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1 %K
- A F N -1- AV TR VR —K R O 0 (FAEExIR, FEHLK), 50, 200 35 & U800 mg/kg
% 1 FEMERES 12 DE Crl:CD(SD) 7 » MZ, HEZxE L CIEAShtal, B L ORhlE 5
Teit 28 HIW, MECKF U CIIASELRT, ZCHLES X OMEARMM, 72 5 QNS #At% 4 B £ COMMR
O 5 U, MEEBM~DE R 512 K 2 8, MRS O A5E X OFAEROREICKIETE
BIZOWTHET L7z, F72, 0(FHR) 38 X 1V800 mg/kg (oW T, MEBMIT4 5 DCA Eek L C
28 HREI O G4 T 1% 14 HMOEEMEZRE L, MHEIEA 10 PB& BN, 5 P51k 28 HH
DOEERTHHZHIMR L, 5ULIEE HIC 14 HREDEEHEIZOW T HBE L

1.1 E#& 5w

50 43 L (8200 mg/kg BECIE, —MRIREE, FEMZDIRIEBIEE, MR, (KE, BEE, IRRTE,
MR R, MR R, S EE, JM X OW AR PR AEOSMARB IS, M
M & bR B G- O BIIRD Hivieh ol

800 mg/kg BETIE, WHRWEE G DRBL LT, HLRBEOMT, %51 H~3 HOKREHE
e~k 1 R ORI REIRIER (K AOE AT, HIEBOMKT) BBlESh, K53 I 14
DECRRD B, 5 4 BOREICHEREM, &5 4 BB LO0T7 B OB E IR
RO BT, 15 4 EOMRERE T, HEOIRIITARMEMN £ 721368 22K MED, FEASEREME
O B FEIER BB RBNAGED Shis. B MM TR OTIR CIE, Mo J IR %o
JEAFR DAL, JREMEFARE CIXE R B O R T RGBS OB AN b,
S BT, WECTITRENRO R PR A AR A CIRMAE D AF SR EMEAL O R AE B O E R BB L O
TEEED RO BTz, LU EOZEIZEIE S T 3 X OEIEHE TREORE TIEERD bW\
WL TRy, EEMHEZRLE.

LMo T, RBREETIZET D 4- 2 FNR_UB -1- ALK VR — K FW) O A% 5-7%
PEIZB 9 % M2 R (NOEL) 36 L OVMER & (NOAEL) 1XW\ 9740 HIERE & % 200 mg/kg/day T
boHEEZ L.

1.2 A A
TRBREEO A SHREM A B L OB OMA T, 800 mg/kg BEE T, WINDOHEB I HHBR
WHE GBS 52 TR b e h o Tz,
Lo T, ARBRAKUETICE TS 4-2AF R0 B-1- 2Lk UliR— KR O Bah o 4
5Lﬁﬁéﬂ%%EOMHoﬁiwﬁ%ﬁ%(MMﬂ)KEOK%E LRI DY
5 (NOEL) ¥ X OVMEFEMERE (NOAEL) IV 941 800 mg/kg/day &5 % Hi7-.
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-2 F N -1- AV IR VR K R O 0 (FAEExIR, FEHLK), 50, 200 35 X 0800 mg/kg
7 1 BEMERESS 12 PEo> Crl:CD(SD) T v MZ, BT L CIRAZALAT, AcRciIflds K OAehlik 2 &

Teit 28 HIW, MECHF U CIEASEIRT, ACHLES X OMEARMM, 72 5 NSy #At% 4 B £ COMMR
N#eh L, MBI~ RKEE G512 L 58, MBSO AT LU AERORAICKIETE
BIZOWTHET L7z, F72, 0(FHR) 38 X 11800 mg/kg (oW T, MEBIMIT4 5 DCA Bk L C
28 HM O G/ T 1% 14 HREIOBIEMEZME L, MBI 10 PR BIICERT, 5DPLid 28 HfH
DG TRHZHB L, 5PLEE BT 14 B OREIEMRIZ O W T H G L.

3 MEtB L UTiE
3.1 BRI

AR A ATF ARV - A VIR R K
B4 Y D p- ML= R)LAR U — /K ¥ (PTSA Monohydrate)
CAS &= : 6192-52-5
AR S (L5RE) « (3)-1901
HEER 2

S':-)qH

H-O

CHa
'ﬂﬁ‘?ﬁ 2 : C7H803S * Hzo
ST £ 172.20
WAL Y S ~ WK, BA ~I1FLALARE

@l 5 106°C
Wb AUPB IS ELPH 5 140°C/2.7kPa
VAR /KIZ A ¥%5(679/100mL),
Z D OEHNZ /IR (= —T b, Ta—)L)
F 7 B 7 — K BAREL ; -0.62

oy hEE : JESNN
HLEE (HPLC) : 100.0 area% (Annex 1-1)
AFH 1201548 24 H
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AF& : 500 g x2 A (BEEkER & L)

etk Geoe) e g s T, s |
BT UM M 2 g L7, AT ofES: (08T B @ 2016 4F 2
A 138 X016 H), £ 5 7= #FE 13 100.0 area% (HPLC) 3 X 10100.3%
(FFEE) TH Y (Annex 1-2), FERBELART (/0#HTH : 2015456 H 3
H) OH#E D 100.0 area% (HPLC) 33 L TY 100.2% (H Fifi &) (Annex
1-1) LA A BT, HRMEITRBREIE G, ZEThoT
LR S .

RAFS AT & OMRIEII - B B R E DMK ; 201548 H 24 B (AF)~2016 42 A 5
H CRePES AT Y o 77V 254)

RAF A i (GEHIEEPH 5.1~ 8.7°C), &E, MOE, WREEET D, BRI AL
FEIH.

Bl EoiEE P HLAFR, YA BLOREA T A LT,

YTV T (A5 g mBRLL, B OB EHRFEICRF LT

PR E OVE - RBREBRER T, BEALT T 272008, PEERREFEY L LTI LE

3.2 Ik

BN D FERUKTNIKP) (B AR 5 1K)
REH o BE TS

7y NES : LP160

TRAFGoAT: IR

Bl EoRE DRI L

3.3 HHROFHE I L O 00

AL D BRG RSB E E EEICEREL, A— ML I RIBLAR
7o, FTEDIREL 72D X OIBEEMA TART v 7L, AX—F—
RAWTERS .

AR G HOMERIZ3~7 AOMBE TR L, 7 LI L.

RAFGET R L OMRAEHI - BRI E PR AP =R D e ; 2015 4F 11 A 30 B (ZEME AT i) ~
2016 =1 A 31 H (Icf&iz5)

PRIFESAE DR (R 2.4 ~5.4°C), WG, KB
A EOERE BRI U — o RN TFN TR, R OBIZIE~ A Y, TR

aEML, WA, IR, B L OIS & oz ke 72
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D RO EWIE, BEHLY T B -0 EERFEREY & L CEI L.

5 35 L 1Y 80 mg/mL D DOFHEKIZ SOW T, WmERfF7 B (%A

Z0H & U TER)+EIR 4 R O EME 2 iRl LTz, ZEMEHT DR

BT, 5B X080 mo/mL FABRIE, FRAFHENZIZ 4 99.8%35 L

099.6% T Y, HIERAED 100£10.0%LUN TH 5 = L R S Lz

(Annex 2-1).

R E ORI T 2 B IR T OREZ, YlER L OO
(A9 2 A& IR O TR I DWW TRERB L 72, Wi SR T,
5, 20 ¥ LUV 80 mg/mL ¢ 5 D& A HILZE N H)EIT 100.2%,
100.5%:35 & (N 97.6%, Fx#&[E]1 T 99.2%, 98.5%%3 LN 97.4% TH Y, A
SHEYE(R 2213 E M2 L 901a] T 0.8%, 0.5%33 & 1) 0.6%, i #& (Al T 1.3%,
0.5%33 L (1 0.8% TdH 1, HIEFKAED 100£5.0% LA F LTV 5.0%LL F T
HDZEMPHER I (Annex 2-2 35 X T 2-3).

: Annex 2-4 [ 2R,

: 7 vk, Crl:CD(SD)

: SPF

D HARF v — LA - U N—RRA S
L EWAEEERE LD T EAF L.

Ty MIZOFEORBRCTEFHVONTW2EMECTH Y, BEHEGE
MEELTNDZ & ESIRFNCE T 5 mxt BT — 2 BRI H T
HTENDZORMERE LT,

: 1 50 T, 70 PT
: MERE Lt 8 M
: i 240~330g, M 160~230¢
. Iff 273~308 ¢, M 180~223 ¢
s MERE L ¢ 10 M fn

D ME 6 BE, ME8RE (ERRBREE MEMER ARE, VT T A NRE ME2BE, ME I
ASELHE 4 FE)

D BB MEMES 12 08, Y7 T A MEE MERES 5 T

-14 -



SR15146

35 mgER LOUEIME

H CBEMMIIZ AR (BREL1R) »oE 6 HE TOHIR.
BIfE AR 12 AR 2 & O 7= 50 1 B & TOHAR.
Jik o REAZ L H 1R L, KREEZZ AR, BE 6 HEB X OHS

(ZHIE L7z, BB o — ekl L OMREIZIE, WThoBEiic
HEFIIRD bR o T,

P JE A D HEEICONT, PRI A A RS A A T BERIEIC K VIR ET
D9 AMZATo 72, MAEORER, MHEE O RN 2 FUIFED b,

3.6 BESYIT
BIME R i FE ki U 72 — MR iB Bl 22 06 L OMRERMIE, & HITHEIZ DU TIERMEE Wik & ORI,
P O B 2 m T 2 Bl EBRW T R COBEZ B ISV, 2 Ea—F 2T A
(MITOX, =iy A7 Ak att) Z2EH L, B0 B (R 5-ATH) OREICHES
W CTRLEBEIEATIHIEIC X 0 B REO YR ENE) —1272 5 X 5 IS 24T o 7. @ik LT 8
Yy O URFEFIFAIL, #ET357~429g, MET226~2829g TH Y, FHIRE (I 393.19, M 248.39)
D £ 20%LNTH o 7=, BT DA BT, 5B B ISR SRS L, EERRET
NEZZE > THRY - Tz,

3.7 Wk LUV — v Dl

EULY) D BE T AN AR 7 =L XU CTRECEI A2 1T, BRG] 2
1T-7-.
BT RIZEMNCEmE T2 AR L, EEHEN AT 72,
fREr— BT ANEEUER No., #8531 No., PR, 77— No.Bs KL UE | Rfi%

FIF: L7 7 Va7 — VORI IR LT

BE7 1T %1338 No., T4 No., TERI, #BRE, FE (fK) IO
i SREEITF LI T XS — VORI R LTz, RS
MEEh L ERL & [RIRROIE B &2 FL#l L 7287272 7 ~ULIC & L, 2R AR
N A 72 B NSRRI B 15D 7V — 74 % IR L TR LTz, 3 iif
T UM T B DT~V L THBE 0 AZRLNIHE 0 A
oI N—T4 WL LT,
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3.8 BWEE
3.8.1 fAHEREE
fHHEE S
IR - VR
A
EEGELE

S
=
7

SR15146

: 308 5=

: 22 + 3°C (FEIFIPH 20 ~ 24°C), 50 + 20% (FZ{IEiPH 37 ~ 53%)
: 10 ~ 15 [A]/RF

o NLHRBA 12 ¥ (8:00 ~ 20:00)

3.8.2 il B e B L OEE Hik

r— Y OFEA

. 77y bREBREHEE r— Y (260Wx380Dx180H, mm)
722 L, ZRRBSIHEEIC OW TR 17 A2 O E 4 H £ TR
— Y OAMEER & /N AR 2 CEBREBW KRS (R A F 7 L—
7, BARF ¥ —N AU AN—pRAath) 28 L7z,

17— &7 ORFEEME : BEs KOBIMEHIF FIE 2 B30, B0 T&RIZ 1L, AR

br— %M

= LAz 4

IINRLZ (LD AZ HA

25
T
I

u=)

o
St
3

H #Ehfa K28 Dk ik &
Bk ER
BN OTER

ENDOEE

3.8.3 filkh
i - 4
2y hES
B
FeEE ik

1G9 5 DTS

HTMERESS 1T, iRRIL LB S L.

S UTRFB L O 14 BIZEB L., 72720, KREBSIHEIZHS
WCIHIENR 0 HIB L OV 14 BIC SN L 7=, B TR R p a8 1
HIZ5HE LTz,

2 B3N L 7=,

s BEHR 20 HAZ N L7-.

DB URRER L O G 14 BICHER L=, 72720, RRBSLHEEY)IZ S
WCIEAENR 0 A L OV 14 HICSENME L7z, BHEA& T REHBREIXEIE 1
HIC5hE L7z,

D 1R SESE L7

D RRERHICOAMEH LT,

c1 H 1E%EMmLT.

HEFREBREB L0 3 vRREEE L LER B CTREICEN T 51

RiEFEA2 10 1EFEHEL-.

D [ PUEREL, CRF-1
: 151008, 151112
DA T H VIR TS
R RREE SR A W CH BRI RS .
772 L, HRET A O LD HIXAE Al <.

CRBRICER R KT T RNO D DR WEFEOR A Lcg e v
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SR15146

FOFEHZOWT T LT, i —ne 7 4 - 77— RT7 v K7
BT b T AT 4 THRASH (= No. AR-15-JP-010462-01,
AR-15-JP-014663-01) 5 L OMEHRLE S (Wil 5=
15G03-156, 15G03-173) T\, ST — & ZfaptilEEErom >
MEIZATF Lz, oA B & PR BRI S AL W SRR D
PEAERMETIEEICHEIL L 7=, AT ORER, WTNoOHEBIC L A%
X DEITRRD B o7z,

3.8.4 KK
FE¥A s FLIR T AGE K
KK 71k : Bl KR & D W IdfaKERE VW CHBICER S T,
15 Y8 55 D HERR DRI KT TN O B I EFIZOWT, 20154E7 H 1
His L0V 2016 42 1 A 27 BIC YA E = & [RRFBE O (306
) LB AR U THERR L7z, 08T B AR ARt OKE
FRASHE B4 - No. A271290, A275601) 23T\, 0T — 2 2 AT L7=.
SINTIRE &SP S AL B W 2 VR JE T O i R
WCHERL LU 7=, AT O/ R, WTHOEBIC IR A2 5 EITR O
IR T.
3.9 WEME OG-
39.1 &EEDORIE
#h& : 0 (kFFR), 50, 200 I3 X 0800 mg/kg/day
A SEICEME L7 TiEER (SR15146P)Y (£ 5.5 0, 30, 100, 300 ¥ L0

1000 mg/kg/day, MEMES 3 DE/RE, 14 HBIRER O#SE) OF5%E, 1000
mg/kg FEDMET, 5 1~5 H OFTEZIZ L A E BT, BEEMZ/ER
AL/ A FEEB O T, AEART, #EGRENEESH, K540
RE R L OB EIIRENGR D Hive. MR FIMRA CI, M CHRim
ER¥, HGB 38 X UVHCT IRMEAFED b LTz, S HIZHED 14 THIR
RHZ IR ORE A, MIRILFAIRE CREBERZB IO LT F=r 0%
LWEEAFRD bz, H Tl CHICERARILENRB D b, &

B O TR R, M CATIRE & O S EARE O H 7. 300 mg/kg
LUF O GHETIE, SR E R G ICEET 526130 b oz,
LLE XV, 1000 mg/kg/day (8t G-I OIERE 2 & 8T 5 & M~ R
DT EDLHEEZLNDZ Enn, REERTIX, 800 mg/kg/day % &

-17 -



3.9.2 FRBRFEDRERK

ARBRIE OB & SREOBME ST To@EY & L.

&L L, LFAK 4 & LT 200 & XU 50 mg/kg/day % & L2 40 A
BB I OMEARICERE Lz, ZOIENIEHRO B % [Fkk D ik T b

ERAP IR o dp

SR15146

b RE RERE B E(ENF )
RBRAE (mg/kg) (mg/mL) (mL/kg) Vi3 i3 k!
< BB >
it i 0 0 10.0 12(10101~10112) 12 (50151~50162) [
K& 50 5 10.0 12 (10201~10212) 12 (50251~50262)  fk
& 200 20 10.0 12 (10301~10312) 12 (50351~50362) ¥
e & 800 80 10.0 12 (10401~10412) 12 (50451~50462) ¢
<HT 71 MEE>
SR (F A& T BRI 0 0 10.0 5 (50551~50555)° [
(& T W 1) 0 0 10.0 %ﬁgﬁg%* 5 (50556~50560)° 1
10111)
mHE (G T RSB 800 80 10.0 5 (50651~50655)" 7%
(Bl #& TSR GT) 800 80 100 ©°(10402, 10403, o ohene soeg0) R

10407, 10409
10411)°

KHREEICIL, fhoORE L FEED FIETHED L 25 LT-.
a: ERBEO OB 21 HOKEIZEKESWT, FHEOEREOFHMEICHTET S L 512, &F/E
MWD SPLF OB L7z, 7272 L, REH OREEITEE ) O RV .

b : FEACECEE
393 &5

BEHEBLIOBRERE T A AR—FITLE Y o TFBIRTF 4 AR—F T LU % Hu

e SeAIEIE
B 5-I
511 ]

[EIEi =R 21 i

THRAEICERICR ARG L.

D1 AL, EAES L.
:9:02~11:52
e ACRL 14 HATL D 28 ATH

W 5 ZZECHT 14 H 3 Z O RASL £ CTOLRMIM, S HICARMAL

BUIAEIRIAR S L OV e 4 B (WHE 0 H200% 0 A & L TER)

F COHAM

P77 A MEEIZOWTIL 28 AT

D BGRERE T £ 14 1
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G R

SR15146

D AR OB kR, #5-BICR BITWHEIE B OREICE SV TE
L7-.

T b5k, GRS, BGREEs XU G I @& EEEH ¢

RERIET A RTA4 CHEILL GRE LT-.

3.10 BlZE, MIER L UMAHEHA
WHBAH 2% 51 B (Day1), #4528 HO¥ H%[E1E 1 H (Recovery Day 1) L& L,
HEEWE X OV T 54 FEEOFIR B T 5 28 HOXH (Day29) BXOEIE 14 HOZEA
(Recovery Day 15) & L7=. EilkBREEOMEIYIT, QRS H Z4E4R 0 B, o0& T HZME 0

HEHELE.
3.10.1 iE#E 5= M
3.10.1.1 —fixkemls

Bil% =

I B H L EPLEIRE ET

BEEE BRI B BETR L ONR S4 0 1 B 2 [, (AR IR AT &
OO 1 A 2 [\, FHfBIEFRTHIC 1 EggE L.

Bk B2 DB OAESE, SEL, ITTEEICOVW TR L. BREXARBDLN
DA, £ OIERZ D ONTIER OFHE L ORI W CRisk L7z,
FEC L7z B398 AR IR SR L7z

3.10.1.2 FHAM7iRREBILE

B3k ==

7 440 C REBMAETI R DN G- 7, 14, 21K V28 H
FRBEEOMEIZ OV TIE, ERUICMA T#H 535 B L 1U42 H
EIEHAR X, EHE 7 B8 KT 14 H

BE L LD UOEDTEAaT Y MR NTAa T L LB E%
ek L7,

BEHBBIOEDFIE

[1] A2 E55, WPURCIRER, ¥R s, FRTTE) (Rl - helnl), R
178 (AWR) 27— VAol LT,

[21 MY HHLE S, Bdhvg s, Ml S8, 0k, FE,
IR-IRERIS K OSKERR D SMBL, MEFLAS, WRIR, Wi, €O
HEEIZOWNT, F—UNHH0 HRHCBIZE L.

[38] A7, EBEERME, BRESHIEI 6 D O, RERATE) (AR -
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3.10.1.3 FERERAT
il

5

BLE 1 WESTE

SR15146

. ED), PECIREE (BFER - PE3E), WEATE (FO<A0 K US
D), REATE (BT ESY  BEREF), LBEECONT, AT
74—/ FRTRIE L.

D BREOES 21 B OEREOFEHMEISELIT D X 5 123k L O AR
5Bk LT T4 MEE (EHER TR O b ONT 5B
DOMED 538 B OB OB NAIZE P L 7= 58 5 6.
ERBEEOBER X OV T 7 4 MEOMEIE, 85 48 (&5 27 H) I2E
M L7z, 5 4 EOREORE, mMHER CHEOIRT) B X UMD 5%
EE RS L i L CHERENR D N0, [ 2 8 (F
8 H) ITbimaz Il 7.

FRABREEOMEIIHE 4 BICFM L7,

CHONLOEDAAT ) T EREEHWT A a7 b LB R D

D UMTHERERS 1 &5 e A Rl L.

BIREH B X OZEOHIE

3.10.1.4 {KEHIE
il
HE A

HET5 1k

[1] BB 2R EEB L - AS ETU T 28R L.
BRI, ARTERE, BEERI, RERI, EA AR, %
HH I ] SR

[2] #87) : CPU =2 (T A a—x V=7V v ZHEREH) 2 M
THIEB L OB RIC W THE 3EEIE L, 19 BTtk L.

[3] BXEH = : BREHERMELE (A—— Ay 7 2ABIY
CompAct, =ETHEMALEAS4E) 2T, ERticgl & ki, 104
[HIfRC 1 REERIE L7z,

el

CHEB LY T T A MEEOMEE, &5 1, 4, 7, 14, 21BX 28 HOD

Beha0, FE L, 7HBLO14 B NSHIB A

FREBEE oML, 851, 4, 7, 14 BOELF, R0, 7, 148X
20 H oL, HWEO0BLV 4 BOKGHIRSNTHHES O
FIRR A, 772U, otRIRIEGNEATYR 26 A GRIRA) 12, ASECHARIAS 2
BRIZE > 2B OV TIE, #8521 BICHRAE L.
FETHNTDONTIE, FETHARFOREZ TR L.

R LILRAE (GX-2000, Rtk —=— 7o K« FA) 2T
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(ENEERL DI

3.10.1.5 fEEH &M
il
HIE A

HIETT %

3.10.1.6 JRFHE
%%

5
PRIR 51k

SR15146

HIE L=,

U ToORICIVEH L.

<R XOYT 7 A SO

FH- I

{REFNE (9)= %528 HIFE (9)— &5 1 HIFE (g)
Eifi-E IR

{REFENE (g) = M1 14 AIRE (g)— =18 1 BIRE (g)
<EFABRAE OtfE>

SERRRT G-I

(REBEINE (9)=%45 14 A{RE (9)— &5 1 HIKE (g)
SEREAM

REHINE (g)=1F4= 20 A{AHE (g)— 4= 0 HIKHE (g)
Wi I

REMEINE (9)=MHE 4 HIKE (9)—"iHE 0 HIKE (g)

2
CMEREE AR OIS LONEHIRR B A2BRE, (RERE LR U BICHEHE L

7.

DA EMERFF (GX-2000, BRAZfE =— - T2 R 7 A) ZHNT

HE L.

Fh 1 HEITEE L BICEY &2 MER T —PmICREEL, £ 0%
XIE BICFR A S L OVMREE R A2 IE L7z, 72721, BBl oRIE X
FREHEO KL LTz, EREBREEOHEIZ OV T, 4R 20 BB L OWE
4 RITFREE D7, Wk 0 BB K OWHE 0 AITASEE B o0 & L7z
Wiz TRiz kv, EEHE (girat/day) Z5HH L7z,

FREEE (g/rat) - FEEHE (g/rat)
Wi B o Bk (day)

AT (g/rat/day) =

S HEITHERERR A & R — DK RES FllZHOWT, HETYT T4 NEEOEIE &

TR

G 48 (5 22~23 BH) BLOEITE 2 (5145 8~9 H).
CHEHRETTT v MM —Y (KN-646, B-174, H HRERT) %
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SR15146

WTTERIR L, &5 EZ B 3R OEIR T~ [91%, £/ 21 K
W OZIRT0], [11]% FEii L7z, [ONLEIZ W TiE, 1500 AR5y T
543 DAY BER I 24T - 72 BRI L 72 RIS A IR TR B E L 7.

MEHEB B L OWMAE Tk

[1] pH AREBRE
[2] M (Protein) BRI IE
[3] B (Glucose) AREBRE
[4] /7 b 4K (Ketone body) FBRHRE
[5] vu ey /—4 2 (Urobilinogen) B AR A
[6] v J )L e L (Bilirubin) AREBRARIE
[7] WSS (Occeult blood) SR ERALE
(8] 78 (Color) HIIRE 22
[©] JRYEHE (Urinary sediments ) Sternheimer %4 %
[10]  JR& (Urine Volume) N EE
[11]  HE (Specific gravity) JRPTEHE

[1]~[7] AT ARART A4 VT A, V=R ANVRATT « BAT 7 ) AT 4 7 AR &4
[9] WHM%EE BH-2, BH2-MDO, # U L /82T A1
[11] REEEESF= U 20-S, BRAStET 4 =2

3.10.1.7 Mig==HkR

Bl D BRES B (TRRBREE ORI RE R A IS W =B LS s & B 5 0D
FIEIZ @K LTz, ERBREEOME IR REmR A & R —Fl, 7 71 M
(ESE=X ()]

iS3s DR [FERBREEOERS KO T T MEEOME (BG4 T RETI R 5

3528 Ao A, ERBRBEOMIIMES B, V7 714 MEOKE
BLOME (FEH& 7RG 1X0E1E 14 HOFA] ICBm L.

R 715 CHGNINE DO—BEOMAE T (16 ~22 Bff]) TT7 v b &2 b/ E X —
AT N T SRR (EREN) L, MEERENIR L il L7z, M A
D9 H [1]1~[10] IZ2WTIXEDTA 2K (X Y =7 b Il BZE8M 4,
TVERAS ) TRBL L2k 1 mL 2 vy, [11], [12] (220
TIE3.8% 7 =) b U U AT L7-Mk#) 2 mL % 3500 [m]dis/
57 C 10 syfdiE Doy BE L CE O mEE v, S oz &
O RR AR THBEIE Lo, 2010 B mERSE A S Sz, A
MERBRERAEAII/ER L 220 o 7z

MAEH B L OWE G
[1] RinE%k (RBC) BRSPS
[2] ~~ k27U M (HCT) BRI HE
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(3]
[4]
[5]
(6]
[7]
8]
(9]
[10]

[11]

[12] JEMEAEERSY b o R T 2 F W] (APTT)

~NEZmEURE (HGB)
PEARMERSFE (MCV)
SEEIRIMER~TE 7 2 B & (MCH)
SEEIRILER~TE 7 1 B R (MCHC)
/L (Platelet)

HE R M EREL (Reticulocyte)

H 1 Ek% (WBC)

[ 1fL BR 3 i (Differential count of WBC)
1 4FHER (Neutrophil, 10%/uL)

2 [fWEER (Eosinophil, 10°/uL)

3 JFHEALER (Basophil, 107/uL)

4 HER (Monocyte, 10°/uL)

5 U %k (Lymphocyte, 10%/pL)
7 kv e R (PT)

SR15146

SLS~E /bt ik
RBC, HCTfE X v &
RBC, HGBfE L v H i
HCT, HGBfE X v HH
ARG H s
7a—H%A FA MY —k
Zu—H%A FA MY —Jk
Z7u—H%A FA MY —ik

bR TTAF 0k

T TV URE

[1]~ [10] B EhfERATEEE XT-2000 iV, A A v 7 A&t
[11], [12] 4B hiin ke G E 25 E CA-620, + A A v 7 ARtk

3.10.1.8 M bR

Bi%k
5

A7 ik

MR & 6 — OS5 RE 5 #
s BRI B L7
AN DR T (16 ~22 ) TF v h&Xr hLE X

—/F b U T ARREE (EREN) L, BEESRENIRE 0 i L7z, A
Ho 56 [1], [6] (22oWTHIME 1 mL &7z ~XY o F U oA
(~%U > R U 7 AFENIAY], 1000 HAZ/mL, =4 U A 77—~k
Hath) K9 20 HAL THLERS%, 3500 [mHi5/53 T 10 43 F O 3E L5y B T15%
S Z VTR L7z, o TE B2 OW TIEOBERI A 0 s8R
(B X7 V=2 A, RWFasbENSth) I a2 L, 3500 [Bl#5/5y
T10 Syl om Ly CHR O mEEZAVCTRE Lz, £, mig
DO—HB % PRI IC B 5 R LE > (TSH, T3B XU T4) HIE
AELTHRY e Lol o —7 4 RITK 150 pL 37257 7E L T
FEPRTE (-80°C F27E) L7=. LU, JWEREICE WV C P ERE—HR
JRR~DRBENGTRD Lo T2 8, JEIXERE T, EAILFEE
L7c. Bk T oMl JOIEE, —20°C AR CHRERAFEL, &)
BRi& T H E CITHEE L.

BAHEE B X OAESIE

[1]
(2]

AST
ALT

JSCC £
JSCC £
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SR15146

B 7AW VERT77H—F (ALP) JSCC ik
[4] ~-GTP L-y-Z V& I N-3-HIVARFv-4-= a7 =1 FIEY
5
[51 Z/=—=2 (Glucose) A~ F o —Bik
[6] # =L A7 1—/L (T-Cho) MR 5
[71 ~UZVUEY R (TG) WellE 7V & 1 — L Sk
[8] #®reviry (T-Bil) R
[O] #ARVFEE (TBA) Ry A 7 U7k
[10] JRFEZEF (UN) 7 L7 —¥-LED {&
[11] 27 v 7F=> (Crea) [EE=0R
[12] F HVU DA (Na) A F BIEM (ISE) &
[13] # VU DA (K) A A RINEM (ISE) 15
[14] 7 v— (Cl) A A RINEM (ISE) 15
[15] #HA (Ca) OCPC ik
[16] fEREY > (IP) Fiske-Subba Row 7
[17] #EHA (TP) vr Ly ME
[18] A/G tt (A/G ratio) EHDE LR
[19] 77 2> (Albumin) WER & EESE XD HH
[20] # {4y (Protein fraction) ru—AT7 T — MMEBERKEE
1 772> (Albumin, %)
2 a-Z7u7Vvy (al-G %)
3 /7Yy (a2-G %)
4 B-7u7 V) (B-G %)
5 y-7ua7 VU (y-G %)
[1] ~ [17] BEHTEEE 7080 %, MRSt YNA T 7 /o —X
[18] ~ [20] H EhEAUIKENEEE AES320, — A4V /8 ARk &4E

3.10.1.9 JRFLRAT
3.10.1.9.1 #k

Bil%x
3]

AT ik

]l

FRBRIEOHERL L OV T T A FEOME (B 58 THRFRIRE]) 1385 28
AoER, FRBEOMEIT %S B (WHE 4 AOREA), ¥ 774
FEDORER L OWE (RHER TR A) 13E1E 14 A OFHICHIR L.

722U, SMERAERITAENR 26 HIZ, WE 3 HICHB RS ETHET L
TeBlX o ih% 5 BIZ S M L7z, SECTHITT AR I LTz,

RN EEBIERL, XU ML EX =L N T ADEENT G

JBRER T C, LR A S 4512 DV IR BIR & 0 #Riit%, Aufic

K VR I, 2HOE - Mz WIRICBIZEZ L. 72, LIF
DOE « Rk A 10% TR E R L~ ) VIRICEE - IRELTE. BB,
BERB L ON—F—RIZT Yy FY R CHEE - RfFEL, BRB IO
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SR15146

o ERILT 7 R CEE, 710%=% /) —/VIZRTFE LT, B2 T
XE TR Z FEARIRIEETE L. EHEOHDLEEICONTIE, Af L
HEE - PRI LT, BRI CIL, IR L OE RS A S %
7z.

PEJER B O Hle R c T T A MEEOHEDFE T % B < AHN DV THIRR B OFIRATC B
ZERILL, FLVPY@E AN LT, e BREE T CTEIEE LTI B
EHER LT, 207 — X 38T EEE 72 IR BRSO 4 B &
L.

DB (R, /NI ds K OVINAR), e, TR, BolR, FURAR, RMAE,
RIS, Mg, (ObE, faE, H, I, BN, SN, 8RN, 250,
B (A = AMREETe), BN, WM, BN, K&, B, B BERE,
REEL, REEL LMK, AUSZIR, KE5%E (BEEMRET), I, F5 (AHBX
O, I, IRERIB LON—Z—lR, FW (M2, HIEE), KR
B (BHE G, £), BEBEY %8, THY o8, EER (R
i, A) BILOALERFE.

