NN-ERA QAFINT 2N T7Z92D
Zw MBS 28 HMRER DT EHEEAR

- BRBREE —

2003429 A 180

BRERCE BEENHEERREEEEREMEREARE
HEHTRHXBNE 1 TEH 2% 25 (T100-8916)

ABR R BN F Ty~ SHRT B —R
REA LT T EEIGET 1285 2 M1 (T 869-0425)
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P020013

i)

NN-EA QAFNT )V T7 o2 RS v M0 (RHERRL, 7.5, 15, 30 35 £ 1860 meke

ORET28 AMRERITES Ui, 272, AR, 30 350860 mykg BT ISR S HIRHE T 121
14 AR EHIR 2% 7.

. BT

BREHMPIZ, 60 mgkg BEOH 1 FlB LV 7 FIANTECL 2.

. KR

mmygutwﬁmmmtﬁﬁ$£@ﬁﬂﬁa5h,mmwgﬁwwﬁmﬁ%,E%ﬁ%
DIET, SRR, AEE TSI TEEBELAEED 5N, FEEATIREEG, RS L
U 2 X H3RD 5 N7,

. BEESRERE

TERAEERE T, 30 mg/keg DL EOFFOMMEICHEEN S 5, 60 mgke B ORI IR,
RARE B XORESRO SN, T, BHEBRERE T, 60 mg/ke HORICEILRE DK
TABSN, WITHILRFOETBICRERSOE TR 5Nz, HEREFEHE T,
60 mg/kg BOWER T 1 BHAOHEZEL THRESHRON T > MUTEME F 72 R EER L
b,

. RE

60 mg/kg OB THRGSHED 2 HET, HTIEIRESHLID 28 HEX T, AEMEEE
K EEm 2R L.

5. {EfHE

60 mg/kg BEOMERE TG 2, 8, 15 B K28 HICHHERKMBAERL =,



10.

11.

P020013

PRI
30 mg/kg PA LOBDORITREDEIMM, 15 mgkg ML EOBOMICREDEMA S SN,
OIS TRBEB I VK EOKMIEED 5.

M FERE
30 mg/kg A EDEOHEIC APTT OERHENTD 517z,

MR LFEAIRE

60 mg/kg BEOMHIZHAEDEOEME, GPT BIUHY D LADOEENED SN, 351,
BTETNTIDORE, TIVAVET 2 X7 7 ¥ —EBIVORFBERORENA LN, HT
L GOT BRUTFT MU T LADEM, RIVAFI—N, MITUYEIA FBLO VEEOH
EAED BN, E72, 30 mgke HOBICATIL 25 0— LB XN VIEBOBENED 5h
7.

BEER
30 mg/kg LA LOBFOMICFBOKRELBEEEROSENRD Sk,

HIR B L R E R AR RE

FEEHI T, 60 mg/kg BEOME 1 FIICNIRMICIREHIEOBEREORAAA, HEATFHICRE
BOREVS AMED 5N,

ERHITH, 60 mg/kg O 1 FlITREMAMZANRE THHROBRSRBD 5 hiz.

60 mg/kg BEOME 1 LI EABFRE TR 5 T ORI DWTIE, FRTHREH
MFIFETARE L I EICIDEE#HNRTONAN - &M G, EEHISHEETER
Mol ZTOMOERET, WIhd 14 BEOKRERCEIVEELTBD, REERRFTH-
7=,

PEDZ ERDS, FHABRGETIIBIS NN-EX QAFN T2 FYZV 0 OBEZER

(NOEL) VM4t 15 mg/kg/day, HEAS 7.5 mg/ke/day & HIMT L 7=,
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BT B £ O 1

WRYE B KL Ak

LOREINE NN-ER QAFN T2y 729 (By b
&5 ) EEALL. REBRMEIHE 99.6ma0BEARRTH S RTER 1), B
MPOHBMEOZEEC DWW TIRERRICTRL, KETH 2 I LR L (BRATER
2). BRIZEIINRF AT O—AF M T L (By FEF  MIR6775, THSATA
7 ARt BER Tween 80 (T Y MEE : MOASSS1, TH 514 FARAIHASRT) ZRHEKIC
VBfEL T 0.1%Tween 80 #01 0.5% VAR F T AF )0 —ZF U7 L (CMC-Na) A &
LicbDZMALZ. b, BRYESIVRECREEIHBRMEREECRRTRELL.

5 B L O E &4

5 HEROD Ch:CDEDIGS 5w b (HAEFy—JVA - UN—KA&tt, BAEERY—) &
MERES s2 IEEAL, M7 B, M3 s BHOBEBILET >/ ZoIZ, 2&FlicoNnT
—BREBOFRBIVKERAETEZERL, RENZNWI EZHERLZOD, M 48 ILE2E
AT 6ERTHRARICHER L. REBBROEKEITHEN 1975~2252g, M 1425~1680g T
Bofe. BWNE, WEE 2422°C (FFAHIM 21~27°C), TBEE 55+10% (FFAHIMEH 35~75%), WA 12
WEH (CFRT 7 R~ 7 ) BIUMKEEK 13~15 BFKERELIENU T — P AT LHEEE
(81 &) TAF YL ARF— VBN He b (W260xH200xD380 mm) 1, BEBHEIARM
W1 =i 2~3 L, BEHMTIE1 r—Ji 1 RRELTEELE. A, ZBlRTo
L OEME T Fem 26°C, BRIK 21°C, BEOEIEITERS 61%, &K 50%TH -7, FARIE
MEALEEOE L ZBMEE (CRF-1, 4V L7 NEBRTERA2M) %, SUKLKEE
FHTRUULERN (9 2ppm) LEHFKEHEGHRAKEREL O ENTHEHBICERS S,
FRNIMEEAN BARRSTE Y —I0T, SUKIIBR B mARE > 5 -1 Tar
BTN, WINHHAEEICES L TWS I 2R L. AERMIBEAZRBREL 25D
ZERLE. r—UEBERMTRIC 1E, T0% 48EIC 1R, 7F—BBESTERIC 1 E,
T2 BRI 1, ZINGE 2 BOEETENENTHT 5 E 2 b, HERREHERL,
WHEZEBL ATy T THERLE. WEKIRTIERR > MU U ABIUREETA (2 )
1AM ECEATHWE.

-10-



P020013

. BREHRR, REBRETOMNB LR

RS E FRIORL .

BHE5E BE BssR % B EES
(mg/kg) (mg/ml) (mlAg) 5 #E EIE

I 12 6  301~306, 307~312°
T HE 7 0 0 10 .
2 12 6  351~356, 357°~362
g 6 —  313-318
BERER 7.5 0.75 10.
% 6 —  363~368
d 6 —  319~324
FREHERE 15 1.5 10
£ 6 —  369~374
g 12 6  325~330, 331'~336"
PRIHERE 2 30 3 10 R
2 12 6  375~380, 381°~386
. .12 6  337~342, 343'~348
= B 60 6 10 3 .
£ 12 6  387~392, 393'~398

* EEHEBICHERAL =5

FWHIMERF CTEBLIENN-EX @AFN T2 F72P20Ty MeBIT5 14 H
M EHR SHETHHRE ABRES P020012 (GLP FEEMA), H5E 0, 10, 20, 40 BXW
80 mg/kg]l DHERMEZLITITRT.

80 mg/kg BEDME 5 PIB K O 4 BFIATEC L7z, F7z, ¥RJHIMEELT, ECHATE, —
BeRBOBZ THIE, SRESHORT, RE, SR, KRG, MBS SRR g
A5, HRTHICEEORERALIFED 5. EFFITIE 40 3 X0 80 my/kg RO TH
i, AFREHOET, RE, SRTUBICRENS S, MBELFIRET 40 myke B
DOHETHRILVATFO-NBLT VIFEOEERD LN, SSITETIERNITUESA RO
BESRD SN, LN T, AR TRBESHAAEESRRT5LEA 505 60 myke
eEHMELL, BFARL2 TRUZ 30, 15 BRU 75 mgkg ZETNTNFMMARR 2, WA
B¥ 1 BICEAEBCREL .

MR LED ¢« AEBICHEMREMA, 5t s #elk. SRR TRICERY
BEMREIRS 6 e Ui, $75, AHER, TRIMARE 2 5L O BRI I DR T
REICEIRR S B MRS 6 L2 RR VT 2.

-11 -
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2B, BHEROME 14 (No.339) BLUNME7H (No. 388, 389, 391, 393, 396~398) A%
BHMPICFEE L2 &S, BHEROIIC DLW TR SR TROZSM 2R T 520,
AFELE 5 Flefl 2R 58 TR RE & U, BRNZERRE -BWESOMEETE

L7z,
B LR 15 5 XA T RIS SR8 el 18 BRI T Ry Bt R BN
' 337, 3399, 338, 340~342 343~348
8 F B 9 387, 388", 389", 390, 391V, 392,
393Y, 394, 395, 396"~398Y
1): EHRETEY

BT, B5BEN HICEOHOKERE RIS A LETEM L . BT
OEWIT, BMESERMLEEEERY AT EE bR, RRES, BYRE, B5E
BLOMAEZR UL S VeSS — 2 OMEICH . 728, HEESRHORSHICHR
T BB O R EES N EEERD0%UNTH B T EEHRE L. BAOCHYIIAR
MO L .

. BLRE, BEHE, SRS L OEERM

P SRV, OBCD MRS 1 KI1 L TlEINTHaREEBTH Y, FETHEN
BE FAOBREEBO DO THHRARGE LE. HECEHEEMAA, 10 1, 28 AMK
BREGLE. B5AERIT 10 mke &L, BEEZEORGEEIEFTOKEZEICEHLE.
BB IR A ROBA SRS U, EEHRNCHE LB, B9 TH#IC 14 HTE
PRETAE L. b, REHEMROERS 10, B5HEBAEEE 18, $amEMGs0EE
10, FEMRGEZREE1EELUE.

. HBRWE SMA & QRS YRED LU R
HRYBEZHRRECEILHERNEL T 0.1%Tween 80 #RI1 0.5%CMC-Na IBHE TRIE L,
0.75, 1.5, 3 BEU 6 mg/mL WAEFH U/~ FWANL ERFIC 1 BfT Y, FAELZEEWIHE
RN OB REZICERTREL . 7238, 0.1%Tween 80 TN 0.5%CMC-Na K THRIE L
FENN-ERA QAFIN 722 72020 01 BXD 100 mg/mL ¥, 335—-THO, »D

-12-
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BEHT T AP THERSDVEHBELETT 8 BEILETH S I EMMRBEINTVLS (&
SR 3). £, WUECHNLASTORMYOWEEEML, BEl0=10%0RIH3
EEWE L (RAEH 4.

6. BE, HWEBIVHEOHREN TN IL
1) —RREBOES
REHHPIEBHRSH, REER, 5% 30 0~1 HRBIURSRZ 4 HEO 4[E, —
BRBOBIRB X UEEOMRZT> 2. BEEMMEPE, €0 1 B, —RRBOBRLXL
VEFEDMERZIT - I,

2) BEEBSRARE
UFOEHBIDWT, 8% 5 07 MELEREIBICHEOE AT 51 > FREE L.
F27EL, ¥EBEAN @2 E) ORETRS Y AMEEITDT, BIMESIEICREZER
L7z,
(1) HHEHE FEE)

S EAET @V E) K1 E, #50AMBXCEEABTIRER 1 BOSEET, &5
%930 ~1 BRRICERE L 72, R — AT — DA TOBIEIEEY 2 F 2 o ZRIZTY, T
DEEA—T > T 4= RNT 2~5 SHEREOBR 2175 /2. MR &R s ITRLE
HEIZTA 7L I

O r—IHNHEK
LE JEHE, BE-CERTEH, RER
@ r—TUHELK
WOBVGE, RETE, R GEE, 08 IR I WK WILE RS
zeth, H - SBO0w, KM, L, BWS, AR, RIGEE B8R, KR
@ 74—V RER
WEUREE, SITEE, BN -HRTH, IREBTE CFH, 3% R
(@) BB |

B 5 4 HEHBIOEE 2 HHICEHROBYES O/NE VRS 6 41 (72720, 548

H® 60 mg/kg FOMEL 5 F) ICDWTHREZT /2. 74 — IV FERLEMAEER L TRER,

-13 -
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B3, B, B, ERRHBECBHLREIC D WTRE L. FEGRARE 5 KR L
FEMEIZTAa7{eL 7=,
B hRE

B5 GAEBLUEE 2 B KAROBMMESO/MS VRS 6 B (=L, #5438
E 0 60 mg/ke BEDHE 5 Bil) 12D\ TREEF 572, BHE (CPU 5 —: Model 95024,
FAA—TU VST U L IRRARD) 2RVT, MBI UBEORAE NS 2 Bl
L, TOTHEEEHLE.

B SRR RHIE

#5 4 EEBLUES 2 BRCEROBMNESO/NS VRS 6 Bl (2751, #5438
H O 60 mg/kg FEOWENL 5 #l) ICDWTHREZITo /2. EBFEEE (SCANET SV-10, ®
FEERNAS) ZHWT, RUB—FRA B —2 (W265xH185xD425 mm) NTD
HRESHREFENCHE L. T—F OIEMET 10 HRE L, MEEMIT 1 BAEL
7.

FEHE

BERGH (&5 1 H) ORSEBICERST 2 RITAEL, £0O®RISMRE & B ITRGHIM
BILUEEHMZEL TE 1 EOHETAEL, REHMETABIVEEHFETHIC
BHRELZ. Iad, HIRHOEHMRE B LORTRCEIIOWTIERREEZAE
L7

EEHEOHE
BREMHBIUVEESMZ2EL THHEEHIOE 1 MOEETHEL, RSHMKETHS
KOEEBIERRT BICHRIE L7z, 13~17 Ricslz AnzgfsEstzy ML, BHD 13~17
KR Z VA OMOHL TREZNELE. COELSEZ 1 HYZDOEERE
ELE. B, BEENEDORRIREOHER & UK.

-14-
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5) RBRE |
BE 4 EBBIVEE 2 BEHICEROBMESO/NS WHfHE 6 8 (=L, #5480
B 60 mg/kg BEOMED 5 4) 2B —DIC@INCNEL, Frid (&5 4 BEIZE S
DRI KR EER L. 510, WERERICS] S 49 24 FEERERER £ E L
7z, 72®B, FFEROFEEEEIIEAE S L, HEIIEFSRIREBITY, SKBEERD
5Z27. ARBEEBIUREAEE TRITRLE.

H H HoOB BAL TR
RE AR o F—HE ml/24hr
ek WIRE B
thE IR E#R RIgHEr, BXe7sd
BERE KRB THY:  OSMOMETER OM801, VOGEL £k Osm/kg

LAED 4 HE 24 BeEEHREBWTREL .
pH R 5~9
BEHH B . e
TR AREHE N s
. REE s
B FRERHUE ettt
i REBME bt
voEy -4 REBREE <1, 1, 4, 8, 12mg/dL

PED 7 HE R EERE R AT L 7 A I 8l (HUCKSE LRRARIL) 0% DR L7e.
RILE - B UL ERE 470xg T 5 HMBELABEL, BoNAIBEEERL, T OEET

HEL®.
- + ++ +++
LRI 1 BRI 3 R |1 BEiC 3@ LE |1 REIC 108 B8z 20 @ E
10 TR 20 sk
FRIMER 1 REFIT 10 BN 1 B2 10 EEL |1 BEIC 30 BLLE|1 BEFICHFIMBRAER
30 KR 100 RN DELZD, BERE
TEROBBVRAIER
BE
=Bk 1R 3 @RS (1 AFIC 3 FEEL k1 8852 20 AL L1 BFic 40 DL E
20 R 40 EIRN
MR TRTOEFIHE|TXTOEBT 1
3 = o )
FERERRTE ™ |1 REBRIC 10 FRM 1 S 10 B En BEIC 20 AL HFICERBERY
20 AR 30 AR B BERETE
: OREBRNT e B E
{528 %400 ~EICHERE, BEREER

-15-
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i R EIARET

BEHMB L CEEMER TROFREIC, SNV ESY =)L - FRU DA
30 mg/kg 2 EIEPTIRE U TRER L 7288, BREIRIERRL D B 2 mL 5B L 7=, M
BERREICE, M 09mL % 3.8%7 L EET MU DA 01 mL A ZElBREICHEL,
1870xg T 15 HEELOSBELTEONZMEZAWZ. MOREITHE, BOOMEE
EDTA-2K 2 mg JI4RIM & 2 (SB-41, A Aw 7 ABRAR4L) ToE Lz Rni. 8
W, BRmMATC 18 Rl RiER S B/, MRHEBLIUOREHE2 FRITRLZ.

