.495 0.711 1.543 0.316 760.9 154.932

S.D. 40.5 2.074 0.225 0.417 0.043 0.216 0.028 120.0 16.226

Thymus Adrenal Pituitary gland Thyroid Testis
AB RE AB RE AB RE AB RE AB RE
Animal No. mg mg/100g mg mg/100g mg mg/100g mg mg/100g g g/100g

10201 294 61.38 80 16.70 14.6 3.05 227 4.74 2.12 0.44
10202 399 84.36 75 15.86 12.0 2.54 28.8 6.09 3.88 0.82
10203 326 68.20 74 15.48 124 2.59 20.0 4.18 3.15 0.66
10204 339 71.97 81 17.20 11.8 2.51 29.9 6.35 3.31 0.70
10205 378 75.45 79 15.77 14.5 2.89 271 5.41 342 0.68
10206 439 74.66 79 13.44 12.8 2.18 22.4 3.81 3.01 0.51
10207 492 90.77 78 14.39 13.2 2.44 249 4.59 4.09 0.75
10208 295 62.63 76 16.14 13.2 2.80 21.6 4.59 3.15 0.67
10209 406 92.48 83 18.91 131 2.98 22.7 5.17 3.92 0.89
10210 488 95.69 55 10.78 17.2 3.37 29.1 5.71 3.17 0.62
10211 296 63.25 97 20.73 141 3.01 28.9 6.18 3.09 0.66
10212 359 77.87 89 19.31 12.7 2.75 26.4 5.73 3.17 0.69
n 12 12 12 12 12 12 12 12 12 12
Mean 375.9 76.559 78.8 16.226 13.47 2.759 25.38 5.213 3.290 0.674
S.D. 70.9 11.990 9.9 2.695 1.48 0.325 3.43 0.831 0.519 0.120

AB : Absolute weight, RE : Relative weight by body weight
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Appendix 15 - 3

Organ weight

Stage : Day 29

Study No. : SR24018

Sex : Male Dose : TPGME 100 mg/kg Species : Rat
Epididymis Prostate Seminal Brain
vesicle
AB RE AB RE AB RE AB RE
Animal No. g g/100g mg mg/100g g g/100g g g/100g

10201 0.91 0.19 836 174.53 3.03 0.63 212 0.44
10202 1.41 0.30 617 130.44 2.62 0.55 2.25 0.48
10203 1.46 0.31 784 164.02 3.12 0.65 241 0.50
10204 1.29 0.27 850 180.47 2.55 0.54 214 0.45
10205 1.39 0.28 780 155.69 2.28 0.46 217 0.43
10206 1.40 0.24 992 168.71 2.34 0.40 2.39 0.41
10207 1.42 0.26 669 123.43 2.95 0.54 2.40 0.44
10208 1.25 0.27 536 113.80 2.73 0.58 2.15 0.46
10209 1.36 0.31 553 125.97 2.35 0.54 215 0.49
10210 1.06 0.21 604 118.43 1.99 0.39 2.21 0.43
10211 1.39 0.30 897 191.67 2.72 0.58 2.34 0.50
10212 1.19 0.26 738 160.09 2.22 0.48 2.14 0.46

n 12 12 12 12 12 12 12 12
Mean 1.294 0.267 738.0 150.604 2.575 0.528 2.239 0.458
S.D. 0.167 0.038 144.0 26.826 0.351 0.082 0.114 0.030

AB : Absolute weight, RE : Relative weight by body weight



Appendix 15 - 4 Study No. : SR24018

- L6S -

Organ weight Stage : Day 29
Sex : Male Dose : TPGME 300 mg/kg Species : Rat
Body Liver Kidney Heart Spleen
weight
AB RE AB RE AB RE AB RE
Animal No. g g g/100g g g/100g g g/100g mg mg/100g

10301 478 13.02 2.72 3.1 0.65 1.60 0.33 670 140.17

10302 509 13.48 2.65 3.60 0.71 1.56 0.31 763 149.90

10303 499 14.20 2.85 3.34 0.67 1.83 0.37 853 170.94

10304 455 13.02 2.86 3.00 0.66 1.55 0.34 655 143.96

10305 429 11.88 2.77 2.88 0.67 1.64 0.38 637 148.48

10306 546 15.39 2.82 4.04 0.74 1.71 0.31 1055 193.22

10307 563 17.35 3.08 3.69 0.66 1.77 0.31 789 140.14

10308 519 16.11 3.10 3.84 0.74 1.61 0.31 796 153.37

10309 479 13.95 291 3.62 0.76 1.36 0.28 884 184.55

10310 463 12.81 2.77 3.1 0.67 1.40 0.30 682 147.30

10311 483 13.32 2.76 3.61 0.75 1.59 0.33 707 146.38

10312 503 14.47 2.88 3.52 0.70 1.68 0.33 821 163.22

n 12 12 12 12 12 12 12 12 12

Mean 493.8 14.083 2.848 3.447 0.698 1.608 0.325 776.0 156.803

S.D. 37.8 1.548 0.134 0.358 0.040 0.136 0.028 119.5 17.540

Thymus Adrenal Pituitary gland Thyroid Testis
AB RE AB RE AB RE AB RE AB RE
Animal No. mg mg/100g mg mg/100g mg mg/100g mg mg/100g g g/100g

10301 402 84.10 63 13.18 12.7 2.66 23.2 4.85 342 0.72
10302 357 70.14 73 14.34 12.7 2.50 25.0 4.91 3.48 0.68
10303 283 56.71 67 13.43 12.4 2.48 231 4.63 3.28 0.66
10304 626 137.58 63 13.85 11.3 2.48 28.8 6.33 2.98 0.65
10305 360 83.92 58 13.52 10.7 2.49 22.6 5.27 2.88 0.67
10306 436 79.85 72 13.19 15.4 2.82 313 5.73 3.76 0.69
10307 498 88.45 78 13.85 9.8 1.74 249 4.42 3.41 0.61
10308 358 68.98 94 18.11 16.2 3.12 27.3 5.26 3.76 0.72
10309 338 70.56 80 16.70 15.5 3.24 24.8 5.18 2.28 0.48
10310 358 77.32 82 17.71 15.2 3.28 22.4 4.84 3.19 0.69
10311 369 76.40 78 16.15 16.2 3.35 253 5.24 3.29 0.68
10312 271 53.88 80 15.90 14.0 2.78 21.7 4.31 2.98 0.59
n 12 12 12 12 12 12 12 12 12 12
Mean 388.0 78.991 74.0 14.994 13.51 2.745 25.03 5.081 3.226 0.653
S.D. 96.5 21.233 10.1 1.818 2.22 0.460 2.86 0.561 0.410 0.067

AB : Absolute weight, RE : Relative weight by body weight
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Appendix 15 - 5

Organ weight

Stage : Day 29

Study No. : SR24018

Sex : Male Dose : TPGME 300 mg/kg Species : Rat
Epididymis Prostate Seminal Brain
vesicle
AB RE AB RE AB RE AB RE
Animal No. g g/100g mg mg/100g g g/100g g g/100g

10301 1.19 0.25 466 97.49 2.57 0.54 2.30 0.48
10302 1.33 0.26 909 178.59 2.52 0.50 2.29 0.45
10303 1.17 0.23 585 117.23 2.56 0.51 212 0.42
10304 1.29 0.28 636 139.78 2.37 0.52 2.10 0.46
10305 1.34 0.31 635 148.02 2.13 0.50 1.98 0.46
10306 1.43 0.26 1035 189.56 2.18 0.40 2.22 0.41
10307 1.34 0.24 668 118.65 2.30 0.41 2.24 0.40
10308 1.39 0.27 523 100.77 2.61 0.50 2.26 0.44
10309 1.03 0.22 614 128.18 2.60 0.54 2.09 0.44
10310 1.15 0.25 617 133.26 2.22 0.48 217 0.47
10311 1.38 0.29 582 120.50 2.59 0.54 2.15 0.45
10312 1.21 0.24 814 161.83 2.40 0.48 2.14 0.43

n 12 12 12 12 12 12 12 12
Mean 1.271 0.258 673.7 136.155 2.421 0.493 2172 0.443
S.D. 0.120 0.026 164.4 28.912 0.178 0.046 0.094 0.024

AB : Absolute weight, RE : Relative weight by body weight
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Organ weight Stage : Day 29
Sex : Male Dose : TPGME 1000 mg/kg Species : Rat
Body Liver Kidney Heart Spleen
weight
AB RE AB RE AB RE AB RE
Animal No. g g g/100g g g/100g g g/100g mg mg/100g
10401 492 17.64 3.59 3.50 0.71 1.67 0.34 904 183.74
10403 483 13.64 2.82 3.24 0.67 1.42 0.29 749 155.07
10407 530 16.34 3.08 418 0.79 1.52 0.29 736 138.87
10408 489 14.41 2.95 3.29 0.67 1.49 0.30 725 148.26
10410 483 16.66 3.45 3.85 0.80 1.43 0.30 731 151.35
10411 448 14.89 3.32 3.62 0.81 1.62 0.36 739 164.96
10412 577 21.78 3.77 4.12 0.71 1.86 0.32 1117 193.59
n 7 7 7 7 7 7 7 7 7
Mean 500.3 16.480 3.283 3.686 0.737 1.573 0.314 814.4 162.263
S.D. 41.4 2.719 0.348 0.377 0.061 0.157 0.027 147.6 19.850
Thymus Adrenal Pituitary gland Thyroid Testis
AB RE AB RE AB RE AB RE AB RE
Animal No. mg mg/100g mg mg/100g mg mg/100g mg mg/100g g g/100g
10401 517 105.08 56 11.38 111 2.26 23.6 4.80 2.67 0.54
10403 421 87.16 79 16.36 12.8 2.65 27.6 5.71 3.46 0.72
10407 270 50.94 88 16.60 15.1 2.85 225 4.25 3.17 0.60
10408 411 84.05 68 13.91 11.6 2.37 26.3 5.38 3.43 0.70
10410 417 86.34 72 14.91 141 2.92 26.3 5.45 3.84 0.80
10411 316 70.54 80 17.86 11.7 2.61 29.1 6.50 3.45 0.77
10412 480 83.19 75 13.00 16.2 2.81 31.2 5.41 3.55 0.62
n 7 7 7 7 7 7 7 7 7 7
Mean 404.6 81.043 74.0 14.860 13.23 2.639 26.66 5.357 3.367 0.679
S.D. 86.4 16.700 10.2 2.264 1.95 0.248 3.01 0.705 0.365 0.095
Epididymis Prostate Seminal Brain
vesicle
AB RE AB RE AB RE AB RE
Animal No. g g/100g mg mg/100g g g/100g g g/100g
10401 1.18 0.24 615 125.00 217 0.44 2.1 0.43
10403 1.27 0.26 791 163.77 2.49 0.52 215 0.45
10407 1.29 0.24 587 110.75 2.91 0.55 2.14 0.40
10408 1.26 0.26 710 145.19 2.51 0.51 2.31 0.47
10410 1.46 0.30 648 134.16 2.79 0.58 2.25 0.47
10411 1.32 0.29 316 70.54 2.51 0.56 217 0.48
10412 1.44 0.25 766 132.76 3.05 0.53 2.30 0.40
n 7 7 7 7 7 7 7 7
Mean 1.317 0.263 633.3 126.024 2.633 0.527 2.204 0.443
S.D. 0.100 0.024 159.0 29.486 0.300 0.045 0.081 0.034

AB : Absolute weight, RE : Relative weight by body weight
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Organ weight Stage : Day 14 after parturition
Sex : Female Dose : TPGME 0 mg/kg Species : Rat
Body Liver Kidney Heart Spleen
weight
AB RE AB RE AB RE AB RE
Animal No. g g g/100g g g/100g g g/100g mg mg/100g

50151 347 11.81 3.40 2.48 0.71 1.15 0.33 818 235.73

50152 352 11.86 3.37 2.35 0.67 1.25 0.36 694 197.16

50153 354 12.93 3.65 2.48 0.70 1.29 0.36 608 171.75

50154 369 11.03 2.99 2.42 0.66 1.16 0.31 636 172.36

50155 354 12.16 3.44 2.15 0.61 1.25 0.35 679 191.81

50156 369 11.93 3.23 2.01 0.54 1.12 0.30 501 135.77

50157 363 12.44 3.43 2.63 0.72 1.26 0.35 643 177.13

50158 404 11.75 2.91 2.23 0.55 1.29 0.32 802 198.51

50159 341 11.31 3.32 2.16 0.63 1.16 0.34 619 181.52

50160 338 10.88 3.22 2.23 0.66 1.09 0.32 741 219.23

50161 386 12.21 3.16 2.53 0.66 1.30 0.34 699 181.09

50162 347 11.00 3.17 2.21 0.64 1.16 0.33 613 176.66

n 12 12 12 12 12 12 12 12 12

Mean 360.3 11.776 3.274 2.323 0.646 1.207 0.334 671.1 186.560

S.D. 19.3 0.627 0.205 0.186 0.057 0.074 0.019 88.4 25.245

Thymus Adrenal Pituitary gland Thyroid Ovary
AB RE AB RE AB RE AB RE AB RE
Animal No. mg mg/100g mg mg/100g mg mg/100g mg mg/100g mg mg/100g

50151 235 67.72 85 24.50 19.5 5.62 21.2 6.11 100 28.82
50152 143 40.63 79 22.44 15.4 4.38 14.1 4.01 98 27.84
50153 330 93.22 94 26.55 18.1 5.1 15.9 4.49 97 27.40
50154 294 79.67 77 20.87 16.7 4.53 12.1 3.28 115 31.17
50155 243 68.64 85 24.01 15.8 4.46 16.6 4.69 130 36.72
50156 280 75.88 65 17.62 15.5 4.20 18.2 4.93 101 27.37
50157 203 55.92 92 25.34 25.2 6.94 211 5.81 106 29.20
50158 344 85.15 73 18.07 19.7 4.88 23.3 5.77 116 28.71
50159 205 60.12 85 24.93 19.4 5.69 15.2 4.46 108 31.67
50160 333 98.52 64 18.93 19.5 5.77 19.7 5.83 106 31.36
50161 251 65.03 87 22.54 18.3 4.74 21.2 5.49 102 26.42
50162 212 61.10 62 17.87 18.0 5.19 15.3 4.41 102 29.39
n 12 12 12 12 12 12 12 12 12 12
Mean 256.1 70.967 79.0 21.973 18.43 5.126 17.83 4.940 106.8 29.673
S.D. 61.7 16.427 10.9 3.214 2.67 0.780 3.47 0.869 9.5 2.782

AB : Absolute weight, RE : Relative weight by body weight
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Appendix 15 - 8

Organ weight

Stage : Day 14 after parturition

Study No. : SR24018

Sex : Female Dose : TPGME 0 mg/kg Species : Rat
Uterus Brain
AB RE AB RE
Animal No. mg mg/100g g g/100g

50151 555 159.94 2.06 0.59
50152 415 117.90 2.04 0.58
50153 579 163.56 2.06 0.58
50154 591 160.16 212 0.57
50155 510 144.07 2.02 0.57
50156 550 149.05 2.00 0.54
50157 655 180.44 2.27 0.63
50158 771 190.84 2.23 0.55
50159 747 219.06 1.97 0.58
50160 435 128.70 2.18 0.64
50161 665 172.28 2.07 0.54
50162 587 169.16 2.06 0.59
n 12 12 12 12
Mean 588.3 162.930 2.090 0.580
S.D. 109.2 27.181 0.092 0.031

AB : Absolute weight, RE : Relative weight by body weight
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Organ weight Stage : Day 14 after parturition
Sex : Female Dose : TPGME 100 mg/kg Species : Rat
Body Liver Kidney Heart Spleen
weight
AB RE AB RE AB RE AB RE
Animal No. g g g/100g g g/100g g g/100g mg mg/100g

50251 386 13.52 3.50 2.18 0.56 1.33 0.34 652 168.91

50252 366 11.48 3.14 2.39 0.65 1.16 0.32 714 195.08

50253 366 12.65 3.46 2.59 0.71 1.23 0.34 743 203.01

50254 387 12.16 3.14 2.41 0.62 1.1 0.29 735 189.92

50255 362 10.87 3.00 2.03 0.56 1.06 0.29 644 177.90

50256 332 10.82 3.26 2.1 0.64 1.05 0.32 503 151.51

50257 373 12.48 3.35 2.57 0.69 1.29 0.35 535 143.43

50258 385 11.51 2.99 2.53 0.66 1.28 0.33 636 165.19

50259 366 11.18 3.05 2.41 0.66 1.22 0.33 613 167.49

50260 361 11.52 3.19 2.16 0.60 1.27 0.35 621 172.02

50261 386 13.19 3.42 2.30 0.60 1.27 0.33 509 131.87

50262 384 13.26 3.45 2.47 0.64 1.25 0.33 782 203.65

n 12 12 12 12 12 12 12 12 12

Mean 371.2 12.053 3.246 2.346 0.633 1.210 0.327 640.6 172.498

S.D. 16.1 0.955 0.187 0.188 0.047 0.093 0.020 92.2 22.906

Thymus Adrenal Pituitary gland Thyroid Ovary
AB RE AB RE AB RE AB RE AB RE
Animal No. mg mg/100g mg mg/100g mg mg/100g mg mg/100g mg mg/100g

50251 342 88.60 92 23.83 171 4.43 20.9 5.41 114 29.53
50252 301 82.24 79 21.58 171 4.67 20.3 5.55 73 19.95
50253 279 76.23 80 21.86 16.5 4.51 18.2 4.97 95 25.96
50254 226 58.40 94 24.29 22.5 5.81 22.9 5.92 110 28.42
50255 253 69.89 70 19.34 19.7 5.44 18.4 5.08 101 27.90
50256 238 71.69 53 15.96 15.3 4.61 23.8 7.7 77 23.19
50257 315 84.45 71 19.03 20.4 5.47 11.3 3.03 113 30.29
50258 321 83.38 79 20.52 21.0 5.45 25.0 6.49 86 22.34
50259 244 66.67 67 18.31 171 4.67 25.8 7.05 91 24.86
50260 409 113.30 72 19.94 15.7 4.35 26.7 7.40 89 24.65
50261 328 84.97 94 24.35 18.4 4.77 23.1 5.98 85 22.02
50262 223 58.07 83 21.61 13.9 3.62 28.4 7.40 108 28.13
n 12 12 12 12 12 12 12 12 12 12
Mean 289.9 78.158 77.8 20.885 17.89 4.817 22.07 5.954 95.2 25.603
S.D. 56.3 15.117 12.2 2.558 2.56 0.617 4.65 1.275 14.0 3.301

AB : Absolute weight, RE : Relative weight by body weight
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Appendix 15 - 10

Organ weight

Stage : Day 14 after parturition

Study No. : SR24018

Sex : Female Dose : TPGME 100 mg/kg Species : Rat
Uterus Brain
AB RE AB RE
Animal No. mg mg/100g g g/100g

50251 624 161.66 1.96 0.51
50252 589 160.93 2.01 0.55
50253 578 157.92 1.94 0.53
50254 461 119.12 2.26 0.58
50255 513 141.71 1.98 0.55
50256 537 161.75 2.02 0.61
50257 464 124.40 217 0.58
50258 775 201.30 2.09 0.54
50259 476 130.05 2.28 0.62
50260 561 155.40 2.14 0.59
50261 420 108.81 2.09 0.54
50262 519 135.16 2.30 0.60

n 12 12 12 12
Mean 543.1 146.518 2.103 0.567
S.D. 94.5 25.161 0.127 0.035

AB : Absolute weight, RE : Relative weight by body weight
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Organ weight Stage : Day 14 after parturition
Sex : Female Dose : TPGME 300 mg/kg Species : Rat
Body Liver Kidney Heart Spleen
weight
AB RE AB RE AB RE AB RE
Animal No. g g g/100g g g/100g g g/100g mg mg/100g

50351 365 12.53 3.43 2.59 0.71 1.25 0.34 600 164.38

50352 368 11.59 3.15 2.20 0.60 1.19 0.32 643 174.73

50353 362 11.42 3.15 2.31 0.64 1.25 0.35 583 161.05

50354 355 12.46 3.51 2.37 0.67 1.23 0.35 602 169.58

50355 324 10.22 3.15 2.24 0.69 1.09 0.34 527 162.65

50356 326 10.47 3.21 2.27 0.70 1.20 0.37 533 163.50

50357 363 12.21 3.36 2.53 0.70 1.14 0.31 715 196.97

50358 393 13.82 3.52 2.87 0.73 1.34 0.34 779 198.22

50359 370 12.08 3.26 2.37 0.64 1.22 0.33 665 179.73

50360 375 12.71 3.39 2.70 0.72 1.34 0.36 731 194.93

50361 329 10.56 3.21 2.42 0.74 1.10 0.33 760 231.00

50362 401 12.43 3.10 2.56 0.64 1.45 0.36 617 153.87

n 12 12 12 12 12 12 12 12 12

Mean 360.9 11.875 3.287 2.453 0.682 1.233 0.342 646.3 179.218

S.D. 24.5 1.064 0.149 0.202 0.043 0.105 0.017 84.7 22.222

Thymus Adrenal Pituitary gland Thyroid Ovary
AB RE AB RE AB RE AB RE AB RE
Animal No. mg mg/100g mg mg/100g mg mg/100g mg mg/100g mg mg/100g

50351 164 44.93 81 22.19 19.9 5.45 12.4 3.40 81 22.19
50352 307 83.42 59 16.03 16.0 4.35 221 6.01 86 23.37
50353 213 58.84 66 18.23 15.7 4.34 18.9 5.22 117 32.32
50354 327 92.11 88 24.79 17.4 4.90 22.8 6.42 120 33.80
50355 338 104.32 63 19.44 15.9 4.91 17.9 5.52 87 26.85
50356 184 56.44 72 22.09 13.0 3.99 17.8 5.46 104 31.90
50357 195 53.72 86 23.69 18.4 5.07 15.5 4.27 88 24.24
50358 295 75.06 91 23.16 19.1 4.86 18.3 4.66 119 30.28
50359 306 82.70 68 18.38 20.5 5.54 22.2 6.00 95 25.68
50360 293 78.13 87 23.20 15.8 4.21 18.4 4.91 108 28.80
50361 316 96.05 94 28.57 17.7 5.38 27.4 8.33 95 28.88
50362 359 89.53 79 19.70 19.4 4.84 26.6 6.63 127 31.67
n 12 12 12 12 12 12 12 12 12 12
Mean 274.8 76.271 77.8 21.623 17.40 4.820 20.03 5.569 102.3 28.332
S.D. 66.7 18.805 11.9 3.434 2.19 0.506 4.36 1.266 15.7 3.841

AB : Absolute weight, RE : Relative weight by body weight
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Appendix 15 - 12

Organ weight

Stage : Day 14 after parturition

Study No. : SR24018

Sex : Female Dose : TPGME 300 mg/kg Species : Rat
Uterus Brain
AB RE AB RE
Animal No. mg mg/100g g g/100g

50351 422 115.62 2.00 0.55
50352 606 164.67 2.15 0.58
50353 487 134.53 2.13 0.59
50354 548 154.37 212 0.60
50355 460 141.98 2.16 0.67
50356 544 166.87 2.08 0.64
50357 559 153.99 212 0.58
50358 600 152.67 2.30 0.59
50359 547 147.84 2.14 0.58
50360 693 184.80 2.01 0.54
50361 792 240.73 2.04 0.62
50362 518 129.18 2.30 0.57

n 12 12 12 12
Mean 564.7 157.271 2.129 0.593
S.D. 100.8 32.015 0.096 0.036

AB : Absolute weight, RE : Relative weight by body weight
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Organ weight Stage : Day 14 after parturition
Sex : Female Dose : TPGME 1000 mg/kg Species : Rat
Body Liver Kidney Heart Spleen
weight
AB RE AB RE AB RE AB RE
Animal No. g g g/100g g g/100g g g/100g mg mg/100g

50451 325 11.57 3.56 2.1 0.65 1.14 0.35 631 194.15
50452 350 12.99 3.71 2.45 0.70 1.24 0.35 646 184.57
50453 314 § 9.23 % 294 % 217 % 0.69 $ 0.99 $ 032 % 603 $ 192.04
50454 347 13.07 3.77 2.22 0.64 1.22 0.35 516 148.70
50455 344 13.38 3.89 2.18 0.63 1.29 0.38 569 165.41
50456 370 13.17 3.56 2.46 0.66 1.20 0.32 724 195.68
50457 337 13.12 3.89 2.37 0.70 1.22 0.36 700 207.72
50458 339 12.37 3.65 2.46 0.73 1.22 0.36 594 175.22
50459 355 13.76 3.88 2.31 0.65 1.36 0.38 556 156.62
50460 344 12.48 3.63 2.50 0.73 1.21 0.35 717 208.43
50461 366 15.29 4.18 2.50 0.68 1.16 0.32 820 224.04
50462 399 13.59 3.41 2.87 0.72 1.14 0.29 698 174.94

n 11 11 11 11 11 11 11 11 11
Mean 352.4 13.163 3.739 2.403 0.681 1.218 0.346 651.9 185.044
S.D. 20.0 0.937 0.213 0.206 0.037 0.065 0.027 89.7 23.433

