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

e

B

OECDEFILEME DKM A REFDO—RELT,
3a477a-5 9 & FO-1H- £ » 5> (CAS No. 3048-65-
5) D67, 2003 & 15600 mg/kg X HE T v Mot LTIRE
Ao, RECHIMEE L UCKEREOFI4688, I v M
o LCIEACERET, CAEHS L UHIREAM, 26 ICEHH3
HI CoHBEORS L, HESY~ORERSIZLD
B MEBMOEMSE L UREAORECRITTRE
COWTRERSEN - AMREEUH SRR ERL
7z

HEHEB ~DORERGIC LY, EEEIMIH D
2004 X U600 mg/kg BECELH L7, MWERE T,
RMEE, ~< 20y MEBLUVMBEEDEEDRK
LHHED600 mg/kgBHETCEHD LN, BEEETIE, §F
BEEORMZ YV LIEMER 2 5> O ICREER KON
HHED 600 mg/kg BB L URED 200 mg/kg L LD TER
Hoh, SHILERDTREROHEMZ v LIEINES 2
LI HEEER ORI ED67 mg/kg Pl EDORE &
D600 mg/kgHFTRDO LNz, T, FHBHEFER
AT, FFEEICEERE O/NEE PR R AR K A5 HE
600 mg/kgBE T, TWIZBVOARMAE LEOWMTFE
L& B L B/ IMEO ZEREOEMAHED 67 mg/ke
BEDBWC, S5 ICBEORME LREOBEEI D200
BL600mg/kgHETHEDONT-.

BEXY, HO67 mg/kgllLOBOBRBOEEL &
UCHREEEHOHEMEENEmML &), HD200 mg/kg
DEOBOKERNIIN: L CHBOEE S L URE
BELIOENOEMERNE &4) 26, KRERIZBIT A
3a,4,7,7a-F7 b I FO-1H-1 » F ORIEHRSICLE S
BB I H T67 mg/kg/day Rilfi, M T67 mg/kg/day
& HiT L7,

MEEB D ORI L T, B TOFBIIAS
Nixdoih, HOBBPOIKRE L UTHRBIRT, &
RMBOER, %6 CICHEREED L UERBOED
H5600 mg/kgBETEDH LN, $ 72, MHEEYORER
KT AEEE LCHERKS L HRESEREDOBAH
600 mg/kgBHETHEDONI- I 0L, AREBICBITA
32,47, 72-7 I FO-1H- A 7 DS OEFEIC
T HEEERII600 mg/kg/day, MEWEB L USRI
WX B EFER I 200 mg/kg/day & BT L 7.

Fik

1. HEME ,
WEWHEII324,7,72a-7 P T & FO-1H- 1 > 7~ (CAS
No0.3048-65-5) T, MMEEDH 5 EBEEHHAETH Y,
EXREFEEFICAN, SEENICRELZ. FHBTH,
BAAMLFHEEDOT v FES DIG02 (FE 199.0%)

AL, B, #RYEIIRSHEPEETHo 2 .

ZENBEEFOSTICE BRI,

B5ICE, BBWEE 134, 4BV 12w/v% DOEE
LB LAV —TH(BERERE, v rHEE
G W EBLUTHEMLL. REEAGTERICIEL L
EL, HEKAVEITEARERRICAR, SEER
WKEBRFLZ., SREOAEBIRAEDRETH), »D
BW—ThHsrI e @MBEREMTH L& — 12 & D HER
Shie.

2. KRB L UBRBRG

£ #%8AKDCri:CD(SD) ROSPF 7 v P2 HAF v
= WA Y N—-@WPHEITANR, 15HBORE - Bk
FHEZTV, ERALZEFLT LW ERBRICHV .
DWW T 10 BB OEBIHRE % §F¢ TiTv, %A
HItEZEORD O WEY T i,

Byiiy, BE23+3C, BES5+10%, BRMEEIL0
~ 150/ FMB & UTHEBREE 128 /IR S hioyY)
TUATLADREZEILBVT, 757 v FREBHER
Ry —J%BwWTHEFLL, HiX, HRI7TE»H &8
Eorb ) ICERBWHRER (74 7L —7, BXK
Fr-NA - YN EFHENTRAT L ARSI
BU7. =87 oA, BESTENI2meL
A, BRI, TEPISHESIE, FREBES
18, MESMSIEIEE L. fSEHIERER
(CRF-1, #)x % VERBTHMH) *SREHHESFYH
W, EEKIEAREAR (FLIRTKEK) & BB KEE
HHVIIHEABEHCT, FREFRERICEREE.