2
iy
Fi)
x

3.10.1.9.2 3B EHEHIE

B DIEPFET ] & bR < 2

15311 ;R

E 51k s B EMRFE (GR-200, &zt =— - T K- F4) T,
UTomE0ERZRLZIE L. 2B, EADH DB TAELAGE TH
E LT

wE - HARA D, DL PR, DR, REER, RFERLAK, K3 (BEERE L) ; B (g)

TR, HUARER (BRE/IMRETe), Mg, MR, B, siaifR, IR,
T'5 ; LLE (mg)

FExf B O R e LR B ICHNE LR ES S EE AR L.
Mot B & (g 7215 mg)
FAXFEE & (9/100 g & 7= 1% mg/100 g) = x 100

HimAKE ()
3.10.1.9.3 JERAHAR AR A
Bil% D ERBEEOMERER L O T T A N EEOME (B 55 T RERRBY) 1, F
R [ - B 17 L7256 IR L OVE A BREO 225 - ffkic >\ T
EARERMEZ L, 2FIlC W TER L. 72, FETHIZOVTH
B LT BRRORSE, SHEROMETHIC, MTBIRICERYE
BHORBELE 2 bNAZEDBD b7, FREREE O H EfE
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B RO ERE, [EHER T REHIREIZ O THERED 46 K UM B ik
O3 BEAL e 7 i A & S0 L 7z
T EOWIRES DT T EEBEE L, S~ bRV Vs oAU Y AR A (R
LCHimr L7z,
3.10.2 AEGEFE
3.10.2.1 MHJE ik

Bk : R O D 2

iR : B G-BRAA H 0> B AR RLST E T

Jiik DX LYYE T KD BRI AR A ERL L, OGP BAREE T R JE BB
R LT,

HIE PRI O B (FEERT, RIS, RERHB I OREHL) % 4

H722H 6 HORIFRE TRV IET b OAIER & Lz,
BH 1A OEE 14 HETO 14 AIZOWCHRIEHIRINE, J15 R
B L OEE M R ot a B L.
3.10.2.2 /EHEREM AT
Bil% : ERRBREE O MERED 221
REH - 71k DB 14 A 2 QEBHLE B, REBHAA A OB A A 4K L B &L, AHECHH
HHOAY DG, [RIRBREENOMERE 1 5t 2 ZRA MR SN D £ T 14
HREZ[RE & L CEfelRE S8 7.
RO R LR BOBME S RKENFE—O&WE —xt & Liz.
BN OMERITIE N E T EICH T Lz, &2 W IFHER A A T AR OR 1
MERBIZ R VHEE LT, WTN2RRBOONTAZER0 A & Lz, [F
JEBAEAD B AR £ TOFTE Bz kL.
WA O HEICRRREH T L.

AR RN ST BV
X3 (Copulation index, %) = %100
A fE Eh 45K
= GHE IR OMERR & i O A ks X ONHIRRFIC FENOERIEDO A I LY

T 7=. No. 50160 35 & U No. 50456 (22 Clix, FIRIFIC =D
BHHIR DR SN2 o T T2 O AREE L HIlr L=,

KA ORFICZREZHE L.

B B

ZhE3# (Fertility index, %) = —— %100
AR AL BN L
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3.10.2.3 4yifhds X ONE B R ReE 2

Bi% 2 AZJRFENT L T2 M D 22
SriRBl R D AZRDIHERS S T MEEh T B AR i S E T
SriRIE & AR 21 H7n6 25 HET, wHAZR< &6 31 (9: 00,
13: 00 BB L TN17 : 00) HzL L 7-.
GIIRAE T DHERE 29 : 00 ([CREM IR Z O PICED TEO FICTRAIAA TN D D038
RINTHRITOHEETEL, ZOHEZWEOH (E#%0H) & L.
1VCLL EOAELFIR A HFE Lo b D& IER HE L L.
WA DRI HER A R LTz,
HIFESR (Gestation index, %) = AP x100
LaR/IN i
TR R D B H IR0 B OME 0 HE COMMO B HAF LT
HRBOH : HIRRIRE IS A HE D= N O AE RIE 3 K OWP R OIEIR S AR 2 3 L 7.
KNS IEFICERBLLEZH I L.
FHEE (Implantation index, %) = e x100
LN
HE R OB

EBOHDOTRTOHERICOWTERLZ R L, HREBELT.

JEARIC AR LR B L 25 L, TN b OARFH 2 HEREE L

7. WAL O EFICHARE LOAFER oA R RHBRA2EH L
7=,

At 0 HOEFR
AR (Birth index, %) =
HHIRE
SRS B R (%) = (bR E R 1 HEAREL) X100

%
NRBEE W 2RO OBE = SFREH
HPEROMELORH AR 0B LT

x100

RarrolE%k | HEEMEL
4 Il % 0 B & O M2 LT & AR E OO K S T
HEL. ECRAZEORWVER 0 HOAEMFRZ R E L CTREmICU

TEREH L.
ALK
1% 0 BOEFIROME (Sex ratio, %) = x100
HEAE T RS+ A7 R 2%
HE 4 HORMBERORL « Ik bEFEICHET L.
WE 4 HIZAELR A2 ROl
IHHE 2 (Nursing index, %) = x100

AU PE R
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3.10.2.4 HAEIR O —feikresisR

%k : 22

B :1[E,H

LAl AEBOBMNLAEKLH EIRB) $TELE
Bl 1k A E IR CORR, —BeREEBIR L.

FET 33 2 ONE 22 B8 31 138 LA S0 M H# L, Whole body %
10% AR E R L~ U R CHEE - ERTE LT,
FERAGRORY A% ARBIN4 AOHERAGREZRAOEBICEE L.
%0 HOEEFERK
1% 0 A OA(FEE (Viability index, %) = x100
HIpE 2K
%A HOEEFERK

A% 4 B OATFHE (Viability index, %) = x100
A% 0 HOALF RS

3.10.2.5 HrAER ORERNE
i - 185 4 CAEFRAEFNCONWT, % 0BIO4 RICERK LT,
HE F 1% B EILRFF (GX-2000, XS tbo— 7 R 75 A) #HNT
EABNZHIE L, 019 % CiidklL 7.
MERERR IS S 7= 0 DR TE A KD 7=
3.10.2.6 H AN DOFIR

IRFH - 55 DA% A BICRBNCOVWTER L. 2721, £% 0 BICRE AT
L7clEiE, 2O BICERIESETHR L.

W7k AR (ABERNZETY) 2B L, XU oL E X =) R U AR
T (FEWEN) (L0 LR S, 25 OE - Hk A2 IR # £
L7z,

3.11 #EFHERYTTIE

AU a—H AT A (MITOX) %W T L7z,

FRBREEICR T 51E ) (EIOWY), BREEE, (KE, KERENE, B, KE LK
R, MR, 2FE Offxh E R3S J O E &, BIEMRRE, BEEK, KR
PR JOE R, HEERE, HERFOAF RS LU E IR, HAR, MRS LU
HFRFE R HBIROBFRIZ DWW THEEY B LORERALZ FH L, Bartlett ORUEEZTTVY,
FWIE A BT LTz, FH (p=0.05) D&% E 1L —ohL BB HTE THIT L, %50
(p<0.05) D& 1E Kruskal-Wallis O E 5 TREAT L 7. —nBED T ORGSR, AEZEN I
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SALT-8EE (p<0.1) 1% Dunnett Dk i 1 % FV N Txt HBRE & o i 217 - 7= Kruskal-Wallis 10
AT DFE R, AEZENELNIZEE (p<0.1) 1E Steel DR E % VG IREE L DB A2 1T - 7.
B, MR, BFRRRLCICAER 0 BB X4 B OAGFRIDBHEHRIT S 27 4 (=
Wy 2T 2R EH) BLOSAS 2T A% W T Lt & RO KE % i L7z,

FRBREEC T DR AR ABBLEE, WIS KT 2 EEB AU, TR & A B < SRR A O R
DU, Kruskal-Wallis DFEE THMT L, AEZENA LT %HE (p<0.1) 1% Steel DEEZ
AT L O 21T 72,

PEEMI O B ORBIR, R, ZhE, HER, 4% 0 A OAFROM IS KOS ERET
R & HE I OBEE 72 & NS B 2T I OV T, Fisher O IEfEMERIREE & V-,
7B, WERIIHE SAS VAT L& HAWT Rt & REROKRE & Fhi L 7-.

Y7 T4 NEECREIT A8 3 BlIOFY), ARED R, KE, KEMNE, B, RE,
MARFHIRE, M FIIRE, E O EERS XU EEOBEICOWT, SR L
OEERAZ RN L, FREICE DESBOMNT 21T 572, F4# (p=0.05) OHE 13 Student
Dt ME, NS (p<0.05) DA T Welch ORE Z W T IREE & D il 21T - 7.

Y7 T4 MR DR R IEBLEE, MR T 2 R EB AR, JREZ R IRIRE DAL
FEIZDWT, Wilcoxon ONEALFIARE 2 W T IREE & O 21T - 72

RUEDHERR ST MEBN IOV I, IR ORE, REBNER X OEHE, SEER
725 R B AR E DT — X B MHREN ORI L. £, ABfKEED ) X1ro
KIFNEE DT OHE 3 BICHE RN TEE L-MBIMIc >\, WE 4 HORE, (KAH
HINES L OB R D ICHRBE EEOT — ¥ ZMEHREN LRSI Lz, SBE e T L
EICOWTIL, HREMSEEORE OT — & ZHetRE D SRS LTz,

7235, 800 mg/kg BE T 0 FICHEG@BALTHE LB O T —Z 2o\ TiE, HG il
ATHICHAE LT EHEE SN DAY, 9: 00 DIk THRE (HE 0 H) ORIERFICE OIRAEIC H
WA LN o772, WE 0 HORBE)OKREL KO AEROT — & 2 HEHREICE DT,

SHIRIE & D HRREIC OV TIE, 5% ARmEAE L L.

312 2 Ea—& AT AOF|A
PLFIRT 7 —# ORI MITOX 2 L7z,
FrTA T4 s BLEM O —fRREE, FEMZORIBEIZE, BEREM A (R - 2 KR
EENRG, #87), (RE, B R, MRFHIRE (PT, APTT 25<),
MR LA, #E EE, WEERTOmRE, FrAERofRE
FTIA T =5 R (B REBIR), JRBRE, MRFHRAE (PT, APTT), MAE
WA, AFHREMIE, AAER, AEFREL, BT, BB ORI,
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BrAERO—BRRE, AR T LU
arvta—F7na ha—nz —ZWEDOEH, ARELZRELL. B, HEmo—
%%%K%mf,~%®®%Kowfﬁﬁ7?4y?—&kbt(6%%)

4 Yk
4.1 PR G-
4.1.1 —iIREE

— IR BE D Rk A A Table 1-1 ~ 1-8, Appendix 1-1 ~ 1-32 {27779

[4¢-5- 1]

(1) HE : FBRRE

X2 BV TNORBREEOBIMIC b BE ITRO bR o7,

(2) M . FERBREE

KTHREE, 50 35 KUY 200 mg/kg B ClE, WM ORBREEOEMICH REITRO Do 7z,
800 mg/kg HETIX, MWHHE 0 H DA iE#& T2 1 5] (No. 50458) (ZFFWL RN FEEL L, Z D
BRNZFET L. 72k, HERTMAN SN TEBY EF Tho72n, BEWNIEC LI-72D%
D HIZERI S CTHIR L.

() M : V7 T A MEE FERRLEE)

*HHRRED B IZ R ITRD By 72, 800 mglkg BETIE, #5 1~3 A O LHEENS
EAHDEHATN 2 HIB L OARKEBOK T2 LFICBZ S, Wb B5%K 1 R CRIE
L. F£7o, #5 2~5 0 ORI EJEFR £ 721300 RE D JE ARG YA 1 E721% 2 fllciig s
Mz, #4521 BIC bANRE O EPHE RGN LICBE SNz, 612, %5 3 Ho®EH]
(2 1] (No.50660) 233ET L TWAHDONFEE I NIz, ZORFITIE, &5 1BEIV2 BIZEFIX
RO LN T,

[I=148 491 ]

(1) #7714 MEE

SRR OV 800 mg/kg HEDENMICIZ R FILRO bR o Tz,

(2) M. V7 7 A MEE FERRELEE)

*THEHE S 220N 800 mo/kg HED BNV ITEF LR O b o Tz,

4.1.2 FEAM 72 IR BB 2R
SRR 7o R BB B O i & Table 2-1 ~ 4-5, Appendix 2-1 ~ 4-66 [Z/RT.
[#¢-5-H1]
(1) #E FRkBREE
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WO B b BRI E & G50 & M IRBEORICH B R 2T bk hr o Tz,

(2) Hff : FBRAE

57 HOMA T, 50 mg/kg #EOPERBIZNCAH B 72 B8O b7z hy, HEIRAEN A
NN Z Enn, BIENRENEBZ L. TOMITIE, WTHOHEBICSH R E & 55
EXHRBEDORICA B R ZITRO Lo Tz,

() M : V7 T A MEE FERRLEE)

800 mg/kg #E TlE, WD BT HRHHE L il L THERZTR D bivkenro 7.
[I=176 441 1]

(1) #7714 MEE

800 mg/kg #E TlE, WTFHNDIHBITHRHHE L ik L THERZTR O bivkenro 7.

() W - Y71 NEE (GERELEE)

800 mg/kg HETIE, WTHNOIHEIC S RHRRE L iR L THERZITR O bileno 7.

4.1.3 HREMA

FIENZ 6t 3 2 S i Bl S O A % Table 5-1 ~ 5-5, Appendix 5-1 ~ 5-14, & /1D ki % Table
6-1~6-5, Appendix 6-1 ~6-14, HIEEB)EOMAKE%L Table 7-1 ~ 7-5, Appendix 7-1 ~ 7-14 (TR
7.

[# 5 4 1]

(1) - ERRBREE

50 5 L O 200 mg/kg #E T, W OHEBIZ XA L Tl L CTHEREITFR D bR o
7-. 800 mg/kg #ETIE, \EIREIZIBWT, BIITERMEME R, ZERICAREREE RO 6.
ZOMOIEHIZIIRREE L IR L CTHEREZTRO bR o7z,

(2 M. V77 A MEE FERRELEE)
SWmMQﬁTﬁ,E%ﬁ@%@%ﬁﬁ%wf,m~%“,%~m“,m~%%ﬁ =4S
EEARBD B, 0~60 0DOEEbABEREME TH o7z, L OMOIEE (TITRIRREE L ik LT
BERETRD N2 Tz,

[[E145 2 ]

(1) K774 MR

800 mg/kg FETIX, WTNOIHEBIZ XA & i L CTHERZEITFRO bhvino 7.

(2 M. 77 A MEE FERRELEE)

800 mg/kg # TlE, RO TN IR & i U CHEREENE O bivzny, &5
TRIZIFREO GNRNELTH Y, R ERG LEELR2WEEZ b, ZOMOEAEIC
X HEEE & IR L CHEREZITFR O b ho 7.
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(1) i - ERBREE
WP OIE B S HBRWE& GHE & REEOMICA B R ZITRO b - 7z,

414 K&

{RE D R%AE % Figure 1-1 ~ 1-3, Table 8-1 ~ 8-7, Appendix 8-1 ~ 8-22 |Z/~7.
[4¢-5- 41

(1) HE . FEREREE

WO ERIZIBWT S, (KEI X ORERIN RIS IREE L el U CHE R 21T
o7z,

(2) M . FAERAE

WTFNOEERIZIBWN TS, IRETS X O ER IR A & i U CHE 21X
o7z,

() M : V7 T A MHE FERRLEE)

800 mg/kg #ETIE, 5 4 H OREITKIRAE & Lk L THEZRIKED TR H LT,
WX, ARARETRD O oT2.

[IF148 44 ]

Q) B VT T A MEE

800 mg/kg #FTIE, MEICKIIEE L L THERETRD bRtz —77,

BIITAELSENBO NN, BREEZKIELEZEICEIREIEEZ ORI
(2) Mt : 7 71 ME GEAHLHE)

SR15146

utu&)%n

utu&)%n

DD

(REHN

800 mg/kg H¥ T3, IS J OMARE N E (S BRE & fi L TR B 2RI b rino T,

415 EEE

AT RO kAE % Figure 2-1 ~ 2-3, Table 9-1 ~9-7, Appendix 9-1 ~ 9-22 (Z/”7.

[ 5-11 ]

(1) Mt - FRBREE

WTNOEERICEB O T HREE L i L THERRZITRO bk ho Tz

(2) M - FRBRAE

WTNOEERIZEB W T H R REE L i L THRARZITRO b ho T,

() M : T T A M FEAEHEE)

800 mg/kg BETIE, 5 4B L7 HOBEIRIZ, SFIRRE L Ll L CTHERHAIIL
W72 o 7208, IREME A F8 O H 7.

WCHERZET
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(=175 391 ]

1) B YT T4 MEE

800 mg/kg FETIE, RFHRRE L Hl L THERZEITRD Loz
(2 M. V7 7 A MEE FERRLEE)

800 mg/kg AETlE, *FHEREL Ll L CHERZIIRD b7z,

4.1.6 R
PR D RlAE % Table 10-1 ~ 10-22, Appendix 10-1 ~ 10-40 (2737
[# 5 4 3]
(1) HE : FRBREE
W OE B b BB R GRE & RO BICA B 22D b gno .
() W - Y71 NEE (GERBLEE)
WO BT 800 mg/kg B & PO MICA R R ZITH O bl o7z,
[[=145 2 1]
Q) #7774 MR
800 mg/kg #ETlE, WINOIHEBIZHRRRE L ik L CTHEREITR D Lo Tz,
(2 M. V77 A MEE FERRLEE)
800 mg/kg #ETIE, W OEHEIZ b IRE L ik L THERZITRD biieh ol

4.1.7 MRFHIRRAE

MR F IR O ifE % Table 11-1 ~ 11-5, Appendix 11-1 ~ 11-14 (27”7,

[4 5 IR e T 1]

(1) HE - FBREE

50 mg/kg BETIL, PT ISR &t L CHEZR&EDFE O iz, 200 mg/kg #ETlE, ~F
7n B URE (HGB) B L UAPTT ICHEREENFEO bivle., Zi b O E X 800 mg/kg A
TIHAERETRO N -T2 LD, BRI EE X Bz, 800 mg/kg B Tl
/MR A B 72 @ ER RO bz,

(2) #fe : F-aBRAE

50 mg/kg #E T, MRMEREICA R REMENFED DIIZA, HEEFERZ LN &
5, BRNLENEEZ Bz, 200 35 L0800 mg/kg FETIE, WO B I & RHHREE & b
L CHBERZTRD gz

() Wt : 7 T4 M (FEBLEE)

800 mg/kg £ Tix, FHIRMER~E 7 1 B JRE (MCHC) 38 L UNPT I fEE S it L CF
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BB TR Dz,
(=17 R T ]
() #7774 MR
800 mg/kg HETIE, W OMAEE FIZ & 5B & i L THERZITRED Lo 7z,
@ W Y754 NEBE (FEAELE)
800 mg/kg FETIE, W OMAEE BIZ &5 MEE & i L THERZITRED bk o Tz,

4.1.8 IMiEAbL 7RI

MR AL SRS O Ak % Table 12-1 ~ 12-7, Appendix 12-1 ~ 12-14 {27777

[ 5- IR T 1]

(1) M - ERRBREE

50 #5 L 08 200 mg/kg BETIE, WA ORATE B (1 b 5T IREE & Hl L CHE 2 2180 bz
Mo, 800 mg/kg BETIE, 7 L7 F = ATKBRBE S Il U CTHERKENR O b,

(2) #ff - FEBREE

200 mg/kg #ETIE, WINOMEEBIC HXHREEL I L CTHRERETRD b ko,
50 35 L 1N 800 mg/kg #E T, MEHE Y AT REE S ik L THERIKENERD bz, Lal,
50 mg/kg BEDZALIZ OV TIE, 200 mg/kg BE TITA E 22T 7202 LD, BRWERS LB
HWORWEEZ X DL,

() M . V7 T A MEE GEAZELEE)

800 mg/kg BETIE, ME VLB U ICKIBEEL il L CHEREENRD bz, oMok
BHB IR L i L CTRERZEITRD b o Tz,

[[E1 76 440 & 1 1]

(1) #7714 MR

800 mg/kg H£ TlE, WTFNOREI BIZ &3 & g L THRERZITFHO b v o T,
(2) M. V7 T A MEE GEAZECHE)

800 mg/kg #ETIE, WM OMAEE HIZ & xHREEL i L CHERETRD b RnoT.

4.1.9 JEik
4.1.9.1 ik
HIHRPT 7% Table 13-1 ~ 13-8, Appendix 13-1 ~ 13-15 (27~
[ 5- B T IR
(1) e BT
KPREHE, 50 35 KUY 200 mg/kg #ETid, EEFTRITERD biviedr-7-. 800 mg/kg #ETIX, H
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FERBOIEN 3BT, KR EEREMICEAGEN LR LT,

(2) M : FERAE

XPREFE, 50 36 KUY 200 mg/kg HETId, REFTRITEER D bivieir-7-. 800 mg/kg FETIE, H
BER % D NEIE D 5311 D 6 filds L OO 1 FNZERD BTz,

800 mg/kg AECHHE 0 HIZAELE L7z LT, BHEFNEOIEENRD Hivi.

() M : V7 T A MHE FERRLEE)

KRR CIE, HEEPTRITEED bivle - 7=, 800 mglkg #EClE, HIREMZEOIEED 2 FiIZF
DO, BB 3 RICHLE L LAITIE, HEPIERIEIR (b ds J OUR RIS B iR (B
B snhT-.

[[E1 76 4 T4 T ]

(1) #7714 MEE

SERRRESRS 20O 800 mo/kg A & HICEEAT IR Sz o

(2) M. V7 7 A MEE FERRLEE)

*FREHESS LUV 800 mo/kg B & HICEE T AITR O Hivie o 7.

4192 wEEHE

B mEm O GE % Table 14-1 ~ 14-7, Appendix 14-1 ~ 14-20 |2/~

[ 5 IR T 1]

(1) - ERRBREE

BIELIZWTHOREEREICSH, HRWE R G & HREEORMICA B2 2TR O o
7-.

(2) Hff - FABREE

200 mg/kg B CHIIR DA R E &G E /R BEATRD L7273, 800 mg/kg & TH B 72 b3
LNRNWZ LD, HBRWERGICEE L R2WELE B DI, TOMOIEEREITIL, #
BRI P 5RE & HBRE O ICAH B R EITRD b Rno 7.

() Wt : 7 T4 M (FEBLEE)

800 mg/kg B CIE, AMOHaxH BRI KIRREE & i L CHERBMESRD bz, Lo,
MEECIIAEREZTIRO NPT Z &G, BRNRELEZEZ DN,

[1E145 B 4 T 1R ]

1) HE YT T4 NEE

800 mg/kg FETIE, MELIZWTNOSREERICYH, MHEEL K L THEREZTRD LN
ol

(2) W : 7 7 A MHEE (GEZCELHE)
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800 mg/kg HETIE, WEL7ZWTNOSREERICYH, MBI L THEREITRD LN
o i-.

4.1.9.3 JRESHAR RO A

R PEALAR # A0 FT [ % Table 15-1 ~ 15-26, Appendix 15-1 ~ 15-28 {27777

[45¢ 5- I T Ir]

(1) HE o FBREE

50 £ L 18200 mg/kg BETl, BE RO LTz,

800 mg/kg HETix, BESR ORI LB () 75 6 FlICiRo b, £ OFAHEIL
ﬂ%ﬁkm@t1ﬁ%@%%¢%ot.%@@K,%K%@Wv&m77~9%%(%wx
TAEMR L FR SR MR IR A A0 (BRAR), PRI /NP 2R (BRA), (OB R Rt u%ﬁ(ﬁﬁ)
WL R DA M (BEAR), RSB LRI A 2EIE (B0), Az RICFEORIE (B1K)
PR SN2, MBEDH D WVIIRBHOERT — % UCBO LRI RTH Y, R
DOHINIA LR EnD, HEBRMER G EEEORWElLEEZ X DL, 7ok, FRRIZ
IR (BIR) DSXHRBED AT L BN D HivT-.

(2) M . FRBREE

50 mg/kg BETIE, EEITFEO bero T,

200 mg/kg BETiE, HICRFIIRO bNRd o7, —JF, BT, R O M L (8
) 2 3FNTFRD HALTZA, xHHEEE & bl U CRAMEICH BERZITRO bR T

800 mg/kg HE Tid, BEES&EO R LB (M) 23 7 BICR8O i, £ OFAEMEL
STHRREC L L CHEBERBINThH 72, 512, HEREoBMAIL (B 283 FlRd b
7o, F7o, BHECIIRME OAFEEMEADS 8 B (B 7 1, B 14) ISR 6, TOFRAE
BEEE VR REE & LUl L CH BRI Ch o 7o RIEEMIZB W T B EERZO R T EEGR IR
(BE55) 36 L OVURMIAE OAFEIENE (BE) R b, oMz, Flgic/NEE L ME bz
fafk (B4%), FURBRICHRMR IR (BR0%), FArEhi CRIRICHS A (B5K) 2B S, &f
WHED 5\ WDITRBE X D RT — 2 NCROONDFTRTH 0, *IEEE & bk U CRAME O
HINIAbNRNWZ L0 s, HBRMERE LHEEDORWELEE 2 bile. 2k, MHCHilki
~rm 7y —VER (B, FRIC/NRZERE (B), FRAICATIERER (B) 236 REEO 2
W21 2T 2 HICERD bz,

800 mg/kg FEDIHE 0 HIZAETE L7z 15l Ci, MilC&UE 3 B OBESE (AR, Ml AKiE (H
), MmAEEPRAKIE (B 3o KO ERIZE (BE) AR O, ZOMIZE RO R
W ERORTER (BE) 23FE80 bl

() Wt : 7 T4 Mt (FEAHBLEE)
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800 mg/kg HETid, BESR ORI LB (M) 755 FlICRBO i, £ OFAMEIL
SRR L i L CHBRMINTh 72, &5, FEMEOBMAL (@) 28361, IREH
TS A T ORRHEL (AR) 23 1 BICERD Haviz. F 7z, Bk CIXIRME O EEMAE A 3 1 (1
2 pl, LG 1, REOIVERE (BE) RN 1EICEO 6Nz, oMz, AT/
PIZERE (B%1%), HORMBRICARZ IR (B0 2B SN0, XHREED 2 VIR B o1 527 —
Z NZROLNHFRTHY, FAEFEOHEMIIA LR Lk, WRYERS LD
RWELEEZ BT, ek, TEEKICEFTEIEEFIHAL (B) 25k BREED 2 1 FIICF
LYY Wil

BeH 3 AL L 1HICHE, BEOUDA (BH), HEPTMEEOBIE (D%, B
(CRUE IR HEAE (L), Mlslc AR O ZiE (IREE), FERMAICATIEZER () HRO b
7-.

[[E176 440 & T 1]

Q) B VT T A M

800 mg/kg FE Tlx, HEFZOR ¥ LEOEIEA (BH) 25 2 flZRO biony, FBAERKEIZ
AERETHONIRINS T

() #f - 7T A NF (#&ﬁaﬁ)

800 mg/kg BETix, HICHRFILRO bR -T2, BIRTIX, JRME DR (B 2
201, RAIE EROBIEE (B 23 161, e (BM) 25 LENCBIR SN, BAEHEICA
BTN T,

4.2 IS A EE

4.2.1 MEE IR
P JE # AL O i % Table 16, Appendix 16-1 ~ 16-8 (27379,
ZZECHT 14 H B OMEEMIBILIC W, MR O R ORBLR, FEHMRE L OFIE R
(ISR L B G & IR O RN B 21T bt hro 7.

4.2.2 EHERERR A
AETHREMAE O ilifE % Table 17-1 38 L OV 17-2, Appendix 17-1 ~ 17-8 (27”7
ZRE, ThER JORRATEBEICIT, R E R G & RO - A B e 21337
nigimnoiz.

4.2.3 43id KON A IR AER 22
O3 X OWE BERAEBLZ2 O [l fE % Table 18-1 ~ 18-3, Appendix 18-1 ~ 18-12 {27777

-37-



SR15146

PERSEIARSR, AAIRER, AR, SR, MR, HEESR, HERE, HEROAFR S
JOBEL AL, PE e HONIHE 4 B OB RIZIE, W OHBRYER 5280 T H AR
BEL LR L CHBERERRD Dotz £, WTNOHEARICHAREEITRD S
o Tz,

800 mg/kg #£D 1 5] (No.50458) THEHE 0 H D43 ifé THIZIE LD bz, WiE I
BILINTRY, SRICIFRF TRV EB 2 bR, ZOBYORFIEMEEFIRE DR LR, &
HfRIZ L D5 L BZ DN OMORENRD L, HRWERE L BRO R WE & L.

7235, 800 mg/kg BED 1 1E (No.50455) D47 — 2 THHE 3 HICHEWMGAEE D 2 XD Kk
NEENREL, EHBROETCRRLNTN, WBRWERS & BRO RN & fk L.

4.2.4 FAERO—BIRIER L OAEAFR

B O — ek igd X OVEAER O RL#E & Table 19 36 X U 20, Appendix 19-1 ~ 19-8 35 1 18 20-1
~20-4 |TRT .

WBRE 3 5T T 5 — R EE D B LIT VTR OF EREICB W T HERD o 7-.

72%3, 800 mg/kg Bt CHREENY 141 (No. 50458) 23 4% 5@ IC L VT 0 HIZSET L7272, W
BIRO—BARIEBICEFIIRO DN oz, AFEHERIZEFIZOBR (%0 ) TS
HTHIR L.

A0 BB X4 AOAGFRITIE, HBRWERGRE L HRBEORICE B2 ZEITFED b
noie.

4.2.5 LR OKE
BrAE W ORE O RS % Figure 3, Table 21, Appendix 21-1 ~ 21-4 |27
A% 0 HIB KN4 H OMREICIE, MERE & bR E I 55 & et ORI A B R 21T 6
nignoic.

4.2.6 HiENOH R
BV OHIR O kAE % Table 22, Appendix 22-1 ~ 22-4 |Z/R7.
% 4 B OAFIROTIRCIE, 800 mg/kg FE CTE LILENHED L FIZHALNIZDOHT, ED
OB FFIIZBO B o T,
A% 0-4 HORICR RSN TIRTIE, WTNOEMWICESREITRD bhR)-oT-.
72%3, 800 mg/kg BE CHREENMANIET L7272 4% 0 HICHR L72mE I, BE IR0 5
nighnoiz.
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5 BE
5.1 piEixbatt

200 3 K UV 50 mg/kg HETIE, #GHIM T O — iR, AR LU E, FHMlZ0RIEEIL,
PERER AT, JRIRA, MIRFRMRE, Mkt Fromd, Hifds K ORRE EREITE, M s b bk
WV e 5\ B B 2LIEER D B o 1o, E T2, SRERAR AR T, MERE S bR
EHRGCEE 5 BI3ER 0 b oo

800 mg/kg HETIE, FERBREEHEOK G 4 MO IREIZBWNT, AR, #kicA
BRRENRO vz, —F, RO S 4 0O B R EBEREICBW T, FEREEM
DRO BT, [FIE 2 BORETIE, FEOZLITRO 6NT, FEEL R L.

FEAZRAHEME T, 51 A~3 HO&RGEZ~K 1 RREIZERIER (XA E BT, HIES)
DIKT) @S, #52~5 BB X O21 BIZIIHEB RN 1 3 2 flLEO btz &
5 3 A OBREANTIT 1 FIOFLTHRD b, HI8E T HMPERER ki K O B RIS Bk
ARET, FEARTIOMRAE CTIRE OO AR LOHEWPTREOBENBEZ I -, &5 4 H
DREIZHE M, 54 BB L7 B OB RICEEFEATED Hh, Wb iEsmE
FEIERT 22L& B2 BTk,

PG HARIRE T RFO MR FHORR A Cl, eI/ M A B 72 Sl O b L2238, 5 fid 4
BIOMEP R R DI 57— % (CEEIE +2SD : 112.09 + 20.58 10%/uL, % : 41, FBRIIR -
2012 ~ 2015 4£)? OFPFHN TH D Z LITA T, ZOMOMEFAIRAETE B IZZ(bixA b
W2 EDD, BHEFIICERO WAL EE X btz FERBELREMETIEX, MCHC B3 X UVPT IC
BEREMENRD SNT-. LML, MCHCIZOWTIX, 2HlOMARBIER DY T —4% (F
P)fE+2SD : 35.72 + 1.04 g/dL, %k : 51, ERMIM : 2012 ~ 2015 4E)Y OHEPFAINTH Y, Z i
DMK FHIREE B IZEIZALNRNZ E D, 72 PT OEREIZOWTIE, BRKRPERN
ZLWNWZEnD, WTFRbEEFINICERDORWELEE X bz, o, Mk rA T
%, BETO L7 F =V ICHRBRMENRRO S ien, EFOMENSRE R OE 7T —% (B
ﬁiBDﬂm%iQWMmMﬂWﬁ:ﬂ,ﬁ%%ﬁ:mﬂ~%B$W@%ﬁﬁf%éikK
Mz T, ZOMOMEAFRBRAER B IZZLIZADIRNWT &0 6, BEFRICERDO R WA
b Bz bz, FRBREAME CIX, MY VICHBREENRO S en, 26 O3 RERE
ROY T —% (CEHE+2SD : 8.89 +1.46 mg/dL, % - 40, FRERHIF : 2011 ~ 2015 4F)" D
FHNTHY, I T MIEAERHZ NN L0 b, BEFIIICERORNWELEEZ X BN
7o, FERZEREHETIX, MEV LE L OREBERIKENRD D), BMAHLNRNT & L4
BIOME A RER NG O 5T — % (CE¥E+2SD : 0.078 + 0.040 mg/dL, 1%k : 51, ABRIIR : 2012
~ 2015 4F)% OHEPANTH S Z L, FERMICERORWELEEZ N, U EOEL
EEEHIME TR OBA TIFERO by, BIEEEZ R L.