Thymus Adrenal Pituitary gland Thyroid Ovary
AB RE AB RE AB RE AB RE AB RE
Animal No. mg mg/100g mg mg/100g mg mg/100g mg mg/100g mg mg/100g

50451 355 109.23 86 26.46 15.7 4.83 14.7 4.52 94 28.92
50452 204 58.29 82 23.43 13.6 3.89 20.0 5.71 96 27.43
50453 386 $ 12293 $ 109 $ 3471 % 195 % 6.21 % 14.0 $ 446 % 120 $ 38.22 %
50454 340 97.98 80 23.05 18.0 5.19 17.0 4.90 99 28.53
50455 275 79.94 84 24.42 17.6 5.12 19.6 5.70 98 28.49
50456 352 95.14 83 22.43 18.9 5.1 23.3 6.30 123 33.24
50457 218 64.69 83 24.63 15.1 4.48 23.9 7.09 113 33.53
50458 238 70.21 74 21.83 13.5 3.98 16.0 4.72 76 22.42
50459 193 54.37 94 26.48 18.6 5.24 24.9 7.01 133 37.46
50460 191 55.52 97 28.20 17.9 5.20 20.1 5.84 111 32.27
50461 174 47.54 84 22.95 171 4.67 221 6.04 106 28.96
50462 339 84.96 92 23.06 17.4 4.36 20.2 5.06 114 28.57

n 11 11 11 11 11 11 11 11 11 11
Mean 261.7 74.352 85.4 24.267 16.67 4.734 20.16 5.7117 105.7 29.984
S.D. 72.4 20.474 6.6 2.000 1.91 0.497 3.28 0.868 15.5 3.957

AB : Absolute weight, RE : Relative weight by body weight
$ : Excepted data from calculation (non-pregnancy)
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Appendix 15 - 14

Organ weight

Stage : Day 14 after parturition

Study No. : SR24018

Sex : Female Dose : TPGME 1000 mg/kg Species : Rat
Uterus Brain
AB RE AB RE
Animal No. mg mg/100g g g/100g

50451 510 156.92 1.95 0.60
50452 461 131.71 1.91 0.55
50453 533 § 169.75 $ 213 % 0.68 $
50454 529 152.45 2.13 0.61
50455 529 153.78 2.14 0.62
50456 771 208.38 2.06 0.56
50457 593 175.96 212 0.63
50458 505 148.97 2.09 0.62
50459 539 151.83 2.01 0.57
50460 964 280.23 2.06 0.60
50461 584 159.56 217 0.59
50462 521 130.58 217 0.54

n 11 11 11 11
Mean 591.5 168.215 2.074 0.590
S.D. 147.6 42.741 0.087 0.031

AB : Absolute weight, RE : Relative weight by body weight
$ : Excepted data from calculation (non-pregnancy)
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Appendix 15 - 15

Organ weight

Stage : Day 29

Study No. : SR24018

Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat
Body Kidney Heart Spleen
weight
AB RE AB RE AB RE AB RE
Animal No. g g g/100g g g/100g g g/100g mg mg/100g
50551 292 8.79 3.01 2.20 0.75 1.10 0.38 558 191.10
50552 267 7.06 2.64 1.82 0.68 0.94 0.35 459 171.91
50553 300 7.89 2.63 2.04 0.68 1.00 0.33 516 172.00
50554 331 7.99 2.41 217 0.66 1.08 0.33 707 213.60
50555 275 6.52 2.37 1.79 0.65 0.87 0.32 604 219.64
n 5 5 5 5 5 5 5 5 5
Mean 293.0 7.650 2.612 2.004 0.684 0.998 0.342 568.8 193.650
S.D. 25.0 0.880 0.254 0.192 0.039 0.096 0.024 93.9 22.480
Thymus Adrenal Pituitary gland Thyroid Ovary
AB RE AB RE AB RE AB RE AB RE
Animal No. mg mg/100g mg mg/100g mg mg/100g mg mg/100g mg mg/100g
50551 427 146.23 92 31.51 29.3 10.03 21.8 7.47 76 26.03
50552 325 121.72 73 27.34 22.9 8.58 19.9 7.45 127 47.57
50553 413 137.67 103 34.33 18.1 6.03 21.7 7.23 110 36.67
50554 488 147.43 82 24.77 20.0 6.04 12.4 3.75 167 50.45
50555 310 112.73 61 22.18 15.9 5.78 17.3 6.29 90 32.73
n 5 5 5 5 5 5 5 5 5 5
Mean 392.6 133.156 82.2 28.026 21.24 7.292 18.62 6.438 114.0 38.690
S.D. 74.3 15.355 16.3 4.928 5.19 1.911 3.93 1.578 354 10.211
Uterus Brain
AB RE AB RE
Animal No. mg mg/100g g g/100g
50551 723 247.60 2.05 0.70
50552 523 195.88 1.91 0.72
50553 516 172.00 2.22 0.74
50554 499 150.76 2.05 0.62
50555 988 359.27 2.08 0.76
n 5 5 5 5
Mean 649.8 225.102 2.062 0.708
S.D. 210.0 83.228 0.110 0.054

AB : Absolute weight, RE : Relative weight by body weight
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Appendix 15 - 16

Organ weight

Stage : Day 29

Study No. : SR24018

Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat
Body Kidney Heart Spleen
weight
AB RE AB RE AB RE AB RE
Animal No. g g g/100g g g/100g g g/100g mg mg/100g
50651 281 8.91 3.17 2.25 0.80 0.99 0.35 660 234.88
50652 287 8.07 2.81 2.06 0.72 1.01 0.35 621 216.38
50653 267 7.83 2.93 1.86 0.70 1.03 0.39 451 168.91
50654 292 9.58 3.28 2.02 0.69 1.16 0.40 698 239.04
50655 284 9.13 3.21 1.99 0.70 0.98 0.35 550 193.66
n 5 5 5 5 5 5 5 5 5
Mean 2822 8.704 3.080 2.036 0.722 1.034 0.368 596.0 210.574
S.D. 9.4 0.734 0.200 0.141 0.045 0.073 0.025 97.8 29.397
Thymus Adrenal Pituitary gland Thyroid Ovary
AB RE AB RE AB RE AB RE AB RE
Animal No. mg mg/100g mg mg/100g mg mg/100g mg mg/100g mg mg/100g
50651 329 117.08 101 35.94 16.8 5.98 20.0 7.12 87 30.96
50652 321 111.85 96 33.45 141 4.91 15.3 5.33 90 31.36
50653 364 136.33 85 31.84 14.8 5.54 13.4 5.02 108 40.45
50654 342 117.12 87 29.79 17.0 5.82 22.3 7.64 118 40.41
50655 245 86.27 111 39.08 22.3 7.85 22.2 7.82 118 41.55
n 5 5 5 5 5 5 5 5 5 5
Mean 320.2 113.730 96.0 34.020 17.00 6.020 18.64 6.586 104.2 36.946
S.D. 45.1 17.966 10.6 3.615 3.22 1.101 4.08 1.318 14.9 5.304
Uterus Brain
AB RE AB RE
Animal No. mg mg/100g g g/100g
50651 549 195.37 2.05 0.73
50652 974 339.37 2.16 0.75
50653 480 179.78 2.04 0.76
50654 554 189.73 2.06 0.71
50655 695 244.72 2.06 0.73
n 5 5 5 5
Mean 650.4 229.794 2.074 0.736
S.D. 197.1 66.184 0.049 0.019

AB : Absolute weight, RE : Relative weight by body weight



Appendix 15 - 17 Study No. : SR24018

Organ weight Stage : Recovery day 15

-019-

Sex : Male Dose : TPGME 0 mg/kg Species : Rat
Body Kidney Heart Spleen
weight
AB RE AB RE AB RE AB RE
Animal No. g g g/100g g g/100g g g/100g mg mg/100g
10102 550 12.66 2.30 3.53 0.64 1.42 0.26 740 134.55
10103 494 10.87 2.20 2.97 0.60 1.42 0.29 748 151.42
10109 513 11.78 2.30 2.85 0.56 1.36 0.27 649 126.51
10110 506 12.09 2.39 3.57 0.71 1.65 0.33 650 128.46
10112 563 13.25 2.35 3.82 0.68 1.54 0.27 916 162.70
n 5 5 5 5 5 5 5 5 5
Mean 525.2 12.130 2.308 3.348 0.638 1.478 0.284 740.6 140.728
S.D. 29.7 0.901 0.071 0.417 0.060 0.116 0.028 108.9 15.716
Thymus Adrenal Pituitary gland Thyroid Testis
AB RE AB RE AB RE AB RE AB RE
Animal No. mg mg/100g mg mg/100g mg mg/100g mg mg/100g g g/100g
10102 294 53.45 69 12.55 13.8 2.51 24.9 4.53 2.47 0.45
10103 382 77.33 61 12.35 13.8 2.79 21.4 4.33 3.07 0.62
10109 403 78.56 66 12.87 17.6 3.43 25.6 4.99 3.44 0.67
10110 209 41.30 89 17.59 13.4 2.65 20.5 4.05 3.72 0.74
10112 306 54.35 71 12.61 12.8 2.27 28.6 5.08 3.57 0.63
n 5 5 5 5 5 5 5 5 5 5
Mean 318.8 60.998 71.2 13.594 14.28 2.730 24.20 4.596 3.254 0.622
S.D. 77.3 16.312 10.6 2.242 1.90 0.436 3.29 0.437 0.500 0.107
Epididymis Prostate Seminal Brain
vesicle
AB RE AB RE AB RE AB RE
Animal No. g g/100g mg mg/100g g g/100g g g/100g
10102 1.02 0.19 672 122.18 2.38 0.43 2.10 0.38
10103 1.23 0.25 810 163.97 2.55 0.52 2.38 0.48
10109 1.54 0.30 889 173.29 217 0.42 2.27 0.44
10110 1.52 0.30 741 146.44 2.44 0.48 2.41 0.48
10112 1.15 0.20 754 133.93 2.22 0.39 2.34 0.42
n 5 5 5 5 5 5 5 5
Mean 1.292 0.248 773.2 147.962 2.352 0.448 2.300 0.440
S.D. 0.230 0.053 81.3 20.986 0.157 0.052 0.123 0.042

AB : Absolute weight, RE : Relative weight by body weight



Appendix 15 - 18 Study No. : SR24018

Organ weight Stage : Recovery day 15
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Sex : Male Dose : TPGME 1000 mg/kg Species : Rat
Body Kidney Heart Spleen
weight
AB RE AB RE AB RE AB RE
Animal No. g g g/100g g g/100g g g/100g mg mg/100g
10402 573 15.81 2.76 4.03 0.70 1.75 0.31 967 168.76
10404 562 15.16 2.70 2.94 0.52 1.38 0.25 750 133.45
10405 523 16.65 3.18 3.85 0.74 1.58 0.30 753 143.98
10406 512 13.20 2.58 2.91 0.57 1.41 0.28 851 166.21
10409 495 12.42 2.51 3.53 0.71 1.40 0.28 774 156.36
n 5 5 5 5 5 5 5 5 5
Mean 533.0 14.648 2.746 3.452 0.648 1.504 0.284 819.0 153.752
S.D. 33.3 1.781 0.262 0.513 0.097 0.159 0.023 92.3 14.957
Thymus Adrenal Pituitary gland Thyroid Testis
AB RE AB RE AB RE AB RE AB RE
Animal No. mg mg/100g mg mg/100g mg mg/100g mg mg/100g g g/100g
10402 506 88.31 119 20.77 18.2 3.18 23.5 4.10 3.69 0.64
10404 490 87.19 54 9.61 13.5 2.40 271 4.82 2.39 0.43
10405 262 50.10 61 11.66 18.2 3.48 313 5.98 2.91 0.56
10406 303 59.18 61 11.91 16.5 3.22 30.2 5.90 3.05 0.60
10409 272 54.95 58 11.72 14.2 2.87 25.4 5.13 3.12 0.63
n 5 5 5 5 5 5 5 5 5 5
Mean 366.6 67.946 70.6 13.134 16.12 3.030 27.50 5.186 3.032 0.572
S.D. 121.0 18.366 27.2 4.370 2.20 0.413 3.25 0.784 0.466 0.085
Epididymis Prostate Seminal Brain
vesicle
AB RE AB RE AB RE AB RE
Animal No. g g/100g mg mg/100g g g/100g g g/100g
10402 1.50 0.26 956 166.84 2.86 0.50 2.26 0.39
10404 1.06 0.19 622 110.68 1.86 0.33 2.07 0.37
10405 1.34 0.26 709 135.56 2.20 0.42 2.28 0.44
10406 1.28 0.25 633 123.63 2.79 0.54 2.14 0.42
10409 1.32 0.27 684 138.18 2.34 0.47 2.26 0.46
n 5 5 5 5 5 5 5 5
Mean 1.300 0.246 720.8 134.978 2410 0.452 2.202 0.416
S.D. 0.158 0.032 136.3 20.886 0.418 0.081 0.092 0.036

AB : Absolute weight, RE : Relative weight by body weight
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Appendix 15 - 19

Organ weight

Stage : Recovery day 15

Study No. : SR24018

Sex : Female (satellite) Dose : TPGME 0 mg/kg Species : Rat
Body Kidney Heart Spleen
weight
AB RE AB RE AB RE AB RE
Animal No. g g g/100g g g/100g g g/100g mg mg/100g
50556 309 7.34 2.38 2.06 0.67 0.99 0.32 478 154.69
50557 292 6.99 2.39 212 0.73 0.95 0.33 621 212.67
50558 297 7.09 2.39 1.81 0.61 0.98 0.33 513 172.73
50559 352 8.24 2.34 1.83 0.52 0.99 0.28 392 111.36
50560 306 8.70 2.84 2.17 0.71 1.12 0.37 542 177.12
n 5 5 5 5 5 5 5 5 5
Mean 311.2 7.672 2.468 1.998 0.648 1.006 0.326 509.2 165.714
S.D. 23.8 0.757 0.209 0.167 0.085 0.066 0.032 84.1 36.946
Thymus Adrenal Pituitary gland Thyroid Ovary
AB RE AB RE AB RE AB RE AB RE
Animal No. mg mg/100g mg mg/100g mg mg/100g mg mg/100g mg mg/100g
50556 306 99.03 82 26.54 19.4 6.28 20.3 6.57 79 25.57
50557 324 110.96 79 27.05 14.0 4.79 26.7 9.14 96 32.88
50558 281 94.61 55 18.52 14.9 5.02 18.1 6.09 79 26.60
50559 558 158.52 71 20.17 15.7 4.46 21.4 6.08 101 28.69
50560 351 114.71 89 29.08 15.3 5.00 19.7 6.44 95 31.05
n 5 5 5 5 5 5 5 5 5 5
Mean 364.0 115.566 75.2 24.272 15.86 5.110 21.24 6.864 90.0 28.958
S.D. 1114 25.395 13.0 4.634 2.08 0.692 3.28 1.290 10.3 3.036
Uterus Brain
AB RE AB RE
Animal No. mg mg/100g g g/100g
50556 475 153.72 2.16 0.70
50557 594 203.42 2.01 0.69
50558 441 148.48 213 0.72
50559 575 163.35 2.01 0.57
50560 737 240.85 2.06 0.67
n 5 5 5 5
Mean 564.4 181.964 2.074 0.670
S.D. 116.2 39.349 0.069 0.059

AB : Absolute weight, RE : Relative weight by body weight
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Appendix 15 - 20

Organ weight

Stage : Recovery day 15

Study No. : SR24018

Sex : Female (satellite) Dose : TPGME 1000 mg/kg Species : Rat
Body Kidney Heart Spleen
weight
AB RE AB RE AB RE AB RE
Animal No. g g g/100g g g/100g g g/100g mg mg/100g
50656 332 8.91 2.68 2.09 0.63 1.03 0.31 679 204.52
50657 318 8.09 2.54 2.07 0.65 0.99 0.31 563 177.04
50658 279 8.30 2.97 1.95 0.70 1.03 0.37 475 170.25
50659 340 7.89 2.32 2.04 0.60 1.04 0.31 613 180.29
50660 310 7.75 2.50 2.14 0.69 1.07 0.35 703 226.77
n 5 5 5 5 5 5 5 5 5
Mean 315.8 8.188 2.602 2.058 0.654 1.032 0.330 606.6 191.774
S.D. 23.7 0.454 0.243 0.070 0.042 0.029 0.028 91.9 23.449
Thymus Adrenal Pituitary gland Thyroid Ovary
AB RE AB RE AB RE AB RE AB RE
Animal No. mg mg/100g mg mg/100g mg mg/100g mg mg/100g mg mg/100g
50656 325 97.89 88 26.51 16.5 4.97 21.6 6.51 105 31.63
50657 265 83.33 80 25.16 21.3 6.70 19.5 6.13 91 28.62
50658 330 118.28 73 26.16 31.2 11.18 19.4 6.95 55 19.71
50659 306 90.00 69 20.29 22.7 6.68 21.7 6.38 89 26.18
50660 284 91.61 84 27.10 16.4 5.29 25.6 8.26 142 45.81
n 5 5 5 5 5 5 5 5 5 5
Mean 302.0 96.222 78.8 25.044 21.62 6.964 21.56 6.846 96.4 30.390
S.D. 27.5 13.375 7.8 2.749 6.05 2.485 2.51 0.845 314 9.673
Uterus Brain
AB RE AB RE
Animal No. mg mg/100g g g/100g
50656 804 24217 1.99 0.60
50657 504 158.49 2.14 0.67
50658 764 273.84 1.83 0.66
50659 740 217.65 2.01 0.59
50660 918 296.13 1.98 0.64
n 5 5 5 5
Mean 746.0 237.656 1.990 0.632
S.D. 151.6 53.424 0.110 0.036

AB : Absolute weight, RE : Relative weight by body weight
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Appendix 16 - 1

Histopathological findings

Sex : Male Stage : Day 29 Species : Rat

Test article : TPGME Dose : 0 mg/kg Animal No. : 10101

Finding absent : Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Liver, Heart, Kidney, Urinary bladder, Testis, Epididymis, Prostate, Seminal vesicle, Coagulating gland,
Cerebrum, Cerebellum, Pons, Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node,
Mesenteric lymph node, Peyer's patch, Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland,
Skeletal muscle, Femur, Mammary gland

Test article : TPGME Dose : 0 mg/kg Animal No. : 10104

Prostate
Findings : Finding present
Inflammation, interstitium
Slight

Finding absent : Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Liver, Heart, Kidney, Urinary bladder, Testis, Epididymis, Seminal vesicle, Coagulating gland, Cerebrum,
Cerebellum, Pons, Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node,
Mesenteric lymph node, Peyer's patch, Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland,
Skeletal muscle, Femur, Mammary gland

Study No. : SR24018

Test article : TPGME Dose : 0 mg/kg Animal No. : 10105

Prostate
Findings : Finding present
Inflammation, interstitium
Moderate

Parathyroid
Findings : Finding absent
Animal Comment : right parathyroid : missing

Finding absent : Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Liver, Heart, Kidney, Urinary bladder, Testis, Epididymis, Seminal vesicle, Coagulating gland, Cerebrum,
Cerebellum, Pons, Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node,
Mesenteric lymph node, Peyer's patch, Pituitary gland, Thyroid, Adrenal, Eyeball, Harderian gland, Skeletal muscle,
Femur, Mammary gland

Test article : TPGME Dose : 0 mg/kg Animal No. : 10106

Prostate
Findings : Finding present
Inflammation, interstitium
Slight

Finding absent : Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Liver, Heart, Kidney, Urinary bladder, Testis, Epididymis, Seminal vesicle, Coagulating gland, Cerebrum,
Cerebellum, Pons, Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node,
Mesenteric lymph node, Peyer's patch, Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland,
Skeletal muscle, Femur, Mammary gland
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Appendix 16 - 2

Histopathological findings

Sex : Male Stage : Day 29

Study No. : SR24018

Species : Rat

Test article : TPGME Dose : 0 mg/kg Animal No. : 10107

Prostate
Findings : Finding present
Inflammation, interstitium
Slight

Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Liver, Heart, Kidney, Urinary bladder, Testis, Epididymis, Seminal vesicle, Coagulating gland, Cerebrum,
Cerebellum, Pons, Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node,
Mesenteric lymph node, Peyer's patch, Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland,

Skeletal muscle, Femur, Mammary gland

Finding absent :

Test article : TPGME Dose : 0 mg/kg Animal No. : 10108

Prostate
Findings : Finding present
Inflammation, interstitium
Slight

Parathyroid
Findings : Finding absent
Animal Comment : right parathyroid : missing

Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Liver, Heart, Kidney, Urinary bladder, Testis, Epididymis, Seminal vesicle, Coagulating gland, Cerebrum,
Cerebellum, Pons, Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node,
Mesenteric lymph node, Peyer's patch, Pituitary gland, Thyroid, Adrenal, Eyeball, Harderian gland, Skeletal muscle,

Femur, Mammary gland

Finding absent :

Test article : TPGME Dose : 0 mg/kg Animal No. : 10111

Prostate
Findings : Finding present
Inflammation, interstitium
Slight

Thyroid
Findings : Finding present
Remnant, ultimobranchial body
Slight
Finding Comment : unilateral : right

Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Liver, Heart, Kidney, Urinary bladder, Testis, Epididymis, Seminal vesicle, Coagulating gland, Cerebrum,
Cerebellum, Pons, Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node,
Mesenteric lymph node, Peyer's patch, Pituitary gland, Parathyroid, Adrenal, Eyeball, Harderian gland, Skeletal muscle,

Femur, Mammary gland

Finding absent :
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Appendix 16 - 3
Histopathological findings

Sex : Male
Dose : 100 mg/kg

Animal No

. 110201

Stage : Day 29

Study No. : SR24018

Species : Rat

Test article : TPGME
Testis
Findings : Finding present
Degeneration/Atrophy, seminiferous tubule

Severe
Finding Comment : unilateral : left

Epididymis
Findings : Finding present
Cell debris, lumen
Slight
Finding Comment : unilateral : left
Decrease, spermatozoa

Severe
Finding Comment : unilateral : left

Finding absent : Kidney

Other organs & tissues : Not examined

Animal No. : 10202

Dose : 100 mg/kg

Test article : TPGME
Kidney

Finding absent :

Other organs & tissues : Not examined

Animal No. : 10203

Dose : 100 mg/kg

Test article : TPGME
Kidney

Finding absent :

Animal No. : 10204

Other organs & tissues : Not examined
Dose : 100 mg/kg

Test article : TPGME
Finding absent : Kidney

Other organs & tissues : Not examined

Animal No. : 10205

Dose : 100 mg/kg

Test article : TPGME
Kidney

Finding absent :

Other organs & tissues : Not examined

Animal No. : 10206

Dose : 100 mg/kg

Test article : TPGME
Kidney

Finding absent :

Other organs & tissues : Not examined
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Study No. : SR24018

Appendix 16 - 4
Histopathological findings
Sex : Male Stage : Day 29 Species : Rat
Test article : TPGME Dose : 100 mg/kg Animal No. : 10207
Kidney
Findings : Finding present
Cast, hyaline
Slight
Finding Comment : unilateral : left
Other organs & tissues : Not examined
Test article : TPGME Dose : 100 mg/kg Animal No. : 10208
Kidney

Finding absent :

Other organs & tissues : Not examined

Animal No. : 10209

Dose : 100 mg/kg

Test article : TPGME
Kidney

Finding absent :

Other organs & tissues : Not examined

Animal No. : 10210

Dose : 100 mg/kg

Test article : TPGME

Kidney
Findings : Finding present
Basophilic change, renal tubule, focal

Slight
Finding Comment : unilateral : right

Cyst
Slight
Finding Comment : unilateral : right

Other organs & tissues : Not examined

Animal No. : 10211

Dose : 100 mg/kg

Test article : TPGME
Kidney

Finding absent :

Other organs & tissues : Not examined

Animal No. : 10212

Dose : 100 mg/kg

Test article : TPGME
Kidney

Finding absent :

Other organs & tissues : Not examined
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Appendix 16 - 5
Histopathological findings

Sex : Male
Dose : 300 mg/kg

Stage : Day 29

Animal No. : 10301

Study No. : SR24018

Species : Rat

Test article : TPGME
Kidney

Finding absent :

Other organs & tissues : Not examined

Animal No. : 10302

Dose : 300 mg/kg

Test article : TPGME
Kidney

Finding absent :