B B (+:REFETOHER) F & A

£ Bk K L—t =k x10%uL

FRIMEREL (RBC*) L—iF x10%uL

NEFOE & (Hgb*) T ARNETOE g/dL

: RBC x MCV

AN MU v ME T %

R (MCV) L —if— N2 fL.
Hgb

TR MERMARE (MCH) gc x10 o8
By

EHFRmER i AREE (MCHC) RBCx MCV gidL

i /NS L—Hf—Jek x10%/uL

IR IR MER 2 RNA 368 —H—H 2% %
Ltk - BRI AR

HfmERBERE (BIIRE ) %

' BEL RSB

LALED 10 HBIEIRESMEEREEE (ADVIA 120, /N1 TILAT « J)VERR &) ZRWTHNE
L7,

7aharECERE P , BEL R A #
EHEHS P ORI AF UMHE (APTT)  #EEREAR ®

P ro2HBRL S nREENERER (Sysmex CA-5000, X A v 7 A&ty 2RAWTIE
L.

-16-
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7 MR AEACERARE
MR SEARRES F DIRIMLIC B 5, BREE T IC B ARIRITER & V3R L 7 650 3 mL %5
HTH) 60 S BILER, 1870xg T 10 HTHELHMEEL TRSNAMBERECE WL, WE
HEHBXUOREFEE FTRIORLE.

HEB A& B
#EBE (T.Protein) Biuret ¥ g/dL
TWTEY BCG ¥ g/dL
AIG I RESEBBLUTITIEBEDEWR
#EUIVE Y (TBilirubin) Vanadate oxidation 75 mg/dL
GOT UV-rate ¥ 1U/L
GPT UV-rate I IU/L

Ly IS T F - (1-GTP) L~y-Glutamyl-3-hydroxymethyl-4-nitroanilide F:E % L
FIWAVET A7 74— (ALP)  p-Nitrophenylphosphate 25 1% TU/L
#2125 00— )l (T.Cholesterol) COD-HDAOS mg/dL
rYZUETAR GPO-HDAOS %, glycerol blanking {5 mg/dL
U VIRE Choline oxidase-DAOS % mg/dL
Zha—2R Hexokinase-G-6-PDH ¥ mg/dL
RI\EFRE (BUN) Urease-GIDH {% mg/dL
L TF Jaffé ¥ mg/dL
R > ) PNP-XOD % mg/dL
HN D I (Ca) MXB ¥ mg/dL

PE® 16 BREIZBBIZSEB (7170, #NA4ALBUERN) MW TRIEL L.

FrUD A (Na) BREIE mEgq/L
HUD A (K) TS mBq/L
Za—JL (Cl) EEWEE mEq/L
BEDO3IFHEREMESMER PVA-aolll, BRASHT FUT A IV« A 2 AVIA LYY ZHNT
#lE L.
8) Hiw

BEHM B L CEEHMK TRORMIK TRICHREMEZHOBIESEE. £0%, &
PPZHEEH L T2 TOREBLTHBIIOWTEYOFEZEREIIRELE. £/, BT
HYIIRREEPHFEI L TETOREBIEBIIOWTREODHAEZHREIIREL
7=.

-17-
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REEEDHEE
BB, THOREERZAELE. X5k, HRAOFE2ECAEILBERRSE
HLU7~.

¥ it (REXZE R
T JF ek b M=
IR (ERUMEZETY B RS
1D 2427 THE
Jia)S alE

TR E AR IR E

Ti (KEH) OFSE - 8% 10% P BRIV ) VIR TEEL, LR EEL,
EERB L O~ — L 2.5% 5 V7 — L7 IV FE REIRT, BB IURE Hk T 7>
WCHEE L. RS TRENSDOREND L OEREROBEICDOWTIE, K
CRIM, JERE/#8, /NP, TEM, T (W), PRI (LB/MEEED), OB, B
W (GEXESD), SF FE RR TR S8 8 BT (FTRE 28 =B,
BIR, R, B B R, B L4k, BUR, TE, UONE (FH BB, sE
MR 5 CNTRARE (BBE) KOWTWNS 74 SUIF &L, AT RRIY L - TF Y
REEHELTERLE. TORE, 60 mgkg #HOME 1 HITH, HE, MR A T2
BLOKEE (T KBENRBO SN L0 5, BEHIRIETRENEMO 30mgke D
Wi 5 N EH IR TIED 60 me/ke BEOREDT, FFE, Ml 2%, FEBIUKER
B (B KDOWTHHKITRE 21T/, £/, 30 mgkg REOHEIZDWTHL, #EHIRK
T OHIR D L OISR E TR S RERB S NRM o 2 &N 5, FEFHIRET
R D AL RORE AT Do 72, |

-18-
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i Bkl AT SLAR

L L) B ik
HE (WED) = R

HRER B 1

N—F— [ 58 FE

BT /S = e

=T + 5 KERE (BHEZETN
oy e BB (EEEEED
ORI (LEAMEEEDY BB (3 DURESDY KB (FIE

D, 51 LR

it (REXEED) B KENR (BIER)

S 5 AR

& BRI >/ H R —5EAS

Bl B

g P

7. AR

1y

2)

3)

4)

£ BB

HE, SEE BEEE0SBEBIOR, SNES, BEH, AREHR, RRE (C
WRSERS), MIFORE, MKELFORE, BEEEBIOKERBEERIIDOL
TH, A8 C LI SAREREERD, SHOE—EE Batlen KICE DREL, D
Y —7238 513 Dunnett DL BEEREZBWT, BH—TRWVIBEEIL Steel DB EEHIBRE
PRHWTHBREOREKZ{T- 7. BEIIHAREE L.

Wilcoxon rank-sum test

BRI ERBIVRERS) BLUOBEMEREIIDOWTERL .

Fisher D IEHEHEHRE TR
HRERITDOWTERL =,

Mann-Whitney @ U #E &
A AR R R R IT DWW THER L 2.

.19 -
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1. FBEORARR
S BIETIC 60 mg/kg BEOR 1 FIBIOUE 7 GIASE L. BT, 85 10 QOE5E4
ﬁ%rf‘ﬁﬁ W15 (No.339) MSFET- L7z, HETI, %25 2 BO#: 54 4 REEIZ 2 # (No.389, 397),
%5 3 H DR G 4 FRGIC 3 # (No.388, 396, 398), &5 8 0D 54% 4 FifEIT 1 #1 (No.393),
5 20 HO#R 55 30 20~1 RERIC 1 41 (No.391) DL L /=,

2. —RREBOBI

BIEGHER % Table 1 BK T Appendix 1, 2IT/RL7Z.

60 mg/kg BEORETIZ, 54 30 40~1 WA HE, HE, BREBHOME T B L ERRIEHEA
BN, FEHATEEBSED SN, METH, 254 30 2~1 BREICHE, B, S%E
BOME T, SBHREE FRE TSI FEBBERSS 5N, FBTfiThd A s L OHIR
frbR® 5Nk, Tho OERIZREE 4 B LRY 5NN, TORBEFRITHD L THY
Fo. Eir, BTIE®S 11 H, #TIEERS10HELD, REERB XOREE 30 2~1 BRI
B 5, %5 28 AR 1 PTG 4 B £ THEL TED 5Nk,

30 mg/kg FEOME TG 27 0, TR G 9, 20 B8RV 23 BIT, H58 30 77~1 BT
W2SERY SNz I 51T, MTRES 23 O, TS 22 LD, BSTBBIUHRSH%
30 431 FFRICTRAEASHRY 5 N7z,

KHERE, 7.5 my/ke BEB L TN 15 merke BHEOMEME T, $5HIMB X CEELIMERL THS
(A G oY AT NN

3. BBk ORE
BREHISE GHIIEILE) PR OUREHEARRA DR % Table 2 HL U Appendix 3, 4, EI1HE
DH#EH % Table 3, 4 BRI Appendix 5~8, HIFEEBRIHATFE OFEHZ Table 5, 6 H KT Appendix
9~12 IZRL Jz.
(1) BERREIER (FEMIEIZ)
O r—TNE%E
60 mg/kg MO TG 2~4 8B, MTIEHG 1, 2B L0 4 HEITEFOREDGED

=20 -



P020013

2%

@ r—ohEist

60 mgkg HOMTIRE 2~4 BB, HTEEE 1, 2 BLV 4 HBICHEIROREN S 5
N, WoHRE 2 LU 4 BETITERELABRL THERERENBED SNZ. £k,
60 mg/kg BOMEHE E DI G 1~4 BHICEHENA 5N, HOHRE 2HE, oRG 238X
P4 HETIEMBRE L THERRESRDONE. T 51T, 60 mykg HOMTHRY
2 BLV 3 EEHCHEEOFRAS (ERER) 25 NCRE 3 BRI 4 HBITREN
Ao, MTRS 4 8B ICRENRD 5Nz,

30 mghkg O THRE 4:8E, HTIRs 3 BHICBENED SN,

74— REIER

60 mgkg BOHETHRE 2 BLU4 BB, TR 1 BEU4BEIERREDKT
RABN, MO%s 4 WETIONERE RS TAERENED SN, £, 60 mgkg
BOETRS 48H, HTERS 1 BIC4BERCSTOREORENRBDONE. T
D, 60 mg/kg FOMTHRS 3 BH ICHRERDOE TR 5 n/zd, BihD—iEE
DEALTH B EMND, HEHRYERE S IHEEOR WERGZEL ST L.

7.5 mg/kg FFOHE TS 2 BB ITHREROEMAERD 5 1/20, BEhO—@to
BTHHTEND, HRWERS &I EOR BRI S HI L.

@) B ehetEs

#45 4 BT, 60 mg/keg HOMH THELKHOET, M THARKSOEDOME B I UL

FEOETEED S,

FE 2 BAETE, WINORSETHMOELERD sNBhoT.

Q) EAHHE

#5 4 HEBICEE 2 8B T, WINOKRSHETOARS K ORIEDOEN AT

B HIRNDTE.

@) BREHEHE

#5 4 WHE T, 60 mgkg QMR T 1 R ORERHZEBEL THREFEOI Y >k

221-



P020013

BOCEME L2 iEEEMSS 53, BT 0~10 4, 20-30 ZOEFREHRO LY > MK
BER1REOBODT > MIZ, BT 010 2OEEEHEON T > B LT 1 KM
DFA T > MEITHRE S L TERGENRD 51k,

EE 2 BEEATHE, WINOREFTHLEREHED N Y > MIICERRBD S ah - .

. RERE

HEOHER, HFEHEZ Figure 1, Table 7 3L Appendix 13, 14 IR LU 7z,

60 mgkg BEOHETIE, $:58 AL D 36 BE TREDEENS A5, 85 42 AICREED
KEEMPRBD 5N, Fz, MEOHTIIRE 3 BLU 15 HLAEORKENA LN, #E
22 BLU 28 HIZIMGEDKEMMIRD 51/,

7.5, 15 BEU 30 my/kg FEOMMH TIE, BHSHMBLIURESMZEL THRE & SIERE
OB ERLTZ. '

. BHEEOHE

BHEOHS, HEHR% Figure 2, Table 8 35X T Appendix 15, 16 iZR L7z,

60 mg/kg BEDUERE TI, 185 2, 8, 15 BX U 28 O ICHHRAMEE %55 Lz, 72, 7.5 me/ks
BOWTIINSG 2 BICEEROBMHAED Shn, AREEENRAELTHST Eh5,
PR ER S S IEE O WVEROE L S L .

7.5, 15 BE V30 mg/kg FOMER TIE, HSHMBLIUEEHAMEZRL TR L IZIEFRE
DB ERLI. '

. ReE

BRERER % Table 9, 10 B KT Appendix 17~20 ITR L 7z, |

5 4BE T, 30 BLU 60 mgke BOMICREDOH AR, BEEBINLEDKE,
REFOWEALNBDONE. £, 15, 30 BET 60 mgkg BEOMEITIREDEM, BBEE
BIUOHEOBRENA SN, S 51T 60 mgke B TIIREMDOYKE AL BRD SN,

EI 2 BE TR, 30 mgks BOWICHEOBHENRD SN, ARkeOBEILL, &
5 4 HETRADSNTWERWETH D T 05, KBRYEES SEBEEORWRRNE
&I L 7.

.22,
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7. MEFRIRE

8.

BRERRE%E Table 11, 12 B LU Appendix 21~24 IR LTz,

B 5 HM& TR T, 30 BT 60 mg/kg BEDHEIZ APTT DEHEN A 5Nz, F0il, 30 mg/kg
BOBIINE/OEYBIUOAT ) v MEDEE, MCHC OFEE, 15 mgkg BEOMEIC
MCHC OB {ERBED 5N/, E5IT, 15 myke BOBITHFRILOBEB L) 2 /ERED
KEXAZDoNZD, INSOELRAREEENZIVWERTHD I ENS, HRYVHERS
ERBEORWERNELEHB L. £/7, 60 mgkg BOMICIFEERILOBEMENED 5
Nz, AHENLESEEA (TRER) OBRMEELTHL 05, HBRYEKRS &3HE
BEOIRNMEFEMZE(L & HE L 7=,

10 J8E Crj : CD (SD)IGS T v FOERF—%
13 EH B FiE  E¥EEZE SD) BK{E &/IME 428D, -2SD.
i 3 Basophils (%) 42 0.2 01 - 0.3 0.1 0.4 0.0

EEEIRF TR T, 60 mg/kg BEOREICHARRMERBORENED SN2, REHIMK
TETREDLONTWAWELTHDEI ENG, HBRHEREFIIEECRWERNELE
Fiwr L7z,

M A R

BREFER % Table 13, 14 3L Appendix 25~28 IR L 7.

REHME TR T, 60 mgke HOBICREREBLUT VT I X OEE, GPT, 7IVAY
W7+ A7 75—, RESRBEVHY Y AOTENTED 5N, 60 myke BOMTIZE
ENYE, GOT BLUTF M TLDEME, 6PT, OV AFo—)b, PUTVESTR, U
EEBLOD U Y AOBEARED SN, =72, 30 mgkg BOBTIRRILVAFO—LBL
Y VEEOBENRRD sz, TOMDOEIE LT, 30 mgke BOHITT b U7 LOEKM
BRDENEDN, HEEBEENRRWELTHEZ 05, BRYERS EZEBEEDRNWES
FIZEAL & ¥ L7z |

B B T TIL, 60 me/ke BOBEIC T IV T I O BRI A/G LLOEME, FLa—ADHE
E3A 5, 30 mghkg BEOMEIZ GPT RENRD SN, REHFKR TR TEIRDLNT
WRWEILTH B Z NS, HRWERE SIBEORWERME L S L.

-23 -
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11.

P020013

Hkk
ARG R Z Table 15, 16 B KT Appendix 29~32 IR L7z,
%twﬁm,mmygﬁ®M1M(MﬂW)Kﬁ%ﬁ&tﬁ%ﬁ@%ﬁ@ﬁﬂ%@%ht.
RO HRER TR T, 60 mgkg #OME 18] (No.387) THIRS LT E OBEE O/NE{ENEE
HHNE.
FEEAME TR T, Wihoswic b B iR onahofk.

BEEROME

BIEHERZ Table 17, 18 BX X Appendix 33~38 IR L 7.

G HIRR TR T, 60 mgkg HOMICH, L, FAIEBSIUCEROKERREEROAE
RB 5N, HCFRREROEN, MRS X UIEOTRS L AELEEEROGH, R
OHRELBEEERBOBEIED SNk, /7, 30 myke BOMIIFROAELEETEROEE
PROHEN. TOMOENMELT, 7.5 mpke BOMICMBORELFEEEROSEIRD
SN, AREBEENZVWELTHS I EME, HBYERES &TBEECT WHFENELE
HIF L 7= |

[EEHIFAE TR T, 60 mg/kg BOBICHIBEROMMENS 5N, 30 mg/kg FEOME 7RO
ERBIVHELBTEROSE, B TEFAERBIUHELBEERORENSAD SNk
N, INHOEEEFHEEHMME TRICIEED SN TWARNELTH 2 Z &5, ERMERS
EVIBEE DR WBFERIZE L ST L 2.

ek bt

BERE R % Table 19, 20 BX U Appendix 39~41 IR L7z,

FET-HITIL, 60 mg/kg REDHE 1 81 (No.397) B OBEDOVS ANRD ShE.

B EHEKE TR T, 60 mgkg DI 161 (No.387) I/NEFMMEOBRE OB, 75
BLOMBEEOBE 0L, HERREOREDRRETES & CRRE B OREDEN
EFA53850 51z, |

[ HIRH TRETIL, WOz A idEEd Shiah o 7.

-24 -
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% R

NN-EX Q- AFNT =22y 72D el 5w Mo GFHEE, 7.5, 15,30 B £ UV 60 mg/kg
DORART28 AFREREOREG L7z, F/e, *HEEE, 30 BT 60 mykg BICIE, HESHRK 7
I 14 HEOEERRE 23R 7.

