BEAA L 78 O NERE 2B 3 2 1E
CER% 1841 H 13 H 2 A)
BEEW'E e Repro fii%) - A
CAS No. e WE LR 28 H . Kok Ames | Zufafk P =} ik
e B 3a, 4, 7, Ta—7hF e
3048-65-5 | 4581 |2 Lhnt 1l ooy O O O 1 PR

Coal B NPV N AFALT F -
56-93-9 | 3-2694 —wasmy K O O O 25 PR
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1, 2, 4—_UBU RV R U

3319-31-1 | 3-2684 [FJA(2—ZFLA~FIIL)TAT O @) @) @) @) 230
V%

L ~ 1, 2, 3—hUzmax BRIEA
s1-61-6 | 374 |22 O 261 | gt
95-63-6 3-7 |1, 2, 4—FUrFANUBY @) @) @) 312

ol B 4, 4 —FAEAR(6—tert—7 F
96-69-5 s | @) @) @) @) 331
98-08-8 3-86 |[(F7AABAFL) B @) @) @) 418
526-73-8 3-7 |1, 2, 3—FUrFABY @) @) @) 438

o ~ 2—bREFY —4— (FIFNAF
1843-05-6 | 4-141 |7 007 0 @) @) @) 462
25154-52-3 | 3-503 |/=AT7=s—n @) @) @) @) 475




3a4,7,7a-7 P T FO-IH-A 7D 7 v P HVS
RERORES - EREREE a5

Combined Repeat Dose and Reproductive/ Developmental Toxicity Screening Test of
3a,4,7,7a-Tetrahydro-1H-indene by Oral Administration in Rats

2

OECDHFIL# W BOELEARNIFO—-FLLT,
3a4,7,7a-F b F & FO-1H 1 » 7~ (CAS No. 3048-65-
5) D67, 2003 X %600 me/kg % BS v MR LTRE
BN, 3cBHfEs L UREGOF46HE, #7 v P
L TiETTEY, RS L CMTIESE, &SNS
H 3 CoMBED&S L, BENR~ORERSICL S

. MEHRMDOERE L TR OREICRITTRE
COWTERR S EN - SR HFERATRLERL
FA

M~ OREE S &, HENINH D
2004 £ 7600 mp/kg B CRD S, MESRECHE,
FRMFRE, ~T b7y MEB I UMEEENBREOR
LHHEDG00 mg/kgETH O LA, BEEETIR, F
BEEZOMMN % v LEBIHEE L & W S EEE o
HEED 600 mefke R & MO 200 mg/kg Bl E D& TEE
Bhh, &6IEEROFRESOEME v LEEIE R %
B AEEREOMINFEDST mg/kgll LRSS &
Ui D 600 me/kg FETED SN, T, HEEHSER
T, FRCEEOAEDLHEFRRIE AT
600 mg/kgfF T, FRICEWOEARME Lk ol
LA B L TS NME O BEEHOMITFHED 67 mg/ke
Do, S6iSFoRMA% EEOBEEMED 200
BIU G0 mg/kgBETRO LN,

BELD, BEOET mg/kg lLOBOFHOERE L
UCRERgLoEnOEinEE L&), B0200 mg/ks
BB EERINIHE . 6 T RBOEES LUEGE
BEfboFEin(EmmEased) b s, FRBICBH2
3ad7,7a-F PP L FO-1H-4 » FrOR#EEC LA
LSRR M T 67 me/kg/day Rifli, HET67 mg/ke/day
LR L

S o EREIC I LT, B ToRBERG
Mo idt, BOGROLIHRE &L UTiERS T, i
IR OER, & 6 UICIHEREE R & USERORLD
HE00 /g BHCRH OGN, T, BREEMD R
R L REE L COHERES L FHEE R Db
600 me/kgMETERH LA L0, FRBICBTS
3a4,7.7a-F b T2 FO-1H- 1 > F - ODHESHY O LRI
M A EEEERII600 meske/day, BEEIMDE X UNKIEL
onfd eS8 13 200 mg/ke/day & HIWT L A,

Hik
1. WERLE )

B E L3347 7a-F FF  FO-1H-f > 7 {CAS
No.3048-65-5) T, TiRand 2 EREHEFTHY,
EEFHFFEIIAL, $TRERICERELL. REETE,
BAREEHMEO O v FEFDIGO2 (R 1953.0%)

ERALL. &8, BRYEERISHMPEETH L .

