fEwhy (FBH ORIzt 535
(~NFHF—n1 Far'rr s Ya—n TEXZ—L
(B89 % 90 HMiE &5 malEk)

IR

BV



(Study No. -)

EEE O i
SERER i
SERE i
GLP &H& s i
EiEak s i
SREATIEE i
BRI R OSER ST i
HERAFL i
HERERE iii
SRERIOMRE i
B S (RS E1ERE) OFH, RO AAE e iii
BEGRZE s v

2':)‘( ............................ v

TABLES 1~ 24
FIGURES 1~ 4

APPENDICES 1-1 ~ 22



(Study No. -)

e

e GEED orEMEICET L R (~FY T —1 TYrerr s a—n TE
2 —/VIZET % 90 H MR G-t aliR)

AR H Y

ABRIL, WBRWE A T~ M2 90 HREILL B IR LS LT- & IR 5 HERE
BT AEHREE T, AFREONEROCAEZEORDONLVWHEEZRDOHZ L% H
e L7,

L 7RES

ARRBRIE, HRERIY (R OLeMIClT 28R (~FTT—1 e 7Y
a—v T H =TT 5 90 ARBAE IR GrEER) 28 4R K TN 29 AREALERE ) (2HE
W TEEEI OFEE K OME R EGOEICBE T 2868 Pk 8 42 3 A 22 A ik
29 5 JRAER AR SRR @) (UL TR LT,

GLP xfits

ARRERIT, JFE GLP Bk & L CTHME L7z,

Btk

ARRERIL, [E OEE R OVE IR 2158 (BF148 4210 H 1 B 1AM 105 5,
BHEYOE Rk 25 4F 6 H 12 HYEMESE 38 %) | [ FEBREM) Ol FR & OMRE IF ONZ R DO #%
WUCBA 2 5EME ) (PRl 18 4F 4 H 28 HEBREEE 5/RH 88 77, HofSdIE -k 25 4 8 H 30
HERBEA SRS 84 ) . [EERBROMIERFMIZET -0 A T4 (CEAL 1846
A 1 B BARZINSE  TRAFEE OFTE T 5 AR IS 2B RS O a1
B9 2 HATER )  (CFAk 18 45 6 A 1 BIEAREE KEEREAR SRR, FkdE
Wk 27 4 2 A 20 B EAG G KREEEEAR SRRSO T
I | PRk 24 24 H 25 HAIIE ., Bk R
2844 A 1 7) #8557 L7=, 2. AR5 IIINGIDDEEEEE ) 55
ZEETHEREINT (KRE S 0155)



(Study No. -)

kbR H R

OB OB 4 A
C 7/ S NS
HE g o H
B E P 5B A B

S R A H

WM EE G TH

oW M R

TR 28 4R RS BRI B
® B T A




(Study No. Il

AR E R
B R £ #

HRMEDER - 7

RBME R G HRORAR

" BHHEEKESE

» » & H

wm OB B A F

RRN R E R

RO RE

RERGEE. 1Bk £7—5. IBYE. TRIE. BREES ToOMmARRIES
REEHT, REHRERRICRETS. 28, HBRWEIT 10g 2R E L.
[REMMNT., BAREBREE, FAELT 10 E£MET 3, 28, ZOMBICH-T
b HE R B R DR A (0 W\ T I3 B ASIEAG 12 i 215 2 IR RE T 5.

RBREEH (BHEBREEERE) OFAH. BARVUAR

ur



(Study No. [lilp

RRA - fEEFRMY (FF) OR2HIIMTIER (AFHF—) FoEL>ZYa—)
7ty —IVICET % 90 ARR R ik 5H#ERR)

ARRIIT, KBREFIcE O, T2, EEFMY (FR) OR2HICET 5% (A
FYF+—)b 7oL FUa—)b 7EIY—ILZHET S 90 AMIREEG5H R KR) 28 F
ERU 29 FELEE) W, TRBFNYOEE RO HEERIEICHT 5188t (F
PR8I A2 MLE20F : BEALEEHEREEN) IDEUCTERE N,

AREBRITORBERIZE OV TELOSN-HOICHED VTR A,

.‘lv.



TBEWNY) (FE) OB 3 %5k
(~NFHF— Far’'Lr s Ya— TEX—L
(2B 590 H [ 18 % 55t alER)

2 '



(Study No. -)

AL H K
H
AR
g%’ﬁ/\j ........................................................................................................ 1
I gﬁ%ﬁ-ﬂ, ............................................................................................ 3
I—1 %&gﬁ&%g% .................................................................................... 3
I1—1—1 %&%@@g@%%% ................................................................... 3
I1—1—2 *%Jﬂa:f:\ ﬁ%fﬁ&@ﬁj\%% ....................................................... 3
I1—1—3 %£Eﬂﬁ'_%éé/‘j‘l\$%% ................................................................... 3
I1—1—4 1'%)2@%&%%%? ......................................................................... 3
I1—1-5 {iﬂﬂﬁﬁg ............................................................................... 3
I —2 WRERME DRI M « ZETEME oo 4
I1—2—1 ﬁgilé .................................................................................. 4
1 —2—2 ﬁﬁ‘lé .................................................................................. 4
1 —3 %ﬁ%ﬁ@ﬂ:@ ....................................................................................... 4
TI BB T 70 o 4
Im—1 &Iﬁ—i ............................................................................................. 4
| &5%}:% ............................................................................... 4
nm—1—2 &Iﬁ{jﬁ‘{£ ............................................................................... 5
I1—1—3 %&%ﬁ# @ﬁﬁﬁffﬁo&’g‘)ﬂi@ Hﬂfﬁ%ﬂﬂ ............................... 5
I—1—4 %EZ%%ET&EJL«Q@.:H% ............................................................. 5
n—1-5 %&%#@gg}%@{& EF] @();%&*F&Ui@*‘ﬁﬁﬁﬁﬁ ..................................... 6
OI—1—6 %ﬁ%ﬁq@gg}%ﬁ%{ﬁz EP @/%&fﬁﬁ;f%ﬁﬁ%@ ........................................... 6
n—2 @jf‘r@%ﬁ ....................................................................................... 6
Im—2—1 ﬁ@*%ﬁk L @J#@;ﬁ ................................................................... 6
Im1—2—2 Ei j‘ji{ﬁ ............................................................................ 6
m1—2—3 %ﬁ%@{@ﬁgu%%u ...................................................................... 7
I1—2—4 {%)ﬂﬁﬂﬁ%&@ﬂﬁgﬁ%  FFRE) L DXBI] e 7
on—2—5 ﬁ‘] 1/;F ............................................................................... 7
I—3 @E:{ *ﬁaﬁ .................................................................................... 8
I—-8—1 @J%@E?E&U\ ﬂx*ﬁ? @%ﬂﬁx ................................................. 8
ImI—-3—2 {ﬁé@[ ............................................................................... 8
I—-3—3 ﬁﬁﬁ%{ﬁ”'ﬁi—’ ............................................................................ 8
0—38—4 Jﬁl{fﬁfiﬁ’]*ﬁﬁ ......................................................................... 8
I—-3—5 Jﬂl{f&iiﬂ:?ﬁﬁ’\]*ﬁﬁ ................................................................... 8
I—3—6 JK*ﬁE .................................................................................. 9
n—3—7 rfﬁ%ﬂ/ﬂ:ﬁﬁ ......................................................................... 9
I1—4 éﬁ(fﬁ&&fﬁ% E ¥ 1’7u n+j3{£ ........................................................................ 10
mI—4—1 %{fﬁ@ﬂ%’&b\c‘:%ﬂ? ................................................................ 10
I1—4—2 %%1»%@ ............................................................................... 10



=

EEEBHEEBEHEH

HE B

(Study No. -)

gﬁgﬁﬁk;@i ............................................................................................ 11
1 éEﬁE:{j({/EL" ....................................................................................... 11
2 *ﬁ%%ﬁé ....................................................................................... 11
3 {Z‘KE ............................................................................................. 11
4 j:gﬁﬂ% .......................................................................................... 11
5 m{&iﬁﬁ*ﬁﬁ ................................................................................. 12
6 Iﬁl(ﬁfiﬂﬁ?ﬁ’j*ﬁﬁ ........................................................................... 12
7 ﬁ(*ﬁﬁ .......................................................................................... 12
8 %}E‘?Eﬁ*ﬁﬁ ................................................................................. 12
—8-1 %[H:ﬁ ..................................................................................... 12
—8-92 H@%&E% ............................................................................... 13
—8-3 ﬁ}%%ﬂﬁk?éﬁ*ﬁﬁ ................................................................... 13
%’%S&U\i D o N R RREEES 14
j(ﬁqk .................................................................................................. 16

THRTDHZEDTE o RO EZ KT TERVDOH D FHE
T ORI TR AR 0 72 T & veeeermmreeee ettt 17



(Study No. -)

L
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BEORKTRE 1 BEM OB B B 57 3 BEDFE 4 BE (B BEMERE 10 DT) 2300, #BmE TH
HAFYF—L TurlLr s a— TeX—LOFk5HEIX 0 (BARIRE) | 25,
100 & U400 mgrkg BW & U7z, H&E(IMERED F344 T v M = — U MICEME L -84
B 91 HMKERGIR NG Lz, &EHET, B0 —iekEoglsE, FEROEEE
DRNEZATV, G EAEIIRIRA 21T o 7o, Fofé 538 B E IR 2 586k L. ik 5/
AL, MRAELTFRIRRA, FIRBLEE, fhds EEONE &K OB M 21T > 72,

Z ORER MERE L b RRETEW DT M OB E IR G OB L E 2 b D —RIRRED 7
WETRITRD bleh oz, o, WELEBHEICHEBRYER G ORBITH LT Akt
FREE L IRk OHERB 2~ LT,

BRIt T D8 L LT, 400 mg/kg HEOHEME CHEMMEX EE (REL) 288U, 7
FEARARRFAOMA ClX. 400 mg/kg REORED 2FNLFERIROFEE OB, IO IRABE O£
DRSO BTz, £, RMERENIZITMAazEE 3 i L7e & Bk 2 Bknik A R O 6 4
WEBNZFRSO HivTe, —J7, MECIE e 5 CHRBE 512 L 2 B2 T 2
nighoto, MIKAETHRE TIZ, BETOLBM~ORE L BHET 52 (R8A bz, 100
mg/kg FE K& T 400 me/kg FECIRFEF DG, 400 mg/kg FEC/ LT F= LU L
DEMENRD v, 7ok, KR LN EBOBREIT, #EZ7 v MIFFAIZRD D
020"/ BTV UDLETHDHZ L EfR LT (PAS Jetafath, wn/ m7 U VM) o HED
400 mg/kg BETH BIZITALIRARE O, FRDIR AR Ok AL AR A T D28
B, a2 B 7 U OEMIC L HEEEEICLE Y B THDEEEZLND, T v Mk
T2 azaZ 07 Y L OUEKOZEIICHE D B TOZE(LIX, B F~OIMFIXTE RN T
HDHN, JRE EEA~OEERBOOLNTWHEEEELZE L, ARBRICBT 2T » R
ST HHEERECTHD LR LT,

HFRBUZ 64 2% 528 & L T, 400 mg/kg AF CHEME(ZITIESE B & &R H O S EAFRD i,
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45 L EZ LN E LT, 400 mgkg BEOMETHR L AT o —L L U VIEED
EfE, HECT R Y 7 U BT A ROBIERH LI, SR ER G L DT CORERH~DK
BB SN, £72, BED 400 mg/kg BETIIREALEMEE R L, B2, HETIE 100
mg/kg UL EO#E T LDH O EfE, 400 mg/kg # T y-GTP O EfEN A Hiv, M CIIgims
BT X A EREIT 100 mg/kg L EORETEE® bz, WEMRFEAOMRAE CIX. ffigo
HEHINE CMLIE AL PR A C OIS IS 2 K 5 22 ITFHIRRIE R 722 & o BEAH A 7Y
BACITMERE & BRRD B2 728 RO MR AA LA EAL &£ O i B 0D il 3
T MIHT 2AERETHD LYW LT,