Other organs & tissues : Not examined

Animal No. : 10303

Dose : 300 mg/kg

Test article : TPGME

Finding absent : Kidney

Animal No. : 10304

Other organs & tissues : Not examined
Dose : 300 mg/kg

Test article : TPGME

Finding absent : Kidney

Animal No. : 10305

Other organs & tissues : Not examined
Dose : 300 mg/kg

Test article : TPGME

Finding absent : Kidney

Animal No. : 10306

Other organs & tissues : Not examined

Dose : 300 mg/kg

Test article : TPGME

Kidney
Findings : Finding present

Slight

Infiltration, inflammatory cell, interstitium, focal

Finding Comment : unilateral : right

Other organs & tissues : Not examined
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Appendix 16 - 6

Histopathological findings

Sex : Male

Dose

: 300 mg/kg Animal No. : 10307

Stage : Day 29

Study No. : SR24018

Species : Rat

Test article : TPGME

Kidney

Finding absent :

Other organs & tissues : Not examined
Animal No. : 10308

Dos

e : 300 mg/kg

Test article : TPGME

Kidney

Finding absent :

Other organs & tissues : Not examined
Animal No. : 10309

Dose : 300 mg/kg

Test article : TPGME

Finding absent :

Kidney

Other organs & tissues : Not examined
Animal No. : 10310

Dose : 300 mg/kg

Test article : TPGME
Finding absent :

Kidney

Other organs & tissues : Not examined
Animal No. : 10311

Dose : 300 mg/kg

Test article : TPGME
Finding absent :

Kidney

Other organs & tissues : Not examined
Animal No. : 10312

Dose : 300 mg/kg

Test article : TPGME
Finding absent :

Kidney

Other organs & tissues : Not examined
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Appendix 16 - 7 Study No. : SR24018

Histopathological findings
Sex : Male
Test article : TPGME Dose : 1000 mg/kg Animal No. : 10401
Kidney
Findings : Finding present
Eosinophilic body, proximal tubular epithelium
Slight
Finding Comment : bilateral : positive for alpha-2u-globulin

Stage : Day 29 Species : Rat

Prostate
Findings : Finding present
Inflammation, interstitium
Slight

Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Liver, Heart, Urinary bladder, Testis, Epididymis, Seminal vesicle, Coagulating gland, Cerebrum, Cerebellum,
Pons, Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node,
Peyer's patch, Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland, Skeletal muscle, Femur,

Mammary gland

Finding absent :

Dose : 1000 mg/kg Animal No. : 10403 Infertility

Test article : TPGME
Prostate
Findings : Finding present
Inflammation, interstitium
Mild
Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Liver, Heart, Kidney, Urinary bladder, Testis, Epididymis, Seminal vesicle, Coagulating gland, Cerebrum,

Cerebellum, Pons, Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node,
Mesenteric lymph node, Peyer's patch, Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland,

Skeletal muscle, Femur, Mammary gland

Finding absent :
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Appendix 16 - 8

Histopathological findings

Sex : Male Stage : Day 29

Study No. : SR24018

Species : Rat

Test article : TPGME

Dose : 1000 mg/kg Animal No. : 10407

Kidney

Findings : Finding present
Basophilic change, renal tubule, focal

Fi

Slight
nding Comment : bilateral

Eosinophilic body, proximal tubular epithelium

Fi

Prostate
Findings : Fi

Slight
nding Comment : bilateral : positive for alpha-2u-globulin

nding present

Inflammation, interstitium

Finding absent :

Slight

Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Liver, Heart, Urinary bladder, Testis, Epididymis, Seminal vesicle, Coagulating gland, Cerebrum, Cerebellum,
Pons, Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node,
Peyer's patch, Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland, Skeletal muscle, Femur,

Mammary gland

Test article : TPGME Dose : 1000 mg/kg Animal No. : 10408

Prostate

Findings : Finding present

Inflam

Thyroid

mation, interstitium
Slight

Findings : Finding present

Remn

ant, ultimobranchial body
Slight

Finding Comment : unilateral : left

Harderian gland

Findings : Finding present
Infiltration, inflammatory cell, focal

Finding absent :

Slight
Finding Comment : unilateral : right

Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Liver, Heart, Kidney, Urinary bladder, Testis, Epididymis, Seminal vesicle, Coagulating gland, Cerebrum,
Cerebellum, Pons, Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node,
Mesenteric lymph node, Peyer's patch, Pituitary gland, Parathyroid, Adrenal, Eyeball, Skeletal muscle, Femur,

Mammary gland
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Study No. : SR24018

Appendix 16 - 9

Histopathological findings

Sex : Male Stage : Day 29 Species : Rat

Test article : TPGME Dose : 1000 mg/kg Animal No. : 10410

Kidney
Findings : Finding present
Infarct
Slight
Finding Comment : unilateral : right

Prostate
Findings : Finding present
Inflammation, interstitium
Mild

Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Liver, Heart, Urinary bladder, Testis, Epididymis, Seminal vesicle, Coagulating gland, Cerebrum, Cerebellum,
Pons, Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node,
Peyer's patch, Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland, Skeletal muscle, Femur,

Mammary gland

Finding absent :

Test article : TPGME Dose : 1000 mg/kg Animal No. : 10411

Finding absent : Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Liver, Heart, Kidney, Urinary bladder, Testis, Epididymis, Prostate, Seminal vesicle, Coagulating gland,
Cerebrum, Cerebellum, Pons, Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node,
Mesenteric lymph node, Peyer's patch, Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland,

Skeletal muscle, Femur, Mammary gland

Test article : TPGME Dose : 1000 mg/kg Animal No. : 10412

Thyroid
Findings : Finding present
Remnant, ultimobranchial body
Slight
Finding Comment : unilateral : right

Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Liver, Heart, Kidney, Urinary bladder, Testis, Epididymis, Prostate, Seminal vesicle, Coagulating gland,
Cerebrum, Cerebellum, Pons, Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node,
Mesenteric lymph node, Peyer's patch, Pituitary gland, Parathyroid, Adrenal, Eyeball, Harderian gland, Skeletal muscle,

Femur, Mammary gland

Finding absent :
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Appendix 16 - 10 Study No. : SR24018

Histopathological findings

Sex : Female Stage : Day 14 after parturition Species : Rat
Test article : TPGME Dose : 0 mg/kg Animal No. : 50151
Finding absent : Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,

Pancreas, Liver, Heart, Kidney, Urinary bladder, Ovary, Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Pons,
Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node,
Peyer's patch, Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland, Skeletal muscle, Femur,

Mammary gland

Test article : TPGME Dose : 0 mg/kg Animal No. : 50152

Finding absent : Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Liver, Heart, Kidney, Urinary bladder, Ovary, Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Pons,
Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node,
Peyer's patch, Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland, Skeletal muscle, Femur,
Mammary gland

Test article : TPGME Dose : 0 mg/kg Animal No. : 50153

Lung
Findings : Finding present
Hemorrhage, focal
Slight

Thymus
Findings : Finding present
Remnant, epithelial cell
Slight

Finding absent : Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum, Pancreas,
Liver, Heart, Kidney, Urinary bladder, Ovary, Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Pons,
Spinal cord, Sciatic nerve, Spleen, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node, Peyer's patch,
Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland, Skeletal muscle, Femur, Mammary gland

Test article : TPGME Dose : 0 mg/kg Animal No. : 50154
Finding absent : Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Liver, Heart, Kidney, Urinary bladder, Ovary, Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Pons,
Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node,
Peyer's patch, Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland, Skeletal muscle, Femur,
Mammary gland
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Study No. : SR24018

Appendix 16 - 11

Histopathological findings
Sex : Female Stage : Day 14 after parturition Species : Rat

Test article : TPGME Dose : 0 mg/kg Animal No. : 50155

Lung
Findings : Finding present
Accumulation, macrophage, alveolar
Slight

Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum, Pancreas,
Liver, Heart, Kidney, Urinary bladder, Ovary, Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Pons,

Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node,

Peyer's patch, Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland, Skeletal muscle, Femur,

Finding absent :

Mammary gland

Test article : TPGME Dose : 0 mg/kg Animal No. : 50156

Thyroid
Findings : Finding present
Remnant, ultimobranchial body
Slight
Finding Comment : unilateral : left

Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Liver, Heart, Kidney, Urinary bladder, Ovary, Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Pons,
Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node,
Peyer's patch, Pituitary gland, Parathyroid, Adrenal, Eyeball, Harderian gland, Skeletal muscle, Femur, Mammary gland

Finding absent :

Test article : TPGME Dose : 0 mg/kg Animal No. : 50157

Thyroid
Findings : Finding present
Remnant, ultimobranchial body
Slight
Finding Comment : unilateral : right

Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Liver, Heart, Kidney, Urinary bladder, Ovary, Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Pons,
Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node,
Peyer's patch, Pituitary gland, Parathyroid, Adrenal, Eyeball, Harderian gland, Skeletal muscle, Femur, Mammary gland

Finding absent :
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Appendix 16 - 12 Study No. : SR24018

Histopathological findings
Sex : Female Stage : Day 14 after parturition Species : Rat

Test article : TPGME Dose : 0 mg/kg Animal No. : 50158

Liver
Findings : Finding present
Microgranuloma
Slight

Finding absent : Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Heart, Kidney, Urinary bladder, Ovary, Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Pons,
Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node,
Peyer's patch, Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland, Skeletal muscle, Femur,

Mammary gland
Test article : TPGME Dose : 0 mg/kg Animal No. : 50159
Finding absent : Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,

Pancreas, Liver, Heart, Kidney, Urinary bladder, Ovary, Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Pons,
Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node,
Peyer's patch, Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland, Skeletal muscle, Femur,

Mammary gland

Test article : TPGME Dose : 0 mg/kg Animal No. : 50160
Thymus
Findings : Finding present
Remnant, epithelial cell
Slight

Finding absent : Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Liver, Heart, Kidney, Urinary bladder, Ovary, Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Pons,
Spinal cord, Sciatic nerve, Spleen, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node, Peyer's patch,
Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland, Skeletal muscle, Femur, Mammary gland
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Appendix 16 - 13
Species : Rat

Histopathological findings
Stage : Day 14 after parturition

Sex : Female

Dose : 0 mg/kg Animal No. : 50161

Test article : TPGME

Pancreas
Findings : Finding present
Infiltration, inflammatory cell, interstitium

Slight

Parathyroid
Findings : Finding absent
Animal Comment : right parathyroid : missing

Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum, Liver,

Finding absent :
Heart, Kidney, Urinary bladder, Ovary, Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Pons, Spinal cord,
Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node, Peyer's patch,

Pituitary gland, Thyroid, Adrenal, Eyeball, Harderian gland, Skeletal muscle, Femur, Mammary gland

Test article : TPGME Dose : 0 mg/kg Animal No. : 50162

Thymus
Findings : Finding present
Remnant, epithelial cell
Slight

Thyroid
Findings : Finding present
Remnant, ultimobranchial body
Slight
Finding Comment : unilateral : left

Finding absent : Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Liver, Heart, Kidney, Urinary bladder, Ovary, Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Pons,
Spinal cord, Sciatic nerve, Spleen, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node, Peyer's patch,

Pituitary gland, Parathyroid, Adrenal, Eyeball, Harderian gland, Skeletal muscle, Femur, Mammary gland
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Appendix 16 - 14

Study No. : SR24018

Histopathological findings
Sex : Female Stage : Day 14 after parturition Species : Rat

Test article : TPGME

Dose : 1000 mg/kg Animal No. : 50451

Finding absent :

Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Liver, Heart, Kidney, Urinary bladder, Ovary, Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Pons,
Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node,
Peyer's patch, Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland, Skeletal muscle, Femur,

Mammary gland

Test article : TPGME

Dose : 1000 mg/kg Animal No. : 50452

Finding absent :

Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Liver, Heart, Kidney, Urinary bladder, Ovary, Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Pons,
Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node,
Peyer's patch, Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland, Skeletal muscle, Femur,

Mammary gland

Test article : TPGME

Dose : 1000 mg/kg Animal No. : 50453 Non-pregnancy

Finding absent :

Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Liver, Heart, Kidney, Urinary bladder, Ovary, Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Pons,
Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node,
Peyer's patch, Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland, Skeletal muscle, Femur,

Mammary gland

Test article : TPGME

Dose : 1000 mg/kg Animal No. : 50454

Thymus

Findings : Finding present
Remnant, epithelial cell

Parathyroid

Slight

Findings : Finding absent
Animal Comment : right parathyroid : missing

Finding absent :

Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Liver, Heart, Kidney, Urinary bladder, Ovary, Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Pons,
Spinal cord, Sciatic nerve, Spleen, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node, Peyer's patch,
Pituitary gland, Thyroid, Adrenal, Eyeball, Harderian gland, Skeletal muscle, Femur, Mammary gland
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Appendix 16 - 15

Histopathological findings

Sex : Female Stage : Day 14 after parturition Species : Rat
Test article : TPGME Dose : 1000 mg/kg Animal No. : 50455
Thyroid
Findings : Finding present
Remnant, ultimobranchial body
Slight
Finding Comment : unilateral : right

Finding absent : Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,

Pancreas, Liver, Heart, Kidney, Urinary bladder, Ovary, Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Pons,
Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node,
Peyer's patch, Pituitary gland, Parathyroid, Adrenal, Eyeball, Harderian gland, Skeletal muscle, Femur, Mammary gland

Test article : TPGME Dose : 1000 mg/kg Animal No. : 50456

Pancreas
Findings : Finding present
Atrophy, acinar cell, focal
Slight

Thyroid
Findings : Finding present
Remnant, ultimobranchial body
Slight
Finding Comment : unilateral : left

Finding absent : Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum, Liver,
Heart, Kidney, Urinary bladder, Ovary, Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Pons, Spinal cord,
Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node, Peyer's patch,
Pituitary gland, Parathyroid, Adrenal, Eyeball, Harderian gland, Skeletal muscle, Femur, Mammary gland

Test article : TPGME Dose : 1000 mg/kg Animal No. : 50457

Finding absent : Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Liver, Heart, Kidney, Urinary bladder, Ovary, Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Pons,
Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node,
Peyer's patch, Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland, Skeletal muscle, Femur,
Mammary gland

Test article : TPGME Dose : 1000 mg/kg Animal No. : 50458

Finding absent : Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Liver, Heart, Kidney, Urinary bladder, Ovary, Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Pons,
Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node,
Peyer's patch, Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland, Skeletal muscle, Femur,
Mammary gland
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Appendix 16 - 16

Histopathological findings
Stage : Day 14 after parturition

Sex : Female

Study No. : SR24018

Species : Rat

Dose : 1000 mg/kg Animal No. : 50459

Test article : TPGME
Lung

Findings : Finding present
Accumulation, macrophage, alveolar
Slight
Thyroid
Findings : Finding present
Remnant, ultimobranchial body
Slight
Finding Comment : unilateral : right
Parathyroid

Findings : Finding absent
Animal Comment : right parathyroid : missing

Finding absent :

Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum, Pancreas,

Liver, Heart, Kidney, Urinary bladder, Ovary, Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Pons,
Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node,

Peyer's patch, Pituitary gland, Adrenal, Eyeball, Harderian gland, Skeletal muscle, Femur, Mammary gland

Test article : TPGME

Dose : 1000 mg/kg Animal No. : 50460

Lung

Findings : Finding present
Hemorrhage, focal

Liver

Slight

Findings : Finding present
Necrosis, focal

Thyroid

Slight

Findings : Finding present
Remnant, ultimobranchial body

Finding absent :

Slight
Finding Comment : unilateral : right

Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum, Pancreas,

Heart, Kidney, Urinary bladder, Ovary, Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Pons, Spinal cord,

Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node, Peyer's patch,
Pituitary gland, Parathyroid, Adrenal, Eyeball, Harderian gland, Skeletal muscle, Femur, Mammary gland
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Appendix 16 - 17

Study No. : SR24018

Histopathological findings

Sex : Female Stage : Day 14 after parturition Species : Rat

Test article : TPGME

Dose : 1000 mg/kg Animal No. : 50461

Finding absent :

Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Liver, Heart, Kidney, Urinary bladder, Ovary, Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Pons,
Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node,
Peyer's patch, Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland, Skeletal muscle, Femur,

Mammary gland

Test article : TPGME

Dose : 1000 mg/kg Animal No. : 50462

Finding absent :

Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Liver, Heart, Kidney, Urinary bladder, Ovary, Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Pons,
Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node,
Peyer's patch, Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland, Skeletal muscle, Femur,

Mammary gland
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Appendix 16 - 18

Histopathological findings

Sex : Female (satellite) Stage : Day 29 Species : Rat

Test article : TPGME Dose : 0 mg/kg Animal No. : 50551

Thymus
Findings : Finding present
Remnant, epithelial cell
Slight

Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Liver, Heart, Kidney, Urinary bladder, Ovary, Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Pons,
Spinal cord, Sciatic nerve, Spleen, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node, Peyer's patch,
Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland, Skeletal muscle, Femur, Mammary gland

Finding absent :

Test article : TPGME Dose : 0 mg/kg Animal No. : 50552

Pancreas
Findings : Finding present
Infiltration, inflammatory cell, interstitium
Slight

Harderian gland
Findings : Finding present
Infiltration, inflammatory cell, focal
Slight
Finding Comment : unilateral : left

Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum, Liver,
Heart, Kidney, Urinary bladder, Ovary, Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Pons, Spinal cord,

Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node, Peyer's patch,

Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Skeletal muscle, Femur, Mammary gland

Finding absent :
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Appendix 16 - 19

Histopathological findings

Sex : Female (satellite) Stage : Day 29 Species : Rat

Test article : TPGME Dose : 0 mg/kg Animal No. : 50553

Finding absent : Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Liver, Heart, Kidney, Urinary bladder, Ovary, Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Pons,
Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node,
Peyer's patch, Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland, Skeletal muscle, Femur,

Mammary gland

Test article : TPGME Dose : 0 mg/kg Animal No. : 50554

Thyroid
Findings : Finding present
Remnant, ultimobranchial body
Slight
Finding Comment : unilateral : right

Parathyroid
Findings : Finding absent
Animal Comment : right parathyroid : missing

Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Liver, Heart, Kidney, Urinary bladder, Ovary, Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Pons,
Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node,
Peyer's patch, Pituitary gland, Adrenal, Eyeball, Harderian gland, Skeletal muscle, Femur, Mammary gland

Finding absent :

Test article : TPGME Dose : 0 mg/kg Animal No. : 50555

Finding absent : Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Liver, Heart, Kidney, Urinary bladder, Ovary, Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Pons,
Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node,
Peyer's patch, Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland, Skeletal muscle, Femur,

Mammary gland
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Study No. : SR24018

Appendix 16 - 20

Histopathological findings
Sex : Female (satellite)

Stage : Day 29 Species : Rat

Test article : TPGME Dose : 1000 mg/kg Animal No. : 50651

Thyroid
Findings : Finding present
Remnant, ultimobranchial body
Slight
Finding Comment : unilateral : left

Parathyroid
Findings : Finding absent
Animal Comment : left parathyroid : missing

Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Liver, Heart, Kidney, Urinary bladder, Ovary, Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Pons,
Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node,
Peyer's patch, Pituitary gland, Adrenal, Eyeball, Harderian gland, Skeletal muscle, Femur, Mammary gland

Finding absent :

Test article : TPGME Dose : 1000 mg/kg Animal No. : 50652

Thyroid
Findings : Finding present
Remnant, ultimobranchial body
Slight
Finding Comment : unilateral : right

Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Liver, Heart, Kidney, Urinary bladder, Ovary, Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Pons,
Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node,
Peyer's patch, Pituitary gland, Parathyroid, Adrenal, Eyeball, Harderian gland, Skeletal muscle, Femur, Mammary gland

Finding absent :

Test article : TPGME Dose : 1000 mg/kg Animal No. : 50653

Finding absent : Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Liver, Heart, Kidney, Urinary bladder, Ovary, Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Pons,
Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node,
Peyer's patch, Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland, Skeletal muscle, Femur,

Mammary gland
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Study No. : SR24018

Appendix 16 - 21

Histopathological findings
Stage : Day 29 Species : Rat

Sex : Female (satellite)
Test article : TPGME Dose : 1000 mg/kg Animal No. : 50654

Thyroid
Findings : Finding present
Remnant, ultimobranchial body
Slight
Finding Comment : bilateral

Parathyroid
Findings : Finding absent
Animal Comment : left parathyroid : missing

Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Liver, Heart, Kidney, Urinary bladder, Ovary, Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Pons,
Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node,
Peyer's patch, Pituitary gland, Adrenal, Eyeball, Harderian gland, Skeletal muscle, Femur, Mammary gland

Finding absent :

Test article : TPGME Dose : 1000 mg/kg Animal No. : 50655

Finding absent : Lung, Bronchus, Trachea, Submandibular gland, Esophagus, Stomach, Duodenum, Jejunum, lleum, Cecum, Colon, Rectum,
Pancreas, Liver, Heart, Kidney, Urinary bladder, Ovary, Uterine horn, Uterine cervix, Vagina, Cerebrum, Cerebellum, Pons,
Spinal cord, Sciatic nerve, Spleen, Thymus, Bone marrow, femur, Submandibular lymph node, Mesenteric lymph node,
Peyer's patch, Pituitary gland, Thyroid, Parathyroid, Adrenal, Eyeball, Harderian gland, Skeletal muscle, Femur,

Mammary gland
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Study No. : SR24018

Appendix 16 - 22
Histopathological findings
Sex : Male Stage : Recovery Day 15 Species : Rat
Test article : TPGME Dose : 0 mg/kg Animal No. : 10102
Finding absent : Kidney
Test article : TPGME Dose : 0 mg/kg Animal No. : 10103
Finding absent : Kidney
Test article : TPGME Dose : 0 mg/kg Animal No. : 10109
Finding absent : Kidney
Test article : TPGME Dose : 0 mg/kg Animal No. : 10110
Finding absent : Kidney
Test article : TPGME Dose : 0 mg/kg Animal No. : 10112
Finding absent : Kidney
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Appendix 16 - 23
Histopathological findings

Sex : Male
Dose : 1000 mg/kg

Animal No. : 10402

Stage : Recovery Day 15

Study No. : SR24018

Species : Rat

Test article : TPGME

Kidney
Findings : Finding present

Basophilic change, renal tubule, focal
Slight
Finding Comment : bilateral
Eosinophilic body, proximal tubular epithelium

Slight
Finding Comment : bilateral

Animal No. : 10404

Dose : 1000 mg/kg

Test article : TPGME

Kidney

Animal No. : 10405

Finding absent :
Dose : 1000 mg/kg

Test article : TPGME
Kidney
Findings : Finding present
Basophilic change, renal tubule, focal

Slight
Finding Comment : unilateral : left

Animal No. : 10406

Dose : 1000 mg/kg

Test article : TPGME
Finding absent : Kidney

Animal No. : 10409

Dose : 1000 mg/kg

Test article : TPGME

Finding absent : Kidney
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Appendix 17 - 1

Estrous cycles and copulation
Generation : FO

Dose : TPGME 0 mg/kg

Study No. : SR24018

Species : Rat

/Before mating (day) Length of estrous cycle Number of  Animal with acyclic
Animal No. 1 2 3 4 10 11 12 13 14 (days) Mean estrus or irregular cycle
50151 P E M D E M D P E 4 4 4 4.0 4 -
50152 M D P E D P E M D 4 4 4.0 3 -
50153 M D P E D P E M D 4 4 4.0 3 -
50154 P E M D D P E M D 5 5 5.0 3 -
50155 P E M D E M D P E 4 4 4 4.0 4 -
50156 P E M D E M D P E 4 4 4 4.0 4 -
50157 P E M D E M D P E 4 4 4 4.0 4 -
50158 M D P E D P E M D 4 4 4.0 3 -
50159 D P E M P E M D P 4 4 4.0 3 -
50160 D P E M P E M D P 4 4 4.0 3 -
50161 P E M D E M D P E 4 4 4 4.0 4 -
50162 P E M D E M D P E 4 4 4 4.0 4 -

P : Proestrus, E : Estrus, M : Metestrus, D : Diestrus
+ : Animal with acyclic or irregular cycle, - : Animal with normal and regular cycle
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Appendix 17 - 2

Estrous cycles and copulation
Generation : FO

Dose : TPGME 100 mg/kg

Study No. : SR24018

Species : Rat

/Before mating (day) Length of estrous cycle Number of  Animal with acyclic
Animal No. 1 2 3 4 10 11 12 13 14 (days) Mean estrus or irregular cycle
50251 D P E E M D P E M 5 5 5.0 3 -
50252 M D P E D P E M D 4 4 4.0 3 -
50253 D P E M P E M D P 4 4 4.0 3 -
50254 P E M D E M D P E 4 4 4.0 4 -
50255 P E M D D P E M D 5 5 5.0 3 -
50256 D P E M P E M D P 4 4 4.0 3 -
50257 M D P P M D D P E 4 5 4.5 3 -
50258 E M D P P E M D P 4 6 5.0 3 -
50259 P E M D E M D P E 4 4 4.0 4 -
50260 M D P E D P E M D 4 4 4.0 3 -
50261 D P E M P E M D P 4 4 4.0 3 -
50262 P E M D E M D P E 4 4 4.0 4 -

P : Proestrus, E : Estrus, M : Metestrus, D : Diestrus
+ : Animal with acyclic or irregular cycle, - : Animal with normal and regular cycle
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Appendix 17 - 3

