3a,4,7,7a-TF7t N - 1HAYT YD T v MTBIT 3
REXRGEN - FTEREESHEHSHR
RRHEE

MR Lam T MR




SR—-9537

| R
R
£ - HBES
............... 6
33 R LR R R PP PR PP PP PP PR PPPPPI 7
# R T T 9
BRSO EE e v et s et i e 9
ﬁi ﬁ ....................................................... 20
= B ettt iieeieeiieeatee i, 25
B OE I BRecceecere ettt it 28
FAGUIES # # # =@+ v o s s s e s e e aa e et e el
1. Body weight changes of male rats dosed orally with THI in the combined repeat dose
and reproductive/developmental toxicity screening test (SR-9537)
2. Food consumption of male rats dosed orally with THI m the combined repeat dose

and reproductive/developmental toxicity screening test (SR-9537)

. Body weight changes before gestation period of female rats dosed orally with THI in

the combined repeat dose and reproductive/developmentai toxicity screening test
(SR-9537) '

. Body weight changes during gestation period of female rats dosed orally with THI in

the combined repeat dose and reproductive/developmental toxicity screening test
{SR-9537)

. Body weight changes during lactation period of female rats dosed orally with THI in

the combined repeat dose and reproductive/developmental toxicity screening test

(SR-9537)

. Food consumption before gestation period of female rats dosed orally with THI in the

combined repeat dose and reproductive/developmental toxicity screening test

(SR-9537)

. Food consumption during gestation period of female rats dosed orally with THI in the

combined repeat dose and reproductive/developmental toxicity screening test

(SR-9537)



8.

Tables
1.

10.

1.

12.

13.

SR—9537

Food consumption during lactation period of female rats dosed orally with THI i the
combined repeat dose and reproductive/developmental toxicity screening test

(SR-9537)

. Body weight changes of pups in the combined repeat dose and reproductive/

developmental toxicity screening test of THI in rats (SR-9537)

Experimental design for the combined repeat dose and reproductive/developmental

toxicity screemng test of THI in rats (SR-9537)

. General appearance of male rats dosed oraily with THI in the combined repeat dose

and reproductive/developmental toxicity screening test (SR-9537)

. Body weight changes of male rats dosed oralty with THI in the combined repeat dose

and reproductive/developmental toxicity screening test (SR-9537)

. Food consumption of male rats dosed orally with THI in the combined repeat dose
and reproductive/developmental toxicity screening test (SR-9537)-

. Urinary findings of male rats dosed orally with THI in the combined repeat dose and

reproductive/developmental toxicity screemng test (SR-9537)

. Hematological findings of male rats dosed orally with THI in the combined repeat

dose and reproductive/developmental toxicity screening test (SR-9537)

. Biochemical findings of male rats dosed orally with THI in the combined repeat dose

and reproductive/developmental toxicity screening test (SR-9537)

. Absolute and relative organ weights of male rats dosed orally with THI in the

combined repeat dose and reproductive/developmental toxicity screening test
(SR-9537)

. Gross pathological findings of male rats dosed orally with THI in the combincd repeat

dose and reproductive/developmental toxicity screemng test (SR-9537)
Histopathological findings of male rats dosed orally with THI in the combined repeat
dose and reproductive/developmental toxicity screerung test (SR-9537)

General appearance of female rats dosed orally with THI in the combined repeat dose
and reproductive/developmental toxicity screening test (SR-9537)

Body weight changes before gestation period of female rats dosed orally with THI in
the combined repeat dose and reproductive/developmental toxicity screening test
{SR-9537)

Body weight changes during gestation period of female rats dosed orally with THI in
the combined repeat dose and reproductive/developmental toxicity screening test

(SR-9537)



14.

15.

16.

17.

18.

15.

20.

21.

22.

23.

24.

25.

26.

27.

SR—9537

Body weight changes during lactation period of female rats dosed orally with THI in
the combined repeat dose and reproductive/developmental toxicity screening test
(SR-9537)

Food consumption before gestation period of female rats dosed orally with THI in the
combined repeat dose and reproductive/developmental toxicity screening test
(SR-9537)

Food consumption during gestation period of female rats dosed orally with THI in the
combined repeat dose and reproductive/developmental toxicity screening test
(SR-9537)

Food consumption during lactation period of female rats dosed orally with THI in the
combined repeat dose and reproductive/developmental toxicity screening test
(SR-9537)

Absolute and relative organ weights of female rats dosed orally with THI in the
combined repeat dose and reproductive/developmental toxicity screening test
(SR-9537) | |

Gross pathological findings of female rats dosed orally with THI in the combined
repeat dose and reproductive/developmental toxicity screening test (SR-9537)
Histopathological findings of female rats dosed orally with THI in the combined
repeat dose and reproductive/developmental toxicity screening test (SR-9537)
Influence of THI on reproductive ability of rats in the combined repeat dose and
reproductive/developmental toxicity screening test (SR-9537)

Influence of THI on delivery and maternal behavior in the combined repeat dose and
reproductive/developmental toxicity screening test in rats (SR-9537)

Gross pathological findings of dead pups at birth in the combined repeat dose and
reproductive/developmental toxicity screening test in rats (SR-9537)

Influence of THI on viability of pups in the combined repeat dose and reproductive/
developmental toxicity screening test in rats (SR-9537)

General appearance of pups dosed orally with THI in the combined repeat dose and
reproductive/developmental toxicity screening test in rats (SR-9537)

Body weight changes of pups in the combined repeat dose and reproductive/
developmental toxicity screening test of THI in rats (SR-9537)

Gross pathological findings of pups which were dead after birth or killed on day 4 of
lactation m the combined repeat dose and reproductive/developmental toxicity
screening test of THI in rats (SR-9537)

Photographs ........................................................... ﬁg\ﬁ-



28

SR—-9537

3a,4,7,7a-T bt e-lHAVT YD 7 v MBI IREBERGHHE - £
AN EHR

SR—9537



SR—9537

C N 5

3a,4,7.7a-7 b7t} u-1H-{¥7Y (CAS No.3048-65-5) @ 67, 200 3 £ ¥ 600mg/ke/day
BHEZ v M UCIIAREAT, RECHIMR K OB O 46 BRI #T > Mozt L
TIEARERAT, KBRS S UMERAM, 26 M ES A X TOMM. RoksL | #
HE ~OREREC L DB, HBEBHOERE L CREROREIZRITTREIC
DVWTRERGEN - ABEEBHHEHRREZERL. UTOMRLARLNE,

1. B ORERS BT
(1) BB 28

DEREBAMIBH IS 200 B X U 600 me/kg BETRH S iz,

)MFEFEOORE Tk, FMEREE, ~~ 2V v MEBXOREREOEREDORD
23 600 mg/kg BE TR b Tz,

SMREEE T, JFROEEOEMEAR I X UFEEZLOBMD 600 mg/kg B
T, EAOBBOEEOEMNEMBE L OCEEEELOEML 67 mg/kg BET,
EADOBBOERR L UCHEREEERLOBNA 200 3L 600 mgkeg B THRD &
N,

AYREMEERORE Tk, RSB E O/ NEDOEFFHIRIE RS 600 me/kg BT,
%‘ﬂﬁi:ﬁ&*@ﬁ%ﬂ%i&@ﬁiﬁ 200 33 £ % 600 mg/kg TRD b7z,

SHFBE, MEEFHREBLTARTIE, 5L 38 BIRD N2k,

(2) HEEghmizx4sHE

DEEEMIMHIA 200 3 & T 600 mg/kg B TRO b7z,

NBRBEETH., FEOEEOEMERMS L OFEEELOEMND 200 mg/ke #
T, fFBOEER LOREERLOBMS 600 mghke BT, EAOBROER
BIOHEEEELOBMN 600 mgke BETRD O,

QYRBFHRE T HIRICEBEO/NER OEFMERKRD 600 mgke B TR
Hoiic,

- Bk, #® 67 mgkg/day U EOBOFWMOERLS L CGEEELOBEM (EMME
FZ&Te) . #D 200 mgkeg/day LU EDOBO EEBINME 2 5 IO ERL L U
REERLOEM (8MER &ﬁm Mo, ARBRITEIT S 3a,4,7,7a-7ht N p-1H-{
FUDRERSICE AEFER (NOEL) (X T 67 mg/ke/day Kiti. ##T 67 mg/ke/day
¥ L=,
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2. AMB4EEME
(1) HEEMhICR T HHE
BHIZL2EBIIRO L 2bo T,
(2) MBI T 2HE
LR EHORRE L OO BRBECIL. EREMOER. 26 CNTEEHEEHER &
VERE DR 3 600 mg/ke BETRD Lz,
DEERE], £TREREL LUHEITEITIL, BRECIZ3EEIRO LN oTz,
(3) wRIZxtT &
DR £k L CHERRFEF REOBA S 600 mghg B THRD BN,
DFAEROEGME, —RREBHE, KERBLICHRTE, RECL &
RO Lol

uixm@%®iﬁﬁmﬁ?6%@msmmmgﬁf%%behf\—ﬁ\mo
mg/kg BEOMEEM) CIFIREFRB OB 2 b I ENICER T2 L ZE X L5 BEKED
Bk L OUTIREIMI OER A, RiHRIZx L Tid 600 me/kg 8 THER S JOMWME
ERBATREOBOBED oI LG, KRABRIZET 5 32,4,7,7a-7 7t n-1H-
A5 v DB O ARIZH T SR (NOEL) & 600 mgkg/day. #EMIE X UK
HfIC T B EREE (NOEL) 1 200 mg/kg/day & HiBF L 7=,
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b1

il

OECD BEFtEME O LK LEAREEND—RE LT, 3a4,7,7a-71 7t} o-1H-{v57 v

(CAS No3048-65-5) ZMEHET v MCRORKERS L. MEDH~DORERSIZLS
B HEIMOARBIURIHEROBEIRIITHELRE T I2EDERERSSE
% - AEREBEFERREEK L,