Fio, MIRAFHIMRE TiX, 400 mgkg HEOHECTr L7 F % F—E€ (CK) OFEMHEN
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ZREES L2 B IMEm 23 2 BTz 2 & s HBRMERGIC L HDAFRETHD Lk LT,
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L7 ()7 FH LB, No.7206) %MAVC, 1 H 1, 91 HIE (i : -l.l
Imllisislls « Hnlislmllisisls 1. 2o
%16%@%%%’%%@D&5Lko«#%%~»@meVV7U:—w/7ﬁ&~W@
Fe 5 81T 25, 100 TN 400 mg/kg BW & L7-, &5 &EIEL 5 mL/kg BW & L, HITIZH]
E LT REIZE SO TEAEBNCHE M Uiz, F/o, BRI, A L7289k (= —9l)
ZRIERD FFIETHRE LT,

0—1-3 #WBRWE O HIEROES &0 EH N

PEREIIAKITIZ & A EET T REEH TIRENARLZETH Y | B RG22
Mmolz, —F, TI—CITREL, BEIX 8 HMZETHDH I xR Lz, Lizhio
T, HHEHETa—lE RS LizmER 0 &5 B2 &I LT,

B R, AESERBR (28 H MK E &G g *ﬁ%ﬁ%%-) Dt R A BT
E L7, AERERBR T, MK F344 7 » M2 0, 15, 60, 250 & TOF 1000 mg/kg BW O
AT 28 A BRI N5 LTz,

FOFER MERE L b RRECTEMW DI R O BBICZ I e o 7253 HED 1000
mg/kg BECHREHIMOINHID 7 S A, AR EITBAR RIS LT 93 % Th o7z, 1MLk
AR AETIZ, Ba L AT a—LOEENEED 1000 me/kg #E & D 60 mg/kg PL_EORE
TH LA, HED 1000 mg/kg FETIIREH, N 27UV EI7 4 REROA VST ADEE, ALT
& y-GTP O LR N H BT, MR FRIRRAE TIL, MARMERLE O EEAHED 1000 mg/kg #
THOHINTN, BEREANTH -7, IfanE & T, MO IR & Bl CHRER L KRELD
EEZY 1000 mg/kg BETH LAV, FFIROMKELLITHED 250 mg/kg BFECTHEETH - 72, #
BB 512 Ko T B L ORI ~DRE L R 2R AL b OO, Ml S b
fige K OV CIR BRI LILR O LR o 7o, BT, HEIZH R IR OFREE O HE 78
7% 250 mg/kg UL EDORFETH B, Eu AN I THESE & FRAR . PRSI NI MR % s 23 i
L7z & B 2 8RDIR MRS 1000 mg/kg BE TR biLZ, £o, HED 250 mg/kg #f
TIE, EARAMEOFAEGLN 1 I CThLINRA LT, —J7, METITEGICTED2EITR
Y AWAY LoV

PLEDRERNG | AEBRME OENGE IXFEICEM T D L E 254, 90 HEHABTO
FE IR OIERNZ X 5 HEOBE T OB L & R EHINOIH 2 5 8 L, AR

WCHWS EHEIL 400 mglkg BW DS CTh D EHIBr L7z, Len-> T, KRB CIX, &
&% 400 mg/kg BW IZi%E L, Atk 4 TBRLUCTHHES 100 mgkg BW, [KH &% 25
mg/kg BW & L7,

0 —1—4 #BRWE R IROHR
WEmE ETEREMEL, 2 — v lENMA,. ~ X T v 7 AX—F —THEL-BA LTS,
20 Y 80 mg/mL DIREDEIR AT L7, AW LB EHRIEL, #BRWE DR E L EMEN
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MRS IR (8 HI) (MR Lie, 7o, MMGOREIET, %5 8% CHIRE (1
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WEZHET D2 & TR Uiz, #EWERRE T OREIL APPENDIX 1-3, ¥J—#iX
APPENDIX 1-4 |Z7R,

BREDO YRR 1%, BB LT 97.56~99.4% D& H 1=, £7=, B
BRI L BIZS X ND R o7, LD o T, R E SRR 133 E I 1o L CIE
IRl SN2 L 2R LT,

I —1—6 HBRI TR oW B2 VR

PR TR OV, IR B (28 A ISR G MR | HRE
Bl o5iEms (15 mekg BW) & J AR (1000 mg/kg BW) 12U C, HBRIEH
#ifE (3 mg/mL %200 mg/mL) A HHARE (]9 4°C) L. 8% 8 AR, MEIILET
vozremwRl: EeEs . ARmommmg s eeram LN T
M L7272, PR RRI T e o 1o, et os R GuEs I
% APPENDIX 1-5 |27~ 7,
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WA RRAE 1 BER OB 5 G0 3 REDGT A FEZRR T, 1 B4 72 0 HERES 10 PCo BN
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s e T I P
0 HREAA St 10 & (1001~1010) | 10t (2001~2010)
1 25 mg/kg #F 10 Pt (1101~1110) | 10t (2101~2110)
2 100 mg/kg Bf 10 Pt (1201~1210) | 10Vt (2201~2210)
3 400 mg/kg #f 10 Pt (1301~1310) | 10 Jt (2301~2310)
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FEOP IS &0 BRSO S LT BT HE S 1T 20 D (BRI E 4 B-Br AR £ C D S BV I8 LI D
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0—-2—5 fHESM

(1) fRHBRE
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WA 5515 % <52+2 %>
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PRERIAEH L7 RO o#11%. NP Analytical Laboratories 7 — % Z AF L, &
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FPEHT. AU T 2 VEERE T30 THE TS CRE-1 % (30kGy-y %508 i i £
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R U 72RO oy & MM O TE, AV = X ABERE T WD O o — 2 %
AFL., R L,
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o—3 @ - mi
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0—3—5 [MiKEFIIMRE
TE RN OV T ORI RBIIR L U ~/) D U F 0 AN D EME 28R L 72 1ifi.
WA LSHEL, BFonoiiEs H T, TROBEAIZOWTHREZITo 72, MAEHFIET
APPENDIX 2 2777,
MRAERH : EH, 7V7 v, AIG b, e LEY Y Za—R BalLAT7To—
. RV ZUEIA4 R, UUiRE,. AST. ALT, LDH, ALP, y-GTP, CK.
RFBEFZ, 7V7F=v, FRITA, BVTL, Za—L, AL Th
iz W ANG
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0—-3—6 Rt

Be Gt & THEIFE L CWZEIC W T, B R 2 BREL L, IR (v VT 1 AT o
VI A VRV ANVAGTT c AT T ) AT 47 AfE) BZHWT, FitOEAIZHOWT
MREEIT> T2,

MAEEH : pH, BH, ZVva—x F bk vUrer, B, veel /s —4r

0—3—7 B FHIMRA

(1) s

TEIRSE] HIZAEAF LTI OWT, A Y 707 R T CRAME L, IEREIRD S
Beif L7=t% ., BIRZGINT U, BBt (RH5E) Sz, RHFEHZ, HmOICHIRIC X 5
BEOBEE T2,

(2) MgenE &

EHFEHEY IOV, FRIOR LB OBER (MirEER) 2HE Lz, £72.
s O B B OMHHFHARIT S 5 Ho ¥ (M EEAREL) 28 U, FTE!IK §l
SRR, KEZE, FURER ER/MAOEEHIEIT 10% MY CEERREE R L~ U I TCEERIC
1To7,

Fafii, BT, RSEL. DNER. GOMEE. A, ENEL MR FPRE. MM, R MERIR. TR

Az (M) | K558, HUIRMR - BRMAE

(3) fikas DR HLIRATF

EEIZONT, TRRO&HE. Mk L, R LER ERIT T KT, TOfhos
B AT 10% R U S RRERE AL~ U AR TTREE LTz,

BORG. S, SMHEH, WEEA, R, i (REXE2ET, EMICEEREZEAN) B (K
BRAE . MOE) o U oNH (BEES. WBRIESE) | MR, PR O, REIR. . MR
iE, B, NME (FfEBEET) o K. ITIER. B, RE. BRI TR HLRR.
ERUIME, BT, RERL R RIR, OREEE. AR, SR OREZE ) | 5. B, IR,
oA, FERE, ORRIRRRE (ERRES) | IRER, ~—2 =, A, B OKBRE. ME) . Hhi
B (27 SVR)

(4) TRBERHAR AR A
EEHICONVT, FrRO#RE, MkE 0L, T 7 0 o a, #Y), ~~ b U -
T AV UGB EATO EP SR TR BRI R A LT,
Pefg, Se (3 T2 R | SIEER, MEER, UE. M (REXEET) | BEE CRERE .
M) U ooNED (GEED. IBRIRESE) | MaRR. PRNER. GONE. KEINR. &, MERAR. AE.
B, D (FZHEIBEET) o KM, FFIE. BEN. R BERE. TEE(R. BRMR. B
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FHAET — 213, BIEEBRORBEICAEbETHRR LR,
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TRRLUT. 1 H 1UE4720 OFHBEAEZ T L, /NGRS 2 74 UFE A L C/MEUR
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e REEIL g ZHALE L, DNEURLLTE SMETHIE L, #RLiz, lHasEEAEL
I Mg EEE AR AR TR L, S—k v ML T/INEUEUL T 4 M A U AL,
IR LLTEE 3L E TERR LT,

MR FHIR A LRGSR 0 A 12 APPENDIX 2 (075 L7-HAAT & Mz L v FoR LT,

B BT —Z ONFEE R ORERER 2L, ERRIOR IS RIS e D X5 TUEEHL A
BITWERR LT,

O0—4—2 #aHLE

TR OIE X, Ehi CE 2B a il (WE) %&K& Lz,

(R, BEEE, MRFRIMRA, IRAETFIIRA K O B2 OREMIL, <2 g
L LT, £7 Bartlett 1512 K0 SO THMREEITV. EORERPESBOGEITIX
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FIEDOREZAT o120 FTo, HOSE L eWEAITIE, #4828 L CHlEMZNEM L L
. Kruskal-Wallis OENTARE 21TV, BERICHBEZEZNRD b -848121%. Dunnett Y
DL B AT T,

S BRI A O FERIEMR 21T, RO Do -8 % 7 L— K 0. FTRLO
ST-EIE, O RORE R OEHR 2 EEIZ LT L— K 1~4 1200, 22 RE
ATz, Flo, RRAEIZOWT b IREEE KGR & O x 2 EEIT > T,

BRET 5% DA EARMETHARE 21TV BUER R 2 FRT 2581213 5% M T 1% D
BAREDOR TR EITo T,
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M FRBRAE

m—1 ZERRE
A gEdki A TABLE 1, 2 (2”7,

— it —
ERETEM O ITRD s oz,

Mm—2 —iknE

— IR HE DB Z%HE % TABLE 3, 4 &1 APPENDIX 3, 4 |27~

— Mg —

BeEWIMAZEL T, RMERGORBLEZ LN BREFTRITRD bnrnolz,

Mm—3 fA=E

{KEDOHERS % TABLE 5~8, FIGURE 1, 2 } () APPENDIX 5, 6 (27”7,

ifl?&i

BEGHT, BEHM A S L TR BRI L TEERZITR O b o T,
513 3l H OB B IR BEAT BREE I 6 L €L 25 mg/kg #E:99 %, 100 mg/kg #f:99 %,
400 mg/kg £ : 101 % CTh - 7=,

SR GHET, B A @ U CHAR BRI R L TBE R BT b h o T,

e b 13 8 B OFRARE B BRI 6T LT, 25 mg/kg #£:101 %, 100 mg/kg #£:101 %,
400 mg/kg # : 99 % TH o 72,