3. BEROE, SREOEBRS LU
REREEIL, 3a4,77a-T FI FO-1H- 4 ¥ F 2 ®100,
3008 &£ UF1000 mg/kg & HEMER SHHC 14 B B RERE O
SEL-AERERBOBEYSEIIHRELL. T4bb,
1000 mg/kg BECIITEHIZ & 2 BB HES BB 1 HIIZ &
Shziid, FEOMETL S0 X5, HRER, B
FEBORA, HREHEMIE, BEEOEKE, FROE
BEBIUHREEEROWN, FROBEEL, R
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RiEHRS5EY - £RRESHHEHEAR

DIREAERS H R, 300 mg/kgHOEETIIHBOEE S
JUKREERLOBNAFRD LN, KRB TIIRSH
BABHERERBOHIMBI LIS, EHERH
LrnERMENFACKAHEREL LT, 1000 mg/kg B
&£ 300 mg/kgBEDIIIFSELHIETH 5600 mg/kg & L,
DTFRHIT2008B L 067 mg/kgasiE L7z, 3612,
WERTHDLA ) — 7ML T AMBEELINZ CaH48
EL, BEIIIBEY Y ES 2R v BT
i, ®S5BIMEET R SRR A HOoKEEY D L IXE
BHOGKESY—II25 L) IRENB{LEFAMBEY
BHwtir-o 7.

4. ¥E5HE
RERBEEORG L L, BV r 7y BucmEiilne
BRILfro 7. '

¥E5HEE, B ow TR 1488, KEHE
BLUKEFBOF46 O, HIC oW TILAER 14 BE
BIUXR I TORENNE, SO KBRRMITEREANE
FUMEIRS TOHRE L

BEREBIE, AElIkgX7o05mle LTHRSAILR
bt VRICEIE L RECESWTEB L, REHEY
AoSFERZFOADKEIIEDOVWTER LL. &5
FI0EE SR L, K5 RGEOFHKRE (FEEH
PR X HET416.4 g(392 ~447g), MET240.0 g(222 ~270
g) Th-o7:.

5. BI®, AESLUREEER
(1) —fEiReeEis
MEHEEBNDOWT, SABREMG 18 1L EDMEEET,
MBI UMBC L irE), Nz S rEIE L.
(2) hEHTE
REFES 18R5SR, %52, 5, 7, WBLUT U4
A, #0®%IEEC>VWCRTHE@RSHTH) B LU
BB, Moo TSRO, 1, 3, 5, 7, 10, 14, 17
BLU20R0, WHEO, 18L04812, FKEBHES
(rEED)IHEFEOMEB LR CRACETRE.
HAOWTERELBE L. 74, BlZowTidks1rs
46HD, BIZOoWTIEHHFES1H2S 1408, FiR02 520
BBIUBMETOR» S4B OKEMMED L UMEERN
REAEHB L.
(3) BEEAT
BRI, B OoWTRTEAMB I UCHBE TR S,
EICOWTIHEFOR B L UMEBEOR * R EAEHNER
ERULAERSETEZEE) I, BFREZHWCH
ZL7. MEMBICEYBEOEB Ty —VEBIZEY L,
BAMEA) CBREYHELTCILEHSL)D1IETOE
BHEXHEH L.
(4) RBE
HEHMOREBAFR543 -4 8) DS EHPIC
2nT, v MBS — U (KN-646 B-1 8, EHRE
Fi) B L CHEBET TRR T -7, H3BHOE
RoO—&% AT, pH, &H, ¥, 7 &, vov
V=5, ¥NvEy B (UL, REREK~ L
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FRF A0 RNL TN - =3) BEOE (ER) %
BREL, 21BMERY AV THE(T ¥ T8ERET2Y
aX)BIUREB(BFER)FHUELL. $7:, IRRDPOK
KREMEDHECERL .

(5) MEFRE
HZE546HOBHOERFICHI6HBER Lo
BlZoWT, =— 7 VREFT CRBREIRA SE|RILL 72
EDTA-2K CHLE L /-l x BT, RmIkE, TPk
mEk7F, Mm/RE, AmEREFEOIE, ERERE,; o
— Wy =N sy — Tee0R), MERE(ST VA A
ErOVIE ;AN —AhT ¥ — T660RE), ~=
MUy MEGRIMERE, FHRMIXEHIDELY),
EHHKRMEANE SOV v BRI, MEXBELIWE
), FHROFANE/ O BE( MY v ME,
meFRE L WERE), BRMEKE Brecher®) BLUH
MEES (A4 - FLAFREE) ZHERICIVHEL
fo. F7:, KEBERD OIREL - ELEOE L AV TE
EEER (RAE R L A REMEE; /94 F—
#H@vfroarror—y—)xRELLE. E51,
BEERAER D SIRELL Z-Mi % 7 = B+ b 7 A THL
LA, 3000 rp.m. TI0GMELL, BoN/-miE
rAVWCTO O VBT Y RT T AT k)
BXUEREES o K75 2AF UBE(TS U U B
¥) (ML, AMELUNG KC-10A, /87 X % —KK) % i
E L7