ARE T TOECD ERABRFIEEC (81) 30 FARR2 ) V. RBRFEIT
OECD 7 A MHA K74 BXU OECD RV A FZ A (Combined Repeat Dose

and Reproduction,” Developmental Toxicity Screening test) (Z¥E#L L 7=,

HEEB LU

1. #BHE
WERWE X, 32,4.7,7a-7h7t} 0-1H-1v7" 7 (3a,4,7,7a-Tetrahydro-1H-indene, LA
THI & BS3 . CAS No.3048-65-5. Lot &5 : i
B :99.0%) T, RREDHDIBEFRARETH S, FRYEIIELIEFRCA
n, WEERN ((1~11°C) ZHRF L (Appendix 1~3) , 2B, BERTHROKER
MEDREHEZMEEE L ON L. BREHMPOEBRBEOLZEEIER I
(Appendix 4) .
2. BREBORE
HB|EIT, ARBROAERERR (SR-9336, 14 BMREHRSHAR) OfE%22
ZIIRE LIz, FAEZXERABR T, 100, 300 B X 1000 mgkg/day % #EHES 5 i
WS L7z, 1000 mgkg HTRBIZK DEZBINHESHD 1HcH L. iR
DHETIIEBZRFALED. IA5DIRITHHEAF, H S F2MIC. FRERI IR
&3H. BREBOBAIHES B, # 1 FICH LN, FERMIHE. BEROEME,
RO EER I OREERLOEMN, FRORKBELIH 2z, aTEREOIRE
D3 3 FITERD b, 300 mg/kg BEORETIIFIROER B K OMEEEREH OM,
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100 mgkg BETIIEHIIFEO b o7z, LiadioT, ARBRTIIRSHMNAH
BREFBROW MBI hb, GREE. HLILERBRESLAON AR
& LT, 1000 mg/kg £ & 300 me/kg BEOITITHILFETH D 600 mgkg/day & L7z,
PAF, A3 THAE 200 mgkeg/day 38 & zﬂ{f_ﬁﬁﬁs 67 mgfkg/day ZERE L, X 5H(C
ﬁ%fdifhéﬁu THERETDBEERRT. FH4BE L (Table 1) . B
IR MRS 12188 L7,
3. HBMEORESIE

BHEHEERTEL, 134, ABXC 12 wv% ERB L5212V 7l (AAER
75 : Lot No.509003. 505025, 510022, 511014, 508014, ¥ 7 N BB D4 )
WCEREL. AR LU, MEEARERELSTE -t VARBOGERE TO
7T A%DGWEER L (Appendix 5) . TORFBEPSREED 7 B MIORESEI
Ranered, MBEBRET 7 BMIZ 1B EE L, REIZAVWDSE TEXRERSR
AN, MEERN Q~8C) IZEFLE, FREO THI HEEEIREORE TS
D, OB —THLIZEBMAEARKER SN E Z—IZ LV @RINE
(Appendix 3)

4. ABagy

A% 8BED Cy:CD (SD) %® SPF 7w ~ (#Hf : 5500, KEHE 256~296 g,
# - 55 DT, {KEHE 172~201 g) ZRAAF ¥y — 2 - UAS—HKASHLLZTA
h. IS BEIOBULERET 21T -7, REWCICHHEIM S, —MREREL 1A 1
B, REMELHMPIEERL., IBRL2EFL T L EBHERRICA V-,
DWTHE, 10 BEOERBBRE L ¢TIV, HAMICREORED bhizv g
Rz,

- 10 -
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5. RERELRMF

Eipid., NY T IRT LARATERE 233 C, BE RHS5+10%, #EEE 10
~15 Bl /F5fEld K O RREARER] 12 BFRE] (FRT 8BS B A 8FFE TRAT) ITRES
NEFEE 303 BRRXBWT, 777 v FREREEMK — (260W X380D X
180Hmm) *FAWTERE Lz, X, i 17 B L&BERO DY I KRS A
KE (RUA T L—7, BEF¥—AZ - U R—HKFAEH) 2BOERAF L X
WM EGERA L, — % ) OREIEK, BRI 2 I, BT
10T, REHITMES 10T, HREAMPIT 1 B8, MEHRPIRLIEE L, &7
— U OXHIT 2B 1 BOHE TIT o 7,

FAEERNOERBIUCKROFERBZFIT LB 1EfT o2, 28, WHBITIEERY
BE (P77 v 7R, YIOANURERASH) BLUOa vRBHEE (FA¥vTFo.
FRFETEKRXRE) 2 1 EMBEMN CTRAEICER L,

fREHIERETE (CRF-1. 2V = ¥ VBB TEKRXAH) 22 BEGHSE A
WT, BRERKIEAGEAR (FLIRTZKEAK) % BEHGKEE D 5V TGRS (DR
ERFOBAKEBRIER) AT, TRENBERICERS Y, HEROZHRIT2HE
IZ1E, BEEKEEOKKE IR 1 BIOHFEE TERL -,

fEtO S L UOBEITMAEA B FRERTITE ¥ — (Appendix 6. 7) B &
VY T ZABER T EALH (Appendix 8. 9) TEML. BABMBICONT
U SOP OFFMEANTH D Z LR Lz, HEKDKERERAAREGEKRR
%t (Appendix 10) TEM L. Xt SOP OKEEEOFHHENTH S Z & 2HAE L,
6. BT X OB

BES T2 15 BiZ, BlME 14 BOGEEL S L IZFHOEENH—ITR2D LD
IR ENE L EEARMBEEZHOCTUT 27,

P OFHINL, T ANBRIHEE Y 2V PV ERWTREIC S — URERIE 1T
W, BoURICARRVEMESO L LHT BEERD) 26 HIC. TN (fErkE
) EEFIZRALTT o=, HERIZOWTEME 7 = v XU EFRAWTEEIZ
T NBRET oMz, TR R EST Lt — FIZRBRES, AR
HRloamEsaATL L TERLE,

- 11 -
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7. &’5HE

BEREE, #HBRYESAFIRONICRESNSITEELH 2 L0, &0
5L Uiz, BEEEY 72RO THHBINCERICT - 7,

BRI, HIZOWTIIRRECAT 14 AR, ECHIfRIR K OKRECHE D EF 46 AR,
HELZ DWW TIEARRECAT 14 ARMB X URRBKI R TORAEMME. & IR EIE
RGBS LU E 3 B X ToMME L,

BERFANL., FRTORED LI 1RO & L1,

BEFBIIAEL kg 7295 m &L THREBIZELIVACHEL ~EEIC
ESVWTHEBN LA, 2B, FEMNTYHORSERITCOAOKECE SO THE
L7,

B53 10 BEs6MML. RERWBIEOVDEE ((KEGHE) JH#T 4164 ¢
(392~447g) . #ET 2400g (222~270g) ThH-T=,

8. HE. WEH X CHAAR
1) HESHIZOVT
()RR EEER %

Sz oOVT, REBMAP 1 H LEU EOEE T, H2B L UM2IT X 0178,
NER P RBEL, BELEERC OV TITEOREEE L ORI 20086k L
7o

QfFERE

2izonT, 510 (HAOKRSEAD . &5 2, 5. 7. 10BLV 14 A,
FO®ITITAE, RLPIIBRERTABLTEHKRAICEFREZHAWTRIE L,
Bon-REME1 L, KEHME &5 46 AFE IS5 1 HEE) BLUERE
g [ (RESNE &S 1 BHEE) xX100] 2EE L,

GYEE R |

SEicOVWT, 518 (BBoks&a1) | &52, 5. 7. 108XV 14 8,
FO®ILEGMEZREEAEANTE LA ICETFRITANTRE L, BiE
BRICEYBEORE 27— VEizEy ML, BB (JIER) EEZMEL. 1
PC47-9 01 A DOEAEZEL LT,

12 -
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@HRRE
BREHEOEKE (S5 43~44 B) ICEH6PIZOVT, T PARB S —
¥ (KN-646 B-1 B, HREUFR) WAL THFERT CRIREITo7, M3 &
BOBERO—~BEANTCTRO~ONOEBLREL, 21 HHEREZAVTTR
QOB LUVO@DEBEDRERX{T o, T, KRRFOFOKEAE L HFETER L1,
2B, XBEO1HTEHIRMOERABELNT. O~@DHEBEZRETE 2
Motz

®OpH ' REBWE (= - =)
@&\ (Pro) HEBRAEE (AT - =30
@%E (Glw) REBKE (M- =4
@4 b AR (Ket) HBEE (= - =3
Guarl /—4r (Uno) ABME (NMx - =4
®r Uy (Bil) REBMEE (A= =4
@EMFE (Occult blood) RERARIE (A T - Z3E)
®iL#E (Sediment) i
OHE (Grav) BatiE (7 aga) =)
WRE (U-Vol) BEME
OBR P OKE EENE

GYLRFHRE

#E5 46 BOZB ORI, ATA»LH 16 BRMBERELZ2FIC>VT, x
— T VEFERT CRIBERARY S M L 7=, EDTA-2K CTRBL 2l d AT, F
ZO~O@BLUBOEBIZODWTHREX Tz, S Hiz. OOEB T KRR
bEm U AR mEEANT, @, @OEBIZOWTIE, MEKENRDHE M
Lg% 7 < B b 7 AT LUZ%.3000 pm T 10 HREEOOBESTT
W, BonmERRAVTRELITo 7,

OFrmEk$ (RBC) BREHE (77 —FH)
(2—nNF—FH DT — Tee0 W)

@~< btz U v ME HD RBC, MCV & v B
(=B =R F— Te60 B)

- 13 -



SR—-9537

@z E (Hb) T A MET U (HERE)
(m—NF—Hh T F— T660 H)

@OFEHRMEREFE MCV) BRIERAE (z—1 7 —RHE)

| (m—nN&—F D F— Te60 )

OFHFRME~T S 2B (MCH) RBC, HbfE & v Hity
(a—NEZ—H 57— T660 R

®FHHRME~T 7 o @BE (MCHC)  Ht Hb X Y E
(2= & —H T F — Te60 B)

@MBRMEKE (Ret) Brecher ¥
@/ 3 (Plat) ERERE (z— ¥ —[FHE)
(2= Z =NV 7 — T660BY)
- @AMk (WBC) BRERE (75— FH)
| (m—NE&—H 05— T660 )

OEEERRE (CT) TR ETAIC & B RER E L
L (UIAF—HElv s soaT Vo i— )
@7 o b v R (PT) ho R 77 AF ik
(AMELUNG KC-10A 32 X 4 ~—KK)
@FEHACE Y ba R T T AT R T T UEEE

(APTT) (AMELUNG KC-10A /37 2% —KK)
OB MERBIE 5% (Hemogram of WBC) A A« X AV REEAER

(6)M AL FHRE
#B5 46 B OF B OJNRIFIZRIA 158 16 BB L 22z o0 T, =—F
JVREET C. MEFRRED 2O OFME . M REMRD OBl Uz maiosf U
T 3000 pm T 10 DM OFELHBEEZITY., Bo-MBEZAVTKROBRES{T-

++~
ivo

QGOT IFCC i (B 32 7150 EHE DT ER)
@GPT IFCC i (AL 7150 E 88O ERE)
® vy -GTP AEL-y-INZINp-=bnT=) FREIL

(B3 7150 B E B EE)
@zaY 277 —Y¥ (ch-E) IVL7TFUALFA2Y VREE
(B3 7150 B B T 3E)

- 14 -



Gm#E (Glu)

Gz x5Fa—i (T-Cho)

@rVZVUEY F (TG

®V “I5® (PL)
@y Yy (T-Bi)

WREZEF (BUN)

@7 v7F = (Crea)
@7 +FY A (Na)
@HYvH K

@7 o—n ()

GH N7 (Ca)
GEH )~ (IP)

O#EA (TP)
@7 NT I (Alb)
®A/GH (A/G)
@& A il
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~F X —Eik

