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1 258
2-Propenamide, N-[(2-methylpropoxy)methyl]- DR EH 512 & 2 88, Abid L O L 0%
ICRIETEEIZOWTRANT 2 BT, 7 v MBI 5 E G #itk - AR A FIEOE
B 9k U7z, 1 BEMERES 12 PEo> Crl:CD(SD) 7 v hZ, #3WE o o (AR, ~oEn
aH), 12, 40 BELO 120 mg/kg &, KEITxE L CIEACRLBRALG 14 B RTAHFF 28 H#, MEIZXT

TIEAZELT, R L ORI 2 & i E 13 HE COMMROEELG Lz (kE 62 HFH).
F72, 0 (RHR) B XLV 120 mgkg I2OWT, HEEMWIXAS S PLA 8P L C 28 HIM DG4 T %
14 A OEIEM AR L, MEEWII4 10 IEOIEAZRREZ BIZER T, 5L 28 AR O G/ T
RFICHIR L, SPRIEE HIT 14 BEOEEMEIC O W T HRET L.

1.1 B G- wfE

120 mg/kg BECIE, WEMEE b, 5B A28 U CHRE, (REHENER X O EIKES 4
iz, MR L OIERBREOMETIIM A T, Mk (k) FrIMRE TRk, ~E/nb iR
ERBLONY M7 Uy MECHBERIKER A S, MiEF T4REOEMENA L. FRR
FEOMETITMNA T, WHE 1 HICHED - OLRHEILES BN 1 HlA bz, — KRB TIImE
BEIFICHBITRE N 60, FHlRBEE CILER HFEORFERBE I, WE 13 A
DOEFERE CIIBE OB DR T RA LN, ZTOMOBAEEB ICIZEIZA LR T,
40 mg/kg BETIE, HEOF G WM AP O R E 5 K ORE RN &G B 2200 E 7o 1 AR a7 23 2 5
7. 12mgkg BETIE, MifEE bRE LW ITNOEBIZHL B LITA bR o 7.

[EHERECIE, #5 BRI A 5B X 0 b R EE SR 5 D EIE 23580 b,

YLD Z &0, KBRS FI2RIT 5 2-Propenamide, N-[(2-methylpropoxy)methyl]- 0 <18
Pe G EEIC BT 5 & ME R (NOAEL) 13T 12 mg/kg/day, T 40 mg/kg/day &5z HiLiz

1.2 ZEHEFE A

BEWTIE, 120 mg/kg #E T, MEEOZHEOK T NA LI, HEROATFIRES L O%ET
WEDWEMR A BTz, HE 4 AETOWERTICAHE VLT 3 @A LNTZ. Z OO
THEIZITERITA Lo T2, 12 B LN 40 mg/kg BETIE, A LZWTHOEBIZD,
BB E A 5\ BIE T 5 Z{biT A o7z,

BrAEVTIE, 120 mgkg BT, AFROEKT, HEHEOREOIRME I K ONL Y A5 22 4 # R RE
DREMENR A BTz, ZOMORAEE B ITIZEIZA LN o T2, 40 mg/kg BETIE, HERED K
ERBLOER 4 HOEGFERIEER AN, 12 mgkg BETIE, MALZWTHOHEBICHE
A2 NSy (WY

PLbEDZ &0, KBRS FICRIT 5 2-Propenamide, N-[(2-methylpropoxy)methyl]- 01 %)
Wy DT B ONSH AN OB 5 mEMEE (NOAEL) 1XZ1E1 40 38 LN 12
mg/kg/day & Bz HiLT.

- 13 -



SR22109

"
il

Z ORBRO B, 2-Propenamide, N-[(2-methylpropoxy)methyl]- ZMERET ~ b ~KEH G L
<, mE, MR KO OB AEICKITTHEICOWTHRHFTHZ L ThoTe.
2-Propenamide, N-[(2-methylpropoxy)methyl]- @ 0 (BEARIFR, b oo adh), 12, 40 BLO
120 mg/kg %, 1 BEMEMER 12 PCD Crl:CD(SD) 7 » M2, BEZKRE L CTIEdEt 28 HIM, HECx LT
IS 13 BE COHMBEAKRE Lz, 0B LT 120 mgkg (oW TIE, 1R 10 DL IEAZECRE
ZRNCERIT T2, 28 A OG-/ T4, HEITA SILA@®K L T, METIFRBRBEDS 5 L2
T, 14 HEOEEMEZ R L.

3 BB XL O
3.1 #EBE

Exs : 2-Propenamide, N-[(2-methylpropoxy)methyl]-
TR : N-(Isobutoxymethyl)acrylamide

IBMA
CAS &5 : 16669-59-3
BHMATERES D (2)-1070; (2)-1021
RS2

@)
CHa ”/\O/\I/CH:J,
CHg

sl : CsHisNO,
HfE? 1 157.21
Py ERAL F R D D AMEL ECAEITIRIR (Annex 1)

LLEE 5 0.97

B 5 100°C/0.004Pa

FRAE 5 2.7kPa/32°C
i g : 98.2% (}RF#1E) (Annex 1)
s - 4 B

il
AR i Ak 52 E H 1202247 H 15 H
7 E M B H I OREEE R T DI, BEBRMERTR L RS TH

(27— U B HRN Y G EEE (FT-IR, Nicolet iS10, Thermo Fisher
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Scientific K.K.) % VT ATR ¥EIC X 0 #8R'E O AR BRI A~ 7
RV (R) ZMIE L7z, TORER, BEEBEKTHO AT b Ek
BRVE O FABRMGRTD A7 MLV LR TH 72 2 & o b 551
W ORIV 1T 2 EME D HERR X472 (Annex 2).
RAFGITE K OMRAFHIHE -
PR EIRATEE ;202247 A 15 B GABRE% 2 58) ~ 2023 45 1 A 10
B (ZEMSIHT)
PRAFGefR D VR (CRBEPR 2.1 ~ 7.7°C), &UE, Y, RIGTEST A FeH
WM EEHETE N DL OBE &
194 g (100 mL x 2 A)

i &= : 115.6765 g
B EorE P ALFA, YA BIOMREA TR EEH LTz,
HoTy T K5 g (FEHIME 5.0089 g) ZERHR L, sBRitiEk D& EBHRF =R ICHRAT LT,

3.2 *HRWE (BEA)

LAy chUER T
E¥EE T B TA T AT RS
5 EH D BRI DS KICEER T H D L DIEHA D, SR22109P OFERBAAARATIC

w3l a2 O TR GIR O TR 2 S L 72 /5 5R, 100
mg/mL DY TRAIIEM L CEIRBEIRIZR D 2 L 2 B Tl

L7=7=%.
7y &S : V2K 1959
55 /A 2R 1202749 H 12 H

RAFG AT I L ORI -
PRV RTFEE ;2022 429 H 13 H GRABRitEY 52 18) ~ 2022 4F 12 A 15
H (AR
PrAFE At DR (EWIEPE 21.2 ~23.7°C) TRAFE L7z, BHEMZ OFRRITRAF LR
Mmooz,
SHRBEO G- & L ToikkiL, R EFRIK & R RAE L7z,
BB EHELE O OBE &

500 g x 35 A
fif & 1500 g x 31 A
Bk LR D RFIZ2 L.
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3.3 BHROFHEE L OMbFE 00T

AT ik

i AR

B G BEEICHBRE & BRI E L, BUAZINX THIIERICA AT ¥
T, AF—F =TS, BEROREIC LI R E &
EAREHT DBRIC, MEEMHIEIATD R o7,

D HERIZ 3 ~8 HOMMRT 10 [BIFHRL L, 9 HLANICHEEH L7z,

TRAFS TR KX OMR FHIR -

RIS
A oE
FRAPE G DALE

B 5RO 22 ENE D HERE

e 598 D 1 FE e iR

IR 5 ik

3.4 KA

- R
Gt

A pEREE
WEmE=21Y 7
B3k E

Z NEVEKL
S NN
HH AT (A B L Y

PRV RS ; 2022 4E 10 A 7 B (ZZEMESHT RS ~ 2022 4F 12
19 B (sl 5
DRI, W (GEIEPE 2.1 ~ 7.7°C) THRAFLT-.

P ALFR, AT BIOMREA TR EEMN LT

D BEAVLSY T D T OIZ PESEREREY) & L CEIIR L7z,

2.4 3 K024 mg/mL O EEOFEIRITOWT, WIERAE 9 B (i
HZ0H&LTER) %, RETI9RMBEOREEEZ ST LE. &
MrofE g, (RFH% ORI 100.4 3 LT 99.2% (CHIEFUE 100+10%
LUR) THY, RAFHIR P O EMEN R S 72 (Annex 3).

D BRI E O RIREZB T 2 B G T OIRE 2, WIElE X ORED KT
BHAE AT 2RBIRICOW TN Lz, ST ofER, SHENETR
TRFED 98.8 ~ 101.4% CHIEFEUE 100 10%LAN), RSD 2% 0.2 ~ 2.4% (f]
TEFENE 5.0%LLT) OHFPFANICH Y, VT OFRIKORE LY Th
5 Z L DR 72 (Annexes 4-1 and 4-2).

: Annex 5 2R,

: 7 vk, Crl:CD(SD)

: SPF

VXTI FART Y — - Uy RS

CEWAEEER LV T — X EAF L.

: Ty MIZOMEORBRTEFEA OO TWIEWFETH Y, BIEE
WEELTWDZ L LRBRER BT 2 B RT — 2 SR T&
HTEMDLZDORMERE L.

: HE 50 DR, M 74 DC CRFEPE, FEATIR)

s MERE &S B 8 Ml

: I 240 ~330g, M 160~230¢

- 16 -
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52 N IRF {4 B i : HE 268 ~296 g, M 184~216g

P 5 B AR IR s D MEREE 11

i DHE 6 RE, MESRE (EEBRAE MERER 4 RE, VT T4 MEE ME2 BE, ME JF
ZBLHE 4 FF)

HREE L D EABREE MEMES 1208, T T4 NEE MERES S DT (272U, HEEE
FREREED DK

3.5 g L OBIME

T CREBIREIIZAH (1 H) o 6 H £ TOHIMH.
B 30T (R ] & 5 oD T B 53 1 B T O]
5k D BRREA 1 B 1 RIBIER L, RE AR, BE 6 HiE LU

WZHE Uz, IR L, W oo b BEITs o ienol.
B 15 Bz, #E1F GRBIES 1039) OETEAALNTZ. ZOHEY
DT TIXRFETTILA LN o T2, ZOMOEM O —RiER X
OMEEIZIZEFE XA LN R Do 7.

PEJE i A  MEBIIC DN T, PRI 2 R A A TBRERIBIC X VBB E T
D14 AM%ER L7, BAEORR, 2 61 GRAIZES 5051, 5061) (ZH:HE
MOBRFENRHZLNIAMIT, T oI BEIXALNLNoT-.

3.6 B3I

B P 520 U 72 — iRl 2%, REIE 3 KL OMEDYE A IR A ORGSR 6, MR 2
WOME2 Bl Z RN T, 2 Ea—F AT A (MITOX, = E&S VAT LAEMERSH) %
LT, HE4R VL, M 68 Lz ik L, #E/ITH (B5BMATH) OEREIZE SV TRLEE
ZoHEIC L0 B CHEIEENE 122D KO ICKBICHIY T2, 2721, Mo >n»WTidE
REREE, V7 74 MEZNZNOFHRENRE 12705 X912 Lic. Bk L8 O R ELFH
I%, MET358~472¢g, MET242~290g TH Y, FHKE (K 414.0 g, M 266.6 g) D +20%LL
NThHo7z. BT BANTZBIIE, #5508 B IR BRI L, BRI O EREF
JIEE: (SOP) 124> TH Y o7z,

3.7 Bk LUV — 2 ol

BY) : BESy Z NBRFIZHME 7 = v bR TRENCHI 2, (EARRR] %
117~

FE T RITEMCEE T2 ANEL, [EEREE21T-7=. 727210
HAENAZ O W T ERTR S 21T 7o 2.
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3.8 TfIE
3.8.1 filHELL
B BE S
A - o
R B
HE B IRE ]

ki

SR22109

: BT T ATIEAER No., @5/ No., MR, 77— No.ls LU / Rt &

F LTV EKr— Y ORNEICER L.

BEST U 1421338 No., B No., MR, #BWE4, HE (&K B
O /| RHEATF L2 7~V AR — U ORTEICER Lo, ZRRKAL
MEBIT BRE & RBR OB ZFE# L7287 7~V L, RRK
VAR OB B O 7 NV —7 /&2 L TER Lo, ik
T UM T H DT~V L THE 0 HO B2 5 NCHE
0 RO 7 N—74 %l L7z,

1306 =

222+ 3°C (FEMIFPH 20 ~ 22°C), 50 £ 20% (FEHIFFH 41 ~ 56%)
: 10 ~ 15 [a]/HEH

o NLHRBA 12 FE] (8:00 ~ 20:00)

3.8.2 fAlF g B L OEE HiE

r— Y OFESE

: 77y FRERMAMEK S —2 (300W x 410D x 200H mm)

727E L, RBRSIHEEIC OV TITAEIR 17 B2 DWHE 13 H £ TR
— U OERKZ/NZ IR 2 CTEREBMAKK RV A b7 1L—7,
0y F&E5 220310, V¥ 7 Ve TRT b U — Uy U kSH) &
A L.

1 r—2H72 0 OINEEEL

Bt L OWIHMEIIR % 2 P89, BT 1T, AZBECHIH i
HERS 1R, oifRid 1L Lz,

=V NENME O EIREEA

bR

/NI MO

FR RO B T 5720, 35 5O TIEBIGHC L 5 5405 5
b, BES ISR & LT

D UTRRICSE S L, EDO%RIZLLT OB CEE L7-.

HWBIOYTI 4 MM 5 14 BB XOEE 1 H
FIRBRREME - RRASIBITFIEO BB LN 14 HAR b WNCHE 7 B

8 2 [\l e L.
CHEHR 20 HB X OWHE 7 HIZSE i L7-
D — U AR T SN LT

- 18 -



H Bk K& E DKk =
K ER

BN OGS
ENDOHE

3.8.3 filf}
M - 4R
2y hE S
BN
FaEE T ik

15RO HERE

3.8.4 HICERK
TR

fa K 5k

15 Y08 5 O HeRR

SR22109

oM EHIM 2 RE, 1A% L7
CHERB LY T T A PREOMEITRRAERIC OAMEN Uiz, TR O M

(TAEHR - AR L, 2 RIC 1 mIsgH L.

1B 1[EFEm L.
CEFRWEBFEB LI UEREFELY | BB CRAEIZEHT 51

RiEFEL 10 1 [EEHEL-.

o [ BUER R, CRE-1

: 220304, 220511, 220603

DAY s S OVEERE TR A

DB RAEESR A O T HBICER S E .

221, HIRRET A OL A0 b3 e 2t S .

CRBRICER R KT RO D 50 EFEOAEZEH LA v

FOEEHZ DWW T LTz, offidz—m 7 4>« 7— K« T AT ¢
VRS (TR A E - Nos. AR-22-YP-001260-01- JA,
AR-22-YP-002080-01- JA, AR-22-YP-002414-01-JA) 5 L OV ks 3%
FH (MBS Nos. 21G03-121, 22G03-012, 22G03-025) 23T\,
W7 — & HRRHREEE Dby MEICAF L. SEE LR
I ZRRER N EX O SOP IZHEHL L 72. AT OfE R, WITNOHBIC bR
EAZEZDEITRD b o7,

s ALBR T K IE K
D HERGKERE H 5 Wk Kas 2 IV THHRICER S B,
D RBRICER R MET RN H DIERWEFIIONWT, 202247 15

AR LU20234 1 A 5 BICUZETRERE SR 2RI L THfr L
7o AT B AR AE RS A OB A RS 3R - Nos. A221399, A225216)
DITV, 7 —2 & AF L. OfrEE &AM BR iR o SOP
ICHERL L 72, BT OREE, WIFNOHEBICHFAEEBZ D EITRD
SV (WA e

- 19 -
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3.9 #EME DG

3.9.1 BH5EOHRE

b5 00 (RFFR), 12, 40 3 KO 120 mg/kg/day

aX B : HEFERBR (SR22109P))CTlE, MEMES 3 VED SD 27 v MMCHIBRY)
B % 0, 40, 80, 150 3 X N300 mg/kg/day O FH& T 14 H B CERE M #
B L7z, ZOR%E, 300 mgkg #ETIX, ML &, #5 3 HOELEHIZ
—HRREDZL & U TR, STRE EI3MEFEN A2 O, BHER
FEBDLAHONTNDLZEEEEL, THRAREHE L Tafz2%
WIEE 72, 150 mg/kg BETIE, MEREE &, —BeREBIZE TR BN
Mo TS, (RE, RESINER X OB RICA B2 £ 72 1K
23 BT, MEFERIRRA CIE, o HGB, HCT 35 X ONEZR M Bk %k
CHBRIKER RO, SREEETIE, BEOMREROKMER A D
iz, Mg EFRAMER L ORI, ZiE@Bobniahor. 80
mg/kg BETIE, MEMEE &, REF 72 IXEBHEICHERMRME £ 72 1K E
fEmnAH bz, ZOMOEEIZITE T LR D> 7. 40 mg/kg
HETIE, WInoBREEBICHLETA LN RhoTe. LEDZ &M
5, ARBRTIE, BEEHIMOLEREASZE L, HHEE Lo TS 120
mg/kg/day ZmHEE L, BLFAKK 3 & LT 40 B XV 12 mg/kg/day
BENENFRHEB L MERHEICHE L.

3.9.2 REREE DAL
BB O E B0 EZIZLL T O®mY & L.

KhH®  RE KREEE I (EE )
AR (mg/kg) (mg/mL) (mL/kg) 1 il Ak 1]
< Rt >
I HR 0 0 5.0 12 (10101~10112) 12 (50151~50162) H
A &= 12 2.4 5.0 12 (10201~10212) 12 (50251~50262) %%k
& 40 8 5.0 12 (10301~10312) 12 (50351~50362) ¥
& & 120 24 5.0 12 (10401~10412) 12 (50451~50462) 7%

- 20 -
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BhE RE  RERE B E(ENF )

BRI (mg/kg) (mg/mL) (mL/kg) i3 i il
<H7TIA ME>

X (e 544 T g R o1 0 0 5.0 5(50551~50555)° [

(B & T IRF5I A 51 0 0 5.0 iéﬁ%;?ibﬁ?é?6’ 5 (50556~50560)°

10111)?
(& G TR 120 24 5.0 5 (50651~50655)° iR
(EE#& TSR BT 120 24 5.0 5{5232?1&2?8?’ 5 (50656~50660)° R

10412)°

RTFRBEICIE, MoORE L FRIRED L THBME (R oHz &5 LT,
a: ERBEENOESG 21 HOKEIZHESWT, FREOEREOFHEIZHTET D X 5T, &/E
MNE SPLT O L7z, 72720, B OREEM) XS DRV 2.

b : IERELAE

393 &5
e i
551k

B -1
P b5
P 511 ]

18 (PR3E) 1]
ESERTIS 4

S SYRE SR
T AAR=FTVE Y U TEBRIOT 4 AR—F T U P a T

SRHIENZ H ARG LT,

1A 1A, EAES L.
&8 :58~12:06
DMk 2SR 14 HAETXL Y 28 HIH

i ; ZSERRT 14 A3 L O RK. £ TORRHIM, & SIS RLH
(TIEIRMIH B L O % 13 0 (WEOHZ0M% o B e LTER) %
TOHM, (IR 25 B E THENERD bR WA RN ANIEAEYR 25 H
£ TOHIM

BT T4 FREICHOWTIE 28 HIH

s B GHIRIHE T % 14 H A
D BEEOFREHEREE, &5 RIZRGEWHEIE R OREICESWTHEE

L7z.

BeGRels, &G I51E, &GRS D OGRS RHE IR O EHH -

RERIETA BT A THERL LT,

3.10 BlER, WIER XA IEE
WHPIMAE %5 1 B (Day 1), #4528 HOF HA[EE 1 H (Recovery Day 1) LiH L,
BB L OV T 74 FEEOHIR B 135 28 HOEH (Day29) B L ONEIE 14 HOEH

- 21 -



(Recovery Day 15) & L7-.

SR22109

WMEENY DR 1T, ZZRENLH 2R 0 B, W& T HZHE 0

Bk B 20 iht% 14 B (Day 14 after parturition) & #HlE L7-.

3.10.1 AE#& 573

3.10.1.1 —fiiRnem g2
Bil%
H ]
BEE

BRIk

3.10.1.2 FEAHZRRE
il
R

BEITIE

i

-
CEH 1AL HBBEET
CEEHRE IR AR B X O ESZ O 1 B 2 1], [EEBE AR X

OYF#%0> 1 B 2 [, HlkHE 1 B8 L.

B & OB OESE, L, ITENVEICOWTHBIZE LT,

s 25
W EBMRRTI e DN S 7, 14, 21 BLO'V28 H

EARBREEOMEIZ OV TIE, RISz T E 35, 428110049 0
FEMMEAIE, BiE7HL 014 H

BN COEDAAT ) T EEETNT A aTL LB R &

ALEkL7-.

BREAB L OE DO

3.10.1.3 HERERMR A
%k

i ]

[1] RO -85, PPUCIRRE, HRER- R, ®RITE) (B - helnl), 2%E
T8 (AW 27— ONNLEIE LT,

2] BV HLE S, BkW5 s, mliEt:, SLF, EOIRE, KE,
IR - AREKFS K OKERR DAMEL, BEFLAS, VR, TRIE, & Oy o
AEIZONWT, F—Y b0 I RpIBE LT,

[3]1 24T, EBWHFE, BRERICKTT DG, BRITEH (ARE -
ﬁiﬁ):wﬁ%%(mﬁ-ﬁﬁ@,%ﬁﬁ@(%d<5v“<wg
V), BETE (BT - BEIRF), WEEIZONWT, AT
74—/ RN THIZLT-.

D BREOERG 21 H OKEDOFEEICUITE S D & 5 1T&8 Kk LI D45 8F

SPIB IO T 74 MEE (IBHER TIRESIRB]) OME7Zr & DN ElBR At
OMED LR H OB O BINEICEE L= &R 5 4.
TR ORELS LY T Z 4 MEOMEL, #5408 (#8522 H)

-2 .
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L7, &5 4 EOBREDORRK, FRBIFOMIL IO T 714 MED
HED T AU b RBRE R GBS 5B KT A bR o7 2 &
5, [E1E 2 HOBRAEITFEM L 725> 7z,
FERERAEOMEI I E 13 HIZHEHE L7,
BlEL ) WERHIE CHONLHOEDICAT Y T EEE AN T A a 7L LB R H
B EBERSER S X B IE % fidk L7z,
BEEHHEB L OEORHIE
[1] Rk 2R ERB L - e E TN 28l L.
BITERI, RN, BRI, RN, BEASASEg, 22
HHIE ] S
2] &) : CPUX =Y (T A a—x o o=7 1 7HAE&4) 2H0
THIEB L ORI OV TE 3 EHEIEL, 1 g AL Ciodk L7z,
[3] HFET R AR EHERRTLEE (A—"—A v 7 2B IV
CompAct, =HTHEMAENS4E) Z2HWT, kb [1] BLO 2] ©
A S &, SEWIZOWT, 10 4WF (0~10, 10 ~20,
20 ~30, 30~40, 40~50 3L TN50~6074y) T 1 BEfHIE L.

3.10.1.4 {REME
Bl : A
HIE A CHEB XY T T4 MEOMEE, 51, 4, 7, 14, 21 BLV 28 HOH#

B, [EfE 1, 7REXON4 B NZHBRA.
FREBEEOMEL, 51, 4, 7, 14 HOESHI, 40, 7, 14 BL W
20 HOEERT, WEO0, 4, 7B LN13 HOEERIZ L NS/ 14
HOHEMA. 72720, MR 25 B & THOBMARD B2 WA BRI
AR 26 H (IR H) ICHIE Lz, =I9IZ KL 2 ZHIEFNZ OV TIT LS
ST HOREZFLER LT,

HE 51 s R EMRFE (GX-2000, A&t =— - 7 R - FA) 2T
HIE LTz,

(LN DI CUTFoRICE Y EHLE.
<HEB LY T 714 MO
B HHI

REHEINE ()= &5 28 ARE (g)—#& 5 1 HIKHE (g)

- 23 -
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[BI1E ]

REHEINE (g)= BT 14 HIKE (g)—[HIfE | HIKE (g)
<EFERAE O >

AZBC R B G-

REMENE (9)=%5 14 HIKE (9— &5 1 HIKE (g)
SRR

REIGINE (g)=1TM 20 HIAHE (g)—4EHR 0 HIKE (g)
W E IR

REINE (9=WHE 13 BIKE (g)—HHE 0 HIKE (g

3.10.1.5 B &l E

Bi%K el

E R D MERE S B ARBRLT DM KO A 2R, RERAE SRR L
7.

WE Tk : A LMIRAE (GX-2000, #hliztt =— -7 F - 7A) 2T

K —VOBEERB L/ EITREEEZIE L.

WALV, 1 IEH=Y D1 HOVEE&E (g/day) ZHH L. 72721,
B MM T OMIZOWTIE, 1EHZY oBREE L TRLOLE.
Bl & (g/day) = [fAfi&® (g)— 7%= (g) ]/ WERMDHE (day)

3.10.1.6 R HE

Bil% C HEITHERERR AT & R — DABE S Bl HOWT, HMEIY T T4 MEEOREIE R
TR 1

153 c G40 (%5 26~27 H) B OEIE 2 8 (BI1E 8~9 H).

BRIk IR T TT  FARE S —Y (KN-646, B-17, #RASthE B HUE
ATy ZHWTERIRL, BEGEEZNOK3IFHOERT [1]1~9] %, *
7o 21 RE OF R T [10], [11] Z3EME L=, [9] 2O\ T, @=i05y
BiE (0400 xg, 547, 4°C) LTHRA L7z, BRELL7ZIRITMRAK THBE
FEL.

PRASTE H 3 X O 73k

[1] pH AEBRAIE

[2] & (Protein) ARBRAR I

[3] B (Glucose) FRBRALTE

[4] 7 N 4K (Ketone body) B AR TE

- 24 -
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[5] vwa ey /—7% (Urobilinogen) ARBRHLE
[6] v ULt (Bilirubin) ARBRHLE
[7] i (Occult blood) B AR A
[8] &34 (Color) A R 8 22
[9] JRUEHE (Urinary sediments) Sternheimer Y475
[10]  JRE (Urine Volume) A& E
[11]  FH (Specific gravity) AT EHE

[11~[7] SVNT A AT A VT A, V=R ANVATT « BAT T ) AT 4 7 A&t
[9] PEMEE BH-2, A4V /8224t
[11] JREEEIF=Y 28, ST 22

3.10.1.7 MiRFHIRE

Bil%% DR S B (ERBRAE OTEIIAERERR A IC W T2 B LIS S BV S O
FONEIZ S LTz, ERBREFOMEIBRER A & [ 6, 7 T4 MR
(s’

Sy CHIREE [ERBREEOMERS KOV T T MEOME (BG& TRERIRR ) 13

528 HOWRH, FRBREEOMEIISM% 14 B, 7 714 MEORES
L O (EER TG (XEE 14 B oA ICBRIn L.

A ik AN D DO—BROME T (16~19Ffil) TT7 v haA Y T7LT 2 (B
HA Y INT v, <A T o BEERASAT) B, B REIR L 0 £
MU BEHEADI S [1]~[10] T2V TIL EDTA 2K (WX ¥ = 7
NI B2 A, 7 VB AE ) CAOEE L 721l 1 mL & v, [11],
[12] IZ2WTIE3.8% 7 = ) N U & A CTREE L 72 miE#) 1 mL
(3.8%7 T UWET b U 7 AVARR 0.1 mL+IML#E 0.9 mL) Z 5@ 04y (R
2000 x g, 1074y, 4°C) L, o=z Hviz. ERBREEOMEOIn
L, BREBBZEREIRTT (-80°C 3 E) L, MIERCREZ L CTHW. 15
BTk X ORI AR TRBETE LTz, 6o [ iER S B
bhiclcd, AMKBHEARII/ER L ol

RAEEE B L ORESE
[11  FRIER% (RBC) HARPUR HE
2] ~~ k7 Vv ME (HCT) BRIEGUR L
3] ~E/ bt (HGB) SLS~E 7 1 Bk
[4]  “EHRIMERATE (MCV) RBC, HCTfH X v &
[5] “EHRMmER~F7 o8 (MCH) RBC, HGBfi & v &
[6] EHRIMER~T 7 1 B (MCHC) HCT, HGBfH X v &
[7] /B (Platelet) AU A
[8] #MJRMLERE (Reticulocyte) Za—%A FA KU —ik
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[91 BEMEkE (WBC) 7a—%A ~MA Y —E
[10] HifERS | (Differential count of WBC) 7ua—H% A4 FA MU —ik
I 1 ER (Neutrophil, 10%/uL)

4fREK (Eosinophil, 10%/uL)

IR FLEK (Basophil, 10%/uL)

HER (Monocyte, 10%/uL)

Y > 73R (Lymphocyte, 10*/uL)

[11] 7o ko e s e ha LRSS ATk
[12] 1EMEALERSy R v AR 7T AF U (APTT) =7 VU BRiE

[1]1~[10] HEHMERHTEERE XT-2000 iV, A X v 7 ARkt

[11], [12] 4= A By fEEEE ) E 2 E CA-620, ¥ A A v 7 ZAkAath

[am—

wn AW N

3.10.1.8 MLiRAb PRIt

Bl D MR & R OFRES B 72721, T4 EEEHIE AR O EIT
W AEH A b < RBIFEH L=, w1DIs, ERBEEORED T4 BEO
WExFeh L. 2 ORER, FHBREE 120 mg/ke 5RO THE
BB LT Tow, FEHBREEOM S LT 7 4 MEEOHEREIZ D>
Th, T4REZWE LT

I 5 s FRRIRE B ML L 7.
A 7 v AN D—BrOHET (16~ 19/ TT v h&2A Y 7T FREE

L, BHXKEREVEML L., MEHEBOS S [1], [5] T2\ T
ME1ImL B2~ T R TN (~3) ) B U D AENIAYY,
1000 HA7/mL, —A U A 77—~ th) §20 HALCRLPEE, =
DAEE (92000 x g, 104y, 4°C) LTHELMEEZ HWTHRAE L
7. MOHEBIZOW T HEAIA O RERE (2327 U —2 A, Kb
FRRASH) IR Z I L, =0 E (K 2000 x g, 10 47, 4°C) L
THOLNZMEEZ AW THRAE L. 5o miEs L O, S
BHAELRTE (-80°C 3% ) L, MIEHHCAEL CHW=. 72, 55
nizmiEo—#Hazrsve A WERE LT A T rilsa—7
4 RITHKI 150 pL 70501 L TR R AF (—80°C 7% 7E) L, JHIERF Il
fE LT [21] OEBICHWZ, BREK TH, KT HER LG

—-60°C LA FC, Z oo it L O iX-20°C LLF CTHOHRF L,
ARBRKE T H E CICHEELT-.

MATHE B LA LIE
[1] AST JSCC &
[2] ALT JSCC %
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[21]

TANYKRAT 7 4 —F (ALP)
v-GTP

7 v —A (Glucose)

&=L A7 1 —/L (T-Cho)
FUZUt®U K (TG)

e Y LE s (T-Bil)

W HT % (TBA)

JR3EZFE (UN)

7 LT F =2 (Crea)

F F VU UL (Na)

H U5 (K)

s a—L (Cl)

A7 I (Ca)

Y > (IP)

HEH (TP)

A/G tt (A/G ratio)

7 V7 X (Albumin)

B H 57 (Protein fraction)

1 773 (Albumin, %)
2 w-Z8u7 Uy (al-G, %)
3 w7 u7 Yy (02-G, %)
4 B-7rm7 Yy (B-G, %)
5 y-7ua7Vvr (-G, %)
FORAR A VR > (T4)

IFCC

SR22109

L-y-Z V& I )V3- NV ARE 4= a7 =Y NEEE

~F Y X —Ek

BERE

W7 ) v u— il Rk
BEHE

BBV A 7V Tk

7 L7 —+¥ —GLDH £
BERE

A A EIEM (ISE) 1k
A A VEIEM (ISE) 1k
A A EIEM (ISE) 1k
OCPC ¥

Fiske-Subba Row 2%

vy Ly ME

% H 57 &0 HH
WEREEASE I EH
Tﬁm—XEwﬁkm@&

ELISA £ (HIZE[EZL : n=2)

[1]~[17] BB AT

(18],

B 7180 2, M &t ANINAT 7 /) ao—R
[20] ®HBEESIKI O EBE T T A2 V22T, KRS~V HF5E

[21] ¥~A 7 a7 L— kU —4# SH-1200, = FERHEAEH

3.10.1.9 ##x
%k ==Xl
B HA
3 W TR
25 13 AOMIC
WA ik

FARBREEOIHER L OV T T 4 FEEOHE (%55 TR E) 1335 28
Ho¥RH, FRlBREEOMEII 0% 14 B, 7 74 MEORER JOWME (9]

BT R 1XE1E 14 HOEH I

Miz X0 ZHIESHE, BHDORE

AR EBIEL, AV TNT R T T
- Ak A AARAICBIZE LT,

HE AR T L7

FEOMETIE, HRBEZEAT-. LTO&HE -

- 27 -

Fl L7,

7272 L, R 25 H
D HIR WA FBRASLBNITATNR 26 HIZEEL7-. HE 1 H
3otk 14 BICSEM L7z,
F7-, EHIHNTLRIE S W72 B IS FEH L 7=

, MEESKER L © B AR, Ak

KRR 7 10% P IERE A L



P ) D iR

m}
=
*

3.10.1.10 #REEHEMN
B3k

1531

HIE J7 ik

aE RS

FR & DR

—

E

SR22109

<V UIRICEE - R1E LT, oW TIE, &0 S BER A AR
BELZ. 7270, BERBION—F—RIIT Y KV U THEE -
RFEL, REBIXOWE LEEIT T R CEE, 70%T 5 ) — VI
FLF. EEOHABREIZHOWTIE, AA&LEE - RFELE.
T T A NEEOEO2F]F X OB O 2 EIC OV CHIRR B OF R
RNCHES 2 BRI L, T APtz L, WEBEME T oL O
JEWIBERE 2 iR LTz, 207 — X I3 E EH & F 72 100 EE R AR
DOHfBhE L.
KM, /D ZOWNRE), B, NEE, BoiR, B, BREUIMAE,
RIS, Mg, O, faE, 85, TR, PN, SRR, RN, 2505,
B (A =AM EETe), B, i, B, X, Mk X ORE X,
Bek, MRt KB, REEE R, BINZAR, KSR (REIRGTe), JHHE, 1
BLOSHE), H, RS IO —2—}, LR (HIEE), X
B (BHEE, ), BREY 38, TRY 8 i, B K
FRSEA, A), BLOBEBEMRE (F)

=
X<
~

s IR TR A B < A5
D IR
X EMRFE (GR-200, A&t =— 7 K7 4) ZHWT,
UTO@mEOREZHE L. EAOHL&HEITLAAEETHE L.
7L, B, TEABIOHBEIEEZICHE L.
DI, D, DR, R, REER, REEL LK, R (BERET); LLE (2)
TER, HRRMR (BRUMEGTe), WUE, Mo, B, miNZER, DNER,
T Uk (mg)
DR ER E R R ICHE LR E D S EE AR L.
FHxtE B (g/100 g % 721 mg/100 g)

=[HoxtEE (g £7212 mg)/ #i BIKE (g)] x 100

3.10.1.11 JESMHR A

Bil%%

EREBREEOMEER O T T A MEEOME (58 TIReEIRRG) 1%, SRR
IREVZ B E - PR A L 7ot B RE DS KOV TR (ARG dS K OV 3838 1) 57

Te) OERIME FRIC OV TEEARER 2 S5 L, 2>V THifR L7z,
E7o, REMFOMNRRIETH 72T 74 NEOREO 2T Mk
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3.10.2 /EHEFE L
3.10.2.1 PEE A
i3k

H ]

Fik

3.10.2.2 ErhREmRmE
%k
AEBCAL A

i - 51k

AR B BSSL D R 7 1

SR22109

OWTHER L. BEROMRE, &R ERGICEET S
/E'ﬂﬁ mu@%ﬂfcﬁﬁ)/)ﬁ_; kﬁ)% E“ﬁ%ﬁi@ﬁﬂ%EkiU\qﬂﬂﬂ%ﬁ
72 BN EHERE DR 1L 50 L 72 o 7z

CRTG T 4 AT, N~ RV s oY YA R A R

L CHiMm L7,

s FERRBREE O D 2]
B EBRAE A D DA SRR £ T
DX LY K DR AR ERL L, SRS T O A B

ABE LT

RO BRE CGEfgRTY, RN, BIFRHE LORFHS) %4

H26 6 HORMMETHY IR b O AR &HE L.

CHE 1 ANLEE 14 BETo 14 BREICOWTEREMMNE, 55

BLOVAHRE OB ERH L.

o TR O HEE D 455
D [F—REOMEREZ, MEOBWE S RE 2 M HEO B &SR 2 1l 50

FRLIEZbDO LD L OHAEDLYET-.

G 14 B (REFGH) OYZNL, REUSHAGEIMEREZ, KR

DSFERR S LD £ TR 13 H AR s S .

CENE IR EICHE T Uz, & D WITENE A X 7R ok 1

ERICEVHIE L. WTFN RO LN ZMEIR0 B E Lz, [F
JEBRLE & AR RN E CTOFTE A K& L.

WA DRI RFEAZRH I L.

HEDRZRER (%) = (RIBRSTHESL /1 [FJE S 72 HEER) < 100

MEDZ R (%) = (KRS / FE S w7l x 100

D HEAR ORERS & S R DA s KON 5 N O 5 IR O A HE L2

fTot-. B 50452, 50456, 50457, 50458 [Z 2T, HIRFRC
T E N OERIEDER SR o o T2 AT &k L7z,

WA SRR R EE N L.

HEDOZIR (%) = (M2 IR S S/ /| RRRSIHERD) x 100
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HEDZREHR (%) = (EURIEE / 2R AR STIER) x 100

3.10.2.3 S3ifds K OWH B IR REBL £
%% D ARRARAE U T i o> 4245
o3 WA % D DR S - MEEN ) O 2HIZ DN T, iREE A IR 21 B D
25 HET, AR EBL3E (9:00, 13:00FB L0117 :00) #lz
L7e. WHREMIZ 2B A R S E 7.
SIS T DR 29 00 ICREM N A BOHIZED THO FITRZIAA TN D DHE
BENTEHEAITOWMKRTEL, ZOREZHEOH (%0 H) & L.
HPER AR EOAFRAZHE LSO X EFHESL Lo, A DA
HPERA I L.
HPESE (%) = (IEH HPEMEN / ATARIER) > 100
A A ] O B RO B BME 0 HE COMIMEZ B TRD L.
HPE R DO BEE B O BOTRTOHERICOWTAESRZHR L, IEE2BELT.
MR AR L T IR E 25 L, £ b 0aRM 2 HEREKE L
. WA D, DR LOVEGFRONE R HEREEEC, 4
FEF WA FFOMEOHE 2 EICH L L.
OriRER (%) = (%0 B OMPEREL / A KED) x 100
AR HBLE (%)= (OMREE S 1 HIEARED) < 100
NERFIRERFOMOME = ARREIREZFFOME / IEF HpEMK
HPEROMELE DR - A% 0 I~ OREMW OMEA L & ATEREOM 0K S THEL,
BEEICLL T 2R Lz,

EFHPEROMEE (%) = (BEAEFHPERE / AFHPERE) x 100
HPER DML (%) = (MEHPER % / HPERE) x 100

==y
Atk 4 B
 BMEOHF RN ST L 72D X o ICHMERERNC A E A | T8 P LT, ik

TOMAEROEITIFANE U CHERERIE & L7223, 1 EOREE 213D
M VAR AN 4 DERTE DG A ITRES S ILE A2 D X 5 (Bl 21X HE 3 L,

HE 5 PT) \ZFREE L7z, 1 OB VEA 8 IBLL FOHE1E, £ O E £
BaHe. BRI oWEIRIL, BT 2@PIEkEET, o
DB IT L E X —/LF b U 7 L (Pentobarbital Sodium Salt,
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H bk TR EH) % 60 mg/mL &4 2 RIK O MEENTESIC X
V) ZEEEHE X AT

3.10.2.5 FiEIR o —fiR sz

B4
BRRE
HAfH
B I7ik

FERAGTROETY

3.10.2.6 FAEROKERE

Bil%k
3
HETT 1%

el

21\ H

B OHMNBAEZ I3 H FIMRA) £TC

D AEAFE I ORER, —BOREA B L.

FETC BT FE B IELNCTHIM L, Whole body % 10% i MEiEfE /L~ U
R TCEE - RAF LT

%0, 4BLXO3 AOFARAGFERER)SEFICEH L.

A% 0 HAEMFER (%) = (E% 0 BAFE / HERE) x 100
% 4 BAEFE (%)

= (44 BAFERE /1 A% 0 BATERE) x 100
A% 13 BHAEFE (%)

= (B2 13 BAGFERE / A% 4 B3k L7727 < 100

Gl

(0, 4, 7TBEXWN13 H
B EMKRFE (GX-2000, HRAStho— 7 K7 A1) ZHWTHE

EHRNZHIE L, 0.1 g £ Trtdk L7z, MEMERICIESH 7= 0 ONFIKREZ K
Oz,

3.10.2.7 #HEWR ORI A S [H FEBE (AGD)

Bil%%x
i ]
ETT ik

3.10.2.8 Hr/EN oA IEE
%k
R4

s AL A
k4 B
CEARBINCHLY &SSO O R S 250 L CResk L7-. MERERIZHE

Iz 0 DFHNLF LG REBEME 2 R b 7=, M2, fHx O FHIILF
ARG PR A PR T 0D T PR R L 7oAl 2ok D, MERERIIC I 8 72 1
DI R DT

s HEAEAR I A5
A% 13 H
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RHEOT R 2 OFEROABE AT L. 720 OFE I A KD T

3.10.2.9 F/EWROMIE T4 150 E

BiEK CFMEOAGFIR 26, P L, BOXG LA AR 1 IEOSA I
UC B IMTE 2RI L, X8 & 72 5 ALF AW IR NEA 15 ORI
AT RN T

F ] CAEK AR (BESNRPoTHER) BLOER 13 H

M IEER R CAEFIR AW L 0 RS, WL IR A R ISR L T —

L, mOEE (]12000 x g, 104y, 4°C) LCIiE&f7-. BRELL 7=
MiFE, FHIE LTRY e LBl o —7 2 RISK 50 uL 372 (4E
%4 H) T34 AR 100 pL §°2 (£ 13 H) 97E L CHRSERTT
(-80°C &% &) L, JIERHCEE L CTHWE., MEK THOMEIL,
FELRTE (—80°C GR ) L, aRBRK T H £ CICHEE L.
WIE J7 : ELISA 5T, £ 13 BOHAEROMIEIC SN T T4 BEEZRIE L

(n=2). 1% 13 HOFHAERD T4 IREOREDRER, R E G2
T HZEACITRO NIRRT 2 LD, Atk 4 B OFHAERD T4 #E
WEII T2 o7,

3.10.2.10 FHrEWR DOHIR

REH] A% 13 B
fil%k 2
WA 7k RSN R (DERNEET) 285 L, BRI 28WIkEE T, oMo

IOV TIERY hovE X — v U U A% 60 mg/mL AT 5
IR OBEFEN TS L 0 2RI S, 25 OE - Hik % IR 5
L7z, #MEMERE 1 2>V, FRRIRZ 10% P HEfEfE A L~ U 2 EH
iE - RAF LTz,

3.11 #EFH PR IT A
A a— VAT A (MITOX) ZHIWTHER L7z, 72720, FAERDOER 4 HOAEFERIZ
DWTIEREMEHRNT > 2T & (4 27 AR L) B8 KOV SAS 2 27 A (SAS Institute
Inc.) % HAVCHENE L7=.
FRBREE TR T 2R G BOVY), BiEE&E, (KR, AREHNE, BiE, ke, Wik
TR, MR TR, #E oM EE L OERTEE, BIEWIMRE, BEEE, KR
TR K OVERE, HAERE, HERO ARG KOS R, ok, EIEMRZ 5O
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CHA I OMERERIRE, ATFPESRZS R IEERE, T4 R, JLES, AARBEFERHBIEL IO
FRDO AR DV THEEE B K OEERZEZ JH L, Bartlett ORELEEITY, Hoo#HbE 4 fig
Brizz. %ot (p>0.05) OFEIT—ThLED BITE T L, A28 (p<0.05) OHE
I3 Kruskal-Wallis O EE TN L7z, —CBLES BT ORE, AEENZLNLIZYE (p<
0.1) % Dunnett ORREEE FIV Tt FRRE & SR E R SREOBOAEEEZ R L.
Kruskal-Wallis {EDfENT OFER, BREZENHALNTZHE (p<0.1) IX Steel DIRELEE =,
AR OMERERARE, SRR, AR, LM ARMISERER S X OB -1 T
X, 1 AN U CLE LT,

FREBREEC BT DR ABELEE, IR T D RTEEB LU, IR B A R < IR O RIS
DUNT, Kruskal-Wallis OFREE TN L, AEENSALITZSE (p<0.1) 1E Steel DRREE
Z P CxEBRRE & PR B B G REO R DA B 22 i L7z,

PEEMI O B O BLR, ZRE, ZME, HER, 4% 0 AOHERB X OEFROMkES
FUGNR R WA RO RE OB 72 b NSRBI FORE (ERBREERB L0V T 7 4 M)
(22O TIE,  Fisher O IEfERERMREEE HV -

Y7 T4 MBI AN G EOYY), ARER, (KE, AREHNE, BHEE, RE,
MIRFHIRE, MR FHIRE, SE O EER X O EEOREIC OV T, FEEEB X
O RAZ R L, FRIEIC KV ESBIEEZMEIT L2, %58 (p>0.05) O%E1E Student
Dt ME, RESE (p<0.05) OEAIT Welch DREZ W CTxIIBEE & S HEHOMOAE
i an N Oy e

V7 74 MR DRI R IRBI LS, RIS B R E B R, R EZBR < IRIRAE O K
FEIZ DT, Wilcoxon DA FIfiE 2 WV T RRE & mH B OMOAEE2BRH L.

FRBRBEOME CAENHER SN BIC OV T, HIRE ORE, REEINES L OB
B, T4REE, FEEEL LGOS FHREDT — X ZHEHREN DRI LTz, Eiz,
B R A B A 2T LIMfEBIC W CIE, ORGSR RAE LR S IO RE,
IREHIN R Y K OMBARL72 & ONT T4 IREE, 2WE E &S L OYRBMR M A DT — # & Hist
BREN DRSS LTz, BBRIE IS S E T2 OV T, BB FRIRAE DT — & &5t
FHRED S ERA LT

%t FREE & O HBHREIC DV TIE, S%ARmaAE s L.

312 arsBa—% T A7 LAOFH
LUFIZRT 7 — % OUUEIZ I MITOX 2l L.
T IA T =5 BEMO—BIRRE, FEMZCRREBILZE, BRERE (IBUIx 5 &R E
G, 1B, 7270, FRBREEOMAR), (KE, BifE WoH
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T 74 MEOEE 14 HOMEEZERL), WKFHBRA (PT, APTT
ZER<), MIRILFHIRE (T4 REZIRL), SEERE, FHEBHETM
A, FAEROKE

FT7IA T =5 BERERA (BRET ), e (BRI O MO R R 2 R
EESUGF LR ), BEE MOV T 74 MEOES 14 A OKGEE
8), R, iEFORE (PT, APTT), Mg LFrmA (T4 1RE),
PEE IR A, AGERER A, EIRE, AR, ECIRE, BB OF
B, 22 b ONTHETE IR O —MekEE, SRR, M, NLPY ISR R
[ FSPONIGIL

arvta—F7n ha—nic —ZINEDOHEE, HRELRERLT. B, 714

R 0AT =2 ZWET DB, FHOFENRE LRI, 7714 CIEEZFEML7-.