M—4 B

eI RO HER % TABLE 9, 10, FIGURE 3, 4 2 ()8 APPENDIX 7, 8 |27~

iz&i

ARG T, KM A B U CEAR IR L TS 22T b h o7z,
LM Z2E L TO 184720 OFHEBE R, BUAKTEREE : 11.0 g, 25 mg/kg B 5-8E -
10.9 g, 100 mg/kg BEHHE : 11.1 g, 400 mg/kg ¢ 58E : 11.4g ThHo 7=,

SR GRET, BH5HIE A @ U CHAR BRI L TBE R EITRB O bR h o T,
BeGHR 2@ L Co 1 EY 7= OB, BAHIRRE : 7.5 g, 25 mg/kg B¢ 5-8F -
7.8 g, 100 mg/kg 58 : 7.7 g, 400 mg/kg & H5H#E 1 7.9g ThoTo,
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M—5 MiRSFAMRA
ML F R R A OFE 54 TABLE 11, 12 & O APPENDIX 9, 10 (27”7,
_72\—/&_
400 mg/kg Ff T/ MRE D @ ED RO BT,
—lﬂﬁ—
400 mg/kg FECHMERI O SMENRD Sz, HMERGEL TITAEREI;I 2o
72

M—6 IMKAEFERRE

M AL ZF RO A DO FE 4 TABLE 13, 14 & UV APPENDIX 11, 12 (2779,
— I —

100 mg/kg BEM Y 400 mg/kg BE CTRFEEFZDOFEIE. 400 mg/kg B CTHREN, Ba L AT
r— UUVIEE., 7 VT F= ROANAT T AOEMHE, WNZ R 70 &5 A ROEfED
RO LT,

B, BEVILE L OEED 25 mgkg #E K Y 100 mg/kg Eif%a LTy BEDOZET
HY FHAEICKHE L2 TRN LN OB E R 512 L 2 BTl Ll L,
72, ALP OIKAEA 400 mglkg BETH B AVTZ A3, ff_ET'r&r@z-Ulzf&;é Z &bt
HlIzZLnweEEzZzbNhT,

100 mg/kg # & O* 400 mg/kg # T LDH O &fE. 400 mg/kg B CHa L x7a—1 U

VHEE. y-GTP KO CK O EENFED bz,

725, ALT OB 400 mg/kg BETH LN, K THEOELTH H 2 LoD EtESER
BEREFZLWEEZONT,

M—7 JRIRA

R OFER % TABLE 15, 16 & U APPENDIX 13, 14 (27”7,

%%% ARG DRELEZ 2 bNOELITFRD ol

B 7 AROBEEE ORI B ED 400 mglkg BETH LA, R FHOELLTH D
ZENLEEFERIIZLVWEEB X b,

M—8 JREFAMRA
m—8-1 &k
TE W O F M B 22T 7.4 TABLE 17,18 & (Y APPENDIX 15, 16 12771,

— el —
PR E G ORBELEZ LNDFTRITRD b holz,

_12_



(Study No. -)

M—8-2 J@isEE

TE R R E L 72 iggs 0 FEE B4 TABLE 19, 20 X O APPENDIX 17, 18 12, {KH
tt% TABLE 21, 22 % O APPENDIX 19, 20 (27”7,

_jl:/é_

100 mg/kg HE CTHIRO B EL O FE, 400 mg/kg HE THNEKL ORIE O ER & AEHELO
EfE, WO BIRORE O S ERFES b,

_m_

25 mg/kg B % Y 100 mg/kg B CHFIE O FEE 2O B, 400 mg/kg B CHFiE O FEE & & K
HILOFEE, WO ROEE O RENZD b,

M—8-3 JHEHMRIMRAE

Jps FALAR A0 A O #5 B 2 TABLE 23, 24 } (Y APPENDIX 21, 22 (27”7,
PRI P 512 X D B TEO R IRIZFRD BTz,

ik%i

400 mg/kg FEOB MR TIX, ORI HAE (B 10 f1) OB, IR OFEE D1
PR (RS 10 1) AR b, TIZERLK TR OF AN 3 ] (BRE) IZA BT,
R, MFERRIARO B, EAAKTRREE, 25 mg/kg BEX Y 100 mg/kg FEDO2E] (BRED) (2
bz,

—Iﬁiﬁ—

PR E RGO L EZ LN DI ROFBAERINTRD e ol
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IV BREEODELD

KRBT, ~F P F—L oL Y a—L TeXZ—LET v M2 90 AREILLE#Y
UL LI & S ICRBT LA EXEICETHIEREE T AFTEEONEROEFEED
RBOOLNRNVHEEZRDD Z L EAME LTERK L,

XY F— L TeL s a— TeX VTS 90 HREIKE R G BRI,
B RREE 1 BE S OMBR B B G-E 3 BED G 4 B (B HEMERE 10 IT) Z3%1T, B E O
HREIR, 0 (AR | 25, 100 &) 400 mg/kg BW & L7-, #5130 F344 &
v M — M HR LT B 2 91 B MRS D5 Lz, 58, o
—fRIRBEDBIZE, (RE K OEAFEOHIE 21TV, HEREEICRBRE 21T - 72, RkEG3
B E R & S0 L, MR, M L0, FIREs, IRaSEEOHE RO
AR PRI A 24T o T,

Z ORER MERE L b RRETEW DIET R OB E R G OB L E 2 b D —RIRRED
HATRITRO biLiginole, £, (KHE L BRI ER G ORI H LT, Akt
PRRE & AR OHERB 2R L=,

N k9 D BRI DR L LT, 400 mglkg BEOMEMECEIRME I EE ((REL) 2
BEINL ., JREARRREAIRA Tl 400 mg/kg BEORMEDO BB IR IKOFLE OHETR, ITALIR
AE OFAENT D b, o, RMEPENIZITMAaZRE 23 78 LTe & b 5 Bk A
TERR DI AENEBNGRD bz, —F7, METIIER5RE THBRYE 51 & 2R PR 0
AT BRI o T MIRAE(LFIRA TIE, BECOBBENEA~ DR L BT 2 B3 25
7. 100 mg/kg £} OF 400 mg/kg #F CIRFBEFZ DO EE. 400 mg/kg #EF T LT F=&
AN T LOEEDNFRD BTz, HED 400 mglkg FED BB AFRRIADOFEE DR (H&E G
) BROOLNTZZ LMD, o/ 7T U UHURE AW T i MR LA Y i ) O Periodic
acid-Schiff (PAS) KT & 2 HikYeta 21T o 7= ([ « 458E 2 VT, ME - BEA REE B OY 400
mg/kg FE% 1 U8) . ZOFER, HEOBRH IR & R GREC A DIV IR IR PAS YJetafa
PE, a2uZ BT U UEETHY | HETIZE BICRETH o722 LD, ZOBRIKITHES v
MIBBICBOBND a7/ B 7 ) U DRETHD Z L &2MER Lz Uk 6, 7) . HED 400
mg/kg BT B AV IR AE O A BERLIR FIAEA Al M ONMLIR AR AL 22 R A C D 28 (i,
oga- 7/ B 7Y OB K DBEEEFICHEO B THDL EEZOND, T v MTBITD
v2uZ B 7Y L OWHE R OZIUCHE D Bl TOZEMIX, B h~DIMFIXTE WAL TH D
(LR 6) 28, JRANE EEA~OEENREO LN TV EEEEZEE L, ARBRICE T 21T
v MIKT A FHETH D & LT,

FFHgIZ RT3~ DB DR L L C, 400 mglkg BECHMEREICHTRRE B & & (KB o &l
DR HAL, REITHED 100 mg/kg BETHEMETH 72, MO FEEEITM DO 25 mg/kg
FE MOV 100 mgrkg #ETHMAFHNCH B @EZ R L2, ARBRIZIS T 2 Mt REED
JFREEREIL, Yo ¥ —0FRT —X LT 2 L HNOEERENIEFF IS (KE
LECITABREMARD SN2 o722 LD D 25 mg/kg BE& DY 100 mglkg FEOH E
2R EEIETER 72  TH D Lol Uz, MR A LR A i, gl B &g i B 5

_14_



(Study No. -)

HeEEZHNDELE LT, 400 mgkg BEOMEHE TR L AT o —1 b U UIEE O &,
HETHY 7V ®TA FOIRMED I B BRI E G X DN CTOIRE B ~D R R
BI7c, F7o, HED 400 mgkg HETITMRER bEEL R L7, B2, MTIiE 100 mgkg
YL EORET LDH O &, 400 mglkg FET y-GTP OEMEAN 2 S, M TITABRmE #5112
X 2HEFERBIT 100 mg/kg DL EORETRD b, FHEERRZMRAE CTIx, TR E &Y
IR QMR AALZ B T OZACIZ KIS T 5 & 5 72 FFBIRAE K 72 & O R B =2 b iX
e & HERD B AL o 7oA, EEEO MK AL 2 £ O IR & O S BT M ~ b
X o EFERETHD L LT,

F o, MRALFHIRA TlX, 400 mgkg HEOMET7 L7 F %) —E€ (CK) OEEN
RO BTz, LML ROE T R EA R A TR D b e o7 b OO Feb A&
(KRS LTEBIMER 3 ST 2 LD, SR EREIC L 2B ELETHD LW Lz,

RIEICB W TIE, 400 mg/kg BEORETOAEBE O FHEE L KBELORMENRD Hiv, #
BRE G- OB R I N, 2B, RIBREEOHEINEIA MLV AAMIZE > THALIL
HTENBHL CURK 8) o ARBRTIL, WMEMHMR FAOLLITRR O bR T 2 L bl
FHERITENEEZ BN,

Z O, MR TIE 400 mg/kg BEORET /NI O S B, M T A ERE O S EH
H O, RRBRO M e EaEr (28 A ME#R 57 ERER 15, 60, 250, 1000 mg/kg)
TiE. WITNOHETHRBROZLITFRD T, ZHOICEET 5 & B 2 bl b ilDfd
THH R OREARR A ZILITRO Do e Z &b  BEFINERITEWVW EB 2 6T,

PLEDRERMNS, ~AFHF—L Tab L Ja—L TEX—1LDT v h~D 90 HH
ARSI 0 5 HEICRE T DI EEME R (NOAEL) & LT, ATk @ L7z,

HEZ v N T, B~ OREEMEEAZ RS 5 IR % 5 0O S fE & ORI B E o s i )3
100 mg/kg LA EOHETR D L Z Enb, EEMNE (NOAEL) X 25 mg/kg/day & HHr
L7z,

MEZ > T, g~ FEFELEZ 55 LDH O FEEN 100 mg/kg LA EORETR
Doz EnD, EEMEE (NOAEL) (% 25 mg/kg/day & HIWr L7,
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TABLE 1

SURVIVAL ANIMAL NUMBERS: MALE



sTupy No. : I

SURVIVAL ANIMAL NUMBERS

ANIMAL : RAT F344/DuCr ICr | j[F344/DuCr j]
REPORT TYPE : C 13
SEX : MALE PAGE : 1
Group Name Animals Administration (Weeks)
At start 0 1 2 3 4 5 6 7 8 9 10 1 12 13
Control 10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10
100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0
25 mg/kg 10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10
100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100. 0 100.0 100.0 100.0 100.0 100.0
100 mg/kg 10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10
100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0
400 mg/kg 10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10
100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0
Number of survival/ Number of effective animals
Survival rate (%)
(HAN360) BAIS5



TABLE 2

SURVIVAL ANIMAL NUMBERS: FEMALE



sTupy No. : I

SURVIVAL ANIMAL NUMBERS

ANIMAL : RAT F344/DuCr ICr | j[F344/DuCr j]
REPORT TYPE : C 13
SEX : FEMALE PAGE : 2
Group Name Animals Administration (Weeks)
At start 0 1 2 3 4 5 6 7 8 9 10 1 12 13
Control 10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10
100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0
25 mg/kg 10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10
100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100. 0 100.0 100.0 100.0 100.0 100.0
100 mg/kg 10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10
100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0
400 mg/kg 10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10
100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0 100.0
Number of survival/ Number of effective animals
Survival rate (%)
(HAN360) BAIS5



TABLE 3

CLINICAL OBSERVATION: MALE



STUDY NO. g | CLINICAL OBSERVATION  (SUMMARY)

ANIMAL : RAT F344/DuCrlCrlj

SEX : MALE PAGE: 1
Clinical Sign Control 25 mg/kg 100 mg/kg 400 mg/kg

No. of animals 10 10 10 10
EXOPHTHALMOS 0 0 1 0

NON REMARKABLE 10 10 9 10




TABLE 4

CLINICAL OBSERVATION: FEMALE



STUDY NO. g | CLINICAL OBSERVATION  (SUMMARY)

ANIMAL : RAT F344/DuCrlCrlj

SEX : FEMALE PAGE: 2
Clinical Sign Control 25 mg/kg 100 mg/kg 400 mg/kg

No. of animals 10 10 10 10

NON REMARKABLE 10 10 10 10




TABLE 5

BODY WEIGHT CHANGES AND SURVIVAL

ANIMAL NUMBERS: MALE



sTtupy Nno.