(B3 7150 A B DT RE)
BERIE (BT 7150 BB HTER)
TS ) T o — A KL

(B3I 7150 X BB 6 )
BERE (BSL NS0 BBBSITER)
TYEYAE Vi

(B 37 7150 B BIOITEE)
TVT =¥ A FT )ik

(B3L 7150 F& BB 4T 3R E)
Yo7 xik (RS 7150 BB BSITER)
KHIE (2—=17 480 HANILEED
KN (a—=1 7 480 BIZOERERD)
BEWEE

(CFRB CL-sMB 7S FAv &)
OCPC & (B3I 7150 KBS T ERE)
T4 AT Y Ro—ik

(B3 7150 £ B @ik iE)
B Ly ME (B 7150 BB EE)
BCG & (A 7150 X BEHTEE)
TP, Ab L YW EHT 5,
TAT— R T T NEERKEE

NHRPB L UBREEERRE
BE5 46 BOBRIZ, ATA NS 16 FEEEE L2285V T, KAREZBE
L. T—7FARER T CREE O X 5 W28 Li=%. EHXEBIRD OB B 28,
2HDHRER OB L AR L, T0%k, ITE. Bk, B, O,
W, B (OB - /M) . TER, BB, FURER. LRUME, MR, IBREY LR
g, M. &. THEY CH. TR, FTHR. BT R, KE. WX
UKBRE (BEZET) . Fif W) . BEEF OMUES . WEKER, %
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BH, RE. KEX. &, B GrE - RE) . T2EG. ZB. @ 5. &

=

B B, B WE GRERZET) BLURNIRE 10%PHEEE R~ Y
VIEETHEEL, RIFLE, ¥, BERBLOA—F~BRIITE Y RV VKB TE
T ARFL. BEBICHREKITIT 7 VIRTEAER, 70%=F ) — IR FL
i
WHEE DS b, Tl B (B6) . R, BIF (Efh) . BERBLURBR
& (EH) ICOWTRHENMCERZEFRFLAVWCAE L=, HonilE
Es, BEKBEER [ GREEER A E) xX100) ZHH L,

@R BEBETHIRE
WHBRED > L. £COR. Bk, IR, Ok, M. B TEA BR, &8l
F.ORRER. B @IE-RE) . TR 5. G5 55, &5 BB B
B.BREEBICRIZIBRIZONT, T 74 o QBE#EYDIL, ~< hF)
Vo mAVURERAR, O NILEIS U THBRE (PAS Ref, PTAH R
B) BEAZERL, REEEENREY T,

]

2) HEBMIIZ DWW T
()RR BB
SOV T, AR 1 B 1 ELLEORE T, H2E IUOMBIZX Y 1TE.
S Y EBE L, BRUAERICOWTIITOREB L UREEM L& L
[
QEERE
EHNCOVT, BE51H (HAOERSE) 52, 5. 7. 108KV 148,
SESRO. 1. 3. 5. 7,10, 14, 173K 20 B, MHO. 1BLU4BIZ,
$7o. REMEE (HLRAED) ARTEONED LALAETRREANT
BlELE, BonBEENLS, FEENE [ (&5 4 BKE-®R51 81
H) . ({4 20 AAE TR0 AKE) BLU MFA4RKE-HHFORK
) ] BIUEhWThoOAESMECE LohEEME [ (FERNE /&
51 A@E) X 100, (RESBNE RO BEE) X 100 B LU (KEEMK
B/ WHEORMKE) X100] #HE L~

- 16 -
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G)FEHERIE
2HZOVWT, |5 1B (MBo®RERD ( ®E52, 5. 7, 10BXT 14 8,
WPR1. 3. 5, 7,10, 14, 17 BE 20 A, WHE LBLEVP4 AETFRES
AWTHELE, BEMBCEYEORE L —YBiICEy L, BR BIE
B) WERZAEL, 1IEY-Y0 1 AL0BEEXEH L=,
GOHRBLUBRTEERTE »
WE3SBETEFROLZLNEFHIWME 4 BIZ, ik 25 BETHBROBH LN
RWHITEEIR 26 iz, EHBERECHIIRRAZELIZ, FhEn=—7 VEERT
TR L OB S, £FORE - M2 RRAOICBRE L, £0%,
Rl RO, MER. OB, B, B Ol - /DK . TEE, B, PRR. L&
AME, KRR, BRI o, BER. T, TRY Vo BTR. & TR, BT
R, ALER. K&, MEBLUXERE (BHEEt) . Fif (&) . B&m ¢t
WIEFR) © BEXEIAR. MEER. K%, [&X. RE. § @iFH - BRE . +28
. 225, EIIR. B, AW, BB, BBt SREL. FEIRBLUNEE 10% PHEEE
Fe ) SETEEL. REFELE, £, BEBIUOA—F—RETEY KV >
HETHEE - FEFELE,
FER LIRSV TR, BERMCERED & CIEHESEZFHI L,
WHBEO S L, . & (EF) . BR. BIF (EfL) BXURE (&
H) WOWTIHERZEFRFFANTHEL., GO LAEE»OREKREE
B [ (BEER/9WEE) X100] #HEHH Lz,
YRR FHIRE
WHBEO S b, £FIOFRE. B, . O, . K TEE BR 8
T, BRIR. B (WiHE - RE) . T2EE. TB. BB 5B &5, EBB L
UBRRIZDOWVWT, R 74 VEABFGEYL, ~v hxv ) v 2P UREFER
FERL, REMGEFIORERT
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3) MBI O ATER & DRI DI EIZ SN T
(A BBRE
HEZHNZOVWTC. RE5ET 10 B bRBRS £ COEA ., ¥ LV RaIc L Dk
BHIEA R R L. CEAME T CHARBR (RN, RENNS, RED
., BERYE L OCREREY ORELTY, HEASORFOEE (EXE
R RE LR, REARE) 2RE L,
Q)MERED ETEEERREE
#5514 BOWRIZSWT, RIRBENTIF0L 1t 1l (EESEADE)
T 14 BEZMEL L TRB S, ZROBIIIHOEBREPITEFAEEIN
FBAE L. RBESHZMRO B & L, MIEOSLIZMO FEICERENTH
REANEBAEL L. ZBRE [ (RRARILEMS v MU RBET v M) X
10] BEOERE [ (SHBLEMT v M8 TRART LSS v M 8) X
100] & Uiz,
Gt & OB T BB .
R LTI OWT, IR 21 B2 bAHET B CEH 9 BRI S ke,
BEITE, RHERE, AFERES IO CRE, HEROMMNB L OAELE
2L, FTO/RENL, HRHM GHEOBACHMEOR (HHRKETH) £To
A%) . HEE [ (ERZHELZMT v NETIREES v MO X 100] | 5
M [ (RHERE/ BB X100] . HAESE [ (HERREEFERE RH
FERED) X100] . WE4ABREHEE [ (MEF4AIHTROROON DS v
M/ ERCHR LIS v M) X100] B X UER [REA RS e RK] #
BHLE, £k, BABOFMEE»LERE [ ERBE/EREKE X
100] #HHB LT,
(OFTER O — AR R E B X ORI
2HIZONWT, MEOBNLHEARETIAIE, AFBIURTAEREL,
—BREB L OARC OV TRELE, B, MERBISBRATRELHEO B
ELTEELL,
BEGRPOFERAEE [ W4 AEFRLK HEERBLFRE X
100] % 1 EEEME LTHEE L, AF L, BRBEEZFREHHVITTEME 2
S FAERIIECHE LR,
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CFEROEERNE

AERARLRDEFNZOVT, HEO, 1BXP4BICEFREEZAVTCAIE
Uiz, 2B, FEMEE LESICHENIC LK OFEPYFE TR LE, Bohl
REE CEERME (WE4BRE~-WEOBGFE) BICEERNR [ (&
EEME/WHHFO0H) X100] HH L&,
(6YFTA IR DOH R

FEFIE, EHICHBR L, whole body & 10%PHEE AL~ ) VHECEFEL.
RIF L7, TOMDOBNIONTIE, BF 4 BIZHEAR (REREZED) #8EL,
TEMERBEBRAEEACTEEREIY, 250BF - AB2ARMIEE L,
REFFTRAMLOBED b IOV Tid, whole body & 10% P HAEEF L <)
BTEE - REFELE,
9. HEEHE

AE, FEBNERSIUCHERNE, BEE RE. ERFOHKE. @&FEW
RER L UCHBCFIREOCKIAR, BREEER, BEAEERN. MRWM. T
kg, BRORYK, BRE, RIHERE. HERRREFRRK. sthE, HAER,
EH, HERZRRECIRE. MF 4 AFREBIUOHEREFEFRIZOVW T,
Bartlett DREEEZAVWTELSBEEZRE L. TOER, FHH (p >005) 25RL
FRBIZOWTE—EESBAETHEN L. AE25HS (p =0.10) . Dunnett
DREE (FHBOKXE éﬁﬁéb%étiﬁs‘@ﬁ@ﬁ%ﬁimf:) Tt R L & THI
BERFELOWBET o, —F. TELHH (p=£005) #RLEHEA. RREICD
J5pH, BB, ¥, FhoE vovY oS0, EUAE S BOKK, TE
BEOHE, 205 CRBMARFIREFRDO DL 2EBMUEOBES L— NA
LIVEFT RIS DWW T Kruskal-Wallis (B BWTRIF L, FERES (p =010) |
Mann-Whitney D U-BREHE TR L & THI B EB & OB AT o 72,

MEMOREOHE, CRE, BIHE, HEES L OWE 4 ABHERR 5O
REARFORER RO L 1 BEEOBME S L— FRZR LN EF ROV TIIRD
LOREERTo7. T2bb, ZRE X *-REZITV. TORKER, FERSA
(p=010) F2RAE x *-RETHBH LS THIREH L OLBET 72, 5L,
2RE 1 RED D VITERE 1 L RETEA DA Fisher DEERER I
RV,

HEBEE L OBREICBR L TL. BREEWUTEHFAFNICER S L,

- 19 -
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1. HEEMMORERGEME
()—fx kg
—RARIREEBERORE S Table 2., INDIVIDUAL DATA 1-1~1-4 (TR,
TWEEH 600 mgkg #ED 10T 5 1S AL, 546 BFETOIZIFHA, #
SEHEHDWVIZREAINOREE 3 RME COMICRE SN, 600 mg/kg BED
fthd 1 BITIIRE 24 RIZOABENED b8, 2D 1 FiCIImEIIERD &
N oin,
QFREHE
{REHFE % Figure 1, Table 3. INDIVIDUAL DATA 2-1~2-4 {Z779,
(KEDIEMEA 200 m/kg B THS 21~46 B. 600 ma/kg B THE 5 ~46 HIZR
HDHEL. INHOBTIIAESNES LOREEMEDOEBLRD LN,
GHERT & |
BEER DA% Figure 2. Table 4. INDIVIDUAL DATA 3-1~3-4 |Z7R T,
BB O 200 mghkg HTHRE 2, 7. 14 BLT21 BIZ, 600 mg/kg BET
K5 2HICED L,
(H)RBRE
REBEDRKE L Table 5. INDIVIDUAL DATA 4-1~4-4 |Z= ¥,
WTROREERRIZSH, & THI BREFICKIBELER L TREISED o2
Mo7z,
)M FRIRE
MR FEIRE DKL Table 6, INDIVIDUAL DATA 5-1~5-8 IZ7~9,
FMEE., ~< b7V v MEBLUMEREOBREDHE DS 600 meke & TR
LoRoY gt
(6)M iEAL FEIRE
M iE{CFEREDORKFEZ Table 7. INDIVIDUAL DATA 6-1~6-8 (253,
CFNOREERIC S, & TH 8 5RHEEE & Hobt LT RE RS N7
ol