-39 -



SR15146

BE W TR ORI TIE, MEHED B ICE SR OIEE NGRS bivl. WEMARAIBRATY
AT LT, MERE T HE B R O R EEOBTE RSB S, TR RO A{LH D
VIR A A ORHEL Z Lo TV DB b A bz, T biE, #BRME O BRI 5
g2 R 525 b e B2 STz, & 51T, ERBREER X OFEASELRE O 0 Bl oD I3 BRAR i
FHIRA T, FRNE O G IR DI A E O A E ¥k L OB LBSRBD bz, Lol
B & 2372 JRABAE DA, BFEEDOEIZA LN T, RRAE F 721Xk b PR A T b BiEiED
B BT DB SN o T2 Z E D, WRWE OBk D DB L B X
bhviz. F£7o, 5 3 HOITHICBIIRICEE O BB RME EIENTRD b, 1HOHDEL
T 2 DR E O BRI 3T 2 BN R STz, 2D OZRIXEE IR TREOHIR £
tm%&mﬁ?%@ﬁfﬁﬁm%h&w#%ﬁbfﬁD,E@@ﬁ%%bt.&ﬁzmmwm
FEDMED B © A2 IR D AP HEFLMEAL YT DAIVTZ 23, KFFREE & bhii U CR AR B D1
MIHENRNZ LD, HERMERE LEEDRWELEEZZ DT,

72%5, 800 mg/kg HETHHE 0 H D43 i& TSN EEZ R L CT/B3ET L7z LHITIE, IR
PR E MR A OSSR, FICRE S B OSEE, Mifa/kiE, @i & FEKNER L O%F HERiZ A
ROBNTZ. Z OB DOFERIE, BB E R G RAE NI A - T B GRS R 5 2 RERKFE
FIZLD2bDTHY, HBRWEERLGICHEITRVWEEZ LN,

ZOMOIEE GFEMZDREBIZ, RREBIOSEER) IO, H5HHET (K TH) BX
OBIEHIH T (& THRF) OMfErE L & 3R E & 512 L2 2I3E8 0 b e o /o

PLE®D X 91z, 50 3 LY 200 mg/kg B Tk, MEME S HHEBRME G OFEIIFRD Lo
7=. 800 mg/kg BETIE, HECT—HORIEOZ LB LU L, (REPB L OEEREOKMENFED i,
T L OYR B UM CHERED B 3 K OMEO B gIc g PR bz, LEEn-T, K
BB TICBIT D 4- A F R P U-1- AV U —KF O A # 5 3tEIC B4 5
i (NOEL) ¥ X OMEZME&E (NOAEL) IV 4 & MEME & % 200 mg/kg/day T % &5 2 HilT.

5.2 AEFEFE AN
FHAERAE TIE, 800 mg/kg #EE T, MEEMIORE ORILE, FHIEHRINER L ORI,
AR, SR, AZRATE PR, IEMREREL, ERER, BRE, AR, RN, HEER,
HPEVLEL, HEEV DA A JUBEL Rk D ONCHE 4 H OWE FRIZIE, BRyE &5
ESPCA AT N (A= 7Ny g Rl
HAEROKRE, —BRIE, AR, MHEBX OB TIL, 800 mg/kg BEE T, WEAME RS
B 5 2 kIT A bR o7z,
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LLEod X 91z, 800 mglkg B T, BEMYOAHEEER X OF AV O3 A IS W BRI BT ¢ 5 (2 B
L2 BITRD Do leicsd, RBREME TIZBIT D 4-AF AR B U-1- 2V R VR
— KR O BBV O AEFEIZ KT 5 MR (NOEL) B X OMEFHMEE (NOAEL) 72 6 ONIHE

WORANTTT H AR (NOEL) 8 X OME#HM: & (NOAEL) X\ 37411 800 mg/kg/day & &
b,

REEEOEEMEICEE KIT L & B 5 BREER

ARBREHE E S Ol BB O — R iEE A T4 v F— 2 L LTIRET L LHESHhT
Wy, —HE o B [2015 4F 12 A 9 H (No.50652), 12 A 10 H (No.50651), 12 A 11 H (No.
50651)] D 5-% OJENk I L OV OFRBIRFA & 1R & feek AR ICRegk Lo, B L 720ER
D FHGEREE 2 8T D 72D OXHSHE TH D Z D, OB L 2RBROGHEMEICH TS
SOMR TN LR L7

BAERO—RREEL T TA T —2 & LTIET L EHE LTV 223, No.50458 DI
BOHDT—ZNBAT7 74 TREEN T otz LovL, FrAERO—REIZ DWW T
RN AET —Z ThHY, T —XIFELEEEINTND Z &b, BBROEFEMEICKT 2
SO T LT L7

No. 50455 @ 7 — T HE#G AR D 7 X KR FRIC X VlE 3 BIcalE R ok
MIAEL, ZOHRDOT — X EFHEHREN ORI L=, £72, No.50458 2fiHE 0 HIZ# 5ibia
WLV L, TOBROT =R ELNholz. ZRHDT —F ORI X - THIED B~
b DD, REETA KT A4 THE SN D HERRHNCEH T 1B 8 PLbL EDITiRENY) % e
RT D] ZENRTETNDZ &b, RBUIKNLT 2 & HIT LT,

EEREFIAEE D & O« BB O T B ORENE & 45850 MITOX 7’7 k=
—/L (MIiTOX 7Bk No. SR15146A) %M L TA L T4 VIEET 5 L BE STV, 2016
1 H 19 HIZRR > T EMED MITOX 7’1 k22— (MIiTOX 55k No. SR15146) ZfEfH L T
T TAVNE L, YEEBOEREIZONWTL, A T4V TIEELT-EE2AET —F & LT
L, ZO7—FIZESWCUHROEEZ I LREIXE Ul otz 65T, ZO@BLIC X
%R OEHENEI )T 2 BT &Il L7z

TRTBHZLENTERD-T-HHE : No. 50458 OIFE 0 H DOIET# O A1 5 L OALE 2>
WCORENRN- T2, ZOBRICEHEESETHB L, ®P2e35Es] & L Whole body %
10% FPEAEE AR L~ U R CEE - RF L7, ZOEITED) &2 2 bh, REBROEEMEICT
ERSY % 1A VR |y

BRI TREOIR A BREORED PT ICBAE 7o &2 R T EESEBIRRD biviz. Lal,
BE FEACERF IR L ST, e HERECIIRHREE & i U TR o2 Enh, 24tk
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FHIICITE L RN BZ b,
Z DI DIE I 2 KT LT & BN 5 BREER TR0 7.

7 BRI ORLF

7.1 ER ORI

LT R et b B2 72T O & BHRAFEIRTT 2.
EN R ETE SSERON- N TR AL

T — 5 Z OO FERSE

A E

BEA

ERE Y 7L

7.2 PRATHAR
K TH% 10 FEMREL, TOBOREFEICOVWTTIRRELE L OBHRIC LV ET 5.

aa b~ W N

8 ZEGE}
1) %47 —%v— .
2 Y AT A s
3) mMMEE ( 4-ATF N B 1-ANVKR BRI D Z > MIEBIT 5 KB G- #M: - A5H
WAEFMEIAERBRO 720 O Tkl (SR15146P), M StALEW L &MEMISEAT 2015 4F
4) Histrical data of Crl:CD(SD) female rats: Histopathological findings (2006-2011) #k:U&4HAbE&
Wtz VERTZERT AN E R
5) MK T HIME Fm7 —4# Crl:CD(SD) 7 » k(MEHE : 12 ~ 16 M) (2012-2015) A4k
WL EVEIZEET HENE R
6) Mik(L7FHIMEAE 57 —4 Crl:.CD(SD) 7 v (M - 12 ~ 16 1 fin) (2012-2015) HEA =4t
LA e tENE R
7) ML bR A a7 —4# Crl:CD(SD) 7 v (M : 734tk 5/6 A) (2011-2015) #R Ak
B ENMETEFT HENE R
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Figure 1-1
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—e— PTSA Monohydrate 200 mg/kg
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Figure 1 -2
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Study No. : SR15146

Figure 1 -3
Body weight, Female (satellite) Period : Administration day 1-28, Recovery day 1-14 Species : Rat
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Significantly different from PTSA Monohydrate 0 mg/kg: * P<0.05
T2 : Student t-test (two-side)
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Figure 2 -1

Food consumption (g)
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Figure 2 - 2

Food consumption (g)
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Study No. : SR15146

Figure 2 -3
Food consumption, Female (satellite)  Period : Administration day 1-28, Recovery day 1-14 Species : Rat
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Figure 3

Body weight (g)
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Tablel-1

Study No. : SR15146

Clinical sign Period : Administration Day 1-29

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
PTSA Monohydrate 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
PTSA Monohydrate n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
50 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
PTSA Monohydrate n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
PTSA Monohydrate n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
800 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
PTSA Monohydrate 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
PTSA Monohydrate n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
50 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
PTSA Monohydrate n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
PTSA Monohydrate n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
800 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
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
PTSA Monohydrate 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
PTSA Monohydrate n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
50 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
PTSA Monohydrate n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
PTSA Monohydrate n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
800 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Test article Day 25 26 27 28 29
Dose Clinical signs Time 1 2 1 2 1 2 1 2 3
PTSA Monohydrate n 12 12 12 12 12 12 12 12 7
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 7
PTSA Monohydrate n 12 12 12 12 12 12 12 12 12
50 mg/kg No abnormality 12 12 12 12 12 12 12 12 12
PTSA Monohydrate n 12 12 12 12 12 12 12 12 12
200 mg/kg No abnormality 12 12 12 12 12 12 12 12 12
PTSA Monohydrate n 12 12 12 12 12 12 12 12 7
800 mg/kg No abnormality 12 12 12 12 12 12 12 12 7

Administration)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day
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Table1-2

Study No. : SR15146

Clinical sign Period : FO before mating Day 1-14

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
PTSA Monohydrate 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
PTSA Monohydrate n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
50 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
PTSA Monohydrate n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
PTSA Monohydrate n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
800 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
PTSA Monohydrate 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
PTSA Monohydrate n 12 12 12 12 12 12 12 12 12 12 12 12
50 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12
PTSA Monohydrate n 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12
PTSA Monohydrate n 12 12 12 12 12 12 12 12 12 12 12 12
800 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12

FO before mating)1 : Pre-dosing, 2 : Post-dosing
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Table1-3 Study No. : SR15146
Clinical sign Period : FO mating Day 15-27
Sex : Female Species : Rat
Test article Day 15 16 17 18 19 20 21 22
Dose Clinical signs Time 1 2 1 1 1 1 1 1 2 1 2
PTSA Monohydrate n 8 8 7 7 7 7 1 1 1 1 1 1 1 1 0 0
0 mg/kg No abnormality 8 8 7 7 7 7 1 1 1 1 1 1 1 1 0 0
PTSA Monohydrate n 10 10 9 9 8 8 0 0 0 0 0 0 0 0 0 0
50 mg/kg No abnormality 10 10 9 9 8 8 0 0 0 0 0 0 0 0 0 0
PTSA Monohydrate n 8 8 4 4 2 2 1 1 1 1 1 1 1 1 1 1
200 mg/kg No abnormality 8 8 4 4 2 2 1 1 1 1 1 1 1 1 1 1
PTSA Monohydrate n 8 8 6 6 5 5 0 0 0 0 0 0 0 0 0 0
800 mg/kg No abnormality 8 8 6 6 5 5 0 0 0 0 0 0 0 0 0 0
Test article Day 23 24 25 26 27
Dose Clinical signs Time 1 2 1 1 1 1
PTSA Monohydrate n 0 0 0 0 0 0 0 0 0 0
0 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0
PTSA Monohydrate n 0 0 0 0 0 0 0 0 0 0
50 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0
PTSA Monohydrate n 1 1 1 1 1 1 1 1 1 1
200 mg/kg No abnormality 1 1 1 1 1 1 1 1 1 1
PTSA Monohydrate n 0 0 0 0 0 0 0 0 0 0
800 mg/kg No abnormality 0 0 0 0 0 0 0 0 0 0

FO mating)1 : Pre-dosing, 2 : Post-dosing
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Tablel1l-4

Study No. : SR15146

Clinical sign Period : FO gestation Day 0-22

Sex : Female Species : Rat
Test article Day O 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
PTSA Monohydrate n 17 12 12 12 12 12 11 11 11 11 11 11 11 11 11 11
0 mg/kg No abnormality 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
PTSA Monohydrate n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
50 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
PTSA Monohydrate n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
PTSA Monohydrate n 1 11 112 12 112 112 11 11 11 11 11 11 11 11 11 11
800 mg/kg No abnormality 11 12 12 12 112 11 11 11 11 11 11 11 11 11 11 11
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
PTSA Monohydrate n 17 112 112 12 12 12 11 11 11 11 11 11 11 11 11 11
0 mg/kg No abnormality 11 12 12 12 12 112 11 11 11 11 11 11 11 11 11 11
PTSA Monohydrate n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
50 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
PTSA Monohydrate n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
PTSA Monohydrate n 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
800 mg/kg No abnormality 11 112 112 12 112 11 11 11 11 11 11 11 11 11 11 11
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
PTSA Monohydrate n 1 11 11 112 11 112 11 11 11 11 11 11 1 1
0 mg/kg No abnormality 11 112 11 12 11 112 11 11 11 11 11 11 1 1
PTSA Monohydrate n 12 12 12 12 12 12 12 12 12 12 12 12 3 3
50 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 3 3
PTSA Monohydrate n 12 12 12 12 12 12 12 12 12 12 12 12 1 1
200 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 1 1
PTSA Monohydrate n 117 12 12 12 12 112 11 11 11 11 11 11 2 2
800 mg/kg No abnormality 11 11 11 11 11 11 11 11 11 11 11 11 2 2

FO gestation)1 : Pre-dosing, 2 : Post-dosing
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Tablel-5

Study No. : SR15146

Clinical sign Period : FO lactation Day 0-5

Sex : Female Species : Rat
Test article Day O 1 2 3 4 5
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 3
PTSA Monohydrate n 11 12 12 12 11 11 11 11 11 11 11
0 mg/kg No abnormality 11 11 11 11 11 11 11 11 11 11 11
PTSA Monohydrate n 12 12 12 12 12 12 12 12 12 12 12
50 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12
PTSA Monohydrate n 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12
PTSA Monohydrate n 11 10 10 10 10 10 10 100 100 10 10
800 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10

Dyspnea 1 0 0 0 0 0 0 0 0 0 0

Death 1 0 0 0 0 0 0 0 0 0 0

FO lactation)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day



_Sg_

Table1l-6

Study No. : SR15146

Clinical sign 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
PTSA Monohydrate n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
PTSA Monohydrate n 10 10 10 10 10 9 9 9 9 9 9 9 9 9 9 9
800 mg/kg No abnormality 10 9 9 9 8 7 7 7 8 8 9 9 9 9 9 9
Death 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
Decrease in locomotor activity 0 0 0 1 0 1 0 0 0 0 0 0 0 0 0 0
Staggering gait 0 1 0 0 0 1 0 0 0 0 0 0 0 0 0 0
Soil of perinasal fur 0 0 0 0 1 1 1 1 0 0 0 0 0 0 0 0
Soil of perigenital fur 0 0 1 1 1 2 2 2 1 1 0 0 0 0 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
PTSA Monohydrate n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
PTSA Monohydrate n 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9
800 mg/kg No abnormality 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9
Death 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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
Soil of perinasal fur 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Soil of perigenital fur 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
PTSA Monohydrate n 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
PTSA Monohydrate n 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9
800 mg/kg No abnormality 9 9 9 9 9 9 9 9 8 8 9 9 9 9 9 9
Death 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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
Soil of perinasal fur 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Soil of perigenital fur 0 0 0 0 0 0 0 0 1 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
PTSA Monohydrate n 10 10 10 10 10 10 10 10 5
0 mg/kg No abnormality 10 10 10 10 10 10 10 10 5
PTSA Monohydrate n 9 9 9 9 9 9 9 9 5
800 mg/kg No abnormality 9 9 9 9 9 9 9 9 5
Death 0 0 0 0 0 0 0 0 0
Decrease in locomotor activity 0 0 0 0 0 0 0 0 0
Staggering gait 0 0 0 0 0 0 0 0 0
Soil of perinasal fur 0 0 0 0 0 0 0 0 0
Soil of perigenital fur 0 0 0 0 0 0 0 0 0

Administration)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day
In the 800 mg/kg group, the findings except soil of fur appeared immediately after dosing and disappeared by approximately 1 hr after dosing.



Tablel1l-7

Clinical sign
Sex : Male

Period : Recovery Day 1-15

Study No. : SR15146

Test article
Dose

PTSA Monohydrate
0 mg/kg

n
No abnormality

PTSA Monohydrate
800 mg/kg

n
No abnormality

o ajo g
o ajo o
o g a
o ajo g
o ajo g
oo g
o gl g
o1 o o
oo g
o gajo g
o gl g
o gajo g

Species : Rat
8
2 1 2
5 5 5
5 5 5
5 5 5
5 5 5

Test article
Dose

PTSA Monohydrate
0 mg/kg

n
No abnormality

PTSA Monohydrate
800 mg/kg

n
No abnormality

o ajor g
o gl g
o ajor g
o gl o
o ajor g
o gl g
o ajor g
o gl g
o oo o
o gl o
o gajo o
o gl o
o gajo o
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Recovery)l : AM, 2 : PM, 3 : Necropsy day
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Table1-8

Study No. : SR15146

Clinical sign Period : Recovery Day 1-15

Sex : Female (satellite) Species : Rat
Test article Day 2 3 4 5 6 7 8
Dose Clinical signs Time 2 1 1 1 1 1 1 2 1 2
PTSA Monohydrate 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
PTSA Monohydrate n 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
800 mg/kg No abnormality 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Test article Day 10 11 12 13 14 15
Dose Clinical signs Time 2 1 1 1 1 1 3
PTSA Monohydrate 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
PTSA Monohydrate n 4 4 4 4 4 4 4 4 4 4 4 4 4
800 mg/kg No abnormality 4 4 4 4 4 4 4 4 4 4 4 4 4

Recovery)l : AM, 2 : PM, 3 : Necropsy day
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Table2-1 Study No. : SR15146
Detailed clinical observation (in the cage)
Sex : Male Species : Rat
Stereotype Bizarre behavior
Body 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
50 mg/kg n 12 12 12 12 12 12
200 mgl/kg n 12 12 12 12 12 12
800 mg/kg n 12 12 12 12 12 12
Day 7 0 mg/kg n 12 12 12 12 12 12
50 mg/kg n 12 12 12 12 12 12
200 mg/kg n 12 12 12 12 12 12
800 mg/kg n 12 12 12 12 12 12
Day 14 0 mg/kg n 12 12 12 12 12 12
50 mg/kg n 12 12 12 12 12 12
200 mg/kg n 12 12 12 12 12 12
800 mg/kg n 12 12 12 12 12 12
Day 21 0 mg/kg n 12 12 12 12 12 12
50 mg/kg n 12 12 12 12 12 12
200 mg/kg n 12 12 12 12 12 12
800 mg/kg n 12 12 12 12 12 12
Day 28 0 mg/kg n 12 12 12 12 12 12
50 mg/kg n 12 12 12 12 12 12
200 mg/kg n 12 12 12 12 12 12
800 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) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Self biting) 1;Not present, 2;Present.
Not significantly different from PTSA Monohydrate 0 mg/kg
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Table 2 - 2

Detailed clinical observation (in the cage)
Sex : Female

Study No. : SR15146

Species : Rat

Stereotype Bizarre behavior
Body 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
50 mg/kg n 12 12 12 12 12 12
200 mg/kg n 12 12 12 12 12 12
800 mg/kg n 12 12 12 12 12 12
Day 7 0 mg/kg n 12 12 12 12 12 12
50 mg/kg n 12 12 12 12 12 12
200 mg/kg n 12 12 12 12 12 12
800 mg/kg n 12 12 12 12 12 12
Day 14 0 mg/kg n 12 12 12 12 12 12
50 mg/kg n 12 12 12 12 12 12
200 mg/kg n 12 12 12 12 12 12
800 mg/kg n 12 12 12 12 12 12
Day 21 0 mg/kg n 12 12 12 12 12 12
50 mg/kg n 12 12 12 12 12 12
200 mg/kg n 12 12 12 12 12 12
800 mg/kg n 12 12 12 12 12 12
Day 28 0 mg/kg n 12 12 12 12 12 12
50 mg/kg n 12 12 12 12 12 12
200 mg/kg n 12 12 12 12 12 12
800 mg/kg n 12 12 12 12 12 12
Day 35 0 mg/kg n 12 12 12 12 12 12
50 mg/kg n 12 12 12 12 12 12
200 mg/kg n 12 12 12 12 12 12
800 mg/kg n 12 12 12 12 12 12
Day 42 0 mg/kg n 8 8 8 8 8 8
50 mg/kg n 10 10 10 10 10 10
200 mg/kg n 8 8 8 8 8 8
800 mg/kg n 7 7 7 7 7 7

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.
Not significantly different from PTSA Monohydrate 0 mg/kg
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Table2-3 Study No. : SR15146
Detailed clinical observation (in the cage)
Sex : Female (satellite) Species : Rat
Stereotype Bizarre behavior
Body 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
800 mg/kg n 10 10 10 10 10 10
Day 7 0 mg/kg n 10 10 10 10 10 10
800 mg/kg n 9 9 9 9 9 9
Day 14 0 mgl/kg n 10 10 10 10 10 10
800 mg/kg n 9 9 9 9 9 9
Day 21 0 mgl/kg n 10 10 10 10 10 10
800 mg/kg n 9 9 9 9 9 9
Day 28 0 mg/kg n 10 10 10 10 10 10
800 mg/kg n 9 9 9 9 9 9

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) O;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.
Not significantly different from PTSA Monohydrate 0 mg/kg
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Table2-4 Study No. : SR15146
Detailed clinical observation (in the cage)
Sex : Male Species : Rat
Stereotype Bizarre behavior
Body 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 7 800 mg/kg n 5 5 5 5 5 5
Recovery 0 mg/kg n 5 5 5 5 5 5
Day 14 800 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) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Self biting) 1;Not present, 2;Present.

Not significantly different from PTSA Monohydrate 0 mg/kg
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Table2-5 Study No. : SR15146
Detailed clinical observation (in the cage)
Sex : Female (satellite) Species : Rat
Stereotype Bizarre behavior
Body 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 7 800 mg/kg n 4 4 4 4 4 4
Recovery 0 mg/kg n 5 5 5 5 5 5
Day 14 800 mg/kg n 4 4 4 4 4 4

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.

Not significantly different from PTSA Monohydrate 0 mg/kg



Table3-1 Study No. : SR15146
Detailed clinical observation (on the hand)
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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
50 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
800 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
50 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
800 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
50 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
800 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
50 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
800 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
50 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
800 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) O;Not present, 1;Present.

Not significantly different from PTSA Monohydrate 0 mg/kg



Table 3-2 Study No. : SR15146
Detailed clinical observation (on the hand)
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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
50 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
800 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
50 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
800 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
50 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
800 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
50 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
800 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
50 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
800 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
Day 35 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
50 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
800 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
Day 42 0 mg/kg n 8 8 8 8 8 8 8 8 8 8 8 8
50 mg/kg n 10 10 10 10 10 10 10 10 10 10 10 10
200 mg/kg n 8 8 8 8 8 8 8 8 8 8 8 8
800 mgl/kg n 7 7 7 7 7 7 7 7 7 7 7 7

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) O;Not present, 1;Present.

Not significantly different from PTSA Monohydrate 0 mg/kg
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Table 3-3

Detailed clinical observation (on the hand)
Sex : Female (satellite)

Study No. : SR15146

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 2 1 0 1 1 1 1 0
Pre 0 mg/kg n 10 10 10 10 10 O 10 10 10 10 10 10 10
800 mg/kg n 10 10 10 10 10 O 10 10 10 10 10 10 10
Day 7 0 mg/kg n 10 10 10 10 100 O 10 10 10 10 10 10 10
800 mg/kg n 9 9 9 9 9 0 9 9 9 9 9 9 9
Day 14 0 mg/kg n 10 10 10 10 10 O 10 10 10 10 10 10 10
800 mg/kg n 9 9 9 9 9 0 9 9 9 9 9 9 9
Day 21 0 mg/kg n 10 10 10 10 10 O 10 10 10 10 10 10 10
800 mg/kg n 9 9 9 9 8 1 9 9 9 9 9 9 9
Day 28 0 mg/kg n 10 10 10 10 10 O 10 10 10 10 10 10 10
800 mg/kg n 9 9 9 9 9 0 9 9 9 9 9 9 9

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 PTSA Monohydrate 0 mg/kg
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Table3-4 Study No. : SR15146
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 7 800 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 14 800 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) O;Not present, 1;Present.

Not significantly different from PTSA Monohydrate 0 mg/kg
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Table3-5 Study No. : SR15146
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 7 800 mg/kg n 4 4 4 4 4 4 4 4 4 4 4 4
Recovery 0 mg/kg n 5 5 5 5 5 5 5 5 5 5 5 5
Day 14 800 mg/kg n 4 4 4 4 4 4 4 4 4 4 4 4

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) O;Not present, 1;Present.

Not significantly different from PTSA Monohydrate 0 mg/kg



Table4-1 Study No. : SR15146
Detailed clinical observation (in the open-field)
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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 1 0 1 1 1
Pre 0 mg/kg n 12 12 12 12 7 5 7 5 1 1 12 12 12 12
50 mg/kg n 12 12 12 12 10 2 10 2 12 0 12 12 12 12
200 mg/kg n 12 12 12 12 11 1 7 5 12 0 12 12 12 12
800 mg/kg n 12 12 12 12 10 2 9 3 12 0 12 12 12 12
Day 7 0 mg/kg n 12 12 12 12 11 1 12 0 12 0 12 12 12 12
50 mg/kg n 12 12 12 12 11 1 11 1 12 0 12 12 12 12
200 mg/kg n 12 12 12 12 12 0 12 0 12 0 12 12 12 12
800 mg/kg n 12 12 12 12 12 0 12 0 12 0 12 12 12 12
Day 14 0 mg/kg n 12 12 12 12 12 0 12 0 12 0 12 12 12 12
50 mg/kg n 12 12 12 12 12 0 12 0 12 0 12 12 12 12
200 mg/kg n 12 12 12 12 12 0 12 0 12 0 12 12 12 12
800 mg/kg n 12 12 12 12 12 0 12 0 12 0 12 12 12 12
Day 21 0 mg/kg n 12 12 12 12 12 0 12 0 12 0 12 12 12 12
50 mg/kg n 12 12 12 12 12 0 12 0 12 0 12 12 12 12
200 mg/kg n 12 12 12 12 12 0 12 0 12 0 12 12 12 12
800 mg/kg n 12 12 12 12 12 0 12 0 12 0 12 12 12 12
Day 28 0 mg/kg n 12 12 12 12 12 0 12 0 12 0 12 12 12 12
50 mg/kg n 12 12 12 12 1 1 12 0 12 0 12 12 12 12
200 mg/kg n 12 12 12 12 12 0 12 0 12 0 12 12 12 12
800 mg/kg n 12 12 12 12 12 0 12 0 12 0 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) O;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) 0;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 PTSA Monohydrate 0 mg/kg
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Table 4 -2 Study No. : SR15146
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
Pre 0 mg/kg n 12 12 12 12 8 4 12 0 12 12 12 12 12
50 mg/kg n 12 12 12 12 9 3 10 2 12 12 12 12 12
200 mg/kg n 12 12 12 12 10 2 12 0 12 12 12 12 12
800 mg/kg n 12 12 12 12 8 4 10 2 12 12 12 12 12
Day 7 0 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
50 mglkg no 12 12 12 12 [6_6]sT$ 11 1 12 12 12 12 12
200 mg/kg n 12 12 12 12 10 2 12 0 12 12 12 12 12
800 mg/kg n 12 12 12 12 11 1 11 1 12 12 12 12 12
Day 14 0 mg/kg n 12 12 12 12 11 1 12 0 12 12 12 12 12
50 mg/kg n 12 12 12 12 8 4 11 1 12 12 12 12 12
200 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
800 mg/kg n 12 12 12 12 9 3 1 1 12 12 12 12 12
Day 21 0 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
50 mg/kg n 12 12 12 12 1 1 12 0 12 12 12 12 12
200 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
800 mg/kg n 12 12 12 12 9 3 10 2 12 12 12 12 12
Day 28 0 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
50 mg/kg n 12 12 12 12 11 1 12 0 12 12 12 12 12
200 mg/kg n 12 12 12 12 11 1 12 0 12 12 12 12 12
800 mg/kg n 12 12 12 12 1 1 12 0 12 12 12 12 12
Day 35 0 mg/kg n 12 12 12 12 11 1 12 0 12 12 12 12 12
50 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
200 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
800 mg/kg n 12 12 12 12 100 2 11 1 12 12 12 12 12
Day 42 0 mg/kg n 8 8 8 8 8 0 8 0 8 8 8 8 8
50 mg/kg n 10 10 10 10 8 2 10 0 10 10 10 10 10
200 mg/kg n 8 8 8 8 8 0 8 0 8 8 8 8 8
800 mg/kg n 7 7 7 7 7 0 7 0 7 7 7 7 7

Gait) O;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) O;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 PTSA Monohydrate 0 mg/kg: $ P<0.05

ST : Steel test (two-side)
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Table 4 -3
Detailed clinical observation (in the open-field)
Sex : Female (satellite)

Study No. : SR15146

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 10 10 10 10 10 0 9 1 10 10 10 10 10
800 mg/kg n 10 10 10 10 9 1 10 0 10 10 10 10 10
Day 7 0 mg/kg n 10 10 10 10 10 O 10 0 10 10 10 10 10
800 mg/kg n 9 9 9 9 9 0 9 0 9 9 9 9 9
Day 14 0 mg/kg n 10 10 10 10 10 O 10 0 10 10 10 10 10
800 mg/kg n 9 9 9 9 9 0 9 0 9 9 9 9 9
Day 21 0 mg/kg n 10 10 10 10 10 O 10 0 10 10 10 10 10
800 mg/kg n 9 9 9 9 9 O 9 0 9 9 9 9 9
Day 28 0 mg/kg n 10 10 10 10 10 0 10 O 10 10 10 10 10
800 mg/kg n 9 9 9 9 9 0 9 0 9 9 9 9 9

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) O;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 PTSA Monohydrate 0 mg/kg
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Table 4 -4 Study No. : SR15146
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 0o 1 0 0 0 1 1 1
Recovery 0 mg/kg n 5 5 5 5 5 0 5 5 5 5 5 5
Day 7 800 mg/kg n 5 5 5 5 4 1 5 5 5 5 5 5
Recovery 0 mg/kg n 5 5 5 5 5 0 5 5 5 5 5 5
Day 14 800 mg/kg n 5 5 5 5 5 0 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) O;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 PTSA Monohydrate 0 mg/kg
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Table4 -5 Study No. : SR15146
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 7 800 mg/kg n 4 4 4 4 4 4 4 4 4 4 4
Recovery 0 mg/kg n 5 5 5 5 5 5 5 5 5 5 5
Day 14 800 mg/kg n 4 4 4 4 4 4 4 4 4 4 4

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) O;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 PTSA Monohydrate 0 mg/kg
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Table5-1 Study No. : SR15146
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
50 mg/kg n 5 5 5 5 5 5
200 mg/kg n 5 5 5 5 5 5
800 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) O;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.

Not significantly different from PTSA Monohydrate 0 mg/kg
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Table5 -2 Study No. : SR15146
Functional observations (on the desk) Stage : Lactation day 4
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
50 mg/kg n 5 5 5 5 5 5
200 mg/kg n 5 5 5 5 5 5
800 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) O;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.