BODY WEIGHT CHANGES AND SURVIVAL ANIMAL NUMBERS

ANIMAL : RAT F344/DuCrlCrlj

UNIT g

SEX : MALE PAGE: 1

Control 25 mg/kg 100 mg/kg 400 mg/kg
Av. Wt. No. of Av. Wt. % of cont.  No. of Av. Wt. % of cont.  No. of Av. Wt. % of cont.  No. of

Week-Day Surviv. Surviv. Surviv. Surviv.

on Study <10> <10> <10> <10>
0-0 119 (10 10/10 119 (10 100 10/10 119 (10) 100 10/10 119 (10) 100 10/10
1-1 122 (10 10/10 122 (10 100 10/10 122 (10) 100 10/10 122 (10) 100 10/10
2-1 153 (10 10/10 151 (10 99 10/10 151 (10) 99 10/10 154 (10 101 10/10
3-1 185 (10 10/10 180 (10 97 10/10 183 (10) 99 10/10 189 (10 102 10/10
4-1 210 (10) 10/10 206 (10) 98 10/10 207 (10) 99 10/10 213 (10) 101 10/10
5-1 229 (10) 10/10 226 (10) 99 10/10 2217 (10) 99 10/10 233 (10) 102 10/10
6-1 246 (10) 10/10 243 (10) 99 10/10 244 (10) 99 10/10 251 (10) 102 10/10
7-1 261 (10) 10/10 258 (10) 99 10/10 259 (10) 99 10/10 264 (10) 101 10/10
8-1 272 (10) 10/10 271 (10) 100 10/10 272 (10) 100 10/10 276 (10) 101 10/10
9-1 283 (10) 10/10 281 (10) 99 10/10 281 (10) 99 10/10 286 (10) 101 10/10
10-1 294 (10) 10/10 290 (10) 99 10/10 290 (10) 99 10/10 296 (10) 101 10/10
11-1 303 (10) 10/10 299 (10) 99 10/10 299 (10) 99 10/10 303 (10) 100 10/10
12-1 308 (10) 10/10 306 (10) 99 10/10 306 (10) 99 10/10 309 (10) 100 10/10
13-1 316 (10) 10/10 313 (10) 99 10/10 314 (10) 99 10/10 316 (10) 100 10/10
13-7 318 (10) 10/10 315 (10) 99 10/10 316 (10 99 10/10 320 (10) 101 10/10

< >: No. of effective animals, ( ): No. of measured animals

AvWt. : g




TABLE 6

BODY WEIGHT CHANGES AND SURVIVAL

ANIMAL NUMBERS: FEMALE



stupy No. I BODY WEIGHT CHANGES AND SURVIVAL ANIMAL NUMBERS

ANIMAL : RAT F344/DuCrlCrlj

UNIT g

SEX : FEMALE PAGE: 2

Control 25 mg/kg 100 mg/kg 400 mg/kg
Av. Wt. No. of Av. Wt. % of cont.  No. of Av. Wt. % of cont.  No. of Av. Wt. % of cont.  No. of

Week-Day Surviv. Surviv. Surviv. Surviv.

on Study <10> <10> <10> <10>
0-0 96 (10 10/10 96 (10 100 10/10 96 (10) 100 10/10 96 (10 100 10/10
1-1 100 (10 10/10 100 (10 100 10/10 101 (10) 101 10/10 101 (10) 101 10/10
2-1 116 (10 10/10 115 (10 99 10/10 116 (10) 100 10/10 117 (10 101 10/10
3-1 130 (10 10/10 129 (10 99 10/10 129 (10) 99 10/10 131 (10) 101 10/10
4-1 139 (10) 10/10 138 (10) 99 10/10 139 (10) 100 10/10 138 (10 99 10/10
5-1 146 (10) 10/10 146 (10) 100 10/10 146 (10) 100 10/10 147 (10 101 10/10
6-1 153 (10) 10/10 153 (10) 100 10/10 154 (10) 101 10/10 154 (10 101 10/10
7-1 159 (10) 10/10 159 (10) 100 10/10 160 (10) 101 10/10 159 (10 100 10/10
8-1 163 (10) 10/10 164 (10) 101 10/10 164 (10) 101 10/10 165 (10 101 10/10
9-1 166 (10) 10/10 166 (10) 100 10/10 166 (10) 100 10/10 165 (10 99 10/10
10-1 170 (10) 10/10 169 (10) 99 10/10 171 (10) 101 10/10 171 (10) 101 10/10
11-1 174 (10) 10/10 174 (10) 100 10/10 175 (10) 101 10/10 173 (10 99 10/10
12-1 177 (10) 10/10 177 (10) 100 10/10 178 (10) 101 10/10 178 (10 101 10/10
13-1 178 (10 10/10 180 (10 101 10/10 179 (10) 101 10/10 179 (10 101 10/10
13-7 180 (10 10/10 181 (10 101 10/10 181 (10) 101 10/10 179 (10 99 10/10

< >: No. of effective animals, ( ): No. of measured animals

AvWt. : g




TABLE 7

BODY WEIGHT CHANGES: MALE



sTupby No. - BODY WEIGHT CHANGES (SUMMARY)

ANIMAL : RAT F344/DuCrlCrlj
UNIT g
SEX : MALE PAGE: 1
Group Name Administration week — day (Study Day)
0-0 1-1 2-1 3-1 4-1 5-1 6-1 7-1
(Day 0) (Day 1) (Day 8) (Day 15) (Day 22) (Day 29) (Day 36) (Day 43)
Control 119 = 3 122 = 4 153 = 6 185 = 6 210 = 5 229 = 6 246 = 6 261 = 6
25 mg/kg 119 = 3 122 = 4 151 = 6 180 = 8 206 = 10 226 = 10 243 = 12 258 = 12
100 mg/kg 119 = 3 122 = 4 151 = 6 183 = 7 207 = 8 227 = 8 244 += 9 259 += 10
400 mg/kg 119 = 3 122 = 3 154 = 5 189 = 4 213 = 5 233 = 5 251 = 6 264 = 7

Significant difference ; *: P =< 0.05 *x:P =< 0.01 Test of Dunnett




sTtuby No. I BODY WEIGHT CHANGES (SUMMARY)

ANIMAL : RAT F344/DuCrlCrlj
UNIT g
SEX : MALE PAGE: 2
Group Name Administration week — day (Study Day)
8-1 9-1 10-1 11-1 12-1 13-1 13-7

(Day 50) (Day 57) (Day 64) (Day 71) (Day 78) (Day 85) (Day 91)
Control 272 = 8 283 = 9 294 + 8 303 = 10 308 = 10 316 = 11 318 = 11
25 mg/kg 2711 = 12 281 = 13 290 = 12 299 + 12 306 = 11 313 = 11 315 = 11
100 mg/kg 272 = 9 281 = 12 290 = 11 299 + 12 306 = 12 314 = 12 316 = 12
400 mg/kg 276 = 7 286 = 7 296 = 7 303 = 7 309 = 7 316 = 8 320 =+ 8

Significant difference ; *: P =< 0.05 *x:P =< 0.01 Test of Dunnett




TABLE 8

BODY WEIGHT CHANGES: FEMALE



sTupby No. - BODY WEIGHT CHANGES (SUMMARY)

ANIMAL : RAT F344/DuCrlCrlj
UNIT g
SEX : FEMALE PAGE: 3
Group Name Administration week — day (Study Day)
0-0 1-1 2-1 3-1 4-1 5-1 6-1 7-1

(Day 0) (Day 1) (Day 8) (Day 15) (Day 22) (Day 29) (Day 36) (Day 43)
Control 9% = 2 100 = 3 116 = 3 130 = 3 139 = 3 146 = 4 153 = 4 159 = 3
25 mg/kg 9% = 2 100 = 2 115 = 4 129 = 3 138 = 4 146 = 4 153 £ 5 159 = 6
100 mg/kg 9% =+ 2 101 = 3 116 = 3 129 = 4 139 = 4 146 = 5 154 = 5 160 = 5
400 mg/kg 9% = 2 101 = 2 117 = 3 131 = 5 138 = 4 147 = 5 154 = 6 159 = 6

Significant difference ; *: P =< 0.05 *x:P = 0.01 Test of Dunnett




sTupby No. - BODY WEIGHT CHANGES (SUMMARY)

ANIMAL : RAT F344/DuCrlCrlj
UNIT g
SEX : FEMALE PAGE: 4
Group Name Administration week — day (Study Day)
8-1 9-1 10-1 11-1 12-1 13-1 13-7

(Day 50) (Day 57) (Day 64) (Day 71) (Day 78) (Day 85) (Day 91)
Control 163 = 4 166 = 5 170 = 5 174 = 5 177 = 4 178 = 5 180 = 5
25 mg/kg 164 = 4 166 = 5 169 = 6 174 £ 5 177 £ 5 180 = 6 181 = 6
100 mg/kg 164 = 5 166 = 5 171 = 5 175 = 6 178 = 6 179 = 7 181 = 6
400 mg/kg 165 = 7 165 = 8 171 = 8 173 = 8 178 = 8 179 = 7 179 = 8

Significant difference ; *: P =< 0.05 *x:P =< 0.01 Test of Dunnett




TABLE 9

FOOD CONSUMPTION CHANGES: MALE



sTupy no. - FOOD CONSUMPTION CHANGES (SUMMARY)
ANIMAL : RAT F344/DuCrlCrlj
UNIT g
SEX : MALE PAGE: 1
Group Name Administration week — day (measurement period)
2-1 3-1 4-1 5-1 6-1 7-1 8-1 9-1

(Day 1-8) (Day 8-15) (Day 15-22) (Day 22-29) (Day 29-36) (Day 36-43) (Day 43-50) (Day 50-57)
Control 114 = 04 119 = 04 119 = 03 122 = 04 118 = 05 113 = 0.1 1.1 = 0.2 112 = 03
25 mg/kg 112 = 04 114 = 05 116 = 05 120 = 0.7 118 = 04 115 = 05 110 = 06 108 = 04
100 mg/kg 113 = 03 116 = 04 119 = 0.2 121 = 03 119 = 02 113 = 04 110 = 03 110 = 04
400 mg/kg 114 = 04 123 = 02 124 = 02 123 = 04 120 = 05 116 = 0.7 116 = 0.7 113 = 06