I e ARLEREOGITIC L DR S

%501, HEEE 134, 4B LU 12wV DIRE
LB EINAY—-7w(AFEERE, Yoy
W) EgL TS LL, #UEERTEMIOME
EL, BHICAWL I TERRESRICANR, SEER
ERFELL. BBREOHIMBEREDRETSH D, ho
B—THal @ AEERATEY -2 X h R
=X (F A

2, RESEMSS & UIRTEY

MO CH . CD(SD) AOSPFZ v bR HEF v
— WA - WA= E AR, 158 EOKRE - Bl
HEE£T, ERALRFLRLADDLERCAVE,
BEiZ0ow T 10 B Mo REPRE e TiTy, #E
Bi—B¥oRd bk vEip A,

i, BF23+£37T, HESS+10%, RAEE10
~ 15[, /W48 L O BEH R AT 12 B Rl 1o R i s sy
FYRAFLADEFZECE T, 795y FRERYER
Ry—SEBAATHET LA, MBI, TRITHISSE
wOdb by CERAMBERGETS FTL—2, BF
Foa-JR N~ FHVIAT Y L AGEE{E
AL, r—PVaLh oREFREE, HATani2mel
A, BOUSELE, AHhufggEsim, SRing
HLEE, WERRGRIRE UL, SRR
(CRF-1, FYx>¥ BT ¢ SERGHEGTH
W, BRI GE A (FLEETTAGEA) # BB kR
HAHCIEBABREANT, FRLENEHICERE ¢,

3. BEEOF%E, RRPEOHEES L UEAT
REBEEIL, 3ad77aF I FO-144 > 7> 0100,
3008 L UF1000 meg/ke & iHES S 14 A M EEEOR
SLERBRERBOBSYSZLRELL. Thbb,
1000 mg/kg BECRRATETR - & A EFRBIAEESFch 1124
HRAiid, REOHETE S0 35T, FEER, B
BEBORL, HERINF, BHEEOKE, HE0E
EBLUREERILOEM, FROFERL, AFHE
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kb - £RREBEIaHR

DIREARD 5N, 300 me/kg BOR TUFFROBES
YU ERE R OBINATS 6. FRBETIRITSH
HARERERBNEHIMEC LIS Eds, BRAEEH
L TERBEAAONIEEE LT, 1000 mg/kglt
k300 mp/kg RIS D ETH L 600 melkek L,
PLFAHIT2004 & U067 me/kg T RELI. BHID,
WEThHD 4 — 7S+ AMBEZ A TEH4TE
L, BB AL MBS LR VL, B
1, HEREANB RS RET 4 BORRERY LIZE
BofEsy—1o b L9 14BN B L EE Stk
AnTfiof,

4. #EHE

EEEREEDREL L, B TR
BAKfTo k. ]

FEEEIE, HICoWCIASECET 14 B I, SCATHIRT
BLUREHE O EME, @i TSR I4HH
BLUZRF COXEIN, 26 CREMIIRENRE
LUMFIB oML L.

HHSERE, FElkgHhimie LTHREBICRK
fEVHRHlE LAFECE T TERL, FEHFEY
A BERTOHDFEEICHESWTHEL LL, &5
FI0AR»HREL, BSRENOFEEKE ((FEH
) I3ET4164 g(392 ~447x), HRT240.0 g(222~270
g THot:.

5, BE, MEsIURKREER
(1) —fireEsRee

BHESENIDWT, HEBYEEG LA 1AL LOEET,
WEpd L Umasc £ DATEY, SRR EREELA.
(2) FEAE

EREXIEE 10 (G, %452, 6, 7, WBLU 4
H, #OREEC>WTIR7THEERSHETHY B LUy
ALK, oo TER0, 1, 3, 5, 7, 10, 14, 17
BLU20R, 8E0, 1BXU4B1, FATREESE
(L ABER)Y EHFEOMED LB ULBICETEES
A THREEREL:. F0, BlowTitis14s
GHD, WIZoWTIIES 1AIS 4E, ER0H G20
ABLUMHFOA D 04 B DEEEIES & CEES
BEFEMLL,
{3) BfgNE

BALEE, MoV THRRHBES SRR TR,

HIC2WTRIHROB B LUMF OB TR EFENER
tRCAEERSETHEEE) I, EFERTAVTH

EL. HEMBISESEORAE S — V8 FL,

BRMEE) CREBEUELTIES - YOI BHOE
HETEBRL L.