Not significantly different from PTSA Monohydrate 0 mg/kg
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Study No. : SR15146

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
800 mg/kg n 4 4 4 4 4 4

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) O;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.
Not significantly different from PTSA Monohydrate 0 mg/kg
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Study No. : SR15146

Table5-4
Functional observations (on the desk) Stage : Recovery Week 2
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
800 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) O;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.
Not significantly different from PTSA Monohydrate 0 mg/kg
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Study No. : SR15146

Table5-5
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
800 mg/kg n 4 4 4 4 4 4

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) O;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.
Not significantly different from PTSA Monohydrate 0 mg/kg



_SL_

Table6 -1 Study No. : SR15146
Grip strength Stage : Week 4
Sex : Male Species : Rat
Forelimb Hindlimb
Test article g g
Dose
PTSA Monohydrate n 5 5
0 mg/kg Mean 1592.80 734.40
S.D. 113.27 81.35
PTSA Monohydrate n 5 5
50 mg/kg Mean 1500.20 610.88
S.D. 255.42 107.58
PTSA Monohydrate n 5 5
200 mg/kg Mean 1502.72 595.08
S.D. 223.65 116.37
PTSA Monohydrate n 5 5
800 mg/kg Mean 1387.06 548.66
S.D. 110.97 95.47
DT *

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

DT : Dunnett test (two-side)



_6L_

Table 6 - 2 Study No. : SR15146
Grip strength Stage : Lactation Day 4
Sex : Female Species : Rat
Forelimb Hindlimb
Test article g g
Dose
PTSA Monohydrate n 5 5
0 mg/kg Mean 1144.46 476.66
S.D. 102.68 77.63
PTSA Monohydrate n 5 5
50 mg/kg Mean 1330.20 527.68
S.D. 122.11 79.12
PTSA Monohydrate n 5 5
200 mg/kg Mean 1100.26 390.12
S.D. 159.58 56.01
PTSA Monohydrate n 5 5
800 mg/kg Mean 1247.56 471.78
S.D. 120.51 47.72

Not significantly different from PTSA Monohydrate 0 mg/kg
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Study No. : SR15146

Table 6 - 3
Grip strength Stage : Week 4
Sex : Female (satellite) Species : Rat
Forelimb Hindlimb
Test article g g
Dose
PTSA Monohydrate n 5 5
0 mg/kg Mean 1063.60 437.08
S.D. 89.02 12.69
PTSA Monohydrate n 4 4
800 mg/kg Mean 1087.23 448.50
S.D. 83.39 70.94

Not significantly different from PTSA Monohydrate 0 mg/kg
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Study No. : SR15146

Table 6 - 4
Grip strength Stage : Recovery Week 2
Sex : Male Species : Rat
Forelimb Hindlimb
Test article g g
Dose
PTSA Monohydrate n 5 5
0 mg/kg Mean 1700.92 677.94
S.D. 169.36 74.07
PTSA Monohydrate n 5 5
800 mg/kg Mean 1639.98 551.08
S.D. 200.82 175.36

Not significantly different from PTSA Monohydrate 0 mg/kg
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Table6 -5 Study No. : SR15146
Grip strength Stage : Recovery Week 2
Sex : Female (satellite) Species : Rat
Forelimb Hindlimb
Test article g g
Dose
PTSA Monohydrate n 5 5
0 mg/kg Mean 1156.66 464.00
S.D. 146.59 40.15
PTSA Monohydrate n 4 4
800 mg/kg Mean 1386.18 477.85
S.D. 109.36 77.58
T2 *

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

T2 : Student t-test (two-side)
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Table7-1

Study No. : SR15146

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
PTSA Monohydrate n 5 5 5 5 5 5 5
0 mg/kg Mean 503.0 414.8 230.8 215.8 195.8 129.8 1690.0
S.D. 194.2 88.0 105.4 156.0 94.7 54.5 583.5
PTSA Monohydrate n 5 5 5 5 5 5 5
50 mg/kg Mean 675.6 577.6 357.8 260.0 213.6 175.8 2260.4
S.D. 303.7 349.1 191.2 114.8 181.3 118.0 769.4
PTSA Monohydrate n 5 5 5 5 5 5 5
200 mg/kg Mean 619.8 423.8 287.8 215.8 167.8 115.6 1830.6
S.D. 178.9 167.0 137.9 143.5 164.0 120.9 760.7
PTSA Monohydrate n 5 5 5 5 5 5 5
800 mg/kg Mean 560.2 401.0 323.4 245.2 262.4 186.4 1978.6
S.D. 360.4 248.4 222.3 181.6 228.2 111.9 1215.7

Not significantly different from PTSA Monohydrate 0 mg/kg



Table 7 -2 Study No. : SR15146
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Motor activity measurements Stage : Lactation Day 4
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
PTSA Monohydrate n 5 5 5 5 5 5 5
0 mg/kg Mean 539.6 250.6 155.0 192.8 142.4 168.0 1448.4
S.D. 306.0 289.6 154.0 288.0 279.9 370.6 1488.0
PTSA Monohydrate n 5 5 5 5 5 5 5
50 mg/kg Mean 757.6 404.0 113.8 77.2 108.0 101.8 1562.4
S.D. 247.1 180.4 177.1 101.8 154.6 223.2 550.5
PTSA Monohydrate n 5 5 5 5 5 5 5
200 mg/kg Mean 562.6 291.2 147.6 70.6 57.6 79.8 1209.4
S.D. 212.1 227.9 93.5 123.5 128.8 163.2 515.4
PTSA Monohydrate n 5 5 5 5 5 5 5
800 mg/kg Mean 692.6 228.8 265.0 306.6 90.2 155.8 1739.0
S.D. 364.0 250.0 390.9 380.2 113.7 242.1 1483.4

Not significantly different from PTSA Monohydrate 0 mg/kg
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Table7 -3 Study No. : SR15146
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
PTSA Monohydrate n 5 5 5 5 5 5 5
0 mg/kg Mean 1064.2 801.6 623.2 269.2 223.2 221.8 3203.2
S.D. 3225 266.0 189.5 127.6 163.2 245.8 1043.4
PTSA Monohydrate n 4 4 4 4 4 4 4
800 mg/kg Mean 1139.5 804.0 927.3 863.5 788.0 586.5 5108.8
S.D. 370.2 253.8 132.3 188.7 296.2 222.3 1157.7
T2 * T2 T2 s T2 *

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

T2 : Student t-test (two-side)
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Study No. : SR15146

Table 7 -4
Motor activity measurements Stage : Recovery Week 2
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
PTSA Monohydrate n 5 5 5 5 5 5 5
0 mg/kg Mean 729.2 437.6 395.4 229.2 260.2 185.4 2237.0
S.D. 286.3 94.2 160.7 156.7 106.5 37.4 654.2
PTSA Monohydrate n 5 5 5 5 5 5 5
800 mg/kg Mean 877.8 562.0 445.2 3774 339.6 175.2 2777.2
S.D. 3215 268.7 209.9 248.2 160.0 142.1 1146.3

Not significantly different from PTSA Monohydrate 0 mg/kg
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Table7-5 Study No. : SR15146
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
PTSA Monohydrate n 5 5 5 5 5 5 5
0 mg/kg Mean 824.0 691.4 503.6 296.0 212.8 112.4 2640.2
S.D. 369.1 306.7 238.5 155.4 152.2 98.6 856.7
PTSA Monohydrate n 4 4 4 4 4 4 4
800 mg/kg Mean 749.5 679.3 375.8 295.8 193.0 161.0 2454.3
S.D. 214.0 190.0 133.6 76.2 133.1 142.5 578.7

Not significantly different from PTSA Monohydrate 0 mg/kg
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Table8-1

Study No. : SR15146

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
PTSA Monohydrate n 12 12 12 12 12 12 12
0 mg/kg Mean 392.2 406.3 418.7 442.8 467.7 492.0 99.8
S.D. 18.5 221 26.0 31.4 35.1 435 30.0
PTSA Monohydrate n 12 12 12 12 12 12 12
50 mg/kg Mean 395.8 406.6 419.0 438.7 463.7 480.4 84.7
S.D. 17.8 20.9 224 22.9 26.1 25.9 15.5
PTSA Monohydrate n 12 12 12 12 12 12 12
200 mg/kg Mean 397.8 410.8 425.7 451.8 476.8 498.3 100.4
S.D. 20.2 22.8 24.0 28.4 31.1 34.8 16.5
PTSA Monohydrate n 12 12 12 12 12 12 12
800 mg/kg Mean 393.1 403.3 417.1 440.1 455.8 473.9 80.8
S.D. 222 27.1 24.6 28.4 26.5 29.9 12.8

Not significantly different from PTSA Monohydrate 0 mg/kg



_68_

Table 8 - 2

Study No. : SR15146

Body weight Period : FO before mating Day 1-14
Sex : Female Unit: g Species : Rat
Test article /Day Body weight
Dose 1 4 7 14 gain
PTSA Monohydrate n 12 12 12 12 12
0 mg/kg Mean 248.8 251.8 257.3 267.4 18.7
S.D. 15.3 17.3 20.9 26.6 13.0
PTSA Monohydrate n 12 12 12 12 12
50 mg/kg Mean 243.6 248.6 251.8 259.3 15.7
S.D. 15.6 15.3 16.3 19.6 6.4
PTSA Monohydrate n 12 12 12 12 12
200 mg/kg Mean 245.3 250.8 257.6 270.0 247
S.D. 16.9 17.6 18.4 18.7 6.4
PTSA Monohydrate n 12 12 12 12 12
800 mg/kg Mean 245.8 246.2 253.1 265.0 19.3
S.D. 16.8 20.9 221 27.1 14.2

Not significantly different from PTSA Monohydrate 0 mg/kg



Table 8 -3 Study No. : SR15146

Body weight Period : FO gestation Day 0-20
Sex : Female Unit: g Species : Rat
Test article /Day Body weight
Dose 0 7 14 20 gain
PTSA Monohydrate n 11 11 11 11 11
0 mg/kg Mean 274.9 312.3 350.5 431.9 157.0
S.D. 26.5 28.9 32.0 30.8 11.7
PTSA Monohydrate n 12 12 12 12 12
50 mg/kg Mean 273.0 307.3 3434 426.5 153.5
S.D. 221 25.3 26.5 28.8 13.2
PTSA Monohydrate n 12 12 12 12 12
200 mg/kg Mean 278.7 316.3 356.5 442.4 163.8
S.D. 26.0 26.5 28.4 33.1 16.4
PTSA Monohydrate n 11 11 11 11 11
800 mg/kg Mean 274.2 311.0 358.5 436.9 162.7
S.D. 28.3 34.1 38.7 45.7 21.7

_06_

Not significantly different from PTSA Monohydrate 0 mg/kg



Table 8 -4 Study No. : SR15146

Body weight Period : FO lactation Day 0-4
Sex : Female Unit: g Species : Rat
Test article /Day Body weight
Dose 0 4 gain
PTSA Monohydrate n 11 11 11
0 mg/kg Mean 330.8 349.9 19.1
S.D. 36.4 36.6 10.4
PTSA Monohydrate n 12 12 12
50 mg/kg Mean 325.3 347.8 22.6
S.D. 26.2 26.6 11.9
PTSA Monohydrate n 12 12 12
200 mg/kg Mean 336.3 357.2 20.9
S.D. 28.0 29.7 8.5
PTSA Monohydrate n 11 9 9
800 mg/kg Mean 334.3 359.2 22.3
S.D. 40.4 39.2 7.7
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Not significantly different from PTSA Monohydrate 0 mg/kg
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Table8-5 Study No. : SR15146
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
PTSA Monohydrate n 10 10 10 10 10 10 10
0 mg/kg Mean 241.6 246.2 251.1 257.4 271.7 283.0 41.4
S.D. 6.4 7.8 11.0 11.4 12.1 12.2 12.7
PTSA Monohydrate n 10 9 9 9 9 9 9
800 mg/kg Mean 238.9 236.9 244.4 265.9 262.9 277.2 37.0
S.D. 11.2 10.6 13.3 17.2 17.0 19.4 14.3

T2 *

Significantly different from PTSA Monohydrate 0 mg/kg: * P<0.05
T2 : Student t-test (two-side)
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Table 8 -6 Study No. : SR15146
Body weight Period : Recovery Day 1-14
Sex : Male Unit: g Species : Rat
Test article /Day Body weight
Dose 1 7 14 gain
PTSA Monohydrate n 5 5 5 5
0 mg/kg Mean 483.8 505.6 521.2 37.4
S.D. 24.0 26.1 26.2 3.6
PTSA Monohydrate n 5 5 5 5
800 mg/kg Mean 476.4 508.2 522.6 46.2
S.D. 21.3 20.3 20.6 5.9
T2 *

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

T2 : Student t-test (two-side)
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Table 8 -7 Study No. : SR15146
Body weight Period : Recovery Day 1-14
Sex : Female (satellite) Unit: g Species : Rat
Test article /Day Body weight
Dose 1 7 14 gain
PTSA Monohydrate n 5 5 5 5
0 mg/kg Mean 285.2 296.2 303.6 18.4
S.D. 11.0 21.4 14.9 8.6
PTSA Monohydrate n 4 4 4 4
800 mg/kg Mean 268.3 286.8 297.3 29.0
S.D. 29.3 325 36.4 9.8

Not significantly different from PTSA Monohydrate 0 mg/kg



Table9-1 Study No. : SR15146

Food consumption Period : Administration Day 1-28
Sex : Male Unit: g Species : Rat
Test article /Day
Dose 4 7 14 28
PTSA Monohydrate n 12 12 12 11
0 mg/kg Mean 26.60 26.88 27.34 28.47
S.D. 1.90 2.58 241 2.78
PTSA Monohydrate n 12 12 12 12
50 mg/kg Mean 27.37 26.96 27.20 27.48
S.D. 2.45 2.26 1.75 1.89
PTSA Monohydrate n 12 12 12 11
200 mg/kg Mean 27.63 27.81 27.88 28.17
S.D. 2.15 2.27 231 2.89
PTSA Monohydrate n 12 12 12 12
800 mg/kg Mean 26.50 27.45 28.28 27.66
S.D. 3.61 2.36 1.88 2.01
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Not significantly different from PTSA Monohydrate 0 mg/kg
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Table 9 -2

Food consumption

Study No. : SR15146

Period : FO before mating Day 1-14

Sex : Female Unit: g Species : Rat
Test article /Day
Dose 4 7 14
PTSA Monohydrate n 12 12 12
0 mg/kg Mean 18.62 19.59 20.58
S.D. 1.78 2.15 1.86
PTSA Monohydrate n 12 12 12
50 mg/kg Mean 17.59 17.58 19.13
S.D. 1.60 1.58 1.43
PTSA Monohydrate n 12 12 12
200 mg/kg Mean 19.26 20.09 20.79
S.D. 191 2.30 2.06
PTSA Monohydrate n 12 12 12
800 mg/kg Mean 16.48 19.73 20.69
S.D. 4.09 3.58 291

Not significantly different from PTSA Monohydrate 0 mg/kg
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Table9-3

Food consumption

Study No. : SR15146

Period : FO gestation Day 0-20

Sex : Female Unit: g Species : Rat
Test article /Day
Dose 7 14 20
PTSA Monohydrate n 11 11 11
0 mg/kg Mean 24.38 26.64 26.09
S.D. 2.65 3.07 1.93
PTSA Monohydrate n 12 12 12
50 mg/kg Mean 23.58 24.96 25.03
S.D. 1.54 181 2.22
PTSA Monohydrate n 12 12 12
200 mg/kg Mean 24.64 27.24 26.90
S.D. 1.99 1.66 2.09
PTSA Monohydrate n 11 11 11
800 mg/kg Mean 24.19 29.44 27.69
S.D. 4.49 4.79 4.15

Not significantly different from PTSA Monohydrate 0 mg/kg
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Table9 -4 Study No. : SR15146
Food consumption Period : FO lactation Day 0-4
Sex : Female Unit: g Species : Rat
Test article /Day
Dose 4
PTSA Monohydrate n 11
0 mg/kg Mean 34.74
S.D. 3.89
PTSA Monohydrate n 12
50 mg/kg Mean 35.25
S.D. 3.63
PTSA Monohydrate n 12
200 mg/kg Mean 34.54
S.D. 2.29
PTSA Monohydrate n 9
800 mg/kg Mean 37.03
S.D. 4.90

Not significantly different from PTSA Monohydrate 0 mg/kg
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Table9 -5 Study No. : SR15146

Food consumption Period : Administration Day 1-28
Sex : Female (satellite) Unit: g Species : Rat
Test article /Day
Dose 4 7 14 21 28
PTSA Monohydrate n 10 10 10 10 10
0 mg/kg Mean 18.27 18.91 19.72 19.19 20.26
S.D. 1.65 213 1.75 1.68 1.93
PTSA Monohydrate n 9 9 9 9 9
800 mg/kg Mean 14.43 15.58 20.91 18.26 19.09
S.D. 5.20 5.68 3.27 1.78 3.20

Not significantly different from PTSA Monohydrate 0 mg/kg
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Study No. : SR15146

Table 9 -6
Food consumption Period : Recovery Day 1-14
Sex : Male Unit: g Species : Rat
Test article /Day
Dose 7 14
PTSA Monohydrate n 5 5
0 mg/kg Mean 28.16 27.64
S.D. 1.71 1.10
PTSA Monohydrate n 5 5
800 mg/kg Mean 28.80 27.60
S.D. 1.24 1.22

Not significantly different from PTSA Monohydrate 0 mg/kg
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Study No. : SR15146

Table9 -7
Food consumption Period : Recovery Day 1-14
Sex : Female (satellite) Unit: g Species : Rat
Test article /Day
Dose 7 14
PTSA Monohydrate n 5 5
0 mg/kg Mean 21.62 20.48
S.D. 4.54 1.12
PTSA Monohydrate n 4 4
800 mg/kg Mean 20.10 19.45
S.D. 3.80 3.38

Not significantly different from PTSA Monohydrate 0 mg/kg
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Table 10 -1 Study No. : SR15146
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
PTSA Monohydrate n 0 0 0 0 5
0 mg/kg
PTSA Monohydrate n 0 0 0 1 4
50 mg/kg
PTSA Monohydrate n 0 0 0 1 4
200 mg/kg
PTSA Monohydrate n 0 1 0 0 2
800 mg/kg
Protein Glucose

Test article
Dose - + + 2+ 3+ - + 2+ 3+
PTSA Monohydrate n 0 2 0 5 0 0
0 mg/kg
PTSA Monohydrate n 0 1 0 5 0 0
50 mg/kg

EF
PTSA Monohydrate n 1 0 0 5 0 0
200 mg/kg

EF
PTSA Monohydrate n 0 4 0 5 0 0
800 mg/kg

EF

Not significantly different from PTSA Monohydrate 0 mg/kg

EF : The averages of all groups are same and all data is O in frequency. (all data of all groups is identical.)
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Table 10 - 2 Study No. : SR15146
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
PTSA Monohydrate n 5 0 0 5 0 0 0 0
0 mg/kg
PTSA Monohydrate n 5 0 0 5 0 0 0 0
50 mg/kg

EF EF
PTSA Monohydrate n 5 0 0 5 0 0 0 0
200 mg/kg

EF EF
PTSA Monohydrate n 5 0 0 5 0 0 0 0
800 mg/kg

EF EF

Bilirubin Occult blood

Test article
Dose - + 2+ 3+ - + + 2+ 3+
PTSA Monohydrate n 5 0 0 1 0 0 0
0 mg/kg
PTSA Monohydrate n 5 0 0 1 0 0 0
50 mg/kg

EF
PTSA Monohydrate n 5 0 0 0 0 0 0
200 mg/kg

EF
PTSA Monohydrate n 5 0 0 0 0 1 0
800 mg/kg

EF

Not significantly different from PTSA Monohydrate 0 mg/kg

EF : The averages of all groups are same and all data is O in frequency. (all data of all groups is identical.)
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Table 10 - 3 Study No. : SR15146
Urinary findings Stage : Week 4
Sex : Male Species : Rat
Color
Test article
Dose A C D
PTSA Monohydrate n 5 0 0 0
0 mg/kg
PTSA Monohydrate n 5 0 0 0
50 mg/kg
EF
PTSA Monohydrate n 5 0 0 0
200 mg/kg
EF
PTSA Monohydrate n 5 0 0 0
800 mg/kg
EF

A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white

Not significantly different from PTSA Monohydrate 0 mg/kg

EF : The averages of all groups are same and all data is O in frequency. (all data of all groups is identical.)
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Table 10 - 4 Study No. : SR15146
Urinary findings Stage : Week 4
Sex : Male Species : Rat
Urine volume
Test article mL/21hr
Dose
PTSA Monohydrate n 5
0 mg/kg Mean 14.20
S.D. 241
PTSA Monohydrate n 5
50 mg/kg Mean 14.60
S.D. 3.07
PTSA Monohydrate n 5
200 mg/kg Mean 18.60
S.D. 7.66
PTSA Monohydrate n 5
800 mg/kg Mean 16.70
S.D. 6.02

Not significantly different from PTSA Monohydrate 0 mg/kg
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Species : Rat

Study No. : SR15146

Table 10-5

Urinary findings Stage : Week 4

Sex : Male

Specific gravity

Test article
Dose 0 1 2 3
PTSA Monohydrate n 0 0 0 0
0 mg/kg
PTSA Monohydrate n 0 0 0 2
50 mg/kg
PTSA Monohydrate n 0 0 1 2
200 mg/kg
PTSA Monohydrate n 0 0 1 1
800 mg/kg

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 PTSA Monohydrate 0 mg/kg
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Table 10 - 6 Study No. : SR15146
Urinary findings Stage : Week 4
Sex : Male Species : Rat
RBC WBC

Test article
Dose + + 2+ 3+ + + 2+ 3+
PTSA Monohydrate n 0 0 5 0 0
0 mg/kg
PTSA Monohydrate n 0 0 5 0 0
50 mg/kg

EF
PTSA Monohydrate n 0 0 5 0 0
200 mg/kg

EF
PTSA Monohydrate n 0 1 5 0 0
800 mg/kg

EF

Squamous Round

Test article
Dose + + 2+ 3+ + + 2+ 3+
PTSA Monohydrate n 0 0 5 0 0
0 mg/kg
PTSA Monohydrate n 0 0 5 0 0
50 mg/kg

EF
PTSA Monohydrate n 0 0 5 0 0
200 mg/kg

EF
PTSA Monohydrate n 0 0 5 0 0
800 mg/kg

EF

Not significantly different from PTSA Monohydrate 0 mg/kg

EF : The averages of all groups are same and all data is O in frequency. (all data of all groups is identical.)
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Table 10 -7 Study No. : SR15146
Urinary findings Stage : Week 4
Sex : Male Species : Rat
Small round Cast
Test article
Dose - + + 2+ 3+ + + 2+ 3+
PTSA Monohydrate n 5 0 0 0 5 0 0
0 mg/kg
PTSA Monohydrate n 5 0 0 0 5 0 0
50 mg/kg
EF EF
PTSA Monohydrate n 5 0 0 0 5 0 0
200 mg/kg
EF EF
PTSA Monohydrate n 5 0 0 0 5 0 0
800 mg/kg
EF EF

Not significantly different from PTSA Monohydrate 0 mg/kg
EF : The averages of all groups are same and all data is O in frequency. (all data of all groups is identical.)
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Table 10 - 8

Urinary findings

Sex : Female (satellite)

Stage : Week 4

Species : Rat

Study No. : SR15146

Test article
Dose

pH

5.0

6.0

6.5 7.0

7.5

8.0

8.5

PTSA Monohydrate
0 mg/kg

PTSA Monohydrate
800 mg/kg

Test article
Dose

Protein

Glucose

+

3+

3+

PTSA Monohydrate
0 mg/kg

PTSA Monohydrate
800 mg/kg

Test article
Dose

Ketone body

Urobilinogen

EU/dL

I+

3+

0.1

1 2

PTSA Monohydrate
0 mg/kg

PTSA Monohydrate
800 mg/kg

EF

EF

Not significantly different from PTSA Monohydrate 0 mg/kg

EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 10 -9 Study No. : SR15146
Urinary findings Stage : Week 4
Sex : Female (satellite) Species : Rat
Bilirubin Occult blood
Test article
Dose - + 2+ 3+ - + + 2+ 3+
PTSA Monohydrate n 5 0 0 0 5 0 0 0
0 mg/kg
PTSA Monohydrate n 4 0 0 0 2 1 0 0
800 mg/kg
EF
Color
Test article
Dose A B C D
PTSA Monohydrate n 5 0 0 0
0 mg/kg
PTSA Monohydrate n 4 0 0 0
800 mg/kg
EF

A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white
Not significantly different from PTSA Monohydrate 0 mg/kg
EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Study No. : SR15146

Table 10 - 10
Urinary findings Stage : Week 4
Sex : Female (satellite) Species : Rat
Urine volume
Test article mL/21hr
Dose
PTSA Monohydrate n 5
0 mg/kg Mean 11.20
S.D. 6.30
PTSA Monohydrate n 4
800 mg/kg Mean 17.75
S.D. 5.69

Not significantly different from PTSA Monohydrate 0 mg/kg
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Table 10 - 11

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

Species : Rat

Study No. : SR15146

Specific gravity

Test article

Dose 0 1 2 3

PTSA Monohydrate n 0 0 1 2
0 mg/kg

PTSA Monohydrate n 0 1 0 3
800 mg/kg

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 PTSA Monohydrate 0 mg/kg
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Table 10 - 12 Study No. : SR15146
Urinary findings Stage : Week 4
Sex : Female (satellite) Species : Rat
RBC WBC
Test article
Dose - + + 2+ 3+ + + 2+ 3+
PTSA Monohydrate n 5 0 0 5 0 0
0 mg/kg
PTSA Monohydrate n 4 0 0 4 0 0
800 mg/kg
EF EF
Squamous Round
Test article
Dose - + + 2+ 3+ + + 2+ 3+
PTSA Monohydrate n 3 0 0 5 0 0
0 mg/kg
PTSA Monohydrate n 2 0 0 4 0 0
800 mg/kg
EF
Small round Cast
Test article
Dose - + + 2+ 3+ + + 2+ 3+
PTSA Monohydrate n 5 0 0 5 0 0
0 mg/kg
PTSA Monohydrate n 3 0 0 4 0 0
800 mg/kg
EF

Not significantly different from PTSA Monohydrate 0 mg/kg

EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 10 - 13

Urinary findings
Sex : Male

Stage : Recovery Week 2

Species : Rat

Study No. : SR15146

Test article
Dose

pH

5.0

6.0

6.5

7.0

7.5

8.0

8.5

PTSA Monohydrate
0 mg/kg

PTSA Monohydrate
800 mg/kg

EF

Test article
Dose

Protein

Glucose

+

2+

3+

3+

PTSA Monohydrate
0 mg/kg

PTSA Monohydrate
800 mg/kg

EF

Test article
Dose

Ketone body

Urobilinogen

EU/dL

I+

2+

3+

0.1

1 2

PTSA Monohydrate
0 mg/kg

PTSA Monohydrate
800 mg/kg

EF

EF

Not significantly different from PTSA Monohydrate 0 mg/kg
EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 10 - 14 Study No. : SR15146
Urinary findings Stage : Recovery Week 2
Sex : Male Species : Rat
Bilirubin Occult blood
Test article
Dose 2+ 3+ - + + 2+ 3+
PTSA Monohydrate n 5 0 0 0 0 0
0 mg/kg
PTSA Monohydrate n 5 0 0 0 0 0
800 mg/kg
EF
Color
Test article
Dose C D
PTSA Monohydrate n 5 0 0
0 mg/kg
PTSA Monohydrate n 5 0 0
800 mg/kg
EF

A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white

Not significantly different from PTSA Monohydrate 0 mg/kg

EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Study No. : SR15146

Table 10 - 15
Urinary findings Stage : Recovery Week 2
Sex : Male Species : Rat
Urine volume
Test article mL/21hr
Dose
PTSA Monohydrate n 5
0 mg/kg Mean 11.40
S.D. 2.68
PTSA Monohydrate n 5
800 mg/kg Mean 14.50
S.D. 3.32

Not significantly different from PTSA Monohydrate 0 mg/kg
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Table 10 - 16

Urinary findings Stage : Recovery Week 2
Sex : Male

Species : Rat

Study No. : SR15146

Specific gravity

Test article

Dose 0 1 2 3 4

PTSA Monohydrate n 0 0 0 0
0 mg/kg

PTSA Monohydrate n 0 0 1 0
800 mg/kg

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 PTSA Monohydrate 0 mg/kg
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Table 10 - 17 Study No. : SR15146
Urinary findings Stage : Recovery Week 2
Sex : Male Species : Rat
RBC WBC
Test article
Dose - + + 2+ 3+ + + 2+ 3+
PTSA Monohydrate n 5 0 0 0 5 0 0
0 mg/kg
PTSA Monohydrate n 5 0 0 0 5 0 0
800 mg/kg
EF EF
Squamous Round
Test article
Dose - + + 2+ 3+ + + 2+ 3+
PTSA Monohydrate n 1 4 0 0 5 0 0
0 mg/kg
PTSA Monohydrate n 4 1 0 0 5 0 0
800 mg/kg
EF
Small round Cast
Test article
Dose - + + 2+ 3+ + + 2+ 3+
PTSA Monohydrate n 5 0 0 0 5 0 0
0 mg/kg
PTSA Monohydrate n 5 0 0 0 5 0 0
800 mg/kg
EF EF

Not significantly different from PTSA Monohydrate 0 mg/kg
EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 10 - 18

Urinary findings
Sex : Female (satellite)

Stage : Recovery Week 2

Species : Rat

Study No. : SR15146

pH

Test article

Dose 5.0 6.0 6.5 7.0 7.5 8.0

8.5

PTSA Monohydrate n 0 0 1 0 1 1
0 mg/kg

PTSA Monohydrate n 0 0 0 0 1 0
800 mg/kg

Protein

Test article

Glucose

Dose - 2+ 3+ -

+
+

3+

PTSA Monohydrate n 2 1 2 0 0 5
0 mg/kg

PTSA Monohydrate n 1 0 3 0 0 4
800 mg/kg

EF

Ketone body

Test article

Urobilinogen

EU/dL

Dose -

1 2

PTSA Monohydrate n 5 0 0 0 0 5
0 mg/kg

PTSA Monohydrate n 4 0 0 0 0 4
800 mg/kg

EF EF

Not significantly different from PTSA Monohydrate 0 mg/kg
EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 10 - 19 Study No. : SR15146
Urinary findings Stage : Recovery Week 2
Sex : Female (satellite) Species : Rat
Bilirubin Occult blood
Test article
Dose - + 2+ 3+ - + + 2+ 3+
PTSA Monohydrate n 5 0 0 0 0 0
0 mg/kg
PTSA Monohydrate n 4 0 0 0 0 0
800 mg/kg
EF
Color
Test article
Dose A B C D
PTSA Monohydrate n 5 0 0
0 mg/kg
PTSA Monohydrate n 4 0 0
800 mg/kg
EF

A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white
Not significantly different from PTSA Monohydrate 0 mg/kg
EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)



- 1¢1 -

Study No. : SR15146

Table 10 - 20
Urinary findings Stage : Recovery Week 2
Sex : Female (satellite) Species : Rat
Urine volume
Test article mL/21hr
Dose
PTSA Monohydrate n 5
0 mg/kg Mean 12.00
S.D. 2.92
PTSA Monohydrate n 4
800 mg/kg Mean 10.00
S.D. 4.04

Not significantly different from PTSA Monohydrate 0 mg/kg
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Table 10 - 21

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

Species : Rat

Study No. : SR15146

Specific gravity

Test article

Dose 0 1 2 3 4

PTSA Monohydrate n 0 0 0 1
0 mg/kg

PTSA Monohydrate n 0 0 0 1
800 mg/kg

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 PTSA Monohydrate 0 mg/kg
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Table 10 - 22 Study No. : SR15146
Urinary findings Stage : Recovery Week 2
Sex : Female (satellite) Species : Rat
RBC WBC
Test article
Dose - + + 2+ 3+ + + 2+ 3+
PTSA Monohydrate n 5 0 0 0 5 0 0
0 mg/kg
PTSA Monohydrate n 4 0 0 0 4 0 0
800 mg/kg
EF EF
Squamous Round
Test article
Dose - + + 2+ 3+ + + 2+ 3+
PTSA Monohydrate n 5 0 0 0 5 0 0
0 mg/kg
PTSA Monohydrate n 3 1 0 0 4 0 0
800 mg/kg
EF
Small round Cast
Test article
Dose - + + 2+ 3+ + + 2+ 3+
PTSA Monohydrate n 5 0 0 0 5 0 0
0 mg/kg
PTSA Monohydrate n 4 0 0 0 4 0 0
800 mg/kg
EF EF

Not significantly different from PTSA Monohydrate 0 mg/kg
EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 11 -1 Study No. : SR15146

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

Test article 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/uL 10%/uL
Dose
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 851.0 15.22 42.88 50.46 17.90 35.50 3.110 106.06 67.92 12.94

S.D. 41.2 0.51 1.09 2.13 0.38 0.79 0.453 11.85 22.13 3.96
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
50 mg/kg Mean 868.2 15.72 43.96 50.64 18.12 35.80 2.826 110.52 57.14 12.12

S.D. 74 0.37 1.21 1.69 0.47 0.51 0.449 9.75 16.09 7.47
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
200 mg/kg Mean 875.4 15.92 44.42 50.74 18.20 35.84 3.102 111.22 67.92 10.76

S.D. 271 0.47 1.45 2.07 0.56 0.42 0.165 14.94 23.89 3.82

DT =

PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
800 mg/kg Mean 856.4 15.22 42.68 49.84 17.76 35.66 3.242 126.92 61.46 12.14

S.D. 6.5 0.29 1.20 1.45 0.36 0.59 0.650 11.29 10.83 6.57

DT =
Lymphocyte Monocyte Eosinophil Basophil PT APTT

Test article 10%/uL 10%/uL 10%/uL 10%/uL sec sec
Dose
PTSA Monohydrate n 5 5 5 5 5 5
0 mg/kg Mean 51.90 2.40 0.68 0.00 20.62 21.56

S.D. 19.85 117 0.29 0.00 3.28 3.15
PTSA Monohydrate n 5 5 5 5 5 5
50 mg/kg Mean 42.30 1.74 0.96 0.02 30.24 25.00

S.D. 9.10 0.95 0.21 0.04 7.25 2.67

DT =

PTSA Monohydrate n 5 5 5 5 5 5
200 mg/kg Mean 54.22 2.02 0.92 0.00 27.42 25.70

S.D. 19.75 0.91 0.41 0.00 5.54 2.02

DT =

PTSA Monohydrate n 5 5 5 5 5 5
800 mg/kg Mean 46.30 1.80 1.22 0.00 19.30 22.28

S.D. 9.66 0.44 0.76 0.00 3.18 0.65

Significantly different from PTSA Monohydrate 0 mg/kg: * P<0.05
DT : Dunnett test (two-side)
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Table 11 -2 Study No. : SR15146

Hematological findings Stage : Lactation Day 5
Sex : Female Species : Rat
RBC HGB HCT MCV MCH MCHC Reticulocyte Platelet WBC Neutrophil
Test article 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/uL 10%/uL
Dose
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 740.4 14.18 40.56 54.80 19.14 34.96 5.408 129.52 80.84 34.54
S.D. 26.6 0.63 1.47 0.53 0.23 0.53 0.833 20.91 11.65 9.66
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
50 mg/kg Mean 725.4 13.92 40.26 55.64 19.24 34.56 8.588 133.02 90.04 29.90
S.D. 45.0 0.52 1.39 3.28 1.00 0.31 2.240 15.13 9.47 6.35
ST =
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
200 mg/kg Mean 659.6 13.04 38.40 58.60 19.86 33.94 10.216 116.84 77.20 29.98
S.D. 78.1 1.03 2.05 4.15 0.91 1.04 3.654 9.49 25.28 9.40
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
800 mg/kg Mean 717.4 13.30 38.48 53.66 18.56 34.54 6.800 121.12 97.24 33.50
S.D. 30.9 0.60 1.58 1.94 0.47 0.55 0.633 10.81 43.36 8.85
Lymphocyte Monocyte Eosinophil Basophil PT APTT
Test article 10%/uL 10%/uL 10%/uL 10%/uL sec sec
Dose
PTSA Monohydrate n 5 5 5 5 5 5
0 mg/kg Mean 42.38 2.98 0.94 0.00 17.00 16.46
S.D. 11.94 0.42 0.43 0.00 0.40 0.64
PTSA Monohydrate n 5 5 5 5 5 5
50 mg/kg Mean 57.28 2.28 0.58 0.00 17.68 16.78
S.D. 6.01 0.64 0.15 0.00 0.74 0.91
PTSA Monohydrate n 5 5 5 5 5 5
200 mg/kg Mean 44.56 2.10 0.56 0.00 16.98 17.12
S.D. 17.47 0.97 0.41 0.00 1.13 1.22
PTSA Monohydrate n 5 5 5 5 5 5
800 mg/kg Mean 60.78 2.04 0.90 0.02 17.50 16.78
S.D. 37.46 0.94 0.54 0.04 0.59 1.35