Significant difference ; *: P =< 0.05 *x:P = 0.01 Test of Dunnett




sTupy no. - FOOD CONSUMPTION CHANGES (SUMMARY)
ANIMAL : RAT F344/DuCrlCrlj
UNIT g
SEX : MALE PAGE: 2
Group Name Administration week — day (measurement period)
10-1 11-1 12-1 13-1 13-7

(Day 57-64) (Day 64-71) (Day 71-78) (Day 78-85) (Day 85-91)
Control 109 = 05 100 = 04 98 = 04 98 = 02 100 = 05
25 mg/kg 106 = 04 102 = 04 98 = 04 98 £ 05 95 = 04
100 mg/kg 1.1 = 03 103 = 05 100 = 05 100 = 03 10.1 = 0.2
400 mg/kg 110 = 05 10.7 = 05 105 = 06 104 = 0.7 106 = 0.6

Significant difference ; *: P =< 0.05 *x:P =< 0.01 Test of Dunnett




TABLE 10

FOOD CONSUMPTION CHANGES: FEMALE



sTupy no. - FOOD CONSUMPTION CHANGES (SUMMARY)
ANIMAL : RAT F344/DuCrlCrlj
UNIT g
SEX : FEMALE PAGE: 3
Group Name Administration week — day (measurement period)
2-1 3-1 4-1 5-1 6-1 7-1 8-1 9-1

(Day 1-8) (Day 8-15) (Day 15-22) (Day 22-29) (Day 29-36) (Day 36-43) (Day 43-50) (Day 50-57)
Control 86 = 02 84 = 03 81 = 02 80 = 03 80 = 03 76 = 04 73 = 04 73 = 04
25 mg/kg 86 £ 0.1 83 £ 02 83 £ 02 81 £ 02 82 = 03 79 = 03 76 = 04 76 = 03
100 mg/kg 85 = 02 83 = 02 85 £ 0.1 80 = 02 81 = 03 78 = 03 74 = 0.2 74 = 04
400 mg/kg 86 = 03 88 £ 04 85 = 04 83 £ 04 80 £ 02 79 = 04 7.7 = 05 75 = 05

Significant difference ; *: P = 0.05 *x:P = 0.01 Test of Dunnett




sTupby No. - FOOD CONSUMPTION CHANGES (SUMMARY)

ANIMAL : RAT F344/DuCrlCrlj
UNIT g
SEX : FEMALE PAGE: 4
Group Name Administration week — day (measurement period)
10-1 11-1 12-1 13-1 13-7

(Day 57-64) (Day 64-71) (Day 71-78) (Day 78-85) (Day 85-91)
Control 70 = 0.2 70 = 0.2 71 = 03 68 = 05 68 = 06
25 mg/kg 74 £ 02 73 = 04 76 = 03 75 = 04 71 £ 05
100 mg/kg 72 = 0.1 72 = 03 73 = 05 70 = 08 68 = 04

*ok

400 mg/kg 76 = 04 74 = 06 74 £ 05 72 = 04 71 = 06

Significant difference ; *: P =< 0.05 *x:P = 0.01 Test of Dunnett




TABLE 11

HEMATOLOGY: MALE



sTupy No. : I

HEMATOLOGY (SUMMARY)

ANIMAL : RAT F344/DuCr ICr | j[F344/DuCr j] ALL ANIMALS ( 14W)
MEASURE. TIME : 1
SEX : MALE REPORT TYPE : Al PAGE : 1
Group Name NO. of RED BLOOD CELL HEMOGLOBIN HEMATOCRIT Mcv MCH MCHC PLATELET
Animals 108, 1l g /de % f 2 pg g /de 10%, 1l
Control 10 8.66+ 0.14 14.5+ 0.3 43. 4+ 0.6 50. 1+ 0.3 16.8+ 0.2 33.5+ 0.3 639+ 27
25 mg/kg 10 8.656+ 0.13 14.5+ 0.4 43.3=+ 0.8 50. 1=+ 0.3 16. 8+ 0.2 33.5+ 0.3 650+ 35
100 mg/kg 10 8.71+ 0.17 14.7+ 0.3 43. 6+ 0.7 50. 1=+ 0.4 16. 9+ 0.3 33. 7% 0.4 645+ 27
400 mg/kg 10 8.67+ 0.20 14. 4+ 0.2 43.2+ 0.8 49.8+ 0.5 16. 6+ 0.2 33.4+ 0.3 705+ 305k
Significant difference ; * : P = 0.05 ** . P = 0.01 Test of Dunnett
(HCLO70) BAIS5



sTupy No. : I HEMATOLOGY (SUMMARY)

ANIMAL : RAT F344/DuCr ICr | j[F344/DuCr j] ALL ANIMALS ( 14W)
MEASURE. TIME : 1
SEX : MALE REPORT TYPE : Al PAGE : 2
Group Name NO. of RETICULOCYTE
Animals %

Control 10 1.7+ 0.1
25 mg/kg 10 1.8+ 0.2
100 mg/kg 10 1.7+ 0.2
400 mg/kg 10 1.8+ 0.1

Significant difference * I P = 0.05 *x . P = 0.01 Test of Dunnett

(HCLO70) BAIS 5



sTupy No. : I

HEMATOLOGY (SUMMARY)

ANIMAL : RAT F344/DuCr ICr | j[F344/DuCr j] ALL ANIMALS ( 14W)
MEASURE. TIME : 1
SEX : MALE REPORT TYPE : Al PAGE : 3
Group Name NO. of WBC Differential WBC (%)
Animals 10° 1l NEUTRO LYMPHO MONO EOSINO BASO OTHER

Control 10 3.54+ 0.55 26.2+ 5.4 70.5=+ 5.9 1.9+ 0.5 0.9+ 0.3 0.1+ 0.1 0.5+ 0.3
25 mg/kg 10 3.52+ 0.81 25.0+ 4.7 7.8=* 4.9 1.7+ 0.4 1.0+ 0.2 0.1+ 0.1 0.4+ 0.2
100 mg/kg 10 4.04+ 0.66 23.9+ 5.3 72.7% 5.4 2.0+ 0.4 0.9+ 0.2 0.1+ 0.1 0.5+ 0.2
400 mg/kg 10 3.86+ 0.77 22. 7+ 4.9 73.4= 5.3 2.1+ 0.3 1.2+ 0.4 0.1+ 0.1 0.5+ 0.3

Significant difference ; * I P = 0.05 **x . P = 0.01 Test of Dunnett
(HCLO70) BAIS 5



TABLE 12

HEMATOLOGY: FEMALE



sTupy No. : I HEMATOLOGY (SUMMARY)

ANIMAL : RAT F344/DuCr ICr | j[F344/DuCr j] ALL ANIMALS ( 14W)
MEASURE. TIME : 1
SEX : FEMALE REPORT TYPE : Al PAGE : 4
Group Name NO. of RED BLOOD CELL HEMOGLOBIN HEMATOCRIT Mcv MCH MCHC PLATELET
Animals 108, 1l g /de % fe pg g /de 10° e
Control 10 8.12+= 0.20 14.6+ 0.3 42.3+ 0.9 52.0+ 0.3 18.0+ 0.3 34. 6+ 0.6 664+ 34
25 mg/kg 10 8.05+ 0.14 14. 4+ 0.4 41.8+ 0.9 51.9=+ 0.5 17.8+ 0.4 344+ 0.5 665+ 33
100 mg/kg 10 7.88+ 0.37 14.2+ 0.7 41.3+ 2.0 52.5+ 0.4 18. 1% 0.4 34.5+ 0.5 689+ 105
400 mg/kg 10 8.16+ 0.34 14.6+ 0.7 42.5+ 2.0 52. 1=+ 0.5 17.9+ 0.3 34.3+ 0.4 678+ 52
Significant difference ; * : P = 0.05 ** . P = 0.01 Test of Dunnett

(HCLO70) BAIS5



sTupy No. : I

HEMATOLOGY (SUMMARY)

ANIMAL : RAT F344/DuCr ICr | j[F344/DuCr j] ALL ANIMALS ( 14W)
MEASURE. TIME : 1
SEX : FEMALE REPORT TYPE : Al PAGE : 5
Group Name NO. of RETICULOCYTE
Animals %

Control 10 1.6% 0.2
25 mg/kg 10 1.6+ 0.1
100 mg/kg 10 1.8+ 0.4
400 mg/kg 10 1.6+ 0.2

Significant difference ; P =0.05 x . P = 0.01 Test of Dunnett
(HCLO70) BAIS 5



sTupy No. : I

HEMATOLOGY (SUMMARY)

ANIMAL : RAT F344/DuCr ICr | j[F344/DuCr j] ALL ANIMALS ( 14W)
MEASURE. TIME : 1
SEX : FEMALE REPORT TYPE : Al PAGE : 6
Group Name NO. of WBC Differential WBC (%)
Animals 10° 1l NEUTRO LYMPHO MONO EOSINO BASO OTHER

Control 10 2.38+= 0.39 19.1+ 3.1 71.7= 3.0 1.6+ 0.4 1.2+ 0.4 0.1+ 0.1 0.4+ 0.1
25 mg/kg 10 2.47+ 0.45 20.9=+ 3.8 75.8=* 3.9 1.9+ 0.4 1.0+ 0.3 0.1+ 0.1 0.5+ 0.3
100 mg/kg 10 2.51+= 0.52 20. 8=+ 5.1 75.2=+ 5.7 2.0+ 0.5 1.3+ 0.7 0.1+ 0.1 0.6+ 0.2
400 mg/kg 10 3.12+=  0.42%x 22.3+ 7.0 73.8=* 7.4 2.1+ 0.7 1.1+ 0.3 0.1+ 0.1 0.5+ 0.2

Significant difference ; * I P = 0.05 **x . P = 0.01 Test of Dunnett
(HCLO70) BAIS 5



TABLE 13

BIOCHEMISTRY: MALE



sTupy No. : I

BIOCHEMISTRY (SUMMARY)

ANIMAL : RAT F344/DuCr ICr | j[F344/DuCr j] ALL ANIMALS ( 14W)

MEASURE. TIME : 1

SEX : MALE REPORT TYPE : Al PAGE : 1

Group Name NO. of TOTAL PROTEIN ALBUMIN A/G RATIO T-BILIRUBIN GLUCOSE T-CHOLESTEROL TRIGLYCERIDE

Animals g /de g /de mg,d2 mg,d@ mg,d2 mg,d@

Control 10 5.9+ 0.1 3.3+ 0.1 1.3+ 0.1 0.03= 0.00 171+ 12 50+ 4 39+ 10

25 mg/kg 10 5.9+ 0.1 3.3+ 0.1 1.3+ 0.1 0.04= 0. 00%* 171+ 16 51+ 2 29+ 1

100 mg/kg 10 6.0+ 0.1 3.4+ 0.1 1.3+ 0.1 0.04+  0.00% 179+ 12 52+ 3 33+ 15

400 mg/kg 10 6.2+ 0. 2%% 3.4+ 0.1 1.2+ 0.0 0.03= 0.01 167+ 16 60+ 6xx 22+ 8%
Significant difference ; P =0.05 P = 0.01 Test of Dunnett

(HCLO74) BAIS 5



sTupy No. : I

BIOCHEMISTRY (SUMMARY)

ANIMAL : RAT F344/DuCr ICr | j[F344/DuCr j] ALL ANIMALS ( 14W)
MEASURE. TIME : 1
SEX : MALE REPORT TYPE : Al PAGE : 2
Group Name NO. of PHOSPHOLIPID AST ALT LDH ALP G-GTP CK
Animals mg,d? U/ L U/ L U,/ L U/ L U,/ L U/L
Control 10 90+ 5 76+ 13 45+ 4 114+ 20 410+ 24 0.5+ 0.3 97+ 14
25 mg/kg 10 90+ 5 70+ 13 42+ 7 111+ 42 433+ 23 0.4+ 0.3 94+ 20
100 mg/kg 10 94+ 8 73+ 17 42+ 8 136 32 432+ 31 0.6+ 0.2 106+ 15
400 mg/kg 10 103+ 8k 64+ 10 37+ 5 124+ 35 378+ 26% 0.8+ 0.3 113+ 18
Significant difference ; P =0.05 ** . P = 0.01 Test of Dunnett
(HCLO74) BAIS 5



sTupy No. : I

BIOCHEMISTRY (SUMMARY)