Estrous cycles and copulation
Generation : FO

Dose : TPGME 300 mg/kg

Study No. : SR24018

Species : Rat

/Before mating (day) Length of estrous cycle Number of  Animal with acyclic
Animal No. 1 2 3 4 10 11 12 13 14 (days) Mean estrus or irregular cycle
50351 D P E M P E M D P 4 4 4.0 3 -
50352 P E M D E M D P E 4 4 4 4.0 4 -
50353 P E M D E M D P E 4 4 4 4.0 4 -
50354 D P E M P E M D P 4 4 4.0 3 -
50355 D P E M P E M D P 4 4 4.0 3 -
50356 M D P E D P E M D 4 4 4.0 3 -
50357 D P E M P E M D P 4 4 4.0 3 -
50358 E M D D P E M D D 5 5 5.0 3 -
50359 P E M D E M D P E 4 4 4 4.0 4 -
50360 D P E M P E M D P 4 4 4.0 3 -
50361 D P E M P E M D P 4 4 4.0 3 -
50362 P E M D E M D P E 4 4 4 4.0 4 -

P : Proestrus, E : Estrus, M : Metestrus, D : Diestrus
+ : Animal with acyclic or irregular cycle, - : Animal with normal and regular cycle
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Appendix 17 - 4

Estrous cycles and copulation
Generation : FO

Dose : TPGME 1000 mg/kg

Study No. : SR24018

Species : Rat

/Before mating (day) Length of estrous cycle Number of  Animal with acyclic
Animal No. 1 2 3 4 10 11 12 13 14 (days) Mean estrus or irregular cycle
50451 D P E M P E M D P 4 4 4.0 3 -
50452 P E M D P E E M D 5 4 4.5 3 -
50453 P E M D E M D P E 4 4 4 4.0 4 -
50454 D P E M P E M D P 4 4 4.0 3 -
50455 P E E M D P E E M 5 5 5.0 3 -
50456 D D P E D D D P E 4 6 5.0 3 -
50457 D P E M P E M D P 4 4 4.0 3 -
50458 D P E M P E M D P 4 4 4.0 3 -
50459 P E M D E M D P E 4 4 4 4.0 4 -
50460 E M D P M D P E M 4 4 4 4.0 4 -
50461 P E M D P E M D P 5 4 4.5 3 -
50462 E M D P M D P E M 4 4 4 4.0 4 -

P : Proestrus, E : Estrus, M : Metestrus, D : Diestrus
+ : Animal with acyclic or irregular cycle, - : Animal with normal and regular cycle
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Appendix 17 - 5

Estrous cycles and copulation
Generation : FO

Dose : TPGME 0 mg/kg

Study No. : SR24018

Species : Rat

/1st mating (times)

Animal No. 1 2 3 4 10 11 12 13 14
50151 M D P E
N N N Y
50152 P E
N Y
50153 P E
N Y
50154 P E
N Y
50155 M D P E
N N N Y
50156 M D P E
N N N Y
50157 M D P E
N N N Y
50158 P E
N Y
50159 E
Y
50160 E
Y
50161 M D P E
N N N Y
50162 M D P E
N N N Y

Upper / P : Proestrus, E : Estrus, M : Metestrus, D : Diestrus
Lower /Y : Completion in copulation, N : Incompletion in copulation
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Appendix 17 - 6

Estrous cycles and copulation
Generation : FO

Dose : TPGME 100 mg/kg

Study No. : SR24018

Species : Rat

/1st mating (times)

Animal No. 1 2 3 4 10 11 12 13 14
50251 D D P E
N N N Y
50252 P E
N Y
50253 E
Y
50254 M D P E
N N N Y
50255 P E
N Y
50256 E
Y
50257 M D P E
N N N Y
50258 P E
N Y
50259 M D P E
N N N Y
50260 P E
N Y
50261 E
Y
50262 M D P E
N N N Y

Upper / P : Proestrus, E : Estrus, M : Metestrus, D : Diestrus
Lower /Y : Completion in copulation, N : Incompletion in copulation
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Appendix 17 - 7

Estrous cycles and copulation
Generation : FO

Dose : TPGME 300 mg/kg

Study No. : SR24018

Species : Rat

/1st mating (times)

Animal No. 1 2 3 4 10 11 12 13 14
50351 E
Y
50352 M D P E
N N N Y
50353 M D P E
N N N Y
50354 E
Y
50355 E
Y
50356 P E
N Y
50357 E
Y
50358 P E
N Y
50359 M D P E
N N N Y
50360 E
Y
50361 E
Y
50362 M D P E
N N N Y

Upper / P : Proestrus, E : Estrus, M : Metestrus, D : Diestrus
Lower /Y : Completion in copulation, N : Incompletion in copulation
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Appendix 17 - 8

Estrous cycles and copulation

Generation : FO

Dose : TPGME 1000 mg/kg

Study No. : SR24018

Species : Rat

/1st mating (times)

Animal No. 1 2 3 4 10 11 12 13 14
50451 E
Y
50452 P E
N Y
50453 E
Y
50454 E
Y
50455 D D P E
N N N Y
50456 E
Y
50457 E
Y
50458 E
Y
50459 M D P E
N N N Y
50460 D P E
N N Y
50461 E
Y
50462 D P E
N N Y

Upper / P : Proestrus, E : Estrus, M : Metestrus, D : Diestrus
Lower /Y : Completion in copulation, N : Incompletion in copulation



Appendix 18 - 1 Study No. : SR24018

Reproductive performance

Generation : FO Sex : Male Dose : TPGME 0 mg/kg Species : Rat
Day of 1st mating 2nd mating Total
Animal No. conceiving Paired animal Copulation Fertility Paired animal Copulation Fertility Copulation Fertility
10101 4 50151 + + 1 1 m + +
10102 2 50152 + + 1 1 m + +
10103 2 50153 + + 1 1 m + +
10104 2 50154 + + 1 1 m + +
10105 4 50155 + + 1 1 m + +
10106 4 50156 + + 1 1 m + +
10107 4 50157 + + 1 1 m + +
10108 2 50158 + + 1 1 m + +
10109 1 50159 + + 1 1 m + +
10110 1 50160 + + 1 1 m + +
10111 4 50161 + + 1 1 m + +
10112 4 50162 + + I 1 n + +
n 12 12 12 0 0 12 12
Mean 2.8
S.D. 1.3
No. of positives 12 12 12 12
% 100.0 100.0 100.0 100.0

- Sv9 -

/Il - No need to input/measure



Appendix 18 - 2 Study No. : SR24018

Reproductive performance

Generation : FO Sex : Male Dose : TPGME 100 mg/kg Species : Rat
Day of 1st mating 2nd mating Total
Animal No. conceiving Paired animal Copulation Fertility Paired animal Copulation Fertility Copulation Fertility
10201 4 50251 + + 1 1 m + +
10202 2 50252 + + 1 1 m + +
10203 1 50253 + + 1 1 m + +
10204 4 50254 + + 1 1 m + +
10205 2 50255 + + 1 1 m + +
10206 1 50256 + + 1 1 m + +
10207 4 50257 + + 1 1 m + +
10208 2 50258 + + 1 1 m + +
10209 4 50259 + + 1 1 m + +
10210 2 50260 + + 1 1 m + +
10211 1 50261 + + 1 1 m + +
10212 4 50262 + + I 1 n + +
n 12 12 12 0 0 12 12
Mean 2.6
S.D. 1.3
No. of positives 12 12 12 12
% 100.0 100.0 100.0 100.0

- 99 -

/Il - No need to input/measure
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Appendix 18 - 3 Study No. : SR24018

Reproductive performance

Generation : FO Sex : Male Dose : TPGME 300 mg/kg Species : Rat
Day of 1st mating 2nd mating Total
Animal No. conceiving Paired animal Copulation Fertility Paired animal Copulation Fertility Copulation Fertility
10301 1 50351 + + 1 1 m + +
10302 4 50352 + + 1 1 m + +
10303 4 50353 + + 1 1 m + +
10304 1 50354 + + 1 1 m + +
10305 1 50355 + + 1 1 m + +
10306 2 50356 + + 1 1 m + +
10307 1 50357 + + 1 1 m + +
10308 2 50358 + + 1 1 m + +
10309 4 50359 + + 1 1 m + +
10310 1 50360 + + 1 1 m + +
10311 1 50361 + + 1 1 m + +
10312 4 50362 + + I 1 n + +
n 12 12 12 0 0 12 12
Mean 2.2
S.D. 1.4
No. of positives 12 12 12 12
% 100.0 100.0 100.0 100.0

/Il - No need to input/measure



Appendix 18 - 4 Study No. : SR24018

Reproductive performance

Generation : FO Sex : Male Dose : TPGME 1000 mg/kg Species : Rat
Day of 1st mating 2nd mating Total
Animal No. conceiving Paired animal Copulation Fertility Paired animal Copulation Fertility Copulation Fertility
10401 1 50451 + + 1 1 m + +
10402 2 50452 + + 1 1 m + +
10403 1 50453 + - 1 1 m + -
10404 1 50454 + + 1 1 m + +
10405 4 50455 + + 1 1 m + +
10406 1 50456 + + 1 1 m + +
10407 1 50457 + + 1 1 m + +
10408 1 50458 + + 1 1 m + +
10409 4 50459 + + 1 1 m + +
10410 3 50460 + + 1 1 m + +
10411 1 50461 + + 1 1 m + +
10412 3 50462 + + I 1 n + +
n 12 12 12 0 0 12 12
Mean 1.9
S.D. 1.2
No. of positives 12 11 12 11
% 100.0 91.7 100.0 91.7

-89 -

/Il - No need to input/measure



Appendix 18 - 5 Study No. : SR24018

Reproductive performance

Generation : FO Sex : Female Dose : TPGME 0 mg/kg Species : Rat
Day of 1st mating 2nd mating Total
Animal No. conceiving Paired animal Copulation Fertility Paired animal Copulation Fertility Copulation Fertility
50151 4 10101 + + 1 1 m + +
50152 2 10102 + + 1 1 m + +
50153 2 10103 + + 1 1 m + +
50154 2 10104 + + 1 1 m + +
50155 4 10105 + + 1 1 m + +
50156 4 10106 + + 1 1 m + +
50157 4 10107 + + 1 1 m + +
50158 2 10108 + + 1 1 m + +
50159 1 10109 + + 1 1 m + +
50160 1 10110 + + 1 1 m + +
50161 4 10111 + + 1 1 m + +
50162 4 10112 + + I 1 n + +
n 12 12 12 0 0 12 12
Mean 2.8
S.D. 1.3
No. of positives 12 12 12 12
% 100.0 100.0 100.0 100.0

- 619 -

/Il - No need to input/measure



Appendix 18 - 6 Study No. : SR24018

Reproductive performance

Generation : FO Sex : Female Dose : TPGME 100 mg/kg Species : Rat
Day of 1st mating 2nd mating Total
Animal No. conceiving Paired animal Copulation Fertility Paired animal Copulation Fertility Copulation Fertility
50251 4 10201 + + 1 1 m + +
50252 2 10202 + + 1 1 m + +
50253 1 10203 + + 1 1 m + +
50254 4 10204 + + 1 1 m + +
50255 2 10205 + + 1 1 m + +
50256 1 10206 + + 1 1 m + +
50257 4 10207 + + 1 1 m + +
50258 2 10208 + + 1 1 m + +
50259 4 10209 + + 1 1 m + +
50260 2 10210 + + 1 1 m + +
50261 1 10211 + + 1 1 m + +
50262 4 10212 + + I 1 n + +
n 12 12 12 0 0 12 12
Mean 2.6
S.D. 1.3
No. of positives 12 12 12 12
% 100.0 100.0 100.0 100.0

- 089 -

/Il - No need to input/measure
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Appendix 18 - 7 Study No. : SR24018

Reproductive performance

Generation : FO Sex : Female Dose : TPGME 300 mg/kg Species : Rat
Day of 1st mating 2nd mating Total
Animal No. conceiving Paired animal Copulation Fertility Paired animal Copulation Fertility Copulation Fertility
50351 1 10301 + + 1 1 m + +
50352 4 10302 + + 1 1 m + +
50353 4 10303 + + 1 1 m + +
50354 1 10304 + + 1 1 m + +
50355 1 10305 + + 1 1 m + +
50356 2 10306 + + 1 1 m + +
50357 1 10307 + + 1 1 m + +
50358 2 10308 + + 1 1 m + +
50359 4 10309 + + 1 1 m + +
50360 1 10310 + + 1 1 m + +
50361 1 10311 + + 1 1 m + +
50362 4 10312 + + I 1 n + +
n 12 12 12 0 0 12 12
Mean 2.2
S.D. 1.4
No. of positives 12 12 12 12
% 100.0 100.0 100.0 100.0

/Il - No need to input/measure



Appendix 18 - 8 Study No. : SR24018

Reproductive performance

Generation : FO Sex : Female Dose : TPGME 1000 mg/kg Species : Rat
Day of 1st mating 2nd mating Total
Animal No. conceiving Paired animal Copulation Fertility Paired animal Copulation Fertility Copulation Fertility
50451 1 10401 + + 1 1 m + +
50452 2 10402 + + 1 1 m + +
50453 1 10403 + - 1 1 m + -
50454 1 10404 + + 1 1 m + +
50455 4 10405 + + 1 1 m + +
50456 1 10406 + + 1 1 m + +
50457 1 10407 + + 1 1 m + +
50458 1 10408 + + 1 1 m + +
50459 4 10409 + + 1 1 m + +
50460 3 10410 + + 1 1 m + +
50461 1 10411 + + 1 1 m + +
50462 3 10412 + + I 1 n + +
n 12 12 12 0 0 12 12
Mean 1.9
S.D. 1.2
No. of positives 12 11 12 11
% 100.0 91.7 100.0 91.7

-89 -

/Il - No need to input/measure
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Appendix 19 - 1 Study No. : SR24018

Delivery data
Generation : FO Dose : TPGME 0 mg/kg Species : Rat
Gestation Number of Delivery Number of Number of Number of
length implan- index offspring live newborns dead newborns
Dam No. (day) tation (%) M F Total M F U Total

50151 22 17(8/9) 82.4 14 7 7 14 0 0 0 0
50152 22 19(8/11) 89.5 17 11 6 17 0 0 0 0
50153 22 17(10/7) 94.1 16 5 10 15 1 0 0 1
50154 23 16(7/9) 100.0 16 9 7 16 0 0 0 0
50155 22 16(11/5) 87.5 14 7 7 14 0 0 0 0
50156 22 16(9/7) 100.0 16 8 8 16 0 0 0 0
50157 22 18(11/7) 100.0 18 11 5 16 1 1 0 2
50158 22 15(5/10) 93.3 14 7 7 14 0 0 0 0
50159 22 17(10/7) 100.0 17 10 7 17 0 0 0 0
50160 22 15(5/10) 93.3 14 4 7 11 3 0 0 3
50161 22 17(7/10) 100.0 17 5 11 16 1 0 0 1
50162 23 15(11/4) 93.3 14 6 8 14 0 0 0 0
n 12 12 12 12 12 12 12 12 12 12 12
Mean 2217 16.5 94.45 15.6 75 75 15.0 0.5 0.1 0.0 0.6
S.D. 0.39 1.2 5.85 1.5 24 1.6 1.7 0.9 0.3 0.0 1.0

(/) : Right/Left, M : Male, F : Female, U : Unable to be sexed
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Appendix 19 - 2 Study No. : SR24018

Delivery data
Generation : FO Dose : TPGME 100 mg/kg Species : Rat
Gestation Number of Delivery Number of Number of Number of
length implan- index offspring live newborns dead newborns
Dam No. (day) tation (%) M F Total M F U Total

50251 22 20(10/10) 100.0 20 9 10 19 1 0 0 1
50252 23 20(11/9) 90.0 18 14 4 18 0 0 0 0
50253 23 17(8/9) 88.2 15 6 9 15 0 0 0 0
50254 22 18(7/11) 100.0 18 10 8 18 0 0 0 0
50255 23 9(9/0) 100.0 9 4 5 9 0 0 0 0
50256 23 17(10/7) 82.4 14 7 7 14 0 0 0 0
50257 22 19(7/12) 94.7 18 9 9 18 0 0 0 0
50258 22 19(7/12) 73.7 14 5 8 13 0 1 0 1
50259 23 16(9/7) 93.8 15 8 7 15 0 0 0 0
50260 23 8(5/3) 100.0 8 3 5 8 0 0 0 0
50261 22 18(10/8) 100.0 18 8 10 18 0 0 0 0
50262 22 19(10/9) 100.0 19 11 8 19 0 0 0 0
n 12 12 12 12 12 12 12 12 12 12 12
Mean 22.50 16.7 93.57 15.5 7.8 75 15.3 0.1 0.1 0.0 0.2
S.D. 0.52 4.0 8.58 3.8 3.1 2.0 3.8 0.3 0.3 0.0 0.4

(/) : Right/Left, M : Male, F : Female, U : Unable to be sexed
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Appendix 19 - 3 Study No. : SR24018

Delivery data
Generation : FO Dose : TPGME 300 mg/kg Species : Rat
Gestation Number of Delivery Number of Number of Number of
length implan- index offspring live newborns dead newborns
Dam No. (day) tation (%) M F Total M F U Total

50351 22 17(8/9) 94.1 16 6 10 16 0 0 0 0
50352 22 15(8/7) 100.0 15 12 3 15 0 0 0 0
50353 22 16(11/5) 87.5 14 7 7 14 0 0 0 0
50354 22 20(8/12) 90.0 18 8 10 18 0 0 0 0
50355 22 17(11/6) 94.1 16 7 8 15 0 1 0 1
50356 22 14(10/4) 92.9 13 6 7 13 0 0 0 0
50357 22 17(9/8) 100.0 17 7 10 17 0 0 0 0
50358 23 15(5/10) 66.7 10 6 4 10 0 0 0 0
50359 22 18(10/8) 88.9 16 7 9 16 0 0 0 0
50360 22 18(11/7) 100.0 18 9 9 18 0 0 0 0
50361 22 17(10/7) 94.1 16 7 9 16 0 0 0 0
50362 22 18(9/9) 100.0 18 9 8 17 1 0 0 1
n 12 12 12 12 12 12 12 12 12 12 12
Mean 22.08 16.8 92.36 15.6 7.6 7.8 15.4 0.1 0.1 0.0 0.2
S.D. 0.29 1.6 9.26 24 1.7 23 23 0.3 0.3 0.0 0.4

(/) : Right/Left, M : Male, F : Female, U : Unable to be sexed
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Appendix 19 - 4 Study No. : SR24018

Delivery data
Generation : FO Dose : TPGME 1000 mg/kg Species : Rat
Gestation Number of Delivery Number of Number of Number of
length implan- index offspring live newborns dead newborns
Dam No. (day) tation (%) M F Total M F U Total

50451 22 16(11/5) 100.0 16 10 6 16 0 0 0 0
50452 22 15(8/7) 100.0 15 11 4 15 0 0 0 0
50454 22 16(8/8) 93.8 15 7 8 15 0 0 0 0
50455 22 18(6/12) 94.4 17 9 8 17 0 0 0 0
50456 22 16(11/5) 100.0 16 10 6 16 0 0 0 0
50457 22 16(8/8) 100.0 16 8 8 16 0 0 0 0
50458 22 17(8/9) 88.2 15 7 8 15 0 0 0 0
50459 23 16(9/7) 93.8 15 9 6 15 0 0 0 0
50460 22 19(9/10) 89.5 17 9 8 17 0 0 0 0
50461 23 18(8/10) 83.3 15 2 11 13 1 1 0 2
50462 22 17(7/10) 94.1 16 4 12 16 0 0 0 0
n 11 11 11 11 11 11 11 11 11 11 11
Mean 22.18 16.7 94.28 15.7 7.8 7.7 15.5 0.1 0.1 0.0 0.2
S.D. 0.40 1.2 5.58 0.8 2.7 23 1.1 0.3 0.3 0.0 0.6

(/) : Right/Left, M : Male, F : Female, U : Unable to be sexed



Appendix 19 - 5 Study No. : SR24018

Delivery data (external examination of offspring) Unit : Number of anomalous offspring (incidence %) Postnatal Day : 0
Generation : F1 Dose : TPGME 0 mg/kg Species : Rat
Number of
offspring  /Findings
Dam No. examined
50151 14 No anomaly
50152 17  No anomaly
50153 15 No anomaly
50154 16 No anomaly
50155 14 No anomaly
50156 16 No anomaly
50157 16 No anomaly
50158 14 No anomaly
50159 17  No anomaly
50160 11 No anomaly
50161 16 No anomaly
50162 14 No anomaly
Total 180
n 12
Mean
S.D.

- LS9 -

Mean : Average of incidence (%)



Appendix 19 - 6 Study No. : SR24018

Delivery data (external examination of offspring) Unit : Number of anomalous offspring (incidence %) Postnatal Day : 0
Generation : F1 Dose : TPGME 100 mg/kg Species : Rat
Number of
offspring  /Findings
Dam No. examined
50251 19 No anomaly
50252 18 No anomaly
50253 15 No anomaly
50254 18 No anomaly
50255 9 No anomaly
50256 14 No anomaly
50257 18 No anomaly
50258 13 No anomaly
50259 15 No anomaly
50260 8 No anomaly
50261 18 No anomaly
50262 19 No anomaly
Total 184
n 12
Mean
S.D.

- 869 -

Mean : Average of incidence (%)



Appendix 19 -7 Study No. : SR24018

Delivery data (external examination of offspring) Unit : Number of anomalous offspring (incidence %) Postnatal Day : 0
Generation : F1 Dose : TPGME 300 mg/kg Species : Rat
Number of
offspring  /Findings
Dam No. examined
50351 16 No anomaly
50352 15 No anomaly
50353 14 No anomaly
50354 18 No anomaly
50355 15 No anomaly
50356 13 No anomaly
50357 17  No anomaly
50358 10 No anomaly
50359 16 No anomaly
50360 18 No anomaly
50361 16 No anomaly
50362 17 No anomaly
Total 185
n 12
Mean
S.D.

- 689 -

Mean : Average of incidence (%)
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Appendix 19 - 8 Study No. : SR24018

Delivery data (external examination of offspring) Unit : Number of anomalous offspring (incidence %) Postnatal Day : 0
Generation : F1 Dose : TPGME 1000 mg/kg Species : Rat
Number of
offspring  /Findings
Dam No. examined
50451 16 No anomaly
50452 15 No anomaly
50454 15 No anomaly
50455 17  No anomaly
50456 16 No anomaly
50457 16 No anomaly
50458 15 No anomaly
50459 15 No anomaly
50460 17  No anomaly
50461 13 No anomaly
50462 16 No anomaly
Total 171
n 11
Mean
S.D.