(4) Rig®E

FEMEADTERE 543~ M B ) ICHEO EE6HIC
T, Ty MRS — U (KN-646 B, EERE
Y CEELCEERET CRR Y To 2. HIGHEoE
RoO—B%RwT, pH, BB, #, &, 9oy
YS—=a", ENE Sy, iz (BLE, KRR

810

FAFL 9P A AL DR - S B LUV ()
WEL, ABMERTHACCEE(T ¥ T8Iy
Iy BLUREER)THELL. 4, BRPOK
ABEELEETERL .
(5) MR

546 OE B OHHERIZHICIHHLR L NS
PUZDNWT, Z—FEST TAMEBIRS &34 L7,
EDTA-2K CHE L Am#EE BT, R, Tk
GRS, DAMEE, aampEell, S8ERE,; o
~d—Hyry— Teo0R), MBFER(ZTAEA
TFOUErE,I—Ly-hIry— TEROR )}, ~=
by MEGRDEZR, THRIRERL DRHE),
RO Q¥ Y1 BRONRE, EBEFERLLY
B, FHRORNESOEYBE(NT 2 U v HME,
NEFERE VESR), BARMIRE(Brecher i) & LY
MERF G (A 1 - FaFai) #8FCL I pEL
£ i KBRS ENR L AELENEERWTER
EEEM G ERETc L 2 EERERNEE  F5 14—
H¥lwAfsparsyoA—~y—)&i#ELL. 351,
BERARR A SR L it 7 o 8 P A TR
BLA#, 3000 rpm CLOABELL, Bo5hi-mE
ERVwWC72 oYU rEBE(btayR7r5s2 0 8E)
BLUBELSS r oy TS A5 Mz PV E
) (B, AMELUNG KC-10A, /37 A% —KE) 2
ELE.
(8) M bR

546 HOBAOEHFIG I6REMER L0
fliconT, MEEHREO;-HOIRmnE, Btk
O3 L Ao MR % 3000 e.p.m. T IO FERELAEEL, B
bRififFE AT, GOT, GPT(EE, IFCCHE:), y-
GTP(AELy-FA ¥ I Np-mbuT =y FERE),
gy aFF—E(avfLrFyrrto) v LE
W), M AFVEFF—¥eE), RV ATo-—- V(&
i), pY Sy FOEES) b — R, Y
YISH(BEER), BYURLY ATV EYRE ),
FREBE(ILF—H - 4> ¥ 7/ —NE), #VF
Fov(Yy 7ziE), ANIYLAQCPCE), BEY Y
(71 A% Hru—it), BEA(KY Ly ME)BE
773 (BCGE)(BE, BuETS0REEINE
EB), TYUTLBLRUTAY AL, ik ; T—
=2 740 B RREED), ru—n(BEiNEE T
CL-6MEB DS A Faorvy—), A/GREEEA, 7
VTIENER)BIFEAFE{(ENIT—ZT LT
— MEBEkEE) LHE L
(7) Bss LUBRERERNE

BilowTidHs54600R Bt -T VERTTH
MEHMBIESE, £5OHES LG SIRGE
SLA, MEESWEFRECHEBRABESC, HE3H
ECHEFEROMLALFILTHEF4E 1, RSB ETH
BoBsH N2 WARTER268, Z-FLVEEBTT
WIBFHE Y, 2H5ORELS L UHETRARMGICHEL,
TEORFRRSE L OMENEFEREGFELHBLL. S5,
WERED &Iz oW TIFR, SROESR), iR, 3%k
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i
!
{
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3a4,7,7a-F P EFO-1H- 1 T