Significantly different from PTSA Monohydrate 0 mg/kg: * P<0.05
ST : Steel test (two-side)
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Hematological findings Stage : Day 29
Sex : Female (satellite) Species : Rat
RBC HGB HCT MCV MCH MCHC Reticulocyte Platelet WBC Neutrophil

Test article 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/uL 10%/uL
Dose
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 827.8 15.12 41.94 50.68 18.24 36.06 3.132 127.90 33.80 6.64

S.D. 25.0 0.54 1.61 1.14 0.47 0.25 0.574 17.44 3.99 2.54
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
800 mg/kg Mean 783.8 14.58 40.92 52.24 18.58 35.62 3.596 128.64 46.14 8.42

S.D. 56.9 0.88 2.65 1.66 0.52 0.30 0.512 16.78 16.07 4.08

T2 *
Lymphocyte Monocyte Eosinophil Basophil PT APTT

Test article 10%/uL 10%/uL 10%/uL 10%/uL sec sec
Dose
PTSA Monohydrate n 5 5 5 5 5 5
0 mg/kg Mean 25.38 1.16 0.62 0.00 16.88 14.86

S.D. 1.46 0.47 0.29 0.00 1.01 0.99
PTSA Monohydrate n 5 5 5 5 5 5
800 mg/kg Mean 35.40 1.58 0.74 0.00 15.56 16.54

S.D. 14.22 0.53 0.56 0.00 0.58 1.61

EF T2 *

Significantly different from PTSA Monohydrate 0 mg/kg: * P<0.05
T2 : Student t-test (two-side)
EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 11 -4 Study No. : SR15146

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

Test article 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/uL 10%/uL
Dose
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 923.6 16.06 45.02 48.76 17.40 35.68 2.890 120.74 67.08 15.06

S.D. 447 0.82 2.31 1.39 0.43 0.38 0.505 10.62 14.34 3.96
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
800 mg/kg Mean 886.4 15.80 44.48 50.20 17.84 35.54 3.054 124.68 81.30 16.94

S.D. 23.3 0.39 1.14 1.65 0.51 0.18 0.113 11.91 26.18 8.16

Lymphocyte Monocyte Eosinophil Basophil PT APTT

Test article 10%/uL 10%/uL 10%/uL 10%/uL sec sec
Dose
PTSA Monohydrate n 5 5 5 5 5 5
0 mg/kg Mean 47.58 2.98 1.46 0.00 23.64 23.90

S.D. 12.93 0.83 0.55 0.00 3.87 1.96
PTSA Monohydrate n 5 5 5 5 5 5
800 mg/kg Mean 59.12 3.42 1.80 0.02 24.64 24.86

S.D. 18.51 117 0.40 0.04 3.38 1.74

Not significantly different from PTSA Monohydrate 0 mg/kg



Table 11-5 Study No. : SR15146
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Hematological findings Stage : Recovery Day 15
Sex : Female (satellite) Species : Rat
RBC HGB HCT MCV MCH MCHC Reticulocyte Platelet WBC Neutrophil

Test article 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/uL 10%/uL
Dose
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 840.2 15.64 44.28 52.74 18.64 35.34 2.544 119.80 52.82 6.64

S.D. 434 0.79 248 2.29 0.66 0.57 0.663 12.41 15.74 3.36
PTSA Monohydrate n 4 4 4 4 4 4 4 4 4 4
800 mg/kg Mean 849.0 15.30 42.75 50.40 18.03 35.78 2.798 120.68 53.75 7.15

S.D. 33.7 0.42 1.45 1.52 0.51 0.26 0.543 8.32 16.42 3.06

Lymphocyte Monocyte Eosinophil Basophil PT APTT

Test article 10%/uL 10%/uL 10%/uL 10%/uL sec sec
Dose
PTSA Monohydrate n 5 5 5 5 5 5
0 mg/kg Mean 43.48 1.72 0.98 0.00 14.84 16.68

S.D. 14.20 0.66 0.45 0.00 0.45 214
PTSA Monohydrate n 4 4 4 4 4 4
800 mg/kg Mean 44.23 1.50 0.88 0.00 15.63 15.30

S.D. 16.38 0.54 0.21 0.00 1.59 1.29

EF

Not significantly different from PTSA Monohydrate 0 mg/kg
EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 12 -1 Study No. : SR15146
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 u/L IU/L IU/L mg/dL umol/L mg/dL mg/dL mg/dL g/dL
Dose
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 59.6 27.2 423.6 0.28 0.056 9.40 145.8 45.8 35.6 5.04
S.D. 6.7 2.7 75.0 0.23 0.015 6.72 94 11.0 20.7 0.17
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
50 mg/kg Mean 77.8 29.4 486.8 0.24 0.056 6.36 141.2 39.0 24.0 5.08
S.D. 343 3.8 123.1 0.15 0.009 5.05 7.7 9.5 10.5 0.15
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5
200 mg/kg Mean 74.6 31.4 463.4 0.22 0.058 5.58 147.6 454 42.8 5.10
S.D. 17.7 1.5 25.8 0.08 0.019 1.34 9.9 8.9 19.8 0.28
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
800 mg/kg Mean 74.6 39.4 485.6 0.54 0.060 7.68 138.0 56.8 334 4.96
S.D. 14.2 13.7 119.2 0.38 0.007 5.57 8.2 10.4 74 0.09
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
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 14.88 0.310 144.8 4124 105.8 9.40 7.84 1.056 2.584 51.28
S.D. 2.70 0.035 1.1 0.130 1.9 0.32 0.82 0.122 0.165 3.01
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
50 mg/kg Mean 13.90 0.282 145.4 4.054 106.4 9.26 7.38 1.026 2.572 50.58
S.D. 0.57 0.024 1.5 0.090 1.1 0.11 0.47 0.044 0.120 1.1
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
200 mg/kg Mean 13.88 0.294 145.0 4.144 106.0 9.30 7.74 1.062 2.618 51.40
S.D. 0.64 0.027 1.6 0.229 1.2 0.19 0.34 0.082 0.094 1.97
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
800 mg/kg Mean 14.54 0.264 144 .4 4.298 106.4 9.28 7.62 1.104 2.604 52.48
S.D. 1.62 0.018 1.3 0.212 0.9 0.22 0.41 0.030 0.065 0.75
DT =

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

DT : Dunnett test (two-side)
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Table 12 -2 Study No. : SR15146
Biochemical findings Stage : Day 29
Sex : Male Species : Rat
al-G a2-G B-G y-G
Test article % % %
Dose
PTSA Monohydrate n 5 5 5 5
0 mg/kg Mean 21.24 7.28 16.24 3.96
S.D. 3.88 0.79 0.67 0.43
PTSA Monohydrate n 5 5 5 5
50 mg/kg Mean 22.52 7.04 15.56 4.30
S.D. 1.74 0.59 1.39 0.64
PTSA Monohydrate n 5 5 5 5
200 mg/kg Mean 20.84 7.62 16.28 3.86
S.D. 3.06 0.48 1.06 0.71
PTSA Monohydrate n 5 5 5 5
800 mg/kg Mean 18.88 8.08 16.92 3.64
S.D. 1.56 0.29 0.96 0.47

Not significantly different from PTSA Monohydrate 0 mg/kg
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Table 12-3 Study No. : SR15146
Biochemical findings Stage : Lactation Day 5
Sex : Female Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP
Test article Iu/L u/L IU/L IU/L mg/dL umol/L mg/dL mg/dL mg/dL g/dL
Dose
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 102.4 52.4 218.8 0.20 0.056 11.38 127.8 52.2 42.0 5.60
S.D. 40.2 6.7 43.7 0.17 0.011 7.22 6.6 11.1 14.2 0.25
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
50 mg/kg Mean 114.4 74.4 241.2 0.38 0.078 14.32 134.8 65.0 43.8 5.68
S.D. 54.7 42.5 38.9 0.48 0.024 5.01 131 10.6 19.3 0.31
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
200 mg/kg Mean 87.4 47.0 257.6 0.32 0.062 9.26 128.2 52.6 38.6 5.46
S.D. 15.7 8.1 67.4 0.22 0.008 3.77 12.8 10.6 10.7 0.11
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
800 mg/kg Mean 83.8 51.4 269.0 0.22 0.056 13.14 128.6 53.4 54.2 5.40
S.D. 13.6 7.8 87.4 0.22 0.005 5.64 8.0 4.2 29.7 0.16
UN Crea Na K Cl Ca P AIG Albumin Albumin
Test article mg/dL mg/dL mEq/L mEq/L mEaq/L mg/dL mg/dL g/dL %
Dose
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 20.68 0.364 142.8 4.220 104.2 10.34 10.22 1.040 2.852 50.92
S.D. 217 0.024 0.4 0.262 0.8 0.21 0.79 0.086 0.169 1.94
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
50 mg/kg Mean 19.42 0.362 142.6 4.418 103.8 10.00 7.98 1.062 2.924 51.48
S.D. 2.99 0.038 0.9 0.412 1.1 0.19 0.72 0.042 0.179 0.95
DT s
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
200 mg/kg Mean 18.52 0.352 142.4 4.214 105.4 9.98 9.34 1.002 2.732 50.02
S.D. 1.84 0.023 0.5 0.221 0.5 0.28 1.30 0.047 0.047 1.14
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
800 mg/kg Mean 17.82 0.332 143.0 4.052 105.8 10.04 8.40 1.048 2.760 51.12
S.D. 2.73 0.029 1.4 0.181 1.5 0.46 0.87 0.091 0.164 2.32
DT =

Significantly different from PTSA Monohydrate 0 mg/kg: * P<0.05, #* P<0.01
DT : Dunnett test (two-side)
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Table 12 -4 Study No. : SR15146

Biochemical findings Stage : Lactation Day 5
Sex : Female Species : Rat
al-G a2-G B-G y-G
Test article % % % %
Dose
PTSA Monohydrate n 5 5 5 5
0 mg/kg Mean 20.08 7.74 16.90 4.36
S.D. 3.01 1.31 0.66 0.97
PTSA Monohydrate n 5 5 5 5
50 mg/kg Mean 20.12 7.16 16.98 4.26
S.D. 1.51 0.93 1.05 0.32
PTSA Monohydrate n 5 5 5 5
200 mg/kg Mean 20.24 6.84 17.70 5.20
S.D. 1.77 0.86 0.81 0.94
PTSA Monohydrate n 5 5 5 5
800 mg/kg Mean 18.98 7.54 17.54 4.82
S.D. 1.52 0.84 0.72 0.83

Not significantly different from PTSA Monohydrate 0 mg/kg
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Table 12-5 Study No. : SR15146
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 u/L IU/L IU/L mg/dL umol/L mg/dL mg/dL mg/dL g/dL
Dose
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
0 mg’kg Mean 58.2 244 286.6 0.50 0.072 6.48 128.8 52.8 15.0 5.60
S.D. 7.2 4.2 57.9 0.34 0.008 1.58 18.4 10.8 6.1 0.25
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
800 mg/kg Mean 72.0 26.0 2248 0.50 0.050 6.90 127.6 55.8 24.6 5.22
S.D. 31.8 14.2 50.7 0.28 0.012 4.60 71 10.3 13.9 0.33
T2 =*
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
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
0 mg’kg Mean 13.80 0.316 144.8 4.324 107.4 9.84 7.48 1.214 3.076 54.82
S.D. 0.97 0.023 0.8 0.249 0.5 0.21 0.35 0.095 0.247 1.91
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
800 mg/kg Mean 14.66 0.338 144.6 4.070 108.0 9.62 7.86 1.126 2.764 52.88
S.D. 1.73 0.026 1.1 0.224 1.4 0.13 0.55 0.098 0.289 2.21
al-G a2-G B-G y-G
Test article % % % %
Dose
PTSA Monohydrate n 5 5 5 5
0 mg/kg Mean 16.48 7.16 15.76 5.78
S.D. 1.04 0.35 0.85 0.85
PTSA Monohydrate n 5 5 5 5
800 mg/kg Mean 18.30 7.48 15.62 5.72
S.D. 1.45 0.48 1.20 1.66

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

T2 : Student t-test (two-side)
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Table 12-6 Study No. : SR15146
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 u/L IU/L IU/L mg/dL umol/L mg/dL mg/dL mg/dL g/dL
Dose
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 69.4 30.2 348.4 0.32 0.066 5.80 137.0 52.8 28.8 5.02
S.D. 10.1 3.8 35.1 0.27 0.011 1.42 7.9 5.5 7.9 0.27
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
800 mg/kg Mean 74.0 29.2 316.8 0.24 0.060 8.72 136.0 46.6 26.6 5.06
S.D. 8.0 2.9 42.8 0.09 0.007 3.85 9.1 6.6 7.2 0.15
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
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 14.94 0.262 144.4 4.508 105.6 9.52 8.16 1.020 2.532 50.42
S.D. 1.65 0.019 1.5 0.310 1.5 0.11 0.57 0.068 0.145 1.52
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
800 mg/kg Mean 13.14 0.268 144.2 4.638 106.2 9.40 8.10 1.044 2.580 51.00
S.D. 1.51 0.038 0.8 0.147 0.4 0.16 0.48 0.092 0.101 2.16
al-G a2-G B-G y-G
Test article % % % %
Dose
PTSA Monohydrate n 5 5 5 5
0 mg/kg Mean 22.00 7.28 16.28 4.02
S.D. 2.1 0.34 0.23 0.86
PTSA Monohydrate n 5 5 5 5
800 mg/kg Mean 21.28 7.14 16.58 4.00
S.D. 1.64 0.39 0.36 0.67

Not significantly different from PTSA Monohydrate 0 mg/kg
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Table 12-7 Study No. : SR15146
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 u/L IU/L IU/L mg/dL umol/L mg/dL mg/dL mg/dL g/dL
Dose
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
0 mg’kg Mean 53.4 220 196.2 0.42 0.068 9.34 144.0 51.6 20.6 5.80
S.D. 7.6 4.0 60.4 0.49 0.008 3.52 16.9 17.7 8.3 0.44
PTSA Monohydrate n 4 4 4 4 4 4 4 4 4 4
800 mg/kg Mean 61.5 205 232.5 0.43 0.075 11.53 129.8 60.5 17.3 5.63
S.D. 4.8 3.8 85.4 0.29 0.017 3.90 16.5 19.9 12.0 0.25
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
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
0 mg’kg Mean 13.90 0.306 143.4 3.970 104.4 10.02 8.26 1.268 3.240 55.74
S.D. 2.94 0.030 0.5 0.189 1.1 0.38 0.33 0.173 0.406 3.42
PTSA Monohydrate n 4 4 4 4 4 4 4 4 4 4
800 mg/kg Mean 15.13 0.335 143.3 4.478 105.8 9.85 7.90 1.308 3.185 56.63
S.D. 2.06 0.024 1.7 0.447 1.0 0.40 1.02 0.069 0.162 1.35
al-G a2-G B-G y-G
Test article % % % %
Dose
PTSA Monohydrate n 5 5 5 5
0 mg/kg Mean 16.52 7.56 14.38 5.80
S.D. 1.60 0.30 1.34 1.19
PTSA Monohydrate n 4 4 4 4
800 mg/kg Mean 15.80 7.55 14.38 5.65
S.D. 1.28 0.37 1.40 1.08

Not significantly different from PTSA Monohydrate 0 mg/kg
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Table 13-1 Study No
Necropsy findings
Sex : Male Stage : Day 29 Species : Rat
Test article PTSA Monohydrate PTSA Monohydrate PTSA Monohydrate PTSA Monohydrate
Dose 0 50 200 800
Organ mg/kg mg/kg mg/kg mg/kg
Findings Number of Animals 7 12 12 7
Stomach <7/7> <12/12> <12/12> <4/7>
Thickening, limiting ridge 0 0 0 3
Epididymis <7/7> <12/12> <12/12> <6/7>
Yellowish white focus, cauda, 0 0 0 1
unilateral
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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Table 13 -2 Study No
Necropsy findings
Sex : Female Stage : Lactation Day 5 Species : Rat
Test article PTSA Monohydrate PTSA Monohydrate PTSA Monohydrate PTSA Monohydrate
Dose 0 50 200 800
Organ mg/kg mg/kg mg/kg mg/kg
Findings Number of Animals 11 12 12 10
Stomach <11/11> <12/12> <12/12> <4/10>
Thickening, limiting ridge 0 0 0 6
Other organs & tissues <11/11> <12/12> <12/12> <10/10>
<> : Not remarkable/Number of animals examined

P : Non-graded change

S LET -



Study No. : SR15146

Table 13 -3
Necropsy findings
Sex : Female Stage : Non-pregnancy Species : Rat
Test article PTSA Monohydrate PTSA Monohydrate
Dose 0 800
Organ mg/kg mg/kg
Findings Number of Animals 1 1
Stomach <1/1> <0/1>
Thickening, limiting ridge 0 1
Other organs & tissues <1/1> <1/1>
<> : Not remarkable/Number of animals examined

P : Non-graded change
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Study No. : SR15146

Table 13-4
Necropsy findings
Sex : Female Stage : Died on lactation day 0 Species : Rat
Test article PTSA Monohydrate
Dose 800
Organ mg/kg
Findings Number of Animals 1
Stomach <0/1>
Thickening, limiting ridge 1
Other organs & tissues <1/1>
<> : Not remarkable/Number of animals examined

P : Non-graded change

-6¢1 -
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Study No. : SR15146

Table 13-5
Necropsy findings
Sex : Female (satellite) Stage : Day 29 Species : Rat
Test article PTSA Monohydrate PTSA Monohydrate
Dose 0 800
Organ mg/kg mg/kg
Findings Number of Animals 5 5
Stomach <5/5> <3/5>
Thickening, limiting ridge 0 2
Other organs & tissues <5/5> <5/5>
<> : Not remarkable/Number of animals examined

P : Non-graded change
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Study No. : SR15146

Table 13- 6
Necropsy findings
Sex : Male Stage : Recovery Day 15 Species : Rat
Test article PTSA Monohydrate PTSA Monohydrate
Dose 0 800
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. : SR15146

Table 13 -7
Necropsy findings
Sex : Female (satellite) Stage : Recovery Day 15 Species : Rat
Test article PTSA Monohydrate PTSA Monohydrate
Dose 0 800
Organ mg/kg mg/kg
Findings Number of Animals 5 4
All organs & tissues <5/5> <4/4>
<> : Not remarkable/Number of animals examined
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Study No. : SR15146

Table 13 -8
Necropsy findings
Sex : Female (satellite) Stage : Died on administration day 3 Species : Rat
Test article PTSA Monohydrate
Dose 800
Organ mg/kg
Findings Number of Animals 1
Stomach <0/1>
Red focus, mucosa, multifocal, 1
glandular stomach
1
<1/1>

Red, mucosa, pyloric part

Other organs & tissues
<> : Not remarkable/Number of animals examined

P : Non-graded change
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Table 14 -1 Study No. : SR15146
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
PTSA Monohydrate n 7 7 7 7 7 7 7 7 7
0 mg/kg Mean 462.9 11.853 2.554 3.313 0.717 1.491 0.321 739.9 159.824

S.D. 47.2 1.673 0.152 0.364 0.068 0.154 0.019 108.6 17.904
PTSA Monohydrate n 12 12 12 12 12 12 12 12 12
50 mg/kg Mean 451.6 11.375 2.517 3.308 0.732 1.451 0.321 783.4 172.803

S.D. 24.6 1.223 0.198 0.332 0.054 0.157 0.030 190.3 37.403
PTSA Monohydrate n 12 12 12 12 12 12 12 12 12
200 mg/kg Mean 467.7 11.738 2.505 3.311 0.708 1.498 0.321 830.0 176.680

S.D. 32.9 1.514 0.232 0.366 0.060 0.151 0.024 135.5 20.335
PTSA Monohydrate n 7 7 7 7 7 7 7 7 7
800 mg/kg Mean 439.6 11.620 2.640 3.207 0.730 1.363 0.310 742.1 169.323

S.D. 31.8 1.073 0.076 0.249 0.054 0.138 0.023 68.5 16.873

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
PTSA Monohydrate n 7 7 7 7 7 7 7 7 7 7
0 mg/kg Mean 353.9 77.459 70.1 15.111 12.63 2.721 21.73 4.756 3.034 0.660

S.D. 91.8 22.280 10.9 1.297 2.11 0.262 4.40 1.214 0.134 0.059
PTSA Monohydrate n 12 12 12 12 12 12 12 12 12 12
50 mg/kg Mean 326.7 72.835 70.4 15.537 11.30 2.498 19.80 4.385 3.252 0.722

S.D. 57.3 14.731 13.2 2.396 1.52 0.246 3.73 0.779 0.214 0.045
PTSA Monohydrate n 12 12 12 12 12 12 12 12 12 12
200 mg/kg Mean 356.9 76.571 69.8 14.937 12.69 2.739 21.12 4.521 3.258 0.698

S.D. 53.9 12.926 15.0 3.080 2.56 0.663 3.10 0.640 0.267 0.060
PTSA Monohydrate n 7 7 7 7 7 7 7 7 7 7
800 mg/kg Mean 312.1 71.269 73.3 16.767 12.23 2.786 19.64 4.487 3.217 0.736

S.D. 64.8 14.808 11.1 2.920 1.88 0.404 1.69 0.499 0.257 0.075

AB : Absolute weight, RE : Relative weight by body weight
Not significantly different from PTSA Monohydrate 0 mg/kg



Table 14 - 2 Study No. : SR15146

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
PTSA Monohydrate n 7 7 7 7 7 7 7 7
0 mg/kg Mean 1.239 0.267 685.0 149.150 2.027 0.443 2.199 0.481
S.D. 0.102 0.025 107.0 25.863 0.237 0.075 0.080 0.043
PTSA Monohydrate n 12 12 12 12 12 12 12 12
50 mg/kg Mean 1.278 0.284 759.0 168.221 2.224 0.495 2.183 0.484
S.D. 0.083 0.021 107.1 23.242 0.242 0.059 0.095 0.030
PTSA Monohydrate n 12 12 12 12 12 12 12 12
200 mg/kg Mean 1.247 0.267 733.2 157.204 2.026 0.435 2.204 0.473
S.D. 0.125 0.023 159.1 34.007 0.354 0.084 0.082 0.027
PTSA Monohydrate n 7 7 7 7 7 7 7 7
800 mg/kg Mean 1.221 0.277 782.7 178.777 2.254 0.514 2.164 0.497
S.D. 0.073 0.021 102.4 26.642 0.331 0.090 0.056 0.038

- Syl -

AB : Absolute weight, RE : Relative weight by body weight
Not significantly different from PTSA Monohydrate 0 mg/kg
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Table 14 - 3

Organ weight

Stage : Lactation Day 5

Study No. : SR15146

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
PTSA Monohydrate n 11 11 11 11 11 11 11 11 11
0 mg/kg Mean 315.2 10.539 3.353 2.272 0.723 1.046 0.332 778.7 246.853

S.D. 33.0 1.027 0.251 0.246 0.065 0.108 0.020 158.3 41.429
PTSA Monohydrate n 12 12 12 12 12 12 12 12 12
50 mg/kg Mean 314.8 10.273 3.263 2.228 0.708 1.052 0.334 760.4 241.754

S.D. 21.9 1.090 0.253 0.212 0.053 0.144 0.029 138.8 41.909
PTSA Monohydrate n 12 12 12 12 12 12 12 12 12
200 mg/kg Mean 320.5 10.414 3.253 2.203 0.690 1.054 0.328 812.6 255.144

S.D. 26.2 0.875 0.197 0.201 0.059 0.097 0.022 170.8 56.925
PTSA Monohydrate n 9 9 9 9 9 9 9 9 9
800 mg/kg Mean 325.7 10.633 3.260 2.461 0.760 1.076 0.331 729.7 222.850

S.D. 42.2 1.679 0.196 0.270 0.084 0.113 0.028 157.7 27.998

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
PTSA Monohydrate n 11 11 11 11 11 11 11 11 11 11
0 mg/kg Mean 234.0 74.215 80.1 25.475 17.47 5.547 16.52 5.253 112.8 35.758

S.D. 37.8 8.961 14.6 4.218 3.01 0.807 2.38 0.655 19.4 4.579
PTSA Monohydrate n 12 12 12 12 12 12 12 12 12 12
50 mg/kg Mean 240.8 76.532 77.7 24,744 18.18 5.794 18.19 5.779 112.8 35.788

S.D. 49.8 14.484 14.3 4524 2.40 0.776 2.70 0.751 22.0 6.195
PTSA Monohydrate n 12 12 12 12 12 12 12 12 12 12
200 mg/kg Mean 286.3 88.839 79.2 24,762 16.51 5.149 16.73 5.228 101.7 31.831

S.D. 62.7 15.279 11.8 3.472 2.14 0.512 3.33 1.024 13.2 4.325

DT *

PTSA Monohydrate n 9 9 9 9 9 9 9 9 9 9
800 mg/kg Mean 235.6 72.410 79.8 24.627 18.28 5.680 16.03 4.979 112.7 34.850

S.D. 60.7 16.355 7.4 1.701 1.63 0.712 2.28 0.858 15.0 4.797

AB : Absolute weight, RE : Relative weight by body weight
Significantly different from PTSA Monohydrate 0 mg/kg: * P<0.05
DT : Dunnett test (two-side)
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Table 14 - 4 Study No. : SR15146

Organ weight Stage : Lactation Day 5
Sex : Female Species : Rat
Uterus Brain
Test article AB RE AB RE
Dose mg mg/100g g g/100g
PTSA Monohydrate n 11 11 11 11
0 mg/kg Mean 710.5 226.811 2.084 0.665
S.D. 81.6 28.957 0.086 0.055
PTSA Monohydrate n 12 12 12 12
50 mg/kg Mean 686.2 218.963 2.081 0.665
S.D. 110.4 37.271 0.045 0.041
PTSA Monohydrate n 12 12 12 12
200 mg/kg Mean 679.2 212.379 2.037 0.638
S.D. 101.7 30.624 0.078 0.054
PTSA Monohydrate n 9 9 9 9
800 mg/kg Mean 700.7 216.318 2.054 0.637
S.D. 78.1 20.109 0.070 0.067

AB : Absolute weight, RE : Relative weight by body weight
Not significantly different from PTSA Monohydrate 0 mg/kg
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Table 14 -5 Study No. : SR15146
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
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 262.6 6.830 2.592 1.872 0.712 0.908 0.344 491.2 187.708

S.D. 13.2 1.131 0.330 0.156 0.055 0.105 0.030 58.0 27.229
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5
800 mg/kg Mean 257.6 7.150 2.774 2.040 0.790 0.904 0.352 525.2 203.566

S.D. 8.8 0.669 0.206 0.399 0.142 0.087 0.031 104.4 37.719

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
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 364.0 138.926 78.0 29.778 14.44 5.508 17.92 6.896 105.2 40.180

S.D. 36.5 15.938 12.8 5.086 1.33 0.575 5.21 2.283 15.0 6.198
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
800 mg/kg Mean 342.0 132.082 75.6 29.374 15.96 6.198 17.22 6.656 108.0 41.784

S.D. 90.8 32.323 7.8 3.145 2.16 0.817 3.60 1.205 20.8 6.905

Uterus Brain

Test article AB RE AB RE
Dose mg mg/100g g g/100g
PTSA Monohydrate n 5 5 5 5
0 mg/kg Mean 780.0 296.618 1.918 0.728

S.D. 220.5 81.729 0.028 0.033
PTSA Monohydrate n 5 5 5 5
800 mg/kg Mean 657.8 254.922 1.998 0.776

S.D. 115.6 40.699 0.057 0.034

T2 *

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

T2 : Student t-test (two-side)
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Table 14 - 6 Study No. : SR15146
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
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 486.2 11.840 2.436 3.340 0.688 1.526 0.312 713.2 147.190

S.D. 26.0 0.946 0.144 0.100 0.028 0.177 0.028 51.2 15.311
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5
800 mg/kg Mean 489.4 11.710 2.386 3.266 0.666 1.492 0.306 806.8 165.130

S.D. 18.3 1.384 0.197 0.396 0.062 0.094 0.011 93.2 20.499

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
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 357.4 73.126 70.4 14.584 12.88 2.650 23.74 4.890 3.400 0.702

S.D. 73.6 11.789 13.7 3.265 1.30 0.245 4.39 0.931 0.140 0.064
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
800 mg/kg Mean 338.0 69.332 66.8 13.708 11.82 2.416 19.02 3.888 3.592 0.734

S.D. 104.4 22.145 11.7 2.759 1.95 0.400 1.99 0.406 0.327 0.051

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/100g
PTSA Monohydrate n 5 5 5 5 5 5 5 5
0 mg/kg Mean 1.346 0.278 767.6 157.744 2.208 0.456 2.246 0.460

S.D. 0.056 0.015 146.8 28.018 0.300 0.065 0.047 0.028
PTSA Monohydrate n 5 5 5 5 5 5 5 5
800 mg/kg Mean 1.336 0.274 725.8 148.786 2.164 0.442 2.258 0.460

S.D. 0.140 0.023 228.3 47.923 0.281 0.051 0.128 0.031

AB : Absolute weight, RE : Relative weight by body weight
Not significantly different from PTSA Monohydrate 0 mg/kg
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Table 14 -7 Study No. : SR15146
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
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 277.0 7.106 2.566 1.894 0.684 0.950 0.344 485.6 175.066

S.D. 8.4 0.793 0.274 0.144 0.048 0.100 0.029 49.1 13.672
PTSA Monohydrate n 4 4 4 4 4 4 4 4 4
800 mg/kg Mean 274.8 6.965 2.538 2.025 0.745 0.880 0.320 532.0 194.748

S.D. 335 0.945 0.208 0.215 0.108 0.079 0.012 49.6 18.822

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
PTSA Monohydrate n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 286.6 103.496 74.6 26.962 17.22 6.216 13.44 4.858 76.4 27.572

S.D. 455 16.391 16.7 6.077 2.76 0.976 1.72 0.632 19.3 6.798
PTSA Monohydrate n 4 4 4 4 4 4 4 4 4 4
800 mg/kg Mean 282.3 99.395 68.8 25.063 17.98 6.500 15.18 5.560 72.3 26.353

S.D. 137.9 37.698 7.5 1.035 3.76 0.697 2.84 1.084 22.1 7.015

Uterus Brain

Test article AB RE AB RE
Dose mg mg/100g g g/100g
PTSA Monohydrate n 5 5 5 5
0 mg/kg Mean 621.0 225.072 2.040 0.736

S.D. 81.9 36.864 0.091 0.029
PTSA Monohydrate n 4 4 4 4
800 mg/kg Mean 733.5 268.690 2.120 0.780

S.D. 106.0 40.977 0.058 0.096

AB : Absolute weight, RE : Relative weight by body weight
Not significantly different from PTSA Monohydrate 0 mg/kg
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Table 15-1

Histopathological findings

Study No. : SR15146

Sex : Male Stage : Day 29 Species : Rat
Test article PTSA PTSA PTSA PTSA
Monohydrate Monohydrate Monohydrate Monohydrate
Dose 0 50 200 800
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>
Aggregation, macrophage, alveolar 5 2 0 0 O 0O 0 0 0 O 0O 0 0 0O O 6 1 0 0 O
ED ED
Trachea <7> <0> <0> <7>
7 0 0 7
ED ED EF
Submandibular gland <7> <0> <0> <7>
7 0 0 7
ED ED EF
Esophagus <7> <0> <0> <7>
7 0 0 7
ED ED EF
Stomach <7> <12> <12> <7>
Hyperplasia, squamous cell,
limiting ridge 7 0 0 0 O 12 0 0 0 O 12 0 0 0 O 1 6 0 0 O
EF EF FT $$
Duodenum <7> <0> <0> <7>
7 0 0 7
ED ED EF
Jejunum <7> <0> <0> <7>
7 0 0 7
ED ED EF
lleum <7> <0> <0> <7>
7 0 0 7
ED ED EF
Cecum <7> <0> <0> <7>
7 0 0 7
ED ED EF

<>: Number of animals examined

- : Not remarkable

1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe

Significantly different from PTSAMonohydrate 0 mg/kg: $$ P<0.01
FT : Fisher's exact test (two-side)

ED : The number of samples of a treated group is less than 2.