4 A
4.1 ARGt
4.1.1 —fIRAE
— R BB O A & Table 1-1 ~ 1-8, Appendix 1-1 ~ 1-28 {27773
[ 5- 1]
(1) - FREREE
KRR L OB E R 5T, WThoEMIC b BEF XA Lo Tz,
(2) M - FRABREE
KEHRHE 72 & ONT 12 36 L1V 40 mg/kg BE T, Z2BLRTHIM, AR I L OB IR 28 ©
WTHLOEMNIZ S RFE I HBNR T
120 mg/kg FETIE, ZZBLATIS K OUERIIMI P ICIE— ORI O Z(IZA DR o 72d, HE
1 BIZ, 16 (@&S 50455) C, REERMNETC L TEBY, SR, R, BHREE, &
M, AMREAJEEERIGYER A DI, THERREHET L CTEEES . Zohmo®i Tt
W 4 B AT RS 28 7 6l 6 il CHls S,
(3) W : BT T A M FEACELHE)
STHRRERS L OY 120 mg/kg BETIE, WPFNOEIMMIC S BF TR LR - T,
(=175 31 ]
(1) #9774 M
XA LU 120 mg/kg #ETIE, WTFHOEMIZHRFE TH N7,
() W : VT T4 M GECHELEE)
KHRBESS KON 120 mg/kg BETIE, W oo s BEITHA o7z,
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4.1.2 FEH7 R REBIEE
SRR B 2R DO R %, Table 2-1 ~ 2-6, Appendix 2-1 ~2-70 (77— D445 5), Table 3-1 ~
3-6, Appendix 3-1 ~ 3-70 (77— B HLY H7KF) 3 XU Table 4-1 ~ 4-6, Appendix 4-1 ~ 4-70 (4
—7v 74—V W) ICERZRT.
[ 531 ]
(1) #E . FEEt
WO B b BRI E H G & RBEOMICH BERZ T A bR o T,
(2) M - FEEREE
12 5 J UV 40 mg/kg HETIE, BEHMTWT OB b XREEE i L THEREITZA D
Nigimno iz,
120 mg/kg BETIX, #6549 HOREICBW T, EEGFMEO BRE /BRI, RO
BREE L0 ARSI L 7.
(3) M BT T A MEE GERELHE)
120 mg/kg #ETIX, WIFNOHEBIZ A S I L THEREIZA LN R > T,
(=175 391 ]
(1) e 7 74 MEE
120 mg/kg HETIEL, WINOHEBIZ b L i L THERZEIIA DL 7.
(2) Hf . Y7 T4 MEE GERTLRE)
120 mg/kg BETIE, WO BIZ S 3 EE & Ll U THERZITA DN o T2,

4.1.3 FEREMA
FIBENZ k3 2 SR TE B S D g & Table 5-1 ~ 5-3, Appendix 5-1 ~ 5-10, & /) D lifg % Table
6-1 ~6-3, Appendix 6-1 ~6-10, HIEHEBE E DK Z Table 7-1 ~ 7-3, Appendix 7-1 ~ 7-10 (2R
7.
[ 5- 1]
(1) K - EABREE (&5 438)
PR ERGRETIE, WTFNOHBIZ OIS i L THERZZ A DR o7z,
(2) M - FARERAE (HE 13 H)
12 3 X UY 40 mg/kg #ETIEL, W ALDOIH B &R HREE & il L CHERZZT A DL o7z,
120 mg/kg BETIlE, BAKOIBINTHIREE L b U CHERIKMEN A Bz, £, ARES
FIZIBUNT 20 ~ 30 43 DN & bhie U CTHERIREN 2 b2y, £ ofoflERERS
LB OAH TIHAERZITBO LNV L0 b, RmE#EL LE#EL RN EEZS
.
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(3) Wt : BT T A MRE GERECHE, &5 48)
120 mg/kg #ECTlE, WINOHEBIZOHL BRI L CTHEERZEITA LN R -T2

4.1.4 1KHE

{KE % Figure 1-1 ~ 1-3, Table 8-1 ~8-7, Appendix 8-1 ~ 8-22 {Z/R" 7.
(454
(1) #E - FeBRAE

12 mg/kg BETIE, #5810 %208 U CARER L ORER RIS BEE & bl L CHE AR 2134
IR T.

40 mg/kg BETIE, BEWIMFP OREICHEFRRAEZIZIAONR T2 DD, &5 14
H LAREARAE O [ 23 - B Ay, $¢5- 11 ] o o (A B eV docl BB & bEi L CH B IRE Ch o 7.

120 mg/kg BEDOKREIL, A FHRAEETA DN o7y, #5548 U CxHEED
& 0 ARMECTHERS L, RGBT ORERINE A BERIRETH 7.

(2) Hff - FElErEE

12 mg/kg BETIE, ZZELRTHIE R L OB ORER L OYREB IR BEE L ik L Tf
BRETH DN D o To. ERMIEICIE, fE0R 14 BB LOEREEINEICA BERIERER 25N
7oy, —BYEDZED D VITHEICHBE L2 W &b, MBWEE B LRk,

40 mg/kg FETIE, REATHIFIS X OWHE B O E IS J OMAR TN & (e JiRE & i L TfF
BREITIHA DI o 1o, ERMIFICIE, R 14 B X020 BICHERIEREN A LR, K
HNRIITAERETIAONT, BEEOKRTZ > TN &6, EHEFRERDR
WELEZ 2 HiLT.

120 mg/kg #ETlE, AREATHIMOEEITFMEFHIRAEZITA NS T2h, REELY
R CHERS L, REBIINEIIAEREME ThH -2, R R ORET, SR X 0 K4l o
BL, fHE7, 14, 20 B L OEREMNEICABERZENA DN, WEBR R OKREZ, #HIH
MU CHERKM CH 7.

(3) M BT T A ME GERBHE)

120 mg/kg BEDIRE L, #GWIMZE U CMBELVIRETHR L, 54, 21 B3L0V28
BICHEBERENRA LN, HSEHHTORERMELFERKMETH -7,
[ [ 1]

(1) #9774 Mt

120 mg/kg BETIE, [AI11E 1| B ORE TR L G L CTHERETH - 7228, BE 78X

O 14 BIZIIABRZEZ AR SR 1o, [EHE IR o O R E N &3 BRI R 2 b vz,
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() M : T T A NEE GERRELRE)
120 mg/kg BECIE, FEEHMZE U CHBRELVEETHEREL, BE 1R8I 7T RICHEFER
ZENH DT, [EIEBRE R OEREEINEIIIRE LY GETH 2.

4.15 Eff&E

fEE & % Figure 2-1 ~2-3, Table 9-1~9-7, Appendix 9-1 ~ 9-22 |2/~

(4 5-H1H]]
(1) M EakBRiE

12 36 J OV 40 mg/kg #E TiE, BEFRISHIE L L L THERZIA DN o1

120 mg/kg BETIE, #5 4 BL U7 BICKHIREE & L L CHERIRMEN A2 Sz,
(2) M - FRABREE

12 35 L OV 40 mg/kg BETIE, ZZBSRTIIN, ARARIIMI IS I O & 11 ] 00 18 Al & |2 s FRE & Lok
LCHEREZTA DN ho T,

120 mg/kg #E T, RECRTHIM OB RICIX, &5 4B L7 BICXHREE L ik L TR ER
IRMER 7 & 472, AR d KOV E I OB & 1T, W1 A8 U O iRBE &l L THE
KiECTH - 7.

(3) W : BT T A M FEACELHE)

120 mg/kg BEDOFEE &1, HEHMAZ B U THRIEELVIRMETHBE L, 54807 HIC
BERENA L.
1EEEEEI )

(1) #7774 MiE

120 mg/kg BEDIEAIEIZIL, MIE 7B L ON4 B & b BAE L Ll L CHEZREEA A LT,
(2) M VT T A ME GERBHE)

120 mg/kg BEDOIBEFEIZIE, XHRREE & Bl L CHERZZTA DR o Tz,

4.1.6 RIGA
PR D RlAE % Table 10-1 ~ 10-21, Appendix 10-1 ~ 10-30 (27377
[# 5 4 ]
ORES
PR E R GRETIE, WTNOHBIC XL i L TR ERZETA DR T.
(2) M - 7 T A MEE GEACELEE)
120 mg/kg HETIE, WINOHBIZH BB L I L THERET AN R T2,
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(=118 2 18]
(1) #7714 ME
120 mg/kg #ETIX, WINOHEBIZ SRR L IR L THEREIZA LN R > T,
() W BT T4 M FEACELHE)
120 mg/kg BETIE, REISKIREE & I LU CHERIRMEN 2 D72, H5 4 Hom#E Tl
ROOLNRNZ & D, HRWERS & OREMEIIRWEEZ b, TOMOERIZITAE
REAGIT A BT Tz

4.1.7 Mg FrIsA
MR A IR D Al & Table 11-1 ~ 11-5, Appendix 11-1 ~ 11-14 (27”7,
[ 53 & T RE)
(1) HE : EEREE
12 5 X040 mg/kg #ETIE, WTNOHEBEICHRREEL LR L THEREZIA DL o T,
120 mg/kg #ETIE, RMERH, ~E/ B REBION~ b2 Uy MEIZ, XHREE L g
L THERIEENR BT,
(2) - FRAERAE
PEBERGRETIE, WTNOHBICH XL i L TR ERZEEADNRNo T,
(3) M - 7 T A MEE GEACELEF)
120 mg/kg BETIE, RIMERH, ~E/mEUVREBION~ b7 Uy MEIZ, XHREE L g
LCHERBMER AN, £, MERMEREIZHEREMEN A LT,
[[E] 76 3 T4 T g
(1) #7714 ME
120 mg/kg FETIE, SRR & Lol U TR IMERBUC A B2 S ER 2 bz, S5k T
RFIZIZ A DR WENLTH Y, BEEBICENRBO bRWZ L bmEFilERITR W E
Ez bk,
(2) M T T A ME GERZBEE)
120 mg/kg BETIE, <HRRRE & Holg U CARIMERE DS K ONEERER~E 7 B REICAE R
EAEB A BTN, ~E/ v BV RBEBL O~ M7 Uy MEICIZABE R ET A DT EIEE
NRO LN, £, /MR LT a Fa v Ui (PT) ICHEREMEN BT,
BEWIRHE TRICIZ A D2 WETH Y, flx OEITW T bRBEROS 77— (/)
Bk, F¥IMEESD 102.02+11.37 10%/ul, fHe/IME~ i KAE 72.3~124.7 104uL ; PT, “F¥JfELSD
1wﬁﬂ%@,%mﬁ~%kﬁm4~Mﬂ@J%&@,ﬁ%%%zmw&mﬂ@“mﬁﬁm
Thy, BHEEEICZENRD NN ENDEEFNERT RV EEZ LN,
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4.1.8 MiRALF AR A

AL IR AL O il & Table 12-1 ~ 12-7, Appendix 12-1 ~ 12-14 (27”7,
[ 5- W T4 T IR
(1) K ERlERlE

12 5 X040 mg/kg BETIE, WTHOHEBICORREEL LI L THERETA D)o T,

120 mg/kg BETIE, 7TAT7 I SRR L IR L THERAENRALNTR, REREEH
DHENZEACII A LN ST LD, BRI EEEEZ L.

(2) M FEEREE

T RTOWRWEF G-AE TRILH B OF BRIRMER A2 Sz, Lo, IFHERRICRD 2o
HEZZbIZALNT, 2 OEITERBRER OE 527 — % CEHE£SD 28.65+18.99 pmol/L,
B/ ME~ R RAE 7.9~90.0 umol/L ; %% 35, FRBRHAM 2019~2021 A=) OHEFHIN F 7= 133065
WD ZENnD, WHRWERE L OBEIZRVEEZ SN, £7-, 120 mgkg #ETIE, IR
BELHEELTCT DY 74 A7 7 X —F (ALP) (I REE & il U CHE 2B 72 B V7= 23,
JFHEREIZAR D DM DHBIZEDBE D AR NZ 0D, BEFEROBRWELEE X B
2. £72, MU ZVURY KN, REEZBIOIZ LT TF=VOFERBMENAONTZN, 2D
OIEA OERMEIC OV TIEBERNERICZ LN &b, BHEENERORVWELEEZ bR,
(3) M : V7T A MEE GERELEE)

120 mg/kg BECTIE, RPRBEL L T/ LT F o ICHBERIEMEN A LN, ZOHEEO
EAIZ OV TIEERRERICZ LW &2 n, BEREFHERORVWELEE X b, £,
Na, Cl, al-Z7 17 U NIHERIKERALNTZRN, MOBMEE/1L7 a7 ) oamicZ b
DRDOOLNRNZ DL HEETFHEROLWENLEEZ B,

(a6 1 M T IRF)
(1) #7714 ME

120 mg/kg BETIE, MEUAEVBIOZ LT F= U CHREEL il U CHEZREREN 5
nien, b OHEE OREIZOWTUIRKRNERICZ LW I LD, BEEFHERORNWE
fbeExbhnl. £z, NaB IO Cl OFERIRENR S Hien, BEHHETRICIEZ S0
RWELTH Y, MOBEBMEIZEARRD LN ENLEREHERE B 2 b7,

() M BT T4 M GEACEHE)

120 mg/kg BETIE, ALP (TR HREE & bl U CHERIRMEDN 2 DAL hs, JFREREIC IR D fthod
HEZEEDRRDONRNZ 0D, BEFHIERORWELEEZ 2N, £/, KIZAE
i, BASEO 02-7 07 ) VCH BRI, -7 n T ) ST EREEN S DT,
BHWIRE TRICIEA OGN WAL TH Y, tMOBMEE1T 7 a7 Y VA EICEERRD 5
NIRNZ &0 h, WL EE X b,
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4.1.9 M5 T4 A
M T4 JEFE % Table 13-1 ~ 13-5, Appendix 13-1 ~ 13-14 (27”7,
(45 BT T 1]
(1) K FBrRE
12 38 K 0V 40 mg/kg BETIE, (M35 T4 BEESICKIIBREL ik L CHE R EIIA LR R Mo T2,
120 mg/kg #ETIE, RFHEBEE R L CHEREMER A BT,
(2) Hff - FFBREE
MER BN O MG T4 JREEITIE, HBRMERGH L REOMICABERETZA DR > T
(3) M BT T A MEE GERELHE)
120 mg/kg #ED MLE T4 FEEEIZIE, SHRBE L B L CHEREER A L.
[[E1 15 AT T )
() [ 774 NEE
120 mg/kg FETIZ, HHREES R L THEREIZA LR ST,
(2) Wt - V7 T A4 MEE GEAHLHE)
120 mg/kg BETIE, XTHRRE S I L THEZRZEIZA DR T,

4.1.10
HIMFT L% Table 14-1 ~ 14-7, Appendix 14-1 ~ 14-15 (27779,
[ 5 IR T 1]
(1) K ERlERiE
xHHERERS K OB B IR 5 8E T, WTh OB b BEFEFT RIXA b o7,
(2) M - FRAEREE
SPHREEZ: 5 ONT 12 B L V40 mg/kg BETIX, W o@Ec b BEFT ixibheno 7.
120 mg/kg BETIE, MRE MBI RGN 1 PHIBIE S NN, 1FlOADOFKIETHD Z &
N5, WEBRMERG L OBEIZWEEZ BN, £, FRECHE | BICREES -8
FIIIREBNITRE T RITRBO bhieno T,
(3) W : BT T A MHE FEACELHE)
REFRAEEFR L OV 120 mg/kg BETIE, WINoEMICH BEFTRIZA LN -T2,
[0 HA T % T 1]
(1) #9774 M
SPRRFERS KON 120 mg/kg HE & BICRFEFTLITA B2 o 72
(2) W - VT T4 M GECHELEE)
XFRRREFS KX OV 120 mg/kg BE & HICHRFE AT LIZA DL o Tz
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4.1.11 geEEE
%+'B B 5 % Table 15-1 ~ 15-7, Appendix 15-1 ~ 15-20 (Z/~"7".

(45 BT T 1]
(1) K ERlERE

128X 040 mg/kg BETIE, WELT-WTHOMNEERICH, XFHIEE L CHERZIX
OIS T,

120 mg/kg BETIE, FFIRO A E RIS RRE & el L THEZRSERA LN, T oMz,
DR L OO ERICAEREEN AR LN, FIREHAEO A E 2 HEIC X 25 ki
nEEBEZ BN

(2) M - FEAEREE
12mg/kg BECIE, MIELZWTNOHREERICH, RIS THEEREFALDNL
o7,

40 mg/kg HETIE, BIROMM EEICHBEREENH SN, M EEITITEIT RN -T2 2
ED D, HRFHAEOKEEMN THHZ LI L HEBNREB LB 2 D,

120 mg/kg BETIE, BMOMMERICAEREENR A ONT. iz, MOMEMERICAER
EEA B BNTD, FIRFHAEO A BRI L 2 kB b LB 2 oz, Zofic,
Mk oD e et B A R AR AR, FRR R R T ARAE A 7 A%, HOIR R oD f e B R s A ), A S A
WCHBEREER SR, Wb E~ OFIERBRER O =7 — 2 (B - ExtE &, ¢
KIfE+SD 589.0+81.6 mg, #/IMHE~#x KIE 433~787 mg, FAXIEH &, FHELSD 175.659+23.358
mg/100 g BW, /M~ KAE 122.32~241.67 mg/100 g BW : HUIRR « #fakf B &, FHH+SD
17.94+3.78 mg, e/ IME~ R KAE 10.2~27.4 mg, X} #H &, FH)fELSD 5.355+1.137 mg/100 g BW,
e/ IME~ B KB 2.91~8.14 mg/100 g BW : % 77, FRERWIR 2019~2021 ) OFEFHANIZ & 5
Zll, REMEBTFHRFIIEO NN EnD, BHETHERITIRTVWEEZ I LN,

(3) M BT T A ME GEARZBHE)

120 mg/kg BETIE, HFIROMEx 3 X OFHRTE R I AL & bhlk U CHE 2@ BN & D vz,
Z O, Bl X OVDIROF R EEICE B2 E, BRI B RN b
0, FIRIEHAE OB R IKEIC L5 kR ELEB X b,

[0 TR T 1R
(1) #7774 MiE

120 mg/kg #ETIE, [T L OB RO T E &I REE & ik L THEREEN A L0,

Mot EEITILZET oo 2 &0 h, BEFNERO WAL ES X T,
(2) M - 7 T A MEE GEACELEE)
120 mg/kg #ETlE, HRIROM EEICAH BERIRMEN A 72y, FHEEICITET D)o

- 4] -



SR22109

T lnb, HREEREOAEREMICLD TR EE B O,

4.1.12 JREARRR PR A

Jry AR S AT i % Table 16-1 ~ 16-30, Appendix 16-1 ~ 16-17 (2737

[ 5- W1 [T T 1]
(1) HE - FaBRATE

KHREECIE, OB BR R MO RAEVERIAIR M 2Y 2 61 (B3, RISZARIZFEIE ORIED 3 1] (8
W0, FOURBRIC AR AIEFR DS 2 B (15 3 X OMRERICERRME OB ZEE 2 2 B (B 1, 4R
) AT,

120 mg/kg BETIE, BMRICHEFFIAEA 16 (B, FEE LIV o JE MM A= M 23 1 5
(D%, AR AR AR R S 1 1] () 36 K ONRERIC IR S PE DO MEEZEME DS 1 1] (BREE) 124
bz, UL, ZHOIEXBEEE TR O T — & OO LN LT TH 5D,
o D WTHBUHEE X R & OFIICH B R ZIZA OGN LD, BRWERE & BEE D7
WELEZ 2 HiLT.

[FRFEIZ I T DMEN AT S 78 ClX, OBRICBR R MO REE IR (%), AiSZIRIC
FIEORIE (BEH) 3 L OIRERICOVE AMEOMEZERE () 24 1 Bl b/ hs, AJHpes
WORK EZ 2 b B FITZRO o7,

(2) M FRABREE

SIPREECIE, MilCHifd~ 27 a7 7 —DHEEN 16 88, REEOHImS 16 @), &

L TR IR A E MR A% 1 61 (A, MRRIC Rz a% A% 3 B (I 36 K OVRR IR I flE
BAREFRDS S B (B ICA BT,

120 mg/kg #£TlE, B CHBAT RIS U CTIRBICEEN 1 6] (BE) ALz, 51,
Mz B R E AR A 2 61 (A% d6 K OVHUIRIRIC AR AR S 1 5] () (oA bviz. LanL,
ZHDIE R E IR O 5T —Z OZRO LNAFT A TH 5D, & D WITHEBLHE
IXHRREE OMICARRZIZA LGNNI & D, #RMER G LB#EO R WE(LEEZ B
7-.

[FIFEIC d5 1T 2 ZEEFEHICIE, MMROZEME (h5E) MNElE I,

FREIC I T B REEi Ccix, i~ o7 7 —UHEEN 1 6] [#05%) B X OHRER M5
BTG 2 B (B ICH DT, ATERREE ORK & B 2 b5 BEITRD LR Tz,

(3) M VT T A ME GEAZBHE)

KRR CIE, TEEMRICEHEMHIE EEDS 16 (B, HARBICER RN 2 1 () 12
IO,

120 mg/kg fETIE, FURIIC AR AR 2S 1 6] (815 J6 KJOMRERICHEI S A 1 41 (B4%)
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WA Btz L, ZHOITHREFE TR OE 7T — % ABO LN TH D
3, D WITFREBUHE I IREE & ORICHBERZET A LNV &G, HBRME RS L BE
DIRNEEFZZ DT,

4.2 FESE AR

4.2.1 YEE SRR A
P JE AR A O Flfl & Table 17, Appendix 17-1 ~ 17-8 {27877,
ZBLAT 14 B OMEEFBIZRIZ W T, HEMORE oRBE, REHMFEL X ORIEEEK
IR B B 51 & RO BICH BRI A bR h o7z,

4.2.2 AIEREMRAE
AEFEREIR AL O Al % Table 18-1 33 L TN 18-2, Appendix 18-1 ~ 18-8 [Z/R7.
12 B LN 40 mg/kg FETIE, REBHR, ZHREBLORRITE RIS BEE L ik L T E R
il NSV (WA
120 mg/kg HETIE, MEHEDOSZIERIZ, HEHFIICAHERETIIRWARIELS A Bl

4.2.3 Sk L OB R aEE 5
Oyt KO ERREBLZR O Al & Table 19-1 35 OV 19-2, Appendix 19-1 ~ 19-8 [Z787".
12 35 KLUV 40 mg/kg #ETIE, EIRE, s, MEURIR, s, MpERE, HPERF O 417
W OB, 72 b ONTPERITIE, B L i L THERZIZA DR o T,
120 mg/kg BETIL, #atFMRAEEITR» -T2 b OO, HERFOAFRE OB & 5T R
B OBEIMMB I &7z,
HEEAE R OARRETIE, WIS BEITHL RN 7.

424 FAERO ekl L OVEFR

AR O—BARRER L OVAEIFER O Rl % Table 20 35 L U821, Appendix 20-1 ~20-15 38 L
21-1 ~21-4 \Z/R T

12mg/kg BETIE, %0 B D 13 HO—BREEBIZETIEL, WO b BAFITFEO L
T, AE%OoH, 4 BBEWI3 HOFHAROAEGTERIS, SRR I L THREREITA DN
AY Y

40 mg/kg BECTIE, A% 4 H OFAENRAELFRIS, MEHPRRAEEITRN > 72 b O ORfERE
NZ NSV g0

120 mg/kg BETIE, WHERT CHRET2HESHIM L7720, FAERAGFRT, SREEL
e U CAE% 4 BICABIZIR T L, £% 13 BICHEMEm A 5.
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4.2.5 FAEWROKRE

BV OKE % Figure 3, Table 22, Appendix 22-1 ~22-4 (27”7,

12 mg/kg BECIE, A% 0 H, 4 H, 7HBI O3 HOMKEIZIE, MRS bAHEEE i LT
BERETAONh T

40 mg/kg BETIE, A% 0B L V4 HOREID, STREEL iR L CHElEE A ERETA DN
hpode. —J7, A% T B OWRETMRE S BAREER, A% 13 B OWRE - CIRELEm,
THERKMETH -T2,

120 mg/kg #ETIX, WHEBIF (% 0~13 H) 2l U CTHEREE A BERIKETH - 7.

4.2.6 FAEW O A 2SI FERE (AGD)
B AV O TP A5 22 L [# B % Table 23, Appendix 23-1 ~23-4 (27”7,
12 6 KU 40 mg/kg HETIE, E% 4 B QLRSS MIFERES X OMRE O AR TR L 72 fE
W20, MEREE HRTRRBE S LI L CTHERERA DR o T,
120 mg/kg #ETId, NPT ARFR S R IERE I ERE & & e BRFE & it U TR E RN 2 DALz,
RECHIEE L7 (REDON AR TR LE) HIcBWTH, MTHREREMNA LT,

4.2.7 FrER O
AR O FLEES & Table 24, Appendix 24-1 ~ 24-4 |Z/R7.
FJLEEIZ, A% 13 HoEFEROWFhICbLBIZE SRR o 7.

42.8 F/EWROIMTE T4 1
A% 13 H OFAEV O Mk T4 % Table 25, Appendix 25-1 ~25-4 2”7
1% 13 HOF/EROIMTE T4 I, SR E R GHE Lo RBEOMICA B R EIT A B
Mmooz,

4.2.9 #FER O
b OB T R % Table 26, Appendix 26-1 ~ 26-4 [ 27777
A% 13 HOAEFROFBRTIE, WThORBEFIZ bR ITANRho T,
A 0-13 HORNIZH A SN TR TIE, WTho@Ewicd BE XL hoTe.

5.1 RAE# G-
120 mg/kg BETIE,  MEREE &, G HIMZ @ U CRE, RERMNER X OEHEICA R
5 E 72 IR A bz, ERBREEOMEO IR - WE R ORBIIHEE ThH- 72, B X
OFERBLREOMETITMNZ T, MK (k) FHIMRE CTHRILERE, ~E7 v REBLIO~< b
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70y MEICHERIKER SN, Allzrsed 5iieEx bz, £z, T T4 RE
DEEN BTN, TEED D WVIEHRIRICRIE £ 72I3ESEHERE XA LT, e E 721
AR TR L b A DN Rn o T 2 e D, HBEFHERIIAH TH o7, FRBREFOMET
IINAT, WE 1 HISBITRE, R, BREER, A, SNREDEBREEGRER AL, T
BARR &R L CTRESES BN | flA STz, OB ORI FIRE TIE, iR
DEMEBEE SN, OO RMEHIC RTINS, Mo b RO T RITR
DHNRDPSTZZ LD D, A MLAMEOE LB L, HRWEEG OBEEDORETITRNWE
FEzbhle. 61, WEHMTO—BIREBZIZINT, 761F 6 BlICHITRENRA LR,
FEMZR BB T, EB RO RENBIE SN, WHE 13 B OMRERAE CIXBRKOIRT
DIKTFRH BT, ERBREEOM CTA LN Z N6 DOEIZHOWNTIE, TR 2k T
300 mg/kg BET, FEIOER CRTRE, EE) BNAELNTHWD I LN, WBRWER 5
L TCARRRIER & B 2 bivc. &G HIME TROBAE T, ITRE 2 XBEROMESERICHER
EAES A BT, MR PRI £ 72 IR PRI A T2 b OB OREZ R~ 321k
BOLNRNZ D, BETFHRERITIZWVWEZ X b, 20O, REAE, Mik{b5rim
FI s L OYR B PO A O S RATE B ICIE, BB 5 CBE S 5 2 i b
Mmootz
40 mg/kg BETIE, HET, BH WM OKRER X ORERIN &I B AR £ 72 AR ) 23
H BTz, ZDOMOBAE B IR E K GIZBET 22 iR b o7,
12 mg/kg FECUE, MEREE BRE L2V THOEBICY, #BRME R 5ICBEET 22810IEH 5
Nighotz.
[EEREDBER T, MEEORER L BRI R L IR V£ I3AEEN 2 kD
CEE L. ZoMmomAEEE TIE, Z{EOREITRIRT 21 EERRD ST,
PLbEDZ &0, KBRS FICEBIT 5 2-Propenamide, N-[(2-methylpropoxy)methyl]- 0 <18
e H MR 2 MR (NOAEL) [3#ET 12 mg/kg/day, WET 40 mg/kg/day & &z Hiiz.

5.2 /LpHFE AN
BEW T, 120 mgkg BT, MEEDOZIMROKTRA L, HEROAEFIEG LUET
REOEMAE AN, SHIL,HE4RETOMBFRPICEWFT R CHIEALNTT-D
HHE 13 HE CTEFRMNEONTIEERITI S HITh o7z, 2N DITHBME &R G X 2 AFERE~
DEEEZZ NI, TOM, PEAMOREORER, REHHRS L OREREE, R,
ZRPTE AR, BB, R, IR, HPESR, 7 b ONC HPE B IR E & 512 B
BT DT B IR Do T FIREDIEIRDI AL U727 - ToMERETIZ, HIM E 72 1 3m BAE R
FIRRAIC W TAIERERE OFK &L B2 b5 REITRD bR T.

- 45 -



7

SR22109

12 8 XV 40 mg/kg BETIE, MELTZWTHOEAICY, HBRWER5IZBET 228X

SV (WA Y

BrAV T, 120 mg/kg BET, ABFFEIL, A% 4 BICARICIKTL, £% 13 BICHREGR
MDAz, AREICITHERE & A BRIRMER A DI, HIREE L D223 E Bl %} CHHE T
bofo. MLFEFRZEE BRI IIMEME L S A BREMRNR A DT, Zh b D& X, HEBEIY
DFEBRNOIETIZLDHAERDOABTRREDOENMICL Db D LEX b, O, FERD
PELE, —feiRAE, AANREF DB, AREFEINZRFOMOMEE, M, T4REL IOH
RRIT, BB E G- (B 22 bIT A b i ieino T,

40 mg/kg BETIE, MEEDOIREICH B 2K £ 72 HRMEEM A Sz, &% 4 B OAFRIC
(A AE I A3 A2 B 7=

12 mg/kg BETIE, MELZZWTNOHAICS, HRWER 5 ICEET 22T bR -
7-.

koD Z Lo, KRB FI2EIT % 2-Propenamide, N-[(2-methylpropoxy)methyl]- ¢ #iH)
WD AFET B ONTH AR O AR 5 MR (NOAEL) IZENZF 40 B LTV 12
mg/kg/day & &z Hivl-.

AREREAE OEHEMEICEZ KT Lz & b R K

&5 50161 OWEHE 7 HOT — X ERERFHZEB W T, FREEOUEANS, FHEE A28
L CHETRDOBIEZ i L7=720, FEEOT — X %255 Z LN TERNoT. ZOHY5%
T=2IEREE L 7 odz. LL, 1BIOBOKRIITEHD Z &b, Z O AFEROE HEME
WCRIETEBIT RV EE LR,

Z oMz, RBEEOEHEMEICEEZ KF Lz & Bbn 2BEEER T2 o 72,

EEOIRAT

7.1 ER O

LUF & R XSt b B W VR E T O @ BHRAFEICRAET 5.
1. BRBRGH I KX OGRER GH Es o E
2. BT —HZOMOFEECE
3. It E
4. fEA
5. BBy T

7.2 PRAT IR

SERE T % 10 FRREFE L, FOBROFIFICOVWTITRBR BT LOWHEICLVIRETA.
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8 ZHEE

1)

4T —H 2 — | : N-(Isobutoxymethyl)acrylamide, [ R

2) _%ﬁ%&‘?lj‘ﬁ%’ I, N-(Isobutoxymethyl)acrylamide

3)

4)

5)

6)

&S ¢ 2-Propenamide, N-[(2-methylpropoxy)methyl]- @ Z v NI 1) 5 R EH 55
A AT OFERRBR D 72 O O FEFAER (SR22109P), RSt & Wz &MEHFZERT 2022
Gs

MR F IR/ ML F MR 5577 — % Crl:CD(SD) 7 v b (HERE: 16 ~ 18 Hfi) (2019 ~
2021 ) BERSHALG WL SETIEAT HEN SR

IREHEE WRT —4% Crl.CD(SD) 7 v kb (M : 16 ~ 18 #fH) (2019 ~ 2021 ) RN =+1Ab
B RVERFIEIT AR R

JRELA I RAE ST — ¥ Crl:CD(SD) 7 v b (MERE: 15 ~ 18 i) (2017~2021 4F) £
KL A YR ST tENE R
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Study No. : SR22109

Figure 1 -1
Body weight, Male Period : Administration Day 1-28, Recovery Day 1-14 Species : Rat
500 T
T2*
5 (120)
=
2
[]
2
>
©
o]
m
400 +
---0---IBMA 0 mg/kg
—a—|BMA 12 mg/kg
—e—|BMA 40 mg/kg
—=— |[BMA 120 mg/kg
300
1 4 7 14 21 28 1 7 14
Administration period (day) Recovery period (day)

Significantly different from IBMA 0 mg/kg: * P<0.05
T2 : Student t-test (two-side)
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Study No. : SR22109

Figure 1-2
Body weight, Female Period : Administration Day 1-14, Gestation Day 0-20, Lactation Day 0-13 Species : Rat
500 T
400 H
C)
=
2
[]
=
>
°
o]
m
300 A
---0---IBMA 0 mg/kg
—a—IBMA 12 mg/kg
—e—IBMA 40 mg/kg
—a— IBMA 120 mg/kg
200
1 4 7 14 0 7 14 20 0 4 7 13
Before mating period (day) Gestation period (day) Lactation period (day)

Significantly different from IBMA 0 mg/kg: * P<0.05, ** P<0.01
DT : Dunnett test (two-side), ST : Steel test (two-side)
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Study No. : SR22109

Figure 1 - 3
Body weight, Female (satellite) Period : Administration Day 1-28, Recovery Day 1-14 Species : Rat
400 +
_____________ O
2 . PR
T
-
e
| r e o o
> oo
S )
: T
i
/ (120)
T2 *%k
T2 ** (120) T2+
- (120)
T2 *
(120)
---0---IBMA 0 mg/kg
200
1 4 7 14 . - | 14

Administration period (day)

Significantly different from IBMA 0 mg/kg: * P<0.05, ** P<0.01
T2 : Student t-test (two-side)

Recovery period (day)
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Figure 2 - 1

Food consumption (g)

Study No. : SR22109

Food consumption, Male Period : Administration Day 1-28, Recovery Day 1-14 o
40 4
A2
(120) (i
(120)
30 1
. 0
S — S
................. —_4
20 1
DT **
e (120)
(120)
| --0---IBMA 0 mg/kg
—a—IBMA 12 mgl/kg
——IBMA 40 mglkg
=—IBMA 120 mg/kg
0 : : | : : :
; ' 14 g 7 14

Administration period (day)

Significantly different from IBMA 0 mg/kg: * P<0.05, ** P<0.01
DT : Dunnett test (two-side), A2 : Welch test (two-side), T2 : Student t-test (two-side)

Recovery period (day)
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Figure 2 - 2

Food consumption (g)

60

50

40

30

20

10

Food consumption, Female

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

Study No. : SR22109

Species : Rat

-U» )

DT * DT **
____________________________ DT * (120) (120) DT *%
. (120) (120)
DT **
(120) ---0---IBMA 0 mg/kg
328; —a—IBMA 12 mg/kg
—o—IBMA 40 mg/kg
—=— |BMA 120 mg/kg
4 7 14 7 14 20 4 7 13

Before mating period (day)

Significantly different from IBMA 0 mg/kg: * P<0.05, ** P<0.01
DT : Dunnett test (two-side)

Gestation period (day)

Lactation period (day)
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Figure 2-3

Food consumption (g)

Study No. : SR22109

Food consumption, Female (satellite)  Period : Administration Day 1-28, Recovery Day 1-14 Species : Rat
30 T+
20 T+
Ommmmmmm e o o O
— o o
T2 **
T2 ** (120)
(120)
10 +
--0---IBMA 0 mg/kg
—a—IBMA 120 mg/kg
0 t t t t t t t
4 7 14 21 28 7 14

Administration period (day)

Significantly different from IBMA 0 mg/kg: ** P<0.01
T2 : Student t-test (two-side)

Recovery period (day)
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Study No. : SR22109

Figure 3
Period : Postnatal Day 0-13 Species : Rat

Body weight of offspring

Female

Body weight (g)

---0---IBMA 0 mg/kg

5 1 pr= (120) (E:Tzo) —a—IBMA 12 mg/kg
(120) (E;TZO) —+—IBMA 40 mglkg
—a— IBMA 120 mg/kg
0 1 ‘ } : ‘ : ‘
0 4 7 13 0 4 7 13
Lactation period (postnatal day)

Lactation period (postnatal day)

Significantly different from IBMA 0 mg/kg: * P<0.05, ** P<0.01
DT : Dunnett test (two-side), ST : Steel test (two-side)
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Table 1 -1

Clinical signs

Period : Administration Day 1-14

Study No. : SR22109

Sex : Male Species : Rat
Test article Day 1 2 3 4 5 6 7 8
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 2 1 2
IBMA 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
IBMA n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
12 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
IBMA n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
IBMA n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
120 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
IBMA 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
IBMA n 12 12 12 12 12 12 12 12 12 12 12 12
12 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12
IBMA n 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12
IBMA n 12 12 12 12 12 12 12 12 12 12 12 12
120 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12

1 : Before dosing, 2 : After dosing



Table 1-2 Study No. : SR22109

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

Test article Day 15 16 17 18 19 20 21 22

Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
IBMA 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
IBMA n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
12 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
IBMA n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
IBMA n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
120 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Test article Day 23 24 25 26 27 28 29

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

IBMA n 12 12 12 12 12 12 12 12 12 12 12 12 7

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

IBMA n 12 12 12 12 12 12 12 12 12 12 12 12 12

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

IBMA n 12 12 12 12 12 12 12 12 12 12 12 12 12

40 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12

IBMA n 12 12 12 12 12 12 12 12 12 12 12 12 7

120 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 7

_99-

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

Clinical signs

Period : Administration Day 1-26

Study No. : SR22109

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
IBMA 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
IBMA n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
12 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
IBMA n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
IBMA n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
120 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
IBMA n 12 12 12 12 12 12 12 12 12 12 12 12 8 8 6 6
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 8 8 6 6
IBMA n 12 12 12 12 12 12 12 12 12 12 12 12 8 8 7 7
12 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 8 8 7 7
IBMA n 12 12 12 12 12 12 12 12 12 12 12 12 8 8 6 6
40 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 8 8 6 6
IBMA n 12 12 12 12 12 12 12 12 12 12 12 12 9 9 6 6
120 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 9 9 6 6
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
IBMA n 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 mg/kg No abnormality 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
IBMA n 2 2 1 1 1 1 1 1 1 1 1 1 1 1 1 1
12 mg/kg No abnormality 2 2 1 1 1 1 1 1 1 1 1 1 1 1 1 1
IBMA n 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
40 mg/kg No abnormality 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
IBMA n 4 4 1 1 1 1 1 1 0 0 0 0 0 0 0 0
120 mg/kg No abnormality 4 4 1 1 1 1 1 1 0 0 0 0 0 0 0 0
Test article Day 25 26
Dose Clinical signs Time 1 2 1 2
IBMA n 1 1 0 0
0 mg/kg No abnormality 1 1 0 0
IBMA n 1 1 1 1
12 mg/kg No abnormality 1 1 1 1
IBMA n 0 0 0 0
40 mg/kg No abnormality 0 0 0 0
IBMA n 0 0 0 0
120 mg/kg No abnormality 0 0 0 0

1 : Before dosing, 2 : After dosing
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Table 1-4

Clinical signs

Period : Gestation Day 0-22

Study No. : SR22109

Sex : Female Species : Rat
Test article Day 0 1 2 3 4 5 6 7
Dose Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
IBMA 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
IBMA n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
12 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
IBMA n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
IBMA n 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
120 mg/kg No abnormality 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
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
IBMA 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
IBMA n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
12 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
IBMA n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
IBMA n 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
120 mg/kg No abnormality 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
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
IBMA n 12 12 12 12 12 12 12 12 12 12 12 12 3 3
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 3 3
IBMA n 12 12 12 12 12 12 12 12 12 12 12 12 1 1
12 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 1 1
IBMA n 12 12 12 12 12 12 12 12 12 12 12 12 5 5
40 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 5 5
IBMA n 8 8 8 8 8 8 8 8 8 8 8 8 5 5
120 mg/kg No abnormality 8 8 8 8 8 8 8 8 8 8 8 8 5 5

1 : Before dosing, 2 : After dosing
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Table 1-5

Clinical signs

Period : Lactation Day 0-14

Study No. : SR22109

Sex : Female Species : Rat
Test article Day 0 2 3 4 5 6 7
Dose Clinical signs Time 1 2 2 1 2 1 2 1 2 1 2 1 2 1 2
IBMA 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
IBMA n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
12 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
IBMA n 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
IBMA n 8 8 8 7 7 7 7 7 7 7 7 7 7 7 7 7
120 mg/kg No abnormality 8 8 7 7 7 7 7 7 6 6 6 6 6 6 6 6
Abnormal gait 0 0 1 0 0 0 0 0 1 1 1 1 1 1 1 1
Tremor 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
Bradypnea 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
Soil of perigenital fur 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
Pale skin 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0
Test article Day 8 10 11 12 13 14
Dose Clinical signs Time 1 2 2 1 2 1 2 1 2 1 2 3
IBMA n 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12
IBMA n 12 12 12 12 12 12 12 12 12 12 12 12 12
12 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12
IBMA n 12 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12
IBMA n 7 7 7 7 7 7 7 7 7 7 7 7 7
120 mg/kg No abnormality 6 6 6 5 5 4 4 3 3 3 1 1 1
Abnormal gait 1 1 1 2 2 3 3 4 4 4 6 6 6
Tremor 0 0 0 0 0 0 0 0 0 0 0 0 0
Bradypnea 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
Pale skin 0 0 0 0 0 0 0 0 0 0 0 0 0

1 : Before dosing, 2 : After dosing, 3 : Necropsy day
In the 120 mg/kg group, 1 animal was euthanized due to a moribund condition on lactation day 1
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Table 1-6 Study No. : SR22109

Clinical signs Period : Administration Day 1-29

Sex : Female (satellite) Species : Rat
Test article Day 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
IBMA n i 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg’kg No abnormality 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
IBMA n i 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
120 mg/kg No abnormality 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
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
IBMA n i 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg’kg No abnormality 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
IBMA n i 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
120 mg/kg No abnormality 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
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
IBMA n i 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg’kg No abnormality 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
IBMA n i 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
120 mg/kg No abnormality 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Test article Day 25 26 27 28 29
Dose Clinical signs Time 1 2 1 2 1 2 1 2 3
IBMA n 0 10 10 10 10 10 10 10 5
0 mg/kg No abnormality 0 10 10 10 10 10 10 10 5
IBMA n 0 10 10 10 10 10 10 10 5
120 mg/kg No abnormality 0 10 10 10 10 10 10 10 5

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



Table 1-7 Study No. : SR22109

Clinical signs Period : Recovery Day 1-15

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

_[9_

1:AM, 2 : PM, 3 : Necropsy day
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Table 1-8

Clinical signs
Sex : Female (satellite)

Period : Recovery Day 1-15

Study No. : SR22109

Species : Rat

Test article
Dose

Clinical signs

Day

Time

8
2 1 2

IBMA
0 mg/kg

n
No abnormality

IBMA
120 mg/kg

n
No abnormality
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Test article
Dose

Clinical signs

Day
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Time
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No abnormality
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n
No abnormality
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o o »

1:AM, 2 : PM, 3 : Necropsy day
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Table 2 - 1

Detailed clinical observation (in the cage)

Study No. : SR22109

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

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

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

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



_vg_

Table 2 -2

Detailed clinical observation (in the cage)
Sex : Female

Species : Rat

Study No. : SR22109

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

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

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

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

Detailed clinical observation (in the cage)
Sex : Female

Species : Rat

Study No. : SR22109

Body Stereotype Bizarre behavior
position/ Respiratory Tremor/ Repetitive
Posture pattern Convulsion Rolling circling Self biting
Stage Group 1 1 1 0 0 1
Day 35 0 mg/kg n 12 12 12 12 12 12
12 mg/kg n 12 12 12 12 12 12
40 mg/kg n 12 12 12 12 12 12
120 mg/kg n 12 12 12 12 12 12
Day 42 0 mg/kg n 12 12 12 12 12 12
12 mg/kg n 12 12 12 12 12 12
40 mg/kg n 12 12 12 12 12 12
120 mg/kg n 10 10 10 10 10 10
Day 49 0 mg/kg n 12 12 12 12 12 12
12 mg/kg n 12 12 12 12 12 12
40 mg/kg n 12 12 12 12 12 12
120 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) 0;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Self biting) 1;Not present, 2;Present.
Not significantly different from IBMA 0 mg/kg



_99_

Table 2 -4

Detailed clinical observation (in the cage)

Sex : Female (satellite)

Species : Rat

Study No. : SR22109

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

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

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

Tremor/Convulsion) 1;Not present, 2;Irregularly only the legs, 3;Durable only the legs, 4;Clonic,systemic, 5;Tonic, systemic.
Stereotype/Rolling) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Repetitive circling) 0;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Self biting) 1;Not present, 2;Present.
Not significantly different from IBMA 0 mg/kg
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Table2-5 Study No. : SR22109
Detailed clinical observation (in the cage)
Sex : Male Species : Rat
Body Stereotype Bizarre behavior
position/ Respiratory Tremor/ Repetitive
Posture pattern Convulsion Rolling circling Self biting
Stage Group 1 1 1 0 0 1
Recovery 0 mg/kg n 5 5 5 5 5 5
day 7 120 mg/kg n 5 5 5 5 5 5
Recovery 0 mg/kg n 5 5 5 5 5 5
day 14 120 mg/kg n 5 5 5 5 5 5

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

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

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

Not significantly different from IBMA 0 mg/kg
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Table 2 -6 Study No. : SR22109
Detailed clinical observation (in the cage)
Sex : Female (satellite) Species : Rat
Body Stereotype Bizarre behavior
position/ Respiratory Tremor/ Repetitive
Posture pattern Convulsion Rolling circling Self biting
Stage Group 1 1 1 0 0 1
Recovery 0 mg/kg n 5 5 5 5 5 5
day 7 120 mg/kg n 5 5 5 5 5 5
Recovery 0 mg/kg n 5 5 5 5 5 5
day 14 120 mg/kg n 5 5 5 5 5 5

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

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

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

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

Detailed clinical observation (on the hand)

Study No. : SR22109

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
12 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
120 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
12 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
120 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
12 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
120 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
12 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
120 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
12 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
120 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12

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

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

Secretions/Excretions) 0;Not present, 1;Present.

Not significantly different from IBMA 0 mg/kg
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Table 3 -2

Detailed clinical observation (on the hand)

Study No. : SR22109

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
12 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
120 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
12 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
120 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
12 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
120 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
12 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
120 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
12 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
120 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12

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

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

Secretions/Excretions) 0;Not present, 1;Present.

Not significantly different from IBMA 0 mg/kg
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Table 3-3

Detailed clinical observation (on the hand)

Study No. : SR22109

Sex : Female Species : Rat

Ease of Muscle Mucous Pupil Secretions/

Removal Handling tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation  Excretions
Stage Group 1 1 2 1 1 1 0 1 1 1 1 0
Day 35 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
12 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
120 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
Day 42 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
12 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
120 mg/kg n 10 10 10 10 10 10 10 10 10 10 10 10
Day 49 0 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
12 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg n 12 12 12 12 12 12 12 12 12 12 12 12
120 mg/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) 0;Not present, 1;Present.

Not significantly different from IBMA 0 mg/kg
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Table 3-4

Detailed clinical observation (on the hand)

Study No. : SR22109

Sex : Female (satellite) Species : Rat

Ease of Muscle Mucous Pupil Secretions/

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

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

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

Secretions/Excretions) 0;Not present, 1;Present.