H), WE, SELEES)BLIVHNEOERELEFE
BrHAVWTHET AL LG, BEAEERIEHIL
7.
(8) FIBMEHFIRE

MeiEo 2z DT, B, B, B, 05, 6,
B, T4, MR, 2T, FRE, §HE-RE), +
ZigNg, =8, B, 558, &8, 5, SRBLY
BB % 10% Pkl kv ) 2, BRBIUEELRE
P77 CECEER AT 7O 2ERL, ATh
Fi )y DA P RAEEL L TFLABCE TR
¥fa (PASH:Ea, PTAHSG) BRI L CrmEs
BEEToX. .
(9) L£IERERE

B2pliconw?, FSHEBOHIHTRET
OME, FAVEREICEAEERRERSERL, X%
SR T TR BIERRS (RIS, SIEHE, #BiE8
HH, BB L CRIFRED) OHERTY, %58
MoREOHMEHE LA, WS4 BOMREICONWT,
RSSHATS Hib 13 1 (EEAMAb+E) C140H
¥REE LCRABEY, #olEn P BTy shs
BRIEEOH & L. SROBTIEMOTE I ERED
BRESRLBEL L, TRE (REHWE/ FiEHiy
B XI100) BLUTKRE (ZEHDE/ TREHY
]y x100) HEH LA
(10) 4hs L UBETTEEE

TELAZBEMIIOWT, SR B2658H4TH
I CHRIRERFREL, TRORICTHMRT LTy
i AMASNEL, TOAEMFOEE LA, 48
BT HIIEZ A N BRHT oW BSITE, SHERS,
EHEBHEBIUELCEY, HERouils ioisde
Bl T, BEME (HROEPHHFOEZ T
BE), RER ({ERBEmEIHEER) x100), &
M ((RRHMEEIREL /AR E) X100}, HiASE [(HE
ERB/FBERT) X 100), WE4HFEETE ((BF
1B RITROED & N AR ERiC sk L L
HEGH 3D X 100] B X Okl (M4 IR% /AR 80
rEELA, EL, BBROIMERD HBMEE ((F
RS/ EREAR) X 100) FEB L
(1) FERO—FIRMERE S Ui

Sz 0T, HFOHPILAFE4H FC1H1EER
BLURCEREL, —RRES LUAFRITOWTHRE
L. BEER»LHEROWTFIROEER ((F4
HAFES /MEERBE) X100] 2 1B LTH
HL& &b, BREFIIECHA2WEIFRAF L Lok
HARIEEEHE LTHo e,
{12) FHEROETFEUE

EHRE L DLW, WED, 1BLT4E I
BFEH+HAWCHEL, EEEE 1EECHREIZ]
a7 ) OEEMETRLEL. 56 NAMEEH L EEN
IR (MFLIHHRE-WHFTOHRE) B & UFEEmE
((BEEIE/HETIEHFE) X 100) £HEHLL.
(13) HEROEE

FEU-E SICER L, Foladizown T4

BBt RERAEFH O TEEIFESELH, 51
F(OEAZ2EG)BLIULEOBES L UHH* AR
HImRELA UL CEENRASROED LR
#IZ2WTiL, whole body  10% hiE&HFE L <D >
weBlEL, BFELE,

6. HiRtAHT

AN, R, REE, BEEBIUWER, &5
UCRBERMTRIREED S b LREOBES L — Fi®
BERLFRIIOWTIE, 2R BELTY, FE
LA, 2By REAB kol £, ZheD
BoE IRl A 2 B Fisher DERBEBRELE 2 AW
. TOMOER LS FIRBEHEERTERO I B2
BRLLEORBES L — FAALDRLEFRICoWTIL,
Bartlett 0% 5-#kiEis, —TERESFBSFES 21
Kruskal-Wallis#h 1= & b #8317 L, FE4#4E, Dunneit
DREY:SH B v it Mann-Whitney D U-BEEC L W, X
HIEgEE 334, 77a-F b5 L Fr-1H-f > F 5B L
DHET T o7, WEEEOBEIE LT, AA8idE
TSBLTL%E LI,

=R

1. RE#EEN
(1) —frikfEmies

HETiE, FEHG00 mglke D 10 TH5 15 B LU,
#2546 0 FTOEITED, BEEED LW EREEH
HIFSHIFHEI COoOMICBERE S, 600 ma/kg O
D 1 TR 5-24 B 12 DRFERATED 6 hisds, K’
1P CERRRES Sl dho o,