- 20 -
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(MBEEER

REEEBIUREAREERILOKME Table 8. INDIVIDUAL DATA 7-1~
7-8 1T,

FIBRFFHAEOR D2 200 BLT 600 mgkg BT, FFROKEERLL OB
600 mg/kg BT, EADBIBOEROBEMA 200 1 X 600 mgkg BT, EEHED
BIROAEEBLOBEMA 67, 200 1L 600 mgke BETED bh., LD
BOEEESHOBEMA 600 mgkeg B TR Lz,

2B, 600 mg/kg BOMBERI L U167 mghg BOELFORBERIC K FH
BFEEXRZVD, MBELLERL TEERREDLNE, —F, 600 mgkg BEDOLE
FOHREEICIIMBELEOZIRED o,

(®)yFkR

HIRORHE %L Table é\ INDIVIDUAL DATA 8-1~8-4 {Z/R T, _

EIAFIZEEED 600 mghkg BT 1HIZ,. EDBRB L URR EEOERKE? 200
me/kg BET 1 HIZERD bR, TREEA R U6 CHRMBIRERIC R EII80 bh i
-7,

Oy BB FHORE

HREAER PR E OB L Table 10, INDIVIDUAL DATA 9-1~0-4, 28-1-1~
28-1-4, Photo.H-1~H-6 IZ7;R ¥,

THI #5858 BLEZ LNDHRAE LT, B CTITREDO/NED O
BEBESR (Photo H-1, H-2) 2% 600 mg/kg BET 9 HIZ. B CIIBEDORMRME
FEOWMTHELE (Photo H-3~H-6) 7367 B LT 200 mg/kg BETH | i, PEE
OWFRLE D 67 I LT 200 mgrke # TH 11 #, 600 mg/kg BT 12 Bi240Z,
¥/, BEOWENLRME LR OGMM/IME (Photo H-3~H-6) # 67 3L % 200
mg/kg BFC& 841, 600 mgkg BT IHNIFRD LI, HAFHTHHELELTDH
o, T, FHRICKAENFRZEIFED O WO, §REHTLYEL
OFEZRD LN, THI 5 LOEENRZEXLNIFA L LT, BRORME L&
DELEH 200 mg/kg BET A, 600 mg/kg BET 3 BNTRD b1,

TEABIUAIE, 200NCER, FREASIUFIRIZEZ TH RS & BEE

L2 ki3 63, Table 10 (SR TUOBTRIZ bERMER 5 L OBEILER
Hbihol, '

-21 -
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2. HEMOREREENE
(D—AIREEE
— BB O % Table 11, INDIVIDUAL DATA 10-1~12-4 {Z7R T,
SLIRATIR 5 #M TILREEA 600 mgkg B0 7 HITESE 15 BLIE, BS5F120
LIBSE®KLY 1EFEEORICED bivi, HIRMAM T, 600 mg/ke BED 11
BTk 1 B LR, EREIEOITE R, BBV ILRSER XY 2HEE
OfEZ, Wi o, WEHM T, MFOB LY 3 ADOMIZ. 600
mg/ke BED 8 P TR EEK LV 1 IFHIBEOBICHENIZRD b
(QIFEHR
{EEHB % Figure 3~ 5. Table 12~14, INDIVIDUAL DATA 13-1~154 {Z7=
R
YRR 5 B T, FKEOEMN 600 mgke B THS 7 BLIRIZA LN, &
HEEMER L OEEEMEOKMED 200 B X T 600 mghg BHETRD LT,
SRR Th . EEOEMED 200 mgkg BETHIR 1 ~20 HIZ, 600 mgkg BT
R 0 ~20 HiZA b, 600 mg/ke B CRIEEEMEDEELRD vz,
HESIM T, EEDKMD 200 mgkeg HTHE 1 AIZ. 600 mgkg B THE
OB LUl BIZALNY, WEHMROEKEEMED X UEMEIIABEL LA
V. 600 mg/kg HETHW TN LHAFHIEERSHEL R L,
()R &
EEEB O L% Figure 6 ~ 8, Table 15~17, INDIVIDUAL DATA 16-1~18-4
[ D
PFIRRGR SRR T, DS 200 mg/kg BETHE 7 BIZERD Livfz,
IFIREART T, (BT 67 B LU 200mg/kg BETHIR 7 BB LR,
HEBRTIE, WTho TH 58 LB L LR L TRERIRD LN
Moz,
GHBEEER
HEEERRBIUREGEERLOMME L Table 18, INDIVIDUAL DATA 19-1~
19-4 (2R,
Frligo BB OB 600 mghkg B T. FFROKEEELOBMA 200 BLU
600 mg/kg BET, EAOBROEEB LOKEEELLOBEMA 600 mykeg B TR
W HITm, 2B, 200 mpke HOFBERICSH, HFFOLEREITIRVH, it
BB LB L T, SEIZD LN,

- 22 -
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(G)EIR
FBROBAE % Table 19, INDIVIDUAL DATA 20-1~20-4 {Z7F,
WTFhOHEIZ S REITBD oo t,
(CREMBRFHRE
TR EARE OB % Table 20, INDIVIDUAL DATA 21-1~21-4, 28-2-1
~28-2-4 {ZR T,
FFIECIE, 600 mgkg BEO 11z, FABOREYL AT, BED/INER LI
ABRRAERABRD iz,
B, FETER BFBLIUPRICIEITHRE LBEEL 2E{ERD Lh T,
Table 20 IZR$ IOFT RIZ b ERWE RS L OBEIIRED bnian ol

3. HEHEMOEREEL X UREROREREE
(WAETERERE
ATHEERE DFE % Table 21, INDIVIDUAL DATA 22-1-1~22-2-4 (7R,
HEOHERRRECIIEFAIZEFTIIED b2 o7,
HEOREETICEL- A RERBILUFZBERICL TH BREOEEIR
D LR Tz,
Q)R L OB TEME 22
Sk & ORHEITEEIER Ok#E 4 Table 22, 23, INDIVIDUAL DATA 23-1-1~
23-2 1T,
PEIRIAR D IER 72 & ONCAEIR R (R SR, BREL. HERSES L OHEREMAR
IBEDORA D 600 mg/kg BETHRD LTz,
DHBEL LT, P HESHBE TRHE TEROLLNRVEN 600 mp/ke
BEO 161 (No4s8) | 72, MERHE L LT, 2WERETHIR 600 mg/ke BT
161 (No4d51) oz, HBREEFNIERE LS. HERENSHITH - 7208,
SRR TR SHIEFINET L, MBEZIHb A bz, BEBYOREBER
FHIRE CTIHMIROERFLRD LN, EHERECHTIE., BEREK2., HER
ER16ITHY, £O1HIHNEHE 2 AICET L, BBMORBARFEIRET
HTEFCERPIZD ONTDHATH T,
SHRETRFOETIER 67 38 XU 200 me/kg BETHE 3 #1l, 600 mg/kg THE 3 .

- 23 -
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i 5 B8 X OMERIAIAG) 2 BHZZRD v, 67 mghkg BEOME 1 BUSEMED KB, B
BAER L UHEIIARD b,
CyFER LT
FAEWROLETFIEORE %L Table 24. INDIVIDUAL DATA 24-1~24-4 {Z7RT,
600 mg/ke BE T 4 B OBED £ FREDIEBARD b,
(&R O—E KRB
FAERO—BIREBBEOHE % Table 25, INDIVIDUAL DATA 25-1~25-4 |27
kD
FETH DVNEI ARG T BREE THE 2 5. 67 mp/kg B THERES 1 61, 200 mg/ke
B THE3 #I, 600 mgkg Eifiﬁ 9FlB LU S FlIizRD b, ZNbD5H,
EMRR L OSATAS 600 mg/ke B CTHE 1 BIIZFRD b,
AFEFITIRIER L BF OEBRROBLED 200 mg/kg B THE 1 1220 b,
SMEN 200 mgkg HEOMD 1 FIZRD T,
G)FERDIEEHS
HAEROEEWHESE %L Figure 9. Table 26, INDIVIDUAL DATA 26-1~26-4 {ZoR
R
WO THI 58I b BB LR L THREHBIZEFIRD o do
7o
(6)FT AR DO EIR
FAEROTROBAE L Table 27. INDIVIDUAL DATA 27-1~27-2-4 (247,
—RIREEBBR TAHA LN 600 mg/kg BEORMER JUSIIO 181, WHE 4 BRIz
B U7- 200 mg/ke BEDEBFR O RIBD 1 HIE L USMED 1 Floftic, REIIH
DN,

- 24 -
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x5 ¥

THI © 67, 200 3 & U 600 mgke/day ZHEZ ~ MIxt L TIIRECAT. REHIME &
UREH# O 46 A, 8T » MO L TIAZECAT, RECE K OPERBIM 22 b UM
F3AETOMM. BOREREL, MEDH~OREREIZLIEE. HESHO
TR JOREROBECRETERIIOVWTRERGEL - AMREBEH SRR
ZER LT,

1. REREEE
()M RT3 8

—ARIREEBR TIE. WED 600 mgke BED 12 Hh 10 FiT S 15 AL, 1EE
B, $7. 1 PIC—BICED bk, FRCHIERIC R RS ST, BT
POERERA LN H b W2 b, 53N TH KL 3EE T2, TH
DR OER~OREIZ L AEGEDTPHRSILEZ IzkbEEXbE,

EEHS T, (KEHMMHEIN 200 35 X F 600 mgke FTHRD bz, 200 mgike
HTREHEOEMELES 2, 7, 4BV 2 BIZEDLNEN, BAEED 600
mgkg BTS2 A —BEORKEIRDONEOLZTHY . TH BESEHEIC
RIETEEIRNEEZ BN, |

M RETHEL U GRLEE, ~~ b7 U v MEB I CREREORED DS 600
mghkg B TROLNEN, BETHY., KRRk, MEICFHREZR L WNIMEE ST
REABREAREICBOWTHEFEED bhvahok,