EF : The averages of all groups are same and all data is O in frequency. (all data of all groups is identical.)
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Table 15 - 2

Histopathological findings

Study No. : SR15146

Sex : Male Stage : Day 29 Species : Rat
Test article PTSA PTSA PTSA PTSA
Monohydrate Monohydrate Monohydrate Monohydrate
Dose 0 50 200 800
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+
Colon <7> <0> <0> <7>
0 0 7
ED ED EF
Rectum <7> <0> <0> <7>
0 0 7
ED ED EF
Pancreas <7> <0> <0> <7>
Atrophy, acinar cell, focal 1 0 0 O 0 0 0 0 6 0
ED ED
Liver <7> <0> <0> <7>
Microgranuloma 2 0 0 O 0 0 0 0 6 0
ED ED
Heart <7> <0> <0> <7>
Cardiomyopathy, focal 1 0 0 O 0 0 0 0 6 0
ED ED
Kidney <7> <0> <0> <7>
Basophilic change, renal tubule 2 0 0 O 0 0 0 0 5 0
ED ED
Urinary bladder <7> <0> <0> <7>
0 0 7
ED ED EF
Testis <7> <0> <0> <7>
0 0 7
ED ED EF

<> : Number of animals examined
- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe

Not significantly different from PTSAMonohydrate 0 mg/kg
ED : The number of samples of a treated group is less than 2.
EF : The averages of all groups are same and all data is O in frequency. (all data of all groups is identical.)
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Table 15 -3 Study No. : SR15146
Histopathological findings
Sex : Male Stage : Day 29 Species : Rat
Test article PTSA PTSA PTSA PTSA
Monohydrate Monohydrate Monohydrate Monohydrate
Dose 0 50 200 800
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+
Epididymis <7> <0> <0> <7>
Granuloma, spermatic 7 0 0 0 O 0O 0 0 0 O 0O 0 0 0 O 6 1 0 0 O
ED ED
Prostate <7> <0> <0> <7>
Inflammation, interstitium 4 3 0 0 O 0O 0 0 0 O 0O 0 0 0O O 3 4 0 0 O
ED ED
Seminal vesicle <7> <0> <0> <7>
7 0 0 7
ED ED EF
Coagulating gland <7> <0> <0> <7>
7 0 0 7
ED ED EF
Cerebrum <7> <0> <0> <7>
7 0 0 7
ED ED EF
Cerebellum <7> <0> <0> <7>
7 0 0 7
ED ED EF
Pons <7> <0> <0> <7>
7 0 0 7
ED ED EF
Spinal cord <7> <0> <0> <7>
7 0 0 7
ED ED EF
Sciatic nerve <7> <0> <0> <7>
7 0 0 7
ED ED EF

<> : Number of animals examined

- : Not remarkable

1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe

Not significantly different from PTSAMonohydrate 0 mg/kg
ED : The number of samples of a treated group is less than 2.

EF : The averages of all groups are same and all data is O in frequency. (all data of all groups is identical.)
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Table 15 -4

Histopathological findings

Study No. : SR15146

Sex : Male Stage : Day 29 Species : Rat
Test article PTSA PTSA PTSA PTSA
Monohydrate Monohydrate Monohydrate Monohydrate
Dose 0 50 200 800
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+
Spleen <7> <0> <0> <7>
7 0 0 7
ED ED EF
Thymus <7> <0> <0> <7>
7 0 0 7
ED ED EF
Bone marrow, femur <7> <0> <0> <7>
7 0 0 7
ED ED EF
Submandibular lymph node <7> <0> <0> <7>
7 0 0 7
ED ED EF
Mesenteric lymph node <7> <0> <0> <7>
7 0 0 7
ED ED EF
Peyer's patch <7> <0> <0> <7>
7 0 0 7
ED ED EF
Pituitary gland <7> <0> <0> <7>
7 0 0 7
ED ED EF
Thyroid <7> <0> <0> <7>
Ultimobranchial body 6 1 0 0 O 0 0 0 0 7 0
ED ED
Parathyroid <7> <0> <0> <7>
7 0 0 7
ED ED EF

<> : Number of animals examined

- : Not remarkable

1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe

Not significantly different from PTSAMonohydrate 0 mg/kg
ED : The number of samples of a treated group is less than 2.

EF : The averages of all groups are same and all data is O in frequency. (all data of all groups is identical.)
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Table 15 -5 Study No. : SR15146
Histopathological findings
Sex : Male Stage : Day 29 Species : Rat
Test article PTSA PTSA PTSA PTSA
Monohydrate Monohydrate Monohydrate Monohydrate
Dose 0 50 200 800
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+

Adrenal <7> <0> <0> <7>
7 0 0 7
ED ED EF

Eyeball <7> <0> <0> <7>
7 0 0 7
ED ED EF

Harderian gland <7> <0> <0> <7>
7 0 0 7
ED ED EF

Skeletal muscle <7> <0> <0> <7>
7 0 0 7
ED ED EF

Femur <7> <0> <0> <7>
7 0 0 7
ED ED EF

<>: Number of animals examined

- : Not remarkable

1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe

Not significantly different from PTSAMonohydrate 0 mg/kg

ED : The number of samples of a treated group is less than 2.

EF : The averages of all groups are same and all data is O in frequency. (all data of all groups is identical.)



- 961 -

Table 15 - 6 Study No. : SR15146
Histopathological findings
Sex : Female Stage : Lactation Day 5 Species : Rat
Test article PTSA PTSA PTSA PTSA
Monohydrate Monohydrate Monohydrate Monohydrate
Dose 0 50 200 800
mg/kg mg/kg mg/kg mg/kg
Organ Number of Animals 11 12 12 10
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Lung <11> <0> <0> <10>
Aggregation, macrophage, alveolar 100 1 0 0 O 0O 0 0 0O O 0O 0 0 0O O 10 0 0 0 O
ED ED
Trachea <11> <0> <0> <10>
11 0 0 10
ED ED EF
Submandibular gland <11> <0> <0> <10>
11 0 0 10
ED ED EF
Esophagus <11> <0> <0> <10>
11 0 0 10
ED ED EF
Stomach <11> <12> <12> <10>
Hyperplasia, squamous cell,
limiting ridge 117 0 0 0 O 12 0 0 0 O 12 0 0 0 3 7 0 0 O
EF EF FT $$
Hyperkeratosis, limiting ridge 11 0 0 0 O 12 0 0 0 O 12 0 0 0 7 3 0 0 O
EF EF
Duodenum <11> <0> <0> <10>
11 0 0 10
ED ED EF
Jejunum <11> <0> <0> <10>
11 0 0 10
ED ED EF
lleum <11> <0> <0> <10>
11 0 0 10
ED ED EF

<>: Number of animals examined

- : Not remarkable

1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe

Significantly different from PTSAMonohydrate 0 mg/kg: $$ P<0.01
FT : Fisher's exact test (two-side)

ED : The number of samples of a treated group is less than 2.

EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)



Table 15-7 Study No. : SR15146

Histopathological findings
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Sex : Female Stage : Lactation Day 5 Species : Rat
Test article PTSA PTSA PTSA PTSA
Monohydrate Monohydrate Monohydrate Monohydrate
Dose 0 50 200 800
mg/kg mg/kg mg/kg mg/kg
Organ Number of Animals 11 12 12 10
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Cecum <11> <0> <0> <10>
11 0 0 10
ED ED EF
Colon <11> <0> <0> <10>
11 0 0 10
ED ED EF
Rectum <11> <0> <0> <10>
11 0 0 10
ED ED EF
Pancreas <11> <0> <0> <10>
11 0 0 10
ED ED EF
Liver <11> <0> <0> <10>
Vacuolation, hepatocyte,
periportal 117 0 0 0 O 0O 0 0 0O O 0O 0 0 0O O 9 1. 0 0 O
ED ED
Microgranuloma 9 2 0 0 O 0O 0 0 0 O 0O 0 0 0O O 10 0 0 0 O
ED ED
Heart <11> <0> <0> <10>
11 0 0 10
ED ED EF
Kidney <11> <12> <12> <10>
Basophilic change, renal tubule 10 1 0 0 O 12 0 0 0 O 9 3 0 0 O 2 7 1 0 O
FT $$
Urinary bladder <11> <0> <0> <10>
11 0 0 10
ED ED EF

<>: Number of animals examined

- : Not remarkable

1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe

Significantly different from PTSAMonohydrate 0 mg/kg: $$ P<0.01

FT : Fisher's exact test (two-side)

ED : The number of samples of a treated group is less than 2.

EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 15 -8 Study No. : SR15146
Histopathological findings
Sex : Female Stage : Lactation Day 5 Species : Rat
Test article PTSA PTSA PTSA PTSA
Monohydrate Monohydrate Monohydrate Monohydrate
Dose 0 50 200 800
mg/kg mg/kg mg/kg mg/kg
Organ Number of Animals 11 12 12 10
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+

Ovary <11> <0> <0> <10>
11 0 0 10
ED ED EF

Uterine horn <11> <0> <0> <10>
11 0 0 10
ED ED EF

Uterine cervix <11> <0> <0> <10>
11 0 0 10
ED ED EF

Vagina <11> <0> <0> <10>
11 0 0 10
ED ED EF

Cerebrum <11> <0> <0> <10>
11 0 0 10
ED ED EF

Cerebellum <11> <0> <0> <10>
11 0 0 10
ED ED EF

Pons <11> <0> <0> <10>
11 0 0 10
ED ED EF

Spinal cord <11> <0> <0> <10>
11 0 0 10
ED ED EF

Sciatic nerve <11> <0> <0> <10>
11 0 0 10
ED ED EF

<> : Number of animals examined

- : Not remarkable

1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe

Not significantly different from PTSAMonohydrate 0 mg/kg

ED : The number of samples of a treated group is less than 2.
EF : The averages of all groups are same and all data is O in frequency. (all data of all groups is identical.)
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Table 15-9 Study No. : SR15146
Histopathological findings
Sex : Female Stage : Lactation Day 5 Species : Rat
Test article PTSA PTSA PTSA PTSA
Monohydrate Monohydrate Monohydrate Monohydrate
Dose 0 50 200 800
mg/kg mg/kg mg/kg mg/kg
Organ Number of Animals 11 12 12 10
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Spleen <11> <0> <0> <10>
11 0 0 10
ED ED EF
Thymus <11> <0> <0> <10>
11 0 0 10
ED ED EF
Bone marrow, femur <11> <0> <0> <10>
11 0 0 10
ED ED EF
Submandibular lymph node <11> <0> <0> <10>
11 0 0 10
ED ED EF
Mesenteric lymph node <11> <0> <0> <10>
11 0 0 10
ED ED EF
Peyer's patch <11> <0> <0> <10>
11 0 0 10
ED ED EF
Pituitary gland <11> <0> <0> <10>
11 0 0 10
ED ED EF
Thyroid <11> <0> <0> <10>
Ultimobranchial body 9 2 0 0 O 0 0 0 0 O 0 0 O 9 1 0 0 O
ED ED
Parathyroid <11> <0> <0> <10>
11 0 0 10
ED ED EF

<> : Number of animals examined

- : Not remarkable

1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe

Not significantly different from PTSAMonohydrate 0 mg/kg

ED : The number of samples of a treated group is less than 2.
EF : The averages of all groups are same and all data is O in frequency. (all data of all groups is identical.)
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Table 15 - 10 Study No. : SR15146
Histopathological findings
Sex : Female Stage : Lactation Day 5 Species : Rat
Test article PTSA PTSA PTSA PTSA
Monohydrate Monohydrate Monohydrate Monohydrate
Dose 0 50 200 800
mg/kg mg/kg mg/kg mg/kg
Organ Number of Animals 11 12 12 10
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+

Adrenal <11> <0> <0> <10>
11 0 0 10
ED ED EF

Eyeball <11> <0> <0> <10>
11 0 0 10
ED ED EF

Harderian gland <11> <0> <0> <10>
11 0 0 10
ED ED EF

Skeletal muscle <11> <0> <0> <10>
11 0 0 10
ED ED EF

Femur <11> <0> <0> <10>
11 0 0 10
ED ED EF

Mammary gland <11> <0> <0> <10>
11 0 0 10
ED ED EF

<> : Number of animals examined

- : Not remarkable

1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe

Not significantly different from PTSAMonohydrate 0 mg/kg

ED : The number of samples of a treated group is less than 2.
EF : The averages of all groups are same and all data is O in frequency. (all data of all groups is identical.)
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Table 15- 11 Study No. : SR15146

Histopathological findings

Sex : Female Stage : Non-pregnancy Species : Rat
Test article PTSA PTSA
Monohydrate Monohydrate
Dose 0 800
mg/kg mg/kg
Organ Number of Animals 1 1
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+

Lung <1> <1>
1 1

Trachea <1> <1>
1 1

Submandibular gland <1> <1>
1 1

Esophagus <1> <1>
1 1

Stomach <1> <1>

Hyperplasia, squamous cell,
limiting ridge 1 0 0 0 O 0O 1 0 0 O

Duodenum <1> <1>
1 1

Jejunum <1> <1>
1 1

lleum <1> <1>
1 1

Cecum <1> <1>
1 1

Colon <1> <1>
1 1

Rectum <1> <1>
1 1

Pancreas <1> <1>
1 1

Liver <1> <1>
1 1

Heart <1> <1>
1 1

<> : Number of animals examined
- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe



Table 15 - 12 Study No. : SR15146

Histopathological findings
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Sex : Female Stage : Non-pregnancy Species : Rat
Test article PTSA PTSA
Monohydrate Monohydrate
Dose 0 800
mg/kg mg/kg
Organ Number of Animals 1 1
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Kidney <1> <1>
Basophilic change, renal tubule 01 0 0 O 0O 0 1 0 O
Cast, hyaline 1 0 0 0 O 0O 1 0 0 O
Urinary bladder <1> <1>
1 1
Ovary <1> <1>
1 1
Uterine horn <1> <1>
1 1
Uterine cervix <1> <1>
1 1
Vagina <1> <1>
1 1
Cerebrum <1> <1>
1 1
Cerebellum <1> <1>
1 1
Pons <1> <1>
1 1
Spinal cord <1> <1>
1 1
Sciatic nerve <1> <1>
1 1
Spleen <1> <1>
1 1
Thymus <1> <1>
1 1

<> : Number of animals examined
- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe



- €91 -

Table 15 - 13 Study No. : SR15146

Histopathological findings

Sex : Female Stage : Non-pregnancy Species : Rat
Test article PTSA PTSA
Monohydrate Monohydrate
Dose 0 800
mg/kg mg/kg
Organ Number of Animals 1 1
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Bone marrow, femur <1> <1>
1 1
Submandibular lymph node <1> <1>
1 1
Mesenteric lymph node <1> <1>
1 1
Peyer's patch <1> <1>
1 1
Pituitary gland <1> <1>
Cyst, pars distalis 0O 1 0 0 O 1 0 0 0 O
Thyroid <1> <1>
1 1
Parathyroid <1> <1>
1 1
Adrenal <1> <1>
1 1
Eyeball <1> <1>
1 1
Harderian gland <1> <1>
1 1
Skeletal muscle <1> <1>
1 1
Femur <1> <1>
1 1
Mammary gland <1> <1>
1 1

<> : Number of animals examined
- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
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Table 15 - 14 Study No. : SR15146

Histopathological findings

Sex : Female Stage : Died on lactation day 0 Species : Rat
Test article PTSA
Monohydrate
Dose 800
mg/kg
Organ Number of Animals 1
Findings Grade - 1+ 2+ 3+ 4+
Lung <1>
Necrosis, bronchial epithelial 0O 0 0 1 O
Edema, alveolar 0O 0 0 1 O
Edema, perivascular 0O 0 1 0 O
Infiltration, neutrophil 0O 0 1 0 O
Trachea <1>
1
Submandibular gland <1>
1
Esophagus <1>
1
Stomach <1>
Hyperplasia, squamous cell,
limiting ridge 01 0 0 O
Duodenum <1>
1
Jejunum <1>
1
lleum <1>
1
Cecum <1>
1
Colon <1>
1
Rectum <1>
1
Pancreas <1>
1

<> : Number of animals examined
- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
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Table 15 - 15 Study No. : SR15146
Histopathological findings
Sex : Female Stage : Died on lactation day 0 Species : Rat
Test article PTSA
Monohydrate
Dose 800
mg/kg
Organ Number of Animals 1
Findings Grade - 1+ 2+ 3+ 4+
Liver <1>
1
Heart <1>
1
Kidney <1>
1
Urinary bladder <1>
1
Ovary <1>
1
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
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
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Table 15 - 16 Study No. : SR15146

Histopathological findings

Sex : Female Stage : Died on lactation day 0 Species : Rat
Test article PTSA
Monohydrate
Dose 800
mg/kg
Organ Number of Animals 1
Findings Grade - 1+ 2+ 3+ 4+
Thymus <1>
1
Bone marrow, femur <1>
1
Submandibular lymph node <1>
1
Mesenteric lymph node <1>
1
Peyer's patch <1>
1
Pituitary gland <1>
1
Thyroid <1>
1
Parathyroid <1>
1
Adrenal <1>
1
Eyeball <1>
1
Harderian gland <1>
1
Skeletal muscle <1>
1
Femur <1>
1
Mammary gland <1>
1

<> : Number of animals examined
- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe



Table 15 - 17 Study No. : SR15146

Histopathological findings
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Sex : Female (satellite) Stage : Day 29 Species : Rat
Test article PTSA PTSA
Monohydrate Monohydrate
Dose 0 800
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
EF
Trachea <5> <5>
5 5
EF
Submandibular gland <5> <5>
5 5
EF
Esophagus <5> <5>
5 5
EF
Stomach <5> <5>
Hyperplasia, squamous cell,
limiting ridge 5 0 0 0 O 0O 5 0 0 O
FT $$
Hyperkeratosis, limiting ridge 5 0 0 0 O 2 3 0 0 O
Fibrosis, lamina propria,
glandular stomach 5 0 0 0 O 4 1 0 0 O
Duodenum <5> <5>
5 5
EF
Jejunum <5> <5>
5 5
EF

<>: Number of animals examined

- : Not remarkable

1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe

Significantly different from PTSAMonohydrate 0 mg/kg: $$ P<0.01

FT : Fisher's exact test (two-side)

EF : The averages of all groups are same and all data is O in frequency. (all data of all groups is identical.)
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Table 15 - 18

Histopathological findings

Study No. : SR15146

Sex : Female (satellite) Stage : Day 29 Species : Rat
Test article PTSA PTSA
Monohydrate Monohydrate
Dose 0 800
mg/kg mg/kg
Organ Number of Animals 5 5
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
lleum <5> <5>
5 5
EF
Cecum <5> <5>
5 5
EF
Colon <5> <5>
5 5
EF
Rectum <5> <5>
5 5
EF
Pancreas <5> <5>
5 5
EF
Liver <5> <5>
Microgranuloma 3 2 0 0 O 4 1 0 0 O
Heart <5> <5>
5 5
EF
Kidney <5> <5>
Basophilic change, renal tubule 3 2 0 0 O 2 2 0 1 0
Mineralization, cortex 5 0 0 0 O 4 0 1 0 O

<> : Number of animals examined

- : Not remarkable

1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe

Not significantly different from PTSAMonohydrate 0 mg/kg

EF : The averages of all groups are same and all data is O in frequency. (all data of all groups is identical.)



Table 15 - 19 Study No. : SR15146

Histopathological findings
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Sex : Female (satellite) Stage : Day 29 Species : Rat
Test article PTSA PTSA
Monohydrate Monohydrate
Dose 0 800
mg/kg mg/kg
Organ Number of Animals 5 5
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Urinary bladder <5> <5>
5 5
EF
Ovary <5> <5>
5 5
EF
Uterine horn <5> <5>
5 5
EF
Uterine cervix <5> <5>
5 5
EF
Vagina <5> <5>
5 5
EF
Cerebrum <5> <5>
5 5
EF
Cerebellum <5> <5>
5 5
EF
Pons <5> <5>
5 5
EF
Spinal cord <5> <5>
5 5
EF

<>: Number of animals examined

- : Not remarkable

1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe

Not significantly different from PTSAMonohydrate 0 mg/kg

EF : The averages of all groups are same and all data is O in frequency. (all data of all groups is identical.)
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Table 15 - 20 Study No. : SR15146
Histopathological findings
Sex : Female (satellite) Stage : Day 29 Species : Rat
Test article PTSA PTSA
Monohydrate Monohydrate
Dose 0 800
mg/kg mg/kg
Organ Number of Animals 5 5
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Sciatic nerve <5> <5>
5 5
EF
Spleen <5> <5>
5 5
EF
Thymus <5> <5>
5 5
EF
Bone marrow, femur <5> <5>
5 5
EF
Submandibular lymph node <5> <5>
5 5
EF
Mesenteric lymph node <5> <5>
5 5
EF
Peyer's patch <5> <5>
5 5
EF
Pituitary gland <5> <5>
Craniopharyngeal tissue, aberrant 4 1 0 0 O 5 0 0 0 O

<> : Number of animals examined

- : Not remarkable

1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe

Not significantly different from PTSAMonohydrate 0 mg/kg

EF : The averages of all groups are same and all data is O in frequency. (all data of all groups is identical.)
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Table 15 - 21 Study No. : SR15146

Histopathological findings

Sex : Female (satellite) Stage : Day 29 Species : Rat
Test article PTSA PTSA
Monohydrate Monohydrate
Dose 0 800
mg/kg mg/kg
Organ Number of Animals 5 5
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Thyroid <5> <5>
Ultimobranchial body 4 1 0 0 O 4 1 0 0 O

Parathyroid <5> <5>
5 5
EF

Adrenal <5> <5>
5 5
EF

Eyeball <5> <5>
5 5
EF

Harderian gland <5> <5>
5 5
EF

Skeletal muscle <5> <5>
5 5
EF

Femur <5> <5>
5 5
EF

Mammary gland <5> <5>
5 5
EF

<>: Number of animals examined

- : Not remarkable

1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe

Not significantly different from PTSAMonohydrate 0 mg/kg

EF : The averages of all groups are same and all data is O in frequency. (all data of all groups is identical.)
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Study No. : SR15146

Table 15 - 22
Histopathological findings
Sex : Male Stage : Recovery Day 15 Species : Rat
Test article PTSA PTSA
Monohydrate Monohydrate
Dose 0 800
mg/kg mg/kg
Organ Number of Animals 5 5
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Stomach <5> <5>
Hyperplasia, squamous cell,
limiting ridge 5 0 0 0 O 3 2 0 0 O

<> : Number of animals examined

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

Not significantly different from PTSAMonohydrate 0 mg/kg
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Study No. : SR15146

Table 15 - 23
Histopathological findings
Sex : Female (satellite) Stage : Recovery Day 15 Species : Rat
Test article PTSA PTSA
Monohydrate Monohydrate
Dose 0 800
mg/kg mg/kg
Organ Number of Animals 5 4
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Stomach <5> <4>
5 4
EF
Kidney <5> <4>
Basophilic change, renal tubule 5 0 0 0 O 2 2 0 0 O
Hyperplasia, tubular epithelium 5 0 0 0 O 31 0 0 O
Cyst 5 0 0 0 O 3 1 0 0 O

<> : Number of animals examined

- : Not remarkable

1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe

Not significantly different from PTSAMonohydrate 0 mg/kg

EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 15 - 24 Study No. : SR15146

Histopathological findings

Sex : Female (satellite) Stage : Died on administration day 3 Species : Rat
Test article PTSA
Monohydrate
Dose 800
mg/kg
Organ Number of Animals 1
Findings Grade - 1+ 2+ 3+ 4+
Lung <1>
1
Trachea <1>
1
Submandibular gland <1>
1
Esophagus <1>
1
Stomach <1>
Erosion, glandular stomach 01 0 0 O
Necrosis, mucosa, pyloric part 0O 0 0 1 o
Duodenum <1>
1
Jejunum <1>
1
lleum <1>
1
Cecum <1>
1
Colon <1>
1
Rectum <1>
1
Pancreas <1>
1
Liver <1>
1

<> : Number of animals examined
- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
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Table 15 - 25 Study No. : SR15146

Histopathological findings

Sex : Female (satellite) Stage : Died on administration day 3 Species : Rat
Test article PTSA
Monohydrate
Dose 800
mg/kg
Organ Number of Animals 1
Findings Grade - 1+ 2+ 3+ 4+
Heart <1>
1
Kidney <1>
Necrosis, renal tubule, cortex 0O 0 0 0 1
Urinary bladder <1>
1
Ovary <1>
1
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>
Atrophy, white pulp 0 0 1 0 O
Thymus <1>
1

<> : Number of animals examined
- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
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Table 15 - 26 Study No. : SR15146

Histopathological findings

Sex : Female (satellite) Stage : Died on administration day 3 Species : Rat
Test article PTSA
Monohydrate
Dose 800
mg/kg
Organ Number of Animals 1
Findings Grade - 1+ 2+ 3+ 4+
Bone marrow, femur <1>
1
Submandibular lymph node <1>
1
Mesenteric lymph node <1>
1
Peyer's patch <1>
1
Pituitary gland <1>
Cyst, pars distalis 0O 1 0 0 O
Thyroid <1>
1
Parathyroid <1>
1
Adrenal <1>
1
Eyeball <1>
1
Harderian gland <1>
1
Skeletal muscle <1>
1
Femur <1>
1
Mammary gland <1>
1

<> : Number of animals examined
- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
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Table 16 Study No. : SR15146
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)
PTSA Monohydrate n 12 12 12
0 mg/kg 0)
Mean 4.00 3.5
S.D. 0.00 0.5
PTSA Monohydrate n 12 12 12
50 mg/kg (0)
Mean 4.00 3.8
S.D. 0.00 0.5
EF
PTSA Monohydrate n 12 12 12
200 mg/kg 0)
Mean 4.00 3.3
S.D. 0.00 0.5
EF
PTSA Monohydrate n 12 12 12
800 mg/kg 0)
Mean 4.08 3.5
S.D. 0.19 0.5
EF

() : Values in brackets represent number of animals with acyclic or irregular cycle.
Not significantly different from PTSA Monohydrate 0 mg/kg
EF : The averages of all groups are same and all data is O in frequency. (all data of all groups is identical.)
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Table 17 -1

Reproductive performance

Generation : FO Sex : Male
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 (%)
PTSA Monohydrate n 12 12 (12/12) (11/12) (12/12) (11/12)
0 mg/kg Mean 3.2 100.0 91.7 100.0 91.7
S.D. 21
PTSA Monohydrate n 12 12 (12/12) (12/12) (12/12) (12/12)
50 mg/kg Mean 3.3 100.0 100.0 100.0 100.0
S.D. 1.2
EF
PTSA Monohydrate n 12 12 (12/12) (12/12) (12/12) (12/12)
200 mg/kg Mean 3.0 100.0 100.0 100.0 100.0
S.D. 3.6
EF
PTSA Monohydrate n 12 12 (12/12) (11/12) (12/12) (11/12)
800 mg/kg Mean 2.6 100.0 91.7 100.0 91.7
S.D. 14
EF

Not significantly different from PTSA Monohydrate 0 mg/kg
EF : The averages of all groups are same and all data is O in frequency. (all data of all groups is identical.)

Study No. : SR15146
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Table 17 - 2

Reproductive performance

Generation : FO Sex : Female
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 (%)
PTSA Monohydrate n 12 12 (12/12) (11/12) (12/12) (11/12)
0 mg/kg Mean 3.2 100.0 91.7 100.0 91.7
S.D. 21
PTSA Monohydrate n 12 12 (12/12) (12/12) (12/12) (12/12)
50 mg/kg Mean 3.3 100.0 100.0 100.0 100.0
S.D. 1.2
EF
PTSA Monohydrate n 12 12 (12/12) (12/12) (12/12) (12/12)
200 mg/kg Mean 3.0 100.0 100.0 100.0 100.0
S.D. 3.6
EF
PTSA Monohydrate n 12 12 (12/12) (11/12) (12/12) (11/12)
800 mg/kg Mean 2.6 100.0 91.7 100.0 91.7
S.D. 14
EF

Not significantly different from PTSA Monohydrate 0 mg/kg
EF : The averages of all groups are same and all data is O in frequency. (all data of all groups is identical.)

Study No. : SR15146
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Table 18 - 1

Delivery data

Study No. : SR15146

Generation : FO Species : Rat
Gestation ~ Number of Birth Number of Number of Sex rate Number of Gestation
Test article period implantation index offspring live newborns (offspring) dead newborns index
Dose (day) (%) M Total (%) Dead Cannibalism Total (%)

PTSA Monohydrate n 11 11 11 11 11 11 11 73/155 11 11 11 11/11
0 mg/kg Mean 22.09 15.7 90.00 14.2 6.6 7.5 141 47.1 0.1 0.0 0.1 100.0
S.D. 0.30 1.8 15.36 2.7 2.2 2.3 2.8 0.3 0.0 0.3 0.00
PTSA Monohydrate n 12 12 12 12 12 12 12 80/176 12 12 12 12/12
50 mg/kg Mean 22.25 15.8 92.75 14.8 6.7 8.0 147 455 0.2 0.0 0.2 100.0
S.D. 0.45 14 9.14 1.9 2.0 2.0 1.8 0.6 0.0 0.6 0.00
EF EF
PTSA Monohydrate n 12 12 12 12 12 12 12 87/172 12 12 12 12/12
200 mg/kg Mean 22.08 15.8 91.61 14.3 7.3 7.1 14.3 50.6 0.0 0.0 0.0 100.0
S.D. 0.29 15 10.99 1.6 2.1 1.9 1.6 0.0 0.0 0.0 0.00
EF EF
PTSA Monohydrate n 11 11 11 11 11 11 11 76/157 11 11 11 11/11
800 mg/kg Mean 22.18 155 91.61 14.4 6.9 7.4 14.3 48.4 0.1 0.0 0.1 100.0
S.D. 0.40 2.1 8.31 24 2.3 25 24 0.3 0.0 0.3 0.00
EF EF

M : Male, F : Female

Not significantly different from PTSA Monohydrate 0 mg/kg

EF : The averages of all groups are same and all data is O in frequency. (all data of all groups is identical.)
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Table 18 - 2 Study No. : SR15146

Delivery data

Generation : FO Species : Rat
Number of Implantation Nursing
Test article corpora index index
Dose lutea (%) (%)
PTSA Monohydrate n 11 11 11/11
0 mg/kg Mean 15.8 99.44 100.0
S.D. 18 1.87
PTSA Monohydrate n 12 12 12/12
50 mg/kg Mean 16.2 97.94 100.0
S.D. 1.3 3.95
PTSA Monohydrate n 12 12 12/12
200 mg/kg Mean 15.8 100.00 100.0
S.D. 15 0.00
PTSA Monohydrate n 11 11 9/9
800 mg/kg Mean 15.8 98.15 100.0
S.D. 18 4.35

Not significantly different from PTSA Monohydrate 0 mg/kg
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Study No. : SR15146

Table 18 - 3
Delivery data (external examination of offspring) Day after birth : 0
Generation : FO Species : Rat
PTSA PTSA PTSA PTSA
Test article Monohydrate Monohydrate Monohydrate Monohydrate
Dose 0 50 200 800
Dose unit mg/kg mg/kg mg/kg mg/kg
Number of dams 11 12 12 11
Number of offspring 155 176 172 157
Number of dams with anomalous offspring (incidence «) 0(0.00) 0(0.00) 0(0.00) 0(0.00)
EF EF EF
Number of offspring with any anomaly (incidence %) 0(0.00) 0(0.00) 0(0.00) 0(0.00)
EF EF EF

Not significantly different from PTSA Monohydrate 0 mg/kg

EF : The averages of all groups are same and all data is 0 in frequency. (all data of all groups is identical.)
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Table 19

Clinical sign of offspring

Study No. : SR15146

Generation : FO Species : Rat
Test article Day after birth 0 1 2 3 4
Dose Clinical signs Time 1 1 1 1 1
PTSA Monohydrate Number of dams examined 11 11 11 11 11
0 mg/kg Number of offspring 155 155 155 155 154
Number of dams with anomalous offspring 0 0 0 0 0
PTSA Monohydrate Number of dams examined 12 12 12 12 12
50 mg/kg Number of offspring 176 176 176 176 173
Number of dams with anomalous offspring 0 0 0 0 0
PTSA Monohydrate Number of dams examined 12 12 12 12 12
200 mg/kg Number of offspring 172 172 172 172 172
Number of dams with anomalous offspring 0 0 0 0 0
PTSA Monohydrate Number of dams examined 10 10 10 10 9
800 mg/kg Number of offspring 157 142 142 128 126
Number of dams with anomalous offspring 0 0 0 0 0

FO lactation)1 : Daily examination
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Table 20

Litter size and viability index of offspring

Study No. : SR15146

Generation : FO Species : Rat
/Day after birth
0 0 0 4 4
Test article All pups Live pups Viability Live pups Viability
Dose index () index (%)
PTSA Monohydrate Total 156 155 154
0 mg/kg n 11 11 11 11 11
Mean 99.30 99.52
S.D. 2.32 1.60
PTSA Monohydrate Total 178 176 173
50 mg/kg n 12 12 12 12 12
Mean 99.02 98.31
S.D. 341 3.08
PTSA Monohydrate Total 172 172 172
200 mg/kg n 12 12 12 12 12
Mean 100.00 100.00
S.D. 0.00 0.00
PTSA Monohydrate Total 158 157 126
800 mg/kg n 11 11 11 9 9
Mean 99.39 98.62
S.D. 2.02 2.73

Not significantly different from PTSA Monohydrate 0 mg/kg
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Table 21 Study No. : SR15146
Body weight of offspring
Generation : FO Unit: g Species : Rat
Test article /Day after birth
Dose 0 4
PTSA Monohydrate Male n 11 11
0 mg/kg Mean 6.774 11.289
S.D. 0.640 2.010
Female n 11 11
Mean 6.331 10.578
S.D. 0.649 1.876
PTSA Monohydrate Male n 12 12
50 mg/kg Mean 6.723 11.185
S.D. 0.573 1.078
Female n 12 12
Mean 6.305 10.529
S.D. 0.561 1.002
PTSA Monohydrate Male n 12 12
200 mg/kg Mean 6.707 11.050
S.D. 0.540 0.631
Female n 12 12
Mean 6.240 10.570
S.D. 0.551 0.883
PTSA Monohydrate Male n 11 9
800 mg/kg Mean 6.765 11.659
S.D. 0.713 1.922
Female n 11 9
Mean 6.388 10.681
S.D. 0.646 1.653