Bt BT, AERTIR S THEEAT600 me kg B
OTHTHRSISH D, BE5EL L RSEEL DI
FEEOMICTED L, HREAFTIE600 mg/kgHD
VI CHER LA UR, EEREOIRIZED, 52y
LigSE#H & 0 2R EOBICEma s o i,
HEMETHEEOR X P3N, 600 mg/keHDS
PICTHSEHLIN IBEEEOBICHESNICEOLA
FAR
(2) hEHH (Table 1,2)

HTH, REOBEMH200 me/keEDiRE21~ 468,
600 mg/ke DR S5~ HIZEDH LN, IREOHET
UEERENED Y CEERENEOREDRD LML,

MEDEENRS BN G, REOBE 600 mg/keiF
CHRETAMRICAGR, RERNES X UEEENER
DIAE S 2005 & U 600 mg/kgTTRO LR, FHRY

CfTh, REOEMEA200 mg/ kg BTHEL~208 4,

600 mg/kgBECIHEO~20RICH b 1, 600 mg/kgBFT
RERNEoRMLEO el WEHMTE, BE
DEEH 200 mg/kgBETHF 1 H 12, 600 mg/kg B TH
FOBLULRIZA LAY, BHEHARNOSERINES

L OB AT R L@ D, 600 ma/kg BTV

TROFEHFEHFRLAEEFL L.
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EfS5EE - SRBESUHERR

(3) 85 (Table 3.4)

FAEEDERENSED200 mg/kgHOHRE2, 7, 4B
L2110, %6 U600 me/keBEORS2HICBDH LR
FAR g .
M BT, RS HIET00 meg/keRORS
78, EEHETIEETE LU 200me/ ke OEIRTB 12
EEFEOLNL, HEHBCREUERb i dho
.

4) RBE

VTN OBREEB IS L HESE L L TR R
Bohbioi,
{5) MEZHRE (Table 5)

FRIERE, ~< &)y MEB LTUIEESOBED
HAHHEO 600 mg/ke i TRH L.

(6) MmiEsE{LiRiRzE(Table 6)

WIhORTES L BE LB LTRSS
Hohfieh ot '

(7) #EEE(Table 7,8)
. BT, BMREBEEOBRLHF200E L U600 mg/keBE

T, FEOFRERLOWMINHE00 me/kegE ¢, £ED
FHOEROMEINA200 8 L 0600 mg/kgBhT, ERH®
RO EEES L oEinste7, 2008 & U600 me/ke Bt
T, EEOREOHFBEESHOENA600 me/keFHFTHR
B, &, 600 mag/keBDOITRERE B & U°67
meg/kg HAESDTERARICHEEHEEZ I L0,
AR E L CRENRO S h,

—%,. 600 mg/kg DR OREEERICIEHEELD

EFH G Ed o7,

o BETH, FROEEOHNAE0 mylke BT, TTR®
HEEFREOEMAT2005 L 07600 meg/kg BT, £ED
FHOBEES L OB ERIEOMIA600 me/ kgl T
wHhi Bh, 200 my/keBONBERL L HEFEN
LAEER WA, HEEL gL TEEI B LR
7.
(8) Bl

e, MAGICREDG00 mg/ kg TLECED BN,
BT, wWihoflicbBEREveshidhoi. 48,
MEERLAMCIERICRBEEED AL, o2,
(9) FEEHRMZAHRE (Table 9, 10)

324, 772-F b S NO-1H-{ ¥ Pr&ESI0 L 658
LEZONABFRLELT, BT, FRTEEN/NESD
LAEFFIIA AN A At600 mg/kgTETOBIC, BRTEED
ERERAE EE OMTINLED67H X 1200 ma/ke§E
TEIH, EEQWHFRETEN6TE L U200 me/ke
TH11F, 800 mg/kgHCI2FEFI, BEDKRE
A B o i B MESTET B L UF200 me/kg HETES
B, 600 mg/kgRECOFlIcED LN, HEFEMIZLFER
LE{ETHod. Fi, HEFENEEEIEDOALY
LD, BRARRETLINEZ(OfZEADL L,
334,772 F F T ¥ F-1H- 4 5158 & Qg%
ALRARRL LT, ¥EORMELEOFAEL200
mg/kg BETAH, 600 mu/kglECAFHIES S L,

fETi, 600 me/ke B0 1@z, G CEEO/NER

612

AMERFHIAR AR S iz, TOMICEBDERS &
BB s R ERFED S d oz,

2. SEHREE
(1} S=7EgERTE (Table 1)

MEOHBMBBRECRENIREIFZTOORE o 1.
$7, BREOTRICIELAOS, WREDLUSE
Ficbh3a47Ta-7 P I FO-1H 4 ¥y Frifsope
BRH LN,