—RIREBOBRS LOTHEBERERETIE, 30 mgkg BA L OB OMER IZH B S X OGN 5
581, 60 mg/kg HOMMICHRE, BEEFOET, ERTE, BILRKFOET, FEREBOET
BLUOHBERBOETRBD SN, 51T, ERGL, B, &A TN, FEEETBXOF
MR HERERD 61, 60 mgkg FEOMH 1 FIBIOME 7 HINT L. Ihs ORERE, AEERY
EOHRMERNOFEERET 50 EEX 5NN, HELORE THERIEIS 5N
IBWZ &, REEEOAE THERICELANA NN ENS, FENELEHDRL PR
BROVER IR &5 2 5hz. ‘

30 mg/kg BA E OO MM TREERICRESHZE N, £, FEABPORZE TRARKY
CREHEOBRREOYR AR, ARFNICREOREQOUSANRD SN, REBYEOK
LB TH2 13- 7 NI 7 2D PITEHBEREER S 5 ERMEEINT WL VT &5, Ih
5O LI HBWEORIBIEIC K5 E L EFEA o N,

AEBICEHEEORE T, 60 mgks HOMHEIEENSED 55, WINbHERPEREIC
X BHBEHT LI | |

BRI T, 30 mgkg LA OO ICRKED EMMER, 15 mg/kg A EOFOMIZIREOHE MR
BEN, TORERML TREEBIVLECEENRD SNz, INSOR VTN bR
MBERGICLDHELHW L. £/, 30 mgkg DL LOFOHEB X T 60 mgkg FEOMEICREBRD
WHEALRD SN/, ZOBMT LR L ZRESBINCGER L RAEMEZBZ S,

MBEERRATIL, 30 mykg S EORORIC APTT OEHATD 51, BHRWEEEITLDH
BEHWL .

ML PRORETIE, 60 mykg HBOBITREOEBLUT I T I COEE, GPT, TIVAY
T4+ A Ty & —¥, RRERBIUVAUVTLAOBRENRD LN, 60 mg/kg FEOME TIIREN
B, GOT BLUIF MU LADKME, GPT, BaLAFo—)l, NIFUEIAR, UVIEEBX
UH U LAOEEIED 5hz. £, 30 mykg BOBTRBILAFO—-LBI0 VIFED
EENED L. NSO ECHBAOEEZ ST EMEEZ SN, FFER

-25-
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HTH-T.

BEHEOHETIL, 30 mgkeg ELELOBOMICHBOAELBEEROFHENED SN, HHK
WHEBRBICL5ZE LM Lz, TOM, 60 mgkg HOREIH, OB, RIEBIUCRROAEEL
HEEROEENRD SNZA, TN OIS T 5 BEERICHER - OENH SN
ZEMS, RRBENMEMEZRLAZZERIZANT EOELEEAONZ. 51T, 60 mgke
HOBICFIRBERORKME, WRBLIVIIROEERSVIAELREESEOKENSZFD SN~
A, NSO T DEMFIRE T O BB ENRD /22 &N 5, FENENER
DEWEEEZ SN,

FHEEMRE T, FETHESAZICFMBORK, KR TRIRKIC/NY LS K ORHREZEIC
Wl B MRS OB, FECAIRIIC NS K U0 I R OB, NIRRT
FRCEBEOEMEKT, % THEEFHCETRREOEENED SN, INS0ELE, &
SR %8 L THREQHBMNNE B L O EHROEEN S 5 &b < B 5N 60 mgkg DI 1D
ATRDENZ, LizdoT, R FTEBLURREBHOLII4SEEROEIRFERE
DRER (EE) KA FEERMOLIEEXONE. £, BABERREOEEC OV TIIHENE
DHEHBNREEEZTETERVNDOO, RMEKIIOZBDENEELTHHIENSE, W, T
EBLVOKBEBHMOBMMER AEOHMMENITH I RBREBOTR (FF) D IERR
WELEBZ SN, FHROEXRICDWTE, AERMEICET, DXL oM
BAEOHERFEEEEL TWEIEME, < OLPEWETHE SN TN EYHEEER
OFE, ThbbEE/NNIEoENcEsbOEEZSNE.

EIREIMHIE, 60 mgkg BEOHTHREDRMDB X MEEERSRERHFIZSIEREZD 5N
A, KT KR OERBEIEAFERERLTWSZEME, BELEDOEEX SN, £z, 60 mgkg
BOMETH 5 N FFHIBIAICDWTIE, &7 L2 f 25 5 IR TR S s Lk
», BEREHRRTEILETERN 2. ZOMOEE, wWihd 14 BROKREIZE D EE
LTH0, EERESRFTH .

DEQZENSG, ZRRREATICBIS NN-EZ QAFN T2 FT7 2P OEEER
(NOEL) '3#7% 15 mg/kg/day, HEZS 7.5 mg/kg/day & ¥IMTL /2.
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1) 13-P7xWTY 20Ty MBI 5 28 HEREROR EHSERR (THLES, 6%
WEBEMRARRE, 8. 397(2001)

-27-



P020013

NN-EX QAFN T2 7DD
Jv bBT S 28 AHRER DR SHEHERR

Table
(BB O\EER3%)



Figure 1 -
Figure 2

Table 1
Table 2
Table 3
Table 4
Table 5
Table 6
Table 7
Table 8
Table 9
Table 10
Table 11
Table 12
Table 13
Table 14
Table 15
Table 16
Table 17
Table 18
Table 19
Table 20

Body weight changes. e

Food consumption @~ e

Clinical signs

Detailed clinical observation

Grip strength - Week 4

Grip strength - Week 2 (Rec)

Motor activity - Week 4

Motor activity - Week 2 (Rec)

Body weights

Food consumption

Urinary findings - Weck 4

Urinary findings - Week 2 (Rec)
Hematological findings - Day 29
Hematological findings - Day 15 (Rec)
Biochemical findings - Day 29
Biochemical findings - Day 15 (Rec)
Necropsy findings - Day 29
Necropsy findings - Day 15 (Rec)

Absolute and relative organ weights - Day 29

Absolute and relative organ weights - Day 15 (Rec)

Histopathological findings - Day 29

Histopathological findings - Day 15 (Rec)

..............................

------------------------------

........................

........................

........................

oooooooooooooooooooooooo

oooooooooooooooooooooooo

------------------------

........................

........................

------------------------

------------------------

------------------------

........................

........................

........................

........................

........................

........................

........................

........................

........................

P020013

25
56
57
58
59
60
61
62
66
70
73
76
78
80
83
85
89
93
96



Body weights (g)

Body weight (g)

500

400 —

300+

200

500+

400+

300+

200+

100-

Study No. P020013

Male
T | I T 1 T 1
12 8 15 22 2829 36 42
Days
—O— Control Female
—&— 7.5 mgkg
—{— 15 mgkg
—&— 30 mgkg
—— 60 mg/kg
T | T | 1 T ]
12 8 15 22 2829 36 42

Days

Figure 1  Body weight changes



Food consumption (g)

Food consumption (g)

40

30

20

10+

40

30

20+

10

Study No. P020013

—O— Control . Male

) 8 15 2 2829 36 42

Days

—C— Control Female
—&— 7.5 mgkg
—— 15 mgkg
—&— 30 mgkg
—4&— 60 mgkg

%V&

| | I ! P i l
5 8 15 22 2829 36 42

Days

Figure 2 Food consumption



Study No.P020013
Table 1 Clinical signs

Male, Female

Group ) ) Days
Sex and Clinical sign
dose 1 2 3

PRE JUS  0.5~1hr 4 hr PRE JUS  0.5~1hr 4 br PRE IS 0.5~1hr 4

1 12
1 12

r

Male Control Number of examined
. No abnormality

——

l | [
l 1 1

[
[N

1
1

—_—
[OPO—-
[A—,

7.5 ng/kg Number of examined
No abnormality

15 mg/ke Number of examined
No abnormality

30 mg/ke Number of examined
No abnormality
Mydriasis
Salivaiion

p—
— et
ket
——
—_——
—_—
—_—
[
[
|—-.—~.
et
e ot

60 me/kg Number of examined
No abnormality
Mydriasis
Tremor
Hypoactivity
Bradypnea
Salivation
Prone position
Dead

[um——
[ = o Y e Y e e e e ] SR ) OO s [=r3=r) (o] o]

—_
o, ORI DD D N [=rY=r] L= e ) BO D
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— et
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ESCHCH OO OO DI Lomn-Rowmed ST AT (=2 Y1 (=2 X =2 NS N =

—_—

[~ Rea-T-a-Y Yoo FranTrang oY ol ) [=—F = Y w1 e [=—rK=—r) [ S0 )
——

RO OIS [l SN-F ) ch e Lot W 2N [S-Y ) =
Pt et

CHLDED DO COCODIND [om-Fommq o S S [~ 21

DO OOONAND D N [~r 32 3 D
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A
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6
6
6
2
2
0
0
2
8
2
0
3
0
0
0
0

—
RO OOOOEOND D BN [=r¥=r1 P €T B2 D
[y

PRE:before asministration; JUS:just after administration.



Study No.P020013
Table 1 - continued Clinical signs

Male,Female

Group ' Days
Sex and Clinical sign
dose 4 9 6

s 0.5~Mhr 4 hr PRE JUS  0.5~lhr 4 hr PRE JUS  0.5~1hr ¢4

1 1 | 12
1 1 1 12

=

r

Male Control Number of examined
) No abnormality

—_——
—

!
1

—_—

1 i
! 1

7.5 mg/kg Number of examined
No abnormaliiy

15 mg/ke Number of examined
No abnormality

30 mg/ke Number of examined
No abnormality
Mydriasis
Salivation

Pt
.
bt —t
Pt st
ot b
V" —
—_——
e ok
o bt
Pt
— —

—
OO OO LN CRORIND [—3—1] [~ci—r] [ o%-] 5]

60 mg/kg Number of examined
No abnormality
Mydriasis
Tremor
Hypoactivity
Bradypnea
Salivaiion
Prone position
Dead
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PRE:before asministration; JUS:just after administration.



Study No.P020013
Table 1 - continued Clinical signs

Male, Female

Group ' Days

Sex and Clinical sign
dose 7 8 9

PRE JUS  0.5~1hr 4 hr PRE JUS  0.5~1hr 4

i 1
1 1

r PRE JUS 0.o~1hr 4
1
1

Male Control Number of examined
Ne abnormality

[
[
(=]

[N,

1
1

[OUP—

1
1

[
[

7.5 mg/kg Number of examined
No abnormality

15 mg/kg Number of examined
No abnormality

30 mg/ke Number of examined
No abnormality
Mydriasis
Salivation

—_—
p—
—
et
bt
—_—
—_—
ot p—t
s
—_—
ot st
Pt p—

60 mg/ke Number of examined
No abnormality
Mydriasis
Tremor
Hypoactivitly
Bradypnea
Salivation
Prone position
Dead
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PRE:before asminisiration; JUS:just after administration.



Study No.P020013
Table 1 - continued Clinical signs

Male, Female

Group :
Sex and Clinical sign
dose 10 11 12

PRE s B.5~1hr 4 hr PRE JUS  0.5~thr 4 s 0.5~1hr 4

12
12

Days

2]
e

Male Control Number of examined
No abnormaiity

——
——

1
1

[y,
Pt et
ey
[
Pt e
—_—

7.5 mg/kg Number of examined
No abrormality

156 mg/kg Number of examined
No abnormalily

30 mg/ke Number of examined
No abnormalily
Mydriasis
Salivation

—_——
—
—_—
e e
it
oI N [= =13 [ p R werd 3

——

[N e XY oL [=rR=r [ Ry B
et Pt

[==Rown] o ) L=pX==r) [=r X B9 D

—_ —
[ran-Fraay SX-F ) [=1Y=21 I C¥a [

ot et
o T DD DD [=rq=1r) Lo e [S-0 o4

ft i
LomeToume] SU-¥ ot [=rY=1r1 (=g =21 N IO

60 ma/kg Number of examined
No abnormality
Mydriasis
Tremor
Hypoactivily
Bradypnea
Salivation
Prone position
Dead
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PRE:before asminisiration; JUS:just afier administration.



Study No.P020013
Table 1 - continued Clinical signs

Male, Female

Group Days
Sex and Clinical sign

dose 13 14 15

PRE Jus  0.5~thr 4 hr PRE JUS  0.5~1hr 4 &r PRE s 0.5~1hr ¢

Male Control Number of examined 12
No abnormality 12

——
[URPRF—.
——
— —
—_——
[I—e
——
et

7.9 mg/ke Number of examined 6
No abnormality ]

15 mg/kg Number of examined
. No abnormality

30 mg/kg Number of examined
No abnormality
Mydriasis
Salivation

— pomn
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60 mg/kg Number of examined
No abnormality
Mydriasis
Tremor
Hypoactivity
Bradypnea
Salivation
Prone position
Dead
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PRE:before asministration; JUS:jusi after administration.



Study No.P020013
Table 1 - continued Clinical signs

Male, Female

Group Days
Sex and Clinical sign
dose 16 A 17 18
PRE JUS  0.5~1kr 4 hr PRE JUS  0.5~1hr 4 hr  PRE JUS  0.5~1lhr 4 hr
Male Control Number of examined 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 {2 12 12 12 12
1.5 ng/kg Number of examined ] 6 ] 6 ] 6 ] ] ] ] § §
No abnormality 6 6 6 ] 6 6 ] 6 6 6 ] )
15 meg/kg Number of examined 6 6 6 6 6 6 6 i ] b 6 6
No abnormality 6 6 6 6 B 6 6 6 6 6 6 6
30 mg/kg Number of examined 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12
Mydriasis 0 0 0 0 0 0 0 0 0 0 ] 0
Salivation 0 0 0 0 0 0 0 0 0 0 0 0
60 mg/kg Number of examined 11 11 11 11 11 11 11 11 11 i1 11 11
No abnormality 11 10 9 I1 11 10 9 11 11 8 9 11
Mydriasis 0 0 1 0 0 0 0 0 0 0 0 0
Tremor 0 0 0 0 0 0 0 0 0 0 1 0
Hypoactivity 0 0 1 0 0 0 | 0 0 0 2 0
Bradypnea 0 0 0 0 0 0 0 0 0 0 ) 0
Salivation 0 | 1 0 ] 1 { ] 0 3 0 0
Prone position 0 0 0 0 0 0. 0 0 0 0 0 0
Dead 0 0 0 0 0 0 0 ] 0 0 0 0

PRE:before asministration; JUS:just after administration.



Study No.P020013
Table 1 - coniinued Clinical signs

Male, Female

Group ) . Days
Sex and Clinical sign

dose . 19 20 21
PRE JUS  0.9~1hr 4 hr PRE JUS  0.5~1hr 4 hr PRE JUS  0.5~1hr ¢4

Male Control Number of examined
: No abnormality

——
— p—
p—
——
—_—
—_—
—
—_—
[ORP.