FHiglc 42 TH 50K E L LT, 600 mgkg HETEEROEMBEMEL LUK EE
B OBMAA L, REORBAKFEORE CHIREDNEPOHEFARIE K 2532
O b,

FHETIX. 67 mg/kg BETEEOEMEMEG L UEEEELOEM, 200 BX T 600
mg/kg B TERR LCEEERILOBMIAY b, FREMEPORE T THI &
EHEB CIMIRAT EEOWTFRIEER L UCHEME MEORBRITHBEEZENBD L,
REE LR OBAEIZDOWTD 200 1 X 00600 mg/kg B THERMEOEMERBED &
h, THHESILLAEELEZEZ b, RILKFRLEHET v MIRELESES, ¥
ICHETIHBROIMRAFICHETR/EET 22860 TR Y, ThEfIZESE
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FHESZIIRVWEEIOSNDIN, BFROLEORENEVEAITIIRMAT LROE
EBIVCHEAFSHEREITEEZLONTWASY | FEEN M OO THLHEFEER
—HETHDEVIBERHDY . LihioT, ARRTHE TH B0 & - Tk
RAE LR ~OWTFR D 5V /NMED R ORI Z Z /o, SHREBEAEE
BRMAT EREOBAOHBRBENEIML 7~ 200 B X T 600 mgke D THIREIZL - T
BELEEEZDONFL LA LE, OBBERS JOEEESHOEMIT,
FHB L CFEENMEREES LTVD L Bbh a8, #HEO 600 mgkg BEOBIE T
O &) RIFEMGEENE L HFOTICERB I CEEERLOBMBLE L TEY ., ~—
FTCHNZIIRBATE 2o T,

()M - RS TR

—HRRAEBIEE T3, B RIRRIZHREEDS 600 me/ke B CHEIRAT. 5 HIME X UME
HMZ® LTS5 15 BUEE, Bt 11 BlicA b, BERRE, £ESTICLsbnEE
zZ b,

PREHER T, 200 3 X T 600 mg/kg B THERAIASALEIMS & OWHIRGIM 4@ L
FEEMIGBRD b, THHREOZELEZ 2 L, 600 mgkeg B Tiifiz,
EHMOEEEMELS I CHENEOEREMIRD bR, h T TOEREBMmEIC
T o BEHMFOREBHIRISEZEZ O,

BER TII—@EO BB 67 &5\ 200 mg/ke B TWHFEIE % B\ - 8
FICRBOLNEZDHRTHY, THHERS EOEEZTRVWEDEEX LRI,

SRR RERORE T TFIRICBE /N EEPOHEAT AL X 23 600 mg/kg BED 1 )
TROON, 1FOHRORRTH 7255, RAFOELRAEOTRTHSZ Erb,
THI #5IC L 28ELEZX ORE, $72. REEETHHROEEOEIERE LT
FEHEELOEMM? 200 mghkg H T, WROEEL L CHFEERBLOBEMA 600
mg/kg BET, BROERS L CEREEEH OEMN 600 mgheg BETED LA &n
b, ML EHRIC THH R 5IZ X 2R S OB RITTHE L 1T L -,

PEDZ 06, BO 67 mghke/day LEOHOBFROERBS I VK EEEL OH
m gEIMEm S Te) | #HD 200 mgke/day LA EOBEOEEREMIDE 2 H NI IO
EERBIUMREERLOEMN ENMEmEET) 16, ARRICBT S TH OKRE
BEr X 2EEEE (NOEL) 12T 67 mgke/day FKith, #T 67 mgke/day & iy L
7
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2. AHWREEN
AFERERE TIIMEOMER], MEOTER I USRI A LT TH 510k A28

BED LRk, Eio, ANE (BR. BECEBIUIR) BLUASUERE

(T, BIT) NEER, HHBLOCHEBESZOREICS TS TH B5IC L5
EEIRD LR o7, 28, 600 mekg BETRY bNAHEOKEERLOBM
RESIEERRD SRRV L2 b, AROFEEBICE S bOLHans,
THI 8 580 FEFIOARBE T1X. 7 ORE & R% 5 FBEREHT RITRD bh
2ot

SBRE L LTHRR THICARDZ LA RVAIR L ICHERS & L TSR
FECHIH 600 mghkg HETEN TN 1HIICGED b, UL, ko X )iz, THI#
5z X BIHEEEBOBO A ONE b0, BRER L URBOATHIIRITTH
BRHONT, F, IS 2AOBBY TIHIE LEFIRBA NN 0,
BROZLOEEZ B, '

BEWOSIRE X U HRBE T, MRMBOES 2 b N IR S, SR
HEE IR S & ONE EERE RS A TE IR B DI 25 600 me/kg BETERD b, . BK
B, HERK, EFEREOBCOVTIE, TRENERSE, HESSLUFHERE
FERZ THI B#EIZELH3EBIRBDONRWI L6, T OITEEREFRE HEOP
) OBWCERRLEELTHDLEL LN, THRE5IZE 9 ERBLURRO4AS
HREEEBERIFLELIIELbNA o, HEHMOERICOWTIE, vHF
TEREODRVEEIHRHEMAR 2R3 BN THE VY | ZRBROBA
bHEREORD & DBENE X bh,

FAER T, —RREEER LOTKRCENE., STk X UIERED XIED 67 mg/kg
BEC 1, JEBNE DS 200 mg/kg BET 141, SRBFRS X UMAEALAS 600 mg/kg BT 1 Hiliz
Honids, & THI BEETENEN1HOLZOHERETH Y, THI BE5 & OREEIX
RNbDEEZ b, 7, HE 4 BOHOEFERBOEER 600 mekg BETERD
L, fik L 2ERETHR X EESERO RO IERT 50 THY,
FEHEBICLREITIAON W I E G, FIEROEFHEIIN LT TH 52X 3
FBIRWEEZ LN,

UEDZ L, HEBHOATERICH 5 HEI 600 mekg B THLRY HRT, —

- 27 -
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7., 600 mgke BEDHEEY CIIERFEEOBA R LTI FRIZERT 252515
BRBOBOB L TIHRBIF OE L2, REARIZH LU TIHEREE L CH e
ATFRBOBLBEDONIZ L b, ARBRICK TS5 THI 0RO L Ic 33
HEEEE (NOEL) I, HEEMH Ti 600 mg/kg/day. HEEN TIZ 200 mg/kg/day T &
V., ¥z, wIRIZx4 S NOEL 1T 200 mg/kg/day & $JWr L 7=,

SE

1) Greaves, P, Histopathology of Preclinical Toxicity Studies: Interpretation and Relevance
in Drug Safety Evaluation., p.532-538, Elsevier Science Publishers B. V.,
Amsterdam, Netherlands, 1990.

2) BERRKRS, 7 v MEMBEOREMBFOMT - HTREEMEI oW T—,

F R AAFEHREBEFREBHEERTE, p.76, 1992.

3) EAMIBR &, UvV¥ —AMAREERFRE -, p24, B ARHR,
1988.
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Figures

Figure 1. Body weight changes of male rats dosed orally with THI in the combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9537)

Figure 2. Food consumption of male rats dosed orally with THI in the combined repeat dose and reproguctive/developmental toxicity screening test (SR-9537)

Figure 3. Body weight changes before gestation period of female rats dused orally with THI in the combined repeat dose and repraduct ive/developmental toxicity screening test (SR-9537)
Figure 4. Body weight changes during gestation period of female rats dosed orally with THI in the combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9537)
Figure S. Body weight changes during lactation period of female rats dosed orally with THI in the combined repeat dose and reproduct ive/developmental toxicity scresning test (SR-9537)
Figure 6. Food consumption before gestation period of female rats dosed orally with THI in the combined repeat dose and reproductive/developmental toxicity screening test {SR-9537)
Figure 7. Food consumption during gestation period of female rats dosed orally with THI in the combined repeat dose and reproductive/developmental toxicity screening test (5R-9537)
Figure 8. Food consumption during lactation period of female rats dosed orally with THI in the combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9537)

Figure 9, Body weight changes of pups in the combined repeat dose and reproduct ive/developmental toxicity screening test of THI in rats (SR-9537)
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Figure 2. Food consusption of male rats dosed orally with THI In the combined

repeat dose and reproductive/developrental toxicity screening
test (3R-9537)
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Table 1. Experimental design for the combined repeat dose and reproduct ive/developmental toxicity screening test of THI in rats (SR-9537)

a
Concentrat ion No. of animals
of THI Yolurme === :
Group {w/v %) (ml/kg) Male Female
h
Control 0 5 12 12
e
THT 67 ma/ky 1.3 5 12 12
THI 200 mg/ky b 5 12 12
THI 600 mg/ke 12 5 12 12

a: THL (3ash,7:7a-Tetrahydro~1i-indene) vas dosed orally to males for 46 days befores during and after the mating period, and to females
from day 14 before mating to day 3 of lactation.

b: Control vas dosed with olive ofl.

¢: THI was dissolved in olive oil.



Table 2. General appearance of male rats dosed orally with THI in the combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9537)

Ttem Control 67 200 000
No. of animals examined 12 12 12 12
a
Salivation 0 0 0 11
a: Values are no. of animals with findings. {cont inued)



Table 2. (continued) (Number of males showing salivation in THI 600 ma/ke sroup)

1-14 15 16 17 18 19 20 21 20 23 2% 25 26 27 28 29 n

a
No. of animals observed 12 12 12 12 12 12 12 12 12 12 12 12 12 12 17 12 12
Mo. of animals showing salivation 0 5 9 9 10 8 9 9. 8 10 8 10 9 9 9 10 10

3 32 33 24 35 36 37 38 59 40 41 42 43 kh A )
No. of animals observed 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals showing salivation 9 10 5 1 10 14 10 9 10 10 7 6 5 9 1) 9

a' Total no. of animals observed,



Table 3,

Body weight changes of male rats dosed orally with THI in the combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9537)

a: (Body weight gain / body weight on day 1) x 100,

bh: Values are means and 5.D. thereunder, and expressed in aram.
®: Differs from controly p¢0.05.

#x1 Differs from controls p<0.01.