(2) St & UBHETEIERZE (Table 12)

ILIEIM OIER 4 & SRR A6, B[R, tEik
EBLUVHEBELERROBIDE0D mp/keBTHH LR
7=,

THREEE LT, FEPIL0HERTRI CEROA
HNAVEIF600 mp/ke B TLEl, TAMERELLT,
EFHFRIECHAC00 mg/kgBTIMAL NS, SHR
EENIHRERL, BEBHESHTH o N, SRET
HICSWEMMPREL, MBRERLAb AR, B
S ORBHMBERECENROETEITO LA £
THEIBECHMTId, EHEH2, HERFIMIBTHY,
FOIFFEET20CEELL. SO RBESSES
ECHTEXCBRIELOREZDATH- I,

SR T HOETIRAG6T B & U200 me/kg BETEMES
#l, 600 me/keTFCHESHI, HESHIL L UMMERI A 258
MHEDH LI, 67 mp/kg O LFNCIEROKIE, HFR
BLUHIrFE2nonst,

(3) FEROEEFE(Table 12)

600 mg/ke BT, WEFA0 DEFRYEOBMHFRG S
y (% AN
(4) 4RO —RkiEglzs

CORCH D WIETHB A R CH25], 67 ma/kg@ T

MRS 1H, 200 mg/ke B CHE3HM, 600 me/kg B CHED

Plis EMESPlcED SR Zhbnd b, SRS

& USHIT 600 mg/kg T CHLFICRH b1,
EFEFHTCIHAKRBB LU EDRBEORE 200

me/keBCHEIVICED OR, FHEHT200 me/kg B b

DBl bR,

(8) MEROEFEERE (Table 12)

WO 3a4,7.72-F F T FO-1H- 4 > F 5t

b, MEBLERL CTERERBCETUEL O R,
A
(6) FHEROSE

—FIRERETA S NG00 meg/kgBEDEBRE R X U
#eo18l, ME4BCERL 200 mg/kg BEOIRBR
DREOIFB LU E IfoMdiz, BEiiRdsh
o i,

£

1. RRREHEE

—AUREEEIE T, HREEATHEIC By TI600 ma/ ke BF
o 26 0F ik S 15 B o izizEH, 404018
TlHE—@HCES oL, BTy, BERMKD, REd

o




3a,4,7,7a- 7 F S FOH-A4 T

600 mg/kg B CiTiEr, RS HEE LUTHEEREEL
TIRSISALBECE IS AGRE, SRTlEVTh
OFN LEERICREE IS G, 5SS HEEN
HOENLFO i Ehs, 5 EINA304,7,757
S NO-IH-4 Y Fric L HBRTRE, BEEY
DR OEFAOQFR X2 fETTIREL L &
dnkakFR i

REEBE TR, SRS RO EYE, Mok
IRRTACEI &5 &k CFEEEMAIM %@ L T 2003 & UF600
nglkgETRHEN, 324,775 F VT VR-1H- 4~
Frig5oEErEL bl MO0 ma/kefECIdMR
2, BEHMOAEHENES L UHNEORESED S
iz, FhFE ToEERITNREI ST IS YETo
REBREEFL LRI

BER T, #0200 me/kgBETHRE2, 7, 4B
CZIAREHE FES L. LdL, BRETCHIHE
@600 mg/keBHECIES A R—EBROoRETRLAD
ATHD, MTE7HBWIE200 me/kg EOMEHIMN %
e Ao BEY —BETH e bbb,
33,4, 7,72-F F S L FO-1TF 4 > P50 S 2 BEE
ORI RV EEL LN,

M- RITTREL LT, AUk, ~wizdv b
i X FiLfE B DL HEDC00 mg/kgBTiH S
2o, WThOBETH B, REE, MiRE{bEiREs
SR L FUREAEEREC BT EFEED
LR o