Not significantly different from IBMA 0 mg/kg
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Table 3-5 Study No. : SR22109
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 7 120 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 14 120 mg/kg n 5 5 5 5 5 5 5 5 5 5 5 5

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

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

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

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

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

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

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

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

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

Not significantly different from IBMA 0 mg/kg



_vL_

Table 3-6 Study No. : SR22109
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 7 120 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 14 120 mg/kg n 5 5 5 5 5 5 5 5 5 5 5 5

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

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

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

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

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

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

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

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

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

Not significantly different from IBMA 0 mg/kg



Table 4 - 1 Study No. : SR22109
Detailed clinical observation (in the open field)

_SL_

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

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

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

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

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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

Not significantly different from IBMA 0 mg/kg



Table 4 - 2 Study No. : SR22109
Detailed clinical observation (in the open field)

_9L_

Sex : Female Species : Rat
Stereotype Bizarre behavior
Co-ordination Reactivity to Excessive Unusual head Walking  Vocaliza-
Gait of movement stimuli Searching Urination Defecation grooming movement backward tion Aggression
Stage Group 1 1 1 1 0 1 0 1 0 0 1 1 1
Pre 0 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
12 mg/kg n 12 12 12 12 11 1 11 1 12 12 12 12 12
40 mg/kg n 12 12 12 12 10 2 10 2 12 12 12 12 12
120 mg/kg n 12 12 12 12 11 1 11 1 12 12 12 12 12
Day 7 0 mg/kg n 12 12 12 12 11 1 12 0 12 12 12 12 12
12 mg/kg n 12 12 12 12 10 2 11 1 12 12 12 12 12
40 mg/kg n 12 12 12 12 10 2 12 0 12 12 12 12 12
120 mg/kg n 12 12 12 12 12 0 11 1 12 12 12 12 12
Day 14 0 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
12 mg/kg n 12 12 12 12 11 1 11 1 12 12 12 12 12
40 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
120 mg/kg n 12 12 12 12 11 1 12 0 12 12 12 12 12
Day 21 0 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
12 mg/kg n 12 12 12 12 11 1 12 0 12 12 12 12 12
40 mg/kg n 12 12 12 12 11 1 12 0 12 12 12 12 12
120 mg/kg n 12 12 12 12 12 0 12 0 12 12 12 12 12
Day 28 0 mg/kg n 12 12 12 12 11 1 12 0 12 12 12 12 12
12 mg/kg n 12 12 12 12 10 2 12 0 12 12 12 12 12
40 mg/kg n 12 12 12 12 11 1 12 0 12 12 12 12 12
120 mg/kg n 12 12 12 12 10 2 12 0 12 12 12 12 12

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

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

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

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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

Not significantly different from IBMA 0 mg/kg



Table 4 -3 Study No. : SR22109
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 0 1 1 1 0 1 0 1 0 1 0 1 1 1
Day 35 0 mg/kg n 12 0 12 12 12 11 1 12 0 12 0 12 12 12 12
12 mg/kg n 12 0 12 12 12 12 0 11 1 12 0 12 12 12 12
40 mg/kg n 12 0 12 12 12 10 2 12 0 12 0 12 12 12 12
120 mg/kg n 12 0 12 12 12 10 2 12 0 12 0 12 12 12 12
Day 42 0 mg/kg n 12 0 12 12 12 11 1 12 0 12 0 12 12 12 12
12 mg/kg n 12 0 12 12 12 11 1 12 0 12 0 12 12 12 12
40 mg/kg n 12 0 12 12 12 9 3 12 0 11 1 12 12 12 12
120 mg/kg n 10 0 10 10 10 9 1 10 0 10 0 10 10 10 10
Day 49 0 mg/kg n 12 0 12 12 12 11 1 12 0 12 0 12 12 12 12
12 mg/kg n 12 0 12 12 12 11 1 11 1 11 1 12 12 12 12
40 mg/kg n 12 0 12 12 12 10 2 12 0 12 0 12 12 12 12
120 mg/kg n 7 ST$ 7 7 4 3 7 0 7 0 7 7 7 7

_LL_

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

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

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

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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

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

ST : Steel test (two-side)



Table 4 - 4 Study No. : SR22109
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 1 0 0 0 1 1 1
Pre 0 mg/kg n 10 10 10 10 6 4 10 10 10 10 10 10
120 mg/kg n 10 10 10 10 9 1 10 10 10 10 10 10
Day 7 0 mg/kg n 10 10 10 10 8 2 10 10 10 10 10 10
120 mg/kg n 10 10 10 10 9 1 10 10 10 10 10 10
Day 14 0 mg/kg n 10 10 10 10 8 2 10 10 10 10 10 10
120 mg/kg n 10 10 10 10 10 0 10 10 10 10 10 10
Day 21 0 mg/kg n 10 10 10 10 10 0 10 10 10 10 10 10
120 mg/kg n 10 10 10 10 10 0 10 10 10 10 10 10
Day 28 0 mg/kg n 10 10 10 10 10 0 10 10 10 10 10 10
120 mg/kg n 10 10 10 10 9 1 10 10 10 10 10 10

_SL_

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

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

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

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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

Not significantly different from IBMA 0 mg/kg
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Study No. : SR22109

Table4 -5
Detailed clinical observation (in the open field)
Sex : Male
Co-ordination Reactivity to
Gait of movement stimuli Searching
Stage Group 1 1 1 1
Recovery 0 mg/kg n 5 5 5 5
day 7 120 mg/kg n 5 5 5 5
Recovery 0 mg/kg n 5 5 5 5
day 14 120 mg/kg n 5 5 5 5

Species : Rat
Stereotype Bizarre behavior
Excessive Unusual head Walking  Vocaliza-
grooming movement backward tion Aggression
0 0 1 1 1
5 5 5 5 5
5 5 5 5 5
5 5 5 5 5
5 5 5 5 5

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

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

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

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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

Not significantly different from IBMA 0 mg/kg
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Table 4 -6 Study No. : SR22109
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 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 7 120 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 14 120 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) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

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

Not significantly different from IBMA 0 mg/kg
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Table 5 -1 Study No. : SR22109

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
12 mg/kg n 5 5 5 5 5 5
40 mg/kg n 5 5 5 5 5 5
120 mg/kg n 5 5 5 5 5 5

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

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

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

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

Not significantly different from IBMA 0 mg/kg
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Table 5-2 Study No. : SR22109

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

Sex : Female Species : Rat

Reactivity Righting
Visual ~ Touch Auditory Pain  Proprioceptive reflex

Group 4 2 1 2 1 1
0 mg/kg n 5 5 5 5 5 5
12 mg/kg n 5 5 5 5 5 5
40 mg/kg n 5 5 5 5 5 5
120 mg/kg n 5 5 5 5 5 5

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

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

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

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

Not significantly different from IBMA 0 mg/kg



_€8_

Study No. : SR22109

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
120 mg/kg n 5 5 5 5 5 5

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

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

Proprioceptive reactivity) O;No returning, 1;Returning.
Righting reflex) 1;Normal, landing by foot, 2;Abnormal, landing by body.
Not significantly different from IBMA 0 mg/kg
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Table6 -1

Grip strength

Stage : Week 4

Study No. : SR22109

Sex : Male Species : Rat
Forelimb Hindlimb
Test article g g
Dose
IBMA n 5 5
0 mg/kg Mean 1319.94 454.14
S.D. 96.78 23.03
IBMA n 5 5
12 mg/kg Mean 1374.64 466.20
S.D. 248.80 42.51
IBMA n 5 5
40 mg/kg Mean 1385.38 478.28
S.D. 143.07 16.35
IBMA n 5 5
120 mg/kg Mean 1331.08 411.38
S.D. 145.19 55.99

Not significantly different from IBMA 0 mg/kg
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Table 6 - 2 Study No. : SR22109
Grip strength Stage : Lactation day 13
Sex : Female Species : Rat
Forelimb Hindlimb
Test article g g
Dose
IBMA n 5 5
0 mg/kg Mean 1463.20 481.92
S.D. 82.67 45.65
IBMA n 5 5
12 mg/kg Mean 1435.00 471.26
S.D. 131.23 29.08
IBMA n 5 5
40 mg/kg Mean 1552.66 471.28
S.D. 108.52 82.84
IBMA n 5 5
120 mg/kg Mean 1458.20 350.60
S.D. 216.28 55.24
DT #x

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

DT : Dunnett test (two-side)



Table 6 - 3 Study No. : SR22109
Grip strength Stage : Week 4
Sex : Female (satellite) Species : Rat
Forelimb Hindlimb
Test article g g
Dose
IBMA n 5 5
0 mg/kg Mean 1127.78 409.38
S.D. 100.34 56.61
IBMA n 5 5
120 mg/kg Mean 1136.26 381.72
S.D. 144.55 35.60

Not significantly different from IBMA 0 mg/kg

_98_
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Table7-1

Motor activity measurements

Stage : Week 4

Study No. : SR22109

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
IBMA n 5 5 5 5 5 5 5
0 mg/kg Mean 467.4 239.6 143.2 86.0 12.8 22.2 971.2
S.D. 167.8 98.3 116.2 80.4 18.4 48.0 473.2
IBMA n 5 5 5 5 5 5 5
12 mg/kg Mean 355.2 234.2 159.6 83.2 38.6 72.8 943.6
S.D. 109.2 29.0 86.1 65.7 64.8 92.2 241.8
IBMA n 5 5 5 5 5 5 5
40 mg/kg Mean 304.6 202.2 35.2 31.4 32.4 1.0 606.8
S.D. 86.2 126.7 25.9 60.3 70.8 1.7 225.4
IBMA n 5 5 5 5 5 5 5
120 mg/kg Mean 365.4 145.4 57.6 53.0 29.2 6.4 657.0
S.D. 152.8 74.8 58.2 74.7 33.4 12.7 319.5

Not significantly different from IBMA 0 mg/kg
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Table 7 -2

Motor activity measurements

Stage : Lactation day 13

Study No. : SR22109

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
IBMA n 5 5 5 5 5 5 5
0 mg/kg Mean 469.0 151.0 167.0 43.2 30.0 45.6 905.8
S.D. 135.2 134.9 93.1 57.2 48.6 44.1 432.5
IBMA n 5 5 5 5 5 5 5
12 mg/kg Mean 580.6 254.4 148.8 89.2 131.4 10.8 1215.2
S.D. 249.4 82.8 84.6 123.7 213.5 17.9 492.6
IBMA n 5 5 5 5 5 5 5
40 mg/kg Mean 504.0 307.0 183.0 153.6 109.0 172.2 1428.8
S.D. 167.5 207.1 242.6 225.1 180.3 242.6 1193.0
IBMA n 5 5 5 5 5 5 5
120 mg/kg Mean 345.6 102.6 9.8 39.4 27.0 12.8 537.2
S.D. 103.6 76.9 21.9 36.4 31.6 18.4 171.0
ST =

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

ST : Steel test (two-side)



Table 7 -3 Study No. : SR22109
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
IBMA n 5 5 5 5 5 5 5
0 mg/kg Mean 560.2 348.6 239.0 176.4 115.2 86.2 1525.6
S.D. 266.7 2331 134.0 126.0 153.0 88.9 932.0
IBMA n 5 5 5 5 5 5 5
120 mg/kg Mean 511.2 387.8 285.6 200.4 170.6 126.0 1681.6
S.D. 96.5 139.8 202.2 157.4 177.2 109.0 782.9

Not significantly different from IBMA 0 mg/kg

_68_
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Table 8 - 1 Study No. : SR22109
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
IBMA n 12 12 12 12 12 12 12
0 mg/kg Mean 412.0 424.3 435.2 460.3 478.7 495.6 83.6
S.D. 22.5 23.9 26.1 31.0 32.8 36.8 19.4
IBMA n 12 12 12 12 12 12 12
12 mg/kg Mean 4141 425.9 435.8 459.4 477.0 496.8 82.7
S.D. 27.8 32.6 34.0 37.8 411 44.4 20.8
IBMA n 12 12 12 12 12 12 12
40 mg/kg Mean 412.8 423.2 431.6 447.7 460.9 475.3 62.5
S.D. 29.6 30.5 321 34.2 354 37.5 141
DT =
IBMA n 12 12 12 12 12 12 12
120 mg/kg Mean 413.0 411.8 419.3 431.4 442.4 457.3 44.3
S.D. 28.6 25.5 26.4 324 371 39.0 251
DT *x

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

DT : Dunnett test (two-side)
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Table 8 - 2

Study No. : SR22109

Body weight Period : Administration Day 1-14
Sex : Female Unit: g Species : Rat
Test article /Day Body weight
Dose 1 4 7 14 gain
IBMA n 12 12 12 12 12
0 mg/kg Mean 262.8 268.3 272.4 283.8 211
S.D. 15.0 14.4 14.3 171 4.5
IBMA n 12 12 12 12 12
12 mg/kg Mean 261.0 267.9 271.7 279.2 18.2
S.D. 13.1 14.9 16.7 14.6 8.0
IBMA n 12 12 12 12 12
40 mg/kg Mean 263.4 266.8 270.4 277.4 14.0
S.D. 14.5 13.0 14.6 16.9 8.1
IBMA n 12 12 12 12 12
120 mg/kg Mean 262.9 258.3 262.3 268.7 5.8
S.D. 141 14.8 16.6 18.8 7.8
DT *x

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

DT : Dunnett test (two-side)
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Table 8 - 3

Study No. : SR22109

Body weight Period : Gestation Day 0-20
Sex : Female Unit: g Species : Rat
Test article /Day Body weight
Dose 0 7 14 20 gain
IBMA n 12 12 12 12 12
0 mg/kg Mean 293.5 330.9 375.2 470.4 176.9
S.D. 20.2 20.9 241 321 18.2
IBMA n 12 12 12 12 12
12 mg/kg Mean 285.9 319.3 353.1 441.2 155.3
S.D. 19.2 18.8 22.2 311 23.5
DT = DT =
IBMA n 12 12 12 12 12
40 mg/kg Mean 280.8 315.9 354.6 441.2 160.3
S.D. 15.3 15.1 14.3 12.2 11.4
DT = ST *
IBMA n 8 8 8 8 8
120 mg/kg Mean 2775 305.3 338.3 403.0 125.5
S.D. 18.7 18.3 16.5 24.4 26.4
DT = DT *x ST *x DT *x

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

DT : Dunnett test (two-side), ST : Steel test (two-side)
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Table 8 - 4

Study No. : SR22109

Body weight Period : Lactation Day 0-13
Sex : Female Unit: g Species : Rat
Test article /Day Body weight
Dose 0 4 7 13 gain
IBMA n 12 12 12 12 12
0 mg/kg Mean 359.1 378.1 378.5 391.8 32.7
S.D. 304 25.6 25.1 241 215
IBMA n 12 12 12 12 12
12 mg/kg Mean 340.3 359.1 364.7 375.2 34.8
S.D. 23.3 244 247 24.8 19.3
IBMA n 12 12 12 12 12
40 mg/kg Mean 335.2 355.8 364.1 375.5 40.3
S.D. 23.2 21.3 14.8 10.2 211
IBMA n 8 5 5 5 5
120 mg/kg Mean 315.1 322.8 334.2 351.8 29.2
S.D. 19.2 18.4 14.0 6.3 16.9
DT #x DT *x DT *x ST *

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

DT : Dunnett test (two-side), ST : Steel test (two-side)
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Table 8 -5 Study No. : SR22109
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
IBMA n 10 10 10 10 10 10 10
0 mg/kg Mean 263.8 271.8 274.9 282.6 294.9 302.2 38.4
S.D. 13.0 11.8 11.6 15.4 16.7 15.0 9.1
IBMA n 10 10 10 10 10 10 10
120 mg/kg Mean 263.6 260.1 264.8 271.2 2734 276.8 13.2
S.D. 13.4 11.9 13.4 15.3 15.7 14.3 14.0
T2 * T2 #x T2 #x T2 #x

Significantly different from IBMA 0 mg/kg: * P<0.05, ** P<0.01
T2 : Student t-test (two-side)



Table 8 -6 Study No. : SR22109
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Body weight Period : Recovery Day 1-14
Sex : Male Unit: g Species : Rat
Test article /Day Body weight
Dose 1 7 14 gain
IBMA n 5 5 5 5
0 mg/kg Mean 490.4 505.0 516.4 26.0
S.D. 17.7 17.5 22.5 8.0
IBMA n 5 5 5 5
120 mg/kg Mean 459.2 486.8 509.4 50.2
S.D. 23.4 24.2 26.0 7.2
T2 * T2 #x

Significantly different from IBMA 0 mg/kg: * P<0.05, ** P<0.01
T2 : Student t-test (two-side)



Table 8 -7 Study No. : SR22109

Body weight Period : Recovery Day 1-14
Sex : Female (satellite) Unit: g Species : Rat
Test article /Day Body weight
Dose 1 7 14 gain
IBMA n 5 5 5 5
0 mg/kg Mean 301.4 314.8 323.0 21.6
S.D. 14.0 13.8 19.7 7.6
IBMA n 5 5 5 5
120 mg/kg Mean 271.2 288.6 297.8 26.6
S.D. 17.2 17.6 16.5 8.1
T2 * T2 *

_96_

Significantly different from IBMA 0 mg/kg: * P<0.05
T2 : Student t-test (two-side)
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Table 9 -1 Study No. : SR22109

Food consumption Period : Administration Day 1-28
Sex : Male Unit: g Species : Rat
Test article /Day
Dose 4 7 14 28
IBMA n 12 12 12 11
0 mg/kg Mean 24.99 23.46 23.36 21.64
S.D. 1.98 1.73 1.93 1.47
IBMA n 12 12 12 11
12 mg/kg Mean 24.59 23.48 23.89 23.24
S.D. 3.47 2.60 2.81 2.80
IBMA n 12 12 12 12
40 mg/kg Mean 23.53 22.84 22.38 22.18
S.D. 2.65 2.42 2.27 2.64
IBMA n 12 12 12 12
120 mg/kg Mean 19.13 20.44 22.15 23.23
S.D. 1.69 1.89 2.28 2.29
DT *x DT *x

Significantly different from IBMA 0 mg/kg: ** P<0.01
DT : Dunnett test (two-side)
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Table 9 - 2

Food consumption

Study No. : SR22109

Period : Administration Day 1-14

Sex : Female Unit: g Species : Rat
Test article /Day
Dose 4 7 14
IBMA n 12 12 12
0 mg/kg Mean 18.75 17.83 18.55
S.D. 1.91 1.56 214
IBMA n 12 12 12
12 mg/kg Mean 18.54 17.73 18.09
S.D. 2.04 1.70 1.12
IBMA n 12 12 12
40 mg/kg Mean 17.23 17.18 17.38
S.D. 1.28 1.76 1.50
IBMA n 12 12 12
120 mg/kg Mean 11.99 14.41 17.11
S.D. 1.97 1.30 1.37
DT *x DT *x

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

DT : Dunnett test (two-side)
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Table 9 - 3

Food consumption

Study No. : SR22109

Period : Gestation Day 0-20

Sex : Female Unit: g Species : Rat
Test article /Day
Dose 7 14 20
IBMA n 12 12 12
0 mg/kg Mean 23.39 25.98 26.30
S.D. 212 2.87 217
IBMA n 12 12 12
12 mg/kg Mean 21.95 23.71 23.93
S.D. 2.28 3.13 3.08
IBMA n 12 12 12
40 mg/kg Mean 2217 24.82 24.45
S.D. 1.75 1.68 2.03
IBMA n 8 8 8
120 mg/kg Mean 20.88 23.10 22.18
S.D. 1.20 1.93 2.08
DT * DT * DT *x

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

DT : Dunnett test (two-side)
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Table 9-4 Study No. : SR22109
Food consumption Period : Lactation Day 0-13
Sex : Female Unit: g Species : Rat
Test article /Day
Dose 4 7 13
IBMA n 12 11 12
0 mg/kg Mean 33.37 42.62 57.83
S.D. 4.59 3.64 4.29
IBMA n 12 12 12
12 mg/kg Mean 31.38 42.24 54.90
S.D. 4.54 5.68 4.98
IBMA n 12 12 12
40 mg/kg Mean 29.72 41.88 53.28
S.D. 5.66 4.55 6.37
IBMA n 5 5 5
120 mg/kg Mean 20.20 29.78 36.28
S.D. 2.24 2.85 7.52
DT *x DT *x DT *x

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

DT : Dunnett test (two-side)
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Table 9-5 Study No. : SR22109

Food consumption Period : Administration Day 1-28
Sex : Female (satellite) Unit: g Species : Rat
Test article /Day
Dose 4 7 14 21 28
IBMA n 10 10 10 10 10
0 mg/kg Mean 18.40 18.20 18.32 18.04 17.31
S.D. 1.76 1.69 2.24 1.92 1.80
IBMA n 10 10 10 10 10
120 mg/kg Mean 13.68 14.62 17.04 16.96 16.89
S.D. 2.01 2.25 1.91 2.03 1.49
T2 s#x T2 s#x

Significantly different from IBMA 0 mg/kg: ** P<0.01
T2 : Student t-test (two-side)
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Table 9-6 Study No. : SR22109
Food consumption Period : Recovery Day 1-14
Sex : Male Unit: g Species : Rat
Test article /Day
Dose 7 14
IBMA n 5 5
0 mg/kg Mean 26.96 26.62
S.D. 0.76 1.69
IBMA n 5 5
120 mg/kg Mean 32.18 31.00
S.D. 2.89 3.00
A2 * T2 *

Significantly different from IBMA 0 mg/kg: * P<0.05
A2 : Welch test (two-side), T2 : Student t-test (two-side)
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Study No. : SR22109

Table 9 -7
Food consumption Period : Recovery Day 1-14
Sex : Female (satellite) Unit: g Species : Rat
Test article /Day
Dose 7 14
IBMA n 5 5
0 mg/kg Mean 22.46 23.34
S.D. 2.19 2.37
IBMA n 5 5
120 mg/kg Mean 24.18 23.08
S.D. 2.61 2.32

Not significantly different from IBMA 0 mg/kg



Table 10 - 1 Study No. : SR22109
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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
IBMA n 0 0 0 0 0 2 3
0 mg/kg
IBMA n 0 0 0 0 1 3 1
12 mg/kg
IBMA n 0 0 0 1 0 1 3
40 mg/kg
IBMA n 0 0 0 0 2 0 3
120 mg/kg
Protein Glucose
Test article
Dose - + + 2+ 3+ 4+ - + 2+ 3+
IBMA n 0 2 2 1 0 0 5 0 0 0
0 mg/kg
IBMA n 0 1 4 0 0 0 5 0 0 0
12 mg/kg
IBMA n 0 1 2 2 0 0 5 0 0 0
40 mg/kg
IBMA n 0 1 3 1 0 0 5 0 0 0
120 mg/kg

Not significantly different from IBMA 0 mg/kg



Table 10 - 2 Study No. : SR22109
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Urinary findings Stage : Week 4
Sex : Male Species : Rat
Ketone body Urobilinogen
Test article EU/dL
Dose - + + 2+ 3+ 0.1 1 2 4 8
IBMA n 5 0 0 0 0 5 0 0 0 0
0 mg/kg
IBMA n 5 0 0 0 0 5 0 0 0 0
12 mg/kg
IBMA n 5 0 0 0 0 5 0 0 0 0
40 mg/kg
IBMA n 5 0 0 0 0 5 0 0 0 0
120 mg/kg
Bilirubin Occult blood
Test article
Dose - + 2+ 3+ - + + 2+ 3+
IBMA n 5 0 0 0 5 0 0 0 0
0 mg/kg
IBMA n 5 0 0 0 5 0 0 0 0
12 mg/kg
IBMA n 5 0 0 0 4 1 0 0 0
40 mg/kg
IBMA n 5 0 0 0 3 1 1 0 0
120 mg/kg

Not significantly different from IBMA 0 mg/kg
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Table 10-3 Study No. : SR22109
Urinary findings Stage : Week 4
Sex : Male Species : Rat

Color

Test article

Dose A B C D

IBMA n 5 0 0

0 mg/kg

IBMA n 5 0 0

12 mg/kg

IBMA n 5 0 0

40 mg/kg

IBMA n 5 0 0

120 mg/kg

Color) A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white
Not significantly different from IBMA 0 mg/kg
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Table 10 - 4 Study No. : SR22109
Urinary findings Stage : Week 4
Sex : Male Species : Rat
Urine volume
Test article mL/21hr
Dose
IBMA n 5
0 mg/kg Mean 9.10
S.D. 222
IBMA n 5
12 mg/kg Mean 10.70
S.D. 3.49
IBMA n 5
40 mg/kg Mean 10.10
S.D. 4.10
IBMA n 5
120 mg/kg Mean 14.70
S.D. 6.81

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

Study No. : SR22109

Urinary findings Stage : Week 4
Sex : Male Species : Rat
Specific gravity
Test article
Dose 0 1 2 3 4
IBMA n 0 0 0 0
0 mg/kg
IBMA n 0 0 0 0
12 mg/kg
IBMA n 0 0 0 0
40 mg/kg
IBMA n 0 0 0 2
120 mg/kg
RBC WBC

Test article
Dose - + + 2+ 3+ + + 2+ 3+
IBMA n 5 0 0 0 0 0
0 mg/kg
IBMA n 5 0 0 0 0 0
12 mg/kg
IBMA n 5 0 0 0 0 0
40 mg/kg
IBMA n 5 0 0 0 0 0
120 mg/kg

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

Urinary findings
Sex : Male

Stage : Week 4

Species : Rat

Study No. : SR22109

Test article

Squamous

Urothelium

Dose

+

2+

3+

+

2+

3+

IBMA n
0 mg/kg

IBMA n
12 mg/kg

IBMA n
40 mg/kg

IBMA n
120 mg/kg

Test article

Tubular
epithelium

Cast

Dose

+

+

+

3+

IBMA n
0 mg/kg

IBMA n
12 mg/kg

IBMA n
40 mg/kg

IBMA n
120 mg/kg

Not significantly different from IBMA 0 mg/kg
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Table 10 -7

Urinary findings
Sex : Female (satellite)

Stage : Week 4

Study No. : SR22109

Species : Rat

Test article
Dose

pH

5.0 6.0

6.5 7.0

7.5

8.0

8.5

IBMA
0 mg/kg

IBMA
120 mg/kg

Test article
Dose

Protein

Glucose

IBMA
0 mg/kg

IBMA
120 mg/kg

Test article
Dose

Ketone body

Urobilinogen

EU/dL

0.1

2

IBMA
0 mg/kg

IBMA
120 mg/kg

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

Urinary findings
Sex : Female (satellite)

Stage : Week 4

Study No. : SR22109

Species : Rat

Bilirubin

Test article

Occult blood

Dose - + 2+

3+

+

2+ 3+

IBMA n 5 0
0 mg/kg

IBMA n 5 0
120 mg/kg

Color

Test article

Dose A B C

IBMA n 5 0
0 mg/kg

IBMA n 5 0
120 mg/kg

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



Table 10-9 Study No. : SR22109
Urinary findings Stage : Week 4
Sex : Female (satellite) Species : Rat
Urine volume
Test article mL/21hr
Dose
IBMA n 5
0 mg/kg Mean 8.10
S.D. 2.61
IBMA n 5
120 mg/kg Mean 9.10
S.D. 2.16

Not significantly different from IBMA 0 mg/kg
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Table 10 - 10

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

Study No. : SR22109

Species : Rat

Specific gravity

Test article

Dose 0 1 2 3

IBMA n 0 0 0 1
0 mg/kg

IBMA n 0 0 0 1
120 mg/kg

RBC

Test article

WBC

+
+
N
+

Dose -

+

IBMA n 5 0 0 0
0 mg/kg

IBMA n 5 0 0 0
120 mg/kg

Squamous

Test article

Urothelium

Dose - + + 2+

3+

+

IBMA n 5 0 0 0
0 mg/kg

IBMA n 4 1 0 0
120 mg/kg

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

Urinary findings
Sex : Female (satellite)

Stage : Week 4

Study No. : SR22109

Species : Rat

Test article
Dose

Tubular
epithelium

Cast

+ 2+

3+

+

2+ 3+

IBMA
0 mg/kg

IBMA
120 mg/kg

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

Urinary findings
Sex : Male

Stage : Recovery week 2

Study No. : SR22109

Species : Rat

Test article

pH

Dose

5.0

6.0

6.5 7.0 7.5

8.0

8.5

IBMA n
0 mg/kg

IBMA n
120 mg/kg

Test article

Protein

Glucose

Dose

+

IBMA n
0 mg/kg

IBMA n
120 mg/kg

Test article

Ketone body

Urobilinogen

EU/dL

Dose

+

0.1

2 4 8

IBMA n
0 mg/kg

IBMA n
120 mg/kg

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

Urinary findings
Sex : Male

Stage : Recovery week 2

Study No. : SR22109

Species : Rat

Bilirubin

Test article

Occult blood

Dose - + 2+

3+ -

+

2+ 3+

IBMA n 5 0
0 mg/kg

IBMA n 5 0
120 mg/kg

Color

Test article

Dose A B C

IBMA n 5 0
0 mg/kg

IBMA n 5 0
120 mg/kg

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



Study No. : SR22109

Table 10 - 14
Urinary findings Stage : Recovery week 2
Sex : Male Species : Rat
Urine volume
Test article mL/21hr
Dose
IBMA n 5
0 mg/kg Mean 12.70
S.D. 6.48
IBMA n 4
120 mg/kg Mean 11.63
S.D. 1.80

Not significantly different from IBMA 0 mg/kg
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Table 10 - 15

Urinary findings Stage : Recovery week 2

Sex : Male

Study No. : SR22109

Species : Rat

Specific gravity

Test article

Dose 0 1 2 3

IBMA n 0 0 0 1
0 mg/kg

IBMA n 0 0 0 0
120 mg/kg

RBC

Test article

WBC

+
+
N
+

Dose -

+

IBMA n 5 0 0 0
0 mg/kg

IBMA n 5 0 0 0
120 mg/kg

Squamous

Test article

Urothelium

Dose - + + 2+

3+

+

IBMA n 5 0 0 0
0 mg/kg

IBMA n 5 0 0 0
120 mg/kg

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

Urinary findings
Sex : Male

Stage : Recovery week 2

Study No. : SR22109

Species : Rat

Test article

Tubular
epithelium

Cast

Dose

+

+

2+

3+

+

2+ 3+

IBMA n
0 mg/kg

IBMA n
120 mg/kg

Not significantly different from IBMA 0 mg/kg
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Table 10 - 17

Urinary findings
Sex : Female (satellite)

Stage : Recovery week 2

Study No. : SR22109

Species : Rat

Test article
Dose

pH

5.0 6.0

6.5 7.0 7.5

8.0

8.5

IBMA
0 mg/kg

IBMA
120 mg/kg

Test article
Dose

Protein

Glucose

IBMA
0 mg/kg

IBMA
120 mg/kg

Test article
Dose

Ketone body

Urobilinogen

EU/dL

0.1

2 4 8

IBMA
0 mg/kg

IBMA
120 mg/kg

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

Urinary findings
Sex : Female (satellite)

Stage : Recovery week 2

Study No. : SR22109

Species : Rat

Bilirubin

Test article

Occult blood

Dose - + 2+

3+ -

+

2+ 3+

IBMA n 5 0
0 mg/kg

IBMA n 5 0
120 mg/kg

Color

Test article

Dose A B C

IBMA n 5 0
0 mg/kg

IBMA n 5 0
120 mg/kg

Color) A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white
Not significantly different from IBMA 0 mg/kg
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Table 10 - 19 Study No. : SR22109
Urinary findings Stage : Recovery week 2
Sex : Female (satellite) Species : Rat
Urine volume
Test article mL/21hr
Dose
IBMA n 5
0 mg/kg Mean 15.00
S.D. 3.48
IBMA n 5
120 mg/kg Mean 7.90
S.D. 2.04
T2 #x%

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

T2 : Student t-test (two-side)
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Table 10 - 20

Urinary findings Stage : Recovery week 2

Sex : Female (satellite)

Study No. : SR22109

Species : Rat

Specific gravity

Test article

Dose 0 1 2 3

IBMA n 0 0 0 1
0 mg/kg

IBMA n 0 0 0 0
120 mg/kg

RBC

Test article

WBC

+
+
N
+

Dose -

+

IBMA n 5 0 0 0
0 mg/kg

IBMA n 5 0 0 0
120 mg/kg

Squamous

Test article

Urothelium

Dose - + + 2+

3+

+

IBMA n 5 0 0 0
0 mg/kg

IBMA n 5 0 0 0
120 mg/kg

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

Urinary findings
Sex : Female (satellite)

Stage : Recovery week 2

Study No. : SR22109

Species : Rat

Test article

Tubular
epithelium

Cast

Dose -

+

+

+

IBMA n
0 mg/kg

IBMA n
120 mg/kg

Not significantly different from IBMA 0 mg/kg



Table 11 -1 Study No. : SR22109
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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
IBMA n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 881.2 16.18 44.92 51.10 18.42 36.06 3.738 101.22 105.74 20.56

S.D. 451 0.36 1.41 3.30 1.07 0.45 0.505 14.10 29.36 5.31
IBMA n 5 5 5 5 5 5 5 5 5 5
12 mg/kg Mean 876.0 16.18 45.30 51.74 18.46 35.70 3.426 111.98 87.54 13.48

S.D. 27.2 0.55 1.44 1.81 0.51 0.51 0.572 17.32 13.38 4.24
IBMA n 5 5 5 5 5 5 5 5 5 5
40 mg/kg Mean 873.0 15.84 44.78 51.34 18.16 35.38 3.394 95.36 103.62 17.26

S.D. 21.8 0.21 0.29 1.53 0.38 0.55 0.472 7.59 15.67 3.96
IBMA n 5 5 5 5 5 5 5 5 5 5
120 mg/kg Mean 824.6 15.06 42.18 51.14 18.28 35.68 3.746 101.04 112.38 22.82

S.D. 22.2 0.30 0.91 0.63 0.31 0.24 0.827 5.83 26.11 5.29

DT DT #x DT #x
Lymphocyte Monocyte Eosinophil Basophil PT APTT

Test article 10%/uL 10%/uL 10%/uL 10%/uL sec sec
Dose
IBMA n 5 5 5 5 5 5
0 mg/kg Mean 79.60 4.48 1.04 0.06 18.86 17.10

S.D. 23.89 0.31 0.61 0.05 1.23 1.48
IBMA n 5 5 5 5 5 5
12 mg/kg Mean 69.36 3.96 0.70 0.04 19.50 18.26

S.D. 15.06 0.93 0.20 0.05 2.53 2.16
IBMA n 5 5 5 5 5 5
40 mg/kg Mean 80.92 4.36 1.06 0.02 21.00 19.36

S.D. 14.15 0.97 0.36 0.04 3.51 1.39
IBMA n 5 5 5 5 5 5
120 mg/kg Mean 83.60 4.94 1.00 0.02 21.72 18.66

S.D. 21.71 1.58 0.19 0.04 2.87 3.05

Significantly different from IBMA 0 mg/kg: * P<0.05, ** P<0.01
DT : Dunnett test (two-side)
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Table 11 -2 Study No. : SR22109

Hematological findings Stage : Day 14 after parturition
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
IBMA n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 728.8 14.84 41.58 57.16 20.42 35.68 4.024 106.40 79.92 34.92

S.D. 47.5 0.69 1.45 2.37 0.65 0.51 0.576 9.18 22.74 16.09
IBMA n 5 5 5 5 5 5 5 5 5 5
12 mg/kg Mean 754.6 15.12 42.46 56.60 20.12 35.62 4.888 105.02 76.06 31.72

S.D. 78.0 1.07 3.17 5.39 1.42 0.83 1.188 17.22 13.13 11.50
IBMA n 5 5 5 5 5 5 5 5 5 5
40 mg/kg Mean 764.2 15.10 42.22 55.32 19.76 35.78 4.270 108.82 86.58 34.64

S.D. 49.2 0.83 2.29 2.10 0.86 0.44 0.548 4.94 5.78 3.84
IBMA n 5 5 5 5 5 5 5 5 5 5
120 mg/kg Mean 686.8 14.22 40.12 58.60 20.74 35.48 4.398 88.22 83.08 33.60

S.D. 323 0.46 2.34 5.45 1.38 0.97 0.556 12.06 20.15 19.66

Lymphocyte Monocyte Eosinophil Basophil PT APTT

Test article 10%/uL 10%/uL 10%/uL 10%/uL sec sec
Dose
IBMA n 5 5 5 5 5 5
0 mg/kg Mean 41.26 3.16 0.54 0.04 16.48 13.62

S.D. 13.90 1.73 0.27 0.05 0.55 1.50
IBMA n 5 5 5 5 5 5
12 mg/kg Mean 41.24 2.68 0.42 0.00 17.06 13.96

S.D. 7.87 0.99 0.15 0.00 0.59 1.34
IBMA n 5 5 5 5 5 5
40 mg/kg Mean 46.74 4.50 0.70 0.00 17.08 13.56

S.D. 4.55 1.96 0.43 0.00 0.52 1.04
IBMA n 5 5 5 5 5 5
120 mg/kg Mean 45.40 3.40 0.68 0.00 16.50 13.70

S.D. 5.19 0.72 0.16 0.00 0.70 1.37

Not significantly different from IBMA 0 mg/kg
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Table 11-3 Study No. : SR22109

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
IBMA n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 801.8 15.66 43.42 54.14 19.54 36.06 2.814 106.18 67.02 10.60

S.D. 18.6 0.48 1.71 1.81 0.53 0.48 0.449 14.93 7.76 4.70
IBMA n 5 5 5 5 5 5 5 5 5 5
120 mg/kg Mean 729.8 14.32 40.02 54.84 19.62 35.74 4.184 95.16 59.36 9.44

S.D. 31.9 0.69 1.57 0.32 0.13 0.35 0.800 8.34 25.13 5.12

T2 *x T2 #x T2 = T2 *
Lymphocyte Monocyte Eosinophil Basophil PT APTT

Test article 10%/uL 10%/uL 10%/uL 10%/uL sec sec
Dose
IBMA n 5 5 5 5 5 5
0 mg/kg Mean 53.64 1.86 0.92 0.00 17.36 13.38

S.D. 7.96 0.50 0.18 0.00 0.86 0.54
IBMA n 5 5 5 5 5 5
120 mg/kg Mean 47.44 1.66 0.82 0.00 16.46 13.40

S.D. 22.29 0.48 0.19 0.00 0.38 0.57

Significantly different from IBMA 0 mg/kg: * P<0.05, ** P<0.01
T2 : Student t-test (two-side)



Table 11 -4 Study No. : SR22109
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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
IBMA n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 891.0 15.78 43.82 49.22 17.74 36.00 2.752 100.70 86.32 12.90

S.D. 31.9 0.54 1.00 2.16 0.80 0.65 0.186 6.82 17.80 3.53
IBMA n 5 5 5 5 5 5 5 5 5 5
120 mg/kg Mean 872.6 15.36 43.72 50.14 17.62 35.14 3.512 112.26 86.54 14.10

S.D. 43.8 0.49 1.24 1.52 0.41 0.74 0.561 15.70 18.21 4.07

T2 *
Lymphocyte Monocyte Eosinophil Basophil PT APTT

Test article 10%/uL 10%/uL 10%/uL 10%/uL sec sec
Dose
IBMA n 5 5 5 5 5 5
0 mg/kg Mean 68.08 3.82 1.48 0.04 21.18 17.86

S.D. 15.84 0.85 0.22 0.05 2.01 1.24
IBMA n 5 5 5 5 5 5
120 mg/kg Mean 66.56 4.56 1.32 0.00 20.46 18.56

S.D. 13.24 1.23 0.24 0.00 213 1.14

Significantly different from IBMA 0 mg/kg: * P<0.05
T2 : Student t-test (two-side)
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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
IBMA n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 853.4 15.86 43.96 51.54 18.58 36.10 2.692 93.78 53.20 9.50

S.D. 36.0 0.79 2.25 2.51 0.75 0.43 0.512 4.28 12.06 3.24
IBMA n 5 5 5 5 5 5 5 5 5 5
120 mg/kg Mean 778.4 14.86 42.12 54.14 19.12 35.26 3.298 103.36 49.14 9.02

S.D. 21.8 0.74 2.05 2.58 0.95 0.42 0.498 6.00 8.44 3.04

T2 T2 * T2 *
Lymphocyte Monocyte Eosinophil Basophil PT APTT

Test article 10%/uL 10%/uL 10%/uL 10%/uL sec sec
Dose
IBMA n 5 5 5 5 5 5
0 mg/kg Mean 40.10 2.40 1.20 0.00 16.34 12.70

S.D. 9.13 0.59 0.41 0.00 0.34 0.87
IBMA n 5 5 5 5 5 5
120 mg/kg Mean 3712 1.94 1.06 0.00 17.18 13.10

S.D. 6.12 0.53 0.36 0.00 0.56 1.13

T2 *

Significantly different from IBMA 0 mg/kg: * P<0.05, ** P<0.01
T2 : Student t-test (two-side)
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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 U/L IU/L mg/dL umol/L mg/dL mg/dL mg/dL g/dL
Dose
IBMA n 5 5 5 5 5 5 5 5 5 5
0 mg’kg Mean 69.8 28.8 137.2 0.48 0.054 19.80 151.2 50.0 18.0 5.40
S.D. 18.5 53 24.4 0.11 0.005 22.36 17.3 8.9 8.5 0.20
IBMA n 5 5 5 5 5 5 5 5 5 5
12 mg/kg Mean 70.6 32.0 133.6 0.38 0.052 16.92 147.4 55.0 28.2 5.62
S.D. 7.0 4.4 53.5 0.13 0.011 12.07 17.6 9.9 16.2 0.28
IBMA n 5 5 5 5 5 5 5 5 5 5
40 mg/kg Mean 61.4 30.2 127.2 0.56 0.054 10.18 141.8 58.0 26.4 5.46
S.D. 5.9 3.8 8.2 0.11 0.009 5.98 9.7 8.3 6.0 0.29
IBMA n 5 5 5 5 5 5 5 5 5 5
120 mg/kg Mean 68.8 33.8 123.2 0.72 0.050 13.40 141.0 51.8 16.4 5.50
S.D. 9.3 25 26.3 0.24 0.010 8.73 18.9 11.6 10.0 0.12
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
IBMA n 5 5 5 5 5 5 5 5 5 5
0 mg’kg Mean 11.76 0.288 144.4 4.250 105.0 9.38 6.32 0.908 2.562 47.50
S.D. 1.33 0.018 0.9 0.133 1.7 0.19 0.68 0.068 0.075 1.84
IBMA n 5 5 5 5 5 5 5 5 5 5
12 mg/kg Mean 12.12 0.290 144.0 4.448 103.8 9.54 6.70 0.926 2.696 48.06
S.D. 0.59 0.007 1.0 0.142 0.8 0.25 0.54 0.067 0.077 1.78
IBMA n 5 5 5 5 5 5 5 5 5 5
40 mg/kg Mean 13.04 0.280 143.8 4.494 103.8 9.52 6.66 0.956 2.666 48.86
S.D. 1.39 0.024 0.4 0.243 1.3 0.35 0.42 0.067 0.086 1.82
IBMA n 5 5 5 5 5 5 5 5 5 5
120 mg/kg Mean 13.34 0.260 143.2 4.402 103.0 9.54 7.00 0.966 2.700 49.08
S.D. 1.09 0.016 1.1 0.163 1.6 0.29 0.29 0.055 0.089 1.48

DT #

Significantly different from IBMA 0 mg/kg: * P<0.05
DT : Dunnett test (two-side)
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Table 12 -2 Study No. : SR22109
Biochemical findings Stage : Day 29
Sex : Male Species : Rat
al-G a2-G B-G y-G
Test article % % % %
Dose
IBMA n 5 5 5 5
0 mg/kg Mean 23.22 9.52 14.34 5.42
S.D. 2.37 0.83 0.43 0.94
IBMA n 5 5 5 5
12 mg/kg Mean 22.14 9.80 14.30 5.70
S.D. 1.06 0.43 0.78 1.02
IBMA n 5 5 5 5
40 mg/kg Mean 21.22 9.50 14.66 5.76
S.D. 1.81 0.85 1.50 0.90
IBMA n 5 5 5 5
120 mg/kg Mean 20.62 9.54 15.24 5.52
S.D. 2.03 0.57 0.71 1.20

Not significantly different from IBMA 0 mg/kg



Table 12-3 Study No. : SR22109
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Biochemical findings Stage : Day 14 after parturition
Sex : Female Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP
Test article Iu/L u/L U/L IU/L mg/dL umol/L mg/dL mg/dL mg/dL g/dL
Dose
IBMA n 5 5 5 5 5 5 5 5 5 5
0 mg’kg Mean 189.8 93.6 126.2 1.02 0.038 34.22 148.8 99.2 54.8 5.74
S.D. 123.2 56.6 211 0.29 0.016 10.90 26.3 10.5 8.7 0.24
IBMA n 5 5 5 5 5 5 5 5 5 5
12 mg/kg Mean 143.6 71.8 97.0 1.22 0.036 19.36 141.6 106.4 68.4 6.04
S.D. 324 17.0 324 0.30 0.015 7.57 15.9 18.1 34.8 0.43
DT =
IBMA n 5 5 5 5 5 5 5 5 5 5
40 mg/kg Mean 111.2 65.8 114.6 1.14 0.042 16.58 137.6 94.8 61.8 5.76
S.D. 51.6 14.6 25.1 0.32 0.011 3.85 15.3 13.3 214 0.23
DT =
IBMA n 5 5 5 5 5 5 5 5 5 5
120 mg/kg Mean 119.6 65.4 78.4 1.08 0.046 15.02 146.8 99.6 252 6.06
S.D. 39.9 344 23.3 0.45 0.017 9.28 13.9 25.7 10.5 0.27
DT = DT s ST =
UN Crea Na K Cl Ca IP AIG Albumin Albumin
Test article mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL g/dL %
Dose
IBMA n 5 5 5 5 5 5 5 5 5 5
0 mg’kg Mean 21.56 0.364 138.8 4.348 99.8 9.44 7.90 0.904 2.728 47.46
S.D. 1.44 0.032 1.6 0.155 1.9 0.22 0.99 0.067 0.185 1.82
IBMA n 5 5 5 5 5 5 5 5 5 5
12 mg/kg Mean 24.02 0.356 137.4 4.562 98.0 9.74 8.58 0.948 2.922 48.48
S.D. 4.66 0.045 2.3 0.402 1.9 0.55 2.33 0.125 0.203 3.37
IBMA n 5 5 5 5 5 5 5 5 5 5
40 mg/kg Mean 23.06 0.360 138.4 4.210 98.0 9.30 8.38 0.892 2.714 47.14
S.D. 8.80 0.059 1.9 0.209 1.9 0.31 1.69 0.037 0.083 1.01
IBMA n 5 5 5 5 5 5 5 5 5 5
120 mg/kg Mean 16.86 0.270 139.0 4.106 99.8 9.70 6.86 0.990 3.010 49.66
S.D. 2.96 0.053 0.7 0.664 3.3 0.42 1.34 0.082 0.233 2.10
ST = DT =

Significantly different from IBMA 0 mg/kg: * P<0.05, ** P<0.01
DT : Dunnett test (two-side), ST : Steel test (two-side)



Table 12 -4 Study No. : SR22109

Biochemical findings Stage : Day 14 after parturition
Sex : Female Species : Rat
al-G a2-G B-G y-G
Test article % % % %
Dose
IBMA n 5 5 5 5
0 mg/kg Mean 21.22 10.38 15.80 5.14
S.D. 1.85 0.44 0.77 1.75
IBMA n 5 5 5 5
12 mg/kg Mean 19.72 10.62 16.48 4.70
S.D. 1.46 1.62 0.83 1.22
IBMA n 5 5 5 5
40 mg/kg Mean 21.34 10.26 16.22 5.04
S.D. 2.39 1.19 1.24 1.02
IBMA n 5 5 5 5
120 mg/kg Mean 18.92 9.44 15.24 6.74
S.D. 2.51 1.35 0.34 2.38

-eel-

Not significantly different from IBMA 0 mg/kg
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Table 12-5 Study No. : SR22109

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

Test article IU/L IU/L U/L u/L mg/dL umol/L mg/dL mg/dL mg/dL g/dL
Dose
IBMA n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 71.4 32.0 69.6 1.00 0.050 13.86 129.4 53.0 9.8 5.76

S.D. 15.3 10.0 27.9 0.33 0.007 3.93 6.1 13.2 6.1 0.46
IBMA n 5 5 5 5 5 5 5 5 5 5
120 mg/kg Mean 60.6 25.0 48.6 1.04 0.054 10.82 127.0 67.4 9.0 5.94

S.D. 8.1 3.7 12.0 0.11 0.011 2.91 6.1 20.9 3.7 0.22

UN Crea Na K Cl Ca IP AIG Albumin Albumin

Test article mg/dL mg/dL mEgq/L mEq/L mEq/L mg/dL mg/dL g/dL %
Dose
IBMA n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 15.84 0.336 144.4 4.462 107.0 9.56 5.82 1.116 3.036 52.68