ANIMAL : RAT F344/DuCr ICr | j[F344/DuCr j] ALL ANIMALS ( 14W)

MEASURE. TIME : 1

SEX : MALE REPORT TYPE : Al PAGE : 3

Group Name NO. of UREA NITROGEN CREATININE SODIUM POTASSIUM CHLORIDE CALCIUM INORGANIC PHOSPHORUS

Animals mg,d? mg,de mEq, 2 mEq, 2 mEq, 2 mg,de mg,de

Control 10 14,1+ 1.4 0.34+= 0.04 143+ 2 3.6+ 0.1 104+ 9.9+ 0.2 5.2+ 0.5

25 mg/kg 10 13.6+ 0.9 0.33+ 0.02 144+ 1 3.6+ 0.2 105+ 9.9+ 0.2 5.2+ 0.6

100 mg/kg 10 15.3+ 0. 9% 0.34+= 0.04 143+ 1 3.6+ 0.2 104+ 10. 0=+ 0.2 5.3+ 0.6

400 mg/kg 10 16.4+ 1. 3k 0.41%= 0. 05%x 143+ 1 3.7+ 0.3 104+ 10. 3+ 0. T 5.5+ 0.4
Significant difference ; * : P = 0.05 ** . P = 0.01 Test of Dunnett

(HCLO74)

BAIS5



TABLE 14

BIOCHEMISTRY: FEMALE



sTupy No. : I

BIOCHEMISTRY (SUMMARY)

ANIMAL : RAT F344/DuCr ICr | j[F344/DuCr j] ALL ANIMALS ( 14W)

MEASURE. TIME : 1

SEX : FEMALE REPORT TYPE : Al PAGE : 4

Group Name NO. of TOTAL PROTEIN ALBUMIN A/G RATIO T-BILIRUBIN GLUCOSE T-CHOLESTEROL TRIGLYCERIDE

Animals g /de g /de mg,d2 mg,d@ mg,d2 mg,d@

Control 10 5.4+ 0.1 3.2+ 0.1 1.5+ 0.1 0.04%= 0.01 151+ 14 58+ 7 14+ 3

25 mg/kg 10 5.3+ 0.2 3.1+ 0.1 1.4+ 0.1 0.04+ 0.01 149+ 18 56+ 5 14+ 3

100 mg/kg 10 5.4+ 0.2 3.1+ 0.1 1.4+ 0.1 0.04+ 0.01 147+ 12 55+ 3 13+ 2

400 mg/kg 10 5.6+ 0.3 3.3+ 0.2 1.4+ 0.1 0.04+ 0.01 147+ 15 =+ 6xx 14+ 3
Significant difference * I P = 0.05 *»* . P = 0.01 Test of Dunnett

(HCLO74) BAIS 5



sTupy No. : I

BIOCHEMISTRY (SUMMARY)

ANIMAL : RAT F344/DuCr ICr | j[F344/DuCr j] ALL ANIMALS ( 14W)
MEASURE. TIME : 1
SEX : FEMALE REPORT TYPE : Al PAGE : 5
Group Name NO. of PHOSPHOLIPID AST ALT LDH ALP G-GTP CK
Animals mg,d? U/ L U/ L U,/ L U/ L U,/ L U/L
Control 10 111+ 9 75+ 15 37+ 6 67+ 22 314+ 30 1.1£ 0.4 88+ 12
25 mg/kg 10 107+ 8 75+ 1 36+ 4 66+ 20 320+ 29 1.2+ 0.3 88+ 12
100 mg/kg 10 107+ 4 73+ 10 34+ 4 93+ 20% 330+ 50 1.3+ 0.4 105+ 21
400 mg/kg 10 128+ 11k 65+ 6 30+ Ak 97+ 184k 308+ 36 1.6=* 0. 4xx 114+ 17%x
Significant difference ; P =0.05 **x . P = 0.01 Test of Dunnett
(HCLO74) BAIS 5



sTupy No. : I

BIOCHEMISTRY (SUMMARY)

ANIMAL : RAT F344/DuCr ICr | j[F344/DuCr j] ALL ANIMALS ( 14W)

MEASURE. TIME : 1

SEX : FEMALE REPORT TYPE : Al PAGE : 6

Group Name NO. of UREA NITROGEN CREATININE SODIUM POTASSIUM CHLORIDE CALCIUM INORGANIC PHOSPHORUS

Animals mg,d? mg,de mEq, 2 mEq, 2 mEq, 2 mg,de mg,de

Control 10 16. 0=+ 1.4 0.33+= 0.02 144+ 1 3.7+ 0.3 107+ 9.7+ 0.2 4.9+ 0.8

25 mg/kg 10 15.4+ 1.9 0.30+ 0.02 144+ 1 3.7+ 0.1 107+ 9.6+ 0.3 4.8+ 0.6

100 mg/kg 10 16.0+ 1.3 0.32+ 0.02 144+ 1 3.6+ 0.2 107+ 9.7+ 0.2 4.9+ 0.7

400 mg/kg 10 15. 7+ 1.2 0.31+= 0.03 144+ 1 3.8+ 0.2 107+ 9.8+ 0.3 5.1+ 0.7
Significant difference ; * : P = 0.05 ** . P = 0.01 Test of Dunnett

(HCLO74)

BAIS5



TABLE 15

URINALYSIS: MALE



sTupy No. : I URINALYSIS

ANIMAL : RAT F344/DuCr ICr | j[F344/DuCr j]
MEASURE. TIME : 1
SEX : MALE REPORT TYPE : C PAGE : 1
Group Name NO. of pH Protein Glucose Ketone body Bilirubin
Animals 50 6.0 6.5 7.0 7.5 8.0 8.5 CHI — &+ + 2+ 3+ 4+ CHI — &+ + 2+ 3+ 4+ CHI — =+ + 2+ 3+ 4+ CHI — + 2+ 3+ CHI

Control 10 0 0 0 0 0 1 9 01 4500 10 0 0 0 0O 271000 10 0 0 0
25 mg/kg 10 0 0 0 0 1 1 8 025300 10 0 0 0 0O 181000 10 0 0 0
100 mg/kg 10 0 0 0 0 0 0 10 006 400 10 0 0 0 0 O 181000 10 0 0 0
400 mg/kg 10 0 0 0 0 1 2 7 009100 10 0 0 0 0 O 8 2 000 0 = 10 0 0 0

Significant difference * . P = 0.05 k . P = 0.01 Test of CHI SQUARE

(HeL101) BAIS 5



sTupy no. : URINALYSIS
ANIMAL : RAT F344/DuCr ICr | j[F344/DuCr j]
MEASURE. TIME : 1
SEX : MALE REPORT TYPE : C PAGE : 2
Group Name NO. of Occult blood Urobi |l inogen
Animals — = + 2+ 3+ CHI + + 2+ 3+ 4+ CHI

Control 10 10 0 0 0 O 10 0 0 0 O
25 mg/kg 10 10 0 0 0 O 10 0 0 0 O
100 mg/kg 10 10 0 0 0 O 10 0 0 0 O
400 mg/kg 10 10 0 0 0 O 10 0 0 0 O

Significant difference * . P = 0.05 *k . P = 0.01 Test of CHI SQUARE
(HcL101) BAIS 5



TABLE 16

URINALYSIS: FEMALE



sTupy No. : I URINALYSIS

ANIMAL : RAT F344/DuCr ICr | j[F344/DuCr j]
MEASURE. TIME : 1
SEX : FEMALE REPORT TYPE : C PAGE : 3
Group Name NO. of pH Protein Glucose Ketone body Bilirubin
Animals 50 6.0 6.5 7.0 7.5 8.0 8.5 CHI — &+ + 2+ 3+ 4+ CHI — &+ + 2+ 3+ 4+ CHI — & + 2+ 3+ 4+ CHI — + 2+ 3+ CHI

Control 10 0 0 0 0 0 5 5 154000 10 0 0 0 0O 10 0 0 0 0O 10 0 0 0
25 mg/kg 10 0 0 0 0 0 2 8 055000 10 0 0 0 0O 10 0 0 0 0 O 10 0 0 0
100 mg/kg 10 0 0 0 0 0 3 7 07 3000 10 0 0 0 0O 10 0 0 0 0 O 10 0 0 0
400 mg/kg 10 0 0 0 0 1 5 4 271000 10 0 0 0 0O 10 0 0 0 0O 10 0 0 0

Significant difference * . P = 0.05 k . P = 0.01 Test of CHI SQUARE

(HcL101) BAIS 5



sTupy no. : URINALYSIS
ANIMAL : RAT F344/DuCr ICr | j[F344/DuCr j]
MEASURE. TIME : 1
SEX : FEMALE REPORT TYPE : C PAGE : 4
Group Name NO. of Occult blood Urobi |l inogen
Animals — = + 2+ 3+ CHI + + 2+ 3+ 4+ CHI

Control 10 10 0 0 0 0 10 0 0 0 O
25 mg/kg 10 10 0 0 0 O 10 0 0 0 O
100 mg/kg 10 10 0 0 0 O 10 0 0 0 O
400 mg/kg 10 10 0 0 0 O 10 0 0 0 O

Significant difference * . P = 0.05 *k . P = 0.01 Test of CHI SQUARE
(HcL101) BAIS 5



TABLE 17

GROSS FINDINGS: MALE



stupy No. - GROSS FINDINGS (SUMMARY)

ANIMAL © RAT F344/DuCr ICr | j[F344/DuCr j] ALL ANIMALS (0- 14w)

REPORT TYPE : Al

SEX © MALE PAGE : 1
Group Name Control 25 mg/kg 100 mg/kg 400 mg/kg

Organ Findings NO. of Animals 10 (%) 10 (%) 10 (%) 10 (%)

subcutis mass 1 (10 0 (0 0 (0 0 (0

thymus red zone 0 (0 0 (0 0 (0 1 (10)

liver herniation 0 ( 0 1 (10) 0 (0 2 (20

(HPT080)

BAIS 5



TABLE 18

GROSS FINDINGS: FEMALE



STUDY NO. -l GROSS FINDINGS (SUMMARY)

ANIMAL © RAT F344/DuCr ICr | j[F344/DuCr j] ALL ANIMALS (0- 14w)

REPORT TYPE : Al

SEX . FEMALE PAGE : 2

Group Name Control 25 mg/kg 100 mg/kg 400 mg/kg

Organ Findings NO. of Animals 10 (%) 10 (%) 10 (%) 10 (%)

liver adhesion 0 ( 0 0 (0 1 (10) 0 (0
herniation 0 ( 0 2 (20 1 (10 0 (0

(HPT080)

BAIS 5



TABLE 19

ORGAN WEIGHT, ABSOLUTE: MALE



sTupy No. : I

ORGAN WEIGHT:ABSOLUTE (SUMMARY)

ANIMAL : RAT F344/DuCr ICr | j[F344/DuCr j] SURVIVAL ANIMALS ( 14W)
REPORT TYPE : Al
SEX : MALE
UNIT: ¢ PAGE : 1
Group Name NO. of Body Weight THYMUS ADRENALS TESTES HEART LUNGS
Animals