FRCE T 53047727 F S FO-1H-4 07 >3%
SOEME LT, B0l mg/ke B CEEOHIEME
LUBEBEREAEINT LG, REOMLNSERE
TRHEFEONEFMEFRRERS B O, BT
FFgoBEZOEMNL v LENERS X UEEER KO
MA200 mg/kg L EDRTHH 5N, HEIEFRET
b, LEIOAOREFTH - 22600 mg kg BECIFR -8
RED/NERCHETF IR K AR & h 7z,

FIETIL, Bo6? mg/ke B THEEOEMEmB LT
FEERLOMIN, 2003 X600 mg/ke BB TEREB &
UTHEESROMENED N, BCLEROERB T
VRBRES L OMMAE00 meg/keECRO OGN, HHE
HBSERE TR, 0347 Ta-F 7 Fa-1H-4
FoRERART, ANRAET LEONTRILES LU
FRESMEOBBICHEENED R, RESEED
BEI2WT L EN2005 & F600 me/keBECH BB
DWIEmAED R, wihd3a4772-F 7L F
O-1HA Y TFrESCIaEBLEioni. ik
FLEYE T v MRS LSS, SICHTEEROE
NRAFCHTEIEET I EAmbhTEY, £h
BFISEMERERILWEEL N5, BITROLE
HOREMRVESIERAT LEORES LUBE T
BIERIFTEBAGATVAY, F7, e IMEICD
WTLHFHERA—PECHI L WIFEENHEY. L
LAt T, RERTIHAEREE LE~OHTEH B
S MEO BEEOMMEES b0, FitmE
SHTBEERII200 8 L U600 me/kg T AL R RS L

EOBEORBHENEMEEZ DONEY ZH L
AN
$7-, HEOBRERRS LUREERILOME, BT
WB L FEEIEOBIREELCwd L8R D
%, D600 me/kgBETIX IO L S HERBRFHENL
FEDTCHAES LCREERRoOENSELTEY, .
—SER IR T E o i,

BEaT kdn, BOGT meg/kgl LoBoSgoE
BB ICEESSROBNEMERE &), D200
me/kg A EORDEEM I 2 S FLFROERER
LU GEERLOEN(ENMEm &) s, KR
LB A%AT T T P TR FR-1H-4 v rORES
B2 EPEIEIIBETET me/ke/day ki, HTE7
mgfkg/day £ FIBF L A2,

2. EWBEEE

EMERETIMOMEN, MEOTRS LURE,
Mo LRSS Y TAGTRSENEE, H50IEENHEE
LUREBEAERETIIB T34, 7a-F b T Fa-
V-4 7P rSIt i BB ED S higdot. &5,
00 mg/ke B THOORAEROGERR L OENEE
EICHEFROONT VI MG, AEOKEREICE
S HDEHBE N, 34T Ta-F P FO-1H-1
Y FoEEEORENOA MR TR, TOERERET
ASRBHBFEFRIIBD Gt o,

TRBEL LTOBEMETRICEROL SN OH, 2
HIIHERE & LTEEIRFBTH 600 mg/ke T
FRERIABdSRA., LdL, #ilto ki,
33,47, 7a-7 b S & FO-1H-{ > 7 ¥ 5. X A RS
HHROBPEAGNLHOO, BRESITVKRENEE
B RIZTEREARGRT, TR 2PORERT
iFE LR A NI b, BBkt L
#HE e,

BEhoHRE L Uiz T, SERENOEREL
LU HREGEN, BHRE, HERHBIUHEERRK
DI H600 m/kg T bR, BEE, HERY,
HEIRBEOBASICOWTE, TRENERE, HERD
SUFEROEHFITOEFEICIa4,772-F P FLF
O-1H-4 vy FrESOREIEDH LR W L d b,
IS IR S () ORI EBE LA ET
HHLEILN, 3247 7a-F FFRFO-1H-{ 7>
PEEB LUHBROEFECEERESRELLEE
Rohhdoi, HEHHOERIIOWTE, Y94T
EREOLLVEACHEAMAE 2 I VLR
TERY, FRBROPE S BERYORSP & ORENE
kBhiz,