S.D. 214 0.032 1.1 0.453 1.4 0.47 0.70 0.040 0.267 0.89
IBMA n 5 5 5 5 5 5 5 5 5 5
120 mg/kg Mean 14.48 0.276 141.8 4.436 104.0 9.44 6.22 1.118 3.134 52.76

S.D. 3.77 0.043 1.3 0.387 1.6 0.23 0.59 0.043 0.116 1.01

T2 * T2 *x T2 *
al-G a2-G B-G y-G

Test article % % % %
Dose
IBMA n 5 5 5 5
0 mg/kg Mean 18.96 7.80 13.52 7.04

S.D. 1.00 0.43 0.70 1.16
IBMA n 5 5 5 5
120 mg/kg Mean 17.12 8.10 14.10 7.92

S.D. 0.88 0.24 0.52 0.64

T2 *

Significantly different from IBMA 0 mg/kg: * P<0.05, ** P<0.01
T2 : Student t-test (two-side)



Table 12-6 Study No. : SR22109
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Biochemical findings Stage : Recovery Day 15
Sex : Male Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP

Test article IU/L IU/L U/L u/L mg/dL umol/L mg/dL mg/dL mg/dL g/dL
Dose
IBMA n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 73.8 334 101.8 0.54 0.052 10.12 145.4 45.0 18.4 5.32

S.D. 12.4 3.1 30.2 0.11 0.004 3.1 9.0 6.7 12.9 0.11
IBMA n 5 5 5 5 5 5 5 5 5 5
120 mg/kg Mean 63.8 36.4 100.8 0.46 0.036 7.44 158.8 48.2 26.8 5.36

S.D. 3.8 4.1 10.3 0.13 0.005 3.55 17.5 9.1 8.9 0.27

T2 #x%
UN Crea Na K Cl Ca IP AIG Albumin Albumin

Test article mg/dL mg/dL mEgq/L mEq/L mEq/L mg/dL mg/dL g/dL %
Dose
IBMA n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 15.68 0.306 143.8 4.254 104.8 8.98 5.94 0.832 2.408 45.28

S.D. 1.72 0.023 0.4 0.146 0.8 0.29 0.36 0.077 0.169 2.33
IBMA n 5 5 5 5 5 5 5 5 5 5
120 mg/kg Mean 14.98 0.266 140.8 4.420 102.2 9.04 6.04 0.844 2.452 45.72

S.D. 2.08 0.027 22 0.187 1.3 0.29 0.48 0.053 0.132 1.47

T2 * A2 * T2
al-G a2-G B-G y-G

Test article % % % %
Dose
IBMA n 5 5 5 5
0 mg/kg Mean 24.90 8.34 15.32 6.16

S.D. 2.20 0.65 1.35 0.95
IBMA n 5 5 5 5
120 mg/kg Mean 24.14 8.62 15.78 5.74

S.D. 1.26 0.54 0.53 0.78

Significantly different from IBMA 0 mg/kg: * P<0.05, ** P<0.01
A2 : Welch test (two-side), T2 : Student t-test (two-side)
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Table 12-7 Study No. : SR22109

Biochemical findings Stage : Recovery Day 15
Sex : Female (satellite) Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP
Test article IU/L IU/L U/L u/L mg/dL umol/L mg/dL mg/dL mg/dL g/dL
Dose
IBMA n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 71.6 36.0 56.2 1.00 0.064 8.84 129.0 76.0 12.8 5.96
S.D. 20.7 15.2 6.7 0.43 0.011 4.34 15.5 4.0 4.6 0.11
IBMA n 5 5 5 5 5 5 5 5 5 5
120 mg/kg Mean 89.8 46.4 37.0 1.04 0.058 22.30 117.4 67.6 10.6 6.00
S.D. 59.3 35.8 8.8 0.59 0.004 24.06 6.5 213 4.8 0.24
T2 *x
UN Crea Na K Cl Ca IP AIG Albumin Albumin
Test article mg/dL mg/dL mEgq/L mEq/L mEq/L mg/dL mg/dL g/dL %
Dose
IBMA n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 16.20 0.364 141.4 4.328 104.0 9.50 5.92 1.108 3.128 52.52
S.D. 1.85 0.015 0.5 0.249 1.2 0.16 0.47 0.044 0.064 1.00
IBMA n 5 5 5 5 5 5 5 5 5 5
120 mg/kg Mean 16.40 0.322 142.4 4.672 105.4 9.50 6.28 1.102 3.142 52.32
S.D. 1.76 0.054 2.1 0.200 22 0.32 0.29 0.097 0.208 217
T2 *
al-G a2-G B-G y-G
Test article % % % %
Dose
IBMA n 5 5 5 5
0 mg/kg Mean 18.66 8.20 14.16 6.46
S.D. 1.28 0.79 0.53 0.54
IBMA n 5 5 5 5
120 mg/kg Mean 18.52 7.26 14.32 7.58
S.D. 0.99 0.45 0.88 0.37
T2 * T2 *x

Significantly different from IBMA 0 mg/kg: * P<0.05, ** P<0.01
T2 : Student t-test (two-side)



S LET -

Table 13 -1

Serum T4 concentration

Stage : Day 29

Study No. : SR22109

Sex : Male Species : Rat
T4
Test article ng/mL
Dose
IBMA n 7
0 mg/kg Mean 53.76
S.D. 8.63
IBMA n 12
12 mg/kg Mean 59.86
S.D. 11.08
IBMA n 12
40 mg/kg Mean 64.00
S.D. 6.47
IBMA n 7
120 mg/kg Mean 67.71
S.D. 12.49
DT *

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

DT : Dunnett test (two-side)
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Table 13 -2 Study No. : SR22109
Serum T4 concentration Stage : Day 14 after parturition
Sex : Female Species : Rat
T4
Test article ng/mL
Dose
IBMA n 12
0 mg/kg Mean 45.40
S.D. 6.03
IBMA n 12
12 mg/kg Mean 48.33
S.D. 8.52
IBMA n 12
40 mg/kg Mean 48.74
S.D. 7.31
IBMA n 5
120 mg/kg Mean 50.98
S.D. 5.36

Not significantly different from IBMA 0 mg/kg
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Study No. : SR22109

Table 13 -3
Serum T4 concentration Stage : Day 29
Sex : Female (satellite) Species : Rat
T4
Test article ng/mL
Dose
IBMA n 5
0 mg/kg Mean 39.78
S.D. 4.75
IBMA n 5
120 mg/kg Mean 52.24
S.D. 1.25
A2 xx

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

A2 : Welch test (two-side)
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Table 13-4

Serum T4 concentration

Stage : Recovery day 15

Study No. : SR22109

Sex : Male Species : Rat
T4

Test article ng/mL
Dose
IBMA n 5
0 mg/kg Mean 51.98

S.D. 4.39
IBMA n 5
120 mg/kg Mean 47.02

S.D. 4.64

Not significantly different from IBMA 0 mg/kg



Table 13 -5

Serum T4 concentration

Stage : Recovery day 15

Study No. : SR22109

Sex : Female (satellite) Species : Rat
T4

Test article ng/mL
Dose
IBMA n 5
0 mg/kg Mean 35.32

S.D. 3.32
IBMA n 5
120 mg/kg Mean 33.88

S.D. 7.55

Not significantly different from IBMA 0 mg/kg

-1yl -
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.1 SR22109

Table 14 -1 Study No
Necropsy findings
Sex : Male Stage : Day 29 Species : Rat
Test article IBMA IBMA IBMA IBMA
Dose 0 12 40 120
Organ mg/kg mg/kg mg/kg mg/kg
Findings Number of Animals 7 12 12 7
All organs & tissues <7/7> <12/12> <12/12> <7/7>
<> : Not remarkable/Number of animals examined



-evl -

.1 SR22109

Table 14 - 2 Study No
Necropsy findings
Sex : Female Stage : Day 14 after parturition Species : Rat
Test article IBMA IBMA IBMA IBMA
Dose 0 12 40 120
Organ mg/kg mg/kg mg/kg mg/kg
Findings Number of Animals 12 12 12 7
Stomach <12/12> <12/12> <12/12> <6/7>
Dark red focus, mucosa 0 0 0 1
Other organs & tissues <12/12> <12/12> <12/12> <7/7>
<> : Not remarkable/Number of animals examined

P : Non-graded change
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Study No. : SR22109

Table 14 -3
Necropsy findings
Sex : Female Stage : Interim euthanasia Species : Rat
Test article IBMA
Dose 120
Organ mg/kg
Findings Number of Animals 1
All organs & tissues <1/1>
<> : Not remarkable/Number of animals examined
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Study No. : SR22109

Table 14 -4
Necropsy findings
Sex : Female Stage : Non-pregnancy Species : Rat
Test article IBMA
Dose 120
Organ mg/kg
Findings Number of Animals 4
All organs & tissues <4/4>
<> : Not remarkable/Number of animals examined



4%

Study No. : SR22109

Table 14 -5
Necropsy findings
Sex : Female (satellite) Stage : Day 29 Species : Rat
Test article IBMA IBMA
Dose 0 120
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. : SR22109

Table 14 -6
Necropsy findings
Sex : Male Stage : Recovery day 15 Species : Rat
Test article IBMA IBMA
Dose 0 120
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. : SR22109

Table 14 -7
Necropsy findings
Sex : Female (satellite) Stage : Recovery day 15 Species : Rat
Test article IBMA IBMA
Dose 0 120
Organ mg/kg mg/kg
Findings Number of Animals 5 5
All organs & tissues <5/5> <5/5>
<> : Not remarkable/Number of animals examined
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Table 15-1 Study No. : SR22109
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
IBMA n 7 7 7 7 7 7 7 7 7
0 mg/kg Mean 475.4 12.371 2.589 3.280 0.691 1.437 0.301 699.1 146.810

S.D. 46.0 2.175 0.238 0.298 0.064 0.195 0.016 108.5 16.052
IBMA n 12 12 12 12 12 12 12 12 12
12 mg/kg Mean 470.8 12.203 2.586 3.108 0.663 1.441 0.308 760.9 161.213

S.D. 42.3 1.859 0.252 0.307 0.054 0.147 0.023 149.6 25.451
IBMA n 12 12 12 12 12 12 12 12 12
40 mg/kg Mean 448.5 12.046 2.678 3.161 0.707 1.438 0.320 694.0 154.328

S.D. 35.4 1.543 0.150 0.251 0.052 0.138 0.019 103.7 15.035
IBMA n 7 7 7 7 7 7 7 7 7
120 mg/kg Mean 424.0 12.596 2.954 3.191 0.750 1.426 0.336 630.7 148.247

S.D. 48.5 2.311 0.247 0.465 0.037 0.209 0.026 1155 17.866

DT DT
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
IBMA n 7 7 7 7 7 7 7 7 7 7
0 mg/kg Mean 358.7 74.701 68.7 14.679 12.73 2.697 22.71 4.797 3.204 0.683

S.D. 107.9 18.683 7.6 2.821 1.76 0.430 3.14 0.643 0.109 0.083
IBMA n 12 12 12 12 12 12 12 12 12 12
12 mg/kg Mean 379.7 80.605 70.0 14.876 11.68 2.486 25.86 5.499 3.163 0.676

S.D. 82.4 15.930 10.8 1.852 1.32 0.235 6.56 1.347 0.182 0.051
IBMA n 12 12 12 12 12 12 12 12 12 12
40 mg/kg Mean 345.3 77.213 64.9 14.503 11.53 2.578 23.68 5.273 3.106 0.697

S.D. 97.6 21.993 10.2 2.237 1.55 0.350 5.26 1.056 0.155 0.057
IBMA n 7 7 7 7 7 7 7 7 7 7
120 mg/kg Mean 255.6 60.193 64.7 15.467 10.56 2.539 24.56 5.826 3.111 0.737

S.D. 62.6 12.212 7.4 2.815 2.48 0.778 5.50 1.367 0.226 0.048

AB : Absolute weight, RE : Relative weight by body weight
Significantly different from IBMA 0 mg/kg: * P<0.05
DT : Dunnett test (two-side)
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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
IBMA n 7 7 7 7 7 7 7 7
0 mg/kg Mean 1.281 0.271 687.6 145.860 2.311 0.493 2.226 0.471
S.D. 0.120 0.042 178.3 38.498 0.293 0.084 0.133 0.053
IBMA n 12 12 12 12 12 12 12 12
12 mg/kg Mean 1.255 0.267 647.1 139.212 2.318 0.493 2.248 0.481
S.D. 0.129 0.028 180.8 43.871 0.409 0.084 0.166 0.044
IBMA n 12 12 12 12 12 12 12 12
40 mg/kg Mean 1.280 0.288 666.7 148.094 2.420 0.543 2.260 0.508
S.D. 0.110 0.030 171.1 33.016 0.290 0.077 0.089 0.033
IBMA n 7 7 7 7 7 7 7 7
120 mg/kg Mean 1.183 0.280 672.0 158.793 2.617 0.626 2.146 0.511
S.D. 0.120 0.038 186.8 42.192 0.339 0.114 0.068 0.059

DT =

AB : Absolute weight, RE : Relative weight by body weight
Significantly different from IBMA 0 mg/kg: * P<0.05
DT : Dunnett test (two-side)
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Table 15-3

Organ weight

Stage : Day 14 after parturition

Study No. : SR22109

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
IBMA n 12 12 12 12 12 12 12 12 12
0 mg/kg Mean 356.0 12.755 3.582 2.353 0.663 1.223 0.344 647.2 181.458

S.D. 18.5 1.203 0.268 0.162 0.052 0.151 0.036 98.6 23.233
IBMA n 12 12 12 12 12 12 12 12 12
12 mg/kg Mean 343.1 12.897 3.757 2.328 0.680 1.196 0.349 622.9 181.868

S.D. 21.3 1.197 0.197 0.168 0.031 0.076 0.022 61.0 17.389
IBMA n 12 12 12 12 12 12 12 12 12
40 mg/kg Mean 341.6 12.257 3.588 2.477 0.727 1.203 0.353 629.1 184.038

S.D. 11.1 0.610 0.109 0.208 0.066 0.071 0.022 92.6 25.598

DT =

IBMA n 5 5 5 5 5 5 5 5 5
120 mg/kg Mean 315.0 11.970 3.806 2.432 0.774 1.092 0.348 527.8 167.186

S.D. 10.7 1.167 0.408 0.199 0.069 0.058 0.016 69.2 17.265

DT ## DT == DT =
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
IBMA n 12 12 12 12 12 12 12 12 12 12
0 mg/kg Mean 266.3 74.612 82.6 23.221 15.59 4.390 17.75 4.987 110.2 31.005

S.D. 58.6 15.141 8.7 2.420 2.93 0.839 2.71 0.737 12.7 3.634
IBMA n 12 12 12 12 12 12 12 12 12 12
12 mg/kg Mean 279.1 81.284 81.0 23.584 15.82 4.623 17.88 5.231 103.8 30.256

S.D. 85.0 23.839 11.4 2.647 2.67 0.806 2.41 0.785 18.9 5.144
IBMA n 12 12 12 12 12 12 12 12 12 12
40 mg/kg Mean 277.3 81.089 83.2 24.386 15.59 4573 16.01 4.709 100.6 29.388

S.D. 69.2 19.994 12.4 3.864 2.81 0.876 4.30 1.346 17.9 4.842
IBMA n 5 5 5 5 5 5 5 5 5 5
120 mg/kg Mean 238.6 75.600 80.4 25.542 14.82 4.710 19.96 6.336 104.8 33.302

S.D. 57.0 17.134 7.9 2.572 1.09 0.375 2.57 0.781 14.6 4.722

DT =

AB : Absolute weight, RE : Relative weight by body weight

Significantly different from IBMA 0 mg/kg: * P<0.05, ** P<0.01
DT : Dunnett test (two-side)
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Table 15 -4 Study No. : SR22109
Organ weight Stage : Day 14 after parturition
Sex : Female Species : Rat
Uterus Brain
Test article AB RE AB RE
Dose mg mg/100g g g/100g
IBMA n 12 12 12 12
0 mg/kg Mean 567.9 158.663 2.109 0.593
S.D. 146.5 35.161 0.099 0.041
IBMA n 12 12 12 12
12 mg/kg Mean 544.8 158.555 2.101 0.613
S.D. 108.6 29.133 0.103 0.044
IBMA n 12 12 12 12
40 mg/kg Mean 554.5 162.515 2.125 0.623
S.D. 70.7 21.609 0.089 0.036
IBMA n 5 5 5 5
120 mg/kg Mean 561.6 178.336 2.052 0.648
S.D. 57.1 17.342 0.122 0.019
DT =

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

DT : Dunnett test (two-side)
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Table 15-5 Study No. : SR22109
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
IBMA n 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 281.2 6.958 2.476 1.860 0.662 0.904 0.322 597.8 213.154

S.D. 17.8 0.467 0.113 0.129 0.038 0.047 0.027 88.5 33.351
IBMA n 5 5 5 5 5 5 5 5 5
120 mg/kg Mean 264.8 7.840 2.960 2.034 0.766 0.936 0.352 467.6 177.042

S.D. 13.2 0.579 0.137 0.240 0.061 0.038 0.011 59.6 24.320

T2 * T2 T2 * T2 * T2 *
Thymus Adrenal Pituitary gland Thyroid Ovary

Test article AB RE AB RE AB RE AB RE AB RE
Dose mg mg/100g mg mg/100g mg mg/100g mg mg/100g mg mg/100g
IBMA n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 377.8 134.506 73.6 26.046 15.66 5.566 20.12 7.072 87.4 30.974

S.D. 53.4 18.541 13.7 3.299 242 0.787 6.42 1.822 14.9 4.010
IBMA n 5 5 5 5 5 5 5 5 5 5
120 mg/kg Mean 302.8 114.098 79.4 29.938 15.48 5.864 20.82 7.868 70.8 26.704

S.D. 55.7 18.918 9.3 2.594 4.08 1.618 5.15 1.989 8.4 2.373

Uterus Brain

Test article AB RE AB RE
Dose mg mg/100g g g/100g
IBMA n 5 5 5 5
0 mg/kg Mean 494.8 175.846 2.052 0.732

S.D. 93.2 31.011 0.094 0.068
IBMA n 5 5 5 5
120 mg/kg Mean 432.8 163.886 2.044 0.772

S.D. 68.5 28.747 0.064 0.033

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

T2 : Student t-test (two-side)
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Table 15-6 Study No. : SR22109
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
IBMA n 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 483.6 11.390 2.354 3.150 0.652 1.456 0.302 704.8 146.242

S.D. 25.1 0.968 0.113 0.110 0.013 0.137 0.032 56.2 16.008
IBMA n 5 5 5 5 5 5 5 5 5
120 mg/kg Mean 476.4 12.222 2.562 3.406 0.714 1.432 0.302 742.8 157.212

S.D. 26.8 1.137 0.148 0.301 0.050 0.041 0.011 103.5 31.223

T2 * A2 *
Thymus Adrenal Pituitary gland Thyroid Testis

Test article AB RE AB RE AB RE AB RE AB RE
Dose mg mg/100g mg mg/100g mg mg/100g mg mg/100g g g/100g
IBMA n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 316.4 65.544 62.2 12.880 12.08 2.514 24.96 5.192 3.126 0.648

S.D. 43.4 9.514 9.7 2.079 1.45 0.406 4.21 1.044 0.200 0.059
IBMA n 5 5 5 5 5 5 5 5 5 5
120 mg/kg Mean 418.2 88.114 65.0 13.658 10.66 2.248 26.10 5.468 3.452 0.724

S.D. 92.0 20.470 7.7 1.563 0.96 0.288 5.01 0.923 0.247 0.070

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
IBMA n 5 5 5 5 5 5 5 5
0 mg/kg Mean 1.362 0.284 716.0 148.332 2.484 0.516 2.134 0.442

S.D. 0.064 0.021 75.0 16.643 0.251 0.065 0.057 0.029
IBMA n 5 5 5 5 5 5 5 5
120 mg/kg Mean 1.362 0.288 755.6 159.024 2.770 0.584 2.204 0.466

S.D. 0.052 0.016 174.2 36.859 0.144 0.047 0.086 0.034

AB : Absolute weight, RE : Relative weight by body weight
Significantly different from IBMA 0 mg/kg: * P<0.05
A2 : Welch test (two-side), T2 : Student t-test (two-side)
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Table 15-7 Study No. : SR22109
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
IBMA n 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 301.2 7.840 2.600 1.894 0.630 0.938 0.312 531.6 175.962

S.D. 14.9 0.847 0.183 0.090 0.037 0.047 0.008 85.2 22.485
IBMA n 5 5 5 5 5 5 5 5 5
120 mg/kg Mean 277.2 7.330 2.646 1.966 0.710 0.922 0.334 531.6 191.892

S.D. 14.3 0.798 0.245 0.225 0.077 0.110 0.042 45.5 15.388

T2 *
Thymus Adrenal Pituitary gland Thyroid Ovary

Test article AB RE AB RE AB RE AB RE AB RE
Dose mg mg/100g mg mg/100g mg mg/100g mg mg/100g mg mg/100g
IBMA n 5 5 5 5 5 5 5 5 5 5
0 mg/kg Mean 324.8 107.870 81.6 27.106 16.62 5.514 19.80 6.572 104.0 34.546

S.D. 68.6 23.329 4.8 1.259 1.95 0.518 212 0.612 18.9 6.271
IBMA n 5 5 5 5 5 5 5 5 5 5
120 mg/kg Mean 358.0 129.004 78.4 28.332 14.66 5.296 15.70 5.668 99.4 35.844

S.D. 86.5 29.132 9.9 3.625 1.90 0.668 2.64 0.948 9.8 2.939

T2 *
Uterus Brain

Test article AB RE AB RE
Dose mg mg/100g g g/100g
IBMA n 5 5 5 5
0 mg/kg Mean 541.8 178.666 2.062 0.686

S.D. 146.4 40.803 0.045 0.033
IBMA n 5 5 5 5
120 mg/kg Mean 498.6 180.278 2.000 0.722

S.D. 59.4 23.467 0.156 0.078

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

T2 : Student t-test (two-side)



Study No. : SR22109

Table 16 - 1
Histopathological findings
Sex : Male Stage : Day 29 Species : Rat
Test article IBMA IBMA
Dose 0 120
mg/kg mg/kg
Organ Number of Animals 7 7
Findings Grade - 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+
Lung <7> <7>
7
Bronchus <7> <7>
7
Trachea <7> <7>
7 7
Submandibular gland <7> <7>
7 7
1
—_
D
?“ Esophagus <7> <7>
7 7
Stomach <7> <7>
7 7
Duodenum <7> <7>
7 7
Jejunum <7> <7>
7 7
lleum <7> <7>
7 7

<> : Number of animals examined

- : Not remarkable

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



Study No. : SR22109

Table 16 - 2
Histopathological findings
Sex : Male Stage : Day 29 Species : Rat
Test article IBMA IBMA
Dose 0 120
mg/kg mg/kg
Organ Number of Animals 7 7
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Cecum <7> <7>
7 7
Colon <7> <7>
7 7
Rectum <7> <7>
7 7
Pancreas <7> <7>
7 7
1
—
9
.\] Liver <7> <7>
7 7
Heart <7> <7>
Infiltration, inflammatory cell,
focal 5 2 0 0 O 7 0 0 O
Kidney <7> <7>
Cast, hyaline 7 0 0 O O 6 1 0 O
Urinary bladder <7> <7>
7 7
Testis <7> <7>
7 7

<> : Number of animals examined

- : Not remarkable

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



Study No. : SR22109

Table 16 - 3
Histopathological findings
Sex : Male Stage : Day 29 Species : Rat
Test article IBMA IBMA
Dose 0 120
mg/kg mg/kg
Organ Number of Animals 7 7
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Epididymis <7> <7>
Infiltration, inflammatory cell,
interstitium 7 0 0 0 O 6 1. 0 0 O
Prostate <7> <7>
Inflammation, interstitium 4 3 0 0 O 7 0 0 O O
Seminal vesicle <7> <7>
7 7
Coagulating gland <7> <7>
! 7 7
—
W
o
' Cerebrum <7> <7>
7 7
Cerebellum <7> <7>
7 7
Pons <7> <7>
7 7
Spinal cord <7> <7>
7 7
Sciatic nerve <7> <7>
7 7

<> : Number of animals examined

- : Not remarkable

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



Study No. : SR22109

Table 16 - 4
Histopathological findings
Sex : Male Stage : Day 29 Species : Rat
Test article IBMA IBMA
Dose 0 120
mg/kg mg/kg
Organ Number of Animals 7 7
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Spleen <7> <7>
7 7
Thymus <7> <7>
7 7
Bone marrow, femur <7> <7>
7 7
Submandibular lymph node <7> <7>
7 7
1
—
W
\.o Mesenteric lymph node <7> <7>
7 7
Peyer's patch <7> <7>
7 7
Pituitary gland <7> <7>
7 7
Thyroid <7> <7>
Remnant, ultimobranchial body 5 2 0 0 O 6 1 0
<7> <7>
7 7

Parathyroid

<> : Number of animals examined

- : Not remarkable

1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
Not significantly different from IBMA 0 mg/kg
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Table 16 -5 Study No. : SR22109
Histopathological findings
Sex : Male Stage : Day 29 Species : Rat

Test article IBMA IBMA

Dose 0 120

mg/kg mg/kg

Organ Number of Animals 7 7
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+

Adrenal <7> <7>
7 7

Eyeball <7> <7>

Atrophy, retina, focal 5 1 1 0 O 6 0 1 0 O

Harderian gland <7> <7>
7 7

Skeletal muscle <7> <7>
7 7

Femur <7> <7>
7 7

Mammary gland <7> <7>
7 7

<> : Number of animals examined

- : Not remarkable

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



Study No. : SR22109

Table 16 - 6
Histopathological findings
Sex : Female Stage : Day 14 after parturition Species : Rat
Test article IBMA IBMA
Dose 0 120
mg/kg mg/kg
Organ Number of Animals 12 7
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Lung <12> <7>
Accumulation, macrophage, alveolar M1 1 0 0 O 7 0 0 O O
Hemorrhage, focal M1 1 0 0 O 7 0 0 O O
Bronchus <12> <7>
12 7
Trachea <12> <7>
12 7
1
= Submandibular gland <12> <7>
I_‘ 12 7
Esophagus <12> <7>
12 7
Stomach <12> <7>
Ulcer, glandular stomach 2 0 0 0 O 6 0 1 0 O
Duodenum <12> <7>
12 7
Jejunum <12> <7>
12 7
<> : Number of animals examined

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

Not significantly different from IBMA 0 mg/kg
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Study No. : SR22109

Table 16 - 7
Histopathological findings
Sex : Female Stage : Day 14 after parturition Species : Rat
Test article IBMA IBMA
Dose 0 120
mg/kg mg/kg
Organ Number of Animals 12 7
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
lleum <12> <7>
12 7
Cecum <12> <7>
12 7
Colon <12> <7>
12 7
Rectum <12> <7>
12 7
Pancreas <12> <7>
12 7
Liver <12> <7>
12 7
Heart <12> <7>
12 7
Kidney <12> <7>
Infiltration, inflammatory cell,
renal pelvic mucosa 11 1 0 0 7 0 0 0 O
Urinary bladder <12> <7>
12 7
<> : Number of animals examined

- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
Not significantly different from IBMA 0 mg/kg
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Study No. : SR22109

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

Table 16 - 8
Histopathological findings
Sex : Female Stage : Day 14 after parturition Species : Rat

Test article IBMA IBMA
Dose 0 120

mg/kg mg/kg
Organ Number of Animals 12 7

Findings Grade - 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+
Ovary <12> <7>
12
Uterine horn <12> <7>
12
Uterine cervix <12> <7>
12
Vagina <12> <7>
12 7
Cerebrum <12> <7>
12 7
Cerebellum <12> <7>
12 7
Pons <12> <7>
12 7
Spinal cord <12> <7>
12 7
Sciatic nerve <12> <7>
12 7
<> : Number of animals examined
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Table 16 -9
Histopathological findings
Sex : Female Stage : Day 14 after parturition Species : Rat

Test article IBMA IBMA
Dose 0 120

mg/kg mg/kg
Organ Number of Animals 12 7

Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Spleen <12> <7>
12 7
Thymus <12> <7>
Remnant, epithelial cell 9 3 0 0 O 5 2 0 0 O
Bone marrow, femur <12> <7>
12 7
Submandibular lymph node <12> <7>
12 7
Mesenteric lymph node <12> <7>
12 7
Peyer's patch <12> <7>
12 7
Pituitary gland <12> <7>
12 7
Thyroid <12> <7>
Remnant, ultimobranchial body 7 5 0 0 O 6 1 0 0 O
Parathyroid <12> <7>
12 7
<> : Number of animals examined

- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
Not significantly different from IBMA 0 mg/kg
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Study No. : SR22109

Table 16 - 10
Histopathological findings
Sex : Female Stage : Day 14 after parturition Species : Rat
Test article IBMA IBMA
Dose 0 120
mg/kg mg/kg
Organ Number of Animals 12 7
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Adrenal <12> <7>
12 7
Eyeball <12> <7>
12 7
Harderian gland <12> <7>
12 7
Skeletal muscle <12> <7>
12 7
Femur <12> <7>
12 7
<12> <7>
12 7

Mammary gland

<> : Number of animals examined

- : Not remarkable

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



- 991 -

Study No. : SR22109

Table 16 - 11
Histopathological findings
Sex : Female Stage : Interim euthanasia Species : Rat
Test article IBMA
Dose 120
mg/kg
Organ Number of Animals 1
Findings Grade - 1+ 2+ 3+ 4+
Lung <1>
1
Bronchus <1>
Trachea <1>
1
<1>

Submandibular gland

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

- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
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Study No. : SR22109

Table 16 - 12
Histopathological findings
Sex : Female Stage : Interim euthanasia Species : Rat

Test article IBMA
Dose 120

mg/kg
Organ Number of Animals 1

Findings Grade - 1+ 2+ 3+ 4+
Cecum <1>
1
Colon <1>
Rectum <1>
1
Pancreas <1>
1
Liver <1>
1
Heart <1>
1
Kidney <1>
1
Urinary bladder <1>
1
Ovary <1>
1
<>: Number of animals examined

- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
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Study No. : SR22109

Table 16 - 13
Histopathological findings
Sex : Female Stage : Interim euthanasia Species : Rat

Test article IBMA
Dose 120

mg/kg
Organ Number of Animals 1

Findings Grade - 1+ 2+ 3+ 4+
Uterine horn <1>
1
Uterine cervix <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



Study No. : SR22109

Table 16 - 14
Histopathological findings
Sex : Female Stage : Interim euthanasia Species : Rat
Test article IBMA
Dose 120
mg/kg
Organ Number of Animals 1
Findings Grade - 1+ 2+ 3+ 4+
Thymus <1>
Atrophy 0 0 0 1 0
Bone marrow, femur <1>
1
Submandibular lymph node <1>
1
Mesenteric lymph node <1>
1
1
—_
[N
\.o Peyer's patch <1>
1
Pituitary gland <1>
1
Thyroid <1>
1
Parathyroid <1>
1
Adrenal <1>
1
<> : Number of animals examined

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



-0L1 -

Study No. : SR22109

Table 16 - 15
Histopathological findings
Sex : Female Stage : Interim euthanasia Species : Rat
Test article IBMA
Dose 120
mg/kg
Organ Number of Animals 1
Findings Grade - 1+ 2+ 3+ 4+
Eyeball <1>
1
Harderian gland <1>
Skeletal muscle <1>
1
<1>

Femur

Mammary gland

<1>

<> : Number of animals examined
- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
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Table 16 - 16
Histopathological findings
Sex : Female Stage : Non-pregnancy Species : Rat
Test article IBMA
Dose 120
mg/kg
Organ Number of Animals 4
Findings Grade - 1+ 2+ 3+ 4+
Lung <4>
Accumulation, macrophage, alveolar 3 1. 0 0 O
Bronchus <4>
Trachea <4>
4
Submandibular gland <4>
4
1
—_
-3
I_‘ Esophagus <4>
4
Stomach <4>
4
Duodenum <4>
4
Jejunum <4>
4
lleum <4>
4
<>: Number of animals examined

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

Severe
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Table 16 - 17
Histopathological findings
Sex : Female Stage : Non-pregnancy Species : Rat
Test article IBMA
Dose 120
mg/kg
Organ Number of Animals 4
Findings Grade - 1+ 2+ 3+ 4+
Cecum <4>
4
Colon <4>
Rectum <4>
4
Pancreas <4>
4
1
—_
3
ll\) Liver <4>
4
Heart <4>
4
Kidney <4>
4
Urinary bladder <4>
4
Ovary <4>
4
<>: Number of animals examined

- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
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Study No. : SR22109

Table 16 - 18
Histopathological findings
Sex : Female Stage : Non-pregnancy Species : Rat

Test article IBMA
Dose 120

mg/kg
Organ Number of Animals 4

Findings Grade - 1+ 2+ 3+ 4+
Uterine horn <4>
4
Uterine cervix <4>
Vagina <4>
4
Cerebrum <4>
4
Cerebellum <4>
4
Pons <4>
4
Spinal cord <4>
4
Sciatic nerve <4>
4
Spleen <4>
4
<>: Number of animals examined

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



Study No. : SR22109

Table 16 - 19
Histopathological findings
Sex : Female Stage : Non-pregnancy Species : Rat
Test article IBMA
Dose 120
mg/kg
Organ Number of Animals 4
Findings Grade - 1+ 2+ 3+ 4+
Thymus <4>
4
Bone marrow, femur <4>
Submandibular lymph node <4>
4
Mesenteric lymph node <4>
4
1
—_
3
-F Peyer's patch <4>
4
Pituitary gland <4>
4
Thyroid <4>
4
Parathyroid <4>
4
Adrenal <4>
4
<> : Number of animals examined

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

Severe
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Study No. : SR22109

Table 16 - 20
Histopathological findings
Sex : Female Stage : Non-pregnancy Species : Rat
Test article IBMA
Dose 120
mg/kg
Organ Number of Animals 4
Findings Grade - 1+ 2+ 3+ 4+
Eyeball <4>
Dysplasia, retina 2 2 0 0 O
Harderian gland <4>
4
Skeletal muscle <4>
4
Femur <4>
4
Mammary gland <4>
4
<> : Number of animals examined

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



Study No. : SR22109

Table 16 - 21
Histopathological findings
Sex : Female (satellite) Stage : Day 29 Species : Rat
Test article IBMA IBMA
Dose 0 120
mg/kg mg/kg
Organ Number of Animals 5 5
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Lung <5> <5>
5 5
Bronchus <5> <5>
5 5
Trachea <5> <5>
5 5
Submandibular gland <5> <5>
5 5
1
—_
N
?“ Esophagus <5> <5>
5 5
Stomach <5> <5>
5 5
Duodenum <5> <5>
5 5
Jejunum <5> <5>
5 5
lleum <5> <5>
5 5
<>: Number of animals examined

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



Study No. : SR22109

Table 16 - 22
Histopathological findings
Sex : Female (satellite) Stage : Day 29 Species : Rat
Test article IBMA IBMA
Dose 0 120
mg/kg mg/kg
Organ Number of Animals 5 5
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Cecum <5> <5>
5 5
Colon <5> <5>
5 5
Rectum <5> <5>
5 5
Pancreas <5> <5>
5 5
1
—_
-3
.\] Liver <5> <5>
5 5
Heart <5> <5>
5 5
Kidney <5> <5>
5 5
Urinary bladder <5> <5>
5 5
Ovary <5> <5>
5 5
<>: Number of animals examined

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



Study No. : SR22109

Table 16 - 23
Histopathological findings
Sex : Female (satellite) Stage : Day 29 Species : Rat
Test article IBMA IBMA
Dose 0 120
mg/kg mg/kg
Organ Number of Animals 5 5
Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Uterine horn <5> <5>
5 5
Uterine cervix <5> <5>
5 5
Vagina <5> <5>
5 5
Cerebrum <5> <5>
5 5
1
—_
|
?o Cerebellum <5> <5>
5 5
Pons <5> <5>
5 5
Spinal cord <5> <5>
5 5
Sciatic nerve <5> <5>
5 5
Spleen <5> <5>
5 5
<>: Number of animals examined

- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
Not significantly different from IBMA 0 mg/kg
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Study No. : SR22109

Table 16 - 24
Histopathological findings
Sex : Female (satellite) Stage : Day 29 Species : Rat

Test article IBMA IBMA
Dose 0 120

mg/kg mg/kg
Organ Number of Animals 5 5

Findings Grade - 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Thymus <5> <5>
5 5
Bone marrow, femur <5> <5>
5
Submandibular lymph node <5> <5>
5 5
Mesenteric lymph node <5> <5>
5 5
Peyer's patch <5> <5>
5 5
Pituitary gland <5> <5>
Remnant, craniopharyngeal duct 4 1 0 0 O 5 0 0 O
Thyroid <5> <5>
Remnant, ultimobranchial body 3 2 0 0 O 4 1 0 O
Parathyroid <5> <5>
5 5
Adrenal <5> <5>
5 5
<> : Number of animals examined

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



Study No. : SR22109

Table 16 - 25
Histopathological findings
Sex : Female (satellite) Stage : Day 29 Species : Rat
Test article IBMA IBMA
Dose 0 120
mg/kg mg/kg
Organ Number of Animals 5 5
Findings Grade 1+ 2+ 3+ 4+ - 1+ 2+ 3+ 4+
Eyeball <5> <5>
Dysplasia, retina 0O 0 0 O 4 1 0 0 O
Harderian gland <5> <5>
5
Skeletal muscle <5> <5>
5 5
Femur <5> <5>
5 5
1
—_
0
< Mammary gland <5> <5>
5
<>: Number of animals examined

- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
Not significantly different from IBMA 0 mg/kg
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Table 16 - 26 Study No. : SR22109
Histopathological findings
Sex : Male Stage : Recovery day 15 Species : Rat
Test article IBMA
Dose 120
mg/kg
Organ Number of Animals 2
Findings Grade - 1+ 2+ 3+ 4+
Lung <2>
2
Bronchus <2>
2
Trachea <2>
2
Submandibular gland <2>
2
Esophagus <2>
2
Stomach <2>
2
Duodenum <2>
2
Jejunum <2>
2
lleum <2>
2

<> : Number of animals examined
- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
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Table 16 - 27 Study No. : SR22109
Histopathological findings
Sex : Male Stage : Recovery day 15 Species : Rat
Test article IBMA
Dose 120
mg/kg
Organ Number of Animals 2
Findings Grade - 1+ 2+ 3+ 4+
Cecum <2>
2
Colon <2>
2
Rectum <2>
2
Pancreas <2>
2
Liver <2>
2
Heart <2>
Infiltration, inflammatory cell,
focal 171 0 0 O
Kidney <2>
2
Urinary bladder <2>
2
Testis <2>
2

<> : Number of animals examined
- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
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Table 16 - 28 Study No. : SR22109
Histopathological findings
Sex : Male Stage : Recovery day 15 Species : Rat
Test article IBMA
Dose 120
mg/kg
Organ Number of Animals 2
Findings Grade - 1+ 2+ 3+ 4+
Epididymis <2>
2
Prostate <2>
Inflammation, interstitium 11 0 0 O
Seminal vesicle <2>
2
Coagulating gland <2>
2
Cerebrum <2>
2
Cerebellum <2>
2
Pons <2>
2
Spinal cord <2>
2
Sciatic nerve <2>
2

<> : Number of animals examined
- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
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Table 16 - 29 Study No. : SR22109
Histopathological findings
Sex : Male Stage : Recovery day 15 Species : Rat
Test article IBMA
Dose 120
mg/kg
Organ Number of Animals 2
Findings Grade - 1+ 2+ 3+ 4+
Spleen <2>
2
Thymus <2>
2
Bone marrow, femur <2>
2
Submandibular lymph node <2>
2
Mesenteric lymph node <2>
2
Peyer's patch <2>
2
Pituitary gland <2>
2
Thyroid <2>
2
Parathyroid <2>
2

<> : Number of animals examined
- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
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Table 16 - 30 Study No. : SR22109
Histopathological findings
Sex : Male Stage : Recovery day 15 Species : Rat
Test article IBMA
Dose 120
mg/kg
Organ Number of Animals 2
Findings Grade - 1+ 2+ 3+ 4+
Adrenal <2>
2
Eyeball <2>
Atrophy, retina, diffuse 1.0 1 0 O
Harderian gland <2>
2
Skeletal muscle <2>
2
Femur <2>
2
Mammary gland <2>
2

<> : Number of animals examined
- : Not remarkable
1+ : Slight, 2+ : Mild, 3+ : Moderate, 4+ : Severe
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Table 17

Estrous cycles
Generation : FO

Study No. : SR22109

Species : Rat

/Before mating

Mean length of Number of Number of animals with acyclic or
Test article estrous cycle estrus irregular cycle
Dose (Days)

IBMA n 12 12 12
0 mg/kg (0)
Mean 4.00 35
S.D. 0.00 0.5
IBMA n 12 12 12
12 mg/kg (0)
Mean 4.00 3.6
S.D. 0.00 0.5
IBMA n 12 12 12
40 mg/kg (0)
Mean 4.13 3.3
S.D. 0.31 0.5
IBMA n 12 12 12
120 mg/kg (0)
Mean 4.00 35
S.D. 0.00 0.5

() : Values in brackets represent number of animals with acyclic or irregular cycle.
Not significantly different from IBMA 0 mg/kg



Table 18 - 1 Study No. : SR22109

Reproductive performance

- L81-

Generation : FO Sex : Male Species : Rat
1st mating 2nd mating Total
Test article Number of Day of Copulation Fertility Copulation Fertility Copulation Fertility
Dose pairs conceiving index (%) index (%) index (%) index (%) index (%) index (%)
IBMA n 12 12 (12/12) (12/12) (12/12) (12/12)
0 mg/kg Mean 29 100.0 100.0 100.0 100.0
S.D. 3.0
IBMA n 12 12 (12/12) (12/12) (12/12) (12/12)
12 mg/kg Mean 3.2 100.0 100.0 100.0 100.0
S.D. 3.3
IBMA n 12 12 (12/12) (12/12) (12/12) (12/12)
40 mg/kg Mean 23 100.0 100.0 100.0 100.0
S.D. 1.2
IBMA n 12 12 (12/12) (8/112) (12/12) (8/12)
120 mg/kg Mean 2.8 100.0 66.7 100.0 66.7
S.D. 1.7

Not significantly different from IBMA 0 mg/kg



Table 18 - 2 Study No. : SR22109

Reproductive performance

- 881 -

Generation : FO Sex : Female Species : Rat
1st mating 2nd mating Total
Test article Number of Day of Copulation Fertility Copulation Fertility Copulation Fertility
Dose pairs conceiving index (%) index (%) index (%) index (%) index (%) index (%)
IBMA n 12 12 (12/12) (12/12) (12/12) (12/12)
0 mg/kg Mean 29 100.0 100.0 100.0 100.0
S.D. 3.0
IBMA n 12 12 (12/12) (12/12) (12/12) (12/12)
12 mg/kg Mean 3.2 100.0 100.0 100.0 100.0
S.D. 3.3
IBMA n 12 12 (12/12) (12/12) (12/12) (12/12)
40 mg/kg Mean 23 100.0 100.0 100.0 100.0
S.D. 1.2
IBMA n 12 12 (12/12) (8/112) (12/12) (8/12)
120 mg/kg Mean 2.8 100.0 66.7 100.0 66.7
S.D. 1.7

Not significantly different from IBMA 0 mg/kg
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Table 19 -1 Study No. : SR22109

Delivery data
Generation : FO Species : Rat
Gestation Gestation Number of Delivery Number of Number of Sex ratio (%) Number of
Test article length index implan- index offspring live newborns live- delivered dead
Dose (day) (%) tation (%) M F Total borns pups newborns
IBMA n 12 12/12 12 12 12 12 12 12 104/185 104/186 12
0 mg/kg Mean 22.25 100.0 16.9 92.32 15.5 8.7 6.8 15.4 56.2 55.9 0.1
S.D. 0.45 1.9 12.50 2.2 1.7 2.7 22 0.3
IBMA n 12 12/12 12 12 12 12 12 12 86/172 86/172 12
12 mg/kg Mean 22.08 100.0 15.3 93.18 14.3 7.2 7.2 14.3 50.0 50.0 0.0
S.D. 0.29 1.7 8.42 2.3 2.6 3.5 23 0.0
IBMA n 12 12/12 12 12 12 12 12 12 95/183 98/189 12
40 mg/kg Mean 2242 100.0 16.7 94.43 15.8 7.9 7.3 15.3 51.9 51.9 0.5
S.D. 0.51 2.0 4.80 2.1 1.4 1.6 1.9 1.2
IBMA n 8 8/8 8 8 8 8 8 8 55/103 60/113 8
120 mg/kg Mean 22.63 100.0 15.3 93.00 14.1 6.9 6.0 12.9 53.4 53.1
S.D. 0.52 4.7 7.45 4.4 2.2 2.8 4.0

M : Male, F : Female
Not significantly different from IBMA 0 mg/kg
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Study No. : SR22109

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

IBMA IBMA IBMA IBMA

Test article

Dose 0 12 40 120

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

Number of dams 12 12 12 8

Number of offspring 185 172 183 103

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

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

Not significantly different from IBMA 0 mg/kg
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Table 20

Clinical signs of offspring

Study No. : SR22109

Generation : F1 Species : Rat
Test article Postnatal Day
Dose Clinical signs 0 1 2 3 4 10 11 12 13
IBMA Number of dams examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg Number of offspring 185 185 185 185 182 96 96 96 96 96 96 96 96 96
Number of dams with anomalous offspring 0 0 0 0 0 0 0 0 0 0 0 0 0 0
IBMA Number of dams examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12
12 mg/kg Number of offspring 172 172 172 172 171 96 96 96 96 96 96 96 96 96
Number of dams with anomalous offspring 0 0 0 0 0 0 0 0 0 0 0 0 0 0
IBMA Number of dams examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg Number of offspring 183 170 170 170 164 95 95 93 93 92 92 92 92 92
Number of dams with anomalous offspring 0 0 0 0 0 0 0 0 0 0 0 0 0 0
IBMA Number of dams examined 8 8 7 6 5 5 5 5 5 5 5 5 5 5
120 mg/kg Number of offspring 103 71 62 55 44 35 35 34 33 33 33 33 33 33
Number of dams with anomalous offspring 0 0 0 0 0 0 0 0 0 0 0 0 0 0




- 261 -

Table 21

Litter size and viability index of offspring
Generation : F1

Study No. : SR22109

Species : Rat

/Postnatal Day

0 0 4 4 4 13 13

Test article Viability Pre-culled Viability Post-culled Viability

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

IBMA Total 185 182 96 96

0 mg/kg n 12 12 12 12 12 12 12
Mean 99.48 98.58 100.00
S.D. 1.79 2.59 0.00

IBMA Total 172 171 96 96

12 mg/kg n 12 12 12 12 12 12 12
Mean 100.00 99.48 100.00
S.D. 0.00 1.79 0.00

IBMA Total 183 164 96 92

40 mg/kg n 12 12 12 12 12 12 12
Mean 97.19 89.77 95.83
S.D. 6.50 16.33 11.10

IBMA Total 103 44 37 33

120 mg/kg n 8 8 8 8 5 5 5
Mean 92.21 50.39 90.00
S.D. 11.05 45.65 16.30

ST *

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

ST : Steel test (two-side)
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Table 22 Study No. : SR22109
Litter data on body weight of offspring
Generation : F1 Unit: g Species : Rat
Test article /Postnatal Day
Dose 0 4 7 13
IBMA Male n 12 12 12 12
0 mg/kg Mean 6.919 10.513 18.603 36.894
S.D. 0.493 1.226 1.838 2.560
Female n 12 12 12 12
Mean 6.556 9.985 17.678 35.526
S.D. 0.448 1.244 1.784 2.011
IBMA Male n 12 12 12 12
12 mg/kg Mean 7.022 10.603 18.255 35.508
S.D. 0.590 1.554 2.590 3.731
Female n 12 12 12 12
Mean 6.600 9.878 17.388 34.201
S.D. 0.551 1.389 2.531 4.241
IBMA Male n 12 12 12 12
40 mg/kg Mean 6.569 9.684 16.666 33.018
S.D. 0.480 1.794 3.594 6.615
Female n 12 12 12 12
Mean 6.192 9.173 15.757 31.851
S.D. 0.380 1.490 3.261 5.456
ST *
IBMA Male n 8 5 5 5
120 mg/kg Mean 5.790 7.510 10.970 19.712
S.D. 0.611 2.133 4.124 7.670
DT #x* DT #x DT #x ST *x
Female n 8 5 5 5
Mean 5.394 7.144 10.742 19.446
S.D. 0.620 1.932 3.694 6.933
DT == DT == DT == ST #x

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

DT : Dunnett test (two-side), ST : Steel test (two-side)
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Table 23 Study No. : SR22109
Litter data on anogenital distance of offspring
Generation : F1 Unit : mm Species : Rat
Sex /Postnatal Day
Dose 4
Test article AGD AGDAJ/ BW
IBMA Male n 12 12
0 mg/kg Mean 5.7548 2.6328
S.D. 0.2749 0.0686
Female n 12 12
Mean 2.7897 1.2988
S.D. 0.1750 0.0426
IBMA Male n 12 12
12 mg/kg Mean 5.5627 2.5373
S.D. 0.4554 0.1037
Female n 12 12
Mean 2.7441 1.2821
S.D. 0.1967 0.0521
IBMA Male n 12 12
40 mg/kg Mean 5.4884 2.5847
S.D. 0.5393 0.1275
Female n 12 12
Mean 2.6594 1.2748
S.D. 0.2206 0.0594
IBMA Male n 5 5
120 mg/kg Mean 49842 2.5616
S.D. 0.6247 0.1464
DT ==
Female n 5 5
Mean 2.3062 1.2088
S.D. 0.2716 0.1109
DT #x* DT *

AGD : Anogenital Distance

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

DT : Dunnett test (two-side)



Table 24 Study No. : SR22109

Litter data on nipple retention of male offspring

Generation : F1 Unit : No. Species : Rat

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

S.D. 0.00
IBMA Male n 12
12 mg/kg Mean 0.00

S.D. 0.00
IBMA Male n 12
40 mg/kg Mean 0.00

S.D. 0.00
IBMA Male n 5
120 mg/kg Mean 0.00

S.D. 0.00

-S61 -

Not significantly different from IBMA 0 mg/kg



Table 25 Study No. : SR22109

Serum T4 concentration of offspring Stage : Postnatal day 13
Generation : F1 Species : Rat
T4
Test article ng/mL
Dose
IBMA n 12
0 mg/kg Mean 50.45
S.D. 5.54
IBMA n 12
12 mg/kg Mean 52.22
S.D. 7.91
IBMA n 12
40 mg/kg Mean 48.78
S.D. 8.36
IBMA n 5
120 mg/kg Mean 43.18
S.D. 10.43

- 961 -

Not significantly different from IBMA 0 mg/kg
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Study No. : SR22109

Table 26
Necropsy findings of offspring
Generation : F1 Species : Rat
Test article IBMA IBMA IBMA IBMA
Dose 0 12 40 120
Dose unit mg/kg mg/kg mg/kg mg/kg
Number of dams 12 12 12 8
Number of live offspring examined on postnatal Day 13 96 96 92 33
Finding absent 96 96 92 33
Number of dead offspring examined on postnatal Day 0-13 3 0 16 47
3 0 16 47

Finding absent
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Appendix 1 -1

Clinical signs

Period : Administration Day 1-14

Study No. : SR22109

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

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

Clinical signs

Period : Administration Day 15-29

Study No. : SR22109

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

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

Clinical signs
Sex : Male

Period : Administration Day 1-14

Dose :

Study No. : SR22109

Animal No.