7.5 mg/ke Number of examined
No abnormality

15 mg/kg Number of examined
No abnormality

30 mg/kg Number of examined
No abnormality
Mydriasis
Salivation
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60 mg/kg Number of examined
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Tremor
Hypoactivity
Bradypnea
Salivation
Prone position
Dead
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PRE:before asministration; JUS:just after adminisiration.
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Study No.P020013
Table 1 - continued Clinical signs

Male, Female

Group Days
Sex and Clinical sign

dose 22 23 24
JUS  0.5~1hr - 4 hr PRE JUS  0.5~1hr 4 hr PRE JUS  0.5~1hr 4 hr

12
12

=

Male Conirol Number of examined
No abnormalily

—_—
——
—_—
I
o —
It
——
I

7.5 mg/ke  Number of examined
' No abnormality

15 mg/kg Number of examined
No abnormality

30 mg/kg Number of examined
No abnormality
Mydriasis
Salivation
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60 mg/ke Number of examined
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Mydriasis
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Bradypnea
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PRE:before asministration; JUS:just after administration.
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Study No.P020013
Table 1 - continued Clinical signs

Male,Female

Group ) Days
Sex and Clinical sign

dose 25 26 27
PRE JUS  0.5~1hr 4 hr PRE JUS  6.5~1hr 4 br PRE JOS  0.5~1hr 4 hr

12
12

Male Conirol Number of examined
No abnormality

—_—
—_——
—_——
I
I et
b
—_—
I—
[P

7.5 mg/ke Number of examined
No abnormality

15 mg/kg Number of examined
No abnormality

30 mg/ke Number of examined
No abnormality
Mydriasis
Salivation

—
o D OO D [ Y (== D2 DN

[En—

P i
LR d ST S [=r¥=>1 (=23 [8-¥ 8]

— —
Lo T SNer) oSr) [=rY=r] (== r) DO BND

f—
OO D O [=rJ=_r] S [st=B S

Pt bt
—_— BN f=rY =) L=y Y] DD DD

—_—
b e 00 [ND [=p = XIS [a-d ]

Pt et
CR TN DD SaSh [~rR=r [X-3 %1

— ot
— o1 L= Rar] [~cX—r] [l )

Y
CRCINI DD ==} oL X

—

T I D D D G
o

oD o 33 0 AN e O e e

60 mg/ke Number of examined
No abnormality
Mydriasis
Tremor
Hypoactivity
Bradypnea
Salivation
Prone position
Dead

oot

[l e p Y e Yo R Yo By B
—

T D i o b a3 T —
.

o DD O OO~
—_

—_——
€T €00 v €0 o oo CaD ofo e

T O O 0 0 et et [==—R=—] -7 ot [t [N [SSRL )
Pt o,

OO OO OO CO rb e
Pt

pus—y
O D D o o 0 T

OO OO
DD I LD o s

P o O 0 i DN — ] —

PRE:before asministration; JUS:just after administration.
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Study No.P020013
Table 1 - continued Clinical signs

Male, Female

Group _ Days
Sex and Clinical sign
dose 28 29 30 31 32 33 34 35 36 37
PRE JUS  0.5~1hr 4 hr DAY DAY DAY DAY DAY DAY DAY DAY DAY
Male Conrtrol Number of examined 12 12 12 12 6 6 ] 6 6 i § 8 6
No abnormality 12 12 12 12 6 6 6 6 6 6 6 6 b
7.5 me/ke Number of examined ] 6 ] 6
No abnormality B 6 6 6
15 mg/kg Number of examined b 6 ] 6
No abnormality 6 6 ] 6
30 mg/kg Number of examined 12 12 12 12 6 ] 6 ] 6 ] ] ] ]
No abnormality 12 12 12 12 6 6 6 b ¢ 6 6 6 §
Mydriasis 0 0 0 0 0 ¢ 0 0 0 0 0 0 0
Salivation 0 ) 0 0 0 0 0 0 0 0 0 0 ]
60 mg/kg Number of examined 11 11 11 11 6 6 6 6 6 6 6 6 )
No abnormality 11 5 ' 10 6 6 6 ] ) 6 6 6 6
Mydriasis 0 0 1 0 0 0 0 0 0 0 0 0 0
Tremor 0 0 5 0 0 0 0 0 0 0 0 0 0
Hypoactivity 0 0 4 1 0 0 0 0 0 0 0 0 0
Bradypnea 0 i ] 0 0 0 0 0 0 0 0 0 0
Salivation 0 ] 3 1 0 0 0 0 0 0 0 0 0
Prone position 0 0 0 0 0 0. 0 0 0 0 0 0 0
Dead 0 0 0 0 0 0 0 0 0 0 0 0 0

PRE:before asministration; JUS:just after adminisiration. .
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Table

1 - continued

Clinical signs
Male, Female

Study No.P020013

Sex

Group
and
dose

Clinical sign

Days

38

39

40

41

42

DAY

DAY

DAY

DAY

DAY

Male

Control

Number of examined
No abnormality

[—r1—r]

[=r%=12]

I

Lol )

1.5 ng/ke

Number of examined
No abnermality

15 mg/ke

Number of examined
No abnormalify

30 mg/ke

Number of examined
No abnormality
Mydriasis
Salivation

60 mg/kg

Number of examined
No abnormality
Mydriasis
Tremor
Hypoactivity
Bradypnea
Salivalion
Prone position
Dead
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Study No.P020013
Table 1 - continued Clinical signs

Male, Female

Group o ) Days
Sex and Clinical sign
dose | 2 3
PRE JUS 0.5~1hr 4 hr PRE JUS 0.5~1hr 4 hr PRE JUS 0.5~1hr 4 hr
Female Conirol Number of examined 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12
7.5 mg/kg Number of examined ] b 6 6 ] 6 6 ] i ] ] ]
No abnormality 6 6 6 6 ) 6 6 6 6 b 6 6
15 mg/kg Number of examined 6 6 i 6 b 6 6 b 6 b b b
No abnormality 6 6 ] b 6 8 6 6 6 ] 6 ]
30 mg/ke Number of examined 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12
Mydriasis ] 0 0 0 0 0 0 0 0 0 0 0
Salivation 0 0 0 0 0 0 0 0 0 ) 0 0
60 mg/kg Number of examined 12 12 12 12 12 12 12 12 10 10 10 10
No abnormality 12 12 8 10 12 12 8 9 10 10 ] 1
Mydriasis 0 il 4 2 0 0 4 1 (] 0 3 1
Tremor 0 0 0 0 0 0 0 0 0 0 0 1
Hypoactivily 0 0 2 0 0 0 3 ] 0 0 4 l
Bradypnea 0 0 0 0 0 0 0 0 0 0 0 1
Salivation 0 0 0 ¢ 0 0 0 0 ] 0 0 0
Prone position 0 0 0 0 0 0 0 0 0 0 0 |
Lateral position 0 0 0 0 0 0 0 0 0 0 0 0
Gasping 0 0 0 0 0 0 0 0 0 0 0 0
Hypothermia 0 0 0 i ¢ 0 0 0 0 i 0 0
Soiled lower abdomen 0 0 0 0 0 0 0 0 0 0 0 0
Dead 0 0 0 0 0 0 0 2 0 0 0 3

PRE: before administration; JUS: just after adminisiration.
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Study No.P020013
Table 1 - continued Clinical signs

Male, Female

Group ) , Days
Sex and Clinical sign
dose 4 5 ]

JUS  0.%~1hr PRE - JUS 0.5~1hr 4 hr PRE JUS 0.5~thr 4

12 1
12 1

a4
&
.
=
—
=
—

Female Control Number of examined
No abnormality

—p—

1 l
1 1

—_
[
—_——

—_—
(S
—_—

7.5 ng/kg Number of examined
No abnormality

15 mg/keg Number of examined
No abnormality

30 me/kg Number of examined
No abnormality
Mvdriasis
Salivation
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— p—
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——
o p—
— p—

60 mg/ke Number of examined
No abnormality
Mydriasis
Tremor
Hypoactivitly
Bradypnea
Salivation
Prone position
Lateral position
Gasping
Hypothermia
Soiled lower abdomen
Dead
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PRE: before administration; JUS: just after administration.
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. . Study No.P020013
Table 1 - continued Clinical signs

Male, Fenale
Group ' Days

Sex and Clinical sign
dose 7 8 9

U 0.5~1hr 4 h PRE JUS 0.56~1hr 4 b 0.8~1Ihr 4 h

l 12 1
1 12 1

—
=3
—
—
—
=
—
—
(7]
-

Female Control Number of examined
No abnormality

— p—

1
1

——
—_—
[omP—
[I—
——
[OR—
PN,

7.5 mg/kg Number of examined
No abnormality

15 ng/ke Number of examined
No abnormality

30 mg/ke Number of examined
No abnormality
Mydriasis
Salivation

—
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[WPY
PR
—
—_ —
—
PIRVEDY
—_ —
—_ —

60 mg/kg Number of examined
No abnormality
Mydriasis
Tremor
Hypoactivity
Bradypnea
Salivation
Prone position
Lateral position
Gasping
Hypothermia
Sotled lower abdomen
Dead
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PRE: before administration: JUS: just after administration.
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Study No.P020013
Table 1 -~ continued Clinical signs

Male, Female

Group o ) Days
Sex and Clinical sign

dose 10 ' 11 12
PRE JUS 0. 5~1hr 4 PRE IS 0.5~1hr 4k PRE 1S 0.8~thr 4 hr

1 12 12
1 | 12

=
—
~-1

Female Control Number of examined
No abnormality

[
[SX]
[y
]

——

1
t

—_—
— —
oS —

l I
1 1

[y
[S5-]
om—
™~

7.5 mg/kg Number of examined
No abnormality

15 mg/kg Number of examined
No abnormality

30 mg/ke Number of examined
No abnormality
Mydriasis
Salivation
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Pant pit
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—_ —
b
Pt —t
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60 mg/kg Number of examined
No abnormality
Mydriasis
Tremor
Hypoactivity
Bradypnea
Salivation
Prone position
Lateral position
Gasping
Nlypothermia
Soiled lower abdomen
Dead
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PRE: before administration; JUS: just after administration.
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. Study No.P020013
Table 1 - continued Clinical signs

Male, Female

Group _ ) Days
Sex and Clinical sign
dose 13 14 15
PRE JUS 0.5~1hr 4 hr PRE JUS 0.3~I1hr 4 hr PRE JUS 0.5~1hr 4 hr
Female Conirel Number of examined 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12
1.5 mg/ke Number of examined 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 ] 6 6 6 g ] 6 b ] 6
15 mg/kg Number of examined 6 6 6 b ] 6 6 6 6 6 ] ]
No abnormality 6 6 b 6 ] 6 ) 6 6 6 ] 6
30 mg/kg Number of examined 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12
Mydriasis 0 0 0 0 0 0 0 0 i 0 0 0
Salivation 0 0 0 0 0 0 0 0 0 0 0 0
60 me/kg Number of examined b 6 6 ] 6 6 6 6 6 6 i i
No abnormality 6 6 3 6 6 9 4 5 b i 8 6
Mydriasis 0 0 2 0 0 0 l 0 0 0 0 ]
Tremor 0 0 2 0 0 0 2 0 0 0 0 0
Hypoactivity 0 ] 0 0 0 ] 2 1 0 0 0 0
Bradypnea 0 0 0 0 0 0 0 0 0 0 0 {
Salivation 0 0 0 0 0 1 0 0 0 0 0 0
Prone position 0 0 0 0 0 0 0 0 0 0 0 0
Lateral position 0 0 0 0 0 ] 0 0 0 0 0 0.
Gasping 0 0 0 0 0 0 0 0 0 0 0 0
Hypothermia 0 0 0 0 0 0 0 0 0 0 0 0
Soiled lower abdemen 0 0 0 0 0 0 0 0 0 0 0 0.
Dead 0 0 0 0 0 0 0 0 0 0 0 0

PRE: before adminisiration; JUS: just afler adminisiration.
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Study No.P020013
Table 1 - continued Clinical signs

Male, Female

Group ) . Days
Sex and Clinical sign
dose " 16 17 18

PRE JUS 0.5~1hr 4 hr JUS 0.5~lhr 4 h PRE JUS 0.5~1hr

12 12 1
12 12 1

-
&
—
=
=
-t

Female Control Number of examined
No abnormality

——
—_——
() -]
s s
— —
—

] l
1 1

— —

1
|

7.5 mg/ke Number of examined
No abnormality

15 mg/kg Number of examined
No abnormalily

30 mg/ke Number of examined
No abnormality
Mydriasis
Salivation
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p— —
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——t
p— —

60 mg/kg Number of examined
No abnormality
Mydriasis
Tremor
Hypoactivity
Bradypnea
Salivation
Prone position
Lateral position
Gasping
Hynothermia
Soiled lower abdomen
Dead
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PRE: before administratiom; JUS: just after adminisiration.
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: Study No.P020013
Table 1 - continued Clinical signs

Male,Female

Group Days
Sex and Clinical sign
dose 19 20 21
PRE JUS 0.5~1hr 4 hr PRE JUS 0.5~I1hr 4 hr PRE IS 0.5~thr 4 hr
Female Control Number of examined 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 ¥ 12 12 12
7.5 mg/kg Number of examined 8 6 6 ] ] 6 § ] § § 6 8
No abnormality 6 6 6 6 6 6 6 6 8 6 6 )
15 mg/ke Number of examined 6 b 6 b b 6 6 6 8 b 6 6
No abnormality 6 6 6 b 6 6 6 6 6 6 6 6
30 mg/ke Number of examined 12 12 12 12 12 12 12 12 12 12 12 12
No abnermality 12 12 12 12 12 12 11 12 12 12 12 12
Mydriasis 0 0 0 0 0 0 | 0 0 0 0 0
Salivation 0 0 0 0 0 0 0 0 0 0 0 0
60 mg/ke Number of examined § ] 6 6 b i 6 5 5 B 5 5
No abnormality 6 3 2 b b 4 5 3 9 4 4 b
Mydriasis 0 0 [ 0 0 0 1 0 0 0 0 0
Tremor 0 0 0 0 0 0 l 0 0 0 0 0
Hypoactivity 0 0 1 0 0 0 1 0 0 0 0 0
Bradypnea 0 0 0 0 0 0 0 0 0 0 0 0
Salivation 0 1 3 0 0 2 0 0 0 1 1 0
Prone position 0 0 0 0 0 0 0 0 0 0 0 0
Lateral position - 0 0 0 0 0 0 1 0 0 0 0 0
Gasping 0 0 0 0 0 0 1 0 0 0 0 0
Hypoihermia 0 0 ] 0 0 0 0 0 0 0 0 0
Soiled lower abdomen 0 0 0 0 0 0 0 i} 0 0 0 ]
Dead 0 0 0 0 0 0 1 0 0 0 0 0

PRE: before administration; JUS: just affer administration.
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Study No.P020013
Table 1 - continued Clinical signs

Male, Female

Group . ) Days
Sex and Clinical sign

dose 22 23 24
PRE Jus 0.5~I1hr 4 PRE JUS 0.5~1hr PRE JUS 0.5~I1hr 4 hr

I 12 1 1
I 12 1 [

=
—
s
=3
—

Female  Control Number of examined
No abnormality

1
1

—_——
[RSTO—

l
1

—_—
[eva—
B3 D

7.5 mg/kg Number of examined
No abnormality

15 mg/kg Number of examined
No abnormality

30 me/kg Number of examined
No abnormality
Mydriasis
Salivation
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60 me/keg Number of examined
No abnormality
Mydriasis
Tremor
Hypoactivily
Bradypnea
Salivation
Prone position
Lateral position
Gasping
Hypothermia
Soiled lower abdomen
Dead
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PRE: before administration; JUS: just afler administration.
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Study No.P020013
Table 1 - continued Clinical signs

Male, Female
Group Days
Sex and Clinical sign
dose 25 26 27
JUS 0.5~1hr 4 US  0.5~1hr 4 hr PRE JUS  0.5~1hr 4 hr

12 12 12 12
12 12 12 12

=
=
=

Female Control Number of examined
No abnormality

—_—
[S]

1
1

— —
b -
— | -
[y
(2]
—_—

l
1

[Awy
(2]
—_
[a]

7.5 mg/ke Number of examined

6
No abnormality 6

15 mg/kg Number of examined
No abnormality

30 mg/kg Number of examined
No abnormality
Mydriasis
Salivaiion
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2
2
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I
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60 mg/kg Number of examined
No abnormality
Mydriasis
Tremor
Hypoactivity
Bradypnea
Salivation
Prone position
Lateral position
Gasping
Hypolhermia
Soiled lower abdomen
Dead
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PRE: before administration; JUS: just after administration.
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Study No.P020013
Table 1 - continued Clinical signs

Male,Female

Group ) . Days
Sex and Clinical sign

- dose : 28 29 30 3l a2 33 34 35 36 37
IS 0.5~1hr 4 hr DAY DAY DAY DAY DAY DAY DAY DAY DAY

12
12

=z

Female Conirol ' Number of examined
No abnormalitly

— —,

l
l

— s
(N0 i
R l--r]
[ r gy
[sorRawr]
[ wer]
[=2 Y 2]

(=]
Lo R ]
[z e ]
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7.5 mg/kg Number of examined
No abnormality

15 me/kg Number of examined
No abnormality

30 mg/ke Number of examined
No abnormality
Mydriasis
Salivation

——
— .
ot
e,

[—X=—1=r%=

=Y —J =]

COCHOH S

[——=F === k=

CREOE S

O O

D EDCH Oy

C2 €50 O

oo

60 mg/kg Number of examined
No abnormality
Mydriasis
Tremor
Hypoactivity
Bradypnea
Salivation
Prone position
Laieral position
Gasping
Hypothermia
Soiled lower abdomen
Dead
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PRE: before administration; JUS: just after administration.
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Study No.P020013

Table 1 - continued Clinical signs
Male, Female
Group . ) Days
Sex and Clinical sign
dose 38 39 40 4] 42
DAY DAY DAY DAY DAY
Female  Control Number of examined 6 6 ] 6 ]
No abnormality 6 6 6 b ]
7.5 mg/ke Number of examined
No abnormality
15 mg/kg Number of examined
Ko abnormality
30 mg/ke Number of examined b ] 6 ] 6
No abnormality ] 6 6 6 6
Mydriasis 0 0 0 0 0
Salivation 0 0 0 0 0
60 mg/kg Number of examined

No abnormality
Mydriasis

Tremor
Hypoactivity
Bradypnea
Salivation
Prone posiiion
Lateral positien
Gasping
Hypothermia
Soiled lower abdomen
Dead
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Study No.P020013