Mean : Average of incidence (%)
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Appendix 20 - 1

Clinical signs of offspring

Study No. : SR24018

Generation : F1 Dose : TPGME 0 mg/kg Species : Rat
Number of /Postnatal Day
Dam No. offspring 0 1 2 3 4 5 6 7 8 9 10 11
50151 Alive :  Male 7 7 7 7 7 4 4 4 4 4 4 4
Female 7 7 7 7 6 4 4 4 4 4 4 4
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/1/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 7/7 7/7 717 717 7/6 4/4 4/4 4/4 4/4 4/4 4/4 4/4
50152 Alive :  Male 11 11 11 11 11 4 4 4 4 4 4 4
Female 6 6 6 6 6 4 4 4 4 4 4 4
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 11/6 11/6 11/6 11/6 11/6 4/4 4/4 4/4 4/4 4/4 4/4 4/4
50153 Alive :  Male 5 5 5 5 5 4 4 4 4 4 4 4
Female 10 10 10 10 10 4 4 4 4 4 4 4
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 5/10 5/10 5/10 5/10 5/10 4/4 4/4 4/4 4/4 4/4 4/4 4/4
50154 Alive :  Male 9 9 9 9 9 4 4 4 4 4 4 4
Female 7 7 7 7 7 4 4 4 4 4 4 4
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 9/7 9/7 97 9/7 9/7 4/4 4/4 4/4 4/4 4/4 4/4 4/4
50155 Alive :  Male 7 7 7 7 7 4 4 4 4 4 4 4
Female 7 7 7 7 7 4 4 4 4 4 4 4
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 7/7 717 717 717 7/7 4/4 4/4 4/4 4/4 4/4 4/4 4/4
50156 Alive :  Male 8 8 8 8 8 4 4 4 4 4 4 4
Female 8 8 8 8 7 4 4 4 4 4 4 4
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/1/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 8/8 8/8 8/8 8/8 8/7 4/4 4/4 4/4 4/4 4/4 4/4 4/4

(/') : Number of offspring Male/Female/Unable to be sexed
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Appendix 20 - 2

Clinical signs of offspring

Study No. : SR24018

Generation : F1 Dose : TPGME 0 mg/kg Species : Rat
Number of /Postnatal Day
Dam No. offspring 0 1 2 3 4 5 6 7 8 9 10 11
50157 Alive :  Male 11 11 11 11 10 4 4 4 4 4 4 4
Female 5 5 5 5 5 4 4 4 4 4 4 4
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 1/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 11/5 11/5 11/5 11/5 10/5 4/4 4/4 4/4 4/4 4/4 4/4 4/4
50158 Alive :  Male 7 7 7 7 7 4 4 4 4 4 4 4
Female 7 7 7 7 6 4 4 4 4 4 4 4
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/1/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 7/7 7/7 717 717 7/6 4/4 4/4 4/4 4/4 4/4 4/4 4/4
50159 Alive :  Male 10 10 10 10 9 4 4 4 4 4 4 4
Female 7 7 7 7 7 4 4 4 4 4 4 4
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 1/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 10/7 10/7 10/7 10/7 9/7 4/4 4/4 4/4 4/4 4/4 4/4 4/4
50160 Alive :  Male 4 4 4 4 4 4 4 4 4 4 4 4
Female 7 7 7 7 7 4 4 4 4 4 4 4
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 417 417 4/7 4/7 417 4/4 4/4 4/4 4/4 4/4 4/4 4/4
50161 Alive :  Male 5 5 5 5 5 4 4 4 4 4 4 4
Female 11 11 11 11 11 4 4 4 4 4 4 4
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 5/11 5/11 5/11 5/11 5/11 4/4 4/4 4/4 4/4 4/4 4/4 4/4
50162 Alive :  Male 6 6 6 6 6 4 4 4 4 4 4 4
Female 8 8 8 8 8 4 4 4 4 4 4 4
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 6/8 6/8 6/8 6/8 6/8 4/4 4/4 4/4 4/4 4/4 4/4 4/4

(/') : Number of offspring Male/Female/Unable to be sexed
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Appendix 20 - 3

Clinical signs of offspring
Generation : F1

Dose : TPGME 0 mg/kg

Study No. : SR24018

Species : Rat

Number of /Postnatal Day
Dam No. offspring 12 13
50151 Alive : Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4
50152 Alive :  Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4
50153 Alive :  Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4
50154 Alive :  Male 4 4
Female 4 4
Dead: Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4
50155 Alive :  Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4
50156 Alive : Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4

(/') : Number of offspring Male/Female/Unable to be sexed
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Appendix 20 - 4

Clinical signs of offspring
Generation : F1

Dose : TPGME 0 mg/kg

Study No. : SR24018

Species : Rat

Number of /Postnatal Day
Dam No. offspring 12 13
50157 Alive : Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4
50158 Alive : Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4
50159 Alive : Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4
50160 Alive : Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4
50161 Alive : Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4
50162 Alive :  Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4

(/') : Number of offspring Male/Female/Unable to be sexed
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Appendix 20 - 5

Clinical signs of offspring

Study No. : SR24018

Generation : F1 Dose : TPGME 100 mg/kg Species : Rat
Number of /Postnatal Day
Dam No. offspring 0 1 2 3 4 5 6 7 8 9 10 11
50251 Alive :  Male 9 9 9 9 9 4 4 4 4 4 4 4
Female 10 10 10 10 10 4 4 4 4 4 4 4
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 9/10 9/10 9/10 9/10 9/10 4/4 4/4 4/4 4/4 4/4 4/4 4/4
50252 Alive :  Male 14 14 14 14 14 4 4 4 4 4 4 4
Female 4 4 4 4 4 4 4 4 4 4 4 4
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 14/4 14/4 14/4 14/4 14/4 4/4 4/4 4/4 4/4 4/4 4/4 4/4
50253 Alive :  Male 6 6 6 6 6 4 4 4 4 4 4 4
Female 9 9 9 9 9 4 4 4 4 4 4 4
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 6/9 6/9 6/9 6/9 6/9 4/4 4/4 4/4 4/4 4/4 4/4 4/4
50254 Alive :  Male 10 10 10 10 10 4 4 4 4 4 4 4
Female 8 8 8 8 8 4 4 4 4 4 4 4
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 10/8 10/8 10/8 10/8 10/8 4/4 4/4 4/4 4/4 4/4 4/4 4/4
50255 Alive :  Male 4 4 4 4 4 4 4 4 4 4 4 4
Female 5 5 5 5 5 4 4 4 4 4 4 4
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 4/5 4/5 4/5 4/5 4/5 4/4 4/4 4/4 4/4 4/4 4/4 4/4
50256 Alive :  Male 7 7 7 7 7 4 4 4 4 4 4 4
Female 7 7 7 7 7 4 4 4 4 4 4 4
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 7/7 717 717 717 7/7 4/4 4/4 4/4 4/4 4/4 4/4 4/4

(/') : Number of offspring Male/Female/Unable to be sexed
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Appendix 20 - 6

Clinical signs of offspring

Study No. : SR24018

Generation : F1 Dose : TPGME 100 mg/kg Species : Rat
Number of /Postnatal Day
Dam No. offspring 0 1 2 3 4 5 6 7 8 9 10 11
50257 Alive :  Male 9 9 9 9 9 4 4 4 4 4 4 4
Female 9 9 9 9 9 4 4 4 4 4 4 4
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 9/9 9/9 9/9 9/9 9/9 4/4 4/4 4/4 4/4 4/4 4/4 4/4
50258 Alive :  Male 5 5 5 5 4 4 4 4 4 4 4 4
Female 8 8 8 8 8 4 4 4 4 4 4 4
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 1/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 5/8 5/8 5/8 5/8 4/8 4/4 4/4 4/4 4/4 4/4 4/4 4/4
50259 Alive :  Male 8 8 8 8 8 4 4 4 4 4 4 4
Female 7 7 7 7 7 4 4 4 4 4 4 4
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 8/7 8/7 8/7 8/7 8/7 4/4 4/4 4/4 4/4 4/4 4/4 4/4
50260 Alive :  Male 3 3 3 3 3 3 3 3 3 3 3 3
Female 5 5 5 5 5 5 5 5 5 5 5 5
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 3/5 3/5 3/5 3/5 3/5 3/5 3/5 3/5 3/5 3/5 3/5 3/5
50261 Alive :  Male 8 8 8 8 8 4 4 4 4 4 4 4
Female 10 10 10 10 10 4 4 4 4 4 4 4
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 8/10 8/10 8/10 8/10 8/10 4/4 4/4 4/4 4/4 4/4 4/4 4/4
50262 Alive :  Male 11 11 11 9 9 4 4 4 4 4 4 4
Female 8 8 8 8 7 4 4 4 4 4 4 4
Dead: Dead 0/0/0 0/0/0 0/0/0 1/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 1/0/0 0/1/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 11/8 11/8 11/8 9/8 9/7 4/4 4/4 4/4 4/4 4/4 4/4 4/4

(/') : Number of offspring Male/Female/Unable to be sexed



- L99 -

Appendix 20 - 7

Clinical signs of offspring
Generation : F1

Dose : TPGME 100 mg/kg

Study No. : SR24018

Species : Rat

Number of /Postnatal Day
Dam No. offspring 12 13
50251 Alive : Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4
50252 Alive :  Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4
50253 Alive :  Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4
50254 Alive :  Male 4 4
Female 4 4
Dead: Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4
50255 Alive :  Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4
50256 Alive : Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4

(/') : Number of offspring Male/Female/Unable to be sexed
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Appendix 20 - 8

Clinical signs of offspring
Generation : F1

Dose : TPGME 100 mg/kg

Study No. : SR24018

Species : Rat

Number of /Postnatal Day
Dam No. offspring 12 13
50257 Alive : Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4
50258 Alive : Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4
50259 Alive : Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4
50260 Alive : Male 3 3
Female 5 5
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 3/5 3/5
50261 Alive : Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4
50262 Alive :  Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4

(/') : Number of offspring Male/Female/Unable to be sexed
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Appendix 20 - 9

Clinical signs of offspring

Study No. : SR24018

Generation : F1 Dose : TPGME 300 mg/kg Species : Rat
Number of /Postnatal Day
Dam No. offspring 0 1 2 3 4 5 6 7 8 9 10 11
50351 Alive :  Male 6 6 6 6 6 4 4 4 4 4 4 4
Female 10 10 10 10 10 4 4 4 4 4 4 4
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 6/10 6/10 6/10 6/10 6/10 4/4 4/4 4/4 4/4 4/4 4/4 4/4
50352 Alive :  Male 12 12 12 12 12 5 5 5 5 5 5 5
Female 3 3 3 3 3 3 3 3 3 3 3 3
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 12/3 12/3 12/3 12/3 12/3 5/3 5/3 5/3 5/3 5/3 5/3 5/3
50353 Alive :  Male 7 7 7 7 7 4 4 4 4 4 4 4
Female 7 7 7 7 7 4 4 4 4 4 4 4
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 717 717 717 717 717 4/4 4/4 4/4 4/4 4/4 4/4 4/4
Small pinna 0/0 0/0 0/0 0/0 0/0 0/0 0/0 0/0 0/0 0/0 0/0 0/0
50354 Alive :  Male 8 8 8 8 8 4 4 4 4 4 4 4
Female 10 10 10 10 10 4 4 4 4 4 4 4
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 8/10 8/10 8/10 8/10 8/10 4/4 4/4 4/4 4/4 4/4 4/4 4/4
50355 Alive :  Male 7 7 7 7 7 4 4 4 4 4 4 4
Female 8 8 8 8 8 4 4 4 4 4 4 4
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 7/8 7/8 7/8 7/8 7/8 4/4 4/4 4/4 4/4 4/4 4/4 4/4
50356 Alive :  Male 6 6 6 6 6 4 4 4 4 4 4 4
Female 7 7 7 7 7 4 4 4 4 4 4 4
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 6/7 6/7 6/7 6/7 6/7 4/4 4/4 4/4 4/4 4/4 4/4 4/4

(/') : Number of offspring Male/Female/Unable to be sexed
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Appendix 20 - 10

Clinical signs of offspring

Study No. : SR24018

Generation : F1 Dose : TPGME 300 mg/kg Species : Rat
Number of /Postnatal Day
Dam No. offspring 0 1 2 3 4 5 6 7 8 9 10 11
50357 Alive :  Male 7 7 7 7 7 4 4 4 4 4 4 4
Female 10 10 10 10 10 4 4 4 4 4 4 4
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 6/10 6/10 6/10 6/10 6/10 4/4 4/4 4/4 4/4 4/4 4/4 4/4
Loss of tail 1/0 1/0 1/0 1/0 1/0 0/0 0/0 0/0 0/0 0/0 0/0 0/0
50358 Alive :  Male 6 6 6 6 6 4 4 4 4 4 4 4
Female 4 4 4 4 4 4 4 4 4 4 4 4
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 6/4 6/4 6/4 6/4 6/4 4/4 4/4 4/4 4/4 4/4 4/4 4/4
50359 Alive :  Male 7 7 7 7 7 4 4 4 4 4 4 4
Female 9 9 9 9 9 4 4 4 4 4 4 4
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 7/9 7/9 7/9 7/9 7/9 4/4 4/4 4/4 4/4 4/4 4/4 4/4
50360 Alive :  Male 9 9 9 9 9 4 4 4 4 4 4 4
Female 9 9 9 9 9 4 4 4 4 4 4 4
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 9/9 9/9 9/9 9/9 9/9 4/4 4/4 4/4 4/4 4/4 4/4 4/4
50361 Alive :  Male 7 7 7 7 7 4 4 4 4 4 4 4
Female 9 9 9 9 9 4 4 4 4 4 4 4
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 7/9 7/9 7/9 7/9 7/9 4/4 4/4 4/4 4/4 4/4 4/4 4/4
50362 Alive :  Male 9 9 9 9 8 4 4 4 4 4 4 4
Female 8 7 7 7 7 4 4 4 4 4 4 4
Dead: Dead 0/0/0 0/1/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 1/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 9/8 9/7 97 9/7 8/7 4/4 4/4 4/4 4/4 4/4 4/4 4/4

(/') : Number of offspring Male/Female/Unable to be sexed
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Appendix 20 - 11

Clinical signs of offspring
Generation : F1

Dose : TPGME 300 mg/kg

Study No. : SR24018

Species : Rat

Number of /Postnatal Day
Dam No. offspring 12 13
50351 Alive : Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4
50352 Alive :  Male 5 5
Female 3 3
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 5/3 5/3
50353 Alive :  Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/3
Small pinna 0/0 0/1
50354 Alive :  Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4
50355 Alive :  Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4
50356 Alive :  Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4

(/') : Number of offspring Male/Female/Unable to be sexed
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Appendix 20 - 12

Clinical signs of offspring
Generation : F1

Dose : TPGME 300 mg/kg

Study No. : SR24018

Species : Rat

Number of /Postnatal Day
Dam No. offspring 12 13
50357 Alive : Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4
Loss of tail 0/0 0/0
50358 Alive : Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4
50359 Alive : Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4
50360 Alive : Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4
50361 Alive : Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4
50362 Alive : Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4

(/') : Number of offspring Male/Female/Unable to be sexed
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Appendix 20 - 13

Clinical signs of offspring

Study No. : SR24018

Generation : F1 Dose : TPGME 1000 mg/kg Species : Rat
Number of /Postnatal Day
Dam No. offspring 0 1 2 3 4 5 6 7 8 9 10 11
50451 Alive :  Male 10 10 10 10 10 4 4 4 4 4 4 4
Female 6 6 6 6 6 4 4 4 4 4 4 4
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 10/6 10/6 10/6 10/6 10/6 4/4 4/4 4/4 4/4 4/4 4/4 4/4
50452 Alive :  Male 11 11 11 11 10 4 4 4 4 4 4 4
Female 4 4 4 4 4 4 4 4 4 4 4 4
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 1/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 11/4 11/4 11/4 11/4 10/4 4/4 4/4 4/4 4/4 4/4 4/4 4/4
50454 Alive :  Male 7 7 7 7 7 4 4 4 4 4 4 4
Female 8 8 8 8 8 4 4 4 4 4 4 4
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 7/8 7/8 7/8 7/8 7/8 4/4 4/4 4/4 4/4 4/4 4/4 4/4
50455 Alive :  Male 9 9 9 9 7 4 4 4 4 4 4 4
Female 8 8 8 8 8 4 4 4 4 4 4 4
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 2/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 9/8 9/8 9/8 9/8 7/8 4/4 4/4 4/4 4/4 4/4 4/4 4/4
50456 Alive :  Male 10 10 10 10 9 4 4 4 4 4 4 4
Female 6 6 6 6 6 4 4 4 4 4 4 4
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 1/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 10/6 10/6 10/6 10/6 9/6 4/4 4/4 4/4 4/4 4/4 4/4 4/4
50457 Alive :  Male 8 8 8 8 8 4 4 4 4 4 4 4
Female 8 8 8 8 8 4 4 4 4 4 4 4
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 8/8 8/8 8/8 8/8 8/8 4/4 4/4 4/4 4/4 4/4 4/4 4/4

(/') : Number of offspring Male/Female/Unable to be sexed
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Appendix 20 - 14

Clinical signs of offspring

Study No. : SR24018

Generation : F1 Dose : TPGME 1000 mg/kg Species : Rat
Number of /Postnatal Day
Dam No. offspring 0 1 2 3 4 5 6 7 8 9 10 11
50458 Alive :  Male 7 7 7 7 7 4 4 4 4 4 4 4
Female 8 8 8 8 8 4 4 4 4 4 4 4
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 7/8 7/8 7/8 7/8 7/8 4/4 4/4 4/4 4/4 4/4 4/4 4/4
50459 Alive :  Male 9 9 9 9 9 4 4 4 4 4 4 4
Female 6 6 6 6 6 4 4 4 4 4 4 4
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 9/6 9/6 9/6 9/6 9/6 4/4 4/4 4/4 4/4 4/4 4/4 4/4
50460 Alive :  Male 9 9 9 9 9 4 4 4 4 4 4 4
Female 8 8 8 8 7 4 4 4 4 4 4 4
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/1/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 9/8 9/8 9/8 9/8 9/7 4/4 4/4 4/4 4/4 4/4 4/4 4/4
50461 Alive :  Male 2 2 2 2 2 2 2 2 2 2 2 2
Female 11 11 11 11 11 6 6 6 6 6 6 6
Dead : Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 2/11 2/11 2/11 2/11 2/11 2/6 2/6 2/6 2/6 2/6 2/6 2/6
50462 Alive :  Male 4 4 4 4 4 4 4 4 4 4 4 4
Female 12 12 12 12 12 4 4 4 4 4 4 4
Dead: Dead 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Unknown 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0 0/0/0
Signs
No abnormality 4112 4/12 4112 4112 4112 4/4 4/4 4/4 4/4 4/4 4/4 4/4

(/') : Number of offspring Male/Female/Unable to be sexed
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Appendix 20 - 15

Clinical signs of offspring
Generation : F1

Dose : TPGME 1000 mg/kg

Study No. : SR24018

Species : Rat

Number of /Postnatal Day
Dam No. offspring 12 13
50451 Alive : Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4
50452 Alive :  Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4
50454 Alive :  Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4
50455 Alive :  Male 4 4
Female 4 4
Dead: Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4
50456 Alive :  Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4
50457 Alive : Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4

(/') : Number of offspring Male/Female/Unable to be sexed
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Appendix 20 - 16

Clinical signs of offspring
Generation : F1

Dose : TPGME 1000 mg/kg

Study No. : SR24018

Species : Rat

Number of /Postnatal Day
Dam No. offspring 12 13
50458 Alive : Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4
50459 Alive : Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4
50460 Alive : Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4
50461 Alive : Male 2 2
Female 6 6
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 2/6 2/6
50462 Alive : Male 4 4
Female 4 4
Dead : Dead 0/0/0 0/0/0
Unknown 0/0/0 0/0/0
Cannibalism 0/0/0 0/0/0
Signs
No abnormality 4/4 4/4

(/') : Number of offspring Male/Female/Unable to be sexed



Appendix 21 - 1 Study No. : SR24018

Litter size and viability index of offspring

S LLY -

Generation : F1 Dose : TPGME 0 mg/kg Species : Rat
/Postnatal Day
0 0 4 4 4 13 13
Viability Pre-culled Viability Post-culled Viability
Dam No. Sex _Male/Female index (%) Male/Female index (%) Male/Female  Male/Female index (%)

50151 Total 14 100.0 13 92.9 8 8 100.0
(7/7) (7/6) (4/4) (4/4)

50152 Total 17 100.0 17 100.0 8 8 100.0
(11/6) (11/6) (4/4) (4/4)

50153 Total 15 93.8 15 100.0 8 8 100.0
(5/10) (5/10) (4/4) (4/4)

50154 Total 16 100.0 16 100.0 8 8 100.0
9/7) (9/7) (4/4) (4/4)

50155 Total 14 100.0 14 100.0 8 8 100.0
(7/7) (717) (4/4) (4/4)

50156 Total 16 100.0 15 93.8 8 8 100.0
(8/8) (8/7) (4/4) (4/4)

50157 Total 16 88.9 15 93.8 8 8 100.0
(11/5) (10/5) (4/4) (4/4)

50158 Total 14 100.0 13 92.9 8 8 100.0
(7/7) (7/6) (4/4) (4/4)

50159 Total 17 100.0 16 94.1 8 8 100.0
(10/7) (9/7) (4/4) (4/4)

50160 Total 11 78.6 11 100.0 8 8 100.0
(4/7) (4/7) (4/4) (4/4)

50161 Total 16 94.1 16 100.0 8 8 100.0
(5/11) (5/11) (4/4) (4/4)

50162 Total 14 100.0 14 100.0 8 8 100.0
(6/8) (6/8) (4/4) (4/4)
Total 180 175 96 96
Male/Female 90/90 88/87 48/48 48/48

n 12 12 12 12 12 12 12

Mean 96.28 97.29 100.00

S.D. 6.67 3.36 0.00




Appendix 21 - 2 Study No. : SR24018

Litter size and viability index of offspring

-8L9-

Generation : F1 Dose : TPGME 100 mg/kg Species : Rat
/Postnatal Day
0 0 4 4 4 13 13
Viability Pre-culled Viability Post-culled Viability
Dam No. Sex _Male/Female index (%) Male/Female index (%) Male/Female  Male/Female index (%)

50251 Total 19 95.0 19 100.0 8 8 100.0
(9/10) (9/10) (4/4) (4/4)

50252 Total 18 100.0 18 100.0 8 8 100.0
(14/4) (14/4) (4/4) (4/4)

50253 Total 15 100.0 15 100.0 8 8 100.0
(6/9) (6/9) (4/4) (4/4)

50254 Total 18 100.0 18 100.0 8 8 100.0
(10/8) (10/8) (4/4) (4/4)

50255 Total 9 100.0 9 100.0 8 8 100.0
(4/5) (4/5) (4/4) (4/4)

50256 Total 14 100.0 14 100.0 8 8 100.0
(7/7) (717) (4/4) (4/4)

50257 Total 18 100.0 18 100.0 8 8 100.0
(9/9) (9/9) (4/4) (4/4)

50258 Total 13 92.0 12 92.3 8 8 100.0
(5/8) (4/8) (4/4) (4/4)

50259 Total 15 100.0 15 100.0 8 8 100.0
(8/7) (8/7) (4/4) (4/4)

50260 Total 8 100.0 8 100.0 8 8 100.0
(3/5) (3/5) (3/5) (3/5)

50261 Total 18 100.0 18 100.0 8 8 100.0
(8/10) (8/10) (4/4) (4/4)

50262 Total 19 100.0 16 84.2 8 8 100.0
(11/8) (9/7) (4/4) (4/4)
Total 184 180 96 96
Male/Female 94/90 91/89 47/49 47/49

n 12 12 12 12 12 12 12

Mean 98.99 98.04 100.00

S.D. 2.40 4.89 0.00




Appendix 21 - 3 Study No. : SR24018

Litter size and viability index of offspring
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Generation : F1 Dose : TPGME 300 mg/kg Species : Rat
/Postnatal Day
0 0 4 4 4 13 13
Viability Pre-culled Viability Post-culled Viability
Dam No. Sex _Male/Female index (%) Male/Female index (%) Male/Female  Male/Female index (%)

50351 Total 16 100.0 16 100.0 8 8 100.0
(6/10) (6/10) (4/4) (4/4)

50352 Total 15 100.0 15 100.0 8 8 100.0
(12/3) (12/3) (5/3) (5/3)

50353 Total 14 100.0 14 100.0 8 8 100.0
(7/7) (717) (4/4) (4/4)

50354 Total 18 100.0 18 100.0 8 8 100.0
(8/10) (8/10) (4/4) (4/4)

50355 Total 15 93.8 15 100.0 8 8 100.0
(7/8) (7/8) (4/4) (4/4)

50356 Total 13 100.0 13 100.0 8 8 100.0
(6/7) (6/7) (4/4) (4/4)

50357 Total 17 100.0 17 100.0 8 8 100.0
(7/10) (7/10) (4/4) (4/4)

50358 Total 10 100.0 10 100.0 8 8 100.0
(6/4) (6/4) (4/4) (4/4)

50359 Total 16 100.0 16 100.0 8 8 100.0
(7/9) (719) (4/4) (4/4)

50360 Total 18 100.0 18 100.0 8 8 100.0
(9/9) (9/9) (4/4) (4/4)

50361 Total 16 100.0 16 100.0 8 8 100.0
(7/9) (719) (4/4) (4/4)

50362 Total 17 94.4 15 88.2 8 8 100.0
(9/8) (8/7) (4/4) (4/4)
Total 185 183 96 96
Male/Female 91/94 90/93 49/47 49/47

n 12 12 12 12 12 12 12

Mean 99.02 99.02 100.00

S.D. 2.30 3.41 0.00




Appendix 21 - 4 Study No. : SR24018

Litter size and viability index of offspring
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Generation : F1 Dose : TPGME 1000 mg/kg Species : Rat
/Postnatal Day
0 0 4 4 4 13 13
Viability Pre-culled Viability Post-culled Viability
Dam No. Sex _Male/Female index (%) Male/Female index (%) Male/Female  Male/Female index (%)

50451 Total 16 100.0 16 100.0 8 8 100.0
(10/6) (10/6) (4/4) (4/4)

50452 Total 15 100.0 14 93.3 8 8 100.0
(11/4) (10/4) (4/4) (4/4)

50454 Total 15 100.0 15 100.0 8 8 100.0
(7/8) (7/8) (4/4) (4/4)

50455 Total 17 100.0 15 88.2 8 8 100.0
(9/8) (7/8) (4/4) (4/4)

50456 Total 16 100.0 15 93.8 8 8 100.0
(10/6) (9/6) (4/4) (4/4)

50457 Total 16 100.0 16 100.0 8 8 100.0
(8/8) (8/8) (4/4) (4/4)

50458 Total 15 100.0 15 100.0 8 8 100.0
(7/8) (7/8) (4/4) (4/4)

50459 Total 15 100.0 15 100.0 8 8 100.0
(9/6) (9/6) (4/4) (4/4)

50460 Total 17 100.0 16 94.1 8 8 100.0
(9/8) (9/7) (4/4) (4/4)

50461 Total 13 86.7 13 100.0 8 8 100.0
(2/11) (2/11) (2/6) (2/6)

50462 Total 16 100.0 16 100.0 8 8 100.0
(4/12) (4112) (4/4) (4/4)
Total 171 166 88 88
Male/Female 86/85 82/84 42/46 42/46

n 11 11 11 11 11 11 11

Mean 98.79 97.22 100.00

S.D. 4.01 4.15 0.00
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Appendix 22 - 1