Not significantly different from PTSA Monohydrate 0 mg/kg



Study No. : SR15146

Table 22
Necropsy findings of offspring
Generation : FO Species : Rat
Test article PTSA Monohydrate PTSA Monohydrate PTSA Monohydrate PTSA Monohydrate
Dose 0 50 200 800
Dose unit mg/kg mg/kg mg/kg mg/kg
Number of dams 11 12 12 9
Number of live offspring examined on Day 4 of birth 154 173 172 126
Finding absent 154 173 172 125
Kidney: Dilatation, renal pelvis, bilateral 0 0 0 1
Number of dead offspring examined on Day 0-4 of birth 1 2 0 1
1 2 0 1

Finding absent

- 981 -
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Appendix 1 -1 Study No. : SR15146

Clinical sign Period : Administration Day 1-29
Sex : Male Dose : PTSA Monohydrate 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 - R B
10102 No abnormality - - - - - - - - - - - - - R - R - R
10103 No abnormality - - - - - - - - - - - - - R _ R - R
10104 No abnormality - - - - - - - - - - - - - B B B B R
10105 No abnormality - - - - - - - - - - - - - R - R B R
10106 No abnormality - - - - - - - - - - - - - R - R - R
10107 No abnormality - - - - - - - - - - - - - R _ R - R
10108 No abnormality - - - - - - - - - - - - - B B B B R
10109 No abnormality - - - - - - - - - - - - - R - R B R
10110 No abnormality - - - - - - - - - - - - - R - R - R
10111 No abnormality - - - - - - - - - - - - - R _ R - R
10112 No abnormality - - - - - - - - - - - - - B B B B R
Day 10 11 12 13 14 15 16 17 18
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 - - - - - - - - - - - - B R B R B
10102 No abnormality - - - - - - - - - - - - - R - R B R
10103 No abnormality - - - - - - - - - - - B B B B _ B _
10104 No abnormality - - - - - - - - - - . B _ R B R _ R
10105 No abnormality - - - - - - - - - - - - - R B R B R
10106 No abnormality - - - - - - - - - - - - - R - R B R
10107 No abnormality - - - - - - - - - - - B B B B _ B _
10108 No abnormality - - - - - - - - - - - - - R B R B R
10109 No abnormality - - - - - - - - - - - - - R B R B R
10110 No abnormality - - - - - - - - - - - - - R - R B R
10111 No abnormality - - - - - - - - - - - B B B B _ B _
10112 No abnormality - - - - - - - - - - - - - R B R B R
Day 19 20 21 22 23 24 25 26 27
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 B R B R
10102 No abnormality - - - - - - - - - - - - - R B R B R
10103 No abnormality - - - - - - - - - - - - - R - R B R
10104 No abnormality - - - - - - - - - - - B B B B _ B _
10105 No abnormality - - - - - - - - - - - - - R B R B R
10106 No abnormality - - - - - - - - - - - - - R B R B R
10107 No abnormality - - - - - - - - - - - - - R - R B R
10108 No abnormality - - - - - - - - - - - B B B B _ B _
10109 No abnormality - - - - - - - - - - - - - B _ B B R
10110 No abnormality - - - - - - - - - - - - - R B R B R
10111 No abnormality - - - - - - - - - - - - - R - R B R
10112 No abnormality - - - - - - - - - - - B B B B _ B _

Administration)1 : Pre-dosing, 2 : Post-dosing



Appendix 1 - 2 Study No. : SR15146

Clinical sign Period : Administration Day 1-29
Sex : Male Dose : PTSA Monohydrate 0 mg/kg Species : Rat
Day 28 29
Animal No. Clinical signs Time 1 2 3
10101 No abnormality - - -
10102 No abnormality — — —
10103 No abnormality - -
10104 No abnormality - -
10105 No abnormality - -
10106 No abnormality - -
10107 No abnormality - - -
10108 No abnormality - - -
10109 No abnormality - - -
10110 No abnormality - - -
10111 No abnormality - -
10112 No abnormality - - -

- 881 -

Administration)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day
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Appendix 1 - 3 Study No. : SR15146

Clinical sign Period : Administration Day 1-29
Sex : Male Dose : PTSA Monohydrate 50 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 - R B
10202 No abnormality - - - - - - - - - - - - - R - R - R
10203 No abnormality - - - - - - - - - - - - - R _ R - R
10204 No abnormality - - - - - - - - - - - - - B B B B R
10205 No abnormality - - - - - - - - - - - - - R - R B R
10206 No abnormality - - - - - - - - - - - - - R - R - R
10207 No abnormality - - - - - - - - - - - - - R _ R - R
10208 No abnormality - - - - - - - - - - - - - B B B B R
10209 No abnormality - - - - - - - - - - - - - R - R B R
10210 No abnormality - - - - - - - - - - - - - R - R - R
10211 No abnormality - - - - - - - - - - - - - R _ R - R
10212 No abnormality - - - - - - - - - - - - - B B B B R
Day 10 11 12 13 14 15 16 17 18
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 - - - - - - - - - - - - B R B R B
10202 No abnormality - - - - - - - - - - - - - R - R B R
10203 No abnormality - - - - - - - - - - - B B B B _ B _
10204 No abnormality - - - - - - - - - - . B _ R B R _ R
10205 No abnormality - - - - - - - - - - - - - R B R B R
10206 No abnormality - - - - - - - - - - - - - R - R B R
10207 No abnormality - - - - - - - - - - - B B B B _ B _
10208 No abnormality - - - - - - - - - - - - - R B R B R
10209 No abnormality - - - - - - - - - - - - - R B R B R
10210 No abnormality - - - - - - - - - - - - - R - R B R
10211 No abnormality - - - - - - - - - - - B B B B _ B _
10212 No abnormality - - - - - - - - - - - - - R B R B R
Day 19 20 21 22 23 24 25 26 27
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 B R B R
10202 No abnormality - - - - - - - - - - - - - R B R B R
10203 No abnormality - - - - - - - - - - - - - R - R B R
10204 No abnormality - - - - - - - - - - - B B B B _ B _
10205 No abnormality - - - - - - - - - - - - - R B R B R
10206 No abnormality - - - - - - - - - - - - - R B R B R
10207 No abnormality - - - - - - - - - - - - - R - R B R
10208 No abnormality - - - - - - - - - - - B B B B _ B _
10209 No abnormality - - - - - - - - - - - - - B _ B B R
10210 No abnormality - - - - - - - - - - - - - R B R B R
10211 No abnormality - - - - - - - - - - - - - R - R B R
10212 No abnormality - - - - - - - - - - - B B B B _ B _

Administration)1 : Pre-dosing, 2 : Post-dosing



Appendix 1 - 4 Study No. : SR15146

Clinical sign Period : Administration Day 1-29
Sex : Male Dose : PTSA Monohydrate 50 mg/kg Species : Rat
Day 28 29
Animal No. Clinical signs Time 1 2 3
10201 No abnormality - - -
10202 No abnormality — — —
10203 No abnormality - - -
10204 No abnormality - - -
10205 No abnormality - - -
10206 No abnormality - - -
10207 No abnormality - - -
10208 No abnormality - - -
10209 No abnormality - - -
10210 No abnormality - - -
10211 No abnormality - - -
10212 No abnormality - - -

- 061 -

Administration)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day



-lel -

Appendix 1 -5 Study No. : SR15146

Clinical sign Period : Administration Day 1-29
Sex : Male Dose : PTSA Monohydrate 200 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 - R B
10302 No abnormality - - - - - - - - - - - - - R - R - R
10303 No abnormality - - - - - - - - - - - - - R _ R - R
10304 No abnormality - - - - - - - - - - - - - B B B B R
10305 No abnormality - - - - - - - - - - - - - R - R B R
10306 No abnormality - - - - - - - - - - - - - R - R - R
10307 No abnormality - - - - - - - - - - - - - R _ R - R
10308 No abnormality - - - - - - - - - - - - - B B B B R
10309 No abnormality - - - - - - - - - - - - - R - R B R
10310 No abnormality - - - - - - - - - - - - - R - R - R
10311 No abnormality - - - - - - - - - - - - - R _ R - R
10312 No abnormality - - - - - - - - - - - - - B B B B R
Day 10 11 12 13 14 15 16 17 18
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 - - - - - - - - - - - - B R B R B
10302 No abnormality - - - - - - - - - - - - - R - R B R
10303 No abnormality - - - - - - - - - - - B B B B _ B _
10304 No abnormality - - - - - - - - - - . B _ R B R _ R
10305 No abnormality - - - - - - - - - - - - - R B R B R
10306 No abnormality - - - - - - - - - - - - - R - R B R
10307 No abnormality - - - - - - - - - - - B B B B _ B _
10308 No abnormality - - - - - - - - - - - - - R B R B R
10309 No abnormality - - - - - - - - - - - - - R B R B R
10310 No abnormality - - - - - - - - - - - - - R - R B R
10311 No abnormality - - - - - - - - - - - B B B B _ B _
10312 No abnormality - - - - - - - - - - - - - R B R B R
Day 19 20 21 22 23 24 25 26 27
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 B R B R
10302 No abnormality - - - - - - - - - - - - - R B R B R
10303 No abnormality - - - - - - - - - - - - - R - R B R
10304 No abnormality - - - - - - - - - - - B B B B _ B _
10305 No abnormality - - - - - - - - - - - - - R B R B R
10306 No abnormality - - - - - - - - - - - - - R B R B R
10307 No abnormality - - - - - - - - - - - - - R - R B R
10308 No abnormality - - - - - - - - - - - B B B B _ B _
10309 No abnormality - - - - - - - - - - - - - B _ B B R
10310 No abnormality - - - - - - - - - - - - - R B R B R
10311 No abnormality - - - - - - - - - - - - - R - R B R
10312 No abnormality - - - - - - - - - - - B B B B _ B _

Administration)1 : Pre-dosing, 2 : Post-dosing



Appendix 1 - 6 Study No. : SR15146

Clinical sign Period : Administration Day 1-29
Sex : Male Dose : PTSA Monohydrate 200 mg/kg Species : Rat
Day 28 29
Animal No. Clinical signs Time 1 2 3
10301 No abnormality - - -
10302 No abnormality - - -
10303 No abnormality - - -
10304 No abnormality - - -
10305 No abnormality - - -
10306 No abnormality - - -
10307 No abnormality - - -
10308 No abnormality - - -
10309 No abnormality - - -
10310 No abnormality - - -
10311 No abnormality - - -
10312 No abnormality - - -

- 261 -

Administration)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day



- g6l -

Appendix 1 -7 Study No. : SR15146

Clinical sign Period : Administration Day 1-29
Sex : Male Dose : PTSA Monohydrate 800 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
10401 No abnormality - - - - - - - - - - - - - R - R B
10402 No abnormality - - - - - - - - - - - B B B B _ B _
10403 No abnormality - - - - - - - - - - . R _ R - R _ R
10404 No abnormality - - - - - - - - - - - - - B B B B R
10405 No abnormality - - - - - - - - - - - - - R - R - R
10406 No abnormality - - - - - - - - - - - B B B B _ B _
10407 No abnormality - - - - - - - - - - . R _ R - R _ R
10408 No abnormality - - - - - - - - - - - - - B B B B R
10409 No abnormality - - - - - - - - - - - - - R - R - R
10410 No abnormality - - - - - - - - - - - B B B B _ B _
10411 No abnormality - - - - - - - - - - . R _ R - R _ R
10412 No abnormality - - - - - - - - - - - - - B B B B R
Day 10 11 12 13 14 15 16 17 18
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
10401 No abnormality - - - - - - - - - - - - B R B R B
10402 No abnormality - - - - - - - - - - - - - R - R - R
10403 No abnormality - - - - - - - - - - - B B B B _ B _
10404 No abnormality - - - - - - - - - - . B _ R B R _ R
10405 No abnormality - - - - - - - - - - - - - R B R B R
10406 No abnormality - - - - - - - - - - - - - R - R - R
10407 No abnormality - - - - - - - - - - - B B B B _ B _
10408 No abnormality - - - - - - - - - - . B _ R B R _ R
10409 No abnormality - - - - - - - - - - - - - R B R B R
10410 No abnormality - - - - - - - - - - - - - R - R - R
10411 No abnormality - - - - - - - - - - - B B B B _ B _
10412 No abnormality - - - - - - - - - - . B _ R B R _ R
Day 19 20 21 22 23 24 25 26 27
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
10401 No abnormality - - - - - - - - - - . B _ R B R _ R
10402 No abnormality - - - - - - - - - - - - - R B R B R
10403 No abnormality - - - - - - - - - - - - - R - R B R
10404 No abnormality - - - - - - - - - - - B B B B _ B _
10405 No abnormality - - - - - - - - - - . B _ R B R _ R
10406 No abnormality - - - - - - - - - - - - - R B R B R
10407 No abnormality - - - - - - - - - - - - - R - R B R
10408 No abnormality - - - - - - - - - - - B B B B _ B _
10409 No abnormality - - - - - - - - - - . B _ R B R _ R
10410 No abnormality - - - - - - - - - - - - - R B R B R
10411 No abnormality - - - - - - - - - - - - - R - R B R
10412 No abnormality - - - - - - - - - - - B B B B _ B _

Administration)1 : Pre-dosing, 2 : Post-dosing



Appendix 1 - 8 Study No. : SR15146

Clinical sign Period : Administration Day 1-29
Sex : Male Dose : PTSA Monohydrate 800 mg/kg Species : Rat
Day 28 29
Animal No. Clinical signs Time 1 2 3
10401 No abnormality - - -
10402 No abnormality - -
10403 No abnormality - -
10404 No abnormality - - -
10405 No abnormality - - -
10406 No abnormality - - -
10407 No abnormality - -
10408 No abnormality - - -
10409 No abnormality - -
10410 No abnormality - - -
10411 No abnormality - -
10412 No abnormality - - -

- Y61 -

Administration)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day



Appendix 1 -9 Study No. : SR15146

-S61 -

Clinical sign Period : FO before mating Day 1-14
Sex : Female Dose : PTSA Monohydrate 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 - R B R B
50152 No abnormality - - - - - - - - - - - B B B B _ B _
50153 No abnormality - - - - - - - - - - - R - R B R B R
50154 No abnormality - - - - - - - - - - - - - B B B B R
50155 No abnormality - - - - - - - - - - - - - R - R B R
50156 No abnormality - - - - - - - - - - - B B B B _ B _
50157 No abnormality - - - - - - - - - - - R - R B R B R
50158 No abnormality - - - - - - - - - - - - - B B B B R
50159 No abnormality - - - - - - - - - - - - - R - R B R
50160 No abnormality - - - - - - - - - - - B B B B _ B _
50161 No abnormality - - - - - - - - - - - R - R B R B R
50162 No abnormality - - - - - - - - - - - - - B B B B R
Day 10 11 12 13 14
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2
50151 No abnormality - - - - - - - - - R
50152 No abnormality - - - - - - - - - B
50153 No abnormality - - - - - - - R _ R
50154 No abnormality - - - - - B _ R B R
50155 No abnormality - - - - - - - - - R
50156 No abnormality - - - - - - - - - B
50157 No abnormality - - - - - - - R _ R
50158 No abnormality - - - - - B _ R B R
50159 No abnormality - - - - - - - - - R
50160 No abnormality - - - - - - - - - B
50161 No abnormality - - - - - - - R _ R
50162 No abnormality - - - - - B _ R B R

FO before mating)1 : Pre-dosing, 2 : Post-dosing



Appendix 1 - 10 Study No. : SR15146

Clinical sign Period : FO mating Day 15-27
Sex : Female Dose : PTSA Monohydrate 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
50153 No abnormality -
50154 No abnormality - - - - - -
50156 No abnormality - - - - - -
50157 No abnormality - - - - - -
50158 No abnormality - - - - - -
50159 No abnormality - - - - - -
50160 No abnormality - - - - - - - - - - - - - -
50162 No abnormality - - - - - -
Day 24 25 26 27
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2
50153 No abnormality
50154 No abnormality
50156 No abnormality
50157 No abnormality
50158 No abnormality
50159 No abnormality
50160 No abnormality
50162 No abnormality

- 961 -

FO mating)1 : Pre-dosing, 2 : Post-dosing



Appendix 1 - 11 Study No. : SR15146

- L6l -

Clinical sign Period : FO gestation Day 0-26
Sex : Female Dose : PTSA Monohydrate 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 - R B
50152 No abnormality - - - - - - - - - - - B B B B _ B _
50153 No abnormality - - - - - - - - - - - R - R B R B R
50154 No abnormality - - - - - - - - - - - - B B B B B R
50155 No abnormality - - - - - - - - - - - - - R - R B R
50156 No abnormality - - - - - - - - - - - B B B B _ B _
50157 No abnormality - - - - - - - - - - - - . R _ R - R
50158 No abnormality - - - - - - - - - - - - - B B B B R
50159 No abnormality - - - - - - - - - - - - - R - R B R
50160 No abnormality - $ - % - % - % -8% - % - 3% -8%-8% -3%-8%-8%-8%-8%-9%-8%-8% -8
50161 No abnormality - - - - - - - - - - - R - R B R B R
50162 No abnormality - - - - - - - - - - - - B R B R B 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
50151 No abnormality - - - - - - - - - - - - B R B R B
50152 No abnormality - - - - - - - - - - - - - R - R B R
50153 No abnormality - - - - - - - - - - - B B B B _ B _
50154 No abnormality - - - - - - - - - - . B _ R B R _ R
50155 No abnormality - - - - - - - - - - - - - R B R B R
50156 No abnormality - - - - - - - - - - - - - R - R B R
50157 No abnormality - - - - - - - - - - - B B B B _ B _
50158 No abnormality - - - - - - - - - - - R - R B R B R
50159 No abnormality - - - - - - - - - - - - - R B R B R
50160 No abnormality - $ - % - % - 8% - % -%-8%-3%-8%$-8%-3%-8%-8%-8%-9%-8%-8% -3
50161 No abnormality - - - - - - - - - - - - - - _ R - R
50162 No abnormality - - - - - - - - - - - - - R _ B B 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
50151 No abnormality - - - - - - - -
50152 No abnormality - - - - - - - R
50153 No abnormality - - - - - - - B
50154 No abnormality - - - - - - - -
50155 No abnormality - - - - - - - -
50156 No abnormality - - - - - - - -
50157 No abnormality - - - - - - - - - B
50158 No abnormality - - - - - - _ R
50159 No abnormality - - - - - - - -
50160 No abnormality - $ - % - % - 8% - 8% -8% -8% -8%-8%-8%-8%-8% - 8% - 8% - 3% - $ - 3
50161 No abnormality - - - - - - - B
50162 No abnormality - - - - - - _ R

FO gestation)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day
$ : Excepted data from calculation



- 861 -

Appendix 1 - 12

Study No. : SR15146

Animal No.

Clinical sign Period : FO lactation Day 0-5
Sex : Female Dose : PTSA Monohydrate 0 mg/kg Species : Rat
Day O 1 2

Clinical signs

Time

1 2 1 2 1

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

50161

No abnormality

50162

No abnormality

FO lactation)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day



Appendix 1 - 13 Study No. : SR15146

- 661 -

Clinical sign Period : FO before mating Day 1-14
Sex : Female Dose : PTSA Monohydrate 50 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 - R B R B
50252 No abnormality - - - - - - - - - - - B B B B _ B _
50253 No abnormality - - - - - - - - - - - R - R B R B R
50254 No abnormality - - - - - - - - - - - - - B B B B R
50255 No abnormality - - - - - - - - - - - - - R - R B R
50256 No abnormality - - - - - - - - - - - B B B B _ B _
50257 No abnormality - - - - - - - - - - - R - R B R B R
50258 No abnormality - - - - - - - - - - - - - B B B B R
50259 No abnormality - - - - - - - - - - - - - R - R B R
50260 No abnormality - - - - - - - - - - - B B B B _ B _
50261 No abnormality - - - - - - - - - - - R - R B R B R
50262 No abnormality - - - - - - - - - - - - - B B B B R
Day 10 11 12 13 14
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2
50251 No abnormality - - - - - - - - - R
50252 No abnormality - - - - - - - - - B
50253 No abnormality - - - - - - - R _ R
50254 No abnormality - - - - - B _ R B R
50255 No abnormality - - - - - - - - - R
50256 No abnormality - - - - - - - - - B
50257 No abnormality - - - - - - - R _ R
50258 No abnormality - - - - - B _ R B R
50259 No abnormality - - - - - - - - - R
50260 No abnormality - - - - - - - - - B
50261 No abnormality - - - - - - - R _ R
50262 No abnormality - - - - - B _ R B R

FO before mating)1 : Pre-dosing, 2 : Post-dosing



Appendix 1 - 14 Study No. : SR15146

- 00¢C -

Clinical sign Period : FO mating Day 15-27
Sex : Female Dose : PTSA Monohydrate 50 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
50251 No abnormality - - - - -
50252 No abnormality - - - - - -
50253 No abnormality - -
50254 No abnormality - - - - - -
50255 No abnormality - - - - - -
50257 No abnormality - - - - - -
50259 No abnormality - - - - - -
50260 No abnormality - - - - - -
50261 No abnormality - - - -
50262 No abnormality - - - - - -
Day 24 25 26 27
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2
50251 No abnormality
50252 No abnormality
50253 No abnormality
50254 No abnormality
50255 No abnormality
50257 No abnormality
50259 No abnormality
50260 No abnormality
50261 No abnormality
50262 No abnormality

FO mating)1 : Pre-dosing, 2 : Post-dosing



Appendix 1 - 15 Study No. : SR15146

- 10T -

Clinical sign Period : FO gestation Day 0-26
Sex : Female Dose : PTSA Monohydrate 50 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 - R B R B
50252 No abnormality - - - - - - - - . R _ R B R B N _ N
50253 No abnormality - - - - - - - - - - . R _ R - R - R
50254 No abnormality - - - - - - - - - - B B B R B R B N
50255 No abnormality - - - - - - - - - - - R - R B R B N
50256 No abnormality - - - - - - - - . R _ R B R B N _ N
50257 No abnormality - - - - - - - - - - . R _ R - R - R
50258 No abnormality - - - - - - - - - - B B B R B R B N
50259 No abnormality - - - - - - - - - - - R - R B R B N
50260 No abnormality - - - - - - - - . R _ R B R B N _ N
50261 No abnormality - - - - - - - - - - . R _ R - R - R
50262 No abnormality - - - - - - - - - - B B B R B R B N
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
50251 No abnormality - - - - - - - - - - B R B R B R B
50252 No abnormality - - - - - - - - - - - - - R - R B R
50253 No abnormality - - - - - - - - - - - B B B B _ B _
50254 No abnormality - - - - - - - - - - . B _ R B R _ R
50255 No abnormality - - - - - - - - - - - - - R B R B R
50256 No abnormality - - - - - - - - - - - - - R - R B R
50257 No abnormality - - - - - - - - - - - B B B B _ B _
50258 No abnormality - - - - - - - - - - - - - R B R B R
50259 No abnormality - - - - - - - - - - - - - R B R B R
50260 No abnormality - - - - - - - - - - - - - R - R B R
50261 No abnormality - - - - - - - - - - - B B B B _ B _
50262 No abnormality - - - - - - - - - - - - - R B R B 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
50251 No abnormality - - - - . B B R
50252 No abnormality - - - - - - - R
50253 No abnormality - - - - - - - B
50254 No abnormality - - - - - - - R _ R
50255 No abnormality - - - - . B B R
50256 No abnormality - - - - - - - R
50257 No abnormality - - - - - - - B
50258 No abnormality - - - - - - _ R
50259 No abnormality - - - - - B _ R B R
50260 No abnormality - - - - - - - R
50261 No abnormality - - - - - - - - - B
50262 No abnormality - - - - - - _ R

FO gestation)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day



- 20T -

Appendix 1 - 16

Study No. : SR15146

Animal No.

Clinical sign Period : FO lactation Day 0-5
Sex : Female Dose : PTSA Monohydrate 50 mg/kg Species : Rat
Day O 1 2

Clinical signs

Time

1 2 1 2 1

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

FO lactation)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day



Appendix 1 - 17 Study No. : SR15146

- 0T -

Clinical sign Period : FO before mating Day 1-14
Sex : Female Dose : PTSA Monohydrate 200 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 - R B R B
50352 No abnormality - - - - - - - - - - - B B B B _ B _
50353 No abnormality - - - - - - - - - - - R - R B R B R
50354 No abnormality - - - - - - - - - - - - - B B B B R
50355 No abnormality - - - - - - - - - - - - - R - R B R
50356 No abnormality - - - - - - - - - - - B B B B _ B _
50357 No abnormality - - - - - - - - - - - R - R B R B R
50358 No abnormality - - - - - - - - - - - - - B B B B R
50359 No abnormality - - - - - - - - - - - - - R - R B R
50360 No abnormality - - - - - - - - - - - B B B B _ B _
50361 No abnormality - - - - - - - - - - - R - R B R B R
50362 No abnormality - - - - - - - - - - - - - B B B B R
Day 10 11 12 13 14
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2
50351 No abnormality - - - - - - - - - R
50352 No abnormality - - - - - - - - - B
50353 No abnormality - - - - - - - R _ R
50354 No abnormality - - - - - B _ R B R
50355 No abnormality - - - - - - - - - R
50356 No abnormality - - - - - - - - - B
50357 No abnormality - - - - - - - R _ R
50358 No abnormality - - - - - B _ R B R
50359 No abnormality - - - - - - - - - R
50360 No abnormality - - - - - - - - - B
50361 No abnormality - - - - - - - R _ R
50362 No abnormality - - - - - B _ R B R

FO before mating)1 : Pre-dosing, 2 : Post-dosing



Appendix 1 - 18 Study No. : SR15146

Clinical sign Period : FO mating Day 15-27
Sex : Female Dose : PTSA Monohydrate 200 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
50351 No abnormality - - - - - - - - - - - - - - - - -
50352 No abnormality - - - -
50353 No abnormality - -
50356 No abnormality - -
50357 No abnormality - - - - - -
50358 No abnormality - - - -
50359 No abnormality - -
50361 No abnormality - -
Day 24 25 26 27
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2
50351 No abnormality - - - - -
50352 No abnormality
50353 No abnormality
50356 No abnormality
50357 No abnormality
50358 No abnormality
50359 No abnormality
50361 No abnormality

- 0T -

FO mating)1 : Pre-dosing, 2 : Post-dosing



Appendix 1 - 19 Study No. : SR15146

- 60T -

Clinical sign Period : FO gestation Day 0-26
Sex : Female Dose : PTSA Monohydrate 200 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 - R B R B
50352 No abnormality - - - - - - - - . R _ R B R _ N _ N
50353 No abnormality - - - - - - - - - - . R _ R - R - R
50354 No abnormality - - - - - - - - - - B B B R B R B N
50355 No abnormality - - - - - - - - - - - R - R B R B N
50356 No abnormality - - - - - - - - . R _ R B R _ N _ N
50357 No abnormality - - - - - - - - - - . R _ R - R - R
50358 No abnormality - - - - - - - - - - B B B R B R B N
50359 No abnormality - - - - - - - - - - - R - R B R B N
50360 No abnormality - - - - - - - - . R _ R B R _ N _ N
50361 No abnormality - - - - - - - - - - . R _ R - R - R
50362 No abnormality - - - - - - - - - - B B B R B R B N
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
50351 No abnormality - - - - - - - - - - B R B R B R B
50352 No abnormality - - - - - - - - - - - - - R - R B R
50353 No abnormality - - - - - - - - - - - B B B B _ B _
50354 No abnormality - - - - - - - - - - . B _ R B R _ R
50355 No abnormality - - - - - - - - - - - - - R B R B R
50356 No abnormality - - - - - - - - - - - - - R - R B R
50357 No abnormality - - - - - - - - - - - B B B B _ B _
50358 No abnormality - - - - - - - - - - - - - R B R B R
50359 No abnormality - - - - - - - - - - - - - R B R B R
50360 No abnormality - - - - - - - - - - - - - R - R B R
50361 No abnormality - - - - - - - - - - - B B B B _ B _
50362 No abnormality - - - - - - - - - - - - - R B R B 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
50351 No abnormality - - - - . B B R
50352 No abnormality - - - - - - - - - R
50353 No abnormality - - - - - - - B
50354 No abnormality - - - - - - _ R
50355 No abnormality - - - - . B B R
50356 No abnormality - - - - - - - R
50357 No abnormality - - - - - - - B
50358 No abnormality - - - - - - _ R
50359 No abnormality - - - - - - - -
50360 No abnormality - - - - - - - R
50361 No abnormality - - - - - - - B
50362 No abnormality - - - - - - _ R

FO gestation)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day
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Appendix 1 - 20

Study No. : SR15146

Clinical sign Period : FO lactation Day 0-5

Sex : Female Dose : PTSA Monohydrate 200 mg/kg Species : Rat
Day 0 1 2 3 4
Animal No. Clinical signs Time 1 2 1 2 1 1 1
50351 No abnormality - - - - - B
50352 No abnormality - - - - - _ B
50353 No abnormality - - - - - - -
50354 No abnormality - - - - - B B
50355 No abnormality - - - - - - B
50356 No abnormality - - - - - _ B
50357 No abnormality - - - - - - -
50358 No abnormality - - - - - - B
50359 No abnormality - - - - - - B
50360 No abnormality - - - - - _ B
50361 No abnormality - - - - - - -
50362 No abnormality - - - - - - B

FO lactation)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day



Appendix 1 - 21 Study No. : SR15146
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Clinical sign Period : FO before mating Day 1-14
Sex : Female Dose : PTSA Monohydrate 800 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
50451 No abnormality - - - - - - - - - - - - - R - R B
50452 No abnormality - - - - - - - - - - - B B B B _ B _
50453 No abnormality - - - - - - - - - - . R _ R - R _ R
50454 No abnormality - - - - - - - - - - - - - B B B B R
50455 No abnormality - - - - - - - - - - - - - R - R B R
50456 No abnormality - - - - - - - - - - - - B B B _ B _
50457 No abnormality - - - - - - - - - - . R _ R - R _ R
50458 No abnormality - - - - - - - - - - - - - B B B B R
50459 No abnormality - - - - - - - - - - - - - R - R B R
50460 No abnormality - - - - - - - - - - - - B B B _ B _
50461 No abnormality - - - - - - - - - - . R _ R - R _ R
50462 No abnormality - - - - - - - - - - - - - B B B B R
Day 10 11 12 13 14
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2
50451 No abnormality - - - - - - - - - R
50452 No abnormality - - - - - - - - - B
50453 No abnormality - - - - - - - R _ R
50454 No abnormality - - - - - B _ R B R
50455 No abnormality - - - - - - - - - R
50456 No abnormality - - - - - - - - - B
50457 No abnormality - - - - - - - R _ R
50458 No abnormality - - - - - B _ R B R
50459 No abnormality - - - - - - - - - R
50460 No abnormality - - - - - - - - - B
50461 No abnormality - - - - - - - R _ R
50462 No abnormality - - - - - B _ R B R

FO before mating)1 : Pre-dosing, 2 : Post-dosing



Appendix 1 - 22 Study No. : SR15146

Clinical sign Period : FO mating Day 15-27
Sex : Female Dose : PTSA Monohydrate 800 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
50451 No abnormality -
50452 No abnormality - - - - - -
50453 No abnormality - - - - - -
50454 No abnormality - -
50458 No abnormality - - - -
50459 No abnormality - - - - - -
50460 No abnormality - - - - - -
50462 No abnormality - - - - - -
Day 24 25 26 27
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2
50451 No abnormality
50452 No abnormality
50453 No abnormality
50454 No abnormality
50458 No abnormality
50459 No abnormality
50460 No abnormality
50462 No abnormality

-80¢C -

FO mating)1 : Pre-dosing, 2 : Post-dosing



Appendix 1 - 23 Study No. : SR15146
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Clinical sign Period : FO gestation Day 0-26
Sex : Female Dose : PTSA Monohydrate 800 mg/kg Species : Rat
Day O 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 - R B
50452 No abnormality - - - - - - - - - - - B B B B _ B _
50453 No abnormality - - - - - - - - - - . R _ R - R _ R
50454 No abnormality - - - - - - - - - - - - - B B B B R
50455 No abnormality - - - - - - - - - - - - - R - R B R
50456 No abnormality - %$ - %$-%-%-%-9%-%$-%-9%-8%-9%-3%-8%-%-3%-8%-3%-3
50457 No abnormality - - - - - - - - - - - B . B R R B N
50458 No abnormality - - - - - - - - - - - - B R R R B _
50459 No abnormality - - - - - - - - - - - - - R R R B _
50460 No abnormality - - - - - - - - - R . R B R B R _ N
50461 No abnormality - - - - - - - - - - - B . B R R B N
50462 No abnormality - - - - - - - - - - - - B R R R B _
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 - - - - - - - - - - - - B R B R B
50452 No abnormality - - - - - - - - - - - - - R - R B R
50453 No abnormality - - - - - - - - - - - B B B B _ B _
50454 No abnormality - - - - - - - - - - . B _ R B R _ R
50455 No abnormality - - - - - - - - - - - - - R B R B R
50456 No abnormality - $ - % - % - 8% - % -%-8%-3%-9%$-8%-83%-8%-8%-8%-9%-8%-8% -3
50457 No abnormality - - - - - - - - - R . R B R B R _ N
50458 No abnormality - - - - - - - - - - - B . B R R B N
50459 No abnormality - - - - - - - - - - - - B R R R B _
50460 No abnormality - - - - - - - - - - - - - R R R B _
50461 No abnormality - - - - - - - - - - - - - R - N _ R
50462 No abnormality - - - - - - - - - - - - . B R R B 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 No abnormality - - - - - - - R
50453 No abnormality - - - - - - - R - R
50454 No abnormality - - - - - - _ R
50455 No abnormality - - - - - - - -
50456 No abnormality - $ - % - % - 8% - 8% -8% -8% -8%-8%-8%-8%-8% - 8% - 8% - 3% - $ - 3
50457 No abnormality - - - - - - - B
50458 No abnormality - - - - - - _ R
50459 No abnormality - - - - - - - -
50460 No abnormality - - - - - - - B B R
50461 No abnormality - - - - - - - B
50462 No abnormality - - - - - - _ R