N T, —RIRGERES L YR CRYE, S0
BXUBEEORENGT mg/keBEC15, HEREA200
mg/ kg BEC 1A, EIFR B L UEICH600 me/kg BT
i oz, EHIFAOAGRETHY, 324,772
FhIRFOAHA rFrES LB ELDL
Friobht. T, BHE4EOEFEEMOEEA600
mg/keBTRD ORAN, M LALHERECHS
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L UHRHEEROBRIVICER T b 0ThH Y, HEER
CLEREALNEVI EhG, BERROEFEEHT
33ad77a-F 3 PO-1H-4 v ¥ 5088,
RN H=F (B4R

HEaz rae, #EihpoEmiEc4 52813600
mg/kgBT LD LAY, —H, I TIE600 mg/ig
BUHEREFROBL LI ThIIERTA LELD
NBERBOFL B L UHIRBMOERD, Ribflizk
LTEMEBRES L CHEERROEPrEb NS
L, FREKICBIT5324,77a-F P Fu-af-4
YFrOEEROERIDT 2 BREE N, BEH TR
600 mg/kg/day, ¥EEH TIZ200 me/kg/dayTHhh, T
72, Ktz 5 ER R 200 mp/ke/day & HET L
FAR

pa g

1) PGreaves, "Histopathology of Preclinical Toxicity
Studies: Interpretation and Relevanee in Drug
Safety Evaluation,” Elsevier, Amsterdam,
Netheriands, 1990, pp. 532-538.

2) #ERNRSL, 7 MEREEOREBRGENET
-HEREEC DT, HSEAEREHRRESHE
RERH, 76(1992).

3) EAMAK B, “OVE-EEeBEERER-
IR, 3R, 1988, p.24.

614

Mk
Rewiny | SR
REpfaLs | RE ¥, BEE—, TIER
e K MBERT
T226 duimpERGTTHEEARIGIEAH T
Tel 011-885-5031  Fax 011-885-5313

Correspondence

Authors Hiroyuki Yoshimura (Study director)
Hitoshi Shigeno, Jyunichi Nagaya,
Masatoshi Furukawa

Safety Research Institute for Chemical

Compounds Co., Lid.

363-24 Shin-ei, Kiyota-ku, Sapporo, Hokkaido,

{04, Japan

Tel +81-11-885-503] Fax +81-11-885-5313




33-4,7,751—7_' FoOEFOAHT :/7_5:/

Table1 Body weight changes in male rats treated orally with 3a,4,7,7a-tetrahydro-1H-indene in combined repeat
dose and reproductive/developmental toxicity screening test

Ttem Qmg/kg 67 me/ke 200 mg/kg 600 mg'ke
No, of animals 12 12 12 12
Day 1 4182 3+ 134 T 4147 £ 123 415.8 + 156 416.8 £ 123
2 4225 = 154 4195 £ 1240 4165 £ 158 411.6 + 16.6
5 4443 4 183 4393 X 137 434.3 + 182 4248 1 12.8%
7 ) 4550 £ 1836 4510 + 163 4418 &+ 174 4322 + 155%
10 4718 X 196 465.3 % 166 4574 & 20.1 4480 £ 18.0™*
14 4964 = 24,1 487.7 + 199 4742 :l: 25.7 465.9 + 211%*
21 5194 + 285 5140 4+ 208 493.3 + 274* 4852 + 250"
28 5834 £ 317 5473 = 748 5227 £ M40 510.8 & 272"
35 5836 & 33.8 5768 4+ 27.9 B73 £ 37.7% 533.0 L 27.5%
42 597.1 £ 393 588.8 & 420 5518 + 45.3* 6.5 1 31.6*"
46 6083 £ 459 600.1 & 473 5606 4 49.1* 555.6 & 33.8*
Day 1-46, gain 1801 £ 343 1854 + 41.0 4.8 £ 42.8* 138.8 4 24.5%*
Body weight gain® (%) 463 =+ 7.2 446 £ 93 348 £+ 10.0™ 33.2 £ S.4%

Values are expressed as Mean:8.D. (gram).
a: (Body weight gain/body weight on day 1)X 10¢

Significantly differeat from ¢ mgrke group; £ pS0.05, **: p=0a1
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