Table 2 Detailed clinical observation
Male, Female
Group Number Cage side observalion
Sex and of
dose animals Posture
Pre-treatment Week 1 Week 2 Week 3 Week 4 Week 1(Rec) Week 2(Rec)
Grade 2 2 2 2 2 2 2
Male Control 12 12 12 12 12 12 6 6
7.5 mg/ke 6 6 ] § 6 6
15 me/kg ] 6 ] 6 6 6
30 mg/ke 12 12 12 12 12 12 6 6
60 mg/ke 12 12 12 11 11 11 6 6
Female Control 12 12 12 12 12 12 6 6
7.5 mg/ke 6 b 6 6 6 b
15 me/ke 6 6 6 6 6 6
30 mg/kg 12 12 12 12 12 12 ] 6
60 mg/ke 12 12 7 ] 5 5

“Not significantly different from control
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. Study Ne.P020013
Table 2 - continued Detailed clinical observaiion
Male, Female

Group Number Cage side observation
Sex and of

dose animals Convulsions

Pre-treatment Yeek 1 Week 2 Yeek 3 Yeek 4 Week 1(Rec) Yeek 2(Rec)
Grade i | | 1 1 1 1

Male Control 12 12 12 12 12 12 6 6

7.5 mg/kg ] 6 ] ] 6 6

15 mg/kg 6 6 6 6 6 6

30 mg/ke 12 12 12 12 12 12 b i)

60 mg/kg 12 12 12 1 11 11 6 6
Female  Conirol : 12 12 12 12 12 12 6 6

7.5 mg/ke 6 ' 6 6 6 6 6

15 mg/kg 6 6 6 b 6 6

30 mg/kg 12 12 12 12 12 12 6 6

60 mg/kg 12 12 7 6 5 5

Not significantly different from control.
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Table 2 - continued

Detailed clinical observation

Study Ne.P020013

Male, Female

Group Number Cage side observation
Sex and of

dose animals Stereoiypis and/or bizarre behaviors

Pre-treatment Week 1 Week 2 Veek 3 Week 4 Week 1(Rec) ‘Yeek 2(Rec)
Grade l 1 | 1 1 | 1

Male Conirol 12 12 12 12 12 12 6 6

7.5 mg/kg ] b ] 6 6 6

15 mg/ke ] 6 ] f 6 6

30 mg/ke 12 12 12 12 12 12 ] 6

60 mg/ke 12 12 12 11 11 11 6 6
Female Control 12 12 12 12 12 12 6 6

7.5 mg/kg b 6 6 6 - 6

15 mg/kg b 6 6 ] 6 6

30 mg/kg 12 12 12 12 12 12 6 6

60 mg/kg 12 12 7 ] 5 5

Not significantly different from conirol.
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Study No.P020013
Table 2 - continued Deilailed clinical observation

Male, Female

Group Number Cage side observation
Sex and ‘ of

dose animals Tremors

Pre-treatment Week 1 Week 2 Week 3 Week 4 Yeek 1 (Rec) Week 2(Rec)
Grade 1 1 2 l 2 1 2 1 2 1 I

Male Control 12 12 12 0 12 0 12 ¢ 12 0 6 6

7.5 mg/kg 6 6 6 0 b 0 6 0 6 0

15 mg/kg 6 6 6 0 6 0 6 0 6 0

30 mg/ke 12 12 12 0 12 0 12 0 12 0 6 )

60 mg/kg 12 12 12 0 10 1 10 1 10 1 6 ]
Female  Control 12 12 12 ] 12 0 12 0 12 0 6 6

7.5 me/ke 6 6 6 0 6 0 6 0 6 0

15 mg/kg 6 6 6 0 6 0 6 0 6 0

30 mg/kg 12 12 12 0 12 0 12 0 12 0 6 6

60 mg/ke 12 12 6 1 501 50 4t

Not significantly different from control.
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Stedy No.P020013
Table 2 - continued Detailed clinical observaiion
Male, Female

Growp Number Hand beld observation
Sex and of —

dose animals Handling reactivity

Pre-treatment Veek 1 Week 2 Week 3 Yeek 4 Week 1(Rec) Feek 2(Rec)
Grade 2 2 2 2 2 2 2

Male Control 12 12 12 12 12 12 6 6

7.5 mg/ke 6 6 6 6 b 6

15 mg/kg 8 ] 6 6 6 6

30 meg/ke 12 12 12 12 12 12 6 6

60 mg/ke 12 12 12 11 11 11 6 6
Female  Control 12 12 12 12 12 ' 12 6 6

7.5 mg/ke 6 b 6 6 6 6

15 mg/kg § 6 ] 6 6 6

30 me/kg 12 12 12 12 12 12 6 ]

60 me/kg 12 12 7 6 5 5

Not significantly different from control.
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Siudy No.P020013
Table 2 - continued Detailed clinical observation

Male, Female

Group Number Hand held observalion
Sex and of

dose ' animals Vocalizations

Pre-tratment Yeek 1 ¥eek 2 Feek 3 Week 4 Week 1{(Rec) Week 2(Rec)
Grade i 1 1 1 1 | 1

Male Control 12 12 12 12 12 12 6 6

7.5 mg/kg 6 6 b 6 6 ' 6

15 mg/ke 6 6 6 6 6 6

30 mg/kg 12 12 12 12 12 12 ] 6

60 mg/kg 12 12 12 11 i1 11 i 6
Female Control 12 12 12 12 12 12 6 ]

7.5 ng/kg 6 6 6 6 6 6

15 mg/ke 5 ] 6 ] ] ]

30 mg/ke 12 12 12 12 12 12 ] 6

60 meg/ke 12 12 7 6 5 5

Not significantly different from control.
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Study No.P020013
Table 2 - continued Detailed ciinical observation

Male, Female

Group Number Hand held observation
Sex and of

dose animals “Tremors

Pre-iraiment Feek 1 Yeek 2 Yeek 3 Week 4 eek 1(Rec) Week 2(Rec)
Grade | [ 2 1 2 ! A | 2 l 1

Male Control 12 12 12 0 12 0 12 0 12 0 6 6

7.5 mg/kg 6 6 6 0 b 0 6 0 6 0

15 mg/kg 6 6 6 0 b 0 6 0 6 0

30 mg/kg 12 12 12 0 12 0 12 0 12 0 6 o ]

60 mg/kg 12 12 12 0 8 3 10 1 8 3 6 ]
Female Conirol 12 12 12 0 12 0 12 0 12 i} 6 ]

7.5 mg/kg 6 6 6 0 6 0 6 0 6 0

15 mg/ke 6 6 6 ] 6 0 - 6 0 ] 0

30 mg/kg 12 12 12 0 12 0 12 0 12 0 6 6

60 mg/kg 12 12 6 1 - 2 4%% 5 0 2 RE2

#%: P<0.01 (significantly different from conirel).



i

Study No.P020013
Table 2 - continued Detailed clinical observation

Male, Female

Group Number Hand held observation
Sex -and of

dose animals Twitches

Pre-treatment Week 1 Week 2 Week 3 Week 4 Yeek 1(Rec) Week 2(Rec)
Grade 1 | l 1 1 | l

Male Control 12 12 12 12 12 12 ] 6

7.5 mg/kg ] g ] ] b 6

15 mg/kg ] § 6 . 6 ] 6

30 mg/kg 12 12 12 12 12 12 6 6

80 mg/kg 12 12 12 11 11 11 6 6
Female Control 12 12 12 12 12 12 b 6

1.5 ng/ke 6 6 6 6 6 6

15 mg/ke 6 6 6 6 6 6

30 mg/ke 12 12 12 12 12 12 6 6

60 mg/kg 12 12 1 6 5 5

Not significantly different from control.
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Table 2 - continued

Detailed clinical observation
Male, Female

Study No.P020013

Group Number Hand held observation
Sex and of

dose animals Convulsions

Pre-treatment Yeek 1 Yeek 2 Yeek 3 Yeek 4 Week 1(Rec) Yeek 2(Rec)
Grade 1 1 1 1 1 1 1

Male Control 12 12 12 12 12 12 6 8

7.5 mg/ke 6 § ] 6 ] 6

15 mg/kg 6 ] 6 6 6 6

30 mg/kg 12 12 12 12 12 12 6 b

60 mg/kg 12 12 12 11 11 11 6 6
Female Control 12 12 12 12 12 12 ] 6

7.5 mg/kg 6 8 b 6 6 6

15 me/ke 6 § 6 6 6 6

30 mg/ke 12 12 12 12 12 12 6 6

60 mg/ke 12 12 7 6 ) 5

Noi significantly different from control.
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Table 2 - continued

Detailed clinical observation

Study No.P020013

Male, Female

-Group Number Hand held observation
Sex and of ——

dose animals Respiration

Pre-ireatment Week 1 Yeek 2 Week 3 Week 4 Week 1(Rec) Week 2(Rec)
Grade 1 l | 3 1 3 1 1 [

Male Control 12 12 12 12 0 12 0 12 6 6

7.5 mg/kg 6 § 6 6 0 6 0 6

15 mg/kg 6 6 6 6 0 6 0 6

30 mg/kg 12 12 12 12 0 12 0 12 6 6

80 mg/ke 12 12 12 10 l 10 1 11 6 6
Female Conirol 12 12 12 12 0 - 12 0 12 6 6

7.5 mg/kg 6 6 6 6 0 6§ 0 6

15 mg/kg 6 6 6 ] 0 6 0 6

30 mg/kg 12 12 12 12 0 12 0 12 6 6

60 me/kg 12 12 7 6 0 5 0 5

Not significantly different from conirol.
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Study No.P020013
Table 2 ~ continued Detailed ¢linical observation

Male, Female

Group Number Hand held observaiion
Sex and of

dose animals Salivation

Pre-treatment Week 1 Feek 2 Week 3 Week 4 Week 1(Rec) Week 2(Rec)
Grade 1 1 1 1 2 1 3 [ 1

Male Conirol 12 12 12 12 12 0 12 0 6 6

7.5 mg/kg 8 6 § 6 ] 0 6 .0

15 me/ke § 6 6 6 6 0 6 0

30 mg/ke 12 12 12 12 12 0 12 0 6 6

60 mg/kg 12 12 12 1 10 l 10 1 6 6
Female Conirol 12 12 12 12 12 0 12 0 6 ) 6

7.5 mg/kg 6 6 6 6 6 0 6 0

15 mg/ke ] ] 8 6 ] 0 b 0

30 mg/kg 12 12 12 12 12 0 12 0 6 6

60 mg/kg 12 12 7 § 50 4

Not significantly different from control.
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Study Ne.P020013
Table 2 - continued Detailed clinical observation

Male, Female

Group Number Hand held observation
Sex and of

dose animals Lacrimation

Pre-treatment Feek 1 Yeek 2 Yeek 3 Week 4 Week 1(Rec) ¥eek 2(Rec)
Grade | 1 1 1 1 1 1

Male Confrol 12 12 12 12 12 12 6 6

7.5 mg/kg ] 5 6 ] ] ]

15 mg/kg ] 6 6 ] 6 6

30 mg/kg 12 12 12 12 12 12 6 6

60 mg/kg 12 12 12 11 11 11 6 6
Female Control 12 12 12 12 12 12 6 ]

1.5 mg/ke 6 6 6 6 6 6

15 mg/ke 6 6 6 6 6 6

30 mg/kg 12 ' 12 12 - 12 12 12 6 §

60 mg/kg 12 12 7 6 5 5

Not significantly different from control.
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Table 2 - continued

Detailed clinical observation

Male, Female

Study No.P020013

Group Number Hand held observation
Sex and of

dose animals Pupil size

Pre-ireaiment Yeek 1 Yeek 2 Week 3 Week 4 Feek 1(Rec) Week 2(Rec)
Grade 2 2 3 2 3 2 3 2 3 2 2

Male Control 12 12 12 0 12 0 12 0 12 0 6 6

7.5 me/ke 6 § ] 0 b 0 5 0 6 0

15 mg/ke ] 8 6 0 6 0 § 0 6 0

30 mg/kg 12 12 12 0 12 0 12 0 11 l ] 6

60 meg/kg 12 12 10 2 T 4% 9 2 8 3 b 6
Female Control 12 12 12 0 12 0 12 0 12 0 6 6

7.5 mg/ke b 6 b 0 ] 0 6 0 6 0

15 mg/kg 6 § 6 0 6 0 6 0 6 0

30 mg/kg 12 12 12 0 12 0 11 1 12 0 ] 6

60 mg/kg 12 12 5 2 4 2% 5 0 2 i

$: P<0.05, #%: PL0.01 (significanily different from contrel).
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Study No.P020013
Table 2 - continued Detailed ¢linical observation

Male, Female

Group Number Hand held observation
Sex and of -

dose animals Exophthalmos

Pre-treatment Feek 1 Week 2 Yeek 3 Yeek 4 Week 1 (Rec) Yeek 2(Rec)
Grade 1 1 1 I 1 1 |

Male Control 12 12 12 12 _ 12 12 6 6

1.5 mg/kg 6 6 8 6 ] 6

15 mg/kg ] ) ] 6 6 6

30 meg/ke 12 12 12 12 12 12 6 6

50 mg/kg 12 12 12 11 11 11 b 6
Female  Control 12 12 12 12 12 12 b 6

7.5 ng/ke 6 6 6 6 6 6

15 mg/kg 6 6 8 6 6 6

30 me/kg 12 12 12 12 12 12 6 6

60 me/ke 12 12 7 6 5 5

Not significantly different from conirol.



68

Table 2 - continued

Detailed clinica! observation

Study No.P020013

Male, Female

Group Number Hand held observation
Sex and of

dose animals Ocular or nasal secrefions

Pre-ireatment Week 1 feek 2 feek 3 Week 4 Feek 1(Rec) Week 2 (Rec)
, Grade 1 1 1 1 1 1 l

Male Control 12 12 12 12 12 12 6 6

7.5 mg/ke ] 6 6 6 6 6

15 mg/kg 6 6 6 ] 6 6

30 mg/kg 12 12 12 12 12 12 6 6

60 mg/kg 12 12 12 11 11 11 6 6
Female Control 12 12 12 12 12 12 6 6

7.5 ng/kg 6 6 6 6 6 6

15 mg/kg ] 6 6 6 6 6

30 mg/kg 12 12 12 12 12 12 6 6

60 mg/ke 12 12 7 6 5 5

Not significantly different from conirol.
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Study No.P020013

Table 2 - continued Detailed clinical observation
Male, Female
Group Number Hand held observation
Sex and of
dose animals Skin
Pre-treatment Week 1 Yeek 2 Week 3§ Week 4 Week 1 (Rec) Yeek 2(Rec)
Grade 2 2 2 2 A 2 2
Male Conirol 12 12 12 12 12 12 6 6
7.5 mg/kg ] ] ] 6 i 6
15 mg/ke ] 6 6 6 6 6
30 me/kg 12 12 12 12 12 12 6 6
60 me/ke 12 12 12 11 11 11 ] 6
Female Control 12 12 12 12 12 12 ] 6
7.5 mg/kg 6 6 6 b 6 b
15 mg/ke 6 ] 6 ] 6 b
30 me/ke 12 12 12 i2 12 12 6 6
60 mg/kg 12 12 7 6 5 5

Not significantly different from control.
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Table 2 - continued

Detailed c¢linical observation

Study No.P020013

Male, Female

Group Number Hand held observation
Sex and of

dose animals Piloerection

Pre-treatment Yeek 1 Week 2 Week 3 Yeek 4 Week 1(Rec) Yeek 2(Rec)
Grade l 1 1 | 1 1 |

Male Conirol 12 12 12 12 12 12 6 6

7.5 mg/ke b B b 6 6 6

15 mg/kg 6 b b 6 6 6

30 mg/kg 12 12 12 12 12 12 6 6

60 mg/kg 12 12 12 il 11 11 6 B
Female Control 12 12 12 12 12 12 6 ]

7.5 mg/kg 6 6 6 i 6 6

15 mg/kg ] ] § b 6 6

30 mg/kg 12 12 12 12 12 12 6 6

60 me/kg 12 12 7 6 5 5

Not significantly different from centrol.
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Table 2 - continued Defailed clinical observation

Study No.P020013

Male, Female

Group Number Hand held observation
Sex and of

dose animals Fur

Pre-treatment Yeek 1 Week 2 Feek 3 Feek 4 Yeek 1(Rec) Week 2(Rec)
Grade 1 1 1 1 I 1 1

Male Control 12 12 12 12 12 12 6 6

7.5 mg/kg 6 7 6 6 6 6 ]

15 mg/kg 6 6 6 6 ] ]

30 mg/kg 12 12 12 12 12 12 6 6

60 mg/ke 12 12 12 11 11 11 b 6
Female  Control 12 i? 12 12 12 12 b 6

7.5 mg/kg ] 6 ] ] 6 6

15 mg/ke 6 6 6 6 6 6

30 me/ke 12 12 12 12 12 12 6 b

60 mg/kg 12 12 7 6 5 5

Not significantily different from control
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Table 2 - continued

Detailed clinical observation
Male, Female

Study No.P020013

Group Number Hand held observation
Sex and . of

dose animals Mucous membranes

Pre-treatment Week 1 Week 2 Week 3 Yeek 4 Week 1(Rec) Week 2 (Rec)
Grade 2 2 2 2 2 2 2