No. of Day of administration Body weight gain
Groun animals 1 -2 5 7 10 14 2 28 35 b2 46 Day 1-46 %a
: b
Contral 12 418.2 472.5 §44.3 455.0 471.8 496.,4 519.4 553.4 583.4 597.1 608.3 190,083  45.303
13.4 15.4 18.3 18.6 19.6 261 29.5 3.7 33.8 9.3 45,9  34.310 7.161
THI 67 mg/ke 12 4147 £19.5 £39.3 451.9 465.3 487.7 514.0 547.3 575.8 588.8 600.1 185.417 44,643
12.3 12.0 13.7 16.3 16,6 19.9 20,8 24,8 27.9 42,0 47,3 41.018 9.333
THI 200 m/kg 12 415.8 £16.5 4343 441.8 4574 k74,2 493.3%  522.7%  S47.3%  551.B%  560.6% 144.750%  34.761xx
15.6 15.8 18,2 17.4 201 25.7 7.4 3%.0 .7 45.3 £9.1 42,813 10.037
THI 600 mg/ke 12 R 4116 424 8% 4327w 4480w 465 Ok ABS,7¢x  510.Bwx 533 0wx  546,5ex  555.6%  138.750%x  33,77%xx
12.8 16.6 12.8 15.5 18,0 201 25.0 2.2 21.5 31.6 3.8 24.871 5.362



Table 4. Food consumption of male rats dosed orally with THI in the combined repeat dose and reproduct ive/developmental toxicity
screening test (SR-9537)

No. of ‘ e Day of administration
Group animals [ 2 5 7 10 14 2 28 35 42 46
a
Control 12 28.8 27.8 28,3 26.3 26.9 21.5 4.2 24.3 24.6 22.0 2.4
4.1 3.3 4.5 3.5 3.4 4.2 3.2 3.4 3.9 3.6 4.0
(11)h
THT 67 mg/kg 12 273 2.3 20,5 24,5 AR 201 22.9 2.7 24,0 224 23.9
2.4 2.3 1.9 3.4 2.2 2.3 2.3 2.0 35 4,8 £.5
THI 200 ma/kg 12 2.9 25.8% 255 27.0% 2h3 7h.0% ARE 24,8 25.3 20.4 23.0
3 3.5 3.0 3k 3k 3.5 2.0 3.9 3.3 3.2 3.4
THT 600 mg/ky 12 PaRi] VAV L VA 25.1 21.3 7.3 5.3 26.3 2.3 25.6 26.2
2.4 5.9 2.1 3.3 2.5 33 3.3 2.3 2.1 3.0 2.2

a: Values are means and 5.D. thereunder, and expressed in gram,
b: Values in parentheses are no, of animals examined.
¥: Differs from control, p{D.05,

% Differs from controly p{0.M



Table 5. Urinary findings of male rats dosed orally with THI in the combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9537)

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

- -t
5 4 1
6 5 i
6 6 0
0 6 0
Water
consumpt ion

9
13
11,
23.2

8.8
13.8
0.2
9.0
4.5

pH Pro Glu Ket Uro
T T I e
Group animals 6.0 70 7.5 80 85 - + + +4 - - 4 0.1 Eu/gt
a
Control 5 1 0 0 1 2 0 i 1 3 5 4 i 5
THI 67 mg/kg b 0 1 0 2 3 1 1 3 1 6 b 0 6
THY 200 mg/kg 6 ] 0 1 1 1 1 1 2 2 6 6 0 6
THT 600 mg/kg 6 0 0 0 2 4 0 2 4 0 6 5 1 6
Urinary sediments
Epitheliat cell
------------------------------------ Seecific gravity
: RBC WBC Squamous Round  Small round Others — =====m=r~m=mceccemccnec.
I e 1.031- 1.041- 1.05(¢ U-Yol
Group animals - - - t - - - 1,040 1.050 nl/2thr
b
Control 5 5 5 5 0 5 5 5 2 2 2 8.42
5.60
THE 67 mg/kg 0 6 6 5 1 6 b 6 3 3 0 14.33
313
THI 200 mg/kg 6 6 6 ) 0 6 6 b 2 4 0 14.08
3.95
THI 600 mg/ks ) 6 b b ] 6 b ) 1 2 3 11.67
4,54

a: Values are no. of animals vith findings. h: Values are means and S.D. thereunder,



Table 6. Hematological findings of male rats dosed orally with THI in the combined repeat dose and
reproduct ive/developmental toxicity screening test {(SR-9537)

No. of RBC Ht. Hb, MV MCH MCHC WBC Plat

Group animals 10°/ul % 9/dt £l pe % 10l 10%ul
a

Control 12 9,349 52.31 16.42 56.07 17.52 31,30 14,35 11241

0.266 0.8 0.48 1.59 0.7 0.73 2.85 "7.0

THT 67 mg/ke 12 9,088 51.10 16.01 56.23 17.55 3.28 11.84  1075.3
0.246 1.88 0.71 1.0

THI 200 mg/kg 12 9.09 51.40 15.93 56.53 17.48 30.95 15,38 1070.8
0.444 2.25 0.63 1 . :

THT 600 ma/kg 12 B,757% 4993w 15.41e  57.06 17.57 30.80 15.50  1115.8
0,337 1.41 0.58 [ y '

___ Neutro.

No. of Ret . cT PY APTT Stah. Seg. Fos, Bas, Mono. Lymp.  Others

Group animals %, sec. sec. sec, % % % % % b3 %
Control 12 1.5 306.9 12.05 8.1 0.6 12.0 0.8 0.0 0.0 86.6 0.0
2.6 110.9 0.51 2.24 0.5 3.9 0.8 0.0 0.0 4.2 0.0

THI 67 ma/kg 12 14.8 381.6 12.22 2.1 0.6 15.1 0.9 0.0 0.0 83.4 0.0
3.9 121.7 0.24 2.44 0.8 6.2 0.8 0,0 0.0 6.3 0.0

THI 200 mg/kg 12 14.3 289 .4 12.56 29724 0.4 9.4 0.8 0.0 n.0 89.3 0.0
3.7 122.9 0.63 3.51 0.5 4.5 1.0 0.0 0.0 5.2 0.0

(Db (n

THI 600 mg/kg 12 14.1 I51.2 12.29 29.77 0.4 10.5 0.8 0.0 0.0 88.3 0.0
3.6 100.0 0.5% 413 0.5 b4 1.2 0.0 0.0 5.2 0.0

a: Values are means and 5.0, thereunder. h: Values in parent  .s are no. of animals examined, *»: Differs from cont, p<0.01.



Table 7. Biochemical findings of male rats dosed orally with THI in the combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9537)

Protein fractions (¥)

No, of TP Alb A/G Alb Globulin GOT GPT CHE 7 -GTP T-Bil Glu
Group animals g/dl g/dl Qo . o B ¥ /1 /L /L W/ mg/dl mg/dl
a
Control 12 6.53 2.49 0.612 40,96 25.33 10.96 16.73 6.03 110.4 26.9 7.2 1,05 0.10 166.8
0.3 0.08 0.035 £.25 2.82 2.15 1.96 1.91 18,7 5.6 5.1 0.48 0.00 15.7
THI 67 ma/kg 12 6.48 2.44 0.603 39.22 25,44 11.43 18.17 5.75 10.6 25.3 7.3 1,09 0.10 163.8
0.25 0.13 0.042 3.97 2.33 2.13 1.92 1.33 25.9 4.7 13.4 0.43 0.00 15.7
THI 200 ma/kg 12 6.30 2.45 0.633 40.98 23.03 12.33 16.75 6.91 117.9 24,3 5.9 1.20 0.10 158.3
0.3 0.14 0.0%9 £33 3.22 1.67 1.77 2.% 2.4 3.6 17.0 0.48 0 18.5
THL 600 ma/kg 12 6.59 2.60 0.648 40,79 23.95 11.85 17.41 6,00 9.8 2.0 72.5 1.30 0.10 154.5
0.27 0.14 0.039 3.79 1.24 2.28 2.35 1.90 13.7 3.8 17.0 0.30 0.00 211
No. of T-Cho 6 PL BUN (rea Na K ¢t Ca 1P
Group animals ma/dl mg/dl mg/dl mg /4l mg/dl mea/l mEg/L mEq/L mg/dl. mg/dL
Control 12 69.2 124.3 138.6 15.77 0.5 142.2 ,614 104.7 9.66 7.44
11.3 72.9 28.5 1.50 0.07 1.68 0.375 2.0 0,62 0.58
THT 67 ma/kg 12 7.7 94.3 135.3  16.58 0.5 142,83 4.808 105.6 9.55 7.80
' 5.4 47T 27.2 1.89 0.07 1.07 0,391 2.0 0.62  0.80
THT 200 ma/ks 12 66.7 [ 124.5 16.61 0.53 14254 4,632 104.9 9.53 7.1
~ 11.6 7.9 22.6 1.9 0.07 1.39 0,323 1.4 0.63 0,48
THE 600 mg/ke 12 77.8 2.0 146.2 16.94 0.5t 141.83 4,805 104.3 9.42 7.82
10.1 26.5 17.1 1.9% 0.05 1.13 0,301 1.2 0.48 0.68

a: Values are means and 5.0, thereunder.



Table 8. Absolute and relative organ veights of male rats dosed orally with THI in the combined repeat dose and reproduct ive/developmental toxicity
screening test (SR-9537)

Body Liver Kidney ) Thymus Adrenal
No. of weight Right - Left ~ Right o deft
Group animals 9 9 % g % g % mg 1073% mg 1073% mg 107%%
A
Control 12 5843 16.557 2.022 1.688 0,290 1.659 0.284 353.2  60.303 30.6 5.7243 5.611
41.3 2.672 0.322 0.155 0.019 0.161 0.019 90.6  14.242 6.7 6.783 +.8 $.763

THI 67 mg/kg 12 575.1  16.931 2.933 1.853 0.322%  1.829 0,317+ /LI 60,755 A 5,425 32.8 5.736
‘ 1.1 2,59 0.292 0,213 0.027 0.211 0.027 118.5  18.987 3.4 0.661 4.0 0.847
THL 200 mgfky 12 5353 15,240 2.840 2.013%%  0,378%%  1.961%x  0.360%x  303.3 56,827 30.4 5.7%2 2.7 6
47.2 1.892 0.1465 0.163 0.027 0.141 0.028 70,8 13.932 3.8 0.935 4,3 1.00
THT 600 ma/kg 12 520.5%%  17.684 3,307#x  2,106%%  0,405sx  2.0A%s%  0,29Bxx 3139 0,448 29.1 5,598 30.4 5.848
32,4 1.5 0.202 0.7 0.033 0.194 0.034 62.2 12447 3.2 0.615 3.5 0,624
} . Testis Enididymis o
No. of ket Left o Riewt o left
Group animals g % 9 % g % 3 %
Control 12 1.846 0.317 1.798 0,308 0.693 0.119 0.670 0,115
0.10 0.029 0.099 0.032 0.046 0.010 0.050 0.013

THI 67 my/kg 12 1,79 312 1.780 0.311 0.679 0.119 0.604 o.n7
0133 026 0,425 0.026 0.036 0.008 0.038 0.007

THI 700 mg/kg 12 1.782 01.334 1.668 0.314 0.672 0.126 0,635 0.12
0.3 0.028 33 0.066 0.068 0.013 b.119 0.02

THT 600 mg/ky 12 1.1 0.348%  1.778 0.343  0.666 0.128 0.659 0.127
0,156 n.038 0.158 0.034 0.046 0.011 0.061 0.014

a: Values are menas and 5.D. thereundar.  x: Differs from cone suor p¢0.95, =#: Differs from controls pg0.01.



Table 9. Gross pathological findings of male rats dused orally with THI in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9537)

Item Control o7 200 600
No. of animals examined 12 12 12 12
Organ : Findings
a
Tleum @ Divert icutum ) g 0 1
Testis : Atrophy 0 0 1 0

Epididymis + Atrophy 0 0 1 0

a: Values are no. of animals with findings.