Clinical signs

Day

Time

Species : Rat
8
1 2

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

Animal No.

Clinical signs

Day

Time

IBMA 12 mg/kg
1 2
1 2 1
10 11
1 2 1

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

1 : Before dosing, 2 : After dosing
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Appendix 1 - 4

Clinical signs

Period : Administration Day 15-29

Study No. : SR22109

Sex : Male Dose : IBMA 12 mg/kg Species : Rat
Day 15 16 17 18 19 20 21 22 23
Animal No. Clinical signs Time 1 2 1 1 1 1 1 1 1 2 1
10201 No abnormality - - - - - - - - - - N
10202 No abnormality - - - - - - - - - - N
10203 No abnormality - - - - - - - - - - N
10204 No abnormality - - - - - - - - - - N
10205 No abnormality - - - - - - - - - - N
10206 No abnormality - - - - - - - - - - N
10207 No abnormality - - - - - - - - - - N
10208 No abnormality - - - - - - - - - - N
10209 No abnormality - - - - - - - - - - N
10210 No abnormality - - - - - - - - - - N
10211 No abnormality - - - - - - - - - - N
10212 No abnormality - - - - - - - - - - N
Day 24 25 26 27 28 29
Animal No. Clinical signs Time 1 2 1 1 1 1 3
10201 No abnormality - - - - - - N
10202 No abnormality - - - - - - N
10203 No abnormality - - - - - - N
10204 No abnormality - - - - - - N
10205 No abnormality - - - - - - N
10206 No abnormality - - - - - - N
10207 No abnormality - - - - - - N
10208 No abnormality - - - - - - N
10209 No abnormality - - - - - - N
10210 No abnormality - - - - - - N
10211 No abnormality - - - - - - N
10212 No abnormality - - - - - - N

1 : Before dosing, 2 : After dosing, 3 : Necropsy day
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Appendix 1 -5

Clinical signs
Sex : Male

Period : Administration Day 1-14

Dose :

Study No. : SR22109

Animal No.

Clinical signs

Day

Time

Species : Rat
8
1 2

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

Animal No.

Clinical signs

Day

Time

IBMA 40 mg/kg
1 2
1 2 1
10 11
1 2 1

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

1 : Before dosing, 2 : After dosing
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Appendix 1 -6

Clinical signs

Period : Administration Day 15-29

Study No. : SR22109

Sex : Male Dose : IBMA 40 mg/kg Species : Rat
Day 15 16 17 18 19 20 21 22 23
Animal No. Clinical signs Time 1 2 1 1 1 1 1 1 1 2 1
10301 No abnormality - - - - - - - - - - N
10302 No abnormality - - - - - - - - - - N
10303 No abnormality - - - - - - - - - - N
10304 No abnormality - - - - - - - - - - N
10305 No abnormality - - - - - - - - - - N
10306 No abnormality - - - - - - - - - - N
10307 No abnormality - - - - - - - - - - N
10308 No abnormality - - - - - - - - - - N
10309 No abnormality - - - - - - - - - - N
10310 No abnormality - - - - - - - - - - N
10311 No abnormality - - - - - - - - - - N
10312 No abnormality - - - - - - - - - - N
Day 24 25 26 27 28 29
Animal No. Clinical signs Time 1 2 1 1 1 1 3
10301 No abnormality - - - - - - N
10302 No abnormality - - - - - - N
10303 No abnormality - - - - - - N
10304 No abnormality - - - - - - N
10305 No abnormality - - - - - - N
10306 No abnormality - - - - - - N
10307 No abnormality - - - - - - N
10308 No abnormality - - - - - - N
10309 No abnormality - - - - - - N
10310 No abnormality - - - - - - N
10311 No abnormality - - - - - - N
10312 No abnormality - - - - - - N

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

Clinical signs
Sex : Male

Period : Administration Day 1-14

Dose :

Study No. : SR22109

Animal No.

Clinical signs

Day

Time

Species : Rat
8
1 2

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

Animal No.

Clinical signs

Day

Time

IBMA 120 mg/kg
1 2
1 2 1
10 11
1 2 1

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

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

Clinical signs

Period : Administration Day 15-29

Study No. : SR22109

Sex : Male Dose : IBMA 120 mg/kg Species : Rat
Day 15 16 17 18 19 20 21 22 23
Animal No. Clinical signs Time 1 2 1 1 1 1 1 1 1 2 1
10401 No abnormality - - - - - - - - - - N
10402 No abnormality - - - - - - - - - - N
10403 No abnormality - - - - - - - - - - N
10404 No abnormality - - - - - - - - - R -
10405 No abnormality - - - - - - - - - - N
10406 No abnormality - - - - - - - - - - N
10407 No abnormality - - - - - - - - - - N
10408 No abnormality - - - - - - - - - - N
10409 No abnormality - - - - - - - - - - N
10410 No abnormality - - - - - - - - - R -
10411 No abnormality - - - - - - - - - R -
10412 No abnormality - - - - - - - - - R -
Day 24 25 26 27 28 29
Animal No. Clinical signs Time 1 2 1 1 1 1 3
10401 No abnormality - - - - - - N
10402 No abnormality - - - - - N
10403 No abnormality - - - - - - N
10404 No abnormality - - - - - - N
10405 No abnormality - - - - - N
10406 No abnormality - - - - - - N
10407 No abnormality - - - - - - N
10408 No abnormality - - - - - N
10409 No abnormality - - - - - - N
10410 No abnormality - - - - - N
10411 No abnormality - - - - - - N
10412 No abnormality - - - - - N

1 : Before dosing, 2 : After dosing, 3 : Necropsy day
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Appendix 1-9

Clinical signs
Sex : Female

Period : Administration Day 1-25

Dose :

Study No. : SR22109

Animal No.

Clinical signs

Day

Time

50151

No abnormality

50152

No abnormality

50153

No abnormality

50154

No abnormality

50155

No abnormality

50156

No abnormality

50157

No abnormality

50158

No abnormality

50159

No abnormality

50160

No abnormality

50161

No abnormality

50162

No abnormality

Animal No.

Clinical signs

Day

Time

Species : Rat
8
1 2
17
1 2

50151

No abnormality

50152

No abnormality

50153

No abnormality

50154

No abnormality

50155

No abnormality

50156

No abnormality

50157

No abnormality

50158

No abnormality

50159

No abnormality

50160

No abnormality

50161

No abnormality

50162

No abnormality

Animal No.

Clinical signs

Day

24

25

Time

IBMA 0 mg/kg
1 2
1 2 1
10 11
1 2 1
19 20
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

50160

No abnormality

50161

No abnormality

50162

No abnormality

1 : Before dosing, 2 : After dosing
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Appendix 1 - 10

Clinical signs
Sex : Female

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

Study No. : SR22109

Animal No.

Clinical signs

Day 0 1

Time 1 2 1 2

50151

No abnormality

50152

No abnormality

50153

No abnormality

50154

No abnormality

50155

No abnormality

50156

No abnormality

50157

No abnormality

50158

No abnormality

50159

No abnormality

50160

No abnormality

50161

No abnormality

50162

No abnormality

Animal No.

Clinical signs

Day 9 10

Time 1 2 1 2

Species : Rat
7
1 2
16
1 2

50151

No abnormality

50152

No abnormality

50153

No abnormality

50154

No abnormality

50155

No abnormality

50156

No abnormality

50157

No abnormality

50158

No abnormality

50159

No abnormality

50160

No abnormality

50161

No abnormality

50162

No abnormality

Animal No.

Clinical signs

Day 18 19

Time 1 2 1 2

50151

No abnormality

50152

No abnormality

50153

No abnormality

50154

No abnormality

50155

No abnormality

50156

No abnormality

50157

No abnormality

50158

No abnormality

50159

No abnormality

50160

No abnormality

50161

No abnormality

50162

No abnormality

1 : Before dosing, 2 : After dosing
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Appendix 1 - 11

Clinical signs

Period : Lactation Day 0-14

Study No. : SR22109

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

1 : Before dosing, 2 : After dosing, 3 : Necropsy day
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Appendix 1 - 12

Clinical signs
Sex : Female

Period : Administration Day 1-26

Dose :

Study No. : SR22109

Animal No.

Clinical signs

Day

Time

50251

No abnormality

50252

No abnormality

50253

No abnormality

50254

No abnormality

50255

No abnormality

50256

No abnormality

50257

No abnormality

50258

No abnormality

50259

No abnormality

50260

No abnormality

50261

No abnormality

50262

No abnormality

Animal No.

Clinical signs

Day

Time

50251

No abnormality

50252

No abnormality

50253

No abnormality

50254

No abnormality

50255

No abnormality

50256

No abnormality

50257

No abnormality

50258

No abnormality

50259

No abnormality

50260

No abnormality

50261

No abnormality

50262

No abnormality

Animal No.

Clinical signs

Day

24

25

Time

IBMA 12 mg/kg
1 2
1 2 1
10 11
1 2 1
19 20
1 2 1

Species : Rat
8
1 2
17
1 2
26
1 2

50251

No abnormality

50252

No abnormality

50253

No abnormality

50254

No abnormality

50255

No abnormality

50256

No abnormality

50257

No abnormality

50258

No abnormality

50259

No abnormality

50260

No abnormality

50261

No abnormality

50262

No abnormality

1 : Before dosing, 2 : After dosing
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Appendix 1 - 13

Clinical signs
Sex : Female

Period : Gestation Day 0-22
Dose : IBMA 12 mg/kg

Study No. : SR22109

Animal No.

Clinical signs

Day 0 1

Time 1 2 1 2

50251

No abnormality

50252

No abnormality

50253

No abnormality

50254

No abnormality

50255

No abnormality

50256

No abnormality

50257

No abnormality

50258

No abnormality

50259

No abnormality

50260

No abnormality

50261

No abnormality

50262

No abnormality

Animal No.

Clinical signs

Day 9 10

Time 1 2 1 2

Species : Rat
7
1 2
16
1 2

50251

No abnormality

50252

No abnormality

50253

No abnormality

50254

No abnormality

50255

No abnormality

50256

No abnormality

50257

No abnormality

50258

No abnormality

50259

No abnormality

50260

No abnormality

50261

No abnormality

50262

No abnormality

Animal No.

Clinical signs

Day 18 19

Time 1 2 1 2

50251

No abnormality

50252

No abnormality

50253

No abnormality

50254

No abnormality

50255

No abnormality

50256

No abnormality

50257

No abnormality

50258

No abnormality

50259

No abnormality

50260

No abnormality

50261

No abnormality

50262

No abnormality

1 : Before dosing, 2 : After dosing
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Appendix 1 - 14

Clinical signs
Sex : Female

Period : Lactation Day 0-14

Dose :

IBMA 12 mg/kg

Study No. : SR22109

Animal No.

Clinical signs

Day

Time

Species : Rat
7
1 2

50251

No abnormality

50252

No abnormality

50253

No abnormality

50254

No abnormality

50255

No abnormality

50256

No abnormality

50257

No abnormality

50258

No abnormality

50259

No abnormality

50260

No abnormality

50261

No abnormality

50262

No abnormality

Animal No.

Clinical signs

Day

Time

0 1
1 2 1
9 10
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

1 : Before dosing, 2 : After dosing, 3 : Necropsy day
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Appendix 1 - 15

Clinical signs
Sex : Female

Period : Administration Day 1-17

Dose :

Study No. : SR22109

Animal No.

Clinical signs

Day

Time

50351

No abnormality

50352

No abnormality

50353

No abnormality

50354

No abnormality

50355

No abnormality

50356

No abnormality

50357

No abnormality

50358

No abnormality

50359

No abnormality

50360

No abnormality

50361

No abnormality

50362

No abnormality

Animal No.

Clinical signs

Day

Time

IBMA 40 mg/kg
1 2
1 2 1
10 11
1 2 1

Species : Rat
8
1 2
17
1 2

50351

No abnormality

50352

No abnormality

50353

No abnormality

50354

No abnormality

50355

No abnormality

50356

No abnormality

50357

No abnormality

50358

No abnormality

50359

No abnormality

50360

No abnormality

50361

No abnormality

50362

No abnormality

1 : Before dosing, 2 : After dosing
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Appendix 1 - 16

Clinical signs
Sex : Female

Period : Gestation Day 0-22
Dose : IBMA 40 mg/kg

Study No. : SR22109

Animal No.

Clinical signs

Day 0 1

Time 1 2 1 2

50351

No abnormality

50352

No abnormality

50353

No abnormality

50354

No abnormality

50355

No abnormality

50356

No abnormality

50357

No abnormality

50358

No abnormality

50359

No abnormality

50360

No abnormality

50361

No abnormality

50362

No abnormality

Animal No.

Clinical signs

Day 9 10

Time 1 2 1 2

Species : Rat
7
1 2
16
1 2

50351

No abnormality

50352

No abnormality

50353

No abnormality

50354

No abnormality

50355

No abnormality

50356

No abnormality

50357

No abnormality

50358

No abnormality

50359

No abnormality

50360

No abnormality

50361

No abnormality

50362

No abnormality

Animal No.

Clinical signs

Day 18 19

Time 1 2 1 2

50351

No abnormality

50352

No abnormality

50353

No abnormality

50354

No abnormality

50355

No abnormality

50356

No abnormality

50357

No abnormality

50358

No abnormality

50359

No abnormality

50360

No abnormality

50361

No abnormality

50362

No abnormality

1 : Before dosing, 2 : After dosing
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Appendix 1 - 17

Clinical signs
Sex : Female

Period : Lactation Day 0-14

Dose :

IBMA 40 mg/kg

Study No. : SR22109

Animal No.

Clinical signs

Day

Time

Species : Rat
7
1 2

50351

No abnormality

50352

No abnormality

50353

No abnormality

50354

No abnormality

50355

No abnormality

50356

No abnormality

50357

No abnormality

50358

No abnormality

50359

No abnormality

50360

No abnormality

50361

No abnormality

50362

No abnormality

Animal No.

Clinical signs

Day

Time

0 1
1 2 1
9 10
1 2 1

50351

No abnormality

50352

No abnormality

50353

No abnormality

50354

No abnormality

50355

No abnormality

50356

No abnormality

50357

No abnormality

50358

No abnormality

50359

No abnormality

50360

No abnormality

50361

No abnormality

50362

No abnormality

1 : Before dosing, 2 : After dosing, 3 : Necropsy day
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Appendix 1 - 18

Clinical signs
Sex : Female

Period : Administration Day 1-20

Dose :

Study No. : SR22109

Animal No.

Clinical signs

Day

Time

50451

No abnormality

50452

No abnormality

50453

No abnormality

50454

No abnormality

50455

No abnormality

50456

No abnormality

50457

No abnormality

50458

No abnormality

50459

No abnormality

50460

No abnormality

50461

No abnormality

50462

No abnormality

Animal No.

Clinical signs

Day

Time

Species : Rat
8
1 2
17
1 2

50451

No abnormality

50452

No abnormality

50453

No abnormality

50454

No abnormality

50455

No abnormality

50456

No abnormality

50457

No abnormality

50458

No abnormality

50459

No abnormality

50460

No abnormality

50461

No abnormality

50462

No abnormality

Animal No.

Clinical signs

Day

Time

IBMA 120 mg/kg
1 2
1 2 1
10 11
1 2 1
19 20
1 2 1

50451

No abnormality

50452

No abnormality

50453

No abnormality

50454

No abnormality

50455

No abnormality

50456

No abnormality

50457

No abnormality

50458

No abnormality

50459

No abnormality

50460

No abnormality

50461

No abnormality

50462

No abnormality

1 : Before dosing, 2 : After dosing
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Appendix 1 - 19 Study No. : SR22109

Clinical signs Period : Gestation Day 0-26
Sex : Female Dose : IBMA 120 mg/kg Species : Rat
Day 0 1 2 3 4 5 6 7 8
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50451 No abnormality - - - - - - - - - - - - - - R - N B
50452 No abnormality - $ -%-8%-8%-9%6-9%-8%-8%-9%-8%-8%-8%-9%-8%-8%-3%-9% -8
50453 No abnormality - - - - - - - - - - - - - - - - - R
50454 No abnormality - - - - - - - - - - - - - - - - - R
50455 No abnormality - - - - - - - - - - - - - - - - - R
50456 No abnormality - $ -%-8%-8%-9%6-9%-8%-8%-9%-8%-8%-98%-9%-8%-8%-93%-9% -8
50457 No abnormality - $ -%-8%-8%-9%6-9%-8%-8%-9%-8%-8%-98%-9%-8%-8%-93%-9% -8
50458 No abnormality - $ -%-8%-8%-9%6-9%-8%-8%-9%-8%-8%-98%-9%-8%-8%-93%-9% -8
50459 No abnormality - - - - - - - - - - - - - - - - - R
50460 No abnormality - - - - - - - - - - - - - - - - - R
50461 No abnormality - - - - - - - - - - - - - - R - N B
50462 No abnormality - - - - - - - - - - - - - - - - - R
Day 9 10 11 12 13 14 15 16 17
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50451 No abnormality - - - - - - - - - - - - - - R - R B
50452 No abnormality - $ -%-8%-8%-9%-8%-8%-8%-9%-8%-8%-8%-9%-8%-8%-3%-9% -8
50453 No abnormality - - - - - - - - - - - - - - - - - R
50454 No abnormality - - - - - - - - - - - - - - - - - R
50455 No abnormality - - - - - - - - - - - - - - - - - R
50456 No abnormality - $ -%-8%-8%-9%6-9%-8%-8%-9%-8%-8%-8%-9%-8%-8%-3%-9% -8
50457 No abnormality - $ -%-8%-8%-9%6-9%-8%-8%-9%-8%-8%-8%-9%-8%-8%-3%-9% -8
50458 No abnormality - $ -%-8%-8%-9%6-9%-8%-8%-9%-8%-8%-8%-9%-8%-9%-3%-9% -8
50459 No abnormality - - - - - - - - - - - - - - - - - R
50460 No abnormality - - - - - - - - - - - - - - - - - R
50461 No abnormality - - - - - - - - - - - - - - R - N B
50462 No abnormality - - - - - - - - - - - - - - - - N R
Day 18 19 20 21 22 23 24 25 26
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 3
50451 No abnormality - - - - - - - -
50452 No abnormality - $ -%-8%-8%-9%-8%-8%-9%-9%-8%-8%-9%-9%-8%-9%-3 -5
50453 No abnormality - - - - - - - - - -
50454 No abnormality - - - - - - - - - R
50455 No abnormality - - - - - - - - - -
50456 No abnormality - $ -%-8%-8%-9%-8%-8%-9%-9%-8%-8%-9%-9%-8%-9%-3 -5
50457 No abnormality - $ -%-8%-8%-9%-8%-8%-9%-9%-8%-8%-9%-9%-8%-8%-3 -5
50458 No abnormality - $ -%-8%-8%-9%-8%-8%-9%-9%-8%-8%-9%-9%-8%-9%-3 -5
50459 No abnormality - - - - - - - -
50460 No abnormality - - - - - - - - - -
50461 No abnormality - - - - - - - -
50462 No abnormality - - - - - - - - - -

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

Clinical signs

Period : Lactation Day 0-14

Study No. : SR22109

Sex : Female Dose : IBMA 120 mg/kg Species : Rat
Day O 1 2 3 4 5 7 8
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 1 2 1 2
50451 Abnormal gait - - - - - - - - - - N R - R
50453 Abnormal gait - - - - - - - - - - - N R N
50454 Abnormal gait - - - - - - - - + + + + + + +
50455 Abnormal gait - - +
Tremor - - +
Bradypnea - - +
Soil of perigenital fur - - +
Pale skin - - +
50459 Abnormal gait - - - - - - - - - - - N R N R
50460 No abnormality - - - - - - - - - - - - R N R
50461 Abnormal gait - - - - - - - - - - - R B N B
50462 Abnormal gait - - - - - - - - - - - N R N R
Day 9 10 11 12 13 14
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 3
50451 Abnormal gait - + + + + + + + + + +
50453 Abnormal gait - - - - - - - - + + +
50454 Abnormal gait + + + + + + + + + + +
50455 Abnormal gait
Tremor
Bradypnea
Soil of perigenital fur
Pale skin
50459 Abnormal gait - - - - - + + + + + +
50460 No abnormality - - - - - - - - - - -
50461 Abnormal gait - - - - - - - _ + + +
50462 Abnormal gait - - - + + + + + + + +

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

Animal No. 50455 : Euthanized due to a moribund condition on lactation day 1

... : Blank
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Appendix 1 - 21 Study No. : SR22109

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

1 : Before dosing, 2 : After dosing



Appendix 1 - 22 Study No. : SR22109
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Clinical signs Period : Administration Day 15-29
Sex : Female (satellite) Dose : IBMA 0 mg/kg Species : Rat
Day 15 16 17 18 19 20 21 22 23
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50551 No abnormality - - - - - - - - - - - - - - R - N B
50552 No abnormality - - - - - - - - - - - - - - - - N R
50553 No abnormality - - - - - - - - - - - - - - - - N R
50554 No abnormality - - - - - - - - - - - - - - - - N R
50555 No abnormality - - - - - - - - - - - - - - - - N R
50556 No abnormality - - - - - - - - - - - - R - R - N B
50557 No abnormality - - - - - - - - - - - - - - - - N R
50558 No abnormality - - - - - - - - - - - - - - - - N R
50559 No abnormality - - - - - - - - - - - - - - - - N R
50560 No abnormality - - - - - - - - - - - - - - - - N R
Day 24 25 26 27 28 29
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 3
50551 No abnormality - - - - - - - - - - R
50552 No abnormality - - - - - - - - - - -
50553 No abnormality - - - - - - - - - - -
50554 No abnormality - - - - - - - - - - -
50555 No abnormality - - - - - - - - - - -
50556 No abnormality - - - - - - - - - -
50557 No abnormality - - - - - - - - - -
50558 No abnormality - - - - - - - - - -
50559 No abnormality - - - - - - - - - -
50560 No abnormality - - - - - - - - - -

1 : Before dosing, 2 : After dosing, 3 : Necropsy day
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Appendix 1 - 23 Study No. : SR22109

Clinical signs Period : Administration Day 1-14
Sex : Female (satellite) Dose : IBMA 120 mg/kg Species : Rat
Day 1 2 3 4 5 6 7 8 9
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50651 No abnormality - - - - - - - - - - - - - - R - N B
50652 No abnormality - - - - - - - - - - - - - - - - N R
50653 No abnormality - - - - - - - - - - - - - - - - N R
50654 No abnormality - - - - - - - - - - - - - - - - N R
50655 No abnormality - - - - - - - - - - - - - - - - N R
50656 No abnormality - - - - - - - - - - - - R - R - N B
50657 No abnormality - - - - - - - - - - - - - - - - N R
50658 No abnormality - - - - - - - - - - - - - - - - N R
50659 No abnormality - - - - - - - - - - - - - - - - N R
50660 No abnormality - - - - - - - - - - - - - - - - N R
Day 10 11 12 13 14
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2
50651 No abnormality - - - - - - - - - -
50652 No abnormality - - - - - - - - - -
50653 No abnormality - - - - - - - - - -
50654 No abnormality - - - - - - - - - -
50655 No abnormality - - - - - - - - - -
50656 No abnormality - - - - - - - - - -
50657 No abnormality - - - - - - - - - -
50658 No abnormality - - - - - - - - - -
50659 No abnormality - - - - - - - - - -
50660 No abnormality - - - - - - - - - -

1 : Before dosing, 2 : After dosing



Appendix 1 - 24 Study No. : SR22109

- 1¢C -

Clinical signs Period : Administration Day 15-29
Sex : Female (satellite) Dose : IBMA 120 mg/kg Species : Rat
Day 15 16 17 18 19 20 21 22 23
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2 1 2
50651 No abnormality - - - - - - - - - - - - - - R - N B
50652 No abnormality - - - - - - - - - - - - - - - - N R
50653 No abnormality - - - - - - - - - - - - - - - - N R
50654 No abnormality - - - - - - - - - - - - - - - - N R
50655 No abnormality - - - - - - - - - - - - - - - - N R
50656 No abnormality - - - - - - - - - - - - R - R - N B
50657 No abnormality - - - - - - - - - - - - - - - - N R
50658 No abnormality - - - - - - - - - - - - - - - - N R
50659 No abnormality - - - - - - - - - - - - - - - - N R
50660 No abnormality - - - - - - - - - - - - - - - - N R
Day 24 25 26 27 28 29
Animal No. Clinical signs Time 1 2 1 2 1 2 1 2 1 2 3
50651 No abnormality - - - - - - - - - - R
50652 No abnormality - - - - - - - - - - -
50653 No abnormality - - - - - - - - - - -
50654 No abnormality - - - - - - - - - - -
50655 No abnormality - - - - - - - - - - -
50656 No abnormality - - - - - - - - - -
50657 No abnormality - - - - - - - - - -
50658 No abnormality - - - - - - - - - -
50659 No abnormality - - - - - - - - - -
50660 No abnormality - - - - - - - - - -

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

Clinical signs

Period : Recovery Day 1-15

Study No. : SR22109

Sex : Male Dose : IBMA 0 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
10103 No abnormality - - - - - - - - R
10106 No abnormality - - - - - - - - R
10109 No abnormality - - - - - - - - R
10110 No abnormality - - - - - - - - R
10111 No abnormality - - - - - - - - R
Day 10 11 12 13 14 15
Animal No. Clinical signs Time 1 2 1 1 1 1 3
10103 No abnormality - - - - - - N
10106 No abnormality - - - - - - N
10109 No abnormality - - - - - - N
10110 No abnormality - - - - - - N
10111 No abnormality - - - N

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

Study No. : SR22109

Clinical signs Period : Recovery Day 1-15
Sex : Male Dose : IBMA 120 mg/kg Species : Rat
Day 1 2 3 4 5 6 8 9
Animal No. Clinical signs Time 1 2 1 2 1 1 1 1 1 2 1 2
10402 No abnormality - - - - - - - - - R - N
10405 No abnormality - - - - - - - - - R - N
10408 No abnormality - - - - - - - - - R - N
10410 No abnormality - - - - - - - - - R - R
10412 No abnormality - - - - - - - - - R - R
Day 10 11 12 13 14 15
Animal No. Clinical signs Time 1 2 1 2 1 1 1 3
10402 No abnormality - - - - - - - N
10405 No abnormality - - - - - - - N
10408 No abnormality - - - - - - - N
10410 No abnormality - - - - - N - N
10412 No abnormality - - - - - N - N

1:AM, 2 : PM, 3 : Necropsy day



L%

Appendix 1 - 27 Study No. : SR22109

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

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

Study No. : SR22109

Clinical signs Period : Recovery Day 1-15
Sex : Female (satellite) Dose : IBMA 120 mg/kg Species : Rat
Day 1 2 3 4 5 6 8 9
Animal No. Clinical signs Time 1 2 1 2 1 1 1 1 1 2 1 2
50656 No abnormality - - - - - - - - - - R -
50657 No abnormality - - - - - - - - - - - -
50658 No abnormality - - - - - - - - - - - -
50659 No abnormality - - - - - - - - - - - -
50660 No abnormality - - - - - - - - - - - -
Day 10 11 12 13 14 15
Animal No. Clinical signs Time 1 2 1 2 1 1 1 3
50656 No abnormality - - - - - - - N
50657 No abnormality - - - - - - - -
50658 No abnormality - - - - - - - -
50659 No abnormality - - - - - - - -
50660 No abnormality - - - - - - -

1:AM, 2 : PM, 3 : Necropsy day
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Appendix 2 - 1 Study No. : SR22109

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

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

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

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER

._\
-
-
e
-
-

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 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Pre
Sex : Male Dose : IBMA 12 mg/kg Species : Rat

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

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

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER

._\
-
-
e
-
-

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 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Pre
Sex : Male Dose : IBMA 40 mg/kg Species : Rat

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

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

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER

._\
-
-
e
-
-

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 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Pre
Sex : Male Dose : IBMA 120 mg/kg Species : Rat

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

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

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER

._\
-
-
e
-
-

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 - 5 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Male Dose : IBMA 0 mg/kg Species : Rat

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

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

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER

._\
-
-
e
-
-

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 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Male Dose : IBMA 12 mg/kg Species : Rat

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

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

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER

._\
-
-
e
-
-

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 - 7 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Male Dose : IBMA 40 mg/kg Species : Rat

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

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

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER

._\
-
-
e
-
-

n

4 Y%

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 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Male Dose : IBMA 120 mg/kg Species : Rat

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

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

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER

._\
-
-
e
-
-

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 - 9 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Male Dose : IBMA 0 mg/kg Species : Rat

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

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

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER

._\
-
-
e
-
-

n

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) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 10 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Male Dose : IBMA 12 mg/kg Species : Rat

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

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

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER

._\
-
-
e
-
-

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 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Male Dose : IBMA 40 mg/kg Species : Rat

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

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

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER

._\
-
-
e
-
-

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 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Male Dose : IBMA 120 mg/kg Species : Rat

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

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

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER

._\
-
-
e
-
-

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 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Male Dose : IBMA 0 mg/kg Species : Rat

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

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

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER

._\
-
-
e
-
-

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 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Male Dose : IBMA 12 mg/kg Species : Rat

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

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

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER

._\
-
-
e
-
-

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 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Male Dose : IBMA 40 mg/kg Species : Rat

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

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

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER

._\
-
-
e
-
-

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 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Male Dose : IBMA 120 mg/kg Species : Rat

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

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

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER

._\
-
-
e
-
-

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 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Male Dose : IBMA 0 mg/kg Species : Rat

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

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

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER

._\
-
-
e
-
-

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 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Male Dose : IBMA 12 mg/kg Species : Rat

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

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

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER

._\
-
-
e
-
-

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 - 19 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Male Dose : IBMA 40 mg/kg Species : Rat

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

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

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER

._\
-
-
e
-
-

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 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Male Dose : IBMA 120 mg/kg Species : Rat

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

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

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER

._\
-
-
e
-
-

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 Study No. : SR22109

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

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

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER

._\
-
-
e
-
-

n

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

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

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

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 22 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Pre
Sex : Female Dose : IBMA 12 mg/kg Species : Rat

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

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER

._\
-
-
e
-
-

n

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

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

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

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 23 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Pre
Sex : Female Dose : IBMA 40 mg/kg Species : Rat

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

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER

._\
-
-
e
-
-

n

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

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

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

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 24 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Pre
Sex : Female Dose : IBMA 120 mg/kg Species : Rat

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

50451
50452
50453
50454
50455
50456
50457
50458
50459
50460
50461
50462

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER

._\
-
-
e
-
-

n

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

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

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

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 25 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Female Dose : IBMA 0 mg/kg Species : Rat

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

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER

._\
-
-
e
-
-

n

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

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

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

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 26 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Female Dose : IBMA 12 mg/kg Species : Rat

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

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER

._\
-
-
e
-
-

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 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Female Dose : IBMA 40 mg/kg Species : Rat

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

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER

._\
-
-
e
-
-

n

- ¢ST-

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

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

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

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 28 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Female Dose : IBMA 120 mg/kg Species : Rat

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

50451
50452
50453
50454
50455
50456
50457
50458
50459
50460
50461
50462

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER

._\
-
-
e
-
-

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 - 29 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Female Dose : IBMA 0 mg/kg Species : Rat

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

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER

._\
-
-
e
-
-

n

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) 0;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 30 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Female Dose : IBMA 12 mg/kg Species : Rat

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

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER

._\
-
-
e
-
-

n

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

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

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

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 31 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Female Dose : IBMA 40 mg/kg Species : Rat

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

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER

._\
-
-
e
-
-

n

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

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

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

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 32 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Female Dose : IBMA 120 mg/kg Species : Rat

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

50451
50452
50453
50454
50455
50456
50457
50458
50459
50460
50461
50462

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER

._\
-
-
e
-
-

n

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

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

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

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 33 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Female Dose : IBMA 0 mg/kg Species : Rat

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

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER

._\
-
-
e
-
-

n

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

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

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

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 34 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Female Dose : IBMA 12 mg/kg Species : Rat

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

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER

._\
-
-
e
-
-

n

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

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

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

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 35 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Female Dose : IBMA 40 mg/kg Species : Rat

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

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER
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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) 0;Not present, 1;Sometimes, 2;Frequently.

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 36 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Female Dose : IBMA 120 mg/kg Species : Rat

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

50451
50452
50453
50454
50455
50456
50457
50458
50459
50460
50461
50462

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER
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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) 0;Not present, 1;Sometimes, 2;Frequently.

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 37 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Female Dose : IBMA 0 mg/kg Species : Rat

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

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER
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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) 0;Not present, 1;Sometimes, 2;Frequently.

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 38 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Female Dose : IBMA 12 mg/kg Species : Rat

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

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER
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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) 0;Not present, 1;Sometimes, 2;Frequently.

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 39 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Female Dose : IBMA 40 mg/kg Species : Rat

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

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
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NRRPRRRPRRRPRRRPRRRER
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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) 0;Not present, 1;Sometimes, 2;Frequently.

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 40 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Female Dose : IBMA 120 mg/kg Species : Rat

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

50451
50452
50453
50454
50455
50456
50457
50458
50459
50460
50461
50462

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER

._\
-
-
e
-
-

n

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

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

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

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 41 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 35
Sex : Female Dose : IBMA 0 mg/kg Species : Rat

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

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER
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-
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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) 0;Not present, 1;Sometimes, 2;Frequently.

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 42 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 35
Sex : Female Dose : IBMA 12 mg/kg Species : Rat

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

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER
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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) 0;Not present, 1;Sometimes, 2;Frequently.

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 43 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 35
Sex : Female Dose : IBMA 40 mg/kg Species : Rat

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

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362

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

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

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

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 44 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 35
Sex : Female Dose : IBMA 120 mg/kg Species : Rat

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

50451
50452
50453
50454
50455
50456
50457
50458
50459
50460
50461
50462

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

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

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

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 45 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 42
Sex : Female Dose : IBMA 0 mg/kg Species : Rat

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

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER
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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) 0;Not present, 1;Sometimes, 2;Frequently.

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 46 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 42
Sex : Female Dose : IBMA 12 mg/kg Species : Rat

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

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262

NRPRPRPRPRRPRPRRPRPRPRRPPRPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NOOOOOOOOOOOO
NOOOOOOOOOOOO
NRRPRRRPRRRPRRRPRRRER
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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) 0;Not present, 1;Sometimes, 2;Frequently.

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 47 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 42
Sex : Female Dose : IBMA 40 mg/kg Species : Rat

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

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362

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

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

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

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 48 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 42
Sex : Female Dose : IBMA 120 mg/kg Species : Rat

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

50451
50453
50454
50456
50457
50458
50459
50460
50461
50462
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Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

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

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

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 49 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 49
Sex : Female Dose : IBMA 0 mg/kg Species : Rat

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

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162
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Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

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

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

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.



-GLC-

Appendix 2 - 50 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 49
Sex : Female Dose : IBMA 12 mg/kg Species : Rat

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

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262
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NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
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NRRPRRRPRRRPRRRPRRRER
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Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

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

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

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 51 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 49
Sex : Female Dose : IBMA 40 mg/kg Species : Rat

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

50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362

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

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

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

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 52 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 49
Sex : Female Dose : IBMA 120 mg/kg Species : Rat
Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.
50451 1 1 1 0 0 1
50453 1 1 1 0 0 1
50454 1 1 1 0 0 1
50459 1 1 1 0 0 1
50460 1 1 1 0 0 1
50461 1 1 1 0 0 1
50462 1 1 1 0 0 1
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.
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Appendix 2 - 53 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Pre
Sex : Female (satellite) Dose : IBMA 0 mg/kg Species : Rat

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

50551
50552
50553
50554
50555
50556
50557
50558
50559
50560
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Body position/Posture) 1;Normal (sitting, etc.), 2;Sleeping, 3;Crouching, 4;Prone, lateral, 5;Standing, jumping, 6;Cataleptic.

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

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

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 54 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Pre
Sex : Female (satellite) Dose : IBMA 120 mg/kg Species : Rat

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

50651
50652
50653
50654
50655
50656
50657
50658
50659
50660
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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) 0;Not present, 1;Sometimes, 2;Frequently.

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 55 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Female (satellite) Dose : IBMA 0 mg/kg Species : Rat
Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling

Animal No.
50551
50552
50553
50554
50555
50556
50557
50558
50559
50560

n

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

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

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

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 56 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 7
Sex : Female (satellite) Dose : IBMA 120 mg/kg Species : Rat
Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling

Animal No.
50651
50652
50653
50654
50655
50656
50657
50658
50659
50660

n

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

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

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

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 57 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Female (satellite) Dose : IBMA 0 mg/kg Species : Rat
Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling

Animal No.
50551
50552
50553
50554
50555
50556
50557
50558
50559
50560

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

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

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

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 58 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 14
Sex : Female (satellite) Dose : IBMA 120 mg/kg Species : Rat
Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling

Animal No.
50651
50652
50653
50654
50655
50656
50657
50658
50659
50660

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

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

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

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 59 Study No. : SR22109

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

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

50551
50552
50553
50554
50555
50556
50557
50558
50559
50560

=) GG
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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) 0;Not present, 1;Sometimes, 2;Frequently.

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 60 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 21
Sex : Female (satellite) Dose : IBMA 120 mg/kg Species : Rat
Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling

Animal No.
50651
50652
50653
50654
50655
50656
50657
50658
50659
50660

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

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

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

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 61 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Female (satellite) Dose : IBMA 0 mg/kg Species : Rat
Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling

Animal No.
50551
50552
50553
50554
50555
50556
50557
50558
50559
50560

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

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

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

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 62 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Day 28
Sex : Female (satellite) Dose : IBMA 120 mg/kg Species : Rat
Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling

Animal No.
50651
50652
50653
50654
50655
50656
50657
50658
50659
50660

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

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

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

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.



- 88C-

Appendix 2 - 63 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Recovery Day 7
Sex : Male Dose : IBMA 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
10106 1 1 1 0 0 1
10109 1 1 1 0 0 1
10110 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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Appendix 2 - 64

Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Recovery Day 7
Sex : Male Dose : IBMA 120 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
10405 1 1 1 0 0 1
10408 1 1 1 0 0 1
10410 1 1 1 0 0 1
10412 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.



- 06C -

Appendix 2 - 65 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Recovery Day 14
Sex : Male Dose : IBMA 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
10106 1 1 1 0 0 1
10109 1 1 1 0 0 1
10110 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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Appendix 2 - 66 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Recovery Day 14
Sex : Male Dose : IBMA 120 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
10405 1 1 1 0 0 1
10408 1 1 1 0 0 1
10410 1 1 1 0 0 1
10412 1 1 1 0 0 1
n 5 5 5 5 5 5

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

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

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

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 67 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Recovery Day 7
Sex : Female (satellite) Dose : IBMA 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 - 68

Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Recovery Day 7
Sex : Female (satellite) Dose : IBMA 120 mg/kg Species : Rat
Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.
50656 1 1 1 0 0 1
50657 1 1 1 0 0 1
50658 1 1 1 0 0 1
50659 1 1 1 0 0 1
50660 1 1 1 0 0 1
n 5 5 5 5 5 5

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

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

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

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 69 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Recovery Day 14
Sex : Female (satellite) Dose : IBMA 0 mg/kg Species : Rat
Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.
50556 1 1 1 0 0 1
50557 1 1 1 0 0 1
50558 1 1 1 0 0 1
50559 1 1 1 0 0 1
50560 1 1 1 0 0 1
n 5 5 5 5 5 5

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

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

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

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.
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Appendix 2 - 70 Study No. : SR22109

Detailed clinical observation (in the cage) Stage : Recovery Day 14
Sex : Female (satellite) Dose : IBMA 120 mg/kg Species : Rat
Body position/ Respiratory Tremor/ Rolling Repetitive Self biting
Posture pattern Convulsion circling
Animal No.
50656 1 1 1 0 0 1
50657 1 1 1 0 0 1
50658 1 1 1 0 0 1
50659 1 1 1 0 0 1
50660 1 1 1 0 0 1
n 5 5 5 5 5 5

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

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

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

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

Bizarre behavior/Self biting) 1;Not present, 2;Present.



Appendix 3 - 1 Study No. : SR22109

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

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
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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 - 2 Study No. : SR22109

Detailed clinical observation (on the hand) Stage : Pre
Sex : Male Dose : IBMA 12 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

10201
10202
10203
10204
10205
10206
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

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

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

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

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

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

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

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

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. : SR22109

Detailed clinical observation (on the hand) Stage : Pre
Sex : Male Dose : IBMA 40 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

10301
10302
10303
10304
10305
10306
10307
10308
10309
10310
10311
10312
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

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

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

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

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

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

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

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

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. : SR22109

Detailed clinical observation (on the hand) Stage : Pre
Sex : Male Dose : IBMA 120 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

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

NRrRrRRRRRRRRERERPR
NRrFRrRrRRPRRPRPRPRRRRLRERLPR
NN RNONNONNOMNNOMNMNNNN
NRrRrRrRRRRRRRERERPR
NRrRPrRrRRRRRRERERPR
NRrFRrRrRRPRRPRPRRRRLRERPR
Noooooooooooo
NRrRrRrRRRRRRRERERPR

._\
-
-
e
-
-
-
-

n

- 66C -

Pupil size Lacrimation Salivation Secretions/
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

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

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

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

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

Mucous membranes) -1;Dark purplish appearance, cyanosis, 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. : SR22109

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

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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Pupil size Lacrimation Salivation Secretions/
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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. : SR22109

Detailed clinical observation (on the hand) Stage : Day 7
Sex : Male Dose : IBMA 12 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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10202
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

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

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

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

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

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

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

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

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. : SR22109

Detailed clinical observation (on the hand) Stage : Day 7
Sex : Male Dose : IBMA 40 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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Pupil size Lacrimation Salivation Secretions/
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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. : SR22109

Detailed clinical observation (on the hand) Stage : Day 7
Sex : Male Dose : IBMA 120 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
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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. : SR22109

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

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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Pupil size Lacrimation Salivation Secretions/
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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. : SR22109

Detailed clinical observation (on the hand) Stage : Day 14
Sex : Male Dose : IBMA 12 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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Pupil size Lacrimation Salivation Secretions/
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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. : SR22109

Detailed clinical observation (on the hand) Stage : Day 14
Sex : Male Dose : IBMA 40 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
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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. : SR22109

Detailed clinical observation (on the hand) Stage : Day 14
Sex : Male Dose : IBMA 120 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

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

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

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

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

Mucous membranes) -1;Dark purplish appearance, cyanosis, 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. : SR22109

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

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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Pupil size Lacrimation Salivation Secretions/
Excretions
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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. : SR22109

Detailed clinical observation (on the hand) Stage : Day 21
Sex : Male Dose : IBMA 12 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
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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. : SR22109

Detailed clinical observation (on the hand) Stage : Day 21
Sex : Male Dose : IBMA 40 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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10302
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

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

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

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

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

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

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

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

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. : SR22109

Detailed clinical observation (on the hand) Stage : Day 21
Sex : Male Dose : IBMA 120 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

10401
10402
10403
10404
10405
10406
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10408
10409
10410
10411
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Pupil size Lacrimation Salivation Secretions/
Excretions
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

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

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

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

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

Mucous membranes) -1;Dark purplish appearance, cyanosis, 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. : SR22109

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

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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Pupil size Lacrimation Salivation Secretions/
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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. : SR22109

Detailed clinical observation (on the hand) Stage : Day 28
Sex : Male Dose : IBMA 12 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

10201
10202
10203
10204
10205
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Pupil size Lacrimation Salivation Secretions/
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

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

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

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

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

Mucous membranes) -1;Dark purplish appearance, cyanosis, 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. : SR22109

Detailed clinical observation (on the hand) Stage : Day 28
Sex : Male Dose : IBMA 40 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

10301
10302
10303
10304
10305
10306
10307
10308
10309
10310
10311
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

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

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

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

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

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

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

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

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. : SR22109

Detailed clinical observation (on the hand) Stage : Day 28
Sex : Male Dose : IBMA 120 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

10401
10402
10403
10404
10405
10406
10407
10408
10409
10410
10411
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

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

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

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

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

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

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

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

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. : SR22109

Detailed clinical observation (on the hand) Stage : Pre
Sex : Female Dose : IBMA 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
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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. : SR22109

Detailed clinical observation (on the hand) Stage : Pre
Sex : Female Dose : IBMA 12 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50251
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

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

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

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

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

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

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

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

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. : SR22109

Detailed clinical observation (on the hand) Stage : Pre
Sex : Female Dose : IBMA 40 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50351
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Pupil size Lacrimation Salivation Secretions/
Excretions
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

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

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

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

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

Mucous membranes) -1;Dark purplish appearance, cyanosis, 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. : SR22109

Detailed clinical observation (on the hand) Stage : Pre
Sex : Female Dose : IBMA 120 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50451
50452
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

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

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

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

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

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

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

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

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. : SR22109

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

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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Pupil size Lacrimation Salivation Secretions/
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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. : SR22109

Detailed clinical observation (on the hand) Stage : Day 7
Sex : Female Dose : IBMA 12 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
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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. : SR22109

Detailed clinical observation (on the hand) Stage : Day 7
Sex : Female Dose : IBMA 40 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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Pupil size Lacrimation Salivation Secretions/
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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. : SR22109

Detailed clinical observation (on the hand) Stage : Day 7
Sex : Female Dose : IBMA 120 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50451
50452
50453
50454
50455
50456
50457
50458
50459
50460
50461
50462
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Pupil size Lacrimation Salivation Secretions/
Excretions
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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. : SR22109

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

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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Pupil size Lacrimation Salivation Secretions/
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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. : SR22109

Detailed clinical observation (on the hand) Stage : Day 14
Sex : Female Dose : IBMA 12 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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Pupil size Lacrimation Salivation Secretions/
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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. : SR22109

Detailed clinical observation (on the hand) Stage : Day 14
Sex : Female Dose : IBMA 40 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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Pupil size Lacrimation Salivation Secretions/
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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. : SR22109

Detailed clinical observation (on the hand) Stage : Day 14
Sex : Female Dose : IBMA 120 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50451
50452
50453
50454
50455
50456
50457
50458
50459
50460
50461
50462
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Pupil size Lacrimation Salivation Secretions/
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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. : SR22109

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

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

50151
50152
50153
50154
50155
50156
50157
50158
50159
50160
50161
50162

NRPFRPRPRPRPRPRPRPRPRPRPRPR
NRRPRRPRRRPRRRRRER
NRRPRRPRRPRRPRRRBR
NoOooooooooooo

._.
-
.
N

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 - 34 Study No. : SR22109

Detailed clinical observation (on the hand) Stage : Day 21
Sex : Female Dose : IBMA 12 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50251
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50253
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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. : SR22109

Detailed clinical observation (on the hand) Stage : Day 21
Sex : Female Dose : IBMA 40 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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Pupil size Lacrimation Salivation Secretions/
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50351
50352
50353
50354
50355
50356
50357
50358
50359
50360
50361
50362

NRPFRPRPRPRPRPRPRPRPRPRPRPR
NRRPRRPRRRPRRRRRER
NRRPRRPRRPRRPRRRBR
NoOooooooooooo

._.
-
.
N

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 - 36 Study No. : SR22109

Detailed clinical observation (on the hand) Stage : Day 21
Sex : Female Dose : IBMA 120 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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Pupil size Lacrimation Salivation Secretions/
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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. : SR22109

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

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
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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. : SR22109

Detailed clinical observation (on the hand) Stage : Day 28
Sex : Female Dose : IBMA 12 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50251
50252
50253
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50255
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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. : SR22109

Detailed clinical observation (on the hand) Stage : Day 28
Sex : Female Dose : IBMA 40 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50351
50352
50353
50354
50355
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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. : SR22109

Detailed clinical observation (on the hand) Stage : Day 28
Sex : Female Dose : IBMA 120 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50451
50452
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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. : SR22109

Detailed clinical observation (on the hand) Stage : Day 35
Sex : Female Dose : IBMA 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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Pupil size Lacrimation Salivation Secretions/
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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. : SR22109

Detailed clinical observation (on the hand) Stage : Day 35
Sex : Female Dose : IBMA 12 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
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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. : SR22109

Detailed clinical observation (on the hand) Stage : Day 35
Sex : Female Dose : IBMA 40 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50351
50352
50353
50354
50355
50356
50357
50358
50359
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Pupil size Lacrimation Salivation Secretions/
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

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

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

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

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

Mucous membranes) -1;Dark purplish appearance, cyanosis, 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. : SR22109

Detailed clinical observation (on the hand) Stage : Day 35
Sex : Female Dose : IBMA 120 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50451
50452
50453
50454
50455
50456
50457
50458
50459
50460
50461
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Pupil size Lacrimation Salivation Secretions/
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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 - 45 Study No. : SR22109

Detailed clinical observation (on the hand) Stage : Day 42
Sex : Female Dose : IBMA 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

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

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

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

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

Mucous membranes) -1;Dark purplish appearance, cyanosis, 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 - 46 Study No. : SR22109

Detailed clinical observation (on the hand) Stage : Day 42
Sex : Female Dose : IBMA 12 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50251
50252
50253
50254
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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 - 47 Study No. : SR22109

Detailed clinical observation (on the hand) Stage : Day 42
Sex : Female Dose : IBMA 40 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

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

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

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

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

Mucous membranes) -1;Dark purplish appearance, cyanosis, 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. : SR22109

Detailed clinical observation (on the hand) Stage : Day 42
Sex : Female Dose : IBMA 120 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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50453
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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.