Male Control 12 12 12 12 12 12 6 6

7.5 meg/ke 8 6 6 6 6 6

15 mg/kg 6 6 g 6 6 6

30 mg/ke i2 12 12 12 12 12 6 6

60 mg/kg 12 12 12 11 11 il b 6
Female  Control 12 12 12 12 12 12 6 6

7.5 ng/ke 6 6 6 6 6 6

15 mg/ke 6 § 6 6 6 8

30 mg/kg 12 12 12 12 12 12 6 6

60 mg/kg 12 12 7 6 5 - b

Not significantly different from control.
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Table 2 - continued

Detailed clinical cbservation
Male,Female

Study No.P020013

Group Number Hand held observation
Sex and of -

dose animals » Incontinence of urine

Pre-treatment Yeek 1 Feek 2 Week 3 Week 4 Week 1(Rec) Week 2(Rec)
Grade 1 I 1 1 1 1 1

Male Conirol 12 12 12 12 12 12 6 6

7.5 mg/kg ] 6 6 ] 6 6

15 mg/kg 6 6 6 6 6 6

30 mg/ke 12 12 12 12 12 12 6 6

60 mg/kg 12 12 12 11 11 11 ] )
Female Control 12 12 12 12 12 12 6 6

7.5 mg/kg- 6 6 6 6 6 6

15 mg/ke 6 6 6 ] 6 6

30 mg/ke 12 12 12 12 12 12 6 6

60 mg/ke 12 19 7 6 5 5

Not significantly different from control.
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Table 2 - continued

Detailed clinical observation

Study No.P020013

- Male,Female

Group Number Hand held observation
Sex and of

dose animals Muscle tone

Pre-ireatment Week 1 Feek 2 ek 3 Week 4 Week 1(Rec) Yeek 2(Rec)
Grade 2 2 2 2 2 2 2

Male Control 12 12 12 12 12 12 ] 6

7.5 mg/kg 6 6 ] 6 6 6

15 mg/kg ] 6 6 6 ] 6

30 mg/kg 12 12 12 12 12 12 i 6

60 meg/kg 12 12 12 11 i1 11 ] ]
Female Control 12 12 12 12 12 12 6 6

7.5 mg/ke ] 6 ] 6 6 6

15 ng/ke 6 6 6 b 6 ]

30 mg/kg 12 12 12 12 12 12 6 6

60 mg/kg 12 12 7 6 5

Not significanlly different from control,
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Table 2 - continued

Deiailed clinical observation

Study No.P020013

Male,Female

Group Number Hand held observation
Sex and of

dose animals Body temperature

Pre-treaiment Feek 1 Week 2 Week 3 Week 4 Week 1(Rec) Week 2(Rec)
_Grade 2 2 2 2 2 2 2

Male Control 12 12 12 12 12 12 6 ]

7.5 mg/kg 6 6 6 ] ] 6

15 mg/ke 6 6 § 6 6 6

30 mg/ke 12 12 12 12 12 12 & 6

60 me/kg 12 12 12 11 11 11 ] i
Female Control 12 12 i2 12 12 12 6 6

7.5 mg/ke 6 6 6 8 6 6

15 mg/kg 6 6 6 6 6 6

30 mg/kg 12 12 12 12 12 12 6 6

60 me/ke 12 12 1 B 5 5

Not significantly differeni from control.
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Table 2 - continued

Detailed clinical observation

Study No.P020013

Male,Female

Group Number Observation on the open field
Sex and of

dose animals Arousal

Pre-treatment Yeek 1 Week 2 Feek 3 Week 4 Yeek 1 (Rec) Feek 2(Rec)
Grade 2 1 2 1 2 2 1 2 2 2

Male Conirol 12 12 0 12 ] 12 12 0 12 6 6

7.5 mg/kg 6 B 0 6 0 6 b 0 6

15 mg/ke 6 6 0 6 0 6 ] 0 ]

30 mg/ke 12 12 0 12 0 12 12 0 12 6 ]

60 me/kg 12 12 0 12 l 10 11 3 8 6 6
Female Control 12 12 0 12 0 12 12 0 12 6 i

7.5 mg/kg 6 6 0 6 0 6 6 0 §

15 mg/kg 6 6 0 ] 0 6 ] 0 6

30 mg/kg 12 12 0 12 0 12 12 0 12 8 6

60 mg/kg 12 12 1 6 0 6 5 2 3%

$: P0.05 (significantly different from comtrol).
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Study No.P020013

Table 2 - continued Detailed clinical observation
Male,Female '

Group Number Observation on the open field
Sex and of

dose animals ‘ Gait

Pre-treatment Yeek 1 Week 2 Week 3 Week 4 Week 1 (Ree) Week 2(Rec)
Grade 2 2 3 2 2 2 3 2 2

Male Control 12 12 12 0 12 12 12 0 6 6

7.5 mg/kg 6 6 6 0 6 6 ] 0

15 mg/kg 8 6 6 0 6 6 ] 0

30 me/ke 12 12 12 0 12 12 12 0 6 6

60 mg/kg 12 12 12 0 11 11 10 1 6 ]
Female Control 12 12 12 0 i2 12 12 0 6 6

7.5 ng/kg 6 b 6 0 6 6 6 0

15 mg/kg 6 6 6 0 6 6 6 0

30 mg/kg 12 12 12 0 12 12 12 0 : 6 6

60 mg/kg 12 12 6 I ] 5 4 1

Not significantly different from control.
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Table 2 - continued

Detailed clinical observation

Study No.P020013

Male,Female
Group Number Observation on the open field
Sex and of .
dose animals Stereoiypis and/or bizarre behaviors
Pre-freatment Week 1 Week 2 Veek 3 Week 4 Week 1(Rec) Yeek 2(Rec)
Grade 1 1 | | . 1 1
Male Conirol 12 12 12 12 12 12 6 6
7.5 mg/kg ] § b 6 ] 6
15 mg/kg 8 6 § 6 6 6
30 mg/ke 12 12 12 12 12 12 6 6
60 mg/kg 12 12 12 11 11 11 6 6
Female Control 12 12 12 12 12 12 6 6
7.5 mg/ke 6 6 6 6 6 6
15 mg/ke 6 ] 6 6 6 6
30 mg/ke 12 12 12 12 12 12 6 6
60 meg/kg 12 12 7 b § 5

Not significantly different from control.
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Table 2 - continued

Detailed clinical observation

Study No.P020013

Male, Female

Group Nember Observation on the open field
Sex and of -

dose animals Piosis

Pre-treaiment Week 1 Yeek 2 Week 3 Week 4 Week 1 (Rec) Week 2(Rec)
Grade 1 1 l { 1 { 1

Male Control 12 12 12 12 12 12 i) ]

7.5 mg/kg 6 6 6 6 § 6

15 meg/kg ] 6 ] ] § &

30 mg/kg 12 12 12 12 12 12 6 6

60 mg/kg 12 12 12 11 11 11 6 6
Female  Conirol 12 12 12 12 12 12 6 6

7.5 mg/kg b 6 6 6 6 6

15 mg/ke ] § 6 6 6 6

30 mg/ke 12 12 12 12 12 12 8 6

50 mg/kg 12 12 7 6 5 5

Not significanily different from conirol
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Study No.P020013
Table 2 - continued Detailed clinical observation

Male, Female

Group Number Observation on the open field
Sex and of

dose animals Diarrhea

Pre-treatment Feek 1 Week 2 Week 3 Week 4 Week 1(Rec) Yeek 2QRec)
Grade 1 | 1 1 1 1 |

Male Control 12 12 12 12 12 12 6 §

1.5 mg/kg 6 6 6 6 6 6

15 mg/kg 6 ) 6 b 6 6

30 mg/kg 12 12 12 12 12 12 6 6

60 mg/kg 12 12 12 11 11 11 6 6
Female Control 12 12 12 12 12 12 6 0

7.5 mg/kg 6 6 6 6 6 6

15 mg/kg 6 6 6 6 6 6

30 mg/kg 12 12 12 12 12 12 § 6

60 mg/kg 12 12 7 b 5 5

Not significantly different from control.
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Study No.P020013
Table 2 - continued Detailed ¢linical observation
Male,Female

Group Observation on the open field
Sex and -
dose Defecation (number)
Pre-treatment eek 1 Feek 2 Week 3 Yeek 4 Week 1(Rec) Week 2(Rec)
Male Control N 12 12 12 12 12 6 6
Mean 2 2 | 1 1 0 |
S.D. Cox2 *1 +1 *1 +1 +1 +2
7.5 mg/kg N 6 6 b 6 6
Mean 1 2 2 2 0
S.D. +2 *1 +2 +2 +1
15 mg/kg N § § 6 6 6
Mean 2 l 2 1 1
S.D. +1 +2 +2 +1 +1
30 mg/kg N 12 12 12 12 12 6 6
Mean 2 | I 1 i 0 1
S.D. +32 +1 +1 +1 +1 +0 +12
60 mg/ke N 12 12 11 11 11 6 6
Mean 1 { 1 0% 0 0 0
S.D. +1 g x1 +0 +1 +0 +0
Female Control N 12 12 12 12 12 g 6
Mean 0 0 0 0. 0 0 {0
S.D. | £0 x0 +0 +0 +0 +0
7.5 mg/ke N 6 ] 6 6 6
Mean 0 0 0 ] 0
S.D. +0 +0 +0 +0 +0
15 mg/kg N § § 6 6 6
Mean 0 0 0 0 0
S.D. +0 +1 %0 +0 +=0
30 mg/kg N 12 12 12 12 12 6 6
Mean 0 0 0 0 0 0 0
S.D. +1 +1 =0 +0 =0 &0 +0
60 mg/kg N 12 7 6 ) b
Mean 0 0 0 0 0
S.D. +1 *1 +0 x0 +0

$: P<0.05 (significantly different from control).
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Study No.P020013
Table 2 - continued Detailed clinical observation

Male, Female
Group Observation on the open field
Sex and
dose Urinatiocn(number)
Pre-treatment Feek 1 Feek 2 Week 3 Week 4 Week | (Rec)  Week 2(Rec)
Male Control _ N 12 12 12 12 12 6 6
Mean 0 1 0 0 0 0 0
S.D. +1 +1 =0 x40 +0 +0 +0
7.5 mg/ke N 6 b b 6 6
Mean 0 | Ik 0 1
S.D. +1 +1 +1 =0 +1
15 mg/ke N 6 § 6 6 6
Mean ] 1 0 0 0
S.D. +0 t1 +0 +0 +0
30 mg/ke N 12 12 12 12 12 6 6
Mean 0 0 0 0 0 0 0
‘ 5.D. +0 +0 +1 +1 +0 +0 +0
60 mg/kg N 12 12 11 11 11 6 6
Mean 0 1 0 0 0 0 0
S.D. +0 *1 *1 X0 +1 =0 =0
Female Control N 12 - 12 12 12 12 6 b
Mean 0 0 0 0. 0 ] 0
S.D. +0 T0 +0 +0 +0 +90 +0
7.5 mg/ke N ] 6 6 6 6
Mean 0 0 0 0 0
S.D. +0 +0 +0 +0 +0
15 mg/kg N 6 6 6 ] ]
Mean | 0 0 0 0
S.D. +1 +0 +0 +0 +0
30 mg/ke N 12 12 12 12 12 § 6
Mean 0 0 0 0 0 0 0
S.D. +0 +0 +0 +0 +0 +0 +0
60 mg/kg N 12 7 6 b 5
Mean 1 0 0 0 0
S.D. +1 +0 +0 +0 +0

¥: PL0.05 (significantly different from conirol).
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Study No.P020013
Table 2 - continued Detailed clinical observation

Male, Female

Group Number Sensory reactivity to stimuli of defferent iypes
Sex and of
dose animals Visual : Auditory Touch response
Week 4 Week 2(Rec) Week 4 Week 2(Rec) Week 4 Week 2 (Rec)
Grade 1 2 2 2 2 2 2
Male Control ] 0 6 6 6 6 6 6
7.5 mg/kg 6 9 ] 6 6
15 mg/ke 6 0 6 6 6
30 mg/ke 6 0 6 6 § 6 6 §
60 mg/kg b 0 6 6 6 6 6 6
Female  Control 6 0 6 6 6 6 6 6
7.5 ng/kg 6 D 6 § 6
15 mg/kg 6 0 6 6 6
30 mg/kg 6 0 6 8 6 6 6 6
60 mg/ke 5 1 4 b 5

Not significantly different from conirol.
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Table 2 - continued

Detailed ¢linical ohservation

Study No.P020013

Male, Female
Group Number Sensory reactivity to stimuli of defferent types
Sex and of
. dose animals Pain response Righting reflex Pupil response
Week 4 Week 2(Rec) Week 4 Week 2(Rec) Week 4 Week 2(Rec)
Grade 2 2 ' l 1 1
Male Control 6 ] b 6 6 b
7.5 mg/kg 6 6 ]
15 mg/kg 6 6 ]
30 mg/kg 6 6 b 6 § §
60 mg/ke 6 6 6 6 6 g
Female Control 6 6 6 6 6 6
7.5 mg/ke ] 6 ]
15 mg/kg ] 6 ]
30 mg/kg 6 6 § 6 6 6
60 mg/kg 5 5 5

Not significantly different from control.
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Table 3 Grip strengih

Male, Female, ¥eek 4

Study No.P020013

Group Forelimb grip strength (g) Hindlimb grip sirengih (@

Sex and
dose

Male Control N 6 b

Mean 1004 527

3.D. +196 +111

7.5 mg/kg N ] 6

Mean 849 576

S.D. 176 +169

15 mg/ke N 6 ]

Mean 1117 540

S.D. +288 +165

30 mg/kg N 6 b

Mean 1054 652

S.D. +182 +370

60 mg/kg N 6 ]

Mean 933 577

S.D. +244 +280

Female Control N 6 6

Mean 852 666

S.D. +144 +69

7.5 me/kg N 6 6

Mean 1002 571

S.D. +178 =137

15 mg/kg N 6 6

Mean 928 689

S.D. +183 +153

- 30 me/ke N ;] b

: Mean 296 576

s.D. +159 +172

60 meg/ke N b 5

Mean 787 542

S.D. 1 +139

Not significantly different from conirol.
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Tabhle 4 Grip strength
Male, Female, Week 2(Rec)

(

Study No.P020013

Group Forelimb grip strength (g) Hindlimb grip sirength (g)

Sex and
" dose

Male Control N 6 6

Mean 1099 125

S.D. +278 +188

30 mg/ke N 6 6

Mean 1003 643

S.D. +225 +104

60 mg/ke N 6 8

Mean 1111 628

S.D. +165 +109

Female Control N 6 6

Mean 366 638

S.D. *+126 +219

30 mg/ke N ] §

Mean 934 752

S.D. + 256 +283

Not significantly different from conirel.
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Study No.P020013
Table 5 Motor activity

Male, Female, Week 4

g Grgup Time (minutes afier counting of motor activity)
ex an
dose 0-10 10-20 20-30 30-40 40-50 50-60 Total
Male Control N 6 6 6 6 6 B 6
Mean 2131 2079 2044 1622 1642 1205 - 10722
S.D. +217 +517 +507 +3856 4688 +700 +2489
7.5 mg/ke N . 6 ] 6 8 6 ] 6
Mean 2491 1861 1970 1543 1475 963 10301
S.D. ‘ +544 +610 +478 +964 +022 +1076 +3458
15 mg/kg N 6 6 6 6 6 § 6
Mean 1995 1588 1702 1322 1235 12586 9098
S.D. +482 £599 +955 +1048 +1313 +1039 +4834
30 mg/kg N 6 6 6 6 6 B 6
Mean 1805 1663 1807 1459 1384 1757 9875
S.b. L1746 +918 +850 +582 +1164 +1283 £4197
60 mg/ke N 6 6 6 6 6 6 6
Mean 5064+ 1130 T12%% 1036 752 863 5088%
3.D. +471 +749 +307 £377 +381 +650 +736
Female Coniro} N 6 6 6 6 ] 6 6
Mean 2965 2664 1997 2004 1818 1014 12461
S.D. +921 +1041 +911 +1456 +1678 +1289 +6543
7.5 mg/ke N 6 6 6 ] 6 6 6
Mean 2755 1923 1292 1041 1103 820 8934
S.D. +403 +709 +930 +810 +897 +808 +2237
15 mg/kg N § 6 ] 6 6 6 6
Mean 2695 2259 1554 1392 1247 516 9662
S.D. +705 +687 +508 +481 +867 +501 £ 1788
" 30 mg/ke N 6 § 6 6 6 6 ]
Mean 2162 1812 1429 809 1268 1040 8520
S.D. +640 +668 +588 ‘ +485 +1259 +924 +3735
60 mg/ke N 5 5 5 5 5 5 5
Mean 1492% 1524 1025 293 572 855 5762+
S.D. +1554 +1037 +1181 £ 358 557 +1272 +4311