Table 10. Histopathological findings of male rats dosed orally with THI in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9537)

Item Control 67 200 600
No. of animals examined 12 12 12 12
a b
Organ : Findings Grade
¢
Liver : Hypertrophys hepatocyte, centrilobular t 0 0 0 {9 Jux
Fibrosiss focal + 0 0 1 0
Kidney : Hyaline droplet, proximal tubutar epithelium Total, 3 12 12 12
+ 3 1 s 1 e 0 xx
+ 0 [11 ] [11 J [12 ]
Eosinophilic bodys proximal tubular epithelium + 3 [ 81« [ 81 [0 I«
Casty cellular 4 0 0 ] 0
Regenerat ions tubular epitheljum 1 1 1 4 3
Heart : Cellular infiltration, histiooyte t 0 2 1 0
Lung : Accumulation, foam call 1 0 1 0 i
Pituitary gland : Cyst ) 0 it 0 |
Ileum : Diverticulum (4 0 0 0 1
Testis ¢ Akrophys tubule Total, 0 } 1 0
4 0 1 f 0
+ 0 0 i 0
Epididymls @ Dacreases sperm, intraductal it { 0 1 0
Appearance, desquamative spermatogenic cell +H 0 0 1 0
Prostate : Cellular infiltrations Lymphocyte, interstitial Total 1 3 5 2
t 1 2 5 i
H 0 1 i 1

a: There vere nu abnormal findings in the spleens cerebrums cerebellumy thymus, adrenal, thyroid: forestomach, glandular stomach, duodenums jejunums cecum colon or rectum.
br ot = slighty ++ = moderate, +++ = severe chanye and <+) = detacted.
¢: Values are no. of anmmals with findings,

%1 Differs from control, p¢n.s.

=% Differs from control, pg0.1.



Tabte 11, General appearance of female rats dosed orally with THI in the combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9537)

______________________________________________________________________________________________________________________________________________________________________________

[tem
Findings before gestation period
No. of animals examined

Salivation

Findings during gestation period
No. of animals examined

Sativation

Findings during lactation period
Mo, of animals examined

Sativation

a: Values are no. of animals with findings.
by Includes two animals vho had no evidence of pregnancy.
¢: Includes one animal who had no evidence of pregnancy.

Control of 200 0600
12 12 12 12
a
0 0 0 7
b ¢ ¢
12 12 12 12
0 0 0 1
10 11 12 1
0 ] 0 8

(continued)



Tahle 11, (continued) <Number of females showing salivation in THI 400 ma/kg group)

(Befare gestation)

1-14 15 16 17 18

- a
No, of animals observed 12 12 7 6 3
No. of animals shoving salivalion 0 6 1 2 1

No. of animals observed 12 12 12 12 12 12 12 w2 owRow o1 w2 12 o122 12 12 12 12 12 120n 10 3 1 1
No. of animals showing
sal jvation 2 4 6 8 7 7 7 8 5 6 6 8 6 8 7 6 6 Z 3 1 0 4 2 1 ¢ 0

_______________________________________________________________________________________________________________________________________________________________________________________________________________

0 1 2 3 h
No. of animals observed ' 1" 19 19 9 9
No. of animals showing salivation 1 2 6 i 0
a: Total no. of animals observed.



e el - —

P

Table 12. Body weight chanses hefore gestation period of female rats dosed cratly with THI in the
combined repeat dose and reproductive/developmental toxicity scresning test (SR-9537)

No. of Day of administration _Body weight gain.
Group animals 1 2 5 7 10 14 Day 1-14 % a
b

Control 12 228.3 241.6 247.6 255.4 260.6 268.2  29.833  12.484
7.8 1.7 8.9 12.0 14,6 16,6 12.342 4,914
THI 67 ma/kg 12 239.5 241.5 24691 252.9 259.2 265.2 25,067 10,752
6.2 9.2 7.2 9 9.4 8.9 8.711 3,785

THI 200 my/ky 12 41,2 41.2 246.9 748.4 255.5 258.9  17.750% 7,332
11.0 1.1 7 101 14.2 15.9 8,946 3.656

THI 600 mg/kg 12 240.9 260.6 240.6 263.3% 267, 1% 200.0%x  9.667%% 4, 039%x
9.2 10.6 10.7 9.8 10.8 11.8 9.306 3.859
a: (Body welght gain / body weight on day 1) x 100,
h: Values are means and S.D. thereunder, and expressed in gram.
¥: Differs from control, p¢0.05.
#¢: Differs from controls p¢0.01.



Table 13. Body weight changes during gestation period of female rats dosed orally with THI in the combined repeat dose and
reproduct ive/developmental toxicity screening test (SR-9537)

No. of Day of gestation - : _Body weight gain_

roup animals 0 1 3 5 7 10 14 17 20 Day 0-20 % a

b

Control 10 278.9 205.8 298.6 308.1 318.8 335.2 360.0 3934 §45.9  167.000  59.864
8.7 7.7 8.4 7.9 10.7 10.6 14.5 16.2 20.3 14,877 4,801

THI 67 mg/kg 11 277.9 285.5 294.3 303.5 310.6 325.8 2481 3814 4251 147,182 53.012
13.4 11,2 1.8 13.0 1.4 16.8 18.9 22.6 306 25.443 8,989

THT 200 mg/ke 12 207.9 206, 9% 284.8x 293, 1=x 301, Tx% 315 A% 3205  371.9%  417.8¢ 149917 50,043
11.5 1.8 12.5 12.1 14.5 15.2 17.9 17.7 0.7 101464 0.409

THT 600 mg/kg " 293, 3%%  265.2%¢  27B.0%x  283.0%x 291 3xx 3055wk 323 9xx 350, 8ux 388 7¥k 135 455#% 53,501
9.1 8.4 8.2 7.8 9.2 10.8 11.3 13,5 21,9 21.2716 8.896

a: (Body welght gain / body weight on day 0) x 100,
b: Values are means and S.D. thereunders and expressed in gram.
%: Differs from control, p<d.05.

»#: Differs from control, p<0.01.



Table 14. Body weight changes during lactation period of female rats
dosed orally with THI in the combined repeat dose and
reproduct ive/developmental toxicity screening test (SR-9537)

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

No. of Day of lactation _Body veight gain
Group animals 0 i & Day 0-¢ % a
b
Control 10 339.6 336,2 342.9 3.300 1,047
15.3 12.8 12.8 10,498 3.19%
THL 67 ma/kg " 331.2 329.2 335.5 4,364 1.401
26,3 21.9 21.0 5.390 1.740
THI 200 my/kg 12 LYAR) 318.9% 3303 9.250 3,054
2.1 2.7 20.5 16,243 5.303
9)c (9 (9
THI 600 mg/kg 10 306.5#%  311.0%x 3233 19.40Max 6,320

13.7 7.9 13.7 9.610 3. 168
a: {Body weight 9ain / body weight on day O) x 100.
b: Values are means and 5.D, thereunder, and expressed in gram.
¢: Values in parentheses are no, of animals examined.
*: Differs from control, p¢0.05.
»#: Differs from control, p¢0.01.



Table 15. Food consumption before gestation period of female rats dosed orally with
THI in the combined reseat dose and reproduct ive/developmental toxicity
screening test (5R-9537)

No. of Day of administration
Group animals 1 2 5 7 10 14
_ a
Control 12 16.4 15,6 14,4 16.3 17.3 15.9
2.5 3.3 3.2 2.4 3.2 3.6
THI 67 mg/kg 12 16.3 15.4 14.2 14.3 15.8 15.4
2.4 3.3 2.8 2.0 2.2 2.6
THI 200 ma/kg 12 17.4 14,2 13.3 13.6% 15.4 15.2
3.0 2.7 3 1.9 3 3.4
I 600 mg/kg 12 15.8 13.8 12.3 14.7 14.8 15.1
3.9 3.7 3.0 2.3 2.1 3.2

a: Values are means and S.D. thereunder» and expressed in gram/day.
%: Differs from control, p<n.05.



Table 16.

Food consumption during gestation period of female rats dosed oralty with THI in the combined
repeat dose and reproduct ive/developmental toxicity screening test (5R-9537)

No. of Day_of gastation
Groyp animals 1 3 5 7 10 14 17 20
a
Control 10 19, 20.4 18,4 21.6 21.6 20.4 21,4 19.0
32 3.2 3.2 2.0 2.1 2.3 2.8 3.2
THI 67 masky 11 18.9 18.2 19.5 18.7% 20.2 18.5 20.7 17.8
1.6 2.6 3.3 2.0 2.4 4.3 31 4.5
THI 200 mg/kg 12 17.3 18.4 18.0 18.8% 20.2 20.2 22.0 19.8
2.4 33 1.7 2.3 31 1.7 2.4 39
THI 600 mg/kg 11 16.8 19.6 19.8 19.5 211 21 23.0 19.8
3.3 2.3 3.1 2.0 2.8 3 3.1 3.0

a: Values are means and 5.0. thereunders and expressed in gram/day.
#: Differs from controly p¢0.05,



Table 17. Food consumption during lactation period of female rats
dosed oratly with THI in the combined repeat dose and
reproduct ive/developmeatal toxicity screening test (SR-9537)

No, of Day of lactation_
Group animals 1 4
a
Control 10 13.4 3.5
4,2 7.4
TUL 67 ma/kg 11 121 28.5
2.7 5.2
THI 200 ma/ka 12 15.0 2.0
A7 6.1
(b
THI 600 ma/kg 19 16.6 30.7
4.0 5.5

a: Values are means and 5.D. thereunders and expressed in gram/day.
h: Values in parenthases are no. of animals examined.



Table 18. Absolute and relative organ veights of female rats dosed orally with THI in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9537)

Body ~Liver - B Kidney Thymus Adrenal Ovary .
No. of  welght Right Left Right Left Right Left
Group animals g 9 % g % 9 4 ng 10734 g 107%% g 107 g 1077 my 10734
a

Cantrol 10 2%2.9 14,091 &.110 0.966 0.792 0.9% 0.278 209.3 60,945 33.8 9,866 35.0 16,204 56,0 16,303 47.7 13,893

12.8 1.795 0,346 0,079 0.02% 0.080 0.029 0.5 18.098 &7 1.387 4.8 1.319 9.0 2.3 6.1 1.560
THL (Al 3535.5 14.014 4,177 1.002 0.299 0.980 (0. 2% 178.2  52.947 3.2 10,215 36.6 10.9%6 54.3 16,181 55.4 16.549
67 mg/ke 210 1177 0,270 8.077 0.037 0.075 0.032 411 1175 5.4 1.680 6.7 2.007 9.4 2.780 9.4 2.929
THT 12 0.3 15007 4. 557# 1.038 0.313 0.993 (1.303 179.4  53.9% 33,6 10.1% 36.0 10.900 55.9  17.024 49.1 14.929
200 mg/ky 20,5 1,161 0.411 6.058 0.016 0.05 0.014 58.6 16,171 3.9 0.824 4.0 1.01 1.0 3.643 10.7 3,439
THI 9 3733 15.920%%  4.921%x  1,107%  0.342%x 1,058  (.329%x 1644 50,769 30.0 9.293 33,4 10,359 1.7 16.041 42,0 13,040
600 mg/ke 13.7 1.532 0.400 0.087 0.027 0.066 0.021 33.9 9.811 2.4 0.864 2.2 0.789 8.5 2.985 8.5 2.784

a: Values are menas and 5.D. t
%: Differs from controly p¢0.0
#x: Differs from controls p40.0



lable 19, Gross pathological findings of female rats dosed orally with THI in the combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9537)

Ftem Control o7 200 600
a h b
Mo. of animals examined 12 12 12 12
c
0 0 0 0

Abnormal findings

as Includes tvo aninals vho had no evidence of pragnancy.
b: Includes one animal vho had no evidence of presnancy.
c: Values are no. of animils with findings.