Litter data on body weight of offspring
Generation : F1

Dose : TPGME 0 mg/kg

Unit: g

Study No. : SR24018

Species : Rat

/Postnatal Day

0 4 7 13
Dam No. Sex n B.W. n B.W. n B.W. n B.W.
50151 Male 7 6.43 7 11.60 4 20.00 4 37.45
Female 7 5.97 6 10.62 4 18.70 4 36.48
50152 Male 11 6.25 11 9.50 4 17.45 4 34.45
Female 6 6.10 6 9.30 4 17.10 4 33.65
50153 Male 5 6.60 5 10.00 4 17.98 4 34.95
Female 10 6.28 10 9.85 4 18.20 4 34.93
50154 Male 9 7.58 9 11.23 4 20.23 4 39.33
Female 7 7.00 7 10.73 4 19.30 4 38.08
50155 Male 7 6.64 7 10.13 4 16.60 4 32.10
Female 7 6.19 7 9.31 4 14.65 4 29.13
50156 Male 8 5.70 8 8.91 4 15.63 4 30.10
Female 8 5.56 7 8.66 4 14.15 4 27.45
50157 Male 11 6.25 10 11.47 4 20.65 4 38.00
Female 5 6.44 5 11.64 4 20.60 4 37.88
50158 Male 7 7.10 7 11.43 4 19.90 4 36.10
Female 7 6.56 6 10.85 4 18.53 4 33.40
50159 Male 10 6.50 9 9.91 4 17.73 4 34.50
Female 7 6.17 7 9.33 4 17.10 4 33.25
50160 Male 4 6.45 4 10.55 4 17.30 4 33.20
Female 7 5.89 7 9.76 4 16.80 4 32.55
50161 Male 5 714 5 11.22 4 19.40 4 36.13
Female 11 6.67 11 10.69 4 18.88 4 35.40
50162 Male 6 6.67 6 11.18 4 17.75 4 33.20
Female 8 6.98 8 11.08 4 17.75 4 33.53
n Male 90 88 48 48
Female 90 87 48 48
Mean Male 6.609 10.594 18.385 34.959
Female 6.318 10.152 17.647 33.811
S.D. Male 0.488 0.889 1.604 2.623
Female 0.433 0.904 1.851 3.166
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Appendix 22 - 2

Litter data on body weight of offspring
Generation : F1

Dose : TPGME 100 mg/kg

Unit: g

Study No. : SR24018

Species : Rat

/Postnatal Day

0 4 7 13
Dam No. Sex n B.W. n B.W. n B.W. n B.W.
50251 Male 9 5.84 9 8.70 4 14.50 4 29.53
Female 10 5.61 10 8.66 4 15.33 4 31.23
50252 Male 14 6.94 14 9.68 4 16.95 4 33.83
Female 4 6.58 4 8.88 4 14.70 4 30.25
50253 Male 6 8.02 6 12.87 4 20.98 4 39.70
Female 9 7.30 9 11.73 4 19.25 4 36.48
50254 Male 10 6.52 10 9.16 4 16.28 4 34.98
Female 8 6.40 8 8.66 4 15.15 4 3243
50255 Male 4 8.80 4 15.13 4 23.58 4 40.15
Female 5 8.54 5 14.84 4 23.00 4 39.05
50256 Male 7 7.43 7 12.07 4 21.00 4 38.20
Female 7 7.07 7 11.37 4 20.35 4 38.58
50257 Male 9 6.11 9 8.99 4 15.73 4 33.90
Female 9 5.83 9 8.67 4 15.50 4 32.68
50258 Male 5 5.88 4 10.78 4 18.30 4 35.35
Female 8 5.68 8 10.15 4 17.00 4 34.43
50259 Male 8 7.29 8 11.29 4 20.48 4 38.60
Female 7 6.71 7 9.83 4 18.63 4 36.38
50260 Male 3 8.33 3 14.93 3 21.17 3 34.60
Female 5 8.14 5 14.22 5 20.18 5 32.74
50261 Male 8 6.34 8 9.55 4 17.68 4 36.25
Female 10 6.24 10 9.70 4 18.23 4 36.60
50262 Male 11 5.90 9 8.47 4 15.45 4 34.13
Female 8 5.66 7 7.76 4 14.95 4 32.55
n Male 94 91 47 47
Female 90 89 49 49
Mean Male 6.950 10.968 18.508 35.768
Female 6.647 10.373 17.689 34.450
S.D. Male 1.025 2.340 2.865 3.013
Female 0.968 2.261 2.677 2.899




Appendix 22 - 3 Study No. : SR24018

Litter data on body weight of offspring

- €89 -

Generation : F1 Dose : TPGME 300 mg/kg Unit: g Species : Rat
/Postnatal Day
0 4 7 13
Dam No. Sex n B.W. n B.W. n B.W. n B.W.
50351 Male 6 6.17 6 9.12 4 16.75 4 32.95
Female 10 6.24 10 9.30 4 17.68 4 34.48
50352 Male 12 6.63 12 10.28 5 17.96 5 35.04
Female 3 6.10 3 9.87 3 16.40 3 32.73
50353 Male 7 6.37 7 10.19 4 18.70 4 35.98
Female 7 5.90 7 9.70 4 17.68 4 34.63
50354 Male 8 6.29 8 9.29 4 16.65 4 32.80
Female 10 5.81 10 7.74 4 15.48 4 31.38
50355 Male 7 6.56 7 10.07 4 18.15 4 34.43
Female 8 5.99 8 9.08 4 15.73 4 32.28
50356 Male 6 7.33 6 11.93 4 20.53 4 35.60
Female 7 7.03 7 11.14 4 19.68 4 35.15
50357 Male 7 6.54 7 10.10 4 18.58 4 36.30
Female 10 6.40 10 9.92 4 17.75 4 35.05
50358 Male 6 7.90 6 14.77 4 22.85 4 40.00
Female 4 7.48 4 14.10 4 22.53 4 39.28
50359 Male 7 6.43 7 10.36 4 17.95 4 36.90
Female 9 5.96 9 9.46 4 16.60 4 35.05
50360 Male 9 6.71 9 9.87 4 17.73 4 33.35
Female 9 6.22 9 9.22 4 15.75 4 30.38
50361 Male 7 6.40 7 9.97 4 17.08 4 32.73
Female 9 6.07 9 9.62 4 16.18 4 31.33
50362 Male 9 5.88 8 8.36 4 14.90 4 31.90
Female 8 5.66 7 7.84 4 12.05 4 27.70
n Male 91 90 49 49
Female 94 93 47 47
Mean Male 6.601 10.359 18.153 34.832
Female 6.238 9.749 16.959 33.287
S.D. Male 0.536 1.629 2.009 2.299

Female 0.523 1.641 2.530 2.974
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Appendix 22 - 4

Litter data on body weight of offspring
Generation : F1

Dose : TPGME 1000 mg/kg

Unit: g

Study No. : SR24018

Species : Rat

/Postnatal Day

0 4 7 13
Dam No. Sex n B.W. n B.W. n B.W. n B.W.
50451 Male 10 6.62 10 9.89 4 17.60 4 33.50
Female 6 5.98 6 9.22 4 15.63 4 30.93
50452 Male 11 7.07 10 9.44 4 17.33 4 33.48
Female 4 6.50 4 8.90 4 15.93 4 31.78
50454 Male 7 6.74 7 10.64 4 18.13 4 33.78
Female 8 6.24 8 10.04 4 17.28 4 33.18
50455 Male 9 5.68 7 9.01 4 16.18 4 31.23
Female 8 5.28 8 8.23 4 15.40 4 30.55
50456 Male 10 6.28 9 9.10 4 14.33 4 29.60
Female 6 6.12 6 9.13 4 14.13 4 27.63
50457 Male 8 6.34 8 8.33 4 14.65 4 29.93
Female 8 5.88 8 7.95 4 13.33 4 28.08
50458 Male 7 6.73 7 9.91 4 16.20 4 30.90
Female 8 6.26 8 9.33 4 16.40 4 31.08
50459 Male 9 7.30 9 10.87 4 19.28 4 36.18
Female 6 6.40 6 9.40 4 16.58 4 32.48
50460 Male 9 6.66 9 10.31 4 17.60 4 33.83
Female 8 5.95 7 8.77 4 15.55 4 31.38
50461 Male 2 6.55 2 11.15 2 18.40 2 33.75
Female 11 6.70 11 11.38 6 19.33 6 34.90
50462 Male 4 7.20 4 11.63 4 19.35 4 35.95
Female 12 6.85 12 10.38 4 17.75 4 33.85
n Male 86 82 42 42
Female 85 84 46 46
Mean Male 6.652 10.025 17.186 32.921
Female 6.196 9.339 16.119 31.440
S.D. Male 0.458 1.007 1.684 2.227
Female 0.433 0.974 1.657 2.213
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Appendix 23 - 1

Litter data on anogenital distance of offspring

Generation : F1

Dose : TPGME 0 mg/kg

Unit : mm

Study No. : SR24018

Species : Rat

Sex /Postnatal Day
4

Dam No. n AGD AGD/3J BW
50151 Male 7 6.341 2.801
Female 6 2.708 1.233
50152 Male 11 5.876 2.777
Female 6 2.742 1.307
50153 Male 5 5.852 2.718
Female 10 2.753 1.285
50154 Male 9 5.858 2.617
Female 7 2.739 1.243
50155 Male 7 5.414 2.503
Female 7 2.700 1.281
50156 Male 8 5.261 2.548
Female 7 2.650 1.291
50157 Male 10 5.860 2.599
Female 5 2.710 1.196
50158 Male 7 6.029 2.676
Female 6 2.750 1.245
50159 Male 9 5.563 2.593
Female 7 2.701 1.287
50160 Male 4 5.668 2.585
Female 7 2.614 1.223
50161 Male 5 5.836 2.608
Female 11 2.708 1.231
50162 Male 6 5.777 2.590
Female 8 2.790 1.253

n Male 88

Female 87
Mean Male 5.7779 2.6346
Female 2.7138 1.2563
S.D. Male 0.2812 0.0904
Female 0.0472 0.0336

AGD : Anogenital Distance
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Appendix 23 - 2

Litter data on anogenital distance of offspring

Generation : F1

Dose : TPGME 100 mg/kg

Unit : mm

Study No. : SR24018

Species : Rat

Sex /Postnatal Day
4

Dam No. n AGD AGD/3J BW
50251 Male 9 5.376 2.613
Female 10 2.646 1.293
50252 Male 14 5.794 2.727
Female 4 2.735 1.320
50253 Male 6 6.163 2.632
Female 9 2.796 1.231
50254 Male 10 5.784 2.773
Female 8 2.686 1.310
50255 Male 4 6.578 2.660
Female 5 3.104 1.266
50256 Male 7 5.913 2.580
Female 7 2.723 1.211
50257 Male 9 5.602 2.706
Female 9 2.750 1.343
50258 Male 4 5.985 2.710
Female 8 2.756 1.276
50259 Male 8 5.725 2.556
Female 7 2.636 1.234
50260 Male 3 6.323 2.567
Female 5 2.952 1.218
50261 Male 8 5.698 2.690
Female 10 2.658 1.247
50262 Male 9 5.753 2.828
Female 7 2.736 1.386

n Male 91

Female 89
Mean Male 5.8912 2.6702
Female 2.7648 1.2779
S.D. Male 0.3296 0.0845
Female 0.1359 0.0541

AGD : Anogenital Distance



Appendix 23 - 3 Study No. : SR24018

Litter data on anogenital distance of offspring

- L89 -

Generation : F1 Dose : TPGME 300 mg/kg Unit : mm Species : Rat
Sex /Postnatal Day
4

Dam No. n AGD AGD/3J BW
50351 Male 6 5.693 2.732
Female 10 2.737 1.304
50352 Male 12 5.733 2.643
Female 3 2.710 1.267
50353 Male 7 5.753 2.656
Female 7 2.724 1.280
50354 Male 8 5.764 2.745
Female 10 2.673 1.357
50355 Male 7 5.804 2.690
Female 8 2.668 1.280
50356 Male 6 5.755 2.520
Female 7 2.741 1.230
50357 Male 7 5.766 2.669
Female 10 2.707 1.261
50358 Male 6 6.097 2.485
Female 4 2.925 1.210
50359 Male 7 5.740 2.634
Female 9 2.722 1.289
50360 Male 9 5.953 2.781
Female 9 2.746 1.310
50361 Male 7 5.843 2.716
Female 9 2.774 1.304
50362 Male 8 5.701 2.813
Female 7 2.706 1.367

n Male 90

Female 93
Mean Male 5.8002 2.6737
Female 2.7361 1.2883
S.D. Male 0.1166 0.0970
Female 0.0665 0.0455

AGD : Anogenital Distance
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Appendix 23 - 4

Litter data on anogenital distance of offspring

Generation : F1

Dose : TPGME 1000 mg/kg

Unit : mm

Study No. : SR24018

Species : Rat

Sex /Postnatal Day
4

Dam No. n AGD AGD/3J BW
50451 Male 10 5.745 2.677
Female 6 2.695 1.287
50452 Male 10 5.599 2.655
Female 4 2.675 1.295
50454 Male 7 6.000 2.730
Female 8 2.765 1.283
50455 Male 7 5.714 2.751
Female 8 2.653 1.325
50456 Male 9 5.756 2.759
Female 6 2.768 1.327
50457 Male 8 5.705 2.820
Female 8 2.760 1.386
50458 Male 7 5.830 2.716
Female 8 2.689 1.278
50459 Male 9 5.989 2.709
Female 6 2.712 1.287
50460 Male 9 5.752 2.647
Female 7 2.709 1.314
50461 Male 2 5.615 2.515
Female 11 2.728 1.214
50462 Male 4 5.765 2.545
Female 12 2.722 1.248

n Male 82

Female 84
Mean Male 5.7700 2.6840
Female 2.7160 1.2949
S.D. Male 0.1289 0.0908
Female 0.0376 0.0446

AGD : Anogenital Distance



Appendix 24 - 1 Study No. : SR24018

Litter data on nipple retention of male offspring
Generation : F1 Dose : TPGME 0 mg/kg Species : Rat

Postnatal Day 13

Dam No. Sex n Number of nipples
50151 Male 4 0.0
50152 Male 4 0.0
50153 Male 4 0.0
50154 Male 4 0.0
50155 Male 4 0.0
50156 Male 4 0.0
50157 Male 4 0.0
50158 Male 4 0.0
50159 Male 4 0.0
50160 Male 4 0.0
50161 Male 4 0.0
50162 Male 4 0.0

n Male 48
Mean 0.00
S.D 0.00
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Appendix 24 - 2 Study No. : SR24018

Litter data on nipple retention of male offspring
Generation : F1 Dose : TPGME 100 mg/kg Species : Rat

Postnatal Day 13

Dam No. Sex n Number of nipples
50251 Male 4 0.0
50252 Male 4 0.0
50253 Male 4 0.0
50254 Male 4 0.0
50255 Male 4 0.0
50256 Male 4 0.0
50257 Male 4 0.0
50258 Male 4 0.0
50259 Male 4 0.0
50260 Male 3 0.0
50261 Male 4 0.0
50262 Male 4 0.0

n Male 47
Mean 0.00
S.D 0.00
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Appendix 24 - 3 Study No. : SR24018

Litter data on nipple retention of male offspring
Generation : F1 Dose : TPGME 300 mg/kg Species : Rat

Postnatal Day 13

Dam No. Sex n Number of nipples
50351 Male 4 0.0
50352 Male 5 0.0
50353 Male 4 0.0
50354 Male 4 0.0
50355 Male 4 0.0
50356 Male 4 0.0
50357 Male 4 0.0
50358 Male 4 0.0
50359 Male 4 0.0
50360 Male 4 0.0
50361 Male 4 0.0
50362 Male 4 0.0

n Male 49
Mean 0.00
S.D 0.00
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Appendix 24 - 4

Litter data on nipple retention of male offspring
Generation : F1

Dose : TPGME 1000 mg/kg

Study No. : SR24018

Species : Rat

Postnatal Day 13

Dam No. Sex n Number of nipples
50451 Male 4 0.0
50452 Male 4 0.0
50454 Male 4 0.0
50455 Male 4 0.0
50456 Male 4 0.0
50457 Male 4 0.0
50458 Male 4 0.0
50459 Male 4 0.0
50460 Male 4 0.0
50461 Male 2 0.0
50462 Male 4 0.0

n Male 42
Mean 0.00
S.D. 0.00
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Appendix 25 - 1

Serum T4 concentration of offspring

Stage : Postnatal Day 13

Study No. : SR24018

Generation : F1 Dose : TPGME 0 mg/kg Species : Rat
T4
Dam No. ng/mL

50151 49.4
50152 43.9
50153 46.5
50154 54.1
50155 39.3
50156 50.3
50157 42.6
50158 45.7
50159 451
50160 63.5
50161 46.2
50162 55.0

n 12
Mean 48.47
S.D. 6.55
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Appendix 25 - 2

Serum T4 concentration of offspring

Stage : Postnatal Day 13

Study No. : SR24018

Generation : F1 Dose : TPGME 100 mg/kg Species : Rat
T4
Dam No. ng/mL

50251 44.0
50252 49.2
50253 62.3
50254 36.7
50255 55.7
50256 52.7
50257 425
50258 45.6
50259 38.1
50260 52.9
50261 43.7
50262 354

n 12
Mean 46.57
S.D. 8.21
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Appendix 25 - 3

Serum T4 concentration of offspring

Stage : Postnatal Day 13

Study No. : SR24018

Generation : F1 Dose : TPGME 300 mg/kg Species : Rat
T4
Dam No. ng/mL

50351 47.5
50352 514
50353 47.6
50354 48.3
50355 47.8
50356 61.2
50357 56.5
50358 52.9
50359 424
50360 49.5
50361 50.1
50362 40.6

n 12
Mean 49.65
S.D. 5.58
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Appendix 25 - 4

Serum T4 concentration of offspring

Stage : Postnatal Day 13

Study No. : SR24018

Generation : F1 Dose : TPGME 1000 mg/kg Species : Rat
T4
Dam No. ng/mL

50451 53.5
50452 424
50454 454
50455 53.6
50456 46.6
50457 42.0
50458 54.9
50459 51.6
50460 46.4
50461 474
50462 47.5

n 11
Mean 48.30
S.D. 4.48
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Appendix 26 - 1

Necropsy findings of offspring

Study No. : SR24018

Generation : F1 Dose : TPGME 0 mg/kg Species : Rat
Number of Number of
live offspring /Findings dead offspring  /Findings
examined examined
on postnatal on postnatal
Dam No. Day 13 Day 0-13
50151 8 Absent 0
50152 8 Absent 0
50153 8 Absent 1 Absent (Day 0)
50154 8 Absent 0
50155 8 Absent 0
50156 8 Absent 0
50157 8 Absent 2 Absent (Day 0)
50158 8 Absent 0
50159 8 Absent 0
50160 8 Absent 3 Absent (Day 0)
50161 8 Absent 1 Absent (Day 0)
50162 8 Absent 0
Total 96 7
n 12 4
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Appendix 26 - 2 Study No. : SR24018

Necropsy findings of offspring

Generation : F1 Dose : TPGME 100 mg/kg Species : Rat
Number of Number of
live offspring /Findings dead offspring  /Findings
examined examined
on postnatal on postnatal
Dam No. Day 13 Day 0-13
50251 8 Absent 1 Absent (Day 0)
50252 8 Absent 0
50253 8 Absent 0
50254 8 Absent 0
50255 8 Absent 0
50256 8 Absent 0
50257 8 Absent 0
50258 8 Absent 1 Absent (Day 0)
50259 8 Absent 0
50260 8 Absent 0
50261 8 Absent 0
50262 8 Absent 1 Absent (Day 3)
Total 96 3
n 12 3
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Appendix 26 - 3 Study No. : SR24018

Necropsy findings of offspring

Generation : F1 Dose : TPGME 300 mg/kg Species : Rat
Number of Number of
live offspring /Findings dead offspring  /Findings
examined examined
on postnatal on postnatal
Dam No. Day 13 Day 0-13
50351 8 Absent 0
50352 8 Absent 0
50353 8 1, Small pinna; 7, Absent 0
50354 8 Absent 0
50355 8 Absent 1 Absent (Day 0)
50356 8 Absent 0
50357 8 Absent 0
50358 8 Absent 0
50359 8 Absent 0
50360 8 Absent 0
50361 8 Absent 0
50362 8 Absent 2 1, Absent (Day 0); 1 Absent (Day 1)
Total 96 3
n 12 2
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Appendix 26 - 4 Study No. : SR24018

Necropsy findings of offspring

Generation : F1 Dose : TPGME 1000 mg/kg Species : Rat
Number of Number of
live offspring /Findings dead offspring  /Findings
examined examined
on postnatal on postnatal
Dam No. Day 13 Day 0-13
50451 8 Absent 0
50452 8 Absent 1 Absent (Day 4)
50454 8 Absent 0
50455 8 Absent 0
50456 8 Absent 0
50457 8 Absent 0
50458 8 Absent 0
50459 8 Absent 0
50460 8 Absent 0
50461 8 Absent 2 Absent (Day 0)
50462 8 Absent 0
Total 88 3
n 11 2




Annex - 1 SR24018

Product Name: Certificate of Analysis

Trilpropylene glycol) methyl ether, mixture of isomers - =297.5%

Product Number: CHLO0Hgl O 3Hg ) zOH

Batch Number:

Brand:

CAS Number: 25498-49-1

Formula: C10H2204

Formula Weight: 206,28 g/mol

Quality Release Date: 12 MAY 2023

Test Specification Result

Appearance (Color) Colorless Colorless

Appearance (Form) Liquid Liquid

Color Test < 15 APHA < 15 APHA

Purity (GC) > 97.5 % 98.9 %
(sum of isomers)

Water < 0.1% < 01%

Infrared Spectrum Conforms to Structure Conforms

Version Number: 1 Page 1 of 1
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Annex - 2 (1 /20) SR24018
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Annex - 2 (2 /20) SR24018
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Annex - 2 (3 /20) SR24018
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Annex - 2 (4 / 20) SR24018
GRERE = : 2434Q)
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Annex - 2 (5/20) SR24018
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Annex - 2 (7 /20) SR24018
(R 5 © 2434Q)

1. R, W

9434Q, BHIEPICEITS [2— (2— 2 pFAFAZ I XY) AFAx X ] Tassy

— DL TENE R R

2. AERHAY
B AL AR T CEMT 5 T[2— (2— A XV AFATFFY) AFAT ]
¥l Frss—ADT v MR B RERGEE - AR ERB OBREHRTIC
BUS [2— (2— A FXLAFAT M FY) AFAT V] Tas) =L OREEEE
wd D

3. Wk

GC 1T & 1 RGP O W B B R 2 E L7,

4. GLP @i

T S S A B Bk % 0 2 R iRk (B B el o Tl (FRAESE 0331 55 8 &5,
Sk 23-03-29 RURE 6 5. BREAEE 110331010 B 23 4F 3 A 31 B)ICEES < ML
EEMVET AR 5 R A i A R S B B e ] Al LTS L7,

5. BRZEEea

% Pr: [EAEEE
AT {E M : (T100-8916) HUALHER T H KARAE 1-2-2
| & FE S5 03-5253-1111

6. Bk

4 B B ESH LAY SVERTIERT
A fE HU: o (T 004-0839) AbifEEALWR 7 M IXESE 363 & 24
&% zF & B 011-885-5031

7. WEREHT

4 B Rtma=sr77 7 AREH

A fE Hb: (T305-0841) ZOR I < (Xihif#I=E A5 - 45
B & B : 029-858-6886

FTREMLE:

- 708 -



Annex - 2 (8 /20) SR24018
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Annex - 2 (10 /20) SR24018
GRERTE 5 : 2434Q)

1 2. BEiEOREMEMHR
1) RS
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Annex - 2 (11/20) SR24018
GRERTE 5 : 2434Q)
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Annex - 2 (12 /20) SR24018
GRERTE 5 : 2434Q)
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Annex - 2 (13 /20) SR24018
GRERTE 5 : 2434Q)
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Annex - 2 (14 /20)

-1 BB DL ENE D S R sk

SR24018
GRERTE 5 : 2434Q)