Control 10 302+ 11 0.239+ 0.038 0.049+ 0.003 3.095+ 0.112 0.955+ 0.037 0.965+ 0.053
25 mg/kg 10 300+ 11 0.228+ 0.032 0.050+ 0.005 3.111%=  0.166 0.911+ 0.052 0.953+ 0.036
100 mg/kg 10 299+ 13 0.228+ 0.021 0.053+ 0.008 3.072+ 0.090 0.914+ 0.036 0.951+  0.046
400 mg/kg 10 301+ 9 0.230+ 0.022 0.057+  0.006%* 3.139+ 0.107 0.922+  0.040 0.985+ 0.060

Significant difference ; * I P = 0.05 P =0.01 Test of Dunnett
(HCLO40) BAIS 5



sTupy No. : I

ORGAN WEIGHT:ABSOLUTE (SUMMARY)

ANIMAL : RAT F344/DuCr ICr | j[F344/DuCr j] SURVIVAL ANIMALS ( 14W)
REPORT TYPE : Al
SEX : MALE
UNIT: ¢ PAGE : 2
Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN SALIV GL PITUITRY
Animals

Control 10 1.810  0.090 0.549+ 0.026 7.186+= 0.489 1.971+  0.031 0.419+= 0.019 0.013= 0.001
25 mg/kg 10 1.876+ 0.076 0.560+ 0.026 7.221+  0.365 1.973+  0.039 0.423+ 0.020 0.014+  0.003
100 mg/kg 10 1.870+ 0.053 0.560+ 0.025 7.399+  0.296 1.958+  0.044 0.420+ 0.016 0.014+ 0.004
400 mg/kg 10 1.907+=  0.091 0.567+ 0.028 8.084+  0.395%¢ 1.970+ 0.034 0.442+ 0.025 0.014+ 0.003

Significant difference ; * I P = 0.05 ** . P = 0.01 Test of Dunnett
(HCLO40) BAIS 5



sTupy No. : I

ORGAN WEIGHT:ABSOLUTE (SUMMARY)

ANIMAL : RAT F344/DuCr ICr | j[F344/DuCr j] SURVIVAL ANIMALS ( 14W)
REPORT TYPE : Al
SEX : MALE
UNIT: ¢ PAGE : 3
Group Name NO. of THYROID PROS : VEN SEMI VES
Animals

Control 10 0.031+= 0.005 0.407+ 0.089 0.871= 0.104
25 mg/kg 10 0.032+ 0.005 0.386+ 0.082 0.874+ 0.082
100 mg/kg 10 0.032+ 0.004 0.407+ 0.080 0.871+ 0.147
400 mg/kg 10 0.029+ 0.008 0.416+ 0.108 0.912+ 0.165

Significant difference ; * I P = 0.05 ** . P = 0.01 Test of Dunnett
(HCLO40) BAIS 5



TABLE 20

ORGAN WEIGHT, ABSOLUTE: FEMALE



sTupy No. : I

ORGAN WEIGHT:ABSOLUTE (SUMMARY)

ANIMAL : RAT F344/DuCr ICr | j[F344/DuCr j] SURVIVAL ANIMALS ( 14W)
REPORT TYPE : Al
SEX : FEMALE
UNIT: g PAGE : 4
Group Name NO. of Body Weight THYMUS ADRENALS OVARIES HEART LUNGS
Animals

Control 10 167+ 6 0.186+ 0.012 0.044+ 0.003 0.088+  0.006 0.561+ 0.024 0.675+ 0.025
25 mg/kg 10 168 + 6 0.182+ 0.010 0.045+ 0.004 0.092+  0.009 0.581+ 0.030 0.700+  0.040
100 mg/kg 10 168+ 5 0.178+ 0.018 0.045+ 0.003 0.092+ 0.012 0.559+ 0.033 0.689+ 0.037
400 mg/kg 10 165+ 7 0.175+ 0.015 0.048+ 0.006 0.092+ 0.013 0.584+  0.040 0.695+ 0.037

Significant difference : * I P = 0.05 x . P = 0.01 Test of Dunnett
(HCLO40) BAIS 5



sTupy No. : I

ORGAN WEIGHT:ABSOLUTE (SUMMARY)

ANIMAL : RAT F344/DuCr ICr | j[F344/DuCr j] SURVIVAL ANIMALS ( 14W)
REPORT TYPE : Al
SEX : FEMALE
UNIT: ¢ PAGE : 5
Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN SALIV GL UTERUS
Animals

Control 10 1.094+=  0.065 0.378+= 0.013 3.743= 0.119 1.7711+  0.025 0.297+ 0.015 0.421+ 0.146
25 mg/kg 10 1.128+= 0.056 0.371+= 0.032 3.918+  0.238% 1.780+ 0.026 0.303+ 0.012 0.395+ 0.117
100 mg/kg 10 1.156+=  0.066 0.385+ 0.021 3.968+  0.205% 1.784+  0.031 0.302+ 0.018 0.421+ 0.145
400 mg/kg 10 1.174+=  0.077 0.371+= 0.023 4.374+  0.360%¢ 1.779+= 0.032 0.311+= 0.018 0.495+ 0.339

Significant difference ; * I P = 0.05 ** . P = 0.01 Test of Dunnett
(HCLO40) BAIS 5



sTupy No. : I
ANIMAL © RAT F344/DuCr ICr | j[F344/DuCr j]
REPORT TYPE : Al

ORGAN WEIGHT:ABSOLUTE (SUMMARY)

SURVIVAL ANIMALS ( 14W)

SEX : FEMALE
UNIT: ¢ PAGE : 6
Group Name NO. of PITUITRY THYROID
Animals

Control 10 0.018+= 0.004 0.032+  0.007
25 mg/kg 10 0.018+=  0.005 0.028+ 0.008
100 mg/kg 10 0.018+=  0.002 0.031+= 0.008
400 mg/kg 10 0.020+  0.004 0.026+ 0.005

Significant difference ; * I P = 0.05 *x . P = 0.01 Test of Dunnett
(HCLO40) BAIS 5



TABLE 21

ORGAN WEIGHT, RELATIVE: MALE



sTupy No. : I

ORGAN WEIGHT:RELATIVE (SUMMARY)

ANIMAL : RAT F344/DuCr ICr | j[F344/DuCr j] SURVIVAL ANIMALS ( 14W)
REPORT TYPE : Al
SEX : MALE
UNIT: % PAGE : 1
Group Name NO. of Body Weight THYMUS ADRENALS TESTES HEART LUNGS
Animals (g)

Control 10 302+ 11 0.079+ 0.012 0.016=+ 0.001 1.028=+ 0.047 0.317+ 0.016 0.320+ 0.014
25 mg/kg 10 300+ 11 0.076+ 0.010 0.017=+ 0.001 1.037+ 0.035 0.304+ 0.012 0.318+ 0.010
100 mg/kg 10 299+ 13 0.076+ 0.007 0.018+ 0.003 1.028+ 0. 050 0.306+ 0.015 0.318+ 0.016
400 mg/kg 10 301+ 9 0.077+ 0.008 0.019+ 0. 002xx* 1.043+ 0.037 0.307+ 0.010 0.327+ 0.014

Significant difference ; * I P = 0.05 P =0.01 Test of Dunnett
(HCLO42) BAIS 5



sTupy No. : I ORGAN WEIGHT:RELATIVE (SUMMARY)

ANIMAL : RAT F344/DuCr ICr | j[F344/DuCr j] SURVIVAL ANIMALS ( 14W)

REPORT TYPE : Al

SEX : MALE

UNIT: % PAGE : 2

Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN SALIV GL PITUITRY

Animals

Control 10 0.601=+ 0.027 0.182=+ 0.006 2.382+ 0.096 0. 654+ 0.022 0.139=+ 0.005 0.004=+ 0.000

25 mg/kg 10 0.626+ 0.022 0.187+ 0.007 2.407+ 0.066 0.659+ 0.030 0. 141+ 0.007 0.005+ 0.001

100 mg/kg 10 0.626+ 0.029 0.187+ 0.008 2.473+ 0.082x% 0.655+ 0.025 0. 140+ 0.006 0.005+ 0.001

400 mg/kg 10 0.634+ 0.024% 0.189+ 0.009 2.685+ 0.079%* 0.655+ 0.017 0.147+ 0.008 0.004=+ 0.001
Significant difference ; * I P = 0.05 *»* . P = 0.01 Test of Dunnett

(HCLO42) BAIS 5



STUDY NO.

© RAT F344/DuCr ICr | j[F344/DuCr j]

ORGAN WEIGHT:RELATIVE (SUMMARY)

ANIMAL SURVIVAL ANIMALS ( 14W)
REPORT TYPE : Al
SEX : MALE
UNIT: % PAGE : 3
Group Name NO. of THYROID PROS: VEN SEMI VES
Animals

Control 10 0.011=+ 0.001 0.135+ 0.028 0.289+ 0.033
25 mg/kg 10 0.011+ 0.002 0.129+ 0.029 0.292+ 0.027
100 mg/kg 10 0.011+ 0.001 0.136+ 0.025 0.291+ 0.045
400 mg/kg 10 0.010+ 0.003 0.138+ 0.034 0.302+ 0.051

Significant difference P =0.05 *»* . P = 0.01 Test of Dunnett
(HCLO42) BAIS 5



TABLE 22

ORGAN WEIGHT, RELATIVE: FEMALE



sTupy No. : I ORGAN WEIGHT:RELATIVE (SUMMARY)

ANIMAL : RAT F344/DuCr ICr | j[F344/DuCr j] SURVIVAL ANIMALS ( 14W)
REPORT TYPE : Al
SEX : FEMALE
UNIT: % PAGE : 4
Group Name NO. of Body Weight THYMUS ADRENALS OVARIES HEART LUNGS
Animals (g)

Control 10 167+ 0.112+ 0.007 0.027=+ 0.002 0.053+ 0.004 0.336+ 0.018 0.405+ 0.022
25 mg/kg 10 168+ 0. 108+ 0.005 0.026+ 0.003 0.055+ 0.006 0.345+ 0.012 0.416+ 0.020
100 mg/kg 10 168+ 0.106+ 0.010 0.027=+ 0.002 0.055+ 0.007 0.333+ 0.018 0.410+ 0.014
400 mg/kg 10 165+ 0.106+ 0.007 0.029+ 0.003 0.056=+ 0.008 0. 354+ 0.020 0.421+ 0.016

Significant difference P =0.05 P =0.01 Test of Dunnett
(HCLO42) BAIS 5



sTupy No. : I

ORGAN WEIGHT:RELATIVE (SUMMARY)

ANIMAL : RAT F344/DuCr ICr | j[F344/DuCr j] SURVIVAL ANIMALS ( 14W)
REPORT TYPE : Al
SEX : FEMALE
UNIT: % PAGE : 5
Group Name NO. of KIDNEYS SPLEEN LIVER BRAIN SALIV GL UTERUS
Animals

Control 10 0.656+ 0.034 0.227+ 0.011 2.242=+ 0.065 1.062+ 0.044 0.178=+ 0.009 0.253+ 0.088
25 mg/kg 10 0.671+ 0.033 0.220+ 0.019 2.328+ 0.124 1.059+ 0.034 0.180+ 0.011 0.234+ 0.065
100 mg/kg 10 0.689+ 0.040 0.230+ 0.011 2.365=+ 0.105 1.064+ 0.029 0.180+ 0.010 0.252+ 0.094
400 mg/kg 10 0.712+ 0. 035%x* 0.225+ 0.013 2.651+ 0. 162%* 1.080+ 0.036 0.189+ 0.010 0.301+ 0.209

Significant difference ; * I P = 0.05 *»* . P = 0.01 Test of Dunnett
(HCLO42) BAIS 5



sTupy No. : I
ANIMAL © RAT F344/DuCr ICr | j[F344/DuCr j]
REPORT TYPE : Al

ORGAN WEIGHT:RELATIVE (SUMMARY)

SURVIVAL ANIMALS ( 14W)