%: PLO. 05, #%: PC0.01 (significantly different from conirol).
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Table 6 Motor aclivity
Male, Female, Week 2 (Rec)

Study No.P020013

g Grgup Time(minutes after counting of motor aciivity)
ex an
dose 0-10 10-20 20-30 30-40 40-50 50-60 Total
Male Conirol N 8 6 b ] ] 6 ]
Mean 2433 1776 1145 1081 952 1042 8428
S.D. +534 =974 +729 767 +838 +960 +4139
30 mg/keg N 6 6 6 6 6 6 6
Mean 2267 1905 1392 1109 1112 1242 9027
S.D. +714 1106 +873 +293 +405 +628 +3148
60 mg/kg N 6 § ] 6 6 i 6
Mean 2358 1703 1504 1t 1122 1088 9386
S.D. +697 1118 +819 +639 +824 +905 +4592
Female Control N 6 6 ] 6 & 6 6
Mean 3375 2404 2201 2168 1798 1782 13727
S.D. +542 717 +501 +604 £651 +999 + 2588
30 mg/kg N i 6 6 6 6 6 6
Mean 3855 2568 2257 1788 1249 1834 13551
S.D. 1128 1097 +1501 1012 +1056 +1176 + 4930

Not significantly different from control.
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Body weights
Male,Female
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Food consumption
Male,Female

Table 8§
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Study No.P020013
Table 9 Urinary findings

Male, Female, Week 4

Group Number Color pH Protein Urobilinogen Glucose
Sex and of (ng/dL
dose animals :
PY Y 50 65 7.0 7.5 8.0 85 9.0 - + <1 -
Male Conirol 6 0 6 0 0 0 )} 1 5 0 4 2 6 b
7.5 mg/kg 6 1 5 0 0 0 ] 3 3 0 5 1 6 6
15 mg/kg 6 l 5 0 0 0 0 5 i 0 5 1 6 6
30 mg/kg ] 3 3 0 0 0 0 5 1 0 6 0 6 ]
50 mg/kg 6 5 1 0 0 0 0 4 2 0 5 l 6 ]
Female Control 6 0 b 0 0 » 1 2 1 1 1 5 1 6 6
7.5 mg/kg 6 0 ] 0 0 2 2 1 1 0 5 1 6 6
15 me/kg 6 0 6 0 0 1 0 3 ] 2 6 0 6 6
30 mg/kg 6 0 6 1 0 0 2 2 0 1 5 1 6 6
60 mg/ke 5 3 2 0 | 0 0 4 0 ) 5 0 5 )

Abbreviation: PY, pale yellow; Y, yellow, YB, yellowish brown, B, brown.
Grade sign: -, none; =+, irace; t, slight; t+, moderaie; ++t, severe; +tt+, very severe.
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Table 9 - continued

Urinary [indings
Male,Female, Week 4

Study No.P020013

Sor gﬁgup Ng?her Ketone body Bilirubin Occuli blood
dose animals . : -

Male Control 6 b 6 b
7.5 mg/ke 6 b 6 6
15 mg/kg b b 6 6
30 ng/ke b b 6 6
60 mg/kg 6 6 6 6

Female Control ] ] b b
7.5 me/kg 6 6 6 6
15 mg/kg b 6 b b
30 mg/ke b 6 b 6
60 mg/kg 5 5 5 5

Grade sign: -, none;

irace; +, slight; ++, moderate; +++, severe: ++H, very severe.



Study No.P020013
Table 9 - coniinued Urinary findings

Male,Female, Week 4

o gﬁgup Ng?ber Urinary sediment
dose animals Epithelial cells Ervihrocytes Letkocytes Casls Crystals
- - B— - -t
Male Control i 6 6 ] 0 ] b 0
7.5 ng/ke b 6 6 6 0 b b 0
18 me/kg ] ] § 6 0 6 b 0
30 mg/kg b b | b 6 0 6 6 0
60 mg/kg 6 6 6 6 0 6 6 0
Female  Control ‘ 6 6 6 b [ b 6 0
7.5 mg/kg B 6 6 6 0 b 5 1
15 mg/ke b b 6 6 0 b 5 1
30 mg/ke 6 b 6 6 0 b 6 0
60 mg/ke 5 5 5 5 0 5 5 0

Grade signs are as follows.

Bpithelial cells: -, < 3/field: +, 3/field = and € 10/field; +, 10/field = and < 20/field; ++, = 20/field
Erythrocytes @ -, < 10/field; + 10/field < and < 30/field; +, 30/field < and < 100/field; H¥, countless
Leukocytes - ¢ 3/field; '+, 3/field < and < 20/field: ++, 20/1ield = and < 40/field: +4, = 40/field
Casts - nome; +, = 1/all field.

Crystals - 10/field; 4, 10/field < and € 20/field: ++, 20/field =< and < 30/field; ++4, couniless.
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Study No.P020013
Table 9 - continued Urinary findings
Male, Female, Week 4

S Grgup Urine volume Osmotic pressure Specific gravity
ex an .
dose (mL/24hr) (0sm/kg)
Male Control N 8 6
Mean 15.7 1.504 1.046
S.D. +7.0 +0. 330 +0.012
7.5 mg/kg N 6 6 ]
Mean 23.6 1.143 1.034
S.D. +15.3 +0. 380 +0.013
15 mg/ke N 6 6 6
Mean 19.1 1.258 1. 040
S.D. +38.9 +0. 391 +0.013
30 me/kg N ] 6 6
Mean 27.0 0.939% 1.029%
S.D. +12.2 +0. 284 +0. 009
60 mg/kg N 6 6 6
Mean 32.3 0. 660%x 1.021%%
S.D. +11.6 +0. 161 +0. 006
Female Control N 5 6 6
Mean 4.9 1. 506 1. 060
.D. +1.4 +0.181 £0.007
7.5 mg/kg N b 6 6
Mean 6.8 1.681 1.031
S.D. +3.7 +10. 656 +0.019
15 ng/kg N ] § 6
Mean 12, 0% 1.063% 1. 0334+
S.D. +4.3 £0, 294 +0.,009
30 ma/kg N 6 6 6
Mean 15. 2% 0,969+ 1. 0314
S.D. +7.2 +0, 282 +0.010
60 mg/ke N 5 5 5
Mean 3. 1% 0.526% 1. 017%%
S.D. +8.8 +0. 245 +0.009

#: PCO.05, #%: PC0.01 (significantly different from conirol).
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Table 10 Urinary findings
Male, Female, ¥eek 2 (Rec)

Study No.P020013

Group Number Color pH Protein Glucose Ketone body
Sex and of
dose animals
PY b 6.5 7.0 7.% 80 85 9.0 + - -
Male Control 6 i 6 0 0 0 3 3 0 1 6 ]
30 mg/kg ] I 5 0 1 0 4 l 0 1 6 6
60 mg/kg 6 { 5 0 0 0 3 3 0 A 6 6
Female Contirel 6 0 6 | 0 1 3 0 1 1 6 6
1 1 6 6

30 mg/ke ] 0 b 0 0 0 b 0

Abbreviation: PY, pale yellow; Y, vellow; YB, vellowish brown; B, brown.

Grade sign: -, none; &£, irace; +, slighi; ++, moderate; +++, severe; +++t, very severe.
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Table 10 - continued Urinary findings
Male, Female, Week 2 (Rec)

Study No.P020013

Group Number Bilirubin Occult blood Urobilinogen
Sex and of {mg/dL

dose animals

- - <1

Male Control 6 8 6 ]

30 mg/ke 6 6 6 ]

50 mg/kg 6 6 6 6
Female Control 6 6 6 ]

30 mg/kg 6 6 6 6

Grade sign: -, none; =%, trace; +, slight; ++, moderate; +t+, severe; +H+t, very severe.
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Table 10 - continued Urinary findings

Male, Female, Week 2(Rec)

Study No.P020013

Group Number Urinary sedimeni
Sex and of
dose animals Epithelial cells Erythrocytes Leukocytes Casts Crystals
Male Conirol ] 6 ] 6 6 6
30 mg/kg 6 6 ] 6 6 6
60 mg/kg 6 6 6 6 6 6
Female Contrel ] ] ] 6 § 6
30 mg/ke 6 6 6 6 6 6
Grade signs are as fol lows
Epithelial cel ls - 3/fxeld + 3/tield = an 10/field; +, 10/field < and < 20/field; ++, = 20/field.
Erythrocyies -, € 10/field 10/field = ¢ 30/field: ++, 30/field = and ¢ 100/ficld: +++ countless.
Leukocytes -, < 3/field; + 3/ ield < and < 20/field; ++, 20/field < and < 40/field; +H, = 40/field.
Casts - 10 ne +, 1 /all field.
Crystals - 10/tield: +, 10/field < and ¢ 20/field: +, 20/field < and < 30/field: +++, countless.
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Table 10 - continued

Urinary findings
Male, Female, Feek 2 (Rec)

Study No.P020013

g Grgup Urine volume Osmotic pressure Specific gravity
€X an
dose (mL/24hr) (0sm/kg)
Male Control N 6 6 6
Mean 13.5 1.793 1.058
S.D. +2.9 +0.311 +0.012
30 me/ke N b ] B
Mean 15.1 1.515 1,049
S.D. +4.5 +0. 383 +0.012
60 mg/kg N 6 6 6
Mean 17.1 I.351 1. 044
S.D. +4.8 +0.378 +0.013
Female Conirol N 6 - 6 ]
Mean 12.6 1.158 1.035
S.D. +2.8 +0. 203 +0. 007
30 mg/ke N 6 6 6
Mean 9.0 1.625 1.054%
S.D. +4.6 +0.507 +0.020

%: PC0.05 (significantly different from control).
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Hematological findings
Male, Female, Day 29

Table 11
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' Study No.P0200i3
Table 11 - continued Hematological findings

Male, Female,Day 29

Group PT APTT
Sex and
dose (sec) (sec)
Male Conirol N 6 6
Mean 14,6 25.1
S.D. *1.7 +1.9
7.5 mg/ke N 6 6
Mean 15.4 25.3
S.D. £l1.9 +1.0
15 mg/kg N 6 i
Mean 13.3 24.8
S.D. +1.0 +1.3
30 mg/kg N 6 $
Mean 12.9 22, 1#%
S.D. +0.6 £0.7
60 mg/kg N 5 5
Mean 13.2 20. 7%%
S.D. +0.3 +2.2
Female Contrel N 6 6
Mean 12.6 18.3
3.D. +0.8 +0.6
7.5 mg/ke N 6 6
Mean 12.4 19.6
S.D. +0.6 +1.3
15 meg/ke N 6 6
Mean 12.8 19.3
3.D. +0.9 +1.0
30 mg/kg N 6 6
Mean 13.0 19.0
S.D. +0.7 +0.3
60 mg/ke N 5 5
Mean 13.1 20,2
S.D. +0.9 =

$%: PL0.01 (significanily different from control).
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Hemaiological findings
Male,Female, Day 29

Table 11 - continued

Large unstained cell

Differeniial leukocyie count
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Study No.P020013
Table 12 Hematological findings

Male, Female, Day 15(Rec)

g Grgup Leukocytes Erythrocyies Hemoglohin Hemalocrit MCY MCH MCHC Reticulocyie Platelets
£x an :
dose (10® /pl) (0% /ul) (g/d1) % (fL) (r®) {g/dL) ® (10% /L)
Male Control N 6 6 g 6 6 6 ] ] 6
Mean 0.38 800 14.5 43.2 5.2 18.2 33.6 2.0 111.5
S.D. +1.59 +42 +0.4 +1.3 +2.2 +0.7 +0.7 +0.3 +16.0
30 mg/ke N 6 6 ] i 6 6 8 ) ]
Mean 10. 28 792 14.4 41.9 53.0 18.2 34.4 2.2 112.5
S.D. *3.08 +42 +0.6 +1.8 *1.2 +0.4 +0.3 +0.3 +6.9
60 mg/kg N 6 b 6 6 6 6 § 6 6
Mean 9,75 17 14.4 42.1 54.4 18.6 34.1 3. 0% 117.1
S.D. +2.34 +63 +0.4 +1.9 +2.6 +1.1 +0.8 +0.7 +16.6
Female Centrol N 6 ] ] 6 6 6 b ) 6
Mean 7.08 732 13.9 38.8 53.0 19.0 35.9 1.8 119.6
S.D. +3. 14 +31 +0.5 +1.5 +0.6 +0.4 +0.3 +0.3 +7.1
30 mg/kg N 6 ] 6 6 6 6 6 6 6
Mean 6.69 721 13.9 38.9 5.0 19.3 35.8 1.9 121. 4
S.D. +1.63 +17 +0.2 +0.5 +1.0 +0.4 +0.4 +0.3 +38.5

#%: PO, 01 (significanily different from control).
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Table 12 - continued Hematological findings
Male, Fenale, Day 15(Rec)

Study Neo.P020013

Group PT APTT
Sex and
dose (sec) (sec)
Male Conirol N ] 6
Mean 13.7 23.8
S.D. +1.0 +0.9
30 me/ke N ] 6
Mean 14.5 24.9
S.D. +1.2 +2.7
60 mg/kg N ] 6
Mean 13.1 22.6
5.D +1.5 +2.2
Female Conirol N 6 6
Mean 12.6 19.3
S.D. +0.7 +1.1
30 mg/ke N 6 6
Mean 12.4 19.8
S.D. +0.3 £1.3

Not significanily different from control.
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Study No.P020013
Table 12 - continued Hematological findings
Male, Female, Day 15 (Rec)

g Grgup Differential leukocyie count
ex an
dose Eesinophil Newirophil Lymphocyie Basophil Monocyte Large unstained cell
® ® ® ¢ ) ®
Male Control N 6 ] 6 6 6 §
Mean 1.5 13.9 82.3 0.2 1.6 0.5
S.D. +0.6 3.0 +3.3 +0.1 *0.4 +0.2
30 me/ke N 6 6 ] 6 6 6
Mean 1.4 19.4 76.6 0.2 1.7 0.7
S.D. +0.5 +7.5 +7.9 +0.1 +0.9 +0.3
60 mg/ke N 6 6 6 6 ] 6
Mean 1.2 16.4 80.1 0.2 1.3 0.8
S.D. +0.6 +3.8 +3.8 +0.1 +0.2 +0.2
Female Control N 6 6 o - 6 ] 6
Mean 1.3 9.0 87.4 0.2 1.1 1.1
S.D. +0.3 +3.0 +3.2 +0.1 +0.4 +0,2
30 mg/kg N 6 6 6 6 6 6
Mean 1.2 9.5 86.8 0.2 1.1 1.2
S.D. *0.4 +2.8 +3.1 +0.1 +0.4 +0.2

Not significantly different from contrel.
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Study No.P020013
Table 13 Biochemical findings

Male,Female, Day 29

g Grgup T.Protein Albumin  A/G ratio T.Bilirubin 60T GPT ¥ -GTP ALP T.Cholesterol Triglycerides
ex an
dose (g/dL) {g/dL) (mg/dL) (10/L) (1U/1) (10/1) (1U/L) (mg/dL) (mg/dL)
Male Control N 6 6 6 6 6 6 § ] ] 6
Mean 5.5 4.1 2.74 0.0 85 20 0.1 356 68 33
S.D. +0.2 £0.1 +0.16 +0.0 *17 +2 +0.1 +178 +8 14
7.5 me/kg N 6 6 6 6 6 6 8 6 6 6
Mean 5.4 3.9 2.66 0.0 85 21 0.1 411 60 42
S.D. +0.1 +0.1 +0.32 +0.0 +7 +3 +0.2 +62 +5 +11
15 mg/kg N 6 6 6 6 6 6 6 § 6 §
Mean 5.4 3.8 2.45 0.0 75 20 0.0 409 66 60
S.D. +0.2 +0.2 +0.25 +0.0 +7 +2 +0.0 +75 17 +31
30 mg/kg N 6 6 6 6 6 6 ] 6 6 6
Mean 5.4 3.9 2.58 0.0 83 21 0.1 468 74 60
S.D. +0.3 +0.2 +0.16 0.0 +5 +3 +0.1 +69 +7 =27
60 mg/kg N b 5 5 5 ) 5 5 5 5 5
Mean 5. 1#% 3. 7% 2.76 0.0 76 3% 0.1 S46%% 76 26
3.D. +0.3 +0.3 +0.28 0.0 =14 +9 £0.1 +135 +16 =11
Female Control N 6 6 6 6 6 6 ] 6 6 6
. Mean 5.4 4.0 2.85 0.0 79 16 0.1 244 b5 13
S.D. +0.1 +0.2 +0.73 +0.0 +5 +3 +0.2 +58 =11 +6
7.5 me/ke N § 6 6 6 6 N § 6 § 6
Mean 5.3 3.9 2.1 0.0 89 17 0.4 - 221 64 12
S.D. +0.2 £0.1 +0.24 +0.0 +11 =4 +0.3 - 53 +6 +4
15 mg/kg N 6 6 8 6 6 6 ] ] 6 6
Mean 5.7 4.3 2.93 0.0 82 21 0.1 184 4 14
S$.D. +0.4 +0.3 +0.31 0.0 +19 +13 +0.1 +717 (] +3
30 me/ke N § 6 § ] ] ] 6 ] ] ]
Mean 5.3 3.9 2.69 0.0 85 20 0.3 291 044% 18
S.D. +0.3 +0.2 +0.32 0.0 +5h +4 +0.3 +74 +7 +4
60 mg/ke N 5 5 5 5 5 5 5 5 ) 5
Mean 4, 9% 3.8 3.51 0.1 604 324 1.0 302 804% 19%
S.D. +0.3 +0.3 +0.41 +0.1 +9 +8 +1.4 +63 +17 +1