O HrsEHEEE © 2mg/mL
PEAESCRE R (mg/mL) @ 0.200  Z5BRLEEE ;10
e o e ‘
. sy | BRI BERORL | s | e
/‘j:j@ EI ;& NO ﬁ]‘*% Dit*),’ {%}E (m /mL) (O/ ) (0/ )
- & (mg/mL) & ¢ ¢
. 1 | 32.20 | 33.04 1.95
E{ L1 o N D A R R _
A H 2 | 31.98 | 33.04 1.94 194 97.0
1 | 28.36 | 28.44 1.99
10 9 | 28.01 | 28.44 1.97 198 99.0 102.1
1 | 29.28 | 29.38 1.99
ko oo Co .2 D i e R S
11 5T 56 00 T 29 38 o8 1.98 99. 0 102. 1

O HralEHEEE © 200mg/mL

FEAEECEHEE  (mg/mL) : 0. 200

FRAEE 1000

o 1 B ,
I s | D) BRIy sk | meex
ﬁ]@ El ;ﬁ NO @$§ ﬁi*#’ /’%E (mg/mL) (%) (%)
g [k (mg/mL)
) 1 | 33.14 | 33.04 201
B 8 oo L ] . _
R H 2 | 32.94 | 33.04 199 200 100.0
1 | 29.74 | 28.44 209
10 s T 3017 T o8 1 205 207 103.5 103.5
1 | 29.06 | 29.38 198
11% e S O 200 100. 0 100. 0
2 | 29.66 | 29.38 202
— 14 —
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Annex - 2 (15/20)

TRAMSHETTANCET %0

HIT-ND-3566 |SCORE=  1]50BS-N0=6859 | IR-NIDA-58102 : LIOUID FILH
TRIPROPYLEME GLYCDL MONOMETHYL ETHER
C10H2204
Lon
50 -
o T T L) T d ' T T
4000 3000 2000 1500 Lood 500
KAVENURBER! -1|
3460 27 1646 84 1204 3B 82z 7D
2972 & | l454 30 1111 4 567 6B
2932 11 1374 21 1014 46 508 62
292 9 | 1347 4l g6z 41
2878 9 | 1323 4B 983 62
(727 @6 | 1301 44 445 88
LBE0 84 1261 44 437 62
-1 ARt IR 2A~27 bv
— 15 —

SR24018
GRER%E 5 ¢ 2434Q)
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Annex - 2 (16 /20) SR24018
(GFRBRZE 5 : 2434Q)

SHIMADZU

2434Q starti —

\\/\ ' WV \

T
vy

A

S T |

g
IIII1III1
|
|
i
i
1 <]

i
i
i i
— L e e I B B T T —TTT T T T T T T
2800 2400 2000 1800 1600 1400 1200 1000 800 600 400

O—— .
4000 3800 3200 y
[EIR - & 1 (RERB ) cm-1
3 "““"-‘W“‘. 2 53-8 .
ST HB§:2024/00/19 11:46:43 E :,’?7’_'“5 TPGME
A [ %?93-,':
- 2R (R ) :?ﬁ mﬁm
i
ECHE;;. S 4 om-1

-2 R E O IREH K OV EVERERS (S2BRBALAAT) IR A~ b v

B sHMmaDzu

241211 _dispd] —

4000 3600 3200 2800 2400 2000 1800 1600 1400 1200 1000 800 600 400
24340 EEMECEBETHE) em-1
LB 1=
2024/12/11 16:55:38 ﬁ"ﬂﬂ—'ﬂ —
T 37

24340 EEM (EBRRETR) C =
5| BEE—F HHE
(6 [PAS{ A Fapp—Genzsl
ENE L T 0
CHE: 3 41

-3 PERMVE O LEMERES (RBRIE TR, RERMET) IR A~2 hL
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Annex -2 (17 /20)

SR24018
GRERZE 5 : 2434Q)

F—4774\: 2024-09-20 11-17-33+09-00-01.dx
Lty R 20240020 1 Fadzors: 242023RR
HoT 4 solvent blank({Acstone) FAL—4: SYSTEM (SYSTEM)
| J 6890GC HEABR: 2024-08-20 11:19:54+08:00
EAR: 1.000 uL Ar—ial 1
MEAVYE: TPGME.amx 47 50
RiFAVIF: TPGME.pmx BT NTIoUN 0.00
FID1A

50+

454

404

a5+
< 304

25.

204

154 :

104 - K\_ .

0.25 0,50 0,75 1.00 1.25 1.50 1.75 2.00 2.25 2.50 2.75 3.00 3.25 3,50 It:;.‘:5 [:{;.3 425 4,50 4.75 5.00 5.25 5.50 5.75 6.00 6.25 6,50 6.75 7.00 7.25 7.50
™

%-4-1

GCHIEETv— K REH (TF77)

F—E774): 2024-08-20 11-27-25+08-00—02-r001.dx
S=lr AR 20240820_1 TRz obE: 242023RR
YT g MEERE 0.2mg/mL FAL—4: SYSTEM (SYSTEM)
s 6830GC EABR: 2024-09-20 11:32:21+09:00
AR 1.000 gL Byr—iaw 2
BEAIYE: TPGME.amx 47 Hut
WA AR TPGME pmx HUTNTF Ik 0.00
FID1A

50 TPGME

45+

: |

36+
5 0] g

254

20+

154

1 S Mz

0.250500.75 1,00 1.25 1,50 1.75 200 225 250 2.75 3,00 3.25 a'sn*s.is D:'?i 425 450 4.75 5,00 5.26 5.50 5.75 6.00 6.25 6.50 6.75 7.00 7.25 7.50
M [mi

L¥4N:  FIDIA

RT
in]
2670
2740

M-4-2 GCMET ¥ — F EH FEERIR)

847  E—U% [min] %
0.8 1047
0.10 2282
&H 3209

wE L4 o
582 30.82
14.08 69.18
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Annex - 2 (18 / 20)

SR24018
GRERE = : 2434Q)

8771 2024-08-20 12-42-29+08-00-05-r001.dx
Ll RE: 202408201 JavzHhR: 242023RR
YodILE: FEH-OH Nol 2mg/mL FARL—%: SYSTEM (SYSTEM)
S 4890GC EARR: 2024-00-20 12:47:26+08:00
EAR: 1.000 4L Rr—am: 5
AR AYYE: TPGME.amx 47 yuFINn
AT AV TPGME.pmx HUTLPITIUN 0.00
FIDTA

50

45..

40

35
< a0 2

254

20

| 5- . S

164 (.

0.25 0.50 0,75 1.00 1.25 1.50 175 200 2.25 2.50 2.75 300 3.25 3.50 3.75 4,00 4.25 4.50 4.75 5:00 5.25 5.50 5,75 6.00 6.25 6.50 6.75 7.00 7.25 7.50

LU N FIDIA

in]

[mﬂ 47  E—2oH [min] T .13 R L3¢ 0]
.
2692 0.08 1007 577 3103
2753 0.10 2239 1301 68.97
an 3248
-4-3 GCHET ¥ — kb RFEH GUEHAIK. 2mg/mL, FHHELH)
F—5774: 2024-08-20 11-52-22+08-00-03-r001.dx
=t AR 20240020_1 Jadz g 242023RR
ST LEH-0E Nol 200mg/mL FAL—%: SYSTEM (SYSTEM)
e 6890GC EABR: 2024-08-20 11:57:22+09:00
EAR: 1.000 4L Rr—ayw: 3
MEAVYE: TPGME.amx S84 HoTN
T UoE: TPGME.pmx YOTNTIOU N 0.00
FID1A
50
45
40+
35
T a0 =z
254
20
15 |
104 e L
0.25050 0.75 1.00 125 1.60 1.75 200 225 250 2.75 3.00 3.25 3.50 3.'15[4_63 425 450 4.75 5.00 5.25 5,50 5.75 6.00 6,25 6.50 6.75 7.00 7.25 7.50
min,
LU+ FDIA
hﬁ' 847  E=—5 [min] % wE i}: L1 {feams
2680 MMm 0.08 1023 587 a0.98
2.741 VM m 0.10 2279 14.12 69.02

1.3 3302

X-4-4 GCHIET ¥ — b~ RFEH GUEHAHR. 200mg/mL,
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Annex - 2 (19 /20) SR24018
GRERZE 5 : 2434Q)

F—5T774I 2024-08-30 15-53-29+09-00-05-r001 .dx
S=lrAR: 20240930_1 Favz g 242023RR
Yo Tg: REH-108 Nod 2mg/mL FARL—4: SYSTEM (SYSTEM)
s 6890GG AR 2024-08-30 15:58:26+09:00
AR 1.000 gL a4 —ia: 5
MEAYYER: TPGME.amx 847 Ho7N
BT AP TPGME pmx YoINTIVUN 000
FIDIA

50

45+

40

354
< 0 -

254 5

20

157 . : .

10 k

0.250500.75 1.00 1.25 1.50 1.75 200 225 2.50 2.75 3.00 3.25 350 3.75 4,.’23 4.25 450 4.75 5,00 5.25 5,50 5.75 6,00 6.25 6,50 6.76 7.00 7.2 7.50
Il

DUFI: FIDIA

[an} 847 E—2¥ [min] B wE S L4 1 F
2693 MM m 0.08 7.81 4.54 27.60
2753 VMm on 2048 1236 72.40

att 28.28

®-4-5 GCREF v — b RFEH GREHEIR, 2mg/nL, 10 F)

F—4771 I 2024-08-30 15-03-33+08-00-03-r001.dx
L=lr AR 20240930_1 FazHra: 242023RR
BT g FEH-108 No 200mg/mL FAL—4: SYSTEM (SYSTEM)
e 6B30GC EARMN: 2024-08-30 15:08:29+09:00
EAR: 1.000 L =g 3
MEAYUF: TPGME amx 47 HoTL
RATAUYE: TPGME.pmx HLINTIOUN 0.00
FIDTA
50
454
e
35
3 301 &
25 5
20
154
104 (. J e
0.25 050 0.75 1.00 1.25 1.50 1.75 200 2.25 2.50 2.75 3.00 3.25 a.énﬁs":s. [;23 425 450 4.75 5.00 5.25 5,50 5.75 6,00 6.25 6.50 6.75 7.00 7.25 7.50

LY+N:  FIDIA

En?n; 547 E—H [min] 2] [ s {LaMmE
2682 MMm 0.09 8.07 475 2731
2742 VMm 010 21.49 13.00 72.69

an 20,57

46 GCREF ¥ — b Fugel] GREHEIE. 200mg/nl, 10 H)

_19_
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Annex - 2 (20 / 20)

2|-4-7

T8I

S—lr AR
BT NA:

W
EAR:
BMEAVYP:
R AIE:

FID1A

2024-10-01 12-11-53+00-00-05-r001 .dx

20241001 _1 TadzHre:
TEtE- FAL—5:
108+238%08 Nod 2mg/ml

GHY0GC EABH:

1.000 L or—Sau:
TPGME.amx 47

TPGME.pmx YT TFIIv N

SR24018
GRERZE 5 : 2434Q)

242023RR
SYSTEM (SYSTEM)

2024-10-01 12:16:50+09:00
5

$oIN

0.00

2.753

\

0.25 0,50 0,75 1.00 1.25 1.50 1.76 2.00 2.25 2,50 2.75 3.00 3.25 3.'5%:!?;5[4.%) 4.25 4,50 4.75 5.00 5,25 5.50 5.75 6.00 6.25 6,50 6.75 7.00 7.25 7.50

LU+ FIDIA

i

[m'Rn..!I- 447  E—2M [min] i e fit o {Eama
I
2693 008 787 458 27.00
2.753 014 21.28 12.67 73.00
at 29,16
GCHIETF ¥ — F fUERH GUEHANK. 2mg/mL, 10 H+23 KffiH)
F—2274I: 2024-10-01 11-21-57+08-00-03-r001.dx
Sl AR 20241001 _1 Jaszora: 242023RR
BT ng: RIEE- FAL—4: SYSTEM (SYSTEM)
108+230M No.! 200mg/mL
s 6800GC EAHR: 2024-10-01 11:26:54+09:00
EAR: 1,000 gL O4r—ia: 3
MEAYYE: TPGME.amx 847 Yo7
RETAYF: TPGME.pmx YuINTIOU N 0.00
FID1A
501
451
40
35
< 30- P
g
251 o
204
154
L S L
0.25 050 0.75 1.00 1.25 1.50 1.75 2.00 2.25 2.50 2.75 3.00 3.25 3.'51;* 3;5 [:’u? 425 450 4.75 5,00 5.25 5.50 5.75 6.00 6.25 6.50 6.75 7.00 7.25 7.50
in,
LU+ FIDIA
[mft'"; 847 E—¥ [min] [ wE [ 1 {EawE
1l
2682 MMm 0.08 781 457 27.10
2742 VMm 0.10 21.02 12.84 72.80

att 28.84

-4-8 GCRPETF ¥ — b fRFEH] GUEHANL, 200mg/nmL, 10 A+23 FEfH)
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Annex - 3 (1 /29) SR24018

BEHERICEITS [2— (2—RA FFVAFATRFY) AFAT EFV] Tasi/ =i
O i FE T B AR

(ARBRE 5 : 2435Q)

20254F 1 A 31 H

et
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Annex - 3 (2/29) SR24018

e
[
i

fREm= b7 7 b7 RRARM

o & e 0 BATWE

= By & B . 2435Q

A B ok . BERERPICEITS [2— (2 —;l FHFRAFLT hFY) AFLx X ]
7 28 S — L D R R

FElaERE, TH S RIS (A 2l % 3 om%smaitt B4 2 HHEIC oW T (gfe%ﬁ 0331 &
8 5. Fhk *3 03-29 R aﬁf 6 u‘ PR SRS 110331010 B FRE 23 4 3 A 31 A ICH-S < [HREs
S R B & i % MIRHEIC B JE) 2380 L CRMEE R 0T

F e bl




Annex - 3 (3/29) SR24018

X QAP—-026

< fgicl I ff' e >

(B MEPRAE S

2025 # [ A 3/4d

taar b7 27 F 7 RS G L PEEMSRIEE

(BEME AR
(R RAE S ST
RBERCH A

2435Q

ki R BhEEPicisits [2—
- DBRERERR szk“ﬁ

(2— 2 FFTAFAT hFY) AFAxhF] T/ —a

KRR, RROBENE L RS TR Y __rﬁ_@zb\.ak I R ORI L,
Do, RBRRRIIAET —FEELIRRL TS Z L2 FRIET 5. S
By - WEFERB A UHIER
B - AZREEWMSH
-~ T OEE IR i s . £2 E Wi F -
E; _ﬁ _;é 4( ;» E—I TN fl. % J\ JiiiA H ‘?iiﬁﬁ@?&l’- %‘ig{i}i,ﬂf_—é”-

1. nl{.ﬁn{ Tﬂ GJE:IILJ:L

20244108 4H
(1) ﬁiﬂfﬁtnmu%i@%j‘ﬁ

20244F10H 4H

F~H_H

(2 n‘iUgﬁrr [ fE‘}l )L fDlij-] = FI
2. RERIEHfiRE DAER 20244108 7H 20244108 TH | 20244E10H 7H

2024410H 9H
20244F10H L7H

KR FENMIC BT LB - #HZE 20244E10 H 23 H
(1) SRR D E M 20244E10 H 31 H
20244E11H TH
R . 20244 F11H29H

(2) Z2iEtats

20245F10H 9H
20244E10H 17H
20244F10H 23 H
20245-10A 31 H
20244F11H TH

2024411 A29A

= k H

20244108 9H
20245=10H17TH
2024410 H 23 H
20244E10F1 31 H
20244E11H 7H

20244E11F 29H

=~H_H

4, Rkl B0 20254 1H31H

20254 1H31H

2025%F 1H31A
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Annex - 3 (4/29) SR24018
GRBRE 5« 2435Q)

E3 )
1. RERES, Rz

2435Q, HEHHETICBITS [2— (2— A RFIAF LT hFY) AF LT by ] Frasl)
‘—/I/@/}%r%uu nﬁ%

2. REBEDN
%fAﬁmA%ﬁiﬁﬁnﬁf%Mﬁﬁ M2— (2—AFFUAF LT FFY) AFLx b
Fv] Tun) =0Ty MBI ARER SN - ATERAFEEIERER] (BT D [2

— (2 — %F#/%%”ib%/)f%wib%/]7mﬂ/—w®&ﬁﬁ®%§%%%
5, Fio, #EERMEEREEICOWVLTHERRT

3. BRI E
GC ¥EIZ X v BRI Th O W BRI 2 E L T-,
GC K ONGC-MS HITEIZ L0, #EERMEREEEZHIE LT,

4. GLP »EH
[ERL I E S 2% D akBr 2 Tl 2 sl Bt i (2 BE 3 5 L UEI >\ T GER 7 0331 55 8 &,
Rk 23-03-29 BFE 6 5. BRIRAEIEH 110331010 5 Rk 23 45 3 H 31 B)IZHE-S< [HHE
FWVE SR DB A i S i BREak (B A EUE] A L CEE L7,

5. ARBRAER

1) 8GR OYERY I

ARk FEJRE (mg/ml)
a3 20mg,/mL A itk 21.2
60mg/mL A HLE 64.5
200mg/mL 78Ik 218
b5 ¢ JEIR 20mg,/mL ik 20. 8
60mg,/mL ALK 61.9
200mg/mL 78 5ifk 202

2) YEBWETIC BT DGR AR S A R
0.6, 0.6, 6.9%, 9.4* 7.0% 7.2% 2.6, 32.0, 4.7, 28.6, 0.4 K(}10.2% &t 125

x 1— [2— (2—AFFP—1—AFNLTFrFY) —1—AFALhbFP] —2—
rX)—)b 3 30.5%

T OMIIHEE 2R ETE T,
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Annex - 3 (5/29) SR24018
GRERE = : 2435Q)

Ny
R 3 B - 2
LB R R R B e 3

B4 0[S 6

1. B T R 7

5 R R 7

B o BRI R B oo 7
T R T e 7

8 . BRI oo 8
O . BB R - 8
10, BB OIER M O 8
UL BT ool 9

12, B GRODWE I E oo 10
R 2T 12

I e TOTE a7 T Qe AW | cIUTOT P (2 SO — 15
I R T 15
L 2 — 15
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Annex - 3 (6/29) SR24018
GRERE = : 2435Q)

®z kO O N K

-1 G OPERY IR R E R R Ao
-2 MG RVERE B Rt

X-1 R EE IR A~ fv
X-2 #EBYWEDRITEH IR A7 kL
-3 GCHIET+— b (RFEH)

X-4 GC-MS HIEF v — b
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Annex - 3 (7/29) SR24018
GRERE = : 2435Q)

1. B S, BREE

2435Q, HERFIZBITD [2— (2—APFUAFILZ L FY) AF LT hFy] Ty
— /L DY PR R

2. AEBEMN

MRASHACE W BT CHEM T2 T[2— (2= A RFIAF LT FFY) AF LT b
] TaR)—=DT y MBI D RERG RN - AR AREEHARER) TRk [2
— (2=APFFVAFALZIFY) AFNT XV ] Ta) = LOREROIRE 2R T
Do Flo, WERMAZBEIZOWTHEGET 5,

3. WBRITIE

GC ¥EIZ X 0 BRI Th DO W BRI 2 E L T=,
GC K ONGC-MS HITEIZ L 0, #EERMEREEEZHIE LT,

4. GLP ®uEH

[ERUL I E S 2% D akBr 2 Tl 2 sl Bt i (2 B 3 5 R UEI >\ T GEEJE 0331 55 8 &,
Rk 23-03-29 BURE 6 B BRREFRE 110331010 2Rk 23 4E 3 A 31 B) IS TEHHLE
FWVESE AR DB A FE i S BREak (B A R UE] A L CEE L7,

5. WBRZEGEH

4 o BAESEA
Ar fF #fi: (T 100-8916) BATHER THUH X EEA R 1-2-2
E i & 5 03-5253-1111

6. PR

4 W MRSt b AR SYENFZERT
A 7E i (T004-0839) AbyfEE ALR i H X E2¢ 363 & 24
i & 5 011-885-5031

7. RERGEET

4 e BREsar 77 b7 RSt

A 7E #i: (T305-0841) IR < IXHHISEAS T 45 Fh
% OEE K B 029-858-6886

BwEEAT A
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Annex - 3 (8/ 29) SR24018
(GABRE S : 2435Q)

8. #E R

1) ERRRLE R 20244 10H 4\
2) EEPAMEHE - 20248 10H 9H
3) EESETH - 20244 11 H 7H
4) #ABRSETH - 20254 1 H 31H

AR 0 U

ABINE P I

W 245 i o0 FE ffi
Fsam 2 Bt 4 i D it B

L0, FiEmEEOERELUERR

®o@:2020 & | A3 e
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Annex - 3 (9 /29) SR24018

11.
1)
2)
3)
4)
5)

6)

7)

8)

9)

10)

(FBRE 5« 2435Q)

PRI E

4 et [2— (2= ARFURAFALZEFY) AFALTbFU] T —
I FR*1 . TPGME

CAS % S*': 25498-49-1

it*l . Ci1oH204

%
4y =m*Fl o 206.28

& A
HO /L\/O
\r\o j/\o/
Ny FFF*L:
g FEXT . 98.9% (GC)

i ETRA R WS - S %

WEERE D[R E

MRS AL AW BVERFZERTHREED IR A7 "L &Y T RBIED IR AT MR —84 52
L ERfER LT, (K-1. 2 &)
22 MR

R L EBRERIROEOMEREN (W, )

27 F M FIREENCE B E & O CE T S R GRERE 5 ¢ 2434Q) IRV THERR
AT 9 T2 OARRBR TITEM L,

- 730 -



Annex - 3 (10 /29) SR24018
GRERTE 5 : 2435Q)

1 2. BEHROEERE

MASHALEM L 2T CED [[2 — (2= A FF TV AFNLZRFY) AF LT b F
V] TaR ) =D Ty MBI A RERGEME - AR AEFEEIERER 2B T5 [2 -
(2—=APFFIUAF LTI FY) AF LT bhF] Fa) — o5 (PEFHR - G5
H 2024 4E 10 A 7 B R O EIFHEL - F98LA 2024 4 11 H 5 H) 12T, JEEEHIE 2 9206 L
776

1) FEEYRIR DR
200l A AT T A ATHERYIE 0. 2¢ ZRHE L, 7% b TEAR LT 10mg/mL Wik 2 B L7z,
50mL 5 A A7 T A =T 10mg/mL &K Iml. AR —/L Xy N TEEL, 72 U TEAL T
0. 2mg/mlL DFEEFRIR 2 TR L 7=,

2) BEHIHD oM

(1) GC &ttt
F 7% : Agilent Technologies 6890N, F—hA =7 % T7683ALS
T — X QLPRAE & : OpenLAB CDS 2.7
7 7 2 2 CP-Sil 8CB. 0.25mm¢ X30m (MEE 0. 25um)
T A IR JE o 150°C——20°C/4—200°C (5 43) AF 7.5
BT A W B 26.675cm/sec (0. 87TmL/43)
E AN E — F:27Uvh [ A O R E :200C
A 7 U v b oHo41.201
X v U T H A AT A—TT T HA 223 10nL/%y
K oOFE W OB :3oml/%y 728 &0 Wi i 400mL/4y
[ as| %% FID B & IR O 230C
* A £ 1l A B OBE OB . 7.5%4)

(2) HEHEDIHT

MREHAC G LB ZET L &7z T[2— (2—AFFIUAF LT FFY) AF)L
T RFV] TR —ADTy MIBT ARERGEMN - A AEFEEIFARER) o&R 5K
WZDOWT, RIRT 7 —— M- THRIEE 2 SoOREIZFAK L, (1) @ GCEHTHlIE
i1 o7,

1B ATIE 2 [FFEhE L. & O FEHMEZFHRICH W,

@O 20mg/mL &
B 5 &

B He (1.00mL)

E_ K (T by, 100mL)

_10_
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Annex - 3 (11/29)

@ 60mg/mL XK

SR24018
GRERTE 5 : 2435Q)

& 5 ik

£ | i (1. 00mL)

E | x (7t k. 100mL)
£ | i (1. 00mL)

E | % (7 by, 3.00mL)
GC%UE

@ 200mg/mL YA

& 5 K

£ | B (1. 00mL)

E | x (7' Ry, 100mL)
£k | B (1.00mL)

E | %= (7& k. 10.0mL)

(3) HEETHOPEBRWEREDOHH

TUTHE, R E IR 2 /BT 3T CHEI Lz,
kB, mEEXZ7 e~ NI AETHREBENS 2= OEBEMAEEH L,

WERYE IR (mg/mL) =

AR RS X AR YERBHR I (mg/mL) X A fRAE R

PR YER R A

2 B O P E 2 AT ST TR L. REET OBBRIERE & Lz,

(4) HfEO RN

B2 P9 2546, PRI L L,
BAEOHIDHFIE JIS 7 8401-2019 (2t~ 7T,

_11_
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Annex - 3 (12 /29) SR24018
GRERTE 5 : 2435Q)

1 3. HEEEMEIRE BT
1) sEhAR DR
12. 1) TR LUAEEREEZRENRTRE L THW,

2) GCHIE

(1) GC &t
F #% : Agilent Technologies 6890N, A — kA T =F % T7683ALS
T — X JLPRAE & : OpenlAB CDS 2.7
7 5 2 DB-210, 0.25mm¢ X30m  (FEEE 0. 25um)
T A IR JE 80°C—4°C/4y—120°C (5 4y) AFt 15 4y
BT A i & :30cem/sec(l. 1mL/%y)
E AN E — F:27U v b |3 A O R E :200C
A2 7 U v b 41201
X v U T H A AT A= T T HA 2% 10nL/5y
KoFE W B o:3oml/%y 728 &0 Wi i 400mL/4y
[ as| %% FID B & IR O 230C
ves A Boolul S M B M55
(2) &

TehrE (1) OFRMETILEGH L, Ny 77770 FE—7 OMEBEIT T,
D%, 13. 1) OREHARZ 6CIlZ2[EEAL, L7,

(3) mMETROREH

Bontzrzu~ NI LAE0, WY —7 2R\ 2E— 7 BREICHT 5% E— 7 OmEE
IERERH LU,

TR FT 20 SR DA/ NS A A DS AN L, /NGRS — L TR LT,

Bohni 2 RoYEHEEREE LT,
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Annex - 3 (13 /29) SR24018
GRERTE 5 : 2435Q)

3) GC-MS 73 #r

(1) GC-MS &1

53 2 BT GOMS—QP2020NX
F— X LR EE . GCMSsolutions

7 7 2\ : DB-210, 0.25mm¢ X30m (JE/E 0. 25um)

T A R FE L 80°C—4°C/4——120°C (5 4y) AFk 154y

BT A W B 38.6em/sec (1. 1mL/43)

AN E® — F:2FUvb [ A 0 IR JE : 200°C

A 7Y v k41201

Xy U T A A~V TL

e N & 1yl LM BE R 154

[MS 3% e 5]

A A v PR E E 230C A =T x4 ZRE : 200°C

A A v fb {E:EL 70eV A A E & P m/z 35~500

M E £ — R :SCAN W B oy hi25y
(2) HE

13. 1) OFRBHAKZ GC-MSIZ 1 [BIFEAL. O LT,
K= D AART MVERIE L., T % 50 L7,

4) HWEERIERE &

BE— 7 DHBEDRIL O AART MIVOBITFER LY . R E D oS RERES &4
KT,

5) HAEDHEHN

B2 P9 2546, PRI E L,
BAEDOIHFFIX JIS 7 8401-2019 IZHE~T-,
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Annex - 3 (14 /29) SR24018
GRERTE 5 : 2435Q)

1 4. ABRER
1) BEIRPITISIT D BRI EE O E R R

BHR TR T D EBRWERE O TERERITR-10 LB Tholz,
2) WEHRWE IR DS RS R OIE R R

WERYE P DI IE RIEARE BOMERRIIR 20 LB ThoTz,

KR I RIEROIREW TH Y | MERMEAR LS LTI TROSHEDHEE N FET D, 72,
FNICEDRFIRFEERT D Lb, BHEEICSARRMEAR S FET D,

© )

HOY\OJ\/OY\O/ ”Od\o/k/owﬂo/
R N S U
e e

®

e o domo o

CCMSHIEIZIBNT, 12RDE—Z[ZDNT Y AANRY ML ERER LT,
T AR "NV EHET AL m/z59, 73, 103, 117, 61O —27OHIFIZ LY | 438 —>
D~ AART "VIZSFEENT,

R m/z E*— 7 No.