FO gestation)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day
$ : Excepted data from calculation
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Appendix 1 - 24 Study No. : SR15146

Clinical sign Period : FO lactation Day 0-5
Sex : Female Dose : PTSA Monohydrate 800 mg/kg Species : Rat
Day O 1 2 3 4 5
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 3
50451 No abnormality - - - - - - - - - - B
50452 No abnormality - - - - - - - - _ R B
50453 No abnormality - - - - - - . B B R _
50454 No abnormality - - - - - - - - - - B
50455 No abnormality - - - - - - - - - - B
50457 No abnormality - - - - - - - - _ R B
50458 Dyspnea +
Death +
50459 No abnormality - - - - - - - - - - B
50460 No abnormality - - - - - - - - _ R B
50461 No abnormality - - - - - - . B B R _
50462 No abnormality - - - - - - - - - - B

FO lactation)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day
... . Not applicable



Appendix 1 - 25 Study No. : SR15146
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Clinical sign Period : Administration Day 1-29
Sex : Female (satellite) Dose : PTSA Monohydrate 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 - R B
50552 No abnormality - - - - - - - - - - - - - R - R - R
50553 No abnormality - - - - - - - - - - - - - R _ R B R
50554 No abnormality - - - - - - - - - - - - - B B B B R
50555 No abnormality - - - - - - - - - - - - - R - R B R
50556 No abnormality - - - - - - - - - - - - - R - R - R
50557 No abnormality - - - - - - - - - - - - - R _ R B R
50558 No abnormality - - - - - - - - - - - - - B B B B R
50559 No abnormality - - - - - - - - - - - - - R - R B R
50560 No abnormality - - - - - - - - - - - - - R - R - R
Day 10 11 12 13 14 15 16 17 18
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 - - - - - - - - - - - B B B B _ B _
50552 No abnormality - - - - - - - - - - - - - R B R B R
50553 No abnormality - - - - - - - - - - - - - R B R B R
50554 No abnormality - - - - - - - - - - - - - R - R B R
50555 No abnormality - - - - - - - - - - - B B B B _ B _
50556 No abnormality - - - - - - - - - - - - - R B R B R
50557 No abnormality - - - - - - - - - - - - B R B R B R
50558 No abnormality - - - - - - - - - - - - - R - R B R
50559 No abnormality - - - - - - - - - - - B B B B _ B _
50560 No abnormality - - - - - - - - - - - - - R B R B R
Day 19 20 21 22 23 24 25 26 27
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 B R B R
50552 No abnormality - - - - - - - - - - - - - R B R B R
50553 No abnormality - - - - - - - - - - - - - R - R B R
50554 No abnormality - - - - - - - - - - - - - - _ R _ R
50555 No abnormality - - - - - - - - - - - - - R B R B R
50556 No abnormality - - - - - - - - - - - - - R B R B R
50557 No abnormality - - - - - - - - - - - - - R - R B R
50558 No abnormality - - - - - - - - - - - B B B B _ B _
50559 No abnormality - - - - - - - - - - - - - R B R B R
50560 No abnormality - - - - - - - - - - - - - R B R B R

Administration)1 : Pre-dosing, 2 : Post-dosing



Appendix 1 - 26 Study No. : SR15146

Clinical sign Period : Administration Day 1-29
Sex : Female (satellite) Dose : PTSA Monohydrate 0 mg/kg Species : Rat
Day 28 29
Animal No. Clinical signs Time 1 2 3
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 - -

-Cle-

Administration)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day



Appendix 1 - 27 Study No. : SR15146

Clinical sign Period : Administration Day 1-29
Sex : Female (satellite) Dose : PTSA Monohydrate 800 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 Decrease in locomotor activity - - - + - + - - - - - R -
Staggering gait - - - - + - - - - - - - R - R - R
Soil of perinasal fur - - - - + + - - - - - - - - - - -
Soil of perigenital fur - - + + + + + + - - - - - - - - - -
50652 Staggering gait - + - - - - - - - - - - - R - R B R
50653 No abnormality - - - - - - - - - - - B B B B _ B _
50654 No abnormality - - - - - - - - - - . R _ R - R _ R
50655 Soil of perinasal fur - - - - - - + + - - - - - - - N R N
Soil of perigenital fur - - - - - + + + + + - - - - - - - -
50656 No abnormality - - - - - - - - - - - B B B B _ B _
50657 No abnormality - - - - - - - - - - - R - R B R B R
50658 No abnormality - - - - - - - - - - - - B B B B B R
50659 No abnormality - - - - - - - - - - - - - R - R B R
50660 Death - - - - +
Day 10 11 12 13 14 15 16 17 18
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50651 Decrease in locomotor activity - - - - - - - - - - - - - B B B B _

Staggering gait - - - - - - - - - - - - - - - - - R
Soil of perinasal fur - - - - - - - - - - - - - - - - - -
Soil of perigenital fur - - - - - - - - - - - R - R - R - R

-ele-

50652 Staggering gait - - - - - - - - - R . R B R B R _ N
50653 No abnormality - - - - - - - - - - - R - R B R B R
50654 No abnormality - - - - - - - - - - - - - B B B B R
50655 Soil of perinasal fur - - - - - - - R - R B R B R . R _ R

Soil of perigenital fur - - - - - - - - - - - - - - - R - R
50656 No abnormality - - - - - - - - - - - R - R B R B R
50657 No abnormality - - - - - - - - - - - - - B B B B R
50658 No abnormality - - - - - - - - - - - - - R - R B R
50659 No abnormality - - - - - - - - - - - B B B B _ B _
50660 Death

Administration)1 : Pre-dosing, 2 : Post-dosing
The findings except soil of fur appeared immediately after dosing and disappeared by approximately 1 hr after dosing.
... . Not applicable
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Appendix 1 - 28

Study No. : SR15146

Clinical sign Period : Administration Day 1-29
Sex : Female (satellite) Dose : PTSA Monohydrate 800 mg/kg Species : Rat
Day 19 20 21 22 23 24 25 26 27
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 1 1 2 1
50651 Decrease in locomotor activity - - - - - - - - - - -

Staggering gait
Soil of perinasal fur
Soil of perigenital fur

Day 28 29

Time 1 2 3

50652 Staggering gait
50653 No abnormality
50654 No abnormality
50655 Soil of perinasal fur
Soil of perigenital fur
50656 No abnormality
50657 No abnormality
50658 No abnormality
50659 No abnormality
50660 Death
Animal No. Clinical signs
50651 Decrease in locomotor activity

Staggering gait
Soil of perinasal fur
Soil of perigenital fur

50652 Staggering gait - - -
50653 No abnormality - - -
50654 No abnormality - - -
50655 Soil of perinasal fur - - -

Soil of perigenital fur - - -
50656 No abnormality - -
50657 No abnormality - -
50658 No abnormality - -
50659 No abnormality - -
50660 Death

Administration)1 : Pre-dosing, 2 : Post-dosing, 3 : Necropsy day
... . Not applicable
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Appendix 1 - 29 Study No. : SR15146

Clinical sign Period : Recovery Day 1-15
Sex : Male Dose : PTSA Monohydrate 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
10103 No abnormality - - - - - - - - - - - - - R - R B
10104 No abnormality - - - - - - - - - - - B B B B _ B _
10105 No abnormality - - - - - - - - - - - R - R - R B R
10106 No abnormality - - - - - - - - - - - - - B B B B R
10111 No abnormality - - - - - - - - - - - - - R - R B R
Day 10 11 12 13 14 15
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 3
10103 No abnormality - - - - - - - - - - B
10104 No abnormality - - - - - - - - - - -
10105 No abnormality - - - - - - . B B R _
10106 No abnormality - - - - - - - - - - B
10111 No abnormality - - - - - - - - - - B

Recovery)l: AM, 2 : PM, 3 : Necropsy day
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Appendix 1 - 30 Study No. : SR15146

Clinical sign Period : Recovery Day 1-15
Sex : Male Dose : PTSA Monohydrate 800 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
10402 No abnormality - - - - - - - - - - - - - R - R B
10403 No abnormality - - - - - - - - - - - B B B B _ B _
10407 No abnormality - - - - - - - - - - . R _ R - R _ R
10409 No abnormality - - - - - - - - - - - - - B B B B R
10411 No abnormality - - - - - - - - - - - - - R - R B R
Day 10 11 12 13 14 15
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 3
10402 No abnormality - - - - - - - - - - B
10403 No abnormality - - - - - - - - _ R B
10407 No abnormality - - - - - - . B B R _
10409 No abnormality - - - - - - - - - - B
10411 No abnormality - - - - - - - - - - B

Recovery)l: AM, 2 : PM, 3 : Necropsy day
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Appendix 1 - 31 Study No. : SR15146

Clinical sign Period : Recovery Day 1-15
Sex : Female (satellite) Dose : PTSA Monohydrate 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
50556 No abnormality - - - - - - - - - - - - - R - R B
50557 No abnormality - - - - - - - - - - - B B B B _ B _
50558 No abnormality - - - - - - - - - - - R - R - R B R
50559 No abnormality - - - - - - - - - - - - - B B B B R
50560 No abnormality - - - - - - - - - - - - - R - R B R
Day 10 11 12 13 14 15
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 3
50556 No abnormality - - - - - - - - - - B
50557 No abnormality - - - - - - - - _ R B
50558 No abnormality - - - - - - . B B R _
50559 No abnormality - - - - - - - - - - B
50560 No abnormality - - - - - - - - - - B

Recovery)l: AM, 2 : PM, 3 : Necropsy day



Appendix 1 - 32 Study No. : SR15146
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Clinical sign Period : Recovery Day 1-15
Sex : Female (satellite) Dose : PTSA Monohydrate 800 mg/kg Species : Rat
Day 1 2 3 4 5 6 8
Animal No. Clinical signs Time 1 2 1 1 1 1 1 1 2
50656 No abnormality - - - - - - R R
50657 No abnormality - - - - - - - R R
50658 No abnormality - - - - - - R R R
50659 No abnormality - - - - - - - R R
Day 10 11 12 13 14 15
Animal No. Clinical signs Time 1 2 1 1 1 1 3
50656 No abnormality - - - - - B B
50657 No abnormality - - - - - - B
50658 No abnormality - - - - - _ B
50659 No abnormality - - - - - B B

Recovery)l : AM, 2 : PM, 3 : Necropsy day
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Appendix 2 - 1

Detailed clinical observation (in the cage) Stage : Pre administration
Sex : Male Dose : PTSA Monohydrate 0 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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 - 2

Detailed clinical observation (in the cage) Stage : Pre administration
Sex : Male Dose : PTSA Monohydrate 50 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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 - 3

Detailed clinical observation (in the cage) Stage : Pre administration
Sex : Male Dose : PTSA Monohydrate 200 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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 - 4

Detailed clinical observation (in the cage) Stage : Pre administration
Sex : Male Dose : PTSA Monohydrate 800 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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.



- €dC-

Appendix 2 - 5

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Male Dose : PTSA Monohydrate 0 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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 - 6

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Male Dose : PTSA Monohydrate 50 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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 - 7

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Male Dose : PTSA Monohydrate 200 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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 - 8

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Male Dose : PTSA Monohydrate 800 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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 - 9

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Male Dose : PTSA Monohydrate 0 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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 - 10

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Male Dose : PTSA Monohydrate 50 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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 - 11

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Male Dose : PTSA Monohydrate 200 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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 - 12

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Male Dose : PTSA Monohydrate 800 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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 - 13

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Male Dose : PTSA Monohydrate 0 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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 - 14

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Male Dose : PTSA Monohydrate 50 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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 - 15

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Male Dose : PTSA Monohydrate 200 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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 - 16

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Male Dose : PTSA Monohydrate 800 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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 - 17

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Male Dose : PTSA Monohydrate 0 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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 - 18

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Male Dose : PTSA Monohydrate 50 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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.



- LET -

Appendix 2 - 19

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Male Dose : PTSA Monohydrate 200 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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 - 20

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Male Dose : PTSA Monohydrate 800 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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 - 21

Detailed clinical observation (in the cage) Stage : Pre administration
Sex : Female Dose : PTSA Monohydrate 0 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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

Detailed clinical observation (in the cage) Stage : Pre administration
Sex : Female Dose : PTSA Monohydrate 50 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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

Detailed clinical observation (in the cage) Stage : Pre administration
Sex : Female Dose : PTSA Monohydrate 200 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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

Detailed clinical observation (in the cage) Stage : Pre administration
Sex : Female Dose : PTSA Monohydrate 800 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Female Dose : PTSA Monohydrate 0 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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.



4%

Appendix 2 - 26

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Female Dose : PTSA Monohydrate 50 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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 - 27

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Female Dose : PTSA Monohydrate 200 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Female Dose : PTSA Monohydrate 800 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Female Dose : PTSA Monohydrate 0 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Female Dose : PTSA Monohydrate 50 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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 - 31

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Female Dose : PTSA Monohydrate 200 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Female Dose : PTSA Monohydrate 800 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Female Dose : PTSA Monohydrate 0 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Female Dose : PTSA Monohydrate 50 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Female Dose : PTSA Monohydrate 200 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Female Dose : PTSA Monohydrate 800 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Female Dose : PTSA Monohydrate 0 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Female Dose : PTSA Monohydrate 50 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Female Dose : PTSA Monohydrate 200 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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.



- 86T -

Appendix 2 - 40

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Female Dose : PTSA Monohydrate 800 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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

Detailed clinical observation (in the cage) Stage : Day 35
Sex : Female Dose : PTSA Monohydrate 0 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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

Detailed clinical observation (in the cage) Stage : Day 35
Sex : Female Dose : PTSA Monohydrate 50 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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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Detailed clinical observation (in the cage) Stage : Day 35
Sex : Female Dose : PTSA Monohydrate 200 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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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Detailed clinical observation (in the cage) Stage : Day 35
Sex : Female Dose : PTSA Monohydrate 800 mg/kg

Species : Rat

Study No. : SR15146

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

NRrRrRrRRRRRRRERERPR
NRrRrRrRRRRRRRERPR
NRrFRrPRrRRPRPRPRRRRLRRLPR
Noooooooooooo
Noooooooooooo
NP RrRrRRRRRRRLRERPR

H
-
-
-
-
-

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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Study No. : SR15146

Detailed clinical observation (in the cage) Stage : Day 42

Sex : Female Dose : PTSA Monohydrate 0 mg/kg Species : Rat

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting

Posture pattern Convulsion circling
Animal No.
50153 1 1 1 0 0 1
50154 1 1 1 0 0 1
50156 1 1 1 0 0 1
50157 1 1 1 0 0 1
50158 1 1 1 0 0 1
50159 1 1 1 0 0 1
50160 1 1 1 0 0 1
50162 1 1 1 0 0 1
n 8 8 8 8 8 8

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;lrregularly 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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Detailed clinical observation (in the cage) Stage : Day 42
Sex : Female Dose : PTSA Monohydrate 50 mg/kg

Species : Rat

Study No. : SR15146

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

50251
50252
50253
50254
50255
50257
50259
50260
50261
50262

OlRr PrRRPRRPRRLRRER
OlRr PrRRPRRRPRRRLRRER
OlRr RPrRRPRRRPRRLRRERER
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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) O;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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Study No. : SR15146

Detailed clinical observation (in the cage) Stage : Day 42

Sex : Female Dose : PTSA Monohydrate 200 mg/kg Species : Rat

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting

Posture pattern Convulsion circling
Animal No.
50351 1 1 1 0 0 1
50352 1 1 1 0 0 1
50353 1 1 1 0 0 1
50356 1 1 1 0 0 1
50357 1 1 1 0 0 1
50358 1 1 1 0 0 1
50359 1 1 1 0 0 1
50361 1 1 1 0 0 1
n 8 8 8 8 8 8

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;lrregularly 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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Detailed clinical observation (in the cage) Stage : Day 42
Sex : Female Dose : PTSA Monohydrate 800 mg/kg

Species : Rat

Study No. : SR15146

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

50451
50452
50453
50454
50459
50460
50462

NP RrRRRERR
NJO O OO OOoOOo
NJO O OO OOOo
NP RrRRPRRERR

NRrRPrRrRRRR
NRrRrRrRRRR

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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Detailed clinical observation (in the cage) Stage : Pre administration
Sex : Female (satellite) Dose : PTSA Monohydrate 0 mg/kg

Species : Rat

Study No. : SR15146

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

50551
50552
50553
50554
50555
50556
50557
50558
50559
50560

OlRr PrRRPRRPRRLRRER
OlRr PrRRPRRRPRRRLRRER
OlRr RPrRRPRRRPRRLRRERER
oOloocoocoocoocoocooooo
oOloocoocoocoocoocooooo
OlRr PrRRPRRRPRRLRRER
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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) O;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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Detailed clinical observation (in the cage) Stage : Pre administration
Sex : Female (satellite) Dose : PTSA Monohydrate 800 mg/kg

Species : Rat

Study No. : SR15146

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

50651
50652
50653
50654
50655
50656
50657
50658
50659
50660

OlRr PrRRPRRPRRLRRER
OlRr PrRRPRRRPRRRLRRER
OlRr RPrRRPRRRPRRLRRERER
oOloocoocoocoocoocooooo
oOloocoocoocoocoocooooo
OlRr PrRRPRRRPRRLRRER

._.
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.
=
=
=

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) O;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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Detailed clinical observation (in the cage) Stage : Day 7
Sex : Female (satellite) Dose : PTSA Monohydrate 0 mg/kg

Species : Rat

Study No. : SR15146

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

50551
50552
50553
50554
50555
50556
50557
50558
50559
50560

OlRr PrRRPRRPRRLRRER
OlRr PrRRPRRRPRRRLRRER
OlRr RPrRRPRRRPRRLRRERER
oOloocoocoocoocoocooooo
oOloocoocoocoocoocooooo
OlRr PrRRPRRRPRRLRRER

._.
=
.
=
=
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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) O;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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Study No. : SR15146

Detailed clinical observation (in the cage) Stage : Day 7

Sex : Female (satellite) Dose : PTSA Monohydrate 800 mg/kg Species : Rat

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting

Posture pattern Convulsion circling
Animal No.
50651 1 1 1 0 0 1
50652 1 1 1 0 0 1
50653 1 1 1 0 0 1
50654 1 1 1 0 0 1
50655 1 1 1 0 0 1
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
n 9 9 9 9 9 9

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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Detailed clinical observation (in the cage) Stage : Day 14
Sex : Female (satellite) Dose : PTSA Monohydrate 0 mg/kg

Species : Rat

Study No. : SR15146

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

50551
50552
50553
50554
50555
50556
50557
50558
50559
50560

OlRr PrRRPRRPRRLRRER
OlRr PrRRPRRRPRRRLRRER
OlRr RPrRRPRRRPRRLRRERER
oOloocoocoocoocoocooooo
oOloocoocoocoocoocooooo
OlRr PrRRPRRRPRRLRRER

._.
=
.
=
=
=

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) O;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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Study No. : SR15146

Detailed clinical observation (in the cage) Stage : Day 14

Sex : Female (satellite) Dose : PTSA Monohydrate 800 mg/kg Species : Rat

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting

Posture pattern Convulsion circling
Animal No.
50651 1 1 1 0 0 1
50652 1 1 1 0 0 1
50653 1 1 1 0 0 1
50654 1 1 1 0 0 1
50655 1 1 1 0 0 1
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
n 9 9 9 9 9 9

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.



- ELT-

Appendix 2 - 55

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Female (satellite) Dose : PTSA Monohydrate 0 mg/kg

Species : Rat

Study No. : SR15146

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

50551
50552
50553
50554
50555
50556
50557
50558
50559
50560

OlRr PrRRPRRPRRLRRER
OlRr PrRRPRRRPRRRLRRER
OlRr RPrRRPRRRPRRLRRERER
oOloocoocoocoocoocooooo
oOloocoocoocoocoocooooo
OlRr PrRRPRRRPRRLRRER
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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) O;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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Study No. : SR15146

Detailed clinical observation (in the cage) Stage : Day 21

Sex : Female (satellite) Dose : PTSA Monohydrate 800 mg/kg Species : Rat

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting

Posture pattern Convulsion circling
Animal No.
50651 1 1 1 0 0 1
50652 1 1 1 0 0 1
50653 1 1 1 0 0 1
50654 1 1 1 0 0 1
50655 1 1 1 0 0 1
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
n 9 9 9 9 9 9

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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Detailed clinical observation (in the cage) Stage : Day 28
Sex : Female (satellite) Dose : PTSA Monohydrate 0 mg/kg

Species : Rat

Study No. : SR15146

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

50551
50552
50553
50554
50555
50556
50557
50558
50559
50560

OlRr PrRRPRRPRRLRRER
OlRr PrRRPRRRPRRRLRRER
OlRr RPrRRPRRRPRRLRRERER
oOloocoocoocoocoocooooo
oOloocoocoocoocoocooooo
OlRr PrRRPRRRPRRLRRER
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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) O;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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Study No. : SR15146

Detailed clinical observation (in the cage) Stage : Day 28

Sex : Female (satellite) Dose : PTSA Monohydrate 800 mg/kg Species : Rat

Body position/  Respiratory Tremor/ Rolling Repetitive Self biting

Posture pattern Convulsion circling
Animal No.
50651 1 1 1 0 0 1
50652 1 1 1 0 0 1
50653 1 1 1 0 0 1
50654 1 1 1 0 0 1
50655 1 1 1 0 0 1
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
n 9 9 9 9 9 9

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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Study No. : SR15146

Detailed clinical observation (in the cage) Stage : Recovery Day 7
Sex : Male Dose : PTSA Monohydrate 0 mg/kg Species : Rat
Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.
10103 1 1 1 0 0 1
10104 1 1 1 0 0 1
10105 1 1 1 0 0 1
10106 1 1 1 0 0 1
10111 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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Study No. : SR15146

Detailed clinical observation (in the cage) Stage : Recovery Day 7
Sex : Male Dose : PTSA Monohydrate 800 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
10403 1 1 1 0 0 1
10407 1 1 1 0 0 1
10409 1 1 1 0 0 1
10411 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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Study No. : SR15146

Detailed clinical observation (in the cage) Stage : Recovery Day 14
Sex : Male Dose : PTSA Monohydrate 0 mg/kg Species : Rat
Body position/  Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.
10103 1 1 1 0 0 1
10104 1 1 1 0 0 1
10105 1 1 1 0 0 1
10106 1 1 1 0 0 1
10111 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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Study No. : SR15146

Detailed clinical observation (in the cage) Stage : Recovery Day 14
Sex : Male Dose : PTSA Monohydrate 800 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
10403 1 1 1 0 0 1
10407 1 1 1 0 0 1
10409 1 1 1 0 0 1
10411 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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Study No. : SR15146

Detailed clinical observation (in the cage) Stage : Recovery Day 7
Sex : Female (satellite) Dose : PTSA Monohydrate 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 - 64 Study No. : SR15146

Detailed clinical observation (in the cage) Stage : Recovery Day 7
Sex : Female (satellite) Dose : PTSA Monohydrate 800 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

n 4 4 4 4 4 4

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;lrregularly 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 - 65

Study No. : SR15146

Detailed clinical observation (in the cage) Stage : Recovery Day 14
Sex : Female (satellite) Dose : PTSA Monohydrate 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.



- V8T -

Appendix 2 - 66 Study No. : SR15146

Detailed clinical observation (in the cage) Stage : Recovery Day 14
Sex : Female (satellite) Dose : PTSA Monohydrate 800 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

n 4 4 4 4 4 4

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;lrregularly 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 3 - 1 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Pre administration
Sex : Male Dose : PTSA Monohydrate 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.
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Excretions
Animal No.
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=

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.

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



Appendix 3 - 2 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Pre administration
Sex : Male Dose : PTSA Monohydrate 50 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

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

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



Appendix 3 - 3 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Pre administration
Sex : Male Dose : PTSA Monohydrate 200 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

10301
10302
10303
10304
10305
10306
10307
10308
10309
10310
10311
10312
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Secretions/
Excretions
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10309
10310
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10312
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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.

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



Appendix 3 - 4 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Pre administration
Sex : Male Dose : PTSA Monohydrate 800 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

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

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



Appendix 3 -5 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 7
Sex : Male Dose : PTSA Monohydrate 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

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

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



Appendix 3 - 6 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 7
Sex : Male Dose : PTSA Monohydrate 50 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

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

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



Appendix 3 - 7 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 7
Sex : Male Dose : PTSA Monohydrate 200 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

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

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



Appendix 3 - 8 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 7
Sex : Male Dose : PTSA Monohydrate 800 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

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

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



Appendix 3 - 9 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 14
Sex : Male Dose : PTSA Monohydrate 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

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

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



Appendix 3 - 10 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 14
Sex : Male Dose : PTSA Monohydrate 50 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

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

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



Appendix 3 - 11 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 14
Sex : Male Dose : PTSA Monohydrate 200 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

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

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



Appendix 3 - 12 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 14
Sex : Male Dose : PTSA Monohydrate 800 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

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

- 96C -
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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.

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



Appendix 3 - 13 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 21
Sex : Male Dose : PTSA Monohydrate 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

10101
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10104
10105
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10107
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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.

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



Appendix 3 - 14 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 21
Sex : Male Dose : PTSA Monohydrate 50 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

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

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



Appendix 3 - 15 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 21
Sex : Male Dose : PTSA Monohydrate 200 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

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

- 66C -
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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.

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



Appendix 3 - 16 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 21
Sex : Male Dose : PTSA Monohydrate 800 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

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

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



Appendix 3 - 17 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 28
Sex : Male Dose : PTSA Monohydrate 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
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, 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.

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



Appendix 3 - 18 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 28
Sex : Male Dose : PTSA Monohydrate 50 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

10201
10202
10203
10204
10205
10206
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10208
10209
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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.

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



Appendix 3 - 19 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 28
Sex : Male Dose : PTSA Monohydrate 200 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
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, 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.

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



Appendix 3 - 20 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 28
Sex : Male Dose : PTSA Monohydrate 800 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.
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10403
10404
10405
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10409
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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.

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



Appendix 3 - 21 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Pre administration
Sex : Female Dose : PTSA Monohydrate 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
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, 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.

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



Appendix 3 - 22 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Pre administration
Sex : Female Dose : PTSA Monohydrate 50 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262
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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.

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



Appendix 3 - 23 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Pre administration
Sex : Female Dose : PTSA Monohydrate 200 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
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.

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



Appendix 3 - 24 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Pre administration
Sex : Female Dose : PTSA Monohydrate 800 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

50451
50452
50453
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, 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.

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



Appendix 3 - 25 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 7
Sex : Female Dose : PTSA Monohydrate 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

50151
50152
50153
50154
50155
50156
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50158
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50161
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.

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



Appendix 3 - 26 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 7
Sex : Female Dose : PTSA Monohydrate 50 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
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50261
50262
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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.

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



Appendix 3 - 27 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 7
Sex : Female Dose : PTSA Monohydrate 200 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

50351
50352
50353
50354
50355
50356
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50361
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.

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



Appendix 3 - 28 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 7
Sex : Female Dose : PTSA Monohydrate 800 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

50451
50452
50453
50454
50455
50456
50457
50458
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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, 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.

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



Appendix 3 - 29 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 14
Sex : Female Dose : PTSA Monohydrate 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

50151
50152
50153
50154
50155
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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.

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



Appendix 3 - 30 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 14
Sex : Female Dose : PTSA Monohydrate 50 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262
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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.

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



Appendix 3 - 31 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 14
Sex : Female Dose : PTSA Monohydrate 200 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

50351
50352
50353
50354
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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.

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



Appendix 3 - 32 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 14
Sex : Female Dose : PTSA Monohydrate 800 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

50451
50452
50453
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, 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.

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



Appendix 3 - 33 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 21
Sex : Female Dose : PTSA Monohydrate 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

50151
50152
50153
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50155
50156
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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.

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



Appendix 3 - 34 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 21
Sex : Female Dose : PTSA Monohydrate 50 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

50251
50252
50253
50254
50255
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50258
50259
50260
50261
50262
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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.

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



Appendix 3 - 35 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 21
Sex : Female Dose : PTSA Monohydrate 200 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

50351
50352
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50354
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50361
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.

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



Appendix 3 - 36 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 21
Sex : Female Dose : PTSA Monohydrate 800 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
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, 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.

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



Appendix 3 - 37 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 28
Sex : Female Dose : PTSA Monohydrate 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
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, 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.

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



Appendix 3 - 38 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 28
Sex : Female Dose : PTSA Monohydrate 50 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
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, 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.

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



Appendix 3 - 39 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 28
Sex : Female Dose : PTSA Monohydrate 200 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
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, 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.

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



Appendix 3 - 40 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 28
Sex : Female Dose : PTSA Monohydrate 800 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
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, 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.

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



Appendix 3 - 41 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 35
Sex : Female Dose : PTSA Monohydrate 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
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, 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.

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



Appendix 3 - 42 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 35
Sex : Female Dose : PTSA Monohydrate 50 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
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, 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.

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



Appendix 3 - 43 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 35
Sex : Female Dose : PTSA Monohydrate 200 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
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, 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.

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



Appendix 3 - 44 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 35
Sex : Female Dose : PTSA Monohydrate 800 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
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, 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.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.
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Appendix 3 - 45 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 42
Sex : Female Dose : PTSA Monohydrate 0 mg/kg Species : Rat
Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

50153 1 1 2 1 1 1 0 1 1 1 1
50154 1 1 2 1 1 1 0 1 1 1 1
50156 1 1 2 1 1 1 0 1 1 1 1
50157 1 1 2 1 1 1 0 1 1 1 1
50158 1 1 2 1 1 1 0 1 1 1 1
50159 1 1 2 1 1 1 0 1 1 1 1
50160 1 1 2 1 1 1 0 1 1 1 1
50162 1 1 2 1 1 1 0 1 1 1 1

n 8 8 8 8 8 8 8 8 8 8 8

Secretions/
Excretions
Animal No.

50153 0
50154 0
50156 0
50157 0
50158 0
50159 0
50160 0
50162 0

n 8

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.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.
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Appendix 3 - 46 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 42
Sex : Female Dose : PTSA Monohydrate 50 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

50251
50252
50253
50254
50255
50257
50259
50260
50261
50262
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Secretions/
Excretions
Animal No.

50251
50252
50253
50254
50255
50257
50259
50260
50261
50262
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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.

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 - 47 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 42
Sex : Female Dose : PTSA Monohydrate 200 mg/kg Species : Rat
Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

50351 1 1 2 1 1 1 0 1 1 1 1
50352 1 1 2 1 1 1 0 1 1 1 1
50353 1 1 2 1 1 1 0 1 1 1 1
50356 1 1 2 1 1 1 0 1 1 1 1
50357 1 1 2 1 1 1 0 1 1 1 1
50358 1 1 2 1 1 1 0 1 1 1 1
50359 1 1 2 1 1 1 0 1 1 1 1
50361 1 1 2 1 1 1 0 1 1 1 1

n 8 8 8 8 8 8 8 8 8 8 8

Secretions/
Excretions
Animal No.

50351 0
50352 0
50353 0
50356 0
50357 0
50358 0
50359 0
50361 0

n 8

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.

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) O;Not present, 1;Present.
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Appendix 3 - 48 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 42
Sex : Female Dose : PTSA Monohydrate 800 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

50451
50452
50453
50454
50459
50460
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) O;Not present, 1;Present.
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Appendix 3 - 49 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Pre administration
Sex : Female (satellite) Dose : PTSA Monohydrate 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

50551
50552
50553
50554
50555
50556
50557
50558
50559
50560
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Secretions/
Excretions
Animal No.
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50553
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50557
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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.

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 - 50 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Pre administration
Sex : Female (satellite) Dose : PTSA Monohydrate 800 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

50651
50652
50653
50654
50655
50656
50657
50658
50659
50660
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Secretions/
Excretions
Animal No.

50651
50652
50653
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50658
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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.

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 - 51 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 7
Sex : Female (satellite) Dose : PTSA Monohydrate 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

50551
50552
50553
50554
50555
50556
50557
50558
50559
50560
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Secretions/
Excretions
Animal No.

50551
50552
50553
50554
50555
50556
50557
50558
50559
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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.

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 - 52 Study No. : SR15146

Detailed clinical observation (on the hand) Stage : Day 7
Sex : Female (satellite) Dose : PTSA Monohydrate 800 mg/kg Species : Rat
Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin Pupil size Lacrimation Salivation
Removal Handling membranes
Animal No.

50651 1 1 2 1 1 1 0 1 1 1 1
50652 1 1 2 1 1 1 0 1 1 1 1
50653 1 1 2 1 1 1 0 1 1 1 1
50654 1 1 2 1 1 1 0 1 1 1 1
50655 1 1 2 1 1 1 0 1 1 1 1
50656 1 1 2 1 1 1 0 1 1 1 1
50657 1 1 2 1 1 1 0 1 1 1 1
50658 1 1 2 1 1 1 0 1 1 1 1
50659 1 1 2 1 1 1 0 1 1 1 1

n 9 9 9 9 9 9 9 9 9 9 9

Secretions/
Excretions
Animal No.

50651 0
50652 0
50653 0
50654 0
50655 0
50656 0
50657 0
50658 0
50659 0

n 9

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, sys