Table 20. Histopathological findings of female rats dosed orally with THI in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9537)

[tem Controt 67 200 600
a b )

Mo, of animals examined , 12 12 12 12

¢ d
Organ @ Findings Grade
]

Liver : Hypertrophys hepatocytes centrilobular + ] ] 0 |
Kidney : Regeneration, tubular epithelium 4 0 ) 1 i
Casty hyaline +H 1 0 0 0
Mineralizations cortico-meduliary junction 4 0 0 ] 1

Spleen : Hematopaiesiss extramedutlary: increased + 1 ] 0 0
Lung : Accumulations foam cell + 0 0 1 0
Thymus : Atrophy ‘ Total 1 0 1 2

% 1 0 1 1
f

+ 0 0 0 1

g

Pituitary gland @ Cyst B 0 0 0 1
Thyroid @ Cyst €Y { ] 0 ]
Ovary : Absence, corpus tuteum (4> 1 i} a 0
Cysts corpus Luteum (4 ] 0 it ]

a: Includes two animals who had no evidence of pregnancy.

b: Includes one animal who had no evidence of pregnancy,

¢t There were no abnormal Tindings in the heart: cerebrums cerebellums adrenal, forestomach, glandular stomachs duodenum: jejunums ileums cecums colon or rectum.
{1 + = slighty ++ = moderate change apd <(+) = detected,

¢ Values are no. of animals with {indings,

f: Observed in one animal delivering no Live pups.

: Observed in one animal whose litter all died.
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Table 21, Influence of THI on reproductive ability of rats in the combined repeat dose and reproductive/developmental toxicity screening test (SR-9537)

kstrous cycle

Before administration Administration period
Normal Abnormal Nor mal Abnormal No. of a b
No. of  mmmmmmmmsmmememmemeemeeee e pairs with Days from Copulation  MNo. of Fertility
pairs Total Continuous Irresular Total Continwous Irregular  successful pairing to index preanant index
Group mated diesirys dlestrus copulation copylat ion ¥ animals %
¢ d
Control 17 17 0 - - 12 0 - - 12 31409 100.9 10 83.3
THT 67 ma/kg 12 17 0 - - 12 0 - - 12 2.181.7 100.0 1" 91.7
TIHL 200 mg/ky 12 12 ] - - 12 i - - 12 2.941.2 100.0 12 100.0
THI 600 ma/kg 12 12 ] - - i? 0 - - 12 2.311.3 100.0 ( 91.7

a: (No. of pairs with successful copulation / no. of pairs mated) x 100,

h: (No. of pregnant animals / no. of pairs with successful copulation) x 100.
o = = blank value.

d: Values are means + 5.0,



Table 22. Influence of THI on detivery and maternal behavior in the combined repeat dose and reproduct ive/developmental toxicity screening test (SR-9537)

Live pups born Dead pups born
a ¢
No. of Implan- b Live e {
No. of  No. of implan-  tation No. of  Delivery birth d Gestatton Gestation Nursing
pregnant corpora  tation index pups indax index  Sex A Length index index
Group females Lutea gites % born % No. % ratin  Male Female No.  Male Female  day % ¥
Control Total 10 188 180 164 164 82 82 0 0 ¢
Mean 18.8 18.0 96.151 16.4 91.202 16.4 100,000  1.7225 8.2 8.2 0.0 6.0 0.0 22.3 100.0 100.0
5.0, 1.8 1 5.754 1.1 5.249 1.1 0.000 0916 2.0 2.4 0.0 6.0 0.0 0.5
THI Total " 196 176 158 155 73 87 3 0 3
© 67 mylke Mean 17.8 16.0 83.895 14,4 90,567 %1 9217 1.0 6.6 7.5 0.3 0.0 0.3 22.5 100.0 100.0
5.0, 7.8 3.9 15,901 3.5 9.721 3.8 5.394 0,596 3.2 3.1 0.5 0.0 0.5 0.5
™ Totat 12 220 20 184 181 93 83 3 0 3
200 mg/kg  Mean 18.3 16.8 91,776 15.3 91,752 151 98.438 1529 7.8 7.3 0.3 0.6 0.3 22.2 100.0 100.0
S.0. 2.2 1.6 5.595 1.6 6.891 1.7 5413 1716 3.2 2.5 6.9 0.0 0.9 0.6
g (100 (10) h
Tt Total 11 175 151 130 120 {1y o4 56 10 3 5 (10)
600 mo/ky  Mean 15.9% 13.7%¢ 85,504 11,80 83,204 10.9%% 88.049 1,224 6.4 5.6 0.9 0.3 0.5 25.0% 50.9 90.0
S.0. 1.8 4.3 24.428 4.8 21,489 54 RIS 0498 2.2 27 1.6 05 ¢ 0.6

: (No, of implantation sites / no. of corpora lutea) x 100.

(No. of pups born / no. of implantation sites) x 100,

: (No. of Live pups horn / no. of pups born) x 100,

Mo, of male pups / no. of female pups.

: {No, of females with live pups delivered / no. of pregnant females) x 100.

{No. of females nursing Live pups / no. of females with normal delivery) x 100,
¢ Values in parentheses ars no. of pregnant females examined.

Includes 2 pups of unknown sex.

. Differs from control, pg0.05,

: Differs from control. p£B.07.
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Table 235. Gross pathological findings of dead pups at birth in the combined repeat dose and reproduct ive/developmental toxicity screening test of THI in rats (SR-9537)

Male Female
THI (ma/kg) THL {mg/kg)
Ttem Controt 67 200 600 Control o7 200 600
a b
No. of dead animats examined 0 0 0 5 0 3 3 5
Dryan @ Findinas
¢ d
[umhar vertebrae @ Absence - - - 0 - 1 0 1]
External : Rudimentary lail - - - 0 - 1 0 0
Imperforate anus - - - 0 - i 0 0

a: Excludes missing.

b: Includes two pups of unknown sex.

¢ - = blank value,

d: VYalues are no. of animals with findings,



Table 24, Influence of THL on viabitity of pups in the combined repeat dose and reproduct ive/developmental toxicity screening test in rats (SR-9537)

a
No. of Live Viability
pups born index
Ttem No. of dams {on day 0) No. % Male Femate
Control Total 10 164 162 80 82
Mean 16.4 16.2 08,824 8.0 8.2
5.D. 1.1 1.0 2.419 2.2 2.4
ML 67 me/kg Total A 155 153 72 81
Mean 4.1 13,9 98,915 6.5 1.4
5.0, 3.8 3.6 2.433 3.1 31
THI 200 mo/ke Total, 12 181 178 ' 90 88
Yean 15.1 1.8 98.403 1.5 7.3
5.0, 1.7 1.7 3.933 3 2.5
b
(10) (10) (10
T 600 mg/kg Total 1" 120 104 (i 55 51
Maan 10.9%x 10, 6% R0.809 5.5 5.1%
5.0, 5.4 b4 33,437 3.0 2.6

a: (No. of Uive pups on day 4 / no. of Live pups born} x 100,
h: Values in parentheses are no, of dams examined,
%1 Differs from control s p0,05,

4 Differs from controbs pg0.01,



Table 25, General appearance of pups in the cumbined repeat dose and reproductive/developmental toxicity screening test of THI in rats (SR-9537)

Male Female
THI (ma/kg) TRI (ma/kg)

Item Control 67 200 600 Control 67 200 600
a

Mo. of animals examined 82 73 93 Oh 82 82 88 56

No. of dead/missing animals 2 1 3 9 0 1 0 5
b

Dead animals ] 0 2 6 0 it 0 A

Missing animals | 1 | k) 0 1 0 1

¢

Tmperforate anus 0 0 0 1 - 0 - 0

Rudimentary tail 0 0 0 i - 0 - 0

Ma. of surviving animals 80 7 0 55 YA 81 a4 51

Rud imentary tail 0 0 1 0 0 0 0 0

Trauma 0 ] 1 0 D 0 0 i

a: Vatues are no. of Live animals at birth.
by Values are no. of animals with findings.
o - = hlank value.
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Table 26. Body weight changes of pups in the combined repeat dose and reproductive/developmental toxicity screening test of THI in rats (SR-9537)

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

Male Female
No. of Day of lactation _Body_weight gain Day of lactation _Body weight gain
Group Litters i 1 4 Day 0-4 ¥a . 0 ] 4 Day 0-4 ]
b

Control 10 6.47 6,95 9,93 3,660 53,449 6.18 6.65 9,45 3,270 52.903
0,54 0.62 1.03 0.638 8.679 0.47 0.57 0.81 0.422 5.504

THE 67 mg/ke 1 6.75 7.26 10.66 3,918 57.138 6.33 6.81 10.00 3,673 56,665
0.85 1.01 1.97 1.144 581 0.78 0.96 2.08 1311 12.930

THT 200 my/ks 12 6.33 6.84 10.06 3,733 58.821 5.88 6.33 3.400  57.633
0.71 0.91 1.40 0.809 9.090 0.56 0.73 1.22 0.768 9.786

(9)¢ 9) 9 (9) (%) (9) (9 )

THI 400 ma/kg 10 6.26 6,40 9.53 345 56.414 5.78 6.04 8.93 3,156  54.706
(.66 0.69 1.23 0.938 12,652 0.59 0,80 1.3 1,067 16.644

____________________________________________________________________________________________________________________________________________________

a: (Body veight gain / body veight on day 0} x 100,
b: Values are means and 5.D. thereunder, and expressed in gram.
¢; Values in parentheses are no. of litters examined.



fable 27. Gross pathological findinus of pupe which were dead after birth or ktlled on day 4 of lactation in the combined repeat dose and reproduct ive/developmental toxicity
sereening test of THD in rats {SR-9537)

Male Female
THI (ma/kg) THE {me/ka)
Ttem Controt 67 200 608 tontrol of 0 iy
Findinas of dead pups after birth
a
o, of animals exanined 1 i 2 6 0 g N 4
Organ @ Findings
4 C
Bxternal o Rudimentary tail i - ] 1 - - ~ l
Jmperfarale anus i - 9 1 - - - 0

Findings of pups killed on day # of lactation

N, of animals examined 80 72 90 5% 82 i1 g0

fraan : Fipdings
{xternal ; Absence of tail I 0 ] 0 0 it it fl
Tratma 0 f 1 8 0 ] 0 0

a: Exeludes missing animals,
b Values are no. of animals with Tindings.
¢~ = hlank value,
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