Appendix 3 - 49 Study No. : SR22109

Detailed clinical observation (on the hand) Stage : Day 49
Sex : Female Dose : IBMA 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

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

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

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

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

Mucous membranes) -1;Dark purplish appearance, cyanosis, 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 - 50 Study No. : SR22109

Detailed clinical observation (on the hand) Stage : Day 49
Sex : Female Dose : IBMA 12 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50251
50252
50253
50254
50255
50256
50257
50258
50259
50260
50261
50262
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

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

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

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

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

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

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

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

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



Appendix 3 - 51 Study No. : SR22109

Detailed clinical observation (on the hand) Stage : Day 49
Sex : Female Dose : IBMA 40 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
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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 - 52 Study No. : SR22109

Detailed clinical observation (on the hand) Stage : Day 49
Sex : Female Dose : IBMA 120 mg/kg Species : Rat
Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
50451 1 1 2 1 1 1 0 1
50453 1 1 2 1 1 1 0 1
50454 1 1 2 1 1 1 0 1
50459 1 1 2 1 1 1 0 1
50460 1 1 2 1 1 1 0 1
50461 1 1 2 1 1 1 0 1
50462 1 1 2 1 1 1 0 1
n 7 7 7 7 7 7 7 7
Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
50451 1 1 1 0
50453 1 1 1 0
50454 1 1 1 0
50459 1 1 1 0
50460 1 1 1 0
50461 1 1 1 0
50462 1 1 1 0
n 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.
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Appendix 3 - 53 Study No. : SR22109

Detailed clinical observation (on the hand) Stage : Pre
Sex : Female (satellite) Dose : IBMA 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50551
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50553
50554
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50558
50559
50560
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

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

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

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

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

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

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

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

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.
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Appendix 3 - 54 Study No. : SR22109

Detailed clinical observation (on the hand) Stage : Pre
Sex : Female (satellite) Dose : IBMA 120 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.

50651
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50654
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50660
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

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

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

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

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

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

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

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

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.
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Appendix 3 - 55 Study No. : SR22109

Detailed clinical observation (on the hand) Stage : Day 7
Sex : Female (satellite) Dose : IBMA 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

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

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

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

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

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

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

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

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.
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Appendix 3 - 56 Study No. : SR22109

Detailed clinical observation (on the hand) Stage : Day 7
Sex : Female (satellite) Dose : IBMA 120 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

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

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

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

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

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

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

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

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.
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Appendix 3 - 57 Study No. : SR22109

Detailed clinical observation (on the hand) Stage : Day 14
Sex : Female (satellite) Dose : IBMA 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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Pupil size Lacrimation Salivation Secretions/
Excretions
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

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

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

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

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

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

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

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

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.
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Appendix 3 - 58 Study No. : SR22109

Detailed clinical observation (on the hand) Stage : Day 14
Sex : Female (satellite) Dose : IBMA 120 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

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

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

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

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

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

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

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

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.
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Appendix 3 - 59 Study No. : SR22109

Detailed clinical observation (on the hand) Stage : Day 21
Sex : Female (satellite) Dose : IBMA 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

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

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

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

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

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

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

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

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.
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Appendix 3 - 60 Study No. : SR22109

Detailed clinical observation (on the hand) Stage : Day 21
Sex : Female (satellite) Dose : IBMA 120 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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Pupil size Lacrimation Salivation Secretions/
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

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

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

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

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

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

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

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

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.
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Appendix 3 - 61 Study No. : SR22109

Detailed clinical observation (on the hand) Stage : Day 28
Sex : Female (satellite) Dose : IBMA 0 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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Pupil size Lacrimation Salivation Secretions/
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

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

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

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

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

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

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

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

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.
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Appendix 3 - 62 Study No. : SR22109

Detailed clinical observation (on the hand) Stage : Day 28
Sex : Female (satellite) Dose : IBMA 120 mg/kg Species : Rat

Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
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Pupil size Lacrimation Salivation Secretions/
Excretions
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Ease of Removal) 1;Very easy, 2;Easy, 3;Slightly difficult, 4;Difficult, 5;Very difficult.

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

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

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

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

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

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

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

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.
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Appendix 3 - 63 Study No. : SR22109

Detailed clinical observation (on the hand) Stage : Recovery Day 7
Sex : Male Dose : IBMA 0 mg/kg Species : Rat
Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
10103 1 1 2 1 1 1 0 1
10106 1 1 2 1 1 1 0 1
10109 1 1 2 1 1 1 0 1
10110 1 1 2 1 1 1 0 1
10111 1 1 2 1 1 1 0 1
n 5 5 5 5 5 5 5 5
Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
10103 1 1 1 0
10106 1 1 1 0
10109 1 1 1 0
10110 1 1 1 0
10111 1 1 1 0
n 5 5 5 5

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

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

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

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

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

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

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

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

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.
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Appendix 3 - 64 Study No. : SR22109

Detailed clinical observation (on the hand) Stage : Recovery Day 7
Sex : Male Dose : IBMA 120 mg/kg Species : Rat
Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
10402 1 1 2 1 1 1 0 1
10405 1 1 2 1 1 1 0 1
10408 1 1 2 1 1 1 0 1
10410 1 1 2 1 1 1 0 1
10412 1 1 2 1 1 1 0 1
n 5 5 5 5 5 5 5 5
Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
10402 1 1 1 0
10405 1 1 1 0
10408 1 1 1 0
10410 1 1 1 0
10412 1 1 1 0
n 5 5 5 5

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

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

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

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

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

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

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

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

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.
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Appendix 3 - 65 Study No. : SR22109

Detailed clinical observation (on the hand) Stage : Recovery Day 14
Sex : Male Dose : IBMA 0 mg/kg Species : Rat
Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
10103 1 1 2 1 1 1 0 1
10106 1 1 2 1 1 1 0 1
10109 1 1 2 1 1 1 0 1
10110 1 1 2 1 1 1 0 1
10111 1 1 2 1 1 1 0 1
n 5 5 5 5 5 5 5 5
Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
10103 1 1 1 0
10106 1 1 1 0
10109 1 1 1 0
10110 1 1 1 0
10111 1 1 1 0
n 5 5 5 5

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

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

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

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

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

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

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

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

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.
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Appendix 3 - 66 Study No. : SR22109

Detailed clinical observation (on the hand) Stage : Recovery Day 14
Sex : Male Dose : IBMA 120 mg/kg Species : Rat
Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
10402 1 1 2 1 1 1 0 1
10405 1 1 2 1 1 1 0 1
10408 1 1 2 1 1 1 0 1
10410 1 1 2 1 1 1 0 1
10412 1 1 2 1 1 1 0 1
n 5 5 5 5 5 5 5 5
Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
10402 1 1 1 0
10405 1 1 1 0
10408 1 1 1 0
10410 1 1 1 0
10412 1 1 1 0
n 5 5 5 5

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

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

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

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

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

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

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

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

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.
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Appendix 3 - 67 Study No. : SR22109

Detailed clinical observation (on the hand) Stage : Recovery Day 7
Sex : Female (satellite) Dose : IBMA 0 mg/kg Species : Rat
Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
50556 1 1 2 1 1 1 0 1
50557 1 1 2 1 1 1 0 1
50558 1 1 2 1 1 1 0 1
50559 1 1 2 1 1 1 0 1
50560 1 1 2 1 1 1 0 1
n 5 5 5 5 5 5 5 5
Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
50556 1 1 1 0
50557 1 1 1 0
50558 1 1 1 0
50559 1 1 1 0
50560 1 1 1 0
n 5 5 5 5

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

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

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

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

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

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

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

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

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.
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Appendix 3 - 68 Study No. : SR22109

Detailed clinical observation (on the hand) Stage : Recovery Day 7
Sex : Female (satellite) Dose : IBMA 120 mg/kg Species : Rat
Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
50656 1 1 2 1 1 1 0 1
50657 1 1 2 1 1 1 0 1
50658 1 1 2 1 1 1 0 1
50659 1 1 2 1 1 1 0 1
50660 1 1 2 1 1 1 0 1
n 5 5 5 5 5 5 5 5
Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
50656 1 1 1 0
50657 1 1 1 0
50658 1 1 1 0
50659 1 1 1 0
50660 1 1 1 0
n 5 5 5 5

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

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

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

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

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

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

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

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

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.
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Appendix 3 - 69 Study No. : SR22109

Detailed clinical observation (on the hand) Stage : Recovery Day 14
Sex : Female (satellite) Dose : IBMA 0 mg/kg Species : Rat
Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
50556 1 1 2 1 1 1 0 1
50557 1 1 2 1 1 1 0 1
50558 1 1 2 1 1 1 0 1
50559 1 1 2 1 1 1 0 1
50560 1 1 2 1 1 1 0 1
n 5 5 5 5 5 5 5 5
Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
50556 1 1 1 0
50557 1 1 1 0
50558 1 1 1 0
50559 1 1 1 0
50560 1 1 1 0
n 5 5 5 5

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

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

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

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

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

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

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

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

Salivation) 1;Not present, 2;Wet around the mouth, 3;Wet, 4;Severely wet.
Secretions/Excretions) 0;Not present, 1;Present.
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Appendix 3 - 70 Study No. : SR22109

Detailed clinical observation (on the hand) Stage : Recovery Day 14
Sex : Female (satellite) Dose : IBMA 120 mg/kg Species : Rat
Ease of Ease of Muscle tone Piloerection Fur Eyes Mucous Skin
Removal Handling membranes
Animal No.
50656 1 1 2 1 1 1 0 1
50657 1 1 2 1 1 1 0 1
50658 1 1 2 1 1 1 0 1
50659 1 1 2 1 1 1 0 1
50660 1 1 2 1 1 1 0 1
n 5 5 5 5 5 5 5 5
Pupil size Lacrimation Salivation Secretions/
Excretions
Animal No.
50656 1 1 1 0
50657 1 1 1 0
50658 1 1 1 0
50659 1 1 1 0
50660 1 1 1 0
n 5 5 5 5

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

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

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

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

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

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

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

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

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



Appendix 4 - 1 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Pre
Sex : Male Dose : IBMA 0 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Walking Vocalization Aggression
backward
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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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 2 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Pre
Sex : Male Dose : IBMA 12 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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10205
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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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 3 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Pre
Sex : Male Dose : IBMA 40 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 4 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Pre
Sex : Male Dose : IBMA 120 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.

10401
10402
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10408
10409
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Walking Vocalization Aggression
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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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 5 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 7
Sex : Male Dose : IBMA 0 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.
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Appendix 4 - 6 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 7
Sex : Male Dose : IBMA 12 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 7 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 7
Sex : Male Dose : IBMA 40 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 8 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 7
Sex : Male Dose : IBMA 120 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 9 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 14
Sex : Male Dose : IBMA 0 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 10 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 14
Sex : Male Dose : IBMA 12 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 11 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 14
Sex : Male Dose : IBMA 40 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 12 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 14
Sex : Male Dose : IBMA 120 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 13 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 21
Sex : Male Dose : IBMA 0 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 14 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 21
Sex : Male Dose : IBMA 12 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 15 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 21
Sex : Male Dose : IBMA 40 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.

- 08¢ -

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

NRrRrRRRRRRRRERERPR
NRPRPRRRPRRRPRRRRRRER
NRRPRRRPRRPRRPRERRER
NRPRPRRRPRRRPRRPRERRER
Noooooooroooo
Noooooooooooo
NOOOOOOOOOOOO
NOoOOoOOOoOOoOOOOOOO

._\
-
-
e
-
-
-
-

n

Walking Vocalization Aggression
backward
Animal No.

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

NP RPRRRRRRRERRERRPR
NRPRRRPRRPRRPRRRRLRRRPR
NRRrRRRRRRRERRERRPR

[any
[uny
[y

n

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

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 16 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 21
Sex : Male Dose : IBMA 120 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 17 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 28
Sex : Male Dose : IBMA 0 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 18 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 28
Sex : Male Dose : IBMA 12 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 19 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 28
Sex : Male Dose : IBMA 40 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 20 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 28
Sex : Male Dose : IBMA 120 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 21 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Pre
Sex : Female Dose : IBMA 0 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 22 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Pre
Sex : Female Dose : IBMA 12 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 23 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Pre
Sex : Female Dose : IBMA 40 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 24 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Pre
Sex : Female Dose : IBMA 120 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 25 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 7
Sex : Female Dose : IBMA 0 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 26 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 7
Sex : Female Dose : IBMA 12 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 27 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 7
Sex : Female Dose : IBMA 40 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 28 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 7
Sex : Female Dose : IBMA 120 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 29 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 14
Sex : Female Dose : IBMA 0 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 30 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 14
Sex : Female Dose : IBMA 12 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 31 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 14
Sex : Female Dose : IBMA 40 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 32 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 14
Sex : Female Dose : IBMA 120 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 33 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 21
Sex : Female Dose : IBMA 0 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 34 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 21
Sex : Female Dose : IBMA 12 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 35 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 21
Sex : Female Dose : IBMA 40 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 36 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 21
Sex : Female Dose : IBMA 120 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 37 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 28
Sex : Female Dose : IBMA 0 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 38 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 28
Sex : Female Dose : IBMA 12 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 39 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 28
Sex : Female Dose : IBMA 40 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 40 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 28
Sex : Female Dose : IBMA 120 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 41 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 35
Sex : Female Dose : IBMA 0 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 42 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 35
Sex : Female Dose : IBMA 12 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 43 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 35
Sex : Female Dose : IBMA 40 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 44 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 35
Sex : Female Dose : IBMA 120 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 45 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 42
Sex : Female Dose : IBMA 0 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 46 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 42
Sex : Female Dose : IBMA 12 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 47 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 42
Sex : Female Dose : IBMA 40 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 48 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 42
Sex : Female Dose : IBMA 120 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) 0;Not present, 1;Sometimes, 2;Frequently.
Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.
Bizarre behavior/Walking backward) 1;Not present, 2;Present.

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



Appendix 4 - 49 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 49
Sex : Female Dose : IBMA 0 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 50 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 49
Sex : Female Dose : IBMA 12 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Walking Vocalization Aggression
backward
Animal No.
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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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 51 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 49
Sex : Female Dose : IBMA 40 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Walking Vocalization Aggression
backward
Animal No.
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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) O;Not present, 1;Present (sniffing, standing, etc.).

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.
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Appendix 4 - 52

Detailed clinical observation (in the open field)

Stage : Day 49

Study No. : SR22109

Sex : Female Dose : IBMA 120 mg/kg Species : Rat
Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.

50451 1 0 1 1 1 0 0 0
50453 1 1 1 1 0 0 0 0
50454 1 0 1 1 1 0 0 0
50459 1 0 1 1 1 0 0 0
50460 1 1 1 1 0 0 0 0
50461 1 1 1 1 0 0 0 0
50462 1 0 1 1 0 0 0 0

n 7 7 7 7 7 7 7 7

Walking Vocalization Aggression
backward
Animal No.

50451 1 1 1
50453 1 1 1
50454 1 1 1
50459 1 1 1
50460 1 1 1
50461 1 1 1
50462 1 1 1

n 7 7 7

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

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

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

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.

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



Appendix 4 - 53 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Pre
Sex : Female (satellite) Dose : IBMA 0 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Walking Vocalization Aggression
backward
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

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

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

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 54 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Pre
Sex : Female (satellite) Dose : IBMA 120 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Walking Vocalization Aggression
backward
Animal No.

50651
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

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

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

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 55 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 7
Sex : Female (satellite) Dose : IBMA 0 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Walking Vocalization Aggression
backward
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

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

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

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 56 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 7
Sex : Female (satellite) Dose : IBMA 120 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Walking Vocalization Aggression
backward
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

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

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

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 57 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 14
Sex : Female (satellite) Dose : IBMA 0 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Walking Vocalization Aggression
backward
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

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

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

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 58 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 14
Sex : Female (satellite) Dose : IBMA 120 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Walking Vocalization Aggression
backward
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

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

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

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 59 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 21
Sex : Female (satellite) Dose : IBMA 0 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Walking Vocalization Aggression
backward
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

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

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

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 60 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 21
Sex : Female (satellite) Dose : IBMA 120 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Walking Vocalization Aggression
backward
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

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

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

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 61 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 28
Sex : Female (satellite) Dose : IBMA 0 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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backward
Animal No.

50551
50552
50553
50554
50555
50556
50557
50558
50559
50560

=) [ G G
Ol s
=) [ G G

-
-
-

n

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

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

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

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

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



Appendix 4 - 62 Study No. : SR22109

Detailed clinical observation (in the open field) Stage : Day 28
Sex : Female (satellite) Dose : IBMA 120 mg/kg Species : Rat

Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
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Gait) 0;Not moved, 1;Normal, 2; Difficult to walk, 3;Unable to walk, paralytic.
Co-ordination of movement) 0;Staggering (ataxic), 1;Normal.

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

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

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.
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Appendix 4 - 63

Detailed clinical observation (in the open field)

Stage : Recovery Day 7

Study No. : SR22109

Sex : Male Dose : IBMA 0 mg/kg Species : Rat
Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
10103 1 1 1 1 0 0 0 0
10106 1 1 1 1 0 0 0 0
10109 1 1 1 1 0 0 0 0
10110 1 1 1 1 0 0 0 0
10111 1 1 1 1 0 0 0 0
n 5 5 5 5 5 5 5 5
Walking Vocalization Aggression
backward
Animal No.
10103 1 1 1
10106 1 1 1
10109 1 1 1
10110 1 1 1
10111 1 1 1
n 5 5 5

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

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

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

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Walking backward) 1;Not present, 2;Present.
Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.
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Appendix 4 - 64

Detailed clinical observation (in the open field)

Stage : Recovery Day 7

Study No. : SR22109

Sex : Male Dose : IBMA 120 mg/kg Species : Rat
Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
10402 1 1 1 1 0 0 0 0
10405 1 1 1 1 0 0 0 0
10408 1 1 1 1 0 0 0 0
10410 1 1 1 1 1 0 0 0
10412 1 1 1 1 0 0 0 0
n 5 5 5 5 5 5 5 5
Walking Vocalization Aggression
backward
Animal No.
10402 1 1 1
10405 1 1 1
10408 1 1 1
10410 1 1 1
10412 1 1 1
n 5 5 5

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

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

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

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Walking backward) 1;Not present, 2;Present.
Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.
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Appendix 4 - 65

Detailed clinical observation (in the open field)

Stage : Recovery Day 14

Study No. : SR22109

Sex : Male Dose : IBMA 0 mg/kg Species : Rat
Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
10103 1 1 1 1 0 0 0 0
10106 1 1 1 1 1 0 0 0
10109 1 1 1 1 0 0 0 0
10110 1 1 1 1 0 0 0 0
10111 1 1 1 1 0 0 0 0
n 5 5 5 5 5 5 5 5
Walking Vocalization Aggression
backward
Animal No.
10103 1 1 1
10106 1 1 1
10109 1 1 1
10110 1 1 1
10111 1 1 1
n 5 5 5

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

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

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

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Walking backward) 1;Not present, 2;Present.
Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.
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Appendix 4 - 66

Detailed clinical observation (in the open field)

Stage : Recovery Day 14

Study No. : SR22109

Sex : Male Dose : IBMA 120 mg/kg Species : Rat
Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
10402 1 1 1 1 0 0 0 0
10405 1 1 1 1 0 0 0 0
10408 1 1 1 1 0 0 0 0
10410 1 1 1 1 0 0 0 0
10412 1 1 1 1 0 1 0 0
n 5 5 5 5 5 5 5 5
Walking Vocalization Aggression
backward
Animal No.
10402 1 1 1
10405 1 1 1
10408 1 1 1
10410 1 1 1
10412 1 1 1
n 5 5 5

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

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

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

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Walking backward) 1;Not present, 2;Present.
Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.
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Detailed clinical observation (in the open field) Stage : Recovery Day 7
Sex : Female (satellite) Dose : IBMA 0 mg/kg Species : Rat
Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.

50556 1 1 1 1 0 0 0 0
50557 1 1 1 1 0 0 0 0
50558 1 1 1 1 0 0 0 0
50559 1 1 1 1 0 0 0 0
50560 1 1 1 1 0 0 0 0

n 5 5 5 5 5 5 5 5

Walking Vocalization Aggression
backward
Animal No.

50556 1 1 1
50557 1 1 1
50558 1 1 1
50559 1 1 1
50560 1 1 1

n 5 5 5

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

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

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

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.
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Appendix 4 - 68

Detailed clinical observation (in the open field)

Stage : Recovery Day 7

Study No. : SR22109

Sex : Female (satellite) Dose : IBMA 120 mg/kg Species : Rat
Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
50656 1 1 1 1 0 0 0 0
50657 1 1 1 1 0 0 0 0
50658 1 1 1 1 0 0 0 0
50659 1 1 1 1 0 0 0 0
50660 1 1 1 1 1 0 0 0
n 5 5 5 5 5 5 5 5
Walking Vocalization Aggression
backward
Animal No.
50656 1 1 1
50657 1 1 1
50658 1 1 1
50659 1 1 1
50660 1 1 1
n 5 5 5

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

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

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

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Walking backward) 1;Not present, 2;Present.
Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.
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Detailed clinical observation (in the open field) Stage : Recovery Day 14
Sex : Female (satellite) Dose : IBMA 0 mg/kg Species : Rat
Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.

50556 1 1 1 1 0 0 0 0
50557 1 1 1 1 0 0 0 0
50558 1 1 1 1 0 0 0 0
50559 1 1 1 1 0 0 0 0
50560 1 1 1 1 0 0 0 0

n 5 5 5 5 5 5 5 5

Walking Vocalization Aggression
backward
Animal No.

50556 1 1 1
50557 1 1 1
50558 1 1 1
50559 1 1 1
50560 1 1 1

n 5 5 5

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

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

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

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.
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Appendix 4 - 70

Detailed clinical observation (in the open field)

Stage : Recovery Day 14

Study No. : SR22109

Sex : Female (satellite) Dose : IBMA 120 mg/kg Species : Rat
Gait Co-ordination Reactivity to Searching Urination Defecation Excessive Unusual head
of movement stimuli grooming movement
Animal No.
50656 1 1 1 1 0 0 0 0
50657 1 1 1 1 0 0 0 0
50658 1 1 1 1 0 0 0 0
50659 1 1 1 1 0 0 0 0
50660 1 1 1 1 0 0 0 0
n 5 5 5 5 5 5 5 5
Walking Vocalization Aggression
backward
Animal No.
50656 1 1 1
50657 1 1 1
50658 1 1 1
50659 1 1 1
50660 1 1 1
n 5 5 5

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

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

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

Urination) O;Not present, 1;Present.

Defecation) O;Not present, 1;Present.

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

Stereotype/Unusual head movement) O;Not present, 1;Sometimes, 2;Frequently.

Bizarre behavior/Walking backward) 1;Not present, 2;Present.
Bizarre behavior/Vocalization) 1;Not present, sometimes, 2;Present, frequently.
Aggression) 1;Not present, 2;Present.
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Appendix 5 - 1 Study No. : SR22109
Functional observations (on the desk) Stage : Week 4

Sex : Male Dose : IBMA 0 mg/kg Species : Rat

Visual Touch Auditory Pain reactivity ~Proprioceptive  Righting reflex
reactivity reactivity reactivity reactivity
Animal No.

10103 4 2 1 2 1 1
10106 4 2 1 2 1 1
10109 4 2 1 2 1 1
10110 4 2 1 2 1 1
10111 4 2 1 2 1 1
n 5 5 5 5 5 5

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

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

Auditory reactivity) 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.
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Appendix 5 - 2 Study No. : SR22109
Functional observations (on the desk) Stage : Week 4

Sex : Male Dose : IBMA 12 mg/kg Species : Rat

Visual Touch Auditory Pain reactivity ~Proprioceptive  Righting reflex
reactivity reactivity reactivity reactivity
Animal No.

10203 4 2 1 2 1 1
10204 4 2 1 2 1 1
10210 4 2 1 2 1 1
10211 4 2 1 2 1 1
10212 4 2 1 2 1 1
n 5 5 5 5 5 5

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

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

Auditory reactivity) 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.
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Appendix 5 - 3 Study No. : SR22109
Functional observations (on the desk) Stage : Week 4

Sex : Male Dose : IBMA 40 mg/kg Species : Rat

Visual Touch Auditory Pain reactivity ~Proprioceptive  Righting reflex
reactivity reactivity reactivity reactivity
Animal No.

10302 4 2 1 2 1 1
10303 4 2 1 2 1 1
10305 4 2 1 2 1 1
10310 4 2 1 2 1 1
10312 4 2 1 2 1 1
n 5 5 5 5 5 5

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

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

Auditory reactivity) 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.
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Appendix 5 - 4 Study No. : SR22109
Functional observations (on the desk) Stage : Week 4

Sex : Male Dose : IBMA 120 mg/kg Species : Rat

Visual Touch Auditory Pain reactivity ~Proprioceptive  Righting reflex
reactivity reactivity reactivity reactivity
Animal No.

10402 4 2 1 2 1 1
10405 4 2 1 2 1 1
10408 4 2 1 2 1 1
10410 4 2 1 2 1 1
10412 4 2 1 2 1 1
n 5 5 5 5 5 5

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

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

Auditory reactivity) 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.
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Appendix 5 - 5 Study No. : SR22109
Functional observations (on the desk) Stage : Lactation day 13

Sex : Female Dose : IBMA 0 mg/kg Species : Rat

Visual Touch Auditory Pain reactivity ~Proprioceptive  Righting reflex
reactivity reactivity reactivity reactivity
Animal No.

50153 4 2 1 2 1 1
50155 4 2 1 2 1 1
50159 4 2 1 2 1 1
50161 4 2 1 2 1 1
50162 4 2 1 2 1 1
n 5 5 5 5 5 5

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

Touch reactivity) 1;Hyposensitive, 2;Turning away, 3;Hypersensitive.

Auditory reactivity) 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.
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Appendix 5 - 6 Study No. : SR22109
Functional observations (on the desk) Stage : Lactation day 13

Sex : Female Dose : IBMA 12 mg/kg Species : Rat

Visual Touch Auditory Pain reactivity ~Proprioceptive  Righting reflex
reactivity reactivity reactivity reactivity
Animal No.

50251 4 2 1 2 1 1
50254 4 2 1 2 1 1
50257 4 2 1 2 1 1
50259 4 2 1 2 1 1
50260 4 2 1 2 1 1
n 5 5 5 5 5 5

Visual reactivity) 1;Jumping, 2;Turning away, 3;No reaction, 4;Approach, 5;Attack.

Touch reactivity) 1;Hyposensitive, 2;Turning away, 3;Hypersensitive.

Auditory reactivity) 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.
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Appendix 5 - 7 Study No. : SR22109
Functional observations (on the desk) Stage : Lactation day 13

Sex : Female Dose : IBMA 40 mg/kg Species : Rat

Visual Touch Auditory Pain reactivity ~Proprioceptive  Righting reflex
reactivity reactivity reactivity reactivity
Animal No.

50353 4 2 1 2 1 1
50354 4 2 1 2 1 1
50356 4 2 1 2 1 1
50359 4 2 1 2 1 1
50362 4 2 1 2 1 1
n 5 5 5 5 5 5

Visual reactivity) 1;Jumping, 2;Turning away, 3;No reaction, 4;Approach, 5;Attack.

Touch reactivity) 1;Hyposensitive, 2;Turning away, 3;Hypersensitive.

Auditory reactivity) 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.
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Appendix 5 - 8 Study No. : SR22109
Functional observations (on the desk) Stage : Lactation day 13

Sex : Female Dose : IBMA 120 mg/kg Species : Rat

Visual Touch Auditory Pain reactivity ~Proprioceptive  Righting reflex
reactivity reactivity reactivity reactivity
Animal No.

50451 4 2 1 2 1 1
50453 4 2 1 2 1 1
50459 4 2 1 2 1 1
50460 4 2 1 2 1 1
50461 4 2 1 2 1 1
n 5 5 5 5 5 5

Visual reactivity) 1;Jumping, 2;Turning away, 3;No reaction, 4;Approach, 5;Attack.

Touch reactivity) 1;Hyposensitive, 2;Turning away, 3;Hypersensitive.

Auditory reactivity) 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.
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Appendix 5 - 9 Study No. : SR22109
Functional observations (on the desk) Stage : Week 4

Sex : Female (satellite) Dose : IBMA 0 mg/kg Species : Rat

Visual Touch Auditory Pain reactivity ~ Proprioceptive  Righting reflex
reactivity reactivity reactivity reactivity
Animal No.

50556 4 2 1 2 1 1
50557 4 2 1 2 1 1
50558 4 2 1 2 1 1
50559 4 2 1 2 1 1
50560 4 2 1 2 1 1
n 5 5 5 5 5 5

Visual reactivity) 1;Jumping, 2;Turning away, 3;No reaction, 4;Approach, 5;Attack.

Touch reactivity) 1;Hyposensitive, 2;Turning away, 3;Hypersensitive.

Auditory reactivity) 0;No reaction, 1;Normal, moving the auricle, 2;Sensitive, moving the body, 3;Hypersensitive, surprising and jumping.
Pain reactivity) O;No reaction, 1;Dull, vocalizing, 2;Normal, vocalizing and turning back, 3;Hypersensitive, attacking or jumping.
Proprioceptive reactivity) O;No returning, 1;Returning.

Righting reflex) 1;Normal, landing by foot, 2;Abnormal, landing by body.
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Appendix 5 - 10

Study No. : SR22109

Functional observations (on the desk) Stage : Week 4

Sex : Female (satellite) Dose : IBMA 120 mg/kg Species : Rat

Visual Touch Auditory Pain reactivity ~ Proprioceptive  Righting reflex
reactivity reactivity reactivity reactivity
Animal No.

50656 4 2 1 2 1 1
50657 4 2 1 2 1 1
50658 4 2 1 2 1 1
50659 4 2 1 2 1 1
50660 4 2 1 2 1 1
n 5 5 5 5 5 5

Visual reactivity) 1;Jumping, 2;Turning away, 3;No reaction, 4;Approach, 5;Attack.

Touch reactivity) 1;Hyposensitive, 2;Turning away, 3;Hypersensitive.

Auditory reactivity) 0;No reaction, 1;Normal, moving the auricle, 2;Sensitive, moving the body, 3;Hypersensitive, surprising and jumping.
Pain reactivity) O;No reaction, 1;Dull, vocalizing, 2;Normal, vocalizing and turning back, 3;Hypersensitive, attacking or jumping.
Proprioceptive reactivity) O;No returning, 1;Returning.

Righting reflex) 1;Normal, landing by foot, 2;Abnormal, landing by body.
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Appendix 6 - 1 Study No. : SR22109
Grip strength Stage : Week 4
Sex : Male Dose : IBMA 0 mg/kg Species : Rat
Forelimb, 1st  Forelimb, 2nd  Forelimb, 3rd Forelimb Hindlimb, 1st  Hindlimb, 2nd  Hindlimb, 3rd Hindlimb
Animal No. g g g g g g g g

10103 1434 1367 1410 1403.7 449 571 407 475.7

10106 1157 1214 1312 1227.7 439 419 458 438.7

10109 1168 1247 1214 1209.7 430 427 419 425.3

10110 1439 1380 1208 1342.3 475 514 446 478.3

10111 1228 1453 1568 1416.3 443 438 477 452.7

n 5 5 5 5 5 5 5 5
Mean 1285.2 1332.2 1342.4 1319.94 447.2 473.8 441.4 454.14
S.D. 140.7 99.1 150.8 96.78 17.0 66.2 28.5 23.03
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Appendix 6 - 2 Study No. : SR22109
Grip strength Stage : Week 4
Sex : Male Dose : IBMA 12 mg/kg Species : Rat
Forelimb, 1st  Forelimb, 2nd  Forelimb, 3rd Forelimb Hindlimb, 1st  Hindlimb, 2nd  Hindlimb, 3rd Hindlimb
Animal No. g g g g g g g g

10203 1726 1797 1760 1761.0 436 548 525 503.0

10204 1106 1164 1112 1127.3 438 432 480 450.0

10210 1314 1218 1225 1252.3 424 408 403 411.7

10211 1449 1181 1154 1261.3 486 424 443 451.0

10212 1645 1288 1481 1471.3 555 525 466 515.3

n 5 5 5 5 5 5 5 5
Mean 1448.0 1329.6 1346.4 1374.64 467.8 467.4 463.4 466.20
S.D. 250.5 265.6 272.0 248.80 54.2 64.2 45.1 42.51
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Appendix 6 - 3 Study No. : SR22109
Grip strength Stage : Week 4
Sex : Male Dose : IBMA 40 mg/kg Species : Rat
Forelimb, 1st  Forelimb, 2nd  Forelimb, 3rd Forelimb Hindlimb, 1st  Hindlimb, 2nd  Hindlimb, 3rd Hindlimb
Animal No. g g g g g g g g

10302 1206 1300 1397 1301.0 405 538 458 467.0

10303 1329 1357 1341 1342.3 527 476 475 492.7

10305 1608 1407 1518 1511.0 481 480 436 465.7

10310 1114 1247 1291 1217.3 539 519 440 499.3

10312 1529 1646 1491 1555.3 416 505 479 466.7

n 5 5 5 5 5 5 5 5
Mean 1357.2 1391.4 1407.6 1385.38 473.6 503.6 457.6 478.28
S.D. 209.3 154.5 96.5 143.07 61.7 26.2 19.6 16.35
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Appendix 6 - 4 Study No. : SR22109
Grip strength Stage : Week 4
Sex : Male Dose : IBMA 120 mg/kg Species : Rat
Forelimb, 1st  Forelimb, 2nd  Forelimb, 3rd Forelimb Hindlimb, 1st  Hindlimb, 2nd  Hindlimb, 3rd Hindlimb
Animal No. g g g g g g g g

10402 1329 1116 1151 1198.7 436 403 400 413.0

10405 1304 1473 1331 1369.3 447 353 491 430.3

10408 1070 1173 1275 1172.7 324 305 317 315.3

10410 1345 1377 1456 1392.7 420 437 470 442.3

10412 1454 1531 1581 1522.0 517 386 465 456.0

n 5 5 5 5 5 5 5 5
Mean 1300.4 1334.0 1358.8 1331.08 428.8 376.8 428.6 411.38
S.D. 141.0 182.6 165.7 145.19 69.3 50.3 71.1 55.99
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Appendix 6 - 5 Study No. : SR22109
Grip strength Stage : Lactation day 13
Sex : Female Dose : IBMA 0 mg/kg Species : Rat
Forelimb, 1st  Forelimb, 2nd  Forelimb, 3rd Forelimb Hindlimb, 1st  Hindlimb, 2nd  Hindlimb, 3rd Hindlimb
Animal No. g g g g g g g g
50153 1508 1585 1523 1538.7 506 542 560 536.0
50155 1422 1607 1338 1455.7 499 451 538 496.0
50159 1404 1497 1750 1550.3 456 506 560 507.3
50161 1588 1216 1447 1417.0 406 421 449 425.3
50162 1480 1359 1224 1354.3 475 413 447 445.0
n 5 5 5 5 5 5 5 5
Mean 1480.4 1452.8 1456.4 1463.20 468.4 466.6 510.8 481.92
S.D. 735 164.4 199.2 82.67 40.1 55.8 58.0 45.65
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Appendix 6 - 6 Study No. : SR22109
Grip strength Stage : Lactation day 13
Sex : Female Dose : IBMA 12 mg/kg Species : Rat
Forelimb, 1st  Forelimb, 2nd  Forelimb, 3rd Forelimb Hindlimb, 1st  Hindlimb, 2nd  Hindlimb, 3rd Hindlimb
Animal No. g g g g g g g g
50251 1542 1459 1448 1483.0 534 501 486 507.0
50254 1683 1690 1559 1644.0 483 459 449 463.7
50257 1247 1345 1386 1326.0 404 438 487 443.0
50259 1333 1335 1397 1355.0 466 517 506 496.3
50260 1356 1301 1444 1367.0 481 433 425 446.3
n 5 5 5 5 5 5 5 5
Mean 1432.2 1426.0 1446.8 1435.00 473.6 469.6 470.6 471.26
S.D. 176.7 159.1 68.5 131.23 46.6 37.7 32.8 29.08




- Sy -

Appendix 6 - 7 Study No. : SR22109
Grip strength Stage : Lactation day 13
Sex : Female Dose : IBMA 40 mg/kg Species : Rat
Forelimb, 1st  Forelimb, 2nd  Forelimb, 3rd Forelimb Hindlimb, 1st  Hindlimb, 2nd  Hindlimb, 3rd Hindlimb
Animal No. g g g g g g g g
50353 1534 1359 1656 1516.3 437 421 431 429.7
50354 1647 1675 1566 1629.3 617 608 599 608.0
50356 1452 1782 1865 1699.7 445 546 483 491.3
50359 1490 1520 1309 1439.7 396 400 445 413.7
50362 1459 1440 1536 1478.3 446 371 424 413.7
n 5 5 5 5 5 5 5 5
Mean 1516.4 1555.2 1586.4 1552.66 468.2 469.2 476.4 471.28
S.D. 79.9 172.3 201.5 108.52 85.7 102.4 72.2 82.84
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Appendix 6 - 8 Study No. : SR22109
Grip strength Stage : Lactation day 13
Sex : Female Dose : IBMA 120 mg/kg Species : Rat
Forelimb, 1st  Forelimb, 2nd  Forelimb, 3rd Forelimb Hindlimb, 1st  Hindlimb, 2nd  Hindlimb, 3rd Hindlimb
Animal No. g g g g g g g g
50451 1236 1273 1357 1288.7 294 373 307 324.7
50453 1614 1421 1685 1573.3 359 400 373 377.3
50459 1694 1892 1750 1778.7 414 399 391 401.3
50460 1424 1251 1123 1266.0 258 269 271 266.0
50461 1405 1356 1392 1384.3 355 401 395 383.7
n 5 5 5 5 5 5 5 5
Mean 1474.6 1438.6 1461.4 1458.20 336.0 368.4 347.4 350.60
S.D. 181.6 262.4 256.7 216.28 60.9 56.8 55.4 55.24
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Appendix 6 - 9 Study No. : SR22109
Grip strength Stage : Week 4
Sex : Female (satellite) Dose : IBMA 0 mg/kg Species : Rat
Forelimb, 1st  Forelimb, 2nd  Forelimb, 3rd Forelimb Hindlimb, 1st  Hindlimb, 2nd  Hindlimb, 3rd Hindlimb
Animal No. g g g g g g g g
50556 1201 1098 1219 1172.7 329 356 336 340.3
50557 1098 1032 985 1038.3 333 387 363 361.0
50558 1037 950 1038 1008.3 457 486 471 471.3
50559 1179 1279 1278 1245.3 397 496 457 450.0
50560 1077 1246 1200 1174.3 435 428 410 4243
n 5 5 5 5 5 5 5 5
Mean 1118.4 1121.0 1144.0 1127.78 390.2 430.6 407.4 409.38
S.D. 69.4 139.9 125.7 100.34 58.2 60.9 58.3 56.61
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Appendix 6 - 10

Study No. : SR22109

Grip strength Stage : Week 4
Sex : Female (satellite) Dose : IBMA 120 mg/kg Species : Rat
Forelimb, 1st  Forelimb, 2nd  Forelimb, 3rd Forelimb Hindlimb, 1st  Hindlimb, 2nd  Hindlimb, 3rd Hindlimb
Animal No. g g g g g g g g
50656 1231 1096 1156 1161.0 362 354 332 349.3
50657 986 825 950 920.3 368 446 365 393.0
50658 1065 1129 1076 1090.0 326 295 396 339.0
50659 1243 1291 1395 1309.7 429 363 460 417.3
50660 1170 1310 1121 1200.3 369 440 421 410.0
n 5 5 5 5 5 5 5 5
Mean 1139.0 1130.2 1139.6 1136.26 370.8 379.6 394.8 381.72
S.D. 110.8 195.3 162.7 144.55 37.0 63.5 49.4 35.60
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Appendix 7 - 1 Study No. : SR22109

Motor activity measurements Stage : Week 4
Sex : Male Dose : IBMA 0 mg/kg Species : Rat
0'-10' 10'- 20' 20" - 30 30' - 40° 40' - 50 50' - 60' 0'-60'
Animal No. No. No. No. No. No. No. No.

10103 378 256 96 54 2 3 789
10106 553 265 149 170 42 108 1287
10109 319 126 8 0 0 0 453
10110 365 170 137 33 0 0 705
10111 722 381 326 173 20 0 1622
n 5 5 5 5 5 5 5
Mean 467.4 239.6 143.2 86.0 12.8 222 971.2
S.D. 167.8 98.3 116.2 80.4 18.4 48.0 473.2




Appendix 7 - 2 Study No. : SR22109

Motor activity measurements Stage : Week 4
Sex : Male Dose : IBMA 12 mg/kg Species : Rat
0'-10' 10'- 20' 20" - 30 30' - 40° 40' - 50 50' - 60' 0'-60'
Animal No. No. No. No. No. No. No. No.

10203 313 256 163 169 25 81 1007
10204 310 228 32 0 0 4 574
10210 246 206 240 53 153 49 947
10211 374 272 236 126 14 227 1249
10212 533 209 127 68 1 3 941
n 5 5 5 5 5 5 5
Mean 355.2 234.2 159.6 83.2 38.6 72.8 943.6
S.D. 109.2 29.0 86.1 65.7 64.8 92.2 241.8
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Appendix 7 - 3 Study No. : SR22109

Motor activity measurements Stage : Week 4
Sex : Male Dose : IBMA 40 mg/kg Species : Rat
0'-10' 10'- 20' 20" - 30 30' - 40° 40' - 50 50' - 60' 0'-60'
Animal No. No. No. No. No. No. No. No.

10302 276 122 22 139 159 0 718
10303 236 174 40 9 3 1 463
10305 332 200 69 0 0 0 601
10310 442 417 45 9 0 4 917
10312 237 98 0 0 0 0 335
n 5 5 5 5 5 5 5
Mean 304.6 202.2 35.2 314 324 1.0 606.8
S.D. 86.2 126.7 25.9 60.3 70.8 1.7 225.4

-85 -
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Appendix 7 - 4 Study No. : SR22109

Motor activity measurements Stage : Week 4
Sex : Male Dose : IBMA 120 mg/kg Species : Rat
0'-10' 10'- 20' 20" - 30 30' - 40° 40' - 50 50' - 60' 0'-60'
Animal No. No. No. No. No. No. No. No.

10402 236 90 0 3 0 0 329
10405 173 113 68 7 36 29 426
10408 445 81 4 2 4 0 536
10410 442 257 75 173 23 0 970
10412 531 186 141 80 83 3 1024
n 5 5 5 5 5 5 5
Mean 365.4 145.4 57.6 53.0 29.2 6.4 657.0
S.D. 152.8 74.8 58.2 74.7 334 12.7 319.5
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Appendix 7 - 5 Study No. : SR22109

Motor activity measurements Stage : Lactation day 13
Sex : Female Dose : IBMA 0 mg/kg Species : Rat
0'-10' 10'- 20' 20" - 30 30' - 40° 40' - 50 50' - 60' 0'-60'
Animal No. No. No. No. No. No. No. No.

50153 650 364 254 136 113 52 1569
50155 374 77 62 6 3 20 542
50159 387 15 108 0 0 0 510
50161 356 108 275 13 0 116 868
50162 578 191 136 61 34 40 1040
n 5 5 5 5 5 5 5
Mean 469.0 151.0 167.0 43.2 30.0 45.6 905.8
S.D. 135.2 134.9 93.1 57.2 48.6 44.1 432.5
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Appendix 7 - 6 Study No. : SR22109

Motor activity measurements Stage : Lactation day 13
Sex : Female Dose : IBMA 12 mg/kg Species : Rat
0'-10' 10'- 20' 20" - 30 30' - 40° 40' - 50 50' - 60' 0'-60'
Animal No. No. No. No. No. No. No. No.