INH— 1|59, 73, 117, 161 1

INH— 2 | 59", 73, 103, 117, 161 |3

N — 3| 59, 73", 117 7. 9

INH— 4| 59*, 73, 103 8
HEIR—A B —7

IRBE =222 OWTIE, T4 77 U Fadk [NIST/EPA/NIH Mass Spectral Library (20204EiK) ]
OfER, 1—[2— (2—APFV—1—AFNLZErFHY) —1—AF LT hFV] —2—
TR )= VDAY "L E—F LTz, #HiEOTHD EFRIE L,
ZOMDOE—=71ZO0TIE, m/z103% 77 7 A & LTELHEITO, @, QK@ T
Ho (FRBRR) | 2 — AL TH5E— 27 10 oW TERER OO E R Q. @K
C@OONTNNIHEETHHDEBEZ NN, FFEIXTE ol

PRE— I OBIZONTIEn/z103B3 B Sz et ®. ©®. OEVTROWT N NITE
WTHEEBEZLNTD, FFEITTE o7,

Hl) © =—F LD a-RFEORZH
103




Annex - 3 (15/29) SR24018

15.

16.

17.

BRI DS HRME IR

(FBRE 5« 2435Q)

o T LT TRt D & % 91

T

Hlz7e L
FER OB O iH

PR T O YRRV IR FE 1 20mg/mL FRHELEG )N 21. 2 J O 20. 8mg/mL., 60mg/mL FHELIE A 64. 5 K
Y61, 9mg/mL. 200mg/mL FHELGR2Y 218 X 202mg/mL. T - 7=,

BRI E I T DREERMEMRIZGCC ETI12 A R L, & &ITMmHIEIZ 0.6, 0.6, 6.9, 9.4,
7.0, 7.2, 2.6, 32.0, 4.7, 28.6, 0.4 KX 0.2% Th o7,

GC-MS HEDFER, T4 77 VRRBIZLVE—7 3, 4, 5 L6120 TIE1- [2- 2-A b
VAT ZRFY) ~1-AF AT R V] 2-Tu ) — L ERE L, EOME—7 125
WTIIRFEIZIZES 2o T,

KGR ORE

A7 —&  RBRGETOREBRGHEE, HEBRIGIT O R HET. € OMMLERE B K ORI E
X, MEEWE OFE R ORLEEOBRKNCBE T 2158 (BR48FIEEE1175) FH45RF 1A
B L < IEEE2I, BEh4REH2, 3G L < IXEE8H, FH10FEHEIT T HI4ELFE 2HOHEIC L
LB EZ T2 L 10H], YT AREEMREEICTRE T 5,

REHMOBE - A7 —& B, RRZEXE L HEo LE+ 5,
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Annex - 3 (16 /29) SR24018
GRERTE 5 : 2435Q)

18. &
1) BRI L7 E7okken, dERE

(1) A7~ NJF7 : Agilent Technologies
6890N (W A7 v~ h7Z7)
7683ALS (A —hA T ¥)
OpenLAB CDS ver2.7 (5 — & JLHH)

(2) RV v~ 7T 7E &SR BERYERT R
GCMS—-QP2020NX (‘& &45473EH)
GC-2030 (A7~ 7T 7)
AOC-20i (A—hA P )
LabSolutions GCMS ver5. 101 (5 — & 4LFE)

(3) IRAIEICRER - R ERT Y
IRAffinity-1S (IR)
LabSolutions IR verl.20 (5 —& 4LE)

(4) WEHETRE: A RT— FL R
XS205DU

2) ABRICHH L 7o il 35

TE T F5000] (FEEEEEIE - PCBRERA) B L7 AL ARG
A U v 2 (IR W E ) BT A L AT R
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Annex - 3 (17/29)

K1 PR o OYBRIE R B E R R R R

SR24018
GRERTE 5 : 2435Q)

e FEE e FEE e wERE
o P e et s 7% ) MEIE
sbE (Mo, | P sp |atehm | T e | T
- [HiFE (mg/mL) g (mg/mL)
) gu Ul . .
7] e 5 2§0mgu/cr4n_L 1 28. 68 100 21.4 -
A ik 2 28. 20 21.0
M B 60mg,/ml 1 28. 96 64.8
B 26. 83 300 64.5
2024/10/9 AR BT 2 28.71 64.2
200mg/mL. | 1 29. 20 218
AL 2 29. 24 0. 200 1000 218 218
58 JEIEp 20mg/mL 1 31.74 : 100 20. 6 008
AL 2 32. 28 21.0 :
3 HT H 60mg,/ml 1 32. 05 62.4
B 30. 80 300 61.9
2024/11/7 ARSLE 2 31. 52 61. 4
200mg/ml. | 1 31.12 202
AL 2 31. 09 1000 202 202
— 17 —
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Annex - 3 (18/29) SR24018
GRERTE 5 : 2435Q)

-2 WG RV Bk Rt

= NI& 5|
Peak R.T. A SRR . .
ca . Ut WIEDE | iy M AT 1
No. (min) TAIFH (%) o
(%)
1 0.12 0.5 .
~ \
1 10. 670 5 L 0 0.6 G~V T
1 0.10 0.4 .
~ \
2 10. 784 5 L 0 0.6 G~V T
1 1.65 7.0
3 11. 003 6.9
2 1.70 6.8
1 2.26 9.5
4 11. 132 9.4
2 2.928 9.2 D
1 1.67 7.0 (4 A3 30.5%)
5 11. 393 7.0
2 1.71 6.9
1 1.74 7.3
6 11. 537 7.2
2 1.77 7.1
1 0. 35 1.5 .
~ \
7 1774 050 T 2.6 B~ T
1 7.86 33. 1 .
. . ~@Hu>
8 11.837 5 e 500 32.0 @~@DW T
1 1.12 4.7 .
~ \
9 12. 025 5 N i, 4.7 B~ T
1 6.73 28.3 .
. . ~@Hu>
10 12. 240 5 ) 58 8 28.6 Q@~@DW T
1 0. 08 0.3 .
. . ~@Hu>
11 12. 645 5 e " 0.4 @~@DW T
1 0. 06 0.3 .
~ \
12 12. 756 5 o o5 0.2 O~ TN
s 1 23. 74
2 24. 82
[#51%)

®@ & ©

P
~
-
{
~
&
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Annex - 3 (19/29) SR24018
(GFRBRZE 5 : 2435Q)

HIT-ND=3566 [SCORE= ( 1]5DBS-N0=6853 [TR-NIDA-58102 : LIOUID FILH
TRIPROPYLENE GLYCOL MONOMETHYL ETHER
C1gHze04
LoD
i
|Esu-
£
E
o . LI LF T 3 . . T ; . T . T
4000 3000 £o00 1580 Lo 500
HAVENUHRBER -1
3460 27 1646 84 1204 136 az2 7D
2972 a8 1454 30 1111 4 SE7 &E
2932 11 1374 Z1 1014 46 508 62
2a92 9 1347 41 962 4l
2378 [+] 1323 4B 8483 62
1727 46 1301 44 446 B8
I8E0 44 1261 44 A37 g2

X-1 BRI IR A7 Fv

ElsHIMADZU

24100811 ——

60 : | e : U

40
|..13@....34...;2800;.;,....... ——— ] R
4000 00 2400 2000 1800 1600 400
4350 M 1 1200 1000 BOO 600 :m:':m
— 535 [ 1
1202 14 el TPGME
S+ BB 2024/10/09 11:14:40 I g
[4 {FToax
24350 [ME [ [W=E-—F ERE
[5 | PRI AME Happ—Genzel
[0 |HER® 20
0 |98 4 em-1

X-2 #EMEORIEH IR AT ML
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Annex - 3 (20/29)

F—H774
—lr Ad:

oL
"
EAR:

MEAIYE:
WATAYE:

FID1A

2024-10-09 14-26-35+09-00-01.dx
20241000_1

solvent blank(Acetone)

6880GC

1.000 L

TPGME.amx

TPGME pmx

Javzirs:
FAL—5:
EAAR:
Br—ia

47

ST NTTIUN

SR24018
(GRBRZE =+ 2435Q)

242023RR
SYSTEM (SYSTEM)
2024-10-00 14:38:56+09:00

Iy

L

0.250.50 0.75 1.00 1.25 1.50 1.75 2.00 2.25 2.50 2.75 3,00 3.25 350 3.75 4,00 4.25 4.50 4,75 5,00 5.25 5.50 5.75 6.00 6.25 6.50 6.75 7.00 7.25 7.50
B [min]

q-3-1  GCHETF¥— b (R&EH) 777
F=4T774 I 2024-10-09 14-46-29+08-00-02-r001.dx
D=lro AR 20241000_1 JavzHrf: 242023RR
YT IE: WAEEE 0.2mg/mL FRAL—4&: SYSTEM (SYSTEM)
ne: 6880GC EAER: 2024-10-09 14:51:25+08:00
EAR: 1.000 L O4r—iay: 2
MEAYYE: TPGME.amx 847 Ho7L
Wi AVOR: TPGME pmx YoINTFITOUN 0.00
FID1A
50
45+
404
354
< a0
25+
204
15
104 k
025 DEﬂD?SIm 1 251 501 ‘.-'5 1'002'25 1502?5 100325350 1?554:‘25425 4\50 -ﬂ'ﬁ 500525 5,50 E?s nno 325650875 :fon 1'25 m:
SN FIDIA
[an} 447 E—H¥ [min] R [ 13 [ £ 2 e
2682  MMm 0.08 6.57 373 2480
2742 VMm 013 10.72 11.44 75.01
o 26.28
X-3-2  GCHET ¥ — b (FRFEH) EHERK (0. 2mg/mL)
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Annex - 3 (21 /29) SR24018
GRERZE 5 : 2435Q)

T—8774): 2024-10-09 15-11-26+09-00-03-r001.dx
Lty AR 20241009_1 Jaszyrg: 242023RR
HoTNE: RS 20mg/mL No.d FAL—4: SYSTEM (SYSTEM)
. 6890GC HABM: 2024-10-09 15:16:18+08:00
AR 1.000 pL Ry—ia: 3
MEAIYF: TPGME.amx 847 H$o7
M AV TPGME.pmx HoINTITOUk: 0.00
FID1A

50

454

40

354
T a0

: \q |

0.25 0.50 0.75 1.00 1.25 1.50 1.75 200 2.25 250 2.75 3.00 3.25 aii%:;a [:.ﬂ 425 450 4.75 5,00 5.25 5,50 5.75 6.00 6.25 6,50 6.75 7.00 7.25 7.50

“UFL: FIDIA

[manl]. 547 E— [minl [ 1 wE s R3-L
2683  MMm 008 7.57 4.29 26.49
2743 VMm 013 21.01 12.08 7351

att 2850

X-3-3  GCHPEF v — b (FRFEH) AEHAHE 20mg/mL

F—3774I: 2024-10-08 16-01-15+08-00-05-r001.dx
L—lr AR 20241008_1 JavzHrs: 242023RR
YT N4 BHE# 60mg/mL No.l AAL—45: SYSTEM (SYSTEM)
s 6B30GC EAAR: 2024~10-00 16:06:11+08:00
EAR: 1.000 uL O&—ia: 5
MEAYYE: TPGME.amx &4 $o7N
RiTAYE: TPGME.pmx HrINTIOUN 0.00
FID1A

504

454

40

35
< 30 =

254 2

20

157

104 Ao

025050 0.75 1.00 1.25 1.50 1.75 2.00 2.25 250 2.75 3,00 3.25 3.50 3.75 4.|'u? 425 4,50 4.75 5,00 5.25 5.50 5.75 6.00 6.25 650 6.75 7.00 7.25 7.50
n,

L44L:  FIDIA

[m:]T &47 E—5H# [min] [ = ik 4 EA-¢ ]
2.681 MM m oo8 7.84 4.54 27.69
2741 VM m 010 20.75 12.42 72.31

1.1 28.60

X-3-4  GCHPEF v — b (FRFEH]) AEHAHE 60mg/mL
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Annex - 3 (22/29)

F—=8774I:
I=hroAg:
YT
-

EAR:
MEAIIF:
i A E:

FID1A

2024-10-098 16-51-18+08-00-07-r001.dx

20241009_1

BHESHE 200mg/mL Ne.i

6BBOGC
1.000 uL
TPGME.amx
TPGME.pmx

FadzirE:

FAL—4&:
EA B
Rr—ia.
sS4

SR24018
GRERZE 5 : 2435Q)

242023RR
SYSTEM (SYSTEM)
2024-10-09 16:56:16+08:00
7

Ho7 N

YUINTFIOU N 0.00

§ 8 58

741

S47 E—2¥ [min]

LN FIDIA
RT
[min]
2681 MMm
2741 VM m

X-3-5  GCHET v — bk ({RFEH)

0.08
0.10
&t

829
21.27
2066

AEHAWK 200mg/mL

wx

470
1268
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Annex - 3 (23 /29) SR24018
GRERZE 5 : 2435Q)

F—57740\: 2024-10-17 11-49-57+08-00-01 dx
D=l AR: 202410172 Favzorf: 242023RR
YT g solvent blank(Acetone) FAL—4: SYSTEM (SYSTEM)
e 6880GC EARR: 2024-10-17 11:53:18+08:00
2R 1.000 L BAr—iai 1
MEAIYE: TPGME(DB210).amx S84 IS5y
i AR *TPGME(TE %) pmx YUINTIOUR 0.00
FID1A
10.04 l l "
9.8 |
9.5
9.44
9.2
S 8.0
ae: | g - 3
867 I £ g
8.4
8.2
&o‘ T T T T T T T T T T T T T T T
1 2 3 4 5 7 8 10 1 12 13 14 15
BN [min]
SN FIDIA
ﬁ:&' 447 E—UH [min] [ = [ £ 13-1 ]
3.858 BV 0.11 0.19 007 25.03
4.740 BV 0.08 013 0.05 17.48
6.260 BB 013 019 0.06 26.40
0.667 W 0.19 022 0.05 30.18

1.2 0.72
X-3-6  GCHIET v — & ((REH) HWERMEESH 7T 07
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Annex -3 (24 /29)

SR24018
(GRBRZE =+ 2435Q)

F—EI74: 2024-10-17 12-08-20+08-00-02-r001.dx
L=l Af: 202410172 FavzHra: 242023RR
Yo WERW 0200mg/mL FAL—4: SYSTEM (SYSTEM)
e 6890GC #A BN 2024-10-17 12:13:41+09:00
EAR: 1.000 gL o4—iaw: 2
MEAIUE: TPGME(DB210).amx 847 Ho7N
i AR *TPGME(TEH).pmx HoINPIVTN 000
FID1A
10.04 \
.84
0.44
8.21
3 g0
a8 B
(Y} SRmR—— ¥ 7 .
841 '
8.2
8,04 ; - . . . ; ; .
1 a 4 5 7 8 B 1[] 1 12 13 14 15
B [min]
L4 FIDIA
[man':lll &47 E—2 [min] R wE £+ AL ]
4737 BV 012 019 0.08 0.70
8.644 wW 002 019 0.18 0.69
p.668 wW 004 0.69 0.32 251
8.703 wW 0.02 054 0.51 1.05
8.712 VB 001 220 11.33 7.08
1 10670 BMm 0.08 012 0.04 043 T
2 10784 MMm 0.16 0.10 0.03 0.37
3 11.003 Bv 014 1.85 0.43 8.01
4 11132 vB 026 226 0.50 B.19
5 11383 BMm 014 1.67 0.44 6.05
6 11.537 MM m 023 1.74 0.43 6.30
7 1714 BMm 004 035 0.24 128 [ IPGME
8 11837 MMm 022 786 1.20 2851
9 12025 MMm 021 1.12 0.20 408
10 12240 BMm 037 6.73 1.01 24.41
11 12645 MBm 013 0.08 0.03 031
12 12756 MM m 0.1 0.06 0.02 023 |
ot 21.56

X-3-7  GCHEF ¥ — b
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Annex - 3 (25/29) SR24018
(FERFE5 : 2435Q)
STE ! Admin
it B 1 2024/10/23 14:59:24
Yurag 7 : ﬁi!
bV :
F7 v : Fﬁﬁiﬁ 0.200mg/mL
#vTAID : UNK~0002
FiZE ([1=1
FrAE 01
map
~ATIER 12
AR : 1.00
T 4774 ¢ DY~ ST ¥ TPGME 4.qed
ﬁiﬁ'ﬂ#c’)? —27740 DS ARSI TPGME 4.q2d
AN I AN : ¥ HY— A BT ¥ TPGME. qgm
HFRED LN TN D ¥ — S HT¥TPGME. qsm
VR—p274 W | DT AR 4D Lreport
Fa=zi ¥ 7740 Oy ¥GCMSsolut10n¥System¥Tune2024¥240919 qat
R : Admin
HHE R 1 2035/01/27 12:06:20
TIC
279,066
=
™
T —7f1 r T T - v T T i T T T
9.0 10.0 110 12.0
nin
K-4-1  GC-MSHIET v — ~ MEEMEERSH 7~ 7T A
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Annex - 3 (26 / 29) SR24018
GRERTE 5 : 2435Q)

#:1 RS 400(=¥F ¢ #:1281)

23241

RALTRAL 2 A §.400(1281) ~S— A —2:75(1183}

S Z 7T 19,260(1253) Fa—T 1 - 4200 | Ay
100 —

90+ 5o

80+
70
60-1
sH
q0-

30+
20+
10+

237
TS S O PR Lk R LV L T Pl TR
.

TP L P It it A TIT
T ! T T 1 1 r

30 60 80 120 150 180 210  24¢ 270 300 330 380 990 420 450 480

3

m/z

#:2  RFERERN-G.525(RF i 1:1306)

b — %250

Rl rhslnio b 9.525(1306) 24— R —2:73(1189)

;ég%’-ﬁw‘/k:g.zso(lzas) Fi= 1~ 2k 1 ARy
i

80
70
60—
504
404
30
20+
iy

1045 472 484 50

30 60 90 120 150 180 210 240 270 300 330 360 390 420 450 480 m/

FA
H3 JRAEFO.655(R% 1 H:1332)
b 2291
AT IR e 9.655(1332) ~5— A —2:50(23524)
ki U A Cacrid

1)

90 vB—7 3
80+
70+
60
50
A "
20 7

il
20+ 103

10+ l 151
25 87 130 14% | 176 1a5208 227 4z 265277 300 318 33 48333 403 433 452 460 4B8
[P e g e Tp——

30 60 80 120 150 180 210 240 270 300 330 360 380 420 450 480 y
m/z

B4 IRESERER0.TTH(AH21-%:1256)
S 8258

R U o 7 0,775(1356) ~—RE —2:56(32408)
;33?9’?-?‘/}::9‘575(1315) L e A e NS W 0

gg B—2 4
T0H
60—
50 73
40
3+ u
20H
10+

117

161
;ﬂ I . ‘ 1 1m0 | ags LT o = AL PEC S NN B E 1 S o T A 4%‘2 478 492
30 60 30 120 150 180 210 240 270 300 330 360 390 120 450 480 /
m/z

X-4-2  GC-MSHET ¥ — b HEEERMEAKGHT ~AAXT fL
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Annex - 3 (27/29)

#:5  {EIEESRD:0.995(A% v 114000
B — %276

AR e 9.995(1400) -3 — AL —2:59(27039)
SRy HSL R0 500(1318) FA—TF 1 - foih 1 AF4Y

SR24018
GRERE = : 2435Q)

100 %
90+
60
70+
60-
501
40+
30
20+
10

T3

41

l(Tl
3 | 131 147 180 207 221
U i

237 452 265 277 233 A 333 355 378 433 416 4294%% 462 ﬁ‘lﬁ 42%
T

i i L e |

30 150 180 210

#:6 (R FFREMR:10.125(R% +1-4: 1456)

v ot

AT S A 10,125(1426) ~— AT —2150(25129)
S Z T RE,595(1320 SA—T7 1 - A3k | Ak

240 270 300 330 360 390 420 450 480 ;
m/z

100 =
90+
80
70
60
50+
40
30+
20
1

73

120 150 180 210

H7  (RREER:10.32007% v .-H:1465)

b 28240

AT B 10,320(1465) ~S- AR —Z:73(14915)
PR PSR, 505(1320) F A~ 1 — A~k ] 2Ry

161
131 147 | 180 192 207 221 237  PETEGT 293304 316 320 247 355 373
L e T T

401 414

4254%9 3?0 470 481 499
1 i e

240 270 300 330 360 390 420 450 480

miz

160 g
iy ]
80
70+
60+
50+
40+
30H
20+
104

41

k1
30

180

120

#:8  (RFEFRERD10.370(R%4 1 #:1475)

v—r¥271

AT Rt T e 10.370{14758) ~4—AE —2:59(95083)
FR P I R11,34001669) Z—7 | - A4k 1 Axyy

210

£73
Cago
m/z

498

100 =
90+
8-
70+

73

IO_WWM
35 il
L) |

30 80

H
T g-o Y
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WIERMEERST v AR L
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Annex - 3 (28 /29)

#9  EEER0.57T00A% v 11518)

P—o¥:218

AR A 10,5T0(1515) ~— A —2,T3(8154)
SR Z T F11.086(1618) F— 1~ Ak 1 Ay

SR24018
GRERTE 5 : 2435Q)

100 -
90-
80-
70-
60
50+ 17
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