¥ P<0.05, #%; PL0.01 (significanily different from control).
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Study No.P020013
Table 14 Biochemical [indings

Male, Fenale, Day 15%Rec)

g Grgup T.Protein  Albumin  A/G ratie T.BRilirubin GOT GPT v-GTP ALP T.Cholesterol Triglycerides
ex an
dose (g/dl) {g/dL) (mg/dL) (10/1) (1u/L) (1u/1) (1u/L) {mg/dL) (mg/dL)
Male Control N 6 6 6 6 6 ] ] 6 6 6
Mean 5.4 3.1 2.21 0.0 83 18 0.5 333 60 38
"~ §5.D. +0.2 +0.2 +0.33 +0.0 +14 +2 +0.4 +76 +9 +1i5
30 mg/kg N 6 6 6 6 6 6 6 6 ] ]
Mean 5.5 3.8 2.36 0.0 33 20 0.7 256 66 38
S.D. +0.2 +0.2 +0.25 +0.0 +10 +2 +0.4 +29 +16 *19
60 mg/kg N 6 6 6 6 6 ] 6 6 6 6
Mean 5.4 3. 9% 2.64% 0.0 93 21 0.7 313 70 39
S.D. +0.3 +0.2 +0.25 +0.0 *16 +3 +0.1 +101 +38 *10
Female Control N 6 ] 6 8 6 ] 6 6 6 b
Mean 5.8 4.1 2.55 0.0 78 16 0.8 167 74 14
S.D. +0.3 +0.2 *0.34 +0.0 +11 +2 +0.4 +27 =11 +5
30 mg/ke N 6 6 6 6 6 6 6 6 6 b
Mean 58 4.2 2.58 0.0 12 14% 0.8 178 80 11
S.D. +0.3 +0.3 +0.49 £0.0 +12 +1 +0.3 +4§ +14 +3

+: P0.05 (significantly different f{rom control).
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. %ﬁec)

Biochemical findin
Male,Female,Day 15

Table 14 - continued
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Study Ne.P020013
Table 15 Necropsy findings
Male, Female, Day 29
Sex Male

Group and dose Conirol 7.5 mg/kg 15 ng/ke 30 mg/ke

Necropsy timing Scheduled Dead Total Scheduled Dead Tolal Scheduled Dead Total Scheduled Dead Total

Organs and [indings Number of animals 6 0 b 6 0 6 6 0 6 6 0 i

Digestive system
Stomach .
Spot,mucosa, glandular stomach, light red 0 0 0 0 0 0 0 0 0 0 0 0

Hematopoielic sysiem
Thymus
Small ] 0 0 0 0 0 0 0 0 0 0 0

Genital sysiem

Uterlsls | NA NA MA NA NA NA NA M NA NA NA  NA
ma

Not significantly different from control.
NA: not applicable. .
No appreciable changes in all other organs and fissues.
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Table 15 - continued Necropsy findings
Male, Female, Day 29

Study No.P020013

Sex Male Female
Group and dose 60 mg/kg Control 7.5 mg/ke 15 mg/kg
Necropsy {iming Scheduled Dead Total Scheduled Dead Total Scheduled Dead Total Scheduled Dead Total
Organs and findings Number of animals 5 1 6 6 0 6 6 0 6 6 0 6
Digestive system
Stomach ’
Spot,mucesa, glandular stomach, lighi red 0 0 0 0 0 0 0 0 0 0 0 0
Hematopoietic system
Thymus
Small 0 0 0 0 0 0 0 0 0 0 0 0
Genital system
Uterus NA KA NA
Small 0 0 0 0 0 0 0 0 0

Not significantly different from conirol.
NA: not applicable.

No appreciable changes in all other organs and tissues.
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Table 15 - continued Necropsy findings
Male, Female,Day 29

Study No.P020013

Sex Female
Group and dose 30 mg/kg 60 mg/kg
Necropsy timing Scheduled Dead Total Scheduled Dead Total
Organs and findings Number of animals ] 0 ] 5 7 12
Digestive system
Stomach
Spot, mucosa, glandular stomach, light red ] 0 0 0 1 1
Hematopoietic system
Thymus
Small 0 0 0 | 0 1
Genital system
Uterus
Small 0 0 0 1 0 1

Not significantly different from control.

No appreciable changes in all other organs and tissues.
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Table 16 Necropsy findings
Maie, Female, Day 15 (Rec)

Study No.P020013

Sex Male

Grouwp and dose Control 30 mg/ke 60 mg/kg

Necropsy timing Scheduled Dead Total Scheduled Dead Total Scheduled Dead Total

Organs and findings Number of animals 6 0 6 ] ¢ ] ] 0 )

All organs and tissues NR NR NR NR NR NR

NR: no remarkable changes.
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Table 16 - continued Necropsy findings
Male, Female, Day 15{Rec)

Study No.P020013

Organs and findings

Sex Female

Group and dose Conirol 30 mg/kg

Necropsy {iming Scheduled Dead Total Scheduled Dead Total

Number of apimals ] 0 6 6 0 6

All organs and iissues

NR NR NR NR

NR: no remarkable changes.
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Absolute and relaiive organ weights

Male, Female, Day 29

Table 17
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Absolute and relative organ weights

Male,Female, Day 29

Table 1T - continued
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Absolute and relative organ weights

Male, Female,Day 29

Table 17 - continued
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Study No.P020013
Table 17 ~ continued Absolute and relative organ weights
Male, Female, Day 29

Group Ovaries Uterus
Sex and
dose
(mg) (mg/100 gB.¥.) (8 (g/100 gB.%.)
Male Control N
Mean
S.D.
7.5 mg/kg N
Mean
S.D.
15 mg/ke N
Mean
S.D.
30 mg/ke N
Mean
S.D.
60 mg/ke N
Mean
S.D.
Female Control N 6 6 6 6
Mean 81.4 36.1 0.41 0.18
S.D. +10.7 +3.2 +0.03 +0.01
7.5 mg/kg N 6 ] 6 §
Mean 89.2 39.8 0.42 0.18
S.D. +11.2 +5.3 +0.04 £0.02
15 mg/kg N ] b 6 6
Mean 83.5 37.0 0. 46 0.21
‘ S.D. +7.0 +4.3 +0.14 +0.07
30 me/ke N 6 ] 6 §
Mean 30.0 30,7 (.50 0.22
S.D. +9.5 +1.4 £0.08 +0.03
60 mg/kg N 5 5 5 5
Mean 57. 84 29. 3% 0.41 0.21
S.D. +15.9 +5.7 +0.23 +0.11

%: PL0.05, #%: P€0.01 (significanily different from control).
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Absolute and relative organ weightis
Day 15(Rec)

Male, Female,

Table 18
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Absolute and relative organ weights
Day 15(Rec)

Male, Female,

Table 18 - continued

(/100 gB.¥.)

Spleen

(g

(g/100 gB.W.)

Liver

(&

(g/100 gB.¥.)

Thymus

(&

(g/100 gB.¥.)

Lungs

(®

Group
and
dose

Sex

Lo
R =—]

e

-+

L= r L g
Lo Lo}

oS

+H

Lo d

QD
wedes

+

—
D

C=RrE

—H

<H ey
—

. .
s ¢ <D

+H

o CF
—HD

o

1)
i)

WSS

+

QO
~P e

D

Mean

Control

Male

o S

=]

+

(==L and
O —

weas

+H

ey 00
DO e

6L1

-+

Do
—

W

+

v =
~H —

[ =E == Reom-]

H

~H e
oek=—J

oo

-+

=1
~H D

s

+H

Mean
S.D.

30 mg/kg

[=pion ]
—_—

=T

H

NI
[ g =t

oSS

+

[ I

o

-+

uD —
o v—

[ Yo J om]

Mean
S.D.

60 mg/kg

e €D
[ Ko

H

[rlon
[Reg =4

« .
e I Ky

+H

el ]
D vt

W e

-+

o e
SOLY

. .
LD B> OO

-+

OO LT
— T

eSS

+

VD LED
e e

=LY -}

LS <H
~H o

>SS

+H

[t =]
oD

+H

Mean

Female Control

<t
LS R

oSS

+

L=
LD vt

o

+H

[XeXond
= —

o o e

+

oo
o <+

O

H

e
[ )

oS

[t
~H

. -
D CHCD

-+

Lo S
et <D

s 5 =5

+

—
T

©° —

Mean

30 mg/ke

90

$: P€0.05, #%; P0.01 (significantly different from control).
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Table 18 - continued Absolute and relalive organ weights

Study No.P020013
Male,Female, Day 15{Rec) ‘

Group Kidneys Adrenals Epididymides Testes
Sex gnd
ose
(@ (g/100 gB.W.) (mg) {mg/100 gB.¥.) (2) (g/100 gB.W.) (g {g/100 gB.W.)
Male Conirol N 6 6 6 6 6 ] 6 b
Mean 3.07 0.75 1.5 14.9 1.13 0.28 3. 17 0.71
S.D. +0.21 +0.05 +9.1 +2.0 +0.06 +0.02 +0.15 +0.05
30 mg/kg N 6 6 b 6 6 b 6 b
Mean 2.86 0.70 61.7 15.1 1.15 0.28 3.28 0.81
$.D +0.15 +0.04 +5.1 +1.4 +0.08 +0.02 +0.19 +0.05
60 mg/kg N 8 6 8 6 6 6 6 6
Mean 7. 674% 0.70 54.7 15.7 1. 14 0.30 3.10 0.81
S.D. *0.23 +0.04 +9.3 +2.3 +0.11 +0.03 £0.20 +0.05
Female Control N 6 ] ) 6
Mean 1.88 0.79 64.0 27.1
S.D. +0.25 +0.04 +10.9 +3.6
30 mg/ke N 6 6 6 ]
Mean 1.80 0.76 66. 5 27.8
S.D. +0.11 +0.04 +11.6 t4.5

#%: P<0.01 (significantly different from conirol).
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Study No.P020013
Table 18 - continued Absolute and relative organ weights

Male, Female, Day 15(Rec)

Group Ovaries Ulerus
Sex and
dose
(ng) (mg/100 gB.¥.) (@ (g/100 gB.¥.)
Male Conirol N
Mean
S.D
30 meg/kg N
Mean
S.D.
60 mg/kg N
Mean
S.D.
Female Control N 6 b ) ]
Mean 68. 0 28.8 0.49 0.21
S.D. +5.2 +0.7 +0.14 +£0.07
30 mg/kg N 6 ] ] 6
Mean 73.9 31.0 0. 55 0.23
S.D. +8.4 +4.4 +0.14 +0.05

Not significantly different from conirol
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Table 19 Histopathological findings
Male, Female,Day 29

Study No.P020013

Sex Male
Group and dose Control 7.5 mg/ke 15 mg/kg 30 mg/ke
Number of animals 6 6 6 6
Organs and findings
++ +++ Total - + ++ +++ Total - T ++ ++ Total - ++ +++ Total
Digestive system
Stomach (6) ) 0) )
Erosion, glandular stomach 0 0 0 6 0 0 0
Liver ‘ (6) () » (6)
Hyperirophy, hepatocyte, cenfrilobular 0 0 0 ] 0 0 0
Hematopoielic system
Thymus (6) () 1)) ®
Atrophy, cortex 0 0 0 6 0 0 0
Bone marrow (femur) (6) o] ) ®
Hematopeiesis, decreased 0 0 0 6 0 0 0
Genital system
Uterus NA NA NA NA
Atrophy
Endocrine sysiem
Adrenal _ (6) (0 0 (6
Necrosis, zona fasciculata, focal 0 0 0 6 0 0

Noi significanily different from control.

Grade sign: —, none: +, mild; ++, moderate: +++, marked.

NR: no remarkable changes.
NA: not applicable.

There are no remarkable changes in the duodenum, jejunum, ileum, cecum, colon, rectum, trachea, lung, submaxillary lymph node, mesenteric lymph node, spleen,
heart, kidney, urinary bladder, testis, epididymis, pituiiary, thyroid, parathyroid, brain, spinal cord and scialic nerve in the control group.
Figures in parentheses are number of animals with tissues examined histopathologically.
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Table 19 - continued Histopathological findings
Male, Female, Day 29

Study No.P020013

Sex Male Female
Group and dose 60 mg/kg Control 7.5 mg/kg 15 mg/kg
Number of animals 6 6 ) 6
Organs and findings
-t H 4+t Total - t+ ++t Total -+ ++ Total -+ 4+ 5+ Tolal
Digestive sysiem
Stomach (6 6 0 (1)
Erosion, glandular stomach 6 0 0 0 0 ] 0 0 0
Liver ) (6) (6) (0 ()
Hyperirophy, hepatocyte, cenirilobular 6 0 0 0 0 6 0 0 0
Hematopoietic system
Thymus (6 ) 0 0)
Atrophy, cortex 6 0 0 0 0 6 ] ] 0
Bone marrow (femur) ()] ® 0 0
Hematopoiesis, decreased 7 6 0 0 0 0 6 0 0 ]
Genital system
Uterus NA ) 0 ()
Atrophy 6 0 0 0
Endocrine system :
Adrenal (6) ® () )
Necrosis, zona fasciculata, focal 6 0 0 0 0 6 0 0 0

Not significantly different from control.

Grade sign: -, none; +, mild; ++, mederate; +++, marked.
NR: no remarkable changes.

NA: not applicable.

There are no remarkable changes in the duodenum, jejunum, ileum, cecum, colon, rectum, trachea, lung, submaxillary lymph node, mesenieric lymph node, spleen,
heari, kidney, urinary bladder, festis, epididymis, ovary, pituitary, thyroid, parathyroid, brain, spinal cord and sciatic nerve in ihe conirol and 60 mg/ke

groups.

Figures in parentheses are number of animals wiih tissues examined histopathologically.
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Study No.P020013
Table 19 - continued Histopathological findings
Male,Female,Day 29

Sex Female
Group and dose 30 mg/ke 60 mg/kg
Number of animals 6 12
Organs and findings
- t + +4 Total - + ++ 1+ Total
Digesiive sysiem
Stomach (6) (12)
Brosion, glandular stomach : 6 0 0 O ] 11 1 0 0
Liver . (6) (12)
Hypertrophy, hepatocyte, centrilobular 6 0 0 0 0 11 1 0 0
Hemaiopoietic system
Thymus {6) a
Atrophy, cortex ] 0 0 0 0 11 1 ] 0 I
Bone marrow (femur) (6) (12)
Hematopeiesis, decreased ] 0 0 0 0 11 1 0 0 1
Genital system
Uterus 6 (12)
Atrophy 6 0 0 0 0 11 1 0 0 1
Endocrine system
Adrenal (6) (12)
Necrosis, zona fasciculfata, focal 6 0 0 0 0 11 | 0 0 1

Not significantly different from control.

Grade sign: -, none; t, mild; t+, moderate; +4, marked.

NR: no remarkable changes. ) ) )

There are no remarkable changes in the duodenum, jejunum, ileum, cecum, colon, rectum, irachea, lung, submaxillary lymph node, mesenteric lymph node, spleen,
heart, kidney, urinary bladder, ovary, pituitary, thyroid, parathyroid, brain, spinal cord and sciatic nerve in the 60 mg/kg group.

Figures in parentheses are number of animals with tissues examined histopaihologically.
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Table 20 Histopathological findings
- Male,Day 15(Rec)

Study No.P020013

Sex - Male
Group and dose Comtrol 30 mg/ke 60 mg/ke
Number of animals 6 6 6
Organs and findings
-+ o+t Total -+ ++ HH Tolal -+ +t Tolal
Digestive system '
Stomach NR(6) (i) NRgﬁ)
Liver NR (6} () NR (6)
Hematopoietic sysiem
Thymus NR(G% 0 NR(6)
Bone marrow (femur) NR (6 0) NR (6)
Endocrine sysiem
Adrenal NR (6) ()] NR (6)

Not significantly different from control.
NR: no remarkable changes. ‘ o ‘ . ,
Figures in parentheses are number of amimals with tissues examined histopathologically.
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