50251 992 241 139 3 14 1 1390
50254 605 168 164 6 0 1 944
50257 393 275 177 27 7 0 879
50259 376 204 16 115 136 10 857
50260 537 384 248 295 500 42 2006
n 5 5 5 5 5 5 5
Mean 580.6 254.4 148.8 89.2 131.4 10.8 1215.2
S.D. 249.4 82.8 84.6 123.7 213.5 17.9 492.6
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Appendix 7 - 7 Study No. : SR22109
Motor activity measurements Stage : Lactation day 13
Sex : Female Dose : IBMA 40 mg/kg Species : Rat
0'-10' 10' - 20 20'- 30' 30' - 40' 40' - 50' 50' - 60 0'- 60
Animal No. No. No. No. No. No. No. No.

50353 513 348 0 0 6 0 867
50354 490 190 193 99 51 65 1088
50356 773 643 590 544 428 575 3553
50359 421 108 132 122 0 0 783
50362 323 246 0 3 60 221 853
n 5 5 5 5 5 5 5
Mean 504.0 307.0 183.0 153.6 109.0 172.2 1428.8
S.D. 167.5 207.1 242.6 225.1 180.3 242.6 1193.0
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Appendix 7 - 8 Study No. : SR22109

Motor activity measurements Stage : Lactation day 13
Sex : Female Dose : IBMA 120 mg/kg Species : Rat
0'-10' 10'- 20' 20" - 30 30' - 40° 40' - 50 50' - 60' 0'-60'
Animal No. No. No. No. No. No. No. No.

50451 459 158 0 90 0 0 707
50453 348 13 0 61 74 40 536
50459 397 159 0 7 43 24 630
50460 180 24 0 34 18 0 256
50461 344 159 49 5 0 0 557
n 5 5 5 5 5 5 5
Mean 345.6 102.6 9.8 394 27.0 12.8 537.2
S.D. 103.6 76.9 21.9 36.4 31.6 18.4 171.0
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Study No. : SR22109

Appendix 7 - 9
Motor activity measurements Stage : Week 4
Sex : Female (satellite) Dose : IBMA 0 mg/kg Species : Rat
0'-10' 10'- 20’ 20'- 30' 30' - 40' 40'- 50' 50'- 60' 0'-60'
Animal No. No. No. No. No. No. No. No.

50556 274 98 114 16 47 5 554
50557 441 223 235 158 8 0 1065
50558 410 247 135 103 26 70 991
50559 762 672 260 314 116 163 2287
50560 914 503 451 291 379 193 2731
n 5 5 5 5 5 5 5
Mean 560.2 348.6 239.0 176.4 115.2 86.2 1525.6
S.D. 266.7 233.1 134.0 126.0 153.0 88.9 932.0
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Appendix 7 - 10

Study No. : SR22109

Motor activity measurements Stage : Week 4
Sex : Female (satellite) Dose : IBMA 120 mg/kg Species : Rat
0'-10' 10'- 20’ 20'- 30' 30' - 40' 40'- 50' 50'- 60' 0'-60'
Animal No. No. No. No. No. No. No. No.

50656 543 436 295 194 14 41 1523
50657 517 408 373 395 418 274 2385
50658 373 156 0 0 0 0 529
50659 639 534 548 309 272 141 2443
50660 484 405 212 104 149 174 1528
n 5 5 5 5 5 5 5
Mean 511.2 387.8 285.6 200.4 170.6 126.0 1681.6
S.D. 96.5 139.8 202.2 157.4 177.2 109.0 782.9
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Appendix 8 - 1 Study No. : SR22109

Body weight Period : Administration Day 1-28
Sex : Male Dose : IBMA 0 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 1 4 7 14 21 28 gain
10101 424 440 444 483 508 540 116
10102 403 416 427 448 458 475 72
10103 396 407 420 451 470 484 88
10104 373 382 389 397 421 436 63
10105 446 461 481 507 530 556 110
10106 419 437 448 480 503 513 94
10107 384 397 408 429 447 466 82
10108 396 403 415 445 462 478 82
10109 418 428 436 450 464 473 55
10110 415 428 438 461 471 480 65
10111 424 436 442 469 483 496 72
10112 446 456 474 503 527 550 104
n 12 12 12 12 12 12 12
Mean 412.0 4243 435.2 460.3 478.7 495.6 83.6
S.D. 225 23.9 26.1 31.0 32.8 36.8 19.4




Appendix 8 - 2 Study No. : SR22109

Body weight Period : Administration Day 1-28
Sex : Male Dose : IBMA 12 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 1 4 7 14 21 28 gain
10201 433 438 445 467 494 516 83
10202 395 400 413 429 439 459 64
10203 417 426 437 462 486 488 71
10204 427 445 454 487 510 539 112
10205 438 462 472 501 532 565 127
10206 404 415 421 449 463 477 73
10207 470 495 509 537 553 575 105
10208 373 380 385 404 415 437 64
10209 374 386 394 411 430 448 74
10210 394 403 414 436 455 470 76
10211 423 433 446 471 481 503 80
10212 421 428 439 459 466 484 63
n 12 12 12 12 12 12 12
Mean 4141 425.9 435.8 459.4 477.0 496.8 82.7
S.D. 27.8 32.6 34.0 37.8 41.1 44.4 20.8
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Appendix 8 - 3 Study No. : SR22109

Body weight Period : Administration Day 1-28
Sex : Male Dose : IBMA 40 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 1 4 7 14 21 28 gain
10301 429 438 450 460 470 485 56
10302 416 423 428 438 462 463 47
10303 392 409 420 438 456 467 75
10304 381 389 395 407 415 430 49
10305 415 423 435 460 471 486 71
10306 469 479 493 516 522 538 69
10307 356 365 373 391 395 410 54
10308 426 440 445 467 488 511 85
10309 446 461 469 486 503 524 78
10310 418 430 440 454 462 471 53
10311 401 404 407 419 431 442 41
10312 405 417 424 436 456 477 72
n 12 12 12 12 12 12 12
Mean 412.8 423.2 431.6 447.7 460.9 475.3 62.5
S.D. 29.6 30.5 321 34.2 354 375 14.1
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Appendix 8 - 4 Study No. : SR22109

Body weight Period : Administration Day 1-28
Sex : Male Dose : IBMA 120 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 1 4 7 14 21 28 gain
10401 391 389 392 393 397 415 24
10402 423 420 436 445 466 484 61
10403 431 434 438 463 492 513 82
10404 392 387 390 389 394 405 13
10405 404 404 412 428 438 454 50
10406 451 446 452 466 474 476 25
10407 391 390 396 405 414 429 38
10408 393 394 401 415 423 426 33
10409 370 376 386 392 400 417 47
10410 406 412 422 439 454 475 69
10411 440 441 453 480 501 521 81
10412 464 448 454 462 456 472 8
n 12 12 12 12 12 12 12
Mean 413.0 411.8 419.3 431.4 442.4 457.3 443
S.D. 28.6 255 264 324 371 39.0 25.1




Appendix 8 - 5 Study No. : SR22109

Body weight Period : Administration Day 1-14
Sex : Female Dose : IBMA 0 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 1 4 7 14 gain
50151 261 271 283 292 31
50152 253 261 267 272 19
50153 279 284 282 303 24
50154 270 276 282 297 27
50155 253 255 251 268 15
50156 250 258 265 271 21
50157 265 265 274 285 20
50158 249 259 266 270 21
50159 283 283 284 302 19
50160 261 271 276 279 18
50161 240 243 245 256 16
50162 289 294 294 311 22
n 12 12 12 12 12
Mean 262.8 268.3 272.4 283.8 211
S.D. 15.0 14.4 14.3 171 4.5
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Appendix 8 - 6 Study No. : SR22109
Body weight Period : Administration Day 1-14
Sex : Female Dose : IBMA 12 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 1 4 7 14 gain
50251 273 277 275 285 12
50252 274 281 282 285 11
50253 266 280 289 297 31
50254 254 261 269 276 22
50255 269 282 290 297 28
50256 264 271 275 277 13
50257 250 247 250 257 7
50258 249 263 266 274 25
50259 263 260 263 273 10
50260 259 257 253 272 13
50261 279 292 300 301 22
50262 232 244 248 256 24
n 12 12 12 12 12
Mean 261.0 267.9 271.7 279.2 18.2
S.D. 13.1 14.9 16.7 14.6 8.0
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Appendix 8 - 7 Study No. : SR22109
Body weight Period : Administration Day 1-14

Sex : Female Dose : IBMA 40 mg/kg Unit: g Species : Rat

/Day Body weight
Animal No. 1 4 7 14 gain

50351 239 250 252 257 18
50352 271 275 278 286 15
50353 254 252 263 267 13
50354 274 275 276 288 14
50355 276 267 279 284 8
50356 257 262 260 263 6
50357 278 291 304 312 34
50358 257 256 256 272 15
50359 269 271 265 275 6
50360 260 263 265 264 4
50361 241 255 262 261 20
50362 285 285 285 300 15
n 12 12 12 12 12
Mean 263.4 266.8 270.4 277.4 14.0
S.D. 14.5 13.0 14.6 16.9 8.1
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Appendix 8 - 8 Study No. : SR22109
Body weight Period : Administration Day 1-14

Sex : Female Dose : IBMA 120 mg/kg Unit: g Species : Rat

/Day Body weight
Animal No. 1 4 7 14 gain

50451 265 258 268 274 9
50452 254 242 251 259 5
50453 267 264 263 267 0
50454 258 249 255 259 1
50455 275 270 268 280 5
50456 275 277 284 290 15
50457 254 253 254 263 9
50458 248 244 246 240 -8
50459 281 277 286 286 5
50460 251 252 257 270 19
50461 241 235 232 237 -4
50462 286 278 284 299 13
n 12 12 12 12 12
Mean 262.9 258.3 262.3 268.7 5.8
S.D. 14.1 14.8 16.6 18.8 7.8




Appendix 8 - 9 Study No. : SR22109

“YLy -

Body weight Period : Gestation Day 0-20

Sex : Female Dose : IBMA 0 mg/kg Unit: g Species : Rat

/Day Body weight
Animal No. 0 7 14 20 gain

50151 331 360 397 486 155
50152 284 328 368 465 181
50153 306 347 396 503 197
50154 314 354 410 501 187
50155 275 300 337 426 151
50156 279 322 366 446 167
50157 288 328 366 456 168
50158 279 315 362 465 186
50159 302 338 381 488 186
50160 293 326 379 485 192
50161 259 297 336 409 150
50162 312 356 404 515 203
n 12 12 12 12 12
Mean 293.5 330.9 375.2 470.4 176.9
S.D. 20.2 20.9 241 321 18.2
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Appendix 8 - 10

Study No. : SR22109

Body weight Period : Gestation Day 0-20
Sex : Female Dose : IBMA 12 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 0 7 14 20 gain
50251 284 307 332 407 123
50252 298 333 366 451 153
50253 296 334 369 460 164
50254 285 307 348 444 159
50255 308 338 374 479 171
50256 314 338 370 453 139
50257 257 303 343 446 189
50258 275 310 338 419 144
50259 273 298 317 383 110
50260 273 311 352 437 164
50261 309 354 395 496 187
50262 259 299 333 419 160
n 12 12 12 12 12
Mean 285.9 319.3 353.1 441.2 155.3
S.D. 19.2 18.8 222 31.1 235
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Appendix 8 - 11

Study No. : SR22109

Body weight Period : Gestation Day 0-20
Sex : Female Dose : IBMA 40 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 0 7 14 20 gain
50351 261 294 332 423 162
50352 294 320 357 446 152
50353 276 305 345 436 160
50354 286 323 364 455 169
50355 287 322 363 451 164
50356 265 312 351 434 169
50357 308 347 374 438 130
50358 275 297 340 443 168
50359 275 314 357 443 168
50360 275 308 344 426 151
50361 264 313 347 433 169
50362 304 336 381 466 162
n 12 12 12 12 12
Mean 280.8 315.9 354.6 441.2 160.3
S.D. 15.3 15.1 14.3 12.2 11.4




Appendix 8 - 12

Study No. : SR22109

Body weight Period : Gestation Day 0-20
Sex : Female Dose : IBMA 120 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 0 7 14 20 gain

50451 284 305 325 354 70

50452 262 300 $ 321 % 306 $ 44 %

50453 270 295 341 414 144

50454 269 296 330 402 133

50455 284 314 351 432 148

50456 286 $ 317 § 336 $ 326 $ 40 %

50457 262 291§ 299 § 288 26 %

50458 252 § 268 $ 278 § 277 $ 259

50459 293 326 356 406 113

50460 276 312 338 395 119

50461 241 270 309 393 152

50462 303 324 356 428 125

n 8 8 8 8 8
Mean 277.5 305.3 338.3 403.0 125.5
S.D. 18.7 18.3 16.5 244 264

$ : Excepted data from calculation (non-pregnancy)
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Appendix 8 - 13 Study No. : SR22109

Body weight Period : Lactation Day 0-13
Sex : Female Dose : IBMA 0 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 0 4 7 13 gain
50151 365 411 408 420 55
50152 307 360 375 382 75
50153 389 417 412 410 21
50154 415 413 417 421 6
50155 320 343 337 351 31
50156 364 345 352 380 16
50157 369 379 376 377 8
50158 353 355 366 376 23
50159 365 377 366 404 39
50160 333 371 376 393 60
50161 343 376 360 363 20
50162 386 390 397 424 38
n 12 12 12 12 12
Mean 359.1 378.1 378.5 391.8 327
S.D. 304 25.6 25.1 241 215
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Appendix 8 - 14

Study No. : SR22109

Body weight Period : Lactation Day 0-13
Sex : Female Dose : IBMA 12 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 0 4 7 13 gain
50251 323 348 354 358 35
50252 345 373 383 395 50
50253 348 378 364 380 32
50254 330 370 383 399 69
50255 383 362 371 379 -4
50256 341 359 355 360 19
50257 331 353 366 388 57
50258 329 337 337 344 15
50259 321 338 348 352 31
50260 350 373 380 387 37
50261 380 407 415 421 41
50262 303 311 320 339 36
n 12 12 12 12 12
Mean 340.3 359.1 364.7 375.2 34.8
S.D. 23.3 244 24.7 24.8 19.3
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Appendix 8 - 15

Study No. : SR22109

Body weight Period : Lactation Day 0-13
Sex : Female Dose : IBMA 40 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 0 4 7 13 gain
50351 337 355 363 373 36
50352 342 357 372 375 33
50353 348 371 367 385 37
50354 350 368 363 381 31
50355 285 318 346 381 96
50356 359 385 392 387 28
50357 369 371 373 375 6
50358 312 334 358 363 51
50359 320 355 359 363 43
50360 328 326 335 360 32
50361 321 348 362 371 50
50362 351 382 379 392 41
n 12 12 12 12 12
Mean 335.2 355.8 364.1 375.5 40.3
S.D. 23.2 21.3 14.8 10.2 211
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Appendix 8 - 16 Study No. : SR22109

Body weight Period : Lactation Day 0-13
Sex : Female Dose : IBMA 120 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 0 4 7 13 gain

50451 326 318 329 351 25

50453 339 343 345 344 5

50454 300 291§ 297 § 289 § -11$

50455 280

50459 310 323 348 360 50

50460 329 335 336 356 27

50461 309 295 313 348 39

50462 328 327 % 342 § 346 § 18 $

n 8 5 5 5 5
Mean 315.1 322.8 334.2 351.8 29.2
S.D. 19.2 18.4 14.0 6.3 16.9

Animal No. 50455 : Whole litter loss by lactation day 1 and euthanized due to a moribund condition on lactation day 1 (final weight 259 g)
$ : Excepted data from calculation (whole litter loss)
... . Blank



Appendix 8 - 17 Study No. : SR22109

Body weight Period : Administration Day 1-28
Sex : Female (satellite) Dose : IBMA 0 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 1 4 7 14 21 28 gain
50551 266 266 263 278 293 299 33
50552 291 292 293 308 321 327 36
50553 258 263 273 284 291 297 39
50554 254 260 259 265 270 276 22
50555 256 276 275 289 303 305 49
50556 261 275 273 273 288 293 32
50557 255 269 280 276 293 305 50
50558 272 274 283 285 296 304 32
50559 248 255 261 262 274 292 44
50560 277 288 289 306 320 324 47
n 10 10 10 10 10 10 10
Mean 263.8 271.8 274.9 282.6 294.9 302.2 384
S.D. 13.0 11.8 11.6 15.4 16.7 15.0 9.1

-8y -



- E8y -

Appendix 8 - 18 Study No. : SR22109

Body weight Period : Administration Day 1-28
Sex : Female (satellite) Dose : IBMA 120 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 1 4 7 14 21 28 gain
50651 261 267 281 282 265 267 6
50652 285 280 284 291 291 292 7
50653 272 267 265 273 275 275 3
50654 274 269 275 287 295 294 20
50655 270 267 271 271 275 271 1
50656 249 245 243 256 264 271 22
50657 258 254 265 286 294 300 42
50658 248 247 250 246 252 253 5
50659 245 245 254 262 254 272 27
50660 274 260 260 258 269 273 -1
n 10 10 10 10 10 10 10
Mean 263.6 260.1 264.8 271.2 273.4 276.8 13.2
S.D. 13.4 11.9 13.4 15.3 15.7 14.3 14.0
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Appendix 8 - 19

Study No. : SR22109

Body weight Period : Recovery Day 1-14
Sex : Male Dose : IBMA 0 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 1 14 gain
10103 486 493 501 15
10106 516 530 549 33
10109 470 488 500 30
10110 481 498 501 20
10111 499 516 531 32
n 5 5 5 5
Mean 490.4 505.0 516.4 26.0
S.D. 17.7 17.5 225 8.0
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Appendix 8 - 20

Study No. : SR22109

Body weight Period : Recovery Day 1-14
Sex : Male Dose : IBMA 120 mg/kg Unit: g Species : Rat
/Day Body weight
Animal No. 1 7 14 gain
10402 482 504 525 43
10405 447 480 504 57
10408 425 448 467 42
10410 477 508 533 56
10412 465 494 518 53
n 5 5 5 5
Mean 459.2 486.8 509.4 50.2
S.D. 234 24.2 26.0 7.2
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Appendix 8 - 21

Study No. : SR22109

Body weight Period : Recovery Day 1-14

Sex : Female (satellite) Dose : IBMA 0 mg/kg Unit: g Species : Rat

/Day Body weight
Animal No. 1 7 14 gain

50556 293 310 308 15
50557 306 325 335 29
50558 303 310 317 14
50559 284 297 304 20
50560 321 332 351 30
n 5 5 5 5
Mean 301.4 314.8 323.0 216
S.D. 14.0 13.8 19.7 7.6
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Appendix 8 - 22

Study No. : SR22109

Body weight Period : Recovery Day 1-14

Sex : Female (satellite) Dose : IBMA 120 mg/kg Unit: g Species : Rat

/Day Body weight
Animal No. 1 7 14 gain

50656 268 285 296 28
50657 299 312 316 17
50658 252 266 273 21
50659 266 281 295 29
50660 271 299 309 38
n 5 5 5 5
Mean 271.2 288.6 297.8 26.6
S.D. 17.2 17.6 16.5 8.1




Appendix 9 - 1 Study No. : SR22109

Food consumption Period : Administration Day 1-28
Sex : Male Dose : IBMA 0 mg/kg Unit: g Species : Rat
/Day
Animal No. 4 7 14 28

10101 24.6 22.9 253 :::

10102 23.7 21.6 21.6 18.6

10103 23.9 23.6 23.3 213

10104 23.0 22.2 20.1 21.0

10105 28.4 26.6 25.7 243

10106 28.0 26.5 26.0 22.4

10107 24.8 225 225 213

10108 21.9 211 21.2 20.3

10109 26.3 23.2 21.9 21.7

10110 245 23.2 23.5 22.0

10111 26.7 24.8 251 22.0

10112 241 23.3 241 23.1

n 12 12 12 11
Mean 24.99 23.46 23.36 21.64
S.D. 1.98 1.73 1.93 1.47

- 88y -

::: : During mating
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Appendix 9 - 2 Study No. : SR22109

Food consumption Period : Administration Day 1-28
Sex : Male Dose : IBMA 12 mg/kg Unit: g Species : Rat
/Day
Animal No. 4 7 14 28

10201 26.3 25.2 26.6 27.0

10202 19.9 20.2 19.9 20.3

10203 22.8 22.2 21.9 20.6

10204 25.0 23.5 247 23.6

10205 26.7 241 25.4 26.3

10206 23.9 23.4 241 :::

10207 323 28.7 28.9 26.5

10208 19.7 19.4 19.8 20.1

10209 22.6 21.0 21.6 20.6

10210 23.4 241 23.6 21.4

10211 27.8 26.3 26.9 26.1

10212 24.7 23.6 23.3 23.1

n 12 12 12 11
Mean 24.59 23.48 23.89 23.24
S.D. 3.47 2.60 2.81 2.80

::: : During mating



Appendix 9 - 3 Study No. : SR22109

Food consumption Period : Administration Day 1-28
Sex : Male Dose : IBMA 40 mg/kg Unit: g Species : Rat
/Day
Animal No. 4 7 14 28

10301 223 23.2 213 20.9

10302 26.1 241 23.8 22.2

10303 225 20.8 20.1 19.9

10304 223 22.0 20.8 21.7

10305 225 21.7 22.0 20.8

10306 26.7 26.7 24.9 245

10307 20.1 20.3 19.8 18.7

10308 24.6 24.8 247 26.4

10309 28.9 271 26.7 27.4

10310 22.4 221 23.3 215

10311 20.0 19.4 19.8 20.0

10312 23.9 21.9 21.4 221

n 12 12 12 12
Mean 23.53 22.84 22.38 22.18
S.D. 2.65 242 2.27 2.64
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Appendix 9 - 4 Study No. : SR22109

Food consumption Period : Administration Day 1-28
Sex : Male Dose : IBMA 120 mg/kg Unit: g Species : Rat
/Day
Animal No. 4 7 14 28

10401 19.8 19.6 21.4 24.9

10402 18.8 22.4 221 244

10403 20.9 20.8 24.0 22.4

10404 18.3 17.8 18.1 21.2

10405 18.4 18.5 20.0 20.7

10406 20.3 22.4 23.7 22.8

10407 15.8 19.4 211 23.1

10408 18.5 18.7 21.4 215

10409 18.1 18.9 20.2 21.4

10410 22.0 221 247 26.4

10411 20.8 23.7 26.3 28.1

10412 17.9 21.0 22.8 21.8

n 12 12 12 12
Mean 19.13 20.44 22.15 23.23
S.D. 1.69 1.89 2.28 2.29




Appendix 9 - 5 Study No. : SR22109

- C6v -

Food consumption Period : Administration Day 1-14
Sex : Female Dose : IBMA 0 mg/kg Unit: g Species : Rat
/Day
Animal No. 4 7 14
50151 213 20.2 19.6
50152 17.4 16.2 16.2
50153 19.9 18.9 213
50154 211 18.5 21.0
50155 16.1 15.9 16.2
50156 19.2 17.7 17.3
50157 17.4 17.8 17.6
50158 17.5 15.5 15.7
50159 19.0 18.3 20.1
50160 17.8 16.5 17.6
50161 16.6 18.2 18.2
50162 21.7 20.2 21.8
n 12 12 12
Mean 18.75 17.83 18.55
S.D. 1.91 1.56 2.14




Appendix 9 - 6 Study No. : SR22109

Food consumption Period : Administration Day 1-14
Sex : Female Dose : IBMA 12 mg/kg Unit: g Species : Rat
/Day
Animal No. 4 7 14

50251 17.8 171 17.5

50252 18.0 17.9 18.5

50253 19.4 17.9 17.7

50254 171 16.8 16.9

50255 21.6 19.9 19.6

50256 19.9 18.2 19.9

50257 17.0 17.0 17.4

50258 18.7 16.8 16.8

50259 15.8 16.9 17.3

50260 16.5 17.0 18.7

50261 22.6 21.9 19.6

50262 18.1 15.4 17.2

n 12 12 12
Mean 18.54 17.73 18.09
S.D. 2.04 1.70 1.12

-6y -



Appendix 9 - 7 Study No. : SR22109

Food consumption Period : Administration Day 1-14
Sex : Female Dose : IBMA 40 mg/kg Unit: g Species : Rat
/Day
Animal No. 4 7 14

50351 16.5 14.2 15.3

50352 17.6 16.7 17.2

50353 16.5 18.4 16.6

50354 16.7 17.5 19.0

50355 17.0 19.0 16.5

50356 16.2 17.5 17.7

50357 20.3 19.6 18.8

50358 16.7 18.1 19.6

50359 15.6 141 15.5

50360 16.8 16.3 17.2

50361 18.4 16.1 15.9

50362 18.4 18.6 19.3

n 12 12 12
Mean 17.23 17.18 17.38
S.D. 1.28 1.76 1.50

- vov -



Appendix 9 - 8 Study No. : SR22109

Food consumption Period : Administration Day 1-14
Sex : Female Dose : IBMA 120 mg/kg Unit: g Species : Rat
/Day
Animal No. 4 7 14

50451 10.2 14.3 16.2

50452 8.8 16.4 17.4

50453 12.9 15.7 17.3

50454 13.3 14.2 17.0

50455 12.3 141 18.5

50456 15.6 16.1 18.1

50457 101 12.6 16.4

50458 111 13.5 14.5

50459 13.3 15.6 17.6

50460 9.9 13.2 17.7

50461 134 12.7 15.2

50462 13.0 14.5 19.4

n 12 12 12
Mean 11.99 14.41 17.11
S.D. 1.97 1.30 1.37

- S6v -



Appendix 9 - 9 Study No. : SR22109

Food consumption Period : Gestation Day 0-20
Sex : Female Dose : IBMA 0 mg/kg Unit: g Species : Rat
/Day
Animal No. 7 14 20

50151 22.4 23.8 245

50152 22.6 24.6 253

50153 25.0 28.2 27.3

50154 28.7 32.9 28.7

50155 21.8 215 21.9

50156 24.0 25.5 241

50157 23.2 26.4 25.6

50158 20.6 23.7 26.8

50159 23.5 24.9 27.9

50160 21.6 26.9 28.0

50161 22.4 25.5 26.0

50162 24.9 27.8 29.5

n 12 12 12
Mean 23.39 25.98 26.30
S.D. 212 2.87 217

- 96V -
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Appendix 9 - 10 Study No. : SR22109

Food consumption Period : Gestation Day 0-20
Sex : Female Dose : IBMA 12 mg/kg Unit: g Species : Rat
/Day
Animal No. 7 14 20

50251 18.1 17.6 18.5

50252 223 23.7 22.9

50253 22.8 251 271

50254 19.3 21.9 24.4

50255 24.8 28.5 28.4

50256 211 23.0 22.2

50257 22.7 24.2 24.9

50258 225 22.7 211

50259 18.6 20.3 21.4

50260 23.1 27.8 27.7

50261 25.4 27.0 26.6

50262 22.7 22.7 22.0

n 12 12 12
Mean 21.95 23.71 23.93
S.D. 2.28 3.13 3.08




Appendix 9 - 11 Study No. : SR22109

Food consumption Period : Gestation Day 0-20
Sex : Female Dose : IBMA 40 mg/kg Unit: g Species : Rat
/Day
Animal No. 7 14 20

50351 21.6 25.1 243

50352 20.6 22.6 243

50353 23.2 25.8 25.7

50354 225 25.7 26.6

50355 23.2 26.8 251

50356 26.0 271 28.1

50357 20.8 22.8 21.0

50358 20.9 24.2 25.6

50359 20.8 243 225

50360 20.0 22.2 221

50361 241 245 22.9

50362 22.3 26.7 25.2

n 12 12 12
Mean 2217 24.82 24.45
S.D. 1.75 1.68 2.03

- 86V -
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Appendix 9 - 12 Study No. : SR22109

Food consumption Period : Gestation Day 0-20
Sex : Female Dose : IBMA 120 mg/kg Unit: g Species : Rat
/Day
Animal No. 7 14 20

50451 18.5 18.4 17.4

50452 236 $ 285 % 18.0 %

50453 20.6 23.9 24.6

50454 22.0 24.0 22.8

50455 20.7 23.7 225

50456 20.2 % 221 % 19.3 %

50457 19.1% 189 % 14.7 $

50458 173 $ 176 $ 151 %

50459 21.9 23.2 22.6

50460 22.0 241 23.1

50461 20.1 23.3 22.0

50462 21.2 24.2 22.4

n 8 8 8
Mean 20.88 23.10 22.18
S.D. 1.20 1.93 2.08

$ : Excepted data from calculation (non-pregnancy)
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Appendix 9 - 13 Study No. : SR22109

Food consumption Period : Lactation Day 0-13
Sex : Female Dose : IBMA 0 mg/kg Unit: g Species : Rat
/Day
Animal No. 4 7 13

50151 40.2 471 60.0

50152 34.6 44.3 60.6

50153 38.1 411 54.5

50154 30.7 45.3 57.3

50155 27.6 38.9 51.3

50156 24.6 35.9 55.8

50157 325 40.3 50.9

50158 33.8 46.8 60.2

50159 33.0 39.9 58.2

50160 315 45.8 57.4

50161 39.6 B 62.5

50162 34.2 43.4 65.3

n 12 11 12
Mean 33.37 42.62 57.83
S.D. 4.59 3.64 4.29

::: : Data not obtained due to an operational error



Appendix 9 - 14 Study No. : SR22109

Food consumption Period : Lactation Day 0-13
Sex : Female Dose : IBMA 12 mg/kg Unit: g Species : Rat
/Day
Animal No. 4 7 13

50251 24.8 30.0 44 .4

50252 32.8 43.6 54.9

50253 33.6 41.9 56.8

50254 37.2 52.0 63.6

50255 25.8 41.9 51.0

50256 28.8 37.5 51.0

50257 34.2 42.8 57.7

50258 26.6 38.7 51.9

50259 29.0 40.5 55.5

50260 35.9 46.0 58.3

50261 38.1 49.7 59.7

50262 29.7 42.3 54.0

n 12 12 12
Mean 31.38 42.24 54.90
S.D. 4.54 5.68 4.98

- 106 -



Appendix 9 - 15 Study No. : SR22109

Food consumption Period : Lactation Day 0-13
Sex : Female Dose : IBMA 40 mg/kg Unit: g Species : Rat
/Day
Animal No. 4 7 13

50351 27.6 44.0 57.2

50352 25.0 38.7 51.4

50353 33.7 42.6 57.3

50354 313 411 53.3

50355 15.0 30.8 34.8

50356 37.5 50.1 58.3

50357 32.8 40.6 50.5

50358 32.2 44.6 58.6

50359 27.6 41.0 53.1

50360 325 42.3 54.9

50361 30.1 45.3 55.3

50362 31.3 41.4 54.7

n 12 12 12
Mean 29.72 41.88 53.28
S.D. 5.66 4.55 6.37

- 206 -
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Appendix 9 - 16 Study No. : SR22109

Food consumption Period : Lactation Day 0-13
Sex : Female Dose : IBMA 120 mg/kg Unit: g Species : Rat
/Day
Animal No. 4 7 13
50451 19.2 30.7 41.8
50453 20.0 27.0 26.9
50454 12.2°$ 185 $ 16.8 $
50455
50459 18.5 28.3 30.2
50460 241 343 44.5
50461 19.2 28.6 38.0
50462 154 $ 234 % 201 %
n 5 5 5
Mean 20.20 29.78 36.28
S.D. 2.24 2.85 7.52

Animal No. 50455 : Whole litter loss by lactation day 1 and euthanized due to a moribund condition on lactation day 1
$ : Excepted data from calculation (whole litter loss)
... . Blank
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Appendix 9 - 17 Study No. : SR22109

Food consumption Period : Administration Day 1-28
Sex : Female (satellite) Dose : IBMA 0 mg/kg Unit: g Species : Rat
/Day
Animal No. 4 7 14 21 28

50551 14.9 16.1 171 16.2 15.9

50552 18.3 20.0 19.9 18.9 18.4

50553 18.0 17.8 17.3 16.9 16.6

50554 171 17.9 17.5 16.3 151

50555 20.2 18.7 20.7 19.6 19.5

50556 18.8 16.2 16.9 16.9 16.1

50557 19.8 18.4 16.1 171 17.0

50558 18.4 18.7 16.3 17.6 15.6

50559 17.4 16.7 18.3 18.4 18.4

50560 21.1 21.5 23.1 22.5 20.5

n 10 10 10 10 10
Mean 18.40 18.20 18.32 18.04 17.31
S.D. 1.76 1.69 2.24 1.92 1.80
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Appendix 9 - 18 Study No. : SR22109

Food consumption Period : Administration Day 1-28
Sex : Female (satellite) Dose : IBMA 120 mg/kg Unit: g Species : Rat
/Day
Animal No. 4 7 14 21 28

50651 17.4 17.9 191 13.7 15.3

50652 15.2 16.0 171 15.5 16.9

50653 12.5 14.2 17.3 16.6 16.6

50654 151 15.0 18.1 18.8 17.9

50655 131 16.2 15.5 16.0 17.3

50656 12.8 11.3 15.7 16.6 17.4

50657 15.5 17.2 20.6 211 18.4

50658 11.0 13.0 13.9 15.8 13.5

50659 12.3 13.8 16.9 17.8 18.3

50660 11.9 11.6 16.2 17.7 17.3

n 10 10 10 10 10
Mean 13.68 14.62 17.04 16.96 16.89
S.D. 2.01 2.25 1.91 2.03 1.49
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Appendix 9 - 19 Study No. : SR22109

Food consumption Period : Recovery Day 1-14
Sex : Male Dose : IBMA 0 mg/kg Unit: g Species : Rat
/Day
Animal No. 7 14
10103 26.2 252
10106 28.0 28.9
10109 26.6 26.4
10110 26.5 249
10111 27.5 27.7
n 5 5
Mean 26.96 26.62
S.D. 0.76 1.69
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Appendix 9 - 20 Study No. : SR22109

Food consumption Period : Recovery Day 1-14
Sex : Male Dose : IBMA 120 mg/kg Unit: g Species : Rat
/Day
Animal No. 7 14

10402 33.0 30.8

10405 30.5 29.8

10408 28.5 27.2

10410 36.2 354

10412 32.7 31.8

n 5 5
Mean 32.18 31.00
S.D. 2.89 3.00
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Appendix 9 - 21 Study No. : SR22109

Food consumption Period : Recovery Day 1-14
Sex : Female (satellite) Dose : IBMA 0 mg/kg Unit: g Species : Rat
/Day
Animal No. 7 14
50556 21.6 21.7
50557 231 23.3
50558 20.6 21.7
50559 21.0 22.6
50560 26.0 27.4
n 5 5
Mean 22.46 23.34
S.D. 2.19 2.37
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Appendix 9 - 22 Study No. : SR22109

Food consumption Period : Recovery Day 1-14
Sex : Female (satellite) Dose : IBMA 120 mg/kg Unit: g Species : Rat
/Day
Animal No. 7 14
50656 23.3 21.5
50657 26.1 23.0
50658 20.6 20.8
50659 23.6 23.3
50660 27.3 26.8
n 5 5
Mean 24.18 23.08
S.D. 2.61 2.32
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Appendix 10 - 1

Urinary findings

Stage : Week 4

Study No. : SR22109

Sex : Male Dose : IBMA 0 mg/kg Species : Rat
pH Glucose Ketone body  Urobilinogen Bilirubin Ocecult blood Color
Animal No. EU/dL
10103 8.5 + - - 0.1 - - A
10106 8.5 + - - 0.1 - - A
10109 8.5 + - - 0.1 - - A
10110 8.0 + - - 0.1 - - A
10111 8.0 2+ - - 0.1 - - A
n 5 5 5 5 5 5 5 5

Color) A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white
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Appendix 10 - 2

Study No. : SR22109

Stage : Week 4

Urinary findings
Dose : IBMA 0 mg/kg

Sex : Male

Species : Rat

Urine volume

Animal No. mL/21hr
10103 9.0
10106 12.5
10109 8.0
10110 6.5
10111 9.5

n 5
Mean 9.10
S.D. 2.22
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Appendix 10 - 3 Study No. : SR22109

Urinary findings Stage : Week 4
Sex : Male Dose : IBMA 0 mg/kg Species : Rat

Specific gravity RBC WBC Squamous Urothelium Tubular Cast
epithelium
Animal No.

10103
10106
10109
10110
10111

ajoo oo b~ O
'
'

n

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021 ~1.030,3;1.031~1.040,4;1.041~1.050,5;1.050 <
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Appendix 10 - 4 Study No. : SR22109

Urinary findings Stage : Week 4
Sex : Male Dose : IBMA 12 mg/kg Species : Rat
pH Protein Glucose Ketone body  Urobilinogen Bilirubin Ocecult blood Color
Animal No. EU/dL
10203 8.0 + - - 0.1 - - A
10204 8.0 + - - 0.1 - - A
10210 8.0 + - - 0.1 - - A
10211 8.5 + - - 0.1 - - A
10212 7.5 + - - 0.1 - - A
n 5 5 5 5 5 5 5 5

Color) A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white
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Appendix 10 - 5

Study No. : SR22109

Stage : Week 4

Urinary findings
Dose : IBMA 12 mg/kg

Sex : Male

Species : Rat

Urine volume

Animal No. mL/21hr
10203 8.5
10204 10.5
10210 12.5
10211 15.5
10212 6.5

n 5
Mean 10.70
S.D. 3.49
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Appendix 10 - 6

Study No. : SR22109

Urinary findings Stage : Week 4
Sex : Male Dose : IBMA 12 mg/kg Species : Rat
Specific gravity RBC WBC Squamous Urothelium Tubular Cast
epithelium
Animal No.
10203 5 - - - -
10204 5 - - - -
10210 4 - - - -
10211 4 - - - -
10212 5 - - - -
n 5 5 5 5 5

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021 ~1.030,3;1.031~1.040,4;1.041~1.050,5;1.050 <
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Appendix 10 - 7 Study No. : SR22109

Urinary findings Stage : Week 4
Sex : Male Dose : IBMA 40 mg/kg Species : Rat
pH Protein Glucose Ketone body  Urobilinogen Bilirubin Ocecult blood Color
Animal No. EU/dL
10302 7.0 2+ - - 0.1 - - A
10303 8.5 + - - 0.1 - A
10305 8.5 + - - 0.1 - + A
10310 8.5 + - - 0.1 - A
10312 8.0 2+ - - 0.1 - - A
n 5 5 5 5 5 5 5 5

Color) A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white
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Appendix 10 - 8

Study No. : SR22109

Urinary findings Stage : Week 4
Sex : Male Dose : IBMA 40 mg/kg Species : Rat

Urine volume

Animal No. mL/21hr
10302 5.5
10303 11.0
10305 7.0
10310 16.0
10312 11.0

n 5
Mean 10.10
S.D. 4.10
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Appendix 10 - 9

Study No. : SR22109

Urinary findings Stage : Week 4
Sex : Male Dose : IBMA 40 mg/kg Species : Rat
Specific gravity RBC WBC Squamous Urothelium Tubular Cast
epithelium
Animal No.
10302 5 - - - -
10303 4 - - - -
10305 5 - - - -
10310 4 - - - -
10312 4 - - - -
n 5 5 5 5 5

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021 ~1.030,3;1.031~1.040,4;1.041~1.050,5;1.050 <
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Appendix 10 - 10

Urinary findings

Stage : Week 4

Study No. : SR22109

Sex : Male Dose : IBMA 120 mg/kg Species : Rat
pH Protein Glucose Ketone body  Urobilinogen Bilirubin Ocecult blood Color
Animal No. EU/dL
10402 7.5 2+ - - 0.1 - + A
10405 7.5 + - - 0.1 - A
10408 8.5 + - - 0.1 - - A
10410 8.5 + - - 0.1 - A
10412 8.5 + - - 0.1 - + A
n 5 5 5 5 5 5 5 5

Color) A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white
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Appendix 10 - 11

Study No. : SR22109

Urinary findings Stage : Week 4
Sex : Male Dose : IBMA 120 mg/kg Species : Rat

Urine volume

Animal No. mL/21hr
10402 10.5
10405 16.5
10408 13.0
10410 25.5
10412 8.0

n 5
Mean 14.70
S.D. 6.81
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Appendix 10 - 12 Study No. : SR22109

Urinary findings Stage : Week 4
Sex : Male Dose : IBMA 120 mg/kg Species : Rat

Specific gravity RBC WBC Squamous Urothelium Tubular Cast
epithelium
Animal No.

10402
10405
10408
10410
10412

ajonw hHh W bd
'
'
'

n

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021 ~1.030,3;1.031~1.040,4;1.041~1.050,5;1.050 <
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Appendix 10 - 13 Study No. : SR22109

Urinary findings Stage : Week 4
Sex : Female (satellite) Dose : IBMA 0 mg/kg Species : Rat
pH Protein Glucose Ketone body  Urobilinogen Bilirubin Ocecult blood Color
Animal No. EU/dL
50556 8.0 + - - 0.1 - - A
50557 8.5 + - - 0.1 - - A
50558 6.5 + - - 0.1 - - A
50559 8.5 + - - 0.1 - - A
50560 8.0 + - - 0.1 - - A
n 5 5 5 5 5 5 5 5

Color) A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white
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Appendix 10 - 14

Study No. : SR22109

Urinary findings Stage : Week 4
Sex : Female (satellite) Dose : IBMA 0 mg/kg Species : Rat

Urine volume

Animal No. mL/21hr
50556 5.5
50557 7.5
50558 12.5
50559 7.5
50560 7.5

n 5
Mean 8.10
S.D. 2.61
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Appendix 10 - 15 Study No. : SR22109

Urinary findings Stage : Week 4
Sex : Female (satellite) Dose : IBMA 0 mg/kg Species : Rat
Specific gravity RBC WBC Squamous Urothelium Tubular Cast
epithelium
Animal No.
50556 5 - - - - - -
50557 5 - - - - - -
50558 3 - - - - - -
50559 4 - - - - - -
50560 4 - - - - - -
n 5 5 5 5 5 5 5

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021 ~1.030,3;1.031~1.040,4;1.041~1.050,5;1.050 <
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Appendix 10 - 16 Study No. : SR22109

Urinary findings Stage : Week 4
Sex : Female (satellite) Dose : IBMA 120 mg/kg Species : Rat
pH Protein Glucose Ketone body  Urobilinogen Bilirubin Ocecult blood Color
Animal No. EU/dL
50656 8.5 + - - 0.1 - - A
50657 8.5 + - - 0.1 - - A
50658 8.5 + - - 0.1 - - A
50659 8.0 + - - 0.1 - - A
50660 8.0 + - - 0.1 - - A
n 5 5 5 5 5 5 5 5

Color) A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white
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Appendix 10 - 17

Urinary findings
Sex : Female (satellite)

Stage : Week 4
Dose : IBMA 120 mg/kg

Species : Rat

Study No. : SR22109

Urine volume

Animal No. mL/21hr
50656 10.5
50657 6.5
50658 11.0
50659 7.0
50660 10.5

n 5
Mean 9.10
S.D. 2.16
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Appendix 10 - 18 Study No. : SR22109

Urinary findings Stage : Week 4
Sex : Female (satellite) Dose : IBMA 120 mg/kg Species : Rat
Specific gravity RBC WBC Squamous Urothelium Tubular Cast
epithelium
Animal No.
50656 4 - - - - - -
50657 5 - - + - - -
50658 3 - - - - - -
50659 5 - - - - - -
50660 4 - - - - - -
n 5 5 5 5 5 5 5

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021 ~1.030,3;1.031~1.040,4;1.041~1.050,5;1.050 <
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Appendix 10 - 19

Urinary findings

Stage : Recovery week 2

Study No. : SR22109

Sex : Male Dose : IBMA 0 mg/kg Species : Rat
pH Protein Glucose Ketone body  Urobilinogen Bilirubin Ocecult blood Color
Animal No. EU/dL
10103 8.5 + - - 0.1 - - A
10106 8.5 + - - 0.1 - - A
10109 8.5 + - - 0.1 - - A
10110 8.5 2+ - - 0.1 - - A
10111 8.5 2+ - - 0.1 - - A
n 5 5 5 5 5 5 5 5

Color) A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white
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Appendix 10 - 20

Study No. : SR22109

Stage : Recovery week 2

Urinary findings
Dose : IBMA 0 mg/kg

Sex : Male

Species : Rat

Urine volume

Animal No. mL/21hr
10103 9.5
10106 12.0
10109 10.0
10110 8.0
10111 24.0

n 5
Mean 12.70
S.D. 6.48
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Appendix 10 - 21 Study No. : SR22109

Urinary findings Stage : Recovery week 2
Sex : Male Dose : IBMA 0 mg/kg Species : Rat

Specific gravity RBC WBC Squamous Urothelium Tubular Cast
epithelium
Animal No.

10103
10106
10109
10110
10111

g oo oo
'
'
'
'
'
'

n

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021 ~1.030,3;1.031~1.040,4;1.041~1.050,5;1.050 <
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Appendix 10 - 22 Study No. : SR22109

Urinary findings Stage : Recovery week 2
Sex : Male Dose : IBMA 120 mg/kg Species : Rat
pH Protein Glucose Ketone body  Urobilinogen Bilirubin Ocecult blood Color
Animal No. EU/dL
10402 8.5 2+ - - 0.1 - - A
10405 8.5 + - - 0.1 - + A
10408 8.5 + - - 0.1 - + A
10410 8.5 + - - 0.1 - - A
10412 7.5 2+ - - 0.1 - - A
n 5 5 5 5 5 5 5 5

Color) A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white
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Appendix 10 - 23

Urinary findings
Sex : Male

Stage : Recovery week 2
Dose : IBMA 120 mg/kg

Species : Rat

Study No. : SR22109

Urine volume

Animal No. mL/21hr
10402 12.0
10405 13.0
10408 9.0
10410 450 %
10412 12.5

n 4
Mean 11.63
S.D. 1.80

$ : Excepted data from calculation due to water leakage from a water container
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Appendix 10 - 24

Species : Rat

Study No. : SR22109

Cast

Urinary findings Stage : Recovery week 2
Sex : Male Dose : IBMA 120 mg/kg
Specific gravity RBC WBC Squamous Urothelium Tubular
epithelium
Animal No.