SEX : FEMALE
UNIT: % PAGE : 6
Group Name NO. of PITUITRY THYROID
Animals

Control 10 0.011=+ 0.002 0.019=+ 0.004
25 mg/kg 10 0.011+ 0.003 0.017+ 0.004
100 mg/kg 10 0.011+ 0.001 0.019+ 0.005
400 mg/kg 10 0.012+ 0.003 0.016+ 0.003

Significant difference ; * I P = 0.05 *»* . P = 0.01 Test of Dunnett
(HCLO42) BAIS 5



TABLE 23

HISTOPATHOLOGICAL FINDINGS: MALE



stupy No. - HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL © RAT F344/DuCr ICr | j[F344/DuCr j] ALL ANIMALS (0- 14w)
REPORT TYPE : Al
SEX . MALE PAGE : 1
Group Name Control 25 mg/kg 100 mg/kg 400 mg/kg
No. of Animals on Study 10 10 10 10
Grade 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+
Organ Findings W G W W ® G W O» W G G W W G W

{Respiratory system}

nasal cavit <10> <10> <10> <10>
eosinophilic change:respiratory epithelium 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(100 C 00 C 00 C O (0 Co0o 0o o0 o Co o (0o (0 0 o0 (o0

lung <10> <10> <10> <10>
bronchiolar-alveolar cell hyperplasia 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
(0 Co (0o (0 o Co 0o o0 (0 100 0 (0 0 0 o0 (o0

{Hematopoietic system}

thymus <10> <10> <10> <10>
hemor rhage 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o Co (0 (o0 (0 C0o (o0 o0 (o Co o (0 (100 ¢ 00 C 00 C 0)

[Circulatory system}

heart <10> <10> <10> <10>
inflammatory cell nest 0 0 0 0 2 0 0 0 0 0 0 0 2 0 0 0
(0O Co (0 (0 (200 C 0) C 0) C O (o Co o (o0 (200 ¢ 00 C 00 C 0

{Digestive system}

liver <10> <10> <10> <10>

herniation 0 0 0 0 1 0 0 0 0 0 0 0 2 0 0 0
(0 Co (0 (o0 (100 ¢ 0) C 0) C 0 (o Co o (o0 (200 ( 00 C 0) C 0
Grade 1+ : Slight 2+ : Moderate 3+ : Marked 4+ : Severe
<a> a . Number of animals examined at the site
b b : Number of animals with lesion
(c) ¢ :b/ax100
Significant difference ; * P = 0.05 *»* . P = 0.01 Test of Chi Square

(HPT150) BAISS



stupy No. -

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL © RAT F344/DuCr ICr | j[F344/DuCr j] ALL ANIMALS (0- 14w)
REPORT TYPE : Al
SEX © MALE PAGE :
Group Name Control 25 mg/kg 100 mg/kg 400 mg/kg
No. of Animals on Study 10 10 10 10
Grade 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+
Organ Findings % % % %) %) % %) % % % %) % % (%) % %)
{Digestive system}
liver <10> <10> <10> <10>
necrosis:focal 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(100 C 00 C 0 0) (0 0 (0 0) (0 Co (o0 0 (0 0 o0 (o0
{Urinary system}
kidney <10> <10> <10> <10>
eosinophilic body 10 0 0 0 10 0 0 0 10 0 0 0 0 10 0 0 %
(1000 ( 00 C O 0) (100) 0 ¢ 0 0) (100) ¢ 00 ( 0 0 (0 (1000 ¢ 0) C 0)
regeneration:proximal tubule 0 0 0 0 0 0 0 0 0 0 0 0 10 0 0 0 %k
(oo o 0) (0 0 ( 0 0) (0 o (o0 0) (100) ¢ 00 C 0 ( 0)
granular cast formation 0 0 0 0 0 0 0 0 0 0 0 0 3 0 0 0
(0o (0 0) (0 0 ( 0 0) (0 o (o0 0) (300 ¢ 00 C 00 C 0
{Reproductive system}
testis <10> <10> <10> <10>
tubular atrophy 1 0 0 0 1 0 0 0 0 0 0 0 2 0 0 0
(100 ( 00 C 0 0) ( 10) 0 ( 0 0) (0 o (o0 0) (200 C 00 C 00 C 0
Grade 1+ : Slight 2+ : Moderate 3+ : Marked 4+ : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(¢) ¢ :b/ax100
Significant difference ; * P = 0.05 *»* . P = 0.01 Test of Chi Square
(HPT150) BAIS5



stupy No. -

ANIMAL : RAT F344/DuCr ICr | j [F344/DuCr j]

REPORT TYPE : Al
SEX © MALE

HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ALL ANIMALS (0- 14W)

PAGE : 3
Group Name Control 25 mg/kg 100 mg/kg 400 mg/kg
No. of Animals on Study 10 10 10 10
Grade 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+
Organ Findings % % % %) %) % %) ) %) % %) % % (%) % %)
{Reproductive system}
prostate <10> <10> <10> <10>
inflammation 0 0 0 0 1 0 0 0 1 0 0 0 2 0 0 0
(o Co 0o o0 (100 ¢ 0) C 00 C 0) (100 ¢ 00 C 0) C O (200 ¢ 00 C 00 C 0
prep/cli gl <10> <10> <10> <10>
hyperplasia 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
(0 (100 C 00O (0 Co0o 0 o0 o Co o (o0 0 0 o0 (o0
Grade 1+ : Slight : Moderate 3+ : Marked 4+ : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(¢) ¢ :b/ax100
Significant difference ; * I P = 0.05 ** . P = 0.01 Test of Chi Square

(HPT150)

BAIS5



TABLE 24

HISTOPATHOLOGICAL FINDINGS: FEMALE



STUDY NO. -l HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL © RAT F344/DuCr ICr | j[F344/DuCr j] ALL ANIMALS (0- 14w)
REPORT TYPE : Al
SEX . FEMALE PAGE : 4
Group Name Control 25 mg/kg 100 mg/kg 400 mg/kg
No. of Animals on Study 10 10 10 10
Grade 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+
Organ Findings % % % %) %) % %) % % % %) % % (%) % %)
{Hematopoietic system}
bone marrow <10> <10> <10> <10>
granulation 0 1 0 0 1 0 0 0 0 0 0 0 0 0 0 0
(0 (100 ¢ 0 0) ( 10) 0 (0 0) oo o0 0) 0 0 o0 (o0
Iymph node <10> <10> <10> <10>
granulation 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(o0 o (o0 0) (0 0 (0 0) (GG ) B Q)] 0 (100 ¢ 00 C 00 C 0)
{Digestive system}
liver <10> <10> <10> <10>
herniation 1 0 0 0 2 0 0 0 1 0 0 0 0 0 0 0
(100 ( 00 C 0 0) ( 20) 0 ( 0 0) (100 (00 C 0 0) 0 0o o0 (o0
necrosis:focal 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(0o (0 0) (0 0 ( 0 0) (100 ¢ 00 ( 0 0) 0 0o o0 (o0
{Urinary system}
kidney <10> <10> <10> <10>
mineralization:cortico-medul lary junction 3 0 0 0 2 0 0 0 2 0 0 0 1 0 0 0
(300 C 0 C O) (O (200 C 0) C 0) C 0O (200 C O C O) C O (100 ¢ 00 C 00 C 0)
Grade 1+ : Slight 2+ : Moderate 3+ : Marked 4+ : Severe
<a> a . Number of animals examined at the site
b b : Number of animals with lesion
(¢) ¢ :b/ax100
Significant difference ; * P = 0.05 ** . P = 0.01 Test of Chi Square
(HPT150) BAIS5



stupy No. -

HISTOPATHOLOGICAL FINDINGS :

NON-NEOPLASTIC LESIONS (SUMMARY)

ANIMAL © RAT F344/DuCr ICr | j[F344/DuCr j] ALL ANIMALS (0- 14wW)
REPORT TYPE : Al
SEX . FEMALE PAGE : 5
Group Name Control 25 mg/kg 100 mg/kg 400 mg/kg
No. of Animals on Study 10 10 10 10
Grade 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+
Organ Findings % % % %) %) % %) % % % %) % % (%) % %)
{Urinary system}
kidney <10> <10> <10> <10>
mineralization:papilla 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(GG ) B Q)] 0) (0 0 (0 0) (GG ) B Q)] 0 (100 ¢ 00 C 00 C 0)
{Endocrine system}
pituitary <10> <10> <10> <10>
Rathke pouch 0 0 0 0 1 0 0 0 2 0 0 0 1 0 0 0
(G )G )R Q)] 0) (10) 0 C 0 0) (200 C O C O 0 (100 ¢ 00 C 00 C 0)
thyroid <10> <10> <10> <10>
ultimobranchial body remanet 0 0 0 0 2 0 0 0 1 0 0 0 0 0 0 0
(0o (o 0) ( 20) 0 ( 0 0) (100 (00 C 0 0) 0 0o o0 (o0
{Reproductive system}
uterus <10> <10> <10> <10>
cystic endometrial hyperplasia 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
(0o o0 0) (0 0 (0 0) (GO B G ) BG0)] 0) (100 ¢ 00 C 00 C 0)
{Special sense organs/appendage}
Harder gl <10> <10> <10> <10>
granulation 1 0 0 0 1 0 0 0 1 0 0 0 1 0 0 0
(100 C 00 C 0) C O (100 ¢ 0) C 00 C 0 (100 C 00 C 0) ( O (100 ¢ 00 C 00 ( 0)
Grade 1+ : Slight 2+ : Moderate 3+ : Marked 4+ : Severe
<a> a . Number of animals examined at the site
b b : Number of animals with lesion
(c) c:b/ax*100

Significant difference ; * P = 0.05 *»* . P = 0.01 Test of Chi Square

(HPT150) BAISS



STUDY NO. -l HISTOPATHOLOGICAL FINDINGS :NON-NEOPLASTIC LESIONS (SUMMARY)
ANIMAL © RAT F344/DuCr ICr | j[F344/DuCr j] ALL ANIMALS (0- 14w)
REPORT TYPE : Al
SEX . FEMALE PAGE : 6
Group Name Control 25 mg/kg 100 mg/kg 400 mg/kg
No. of Animals on Study 10 10 10 10
Grade 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+ 1+ 2+ 3+ 4+
Organ Findings W G W W ® G W O» ® G W O W G W
{Body cavities}
per itoneum <10> <10> <10> <10>
inflammation 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
(o Co 0o o0 (0 Co 0o o0 (100 ¢ 00 C 0) C O (0 o0 0o (o0
Grade 1+ © Slight 2+ © Moderate 3+ : Marked 4+ : Severe
<a> a : Number of animals examined at the site
b b : Number of animals with lesion
(¢) ¢c:b/ax100
Significant difference ; * . P = 0.05 * I P = 0.01 Test of Chi Square
(HPT150)

BAIS5
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(Study No. -)

FIGURES

FIGURE 1 BODY WEIGHT CHANGES : MALE
FIGURE 2 BODY WEIGHT CHANGES : FEMALE
FIGURE 3 FOOD CONSUMPTION CHANGES : MALE

FIGURE 4 FOOD CONSUMPTION CHANGES : FEMALE



(St 1dy No. -)

FIGURE 1 30DY WEIGHT CHA IGES : MALE

FIGURE 2 BODY WEIGHT CHANGES : FEMALE



(St 1dy No. -)

FIGURE 3 FOOD CONSUMPTION CHANGES : MALE

FIGURE 4 FOOD CONSUMPTION CHANGES : FEMALE

#%Study Week-Day (measurement period)
2-1 (Day 1-8), 3-1 (Day 8-15), 4-1 (Day 15-22), 5-1 (Day 22-29), 6-1 (Day 29-3 ),
7-1 (Day 36-43), 8-1 (Day 43-50), 9-1 (Jay 50-57), 10-1 (Day 57-64), 11-1 (Day 64-71),
12-1 (Day 71-78) 13-1 (Day 78-85), 13-7 (Day 85-91)