10402 4 - - - -

10405 5 - - - -

10408 5 - - - -

10410 3% - - - -

10412 5 - - - -

n 4 5 5 5 5

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021~1.030,3;1.031~1.040,4;1.041~1.050,5;1.050 <
$ : Excepted data from calculation due to water leakage from a water container



T PES -

Appendix 10 - 25 Study No. : SR22109

Urinary findings Stage : Recovery week 2
Sex : Female (satellite) Dose : IBMA 0 mg/kg Species : Rat
pH Protein Glucose Ketone body  Urobilinogen Bilirubin Ocecult blood Color
Animal No. EU/dL
50556 8.5 + - - 0.1 - - A
50557 8.5 + - - 0.1 - A
50558 8.5 2+ - - 0.1 - + A
50559 8.5 + - - 0.1 - A
50560 8.5 + - - 0.1 - - A
n 5 5 5 5 5 5 5 5

Color) A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white
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Appendix 10 - 26

Study No. : SR22109

Urinary findings Stage : Recovery week 2

Sex : Female (satellite) Dose : IBMA 0 mg/kg Species : Rat

Urine volume
Animal No. mL/21hr

50556 15.0
50557 15.0
50558 20.5
50559 11.0
50560 13.5
n 5
Mean 15.00
S.D. 3.48
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Appendix 10 - 27 Study No. : SR22109

Urinary findings Stage : Recovery week 2
Sex : Female (satellite) Dose : IBMA 0 mg/kg Species : Rat
Specific gravity RBC WBC Squamous Urothelium Tubular Cast
epithelium
Animal No.
50556 4 - - - - - -
50557 4 - - - - - -
50558 3 - - - - - -
50559 4 - - - - - -
50560 4 - - - - - -
n 5 5 5 5 5 5 5

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021 ~1.030,3;1.031~1.040,4;1.041~1.050,5;1.050 <



- LES -

Appendix 10 - 28 Study No. : SR22109

Urinary findings Stage : Recovery week 2
Sex : Female (satellite) Dose : IBMA 120 mg/kg Species : Rat
pH Protein Glucose Ketone body  Urobilinogen Bilirubin Ocecult blood Color
Animal No. EU/dL
50656 8.5 + - - 0.1 - - A
50657 8.5 2+ - - 0.1 - - A
50658 8.5 2+ - - 0.1 - - A
50659 7.5 2+ - - 0.1 - + A
50660 8.5 + - - 0.1 - - A
n 5 5 5 5 5 5 5 5

Color) A : Pale yellow or yellow, B : Orange yellow, C : Red brown, D : Creamy white
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Appendix 10 - 29

Study No. : SR22109

Urinary findings Stage : Recovery week 2

Sex : Female (satellite) Dose : IBMA 120 mg/kg Species : Rat

Urine volume
Animal No. mL/21hr

50656 9.5
50657 4.5
50658 8.0
50659 8.0
50660 9.5
n 5
Mean 7.90
S.D. 2.04
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Appendix 10 - 30 Study No. : SR22109

Urinary findings Stage : Recovery week 2
Sex : Female (satellite) Dose : IBMA 120 mg/kg Species : Rat
Specific gravity RBC WBC Squamous Urothelium Tubular Cast
epithelium
Animal No.
50656 5 - - - - - -
50657 5 - - - - - -
50658 5 - - - - - -
50659 4 - - - - - -
50660 4 - - - - - -
n 5 5 5 5 5 5 5

Specific gravity) 0;1.001~1.010,1;1.011~1.020,2;1.021 ~1.030,3;1.031~1.040,4;1.041~1.050,5;1.050 <
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Appendix 11 -1

Hematological findings

Stage : Day 29

Study No. : SR22109

Sex : Male Dose : IBMA 0 mg/kg Species : Rat
RBC HGB HCT MCV MCH MCHC Reticulocyte Platelet WBC Neutrophil Lymphocyte
Animal No. 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/pL 10%/uL 10%/uL

10101 833 15.9 441 52.9 19.1 36.1 3.77 96.8 149.4 27.3 115.1

10102 948 16.1 45.0 47.5 17.0 35.8 3.73 114.4 112.8 25.2 82.5

10104 900 15.8 431 47.9 17.6 36.7 2.98 78.7 70.8 15.8 50.3

10105 850 16.6 46.8 55.1 19.5 355 3.81 107.8 106.4 18.0 82.6

10107 875 16.5 45.6 52.1 18.9 36.2 4.40 108.4 89.3 16.5 67.5

n 5 5 5 5 5 5 5 5 5 5 5

Mean 881.2 16.18 44.92 51.10 18.42 36.06 3.738 101.22 105.74 20.56 79.60

S.D. 45.1 0.36 1.41 3.30 1.07 0.45 0.505 14.10 29.36 5.31 23.89

Monocyte Eosinophil Basophil PT APTT
Animal No. 10%/uL 10%/uL 10%/uL sec sec

10101 5.0 1.9 0.1 17.3 15.6
10102 45 0.5 0.1 20.6 18.5
10104 42 0.5 0.0 18.2 15.4
10105 43 1.4 0.1 19.2 18.0
10107 4.4 0.9 0.0 19.0 18.0
n 5 5 5 5 5
Mean 4.48 1.04 0.06 18.86 17.10
S.D. 0.31 0.61 0.05 1.23 1.48
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Appendix 11 - 2 Study No. : SR22109

Hematological findings Stage : Day 29
Sex : Male Dose : IBMA 12 mg/kg Species : Rat
RBC HGB HCT MCV MCH MCHC Reticulocyte Platelet WBC Neutrophil Lymphocyte
Animal No. 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/pL 10%/uL 10%/uL
10201 875 15.5 43.0 49.1 17.7 36.0 2.95 113.6 741 9.0 60.7
10202 864 16.5 45.8 53.0 19.1 36.0 3.14 108.2 100.5 9.4 87.6
10205 839 15.7 451 53.8 18.7 34.8 4.30 90.4 102.6 16.2 82.4
10206 891 16.4 45.7 51.3 18.4 35.9 3.03 109.1 84.4 141 64.1
10207 911 16.8 46.9 51.5 18.4 35.8 3.71 138.6 76.1 18.7 52.0
n 5 5 5 5 5 5 5 5 5 5 5
Mean 876.0 16.18 45.30 51.74 18.46 35.70 3.426 111.98 87.54 13.48 69.36
S.D. 27.2 0.55 1.44 1.81 0.51 0.51 0.572 17.32 13.38 4.24 15.06
Monocyte Eosinophil Basophil PT APTT
Animal No. 10%/uL 10%/uL 10%/uL sec sec
10201 3.9 0.5 0.0 17.7 17.6
10202 2.8 0.7 0.0 20.1 16.9
10205 34 0.5 0.1 171 17.2
10206 5.2 0.9 0.1 191 17.5
10207 4.5 0.9 0.0 23.5 22.1
n 5 5 5 5 5
Mean 3.96 0.70 0.04 19.50 18.26
S.D. 0.93 0.20 0.05 2.53 2.16
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Appendix 11 - 3 Study No. : SR22109

Hematological findings Stage : Day 29
Sex : Male Dose : IBMA 40 mg/kg Species : Rat
RBC HGB HCT MCV MCH MCHC Reticulocyte Platelet WBC Neutrophil Lymphocyte
Animal No. 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/pL 10%/uL 10%/uL
10301 853 15.8 44.8 52.5 18.5 35.3 3.30 87.1 118.1 24.0 88.7
10304 882 15.7 44.6 50.6 17.8 35.2 3.55 104.4 79.0 17.4 57.6
10306 905 16.0 44.4 49.1 17.7 36.0 2.68 101.8 116.4 14.0 94.9
10307 853 15.6 451 52.9 18.3 346 3.98 89.2 102.1 15.5 81.7
10308 872 16.1 45.0 51.6 18.5 35.8 3.46 94.3 102.5 15.4 81.7
n 5 5 5 5 5 5 5 5 5 5 5
Mean 873.0 15.84 44.78 51.34 18.16 35.38 3.394 95.36 103.62 17.26 80.92
S.D. 21.8 0.21 0.29 1.53 0.38 0.55 0.472 7.59 15.67 3.96 14.15
Monocyte Eosinophil Basophil PT APTT
Animal No. 10%/uL 10%/uL 10%/uL sec sec
10301 4.5 0.8 0.1 19.3 19.6
10304 3.3 0.7 0.0 25.7 19.7
10306 5.9 1.6 0.0 20.3 21.4
10307 3.9 1.0 0.0 23.1 18.0
10308 4.2 1.2 0.0 16.6 18.1
n 5 5 5 5 5
Mean 4.36 1.06 0.02 21.00 19.36
S.D. 0.97 0.36 0.04 3.51 1.39
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Appendix 11 - 4

Hematological findings

Stage : Day 29

Study No. : SR22109

Sex : Male Dose : IBMA 120 mg/kg Species : Rat
RBC HGB HCT MCV MCH MCHC Reticulocyte Platelet WBC Neutrophil Lymphocyte
Animal No. 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/pL 10%/uL 10%/uL

10401 804 15.1 41.9 52.1 18.8 36.0 5.07 97.2 87.2 22.8 60.5

10403 841 15.3 42.7 50.8 18.2 35.8 3.95 107.3 152.1 28.5 116.2

10404 819 14.8 41.4 50.5 18.1 35.7 3.28 103.0 95.2 14.3 75.7

10406 854 15.4 43.5 50.9 18.0 354 3.50 93.0 103.3 23.0 72.2

10407 805 14.7 41.4 51.4 18.3 35.5 2.93 104.7 124.1 25.5 93.4

n 5 5 5 5 5 5 5 5 5 5 5

Mean 824.6 15.06 42.18 51.14 18.28 35.68 3.746 101.04 112.38 22.82 83.60

S.D. 22.2 0.30 0.91 0.63 0.31 0.24 0.827 5.83 26.11 5.29 21.71

Monocyte Eosinophil Basophil PT APTT
Animal No. 10%/uL 10%/uL 10%/uL sec sec

10401 3.1 0.8 0.0 21.8 17.8
10403 6.1 1.3 0.0 24.0 19.3
10404 42 1.0 0.0 23.4 18.0
10406 7.0 1.0 0.1 22.6 233
10407 4.3 0.9 0.0 16.8 14.9
n 5 5 5 5 5
Mean 4.94 1.00 0.02 21.72 18.66
S.D. 1.58 0.19 0.04 2.87 3.05




T Ppe -

Appendix 11 - 5

Hematological findings

Stage : Day 14 after parturition

Study No. : SR22109

Sex : Female Dose : IBMA 0 mg/kg Species : Rat
RBC HGB HCT MCV MCH MCHC Reticulocyte Platelet WBC Neutrophil Lymphocyte
Animal No. 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/pL 10%/uL 10%/uL

50153 807 15.8 43.3 53.7 19.6 36.5 3.20 97.4 110.2 61.9 43.7

50155 695 14.7 41.8 60.1 21.2 35.2 4.45 120.0 85.8 254 55.6

50159 687 14.0 39.5 57.5 20.4 354 3.87 99.4 64.7 21.4 42.9

50161 726 14.5 40.9 56.3 20.0 355 3.92 110.7 51.2 29.3 18.1

50162 729 15.2 42.4 58.2 20.9 35.8 4.68 104.5 87.7 36.6 46.0

n 5 5 5 5 5 5 5 5 5 5 5

Mean 728.8 14.84 41.58 57.16 20.42 35.68 4.024 106.40 79.92 34.92 41.26

S.D. 47.5 0.69 1.45 2.37 0.65 0.51 0.576 9.18 22.74 16.09 13.90

Monocyte Eosinophil Basophil PT APTT
Animal No. 10%/uL 10%/uL 10%/uL sec sec

50153 3.8 0.7 0.1 16.4 11.9
50155 4.4 0.3 0.1 171 14.4
50159 0.2 0.2 0.0 16.6 13.8
50161 3.1 0.7 0.0 15.6 12.4
50162 4.3 0.8 0.0 16.7 15.6
n 5 5 5 5 5
Mean 3.16 0.54 0.04 16.48 13.62
S.D. 1.73 0.27 0.05 0.55 1.50
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Appendix 11 - 6 Study No. : SR22109

Hematological findings Stage : Day 14 after parturition
Sex : Female Dose : IBMA 12 mg/kg Species : Rat
RBC HGB HCT MCV MCH MCHC Reticulocyte Platelet WBC Neutrophil Lymphocyte
Animal No. 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/pL 10%/uL 10%/uL
50251 674 13.7 38.6 57.3 20.3 35.5 4.46 101.7 63.3 274 321
50254 721 16.1 46.8 64.9 22.3 34.4 6.98 80.8 84.8 46.9 34.7
50257 804 15.5 42.6 53.0 19.3 36.4 4.63 118.3 60.4 15.5 43.7
50259 865 16.0 43.9 50.8 18.5 36.4 4.06 124.6 83.5 35.6 441
50260 709 14.3 40.4 57.0 20.2 354 4.31 99.7 88.3 33.2 51.6
n 5 5 5 5 5 5 5 5 5 5 5
Mean 754.6 15.12 42.46 56.60 20.12 35.62 4.888 105.02 76.06 31.72 41.24
S.D. 78.0 1.07 3.17 5.39 1.42 0.83 1.188 17.22 13.13 11.50 7.87
Monocyte Eosinophil Basophil PT APTT
Animal No. 10%/uL 10%/uL 10%/uL sec sec
50251 34 0.4 0.0 16.6 13.2
50254 2.7 0.5 0.0 16.9 12.8
50257 1.0 0.2 0.0 18.1 15.7
50259 34 0.4 0.0 16.9 15.1
50260 29 0.6 0.0 16.8 13.0
n 5 5 5 5 5
Mean 2.68 0.42 0.00 17.06 13.96
S.D. 0.99 0.15 0.00 0.59 1.34
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Appendix 11 -7 Study No. : SR22109

Hematological findings Stage : Day 14 after parturition
Sex : Female Dose : IBMA 40 mg/kg Species : Rat
RBC HGB HCT MCV MCH MCHC Reticulocyte Platelet WBC Neutrophil Lymphocyte
Animal No. 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/pL 10%/uL 10%/uL
50353 741 15.6 43.6 58.8 211 35.8 5.12 112.7 88.9 341 47.8
50354 796 15.8 43.7 54.9 19.8 36.2 3.66 101.2 76.4 347 40.0
50356 833 15.7 44.2 53.1 18.8 355 4.28 109.0 89.7 329 49.2
50359 740 14.3 40.6 54.9 19.3 35.2 4.34 113.6 87.6 30.6 51.9
50362 711 14.1 39.0 54.9 19.8 36.2 3.95 107.6 90.3 40.9 44.8
n 5 5 5 5 5 5 5 5 5 5 5
Mean 764.2 15.10 42.22 55.32 19.76 35.78 4.270 108.82 86.58 34.64 46.74
S.D. 49.2 0.83 2.29 2.10 0.86 0.44 0.548 4.94 5.78 3.84 4.55
Monocyte Eosinophil Basophil PT APTT
Animal No. 10%/uL 10%/uL 10%/uL sec sec
50353 5.7 1.3 0.0 16.7 13.2
50354 1.6 0.1 0.0 16.4 14.5
50356 6.8 0.8 0.0 17.3 11.9
50359 4.4 0.7 0.0 17.7 14.1
50362 4.0 0.6 0.0 17.3 14.1
n 5 5 5 5 5
Mean 4.50 0.70 0.00 17.08 13.56
S.D. 1.96 0.43 0.00 0.52 1.04
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Appendix 11 - 8

Hematological findings

Stage : Day 14 after parturition

Study No. : SR22109

Sex : Female Dose : IBMA 120 mg/kg Species : Rat
RBC HGB HCT MCV MCH MCHC Reticulocyte Platelet WBC Neutrophil Lymphocyte
Animal No. 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/pL 10%/uL 10%/uL

50451 667 13.8 38.0 57.0 20.7 36.3 4.34 85.2 117.4 65.1 49.6

50453 640 14.8 43.5 68.0 23.1 34.0 4.65 78.1 77.6 22.3 50.6

50459 701 13.8 38.7 55.2 19.7 35.7 4.11 95.5 64.7 14.3 46.3

50460 711 141 38.8 54.6 19.8 36.3 3.71 77.0 81.3 38.3 38.1

50461 715 14.6 41.6 58.2 20.4 35.1 5.18 105.3 74.4 28.0 42.4

n 5 5 5 5 5 5 5 5 5 5 5

Mean 686.8 14.22 40.12 58.60 20.74 35.48 4.398 88.22 83.08 33.60 45.40

S.D. 323 0.46 2.34 5.45 1.38 0.97 0.556 12.06 20.15 19.66 5.19

Monocyte Eosinophil Basophil PT APTT
Animal No. 10%/uL 10%/uL 10%/uL sec sec

50451 23 0.4 0.0 17.6 14.8
50453 4.0 0.7 0.0 15.9 12.8
50459 34 0.7 0.0 16.7 12.0
50460 4.1 0.8 0.0 15.9 15.3
50461 3.2 0.8 0.0 16.4 13.6
n 5 5 5 5 5
Mean 3.40 0.68 0.00 16.50 13.70
S.D. 0.72 0.16 0.00 0.70 1.37
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Appendix 11 -9 Study No. : SR22109

Hematological findings Stage : Day 29
Sex : Female (satellite) Dose : IBMA 0 mg/kg Species : Rat
RBC HGB HCT MCV MCH MCHC Reticulocyte Platelet wBC Neutrophil Lymphocyte
Animal No. 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/uL 10%/uL 10%/uL
50551 813 15.5 425 52.3 19.1 36.5 2.52 122.6 67.1 12.6 51.1
50552 776 14.9 40.9 52.7 19.2 36.4 2.35 115.7 71.2 17.9 50.5
50553 824 15.8 442 53.6 19.2 357 3.46 91.2 68.6 8.6 57.1
50554 792 16.1 443 55.9 20.3 36.3 2.67 111.8 74.2 6.4 65.3
50555 804 16.0 45.2 56.2 19.9 354 3.07 89.6 54.0 7.5 44.2
n 5 5 5 5 5 5 5 5 5 5 5
Mean 801.8 15.66 43.42 54.14 19.54 36.06 2.814 106.18 67.02 10.60 53.64
S.D. 18.6 0.48 1.71 1.81 0.53 0.48 0.449 14.93 7.76 4.70 7.96
Monocyte Eosinophil Basophil PT APTT
Animal No. 10%/uL 10%/uL 10%/uL sec sec
50551 26 0.8 0.0 171 12.7
50552 1.6 1.2 0.0 18.1 13.7
50553 21 0.8 0.0 16.0 13.3
50554 1.7 0.8 0.0 17.6 13.1
50555 1.3 1.0 0.0 18.0 14.1
n 5 5 5 5 5
Mean 1.86 0.92 0.00 17.36 13.38

S.D. 0.50 0.18 0.00 0.86 0.54
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Appendix 11 - 10

Hematological findings

Stage : Day 29

Study No. : SR22109

Sex : Female (satellite) Dose : IBMA 120 mg/kg Species : Rat
RBC HGB HCT MCV MCH MCHC Reticulocyte Platelet wBC Neutrophil Lymphocyte
Animal No. 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/uL 10%/uL 10%/uL

50651 738 14.5 40.5 54.9 19.6 35.8 4.03 94.7 61.6 12.2 46.2

50652 721 14.2 395 54.8 19.7 359 4.20 107.5 86.1 6.9 76.5

50653 781 15.4 425 54.4 19.7 36.2 3.91 98.2 38.9 4.8 32.3

50654 702 13.6 38.5 54.8 19.4 35.3 3.30 89.3 29.1 6.2 20.7

50655 707 13.9 39.1 55.3 19.7 355 5.48 86.1 81.1 17.1 61.5

n 5 5 5 5 5 5 5 5 5 5 5

Mean 729.8 14.32 40.02 54.84 19.62 35.74 4.184 95.16 59.36 9.44 47.44

S.D. 31.9 0.69 1.57 0.32 0.13 0.35 0.800 8.34 25.13 5.12 22.29

Monocyte Eosinophil Basophil PT APTT
Animal No. 10%/uL 10%/uL 10%/uL sec sec

50651 24 0.8 0.0 16.7 13.5
50652 1.8 0.9 0.0 16.5 12.5
50653 1.3 0.5 0.0 16.9 13.3
50654 1.2 1.0 0.0 16.3 13.7
50655 1.6 0.9 0.0 15.9 14.0
n 5 5 5 5 5
Mean 1.66 0.82 0.00 16.46 13.40
S.D. 0.48 0.19 0.00 0.38 0.57
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Appendix 11 - 11 Study No. : SR22109

Hematological findings Stage : Recovery Day 15
Sex : Male Dose : IBMA 0 mg/kg Species : Rat
RBC HGB HCT MCV MCH MCHC Reticulocyte Platelet wBC Neutrophil Lymphocyte
Animal No. 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/uL 10%/uL 10%/uL
10103 885 16.7 45.5 514 18.9 36.7 2.56 102.5 93.1 15.8 71.5
10106 852 15.4 43.1 50.6 18.1 357 2.75 90.5 60.6 11.5 443
10109 941 15.8 43.1 45.8 16.8 36.7 2.76 103.2 76.5 10.7 61.0
10110 891 15.4 43.5 48.8 17.3 354 2.64 98.4 95.7 9.1 82.1
10111 886 15.6 43.9 49.5 17.6 355 3.05 108.9 105.7 17.4 81.5
n 5 5 5 5 5 5 5 5 5 5 5
Mean 891.0 15.78 43.82 49.22 17.74 36.00 2.752 100.70 86.32 12.90 68.08
S.D. 31.9 0.54 1.00 2.16 0.80 0.65 0.186 6.82 17.80 3.53 15.84
Monocyte Eosinophil Basophil PT APTT
Animal No. 10%/uL 10%/uL 10%/uL sec sec
10103 4.2 1.6 0.0 204 19.2
10106 3.6 1.2 0.0 19.5 16.6
10109 3.1 1.7 0.0 242 16.8
10110 3.1 1.3 0.1 222 19.1
10111 5.1 1.6 0.1 19.6 17.6
n 5 5 5 5 5
Mean 3.82 1.48 0.04 21.18 17.86

S.D. 0.85 0.22 0.05 2.01 1.24
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Appendix 11 - 12

Hematological findings

Stage : Recovery Day 15

Study No. : SR22109

Sex : Male Dose : IBMA 120 mg/kg Species : Rat
RBC HGB HCT MCV MCH MCHC Reticulocyte Platelet wBC Neutrophil Lymphocyte
Animal No. 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/uL 10%/uL 10%/uL

10402 867 15.2 43.1 49.7 17.5 35.3 2.83 93.9 80.1 13.1 61.4

10405 885 15.6 43.7 49.4 17.6 357 4.15 132.3 73.0 10.5 57.7

10408 900 15.5 454 50.4 17.2 341 3.42 104.9 80.0 11.0 62.8

10410 911 15.9 443 48.6 17.5 359 3.15 124.5 118.6 20.5 90.0

10412 800 14.6 42.1 52.6 18.3 34.7 4.01 105.7 81.0 15.4 60.9

n 5 5 5 5 5 5 5 5 5 5 5

Mean 872.6 15.36 43.72 50.14 17.62 35.14 3.512 112.26 86.54 14.10 66.56

S.D. 43.8 0.49 1.24 1.52 0.41 0.74 0.561 15.70 18.21 4.07 13.24

Monocyte Eosinophil Basophil PT APTT
Animal No. 10%/uL 10%/uL 10%/uL sec sec

10402 4.6 1.0 0.0 229 18.9
10405 3.6 1.2 0.0 18.0 19.8
10408 4.7 1.5 0.0 20.3 18.6
10410 6.5 1.6 0.0 223 18.8
10412 34 1.3 0.0 18.8 16.7
n 5 5 5 5 5
Mean 4.56 1.32 0.00 20.46 18.56
S.D. 1.23 0.24 0.00 2.13 1.14
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Hematological findings Stage : Recovery Day 15
Sex : Female (satellite) Dose : IBMA 0 mg/kg Species : Rat
RBC HGB HCT MCV MCH MCHC Reticulocyte Platelet wBC Neutrophil Lymphocyte
Animal No. 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/uL 10%/uL 10%/uL
50556 855 16.2 45.5 53.2 18.9 356 2.44 91.9 42.0 6.0 32.7
50557 879 16.8 46.6 53.0 19.1 36.1 2.67 88.0 55.5 10.4 40.4
50558 857 14.9 41.0 47.8 17.4 36.3 2.45 94.1 71.7 14.3 53.3
50559 883 16.2 442 50.1 18.3 36.7 2.32 95.3 54.0 71 43.6
50560 793 15.2 42.5 53.6 19.2 35.8 3.58 99.6 42.8 9.7 30.5
n 5 5 5 5 5 5 5 5 5 5 5
Mean 853.4 15.86 43.96 51.54 18.58 36.10 2.692 93.78 53.20 9.50 40.10
S.D. 36.0 0.79 2.25 2.51 0.75 0.43 0.512 4.28 12.06 3.24 9.13
Monocyte Eosinophil Basophil PT APTT
Animal No. 10%/uL 10%/uL 10%/uL sec sec
50556 21 1.2 0.0 16.3 12.4
50557 2.8 1.9 0.0 16.7 12.0
50558 3.1 1.0 0.0 16.5 11.9
50559 24 0.9 0.0 16.4 13.9
50560 1.6 1.0 0.0 15.8 13.3
n 5 5 5 5 5
Mean 2.40 1.20 0.00 16.34 12.70

S.D. 0.59 0.41 0.00 0.34 0.87




Appendix 11 - 14 Study No. : SR22109
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Hematological findings Stage : Recovery Day 15
Sex : Female (satellite) Dose : IBMA 120 mg/kg Species : Rat
RBC HGB HCT MCV MCH MCHC Reticulocyte Platelet wBC Neutrophil Lymphocyte
Animal No. 10*/uL g/dL % fL pg g/dL % 10*/uL 10%/uL 10%/uL 10%/uL
50656 748 14.7 421 56.3 19.7 34.9 3.44 99.3 48.6 11.3 33.6
50657 808 15.4 442 54.7 19.1 34.8 3.16 100.1 62.7 12.0 46.9
50658 774 15.7 43.8 56.6 20.3 35.8 3.98 97.7 49.0 10.2 36.7
50659 787 14.7 414 52.6 18.7 355 2.60 109.2 45.7 52 37.7
50660 775 13.8 39.1 50.5 17.8 35.3 3.31 110.5 39.7 6.4 30.7
n 5 5 5 5 5 5 5 5 5 5 5
Mean 778.4 14.86 42.12 54.14 19.12 35.26 3.298 103.36 49.14 9.02 37.12
S.D. 21.8 0.74 2.05 2.58 0.95 042 0.498 6.00 8.44 3.04 6.12
Monocyte Eosinophil Basophil PT APTT
Animal No. 10%/uL 10%/uL 10%/uL sec sec
50656 26 1.1 0.0 17.0 12.4
50657 22 1.6 0.0 17.6 12.6
50658 1.2 0.9 0.0 16.3 14.5
50659 1.7 1.1 0.0 17.7 14.1
50660 2.0 0.6 0.0 17.3 11.9
n 5 5 5 5 5
Mean 1.94 1.06 0.00 17.18 13.10

S.D. 0.53 0.36 0.00 0.56 1.13
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Appendix 12 - 1 Study No. : SR22109

Biochemical findings Stage : Day 29
Sex : Male Dose : IBMA 0 mg/kg Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP UN
Animal No. 1U/L IU/L U/L 1U/L mg/dL ymol/L mg/dL mg/dL mg/dL g/dL mg/dL
10101 62 28 170 0.6 0.06 14.7 169 55 20 5.6 12.9
10102 70 27 144 0.4 0.05 7.9 160 52 9 55 9.8
10104 53 25 132 0.4 0.05 6.4 153 46 22 5.1 13.1
10105 101 38 138 0.6 0.05 59.4 151 60 29 5.5 11.4
10107 63 26 102 0.4 0.06 10.6 123 37 10 5.3 11.6
n 5 5 5 5 5 5 5 5 5 5 5
Mean 69.8 28.8 137.2 0.48 0.054 19.80 151.2 50.0 18.0 5.40 11.76
S.D. 18.5 5.3 244 0.11 0.005 22.36 17.3 8.9 8.5 0.20 1.33
Crea Na K Cl Ca P AIG Albumin Albumin al-G a2-G
Animal No. mg/dL mEg/L mEg/L mEq/L mg/dL mg/dL g/dL % % %
10101 0.27 143 4.09 102 9.4 7.5 0.85 2.56 45.8 25.7 8.6
10102 0.30 145 4.34 105 9.1 6.1 0.92 2.64 48.0 222 8.9
10104 0.27 145 4.12 106 9.3 6.2 1.02 2.57 50.4 19.8 10.6
10105 0.31 144 4.34 106 9.5 6.0 0.89 2.60 47.2 251 9.4
10107 0.29 145 4.36 106 9.6 5.8 0.86 2.44 46.1 23.3 10.1
n 5 5 5 5 5 5 5 5 5 5 5
Mean 0.288 144.4 4.250 105.0 9.38 6.32 0.908 2.562 47.50 23.22 9.52
S.D. 0.018 0.9 0.133 1.7 0.19 0.68 0.068 0.075 1.84 2.37 0.83
B-G y-G
Animal No. % %
10101 14.8 5.1
10102 14.7 6.2
10104 14.4 4.8
10105 13.9 44
10107 13.9 6.6
n 5 5
Mean 14.34 5.42

S.D. 0.43 0.94
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Appendix 12 - 2 Study No. : SR22109

Biochemical findings Stage : Day 29
Sex : Male Dose : IBMA 12 mg/kg Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP UN
Animal No. 1U/L IU/L U/L 1U/L mg/dL ymol/L mg/dL mg/dL mg/dL g/dL mg/dL
10201 70 36 127 0.2 0.06 11.6 162 56 22 5.2 11.4
10202 62 27 110 0.4 0.06 375 127 55 18 55 12.1
10205 66 29 89 0.5 0.04 11.2 169 68 57 5.7 12.6
10206 76 31 116 0.3 0.06 17.3 136 56 22 5.8 12.8
10207 79 37 226 0.5 0.04 7.0 143 40 22 5.9 11.7
n 5 5 5 5 5 5 5 5 5 5 5
Mean 70.6 32.0 133.6 0.38 0.052 16.92 147.4 55.0 28.2 5.62 12.12
S.D. 7.0 4.4 53.5 0.13 0.011 12.07 17.6 9.9 16.2 0.28 0.59
Crea Na K Cl Ca P AIG Albumin Albumin al-G a2-G
Animal No. mg/dL mEg/L mEg/L mEq/L mg/dL mg/dL g/dL % % %
10201 0.29 143 4.33 103 9.3 6.0 0.98 2.57 49.5 21.9 9.2
10202 0.30 144 4.50 104 9.3 7.3 1.01 2.77 50.3 222 9.8
10205 0.29 143 4.44 103 9.5 6.3 0.89 2.69 47.2 22.8 9.6
10206 0.28 145 4.66 104 9.8 71 0.90 2.74 47.3 20.5 10.3
10207 0.29 145 4.31 105 9.8 6.8 0.85 2.71 46.0 23.3 10.1
n 5 5 5 5 5 5 5 5 5 5 5
Mean 0.290 144.0 4.448 103.8 9.54 6.70 0.926 2.696 48.06 22.14 9.80
S.D. 0.007 1.0 0.142 0.8 0.25 0.54 0.067 0.077 1.78 1.06 0.43
B-G y-G
Animal No. % %
10201 13.4 6.0
10202 13.5 4.2
10205 15.0 54
10206 14.9 7.0
10207 14.7 5.9
n 5 5
Mean 14.30 5.70

S.D. 0.78 1.02
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Appendix 12 - 3 Study No. : SR22109

Biochemical findings Stage : Day 29
Sex : Male Dose : IBMA 40 mg/kg Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP UN
Animal No. 1U/L IU/L U/L 1U/L mg/dL ymol/L mg/dL mg/dL mg/dL g/dL mg/dL
10301 67 33 126 0.5 0.06 7.2 150 57 30 5.3 11.0
10304 63 32 126 0.4 0.05 4.0 138 48 25 53 13.1
10306 58 29 119 0.6 0.06 15.6 135 56 25 5.6 12.7
10307 53 24 124 0.6 0.04 6.6 132 58 34 5.2 13.6
10308 66 33 141 0.7 0.06 17.5 154 71 18 5.9 14.8
n 5 5 5 5 5 5 5 5 5 5 5
Mean 61.4 30.2 127.2 0.56 0.054 10.18 141.8 58.0 26.4 5.46 13.04
S.D. 5.9 3.8 8.2 0.11 0.009 5.98 9.7 8.3 6.0 0.29 1.39
Crea Na K Cl Ca P AIG Albumin Albumin al-G a2-G
Animal No. mg/dL mEg/L mEg/L mEq/L mg/dL mg/dL g/dL % % %
10301 0.32 144 4.08 104 9.3 6.1 1.00 2.66 50.1 21.6 9.0
10304 0.28 144 4.60 105 9.3 6.8 0.92 2.54 48.0 18.5 10.9
10306 0.26 144 4.51 102 9.6 6.4 0.97 2.76 49.2 205 9.3
10307 0.28 144 4.71 105 9.3 7.2 1.03 2.64 50.8 223 9.6
10308 0.26 143 4.57 103 10.1 6.8 0.86 2.73 46.2 23.2 8.7
n 5 5 5 5 5 5 5 5 5 5 5
Mean 0.280 143.8 4.494 103.8 9.52 6.66 0.956 2.666 48.86 21.22 9.50
S.D. 0.024 0.4 0.243 1.3 0.35 0.42 0.067 0.086 1.82 1.81 0.85
B-G y-G
Animal No. % %
10301 13.8 55
10304 15.7 6.9
10306 14.6 6.4
10307 12.7 4.6
10308 16.5 5.4
n 5 5
Mean 14.66 5.76

S.D. 1.50 0.90
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Appendix 12 - 4 Study No. : SR22109

Biochemical findings Stage : Day 29
Sex : Male Dose : IBMA 120 mg/kg Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP UN
Animal No. 1U/L IU/L U/L 1U/L mg/dL ymol/L mg/dL mg/dL mg/dL g/dL mg/dL
10401 78 36 169 0.5 0.06 20.9 139 38 9 5.3 14.0
10403 74 34 103 0.6 0.05 24.0 173 51 33 5.6 1.7
10404 74 36 120 0.6 0.04 4.9 139 52 8 55 12.9
10406 56 30 113 0.8 0.04 5.6 128 48 16 5.6 14.5
10407 62 33 111 1.1 0.06 11.6 126 70 16 5.5 13.6
n 5 5 5 5 5 5 5 5 5 5 5
Mean 68.8 33.8 123.2 0.72 0.050 13.40 141.0 51.8 16.4 5.50 13.34
S.D. 9.3 2.5 26.3 0.24 0.010 8.73 18.9 11.6 10.0 0.12 1.09
Crea Na K Cl Ca P AIG Albumin Albumin al-G a2-G
Animal No. mg/dL mEg/L mEg/L mEqg/L mg/dL mg/dL g/dL % % %
10401 0.28 144 4.46 104 9.1 6.8 0.98 2.63 49.6 17.4 9.5
10403 0.26 142 4.13 102 9.6 6.9 0.89 2.63 47.0 23.0 9.9
10404 0.27 144 4.40 105 9.5 6.7 1.01 277 50.3 20.9 9.0
10406 0.24 142 4.46 101 9.9 7.4 1.02 2.82 50.4 20.6 10.3
10407 0.25 144 4.56 103 9.6 7.2 0.93 2.65 48.1 21.2 9.0
n 5 5 5 5 5 5 5 5 5 5 5
Mean 0.260 143.2 4.402 103.0 9.54 7.00 0.966 2.700 49.08 20.62 9.54
S.D. 0.016 1.1 0.163 1.6 0.29 0.29 0.055 0.089 1.48 2.03 0.57
B-G y-G
Animal No. % %
10401 16.1 7.4
10403 14.8 5.3
10404 14.9 4.9
10406 14.5 4.2
10407 15.9 5.8
n 5 5
Mean 15.24 5.52

S.D. 0.71 1.20
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Appendix 12 - 5 Study No. : SR22109

Biochemical findings Stage : Day 14 after parturition
Sex : Female Dose : IBMA 0 mg/kg Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP UN
Animal No. 1U/L IU/L U/L 1U/L mg/dL ymol/L mg/dL mg/dL mg/dL g/dL mg/dL
50153 148 81 133 1.0 0.05 40.1 192 114 55 6.0 19.8
50155 98 78 148 0.8 0.04 30.9 127 102 54 5.8 21.3
50159 399 192 131 1.4 0.05 341 128 96 46 54 216
50161 108 47 128 1.2 0.01 18.4 148 99 50 5.9 23.8
50162 196 70 91 0.7 0.04 47.6 149 85 69 5.6 213
n 5 5 5 5 5 5 5 5 5 5 5
Mean 189.8 93.6 126.2 1.02 0.038 34.22 148.8 99.2 54.8 5.74 21.56
S.D. 123.2 56.6 21.1 0.29 0.016 10.90 26.3 10.5 8.7 0.24 1.44
Crea Na K Cl Ca P AIG Albumin Albumin al-G a2-G
Animal No. mg/dL mEg/L mEqg/L mEqg/L mg/dL mg/dL g/dL % % %
50153 0.42 138 4.19 97 9.8 7.7 0.86 2.78 46.3 20.0 9.8
50155 0.35 137 4.37 100 9.4 9.2 0.90 2.76 475 241 10.2
50159 0.36 138 4.35 99 9.2 8.6 0.87 2.51 46.4 220 11.0
50161 0.35 140 4.59 102 9.4 7.2 1.02 2.99 50.6 19.6 10.5
50162 0.34 141 4.24 101 9.4 6.8 0.87 2.60 46.5 20.4 10.4
n 5 5 5 5 5 5 5 5 5 5 5
Mean 0.364 138.8 4.348 99.8 9.44 7.90 0.904 2.728 47.46 21.22 10.38
S.D. 0.032 1.6 0.155 1.9 0.22 0.99 0.067 0.185 1.82 1.85 0.44
B-G y-G
Animal No. % %
50153 16.9 7.0
50155 15.0 3.2
50159 16.2 4.4
50161 15.2 4.1
50162 15.7 7.0
n 5 5
Mean 15.80 5.14

S.D. 0.77 1.75




- 656 -

Appendix 12 - 6 Study No. : SR22109

Biochemical findings Stage : Day 14 after parturition
Sex : Female Dose : IBMA 12 mg/kg Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP UN
Animal No. 1U/L IU/L U/L 1U/L mg/dL ymol/L mg/dL mg/dL mg/dL g/dL mg/dL
50251 96 54 84 1.0 0.05 20.8 135 122 31 6.0 215
50254 147 90 152 1.4 0.02 18.8 147 120 103 6.6 30.5
50257 155 71 97 0.8 0.05 31.1 117 91 97 6.1 254
50259 185 88 84 1.4 0.04 15.2 153 116 79 6.1 247
50260 135 56 68 1.5 0.02 10.9 156 83 32 5.4 18.0
n 5 5 5 5 5 5 5 5 5 5 5
Mean 143.6 71.8 97.0 1.22 0.036 19.36 141.6 106.4 68.4 6.04 24.02
S.D. 324 17.0 324 0.30 0.015 7.57 15.9 18.1 34.8 0.43 4.66
Crea Na K Cl Ca P AIG Albumin Albumin al-G a2-G
Animal No. mg/dL mEg/L mEg/L mEq/L mg/dL mg/dL g/dL % % %
50251 0.32 138 4.28 98 9.5 7.6 1.06 3.08 514 18.2 9.1
50254 0.43 135 5.06 96 10.2 12.4 0.87 3.08 46.6 211 9.4
50257 0.36 136 4.82 98 10.2 8.5 0.77 2.65 43.5 20.9 13.2
50259 0.35 137 4.59 97 9.9 8.3 0.99 3.04 49.8 20.3 10.8
50260 0.32 141 4.06 101 8.9 6.1 1.05 2.76 51.1 18.1 10.6
n 5 5 5 5 5 5 5 5 5 5 5
Mean 0.356 137.4 4.562 98.0 9.74 8.58 0.948 2.922 48.48 19.72 10.62
S.D. 0.045 23 0.402 1.9 0.55 2.33 0.125 0.203 3.37 1.46 1.62
B-G y-G
Animal No. % %
50251 15.5 5.8
50254 17.6 5.3
50257 17.0 5.4
50259 16.3 2.8
50260 16.0 4.2
n 5 5
Mean 16.48 4.70

S.D. 0.83 1.22




Appendix 12 -7 Study No. : SR22109

- 096 -

Biochemical findings Stage : Day 14 after parturition
Sex : Female Dose : IBMA 40 mg/kg Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP UN
Animal No. 1U/L IU/L U/L 1U/L mg/dL ymol/L mg/dL mg/dL mg/dL g/dL mg/dL
50353 84 50 93 0.8 0.06 14.8 147 117 71 5.8 17.3
50354 200 86 149 1.1 0.04 13.8 133 83 50 6.1 38.6
50356 110 62 89 0.9 0.04 14.0 159 86 77 55 19.9
50359 71 56 129 1.3 0.03 17.3 121 95 30 5.6 18.5
50362 91 75 113 1.6 0.04 23.0 128 93 81 5.8 21.0
n 5 5 5 5 5 5 5 5 5 5 5
Mean 111.2 65.8 114.6 1.14 0.042 16.58 137.6 94.8 61.8 5.76 23.06
S.D. 51.6 14.6 25.1 0.32 0.011 3.85 15.3 13.3 214 0.23 8.80
Crea Na K Cl Ca IP AIG Albumin Albumin al-G a2-G
Animal No. mg/dL mEg/L mEqg/L mEqg/L mg/dL mg/dL g/dL % % %
50353 0.33 139 4.30 98 9.4 8.6 0.93 2.80 48.2 22.3 9.2
50354 0.45 136 4.09 96 9.8 10.2 0.84 2.79 45.7 216 11.6
50356 0.29 141 3.96 101 9.1 5.6 0.90 2.60 47.3 17.9 9.7
50359 0.36 139 4.19 98 9.1 8.6 0.92 2.68 47.9 20.5 11.5
50362 0.37 137 4.51 97 9.1 8.9 0.87 2.70 46.6 24.4 9.3
n 5 5 5 5 5 5 5 5 5 5 5
Mean 0.360 138.4 4.210 98.0 9.30 8.38 0.892 2714 47.14 21.34 10.26
S.D. 0.059 1.9 0.209 1.9 0.31 1.69 0.037 0.083 1.01 2.39 1.19
B-G v-G
Animal No. % %
50353 15.7 4.6
50354 16.4 4.7
50356 18.3 6.8
50359 15.2 4.9
50362 15.5 4.2
n 5 5
Mean 16.22 5.04

S.D. 1.24 1.02
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Appendix 12 - 8

Biochemical findings

Stage : Day 14 after parturition

Study No. : SR22109

Sex : Female Dose : IBMA 120 mg/kg Species : Rat
AST ALT ALP y-GTP T-BIl TBA Glucose T-Cho TG TP UN
Animal No. 1U/L IU/L U/L 1U/L mg/dL ymol/L mg/dL mg/dL mg/dL g/dL mg/dL
50451 172 120 117 1.2 0.07 29.1 131 141 27 5.8 20.2
50453 97 40 73 0.9 0.05 6.5 162 87 18 5.9 124
50459 100 44 56 0.9 0.05 7.2 140 72 12 6.0 16.1
50460 151 79 80 1.8 0.03 18.4 140 99 39 6.1 18.7
50461 78 44 66 0.6 0.03 13.9 161 99 30 6.5 16.9
n 5 5 5 5 5 5 5 5 5 5 5
Mean 119.6 65.4 78.4 1.08 0.046 15.02 146.8 99.6 252 6.06 16.86
S.D. 39.9 34.4 23.3 0.45 0.017 9.28 13.9 25.7 10.5 0.27 2.96
Crea Na K Cl Ca P AIG Albumin Albumin al-G a2-G
Animal No. mg/dL mEg/L mEg/L mEqg/L mg/dL mg/dL g/dL % % %
50451 0.36 138 3.29 95 10.0 8.8 0.87 2.70 46.5 22.2 10.2
50453 0.23 140 4.47 104 9.1 5.6 1.05 3.01 511 18.5 8.7
50459 0.26 139 4.25 101 9.4 5.7 0.94 2.91 48.5 15.9 9.2
50460 0.27 139 3.59 99 10.0 7.5 1.04 3.10 50.9 17.4 11.3
50461 0.23 139 4.93 100 10.0 6.7 1.05 3.33 51.3 20.6 7.8
n 5 5 5 5 5 5 5 5 5 5 5
Mean 0.270 139.0 4.106 99.8 9.70 6.86 0.990 3.010 49.66 18.92 9.44
S.D. 0.053 0.7 0.664 3.3 0.42 1.34 0.082 0.233 2.10 2.51 1.35
B-G y-G
Animal No. % %
50451 15.1 6.0
50453 15.0 6.7
50459 15.6 10.8
50460 15.6 4.8
50461 14.9 5.4
n 5 5
Mean 15.24 6.74
S.D. 0.34 2.38
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Appendix 12 - 9

Biochemical findings

Stage : Day 29

Study No. : SR22109

Sex : Female (satellite) Dose : IBMA 0 mg/kg Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP UN
Animal No. 1U/L 1U/L U/L IU/L mg/dL ymol/L mg/dL mg/dL mg/dL g/dL mg/dL
50551 84 47 60 0.7 0.04 10.2 131 67 11 6.5 14.9
50552 79 33 63 1.5 0.06 10.2 126 46 6 54 191
50553 49 21 118 1.0 0.05 17.3 132 67 20 5.9 13.7
50554 62 25 46 0.7 0.05 13.0 137 38 7 54 16.8
50555 83 34 61 1.1 0.05 18.6 121 47 5 5.6 14.7
n 5 5 5 5 5 5 5 5 5 5 5
Mean 71.4 32.0 69.6 1.00 0.050 13.86 129.4 53.0 9.8 5.76 15.84
S.D. 15.3 10.0 27.9 0.33 0.007 3.93 6.1 13.2 6.1 0.46 2.14
Crea Na K Cl Ca IP AIG Albumin Albumin al-G a2-G
Animal No. mg/dL mEg/L mEqg/L mEqg/L mg/dL mg/dL g/dL % % %
50551 0.30 143 5.15 106 10.3 5.9 1.15 3.47 53.4 20.0 7.3
50552 0.37 144 4.60 106 9.4 6.3 1.06 2.78 51.4 18.6 75
50553 0.37 146 4.01 109 9.7 4.6 1.09 3.07 52.1 18.7 8.4
50554 0.32 144 4.44 106 9.3 6.0 1.13 2.87 53.1 19.9 7.8
50555 0.32 145 4.11 108 9.1 6.3 1.15 2.99 53.4 17.6 8.0
n 5 5 5 5 5 5 5 5 5 5 5
Mean 0.336 144.4 4.462 107.0 9.56 5.82 1.116 3.036 52.68 18.96 7.80
S.D. 0.032 1.1 0.453 1.4 0.47 0.70 0.040 0.267 0.89 1.00 0.43
B-G y-G
Animal No. % %
50551 13.4 5.9
50552 13.7 8.8
50553 13.2 7.6
50554 12.7 6.5
50555 14.6 6.4
n 5 5
Mean 13.52 7.04
S.D. 0.70 1.16
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Appendix 12 - 10 Study No. : SR22109

Biochemical findings Stage : Day 29
Sex : Female (satellite) Dose : IBMA 120 mg/kg Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP UN
Animal No. 1U/L 1U/L U/L IU/L mg/dL ymol/L mg/dL mg/dL mg/dL g/dL mg/dL
50651 74 31 56 1.0 0.05 1.3 119 39 5 5.6 191
50652 55 25 44 1.1 0.06 6.5 127 74 9 6.2 12.6
50653 58 22 44 0.9 0.07 13.4 128 96 14 6.0 151
50654 54 25 65 1.2 0.05 13.4 125 69 11 5.9 9.2
50655 62 22 34 1.0 0.04 9.5 136 59 6 6.0 16.4
n 5 5 5 5 5 5 5 5 5 5 5
Mean 60.6 25.0 48.6 1.04 0.054 10.82 127.0 67.4 9.0 5.94 14.48
S.D. 8.1 3.7 12.0 0.11 0.011 2.91 6.1 20.9 3.7 0.22 3.77
Crea Na K Cl Ca IP AIG Albumin Albumin al-G a2-G
Animal No. mg/dL mEg/L mEqg/L mEqg/L mg/dL mg/dL g/dL % % %
50651 0.32 143 4.35 106 9.3 6.2 1.1 2.95 52.7 16.4 8.3
50652 0.26 143 4.20 103 9.8 6.6 1.06 3.19 51.4 18.4 8.4
50653 0.29 142 4.57 105 9.2 5.6 1.13 3.18 53.0 17.3 8.0
50654 0.21 140 5.03 104 9.4 7.0 1.11 3.10 52.5 16.2 8.0
50655 0.30 141 4.03 102 9.5 5.7 1.18 3.25 54.2 17.3 7.8
n 5 5 5 5 5 5 5 5 5 5 5
Mean 0.276 141.8 4.436 104.0 9.44 6.22 1.118 3.134 52.76 17.12 8.10
S.D. 0.043 1.3 0.387 1.6 0.23 0.59 0.043 0.116 1.01 0.88 0.24
B-G y-G
Animal No. % %
50651 14.6 8.0
50652 14.4 7.4
50653 13.7 8.0
50654 14.4 8.9
50655 13.4 7.3
n 5 5
Mean 14.10 7.92

S.D. 0.52 0.64
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Appendix 12 - 11

Biochemical findings

Stage : Recovery Day 15

Study No. : SR22109

Sex : Male Dose : IBMA 0 mg/kg Species : Rat
AST ALT ALP y-GTP T-Bil TBA Glucose T-Cho TG TP UN
Animal No. 1U/L 1U/L U/L IU/L mg/dL ymol/L mg/dL mg/dL mg/dL g/dL mg/dL
10103 66 30 75 0.4 0.06 8.2 131 36 10 54 14.6
10106 72 34 74 0.5 0.05 7.7 150 43 12 52 141
10109 94 34 120 0.7 0.05 15.3 142 50 17 54 15.3
10110 75 38 96 0.5 0.05 8.7 152 43 12 52 15.9
10111 62 31 144 0.6 0.05 10.7 152 