(6) maEibPigE

BE5 46 OB HOFREI N I6BEEE L BOo2
Iz DWT, MRFRED-OORIMGE, BEEHRXERD
SR L 22 % 3000 rpm. TIOMELTEEL, B
Lh/-fE S RVvT, GOT, GPT(LL L, IFCCH#), y-
GTP(&AELy- VY I v-p-= bu7 =) FEEE),
Y I AFI-E(F3UiLTFYNLF L) SEE
E), MENF Iy —-¥ik), BalLr7o—-n(F
FE), MY FGERES) o - VBRE), Y
VEBE (BEDE), BRIV E(TVUEY MEVIER),
REZE(ILT—¥ - AV F7x/— Vi), 2LT
For(Yy T xik), ANy A(OCPCHE), ERY ~
(74 A7 -Hnu—ik), REA(KYL Y FE)BL
U7MT v (BCGHE) (ML, BIE7I50EBIOHE
B), T LABITAY T L(LULE, £hFE, 2
=7 AB0BIKFKERD), s u—-V(BREEE ; FEB
CLeMBrus A Fhvry—), A/GH(RER, 7
VTIVEIDER) BXUEBASE(EVTO—-RAT T
— MEEXRKENE) @€ L 7.

(7) BB IUREEENE

Bl oW TIHES46BOR[ - 7 VHET TR
MMM S, £80{FESL L OHAKEST BIRMICE
Bl MREWERECHAIEREFEESLIC, WE3H
FTCHFROALNBIESHFAIR, HRE2BHE T
POED O WHEIIER26 B, =~ 7 VERETT
RIMBIE S ¢, £2HOBES L UHE T RIRMICBESEL,
FENOERES L UBEOITRFEERLY SR L. 617,
MEBEOEFII OV TR, B (EfA), WiR, BIF(E
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33,4,7,7a-7F FSERFOAH- 12T

), BE, BELK(ER) BLXUWHEOEEXETR
FrAVCTHET AL E DI, BEREERLYEEL
7.

(8) RIBHEBFRE
MEHEOSFIIDOWT, BRI, BR, MR, O, A,
i, FERK, MR, 21T, FRE, BGIE-RE), T+
Zi6ks, Zh, big, B, BB, &R IRBIU
PUE % 10% P HEE R V<) ViR, BEB L UHBE LK
77 YR CEERe 8T 7 4 UK EEHEL, ~7 b
Xy I AT REERE L FICLEITIE U TR
et (PASHefe, PTAHSE ) EARZER L OREHEK
WREZT- 7.

(9) 4MWEERE

HEFIcoWT, 5RBBDI0BF» OB ET
DOER, FLYREBICLZRIEEHRERLERL, XF
SEMER T CHEMIRR (BRIFATH, RBEHE, REH
%, RIEERMB L OREKILE) OWE LT, HE
HoOREOFETHRELL. S UBAOHEICDNT,
FIREBRBEATY H26 11 (EELHESHLE) TI4HM
PREL LTHABSE, HoBRPICEFFEREILE
H%#ROH & LUz, RO IO FEICERED
HESNIHEL L, KBE (RESYHEFEHY
#)X100) BLUOEEE (KSR ZTEHY
) X100} #EH L.

(10) Hites LU BN ITEIHE
TRLULEEFIIDWT, HiR2182065B&TH
FCHBREZBREL, TROMICOTHRIET LTV
BT LUSASREL, FORTEEORE L. 5%
KT ORI N-BEWIC OV TENITE, LHERY,
EFBRHB LU CRY, HEROUNB L UNELE
L. F7o, HREAE (HROBASMEOB T TO
AR, wmEE ((£RBHEME FREH) X 100), %
HE ((RMERKEFRER) X100}, H4AeF ((HE
A IBEBHER) X100), WE4HEEEE ((HF
4BICHEROBOONAMEBYE EEICTBL
MEWE) X 100) B L UM (M4 RE/EIRE)
PEHELZ, 37, HRBOFIERDCERE ((F
REH/EREE) X 100) ¥ EH L.

(11) FERO—MRERES LUEFY
EHIZonT, HEOB»SME4B I CIHIELER
BLUWEEHRL, —RREB I UARIIOVTEE
L7:. BEESIOHEROHEFIROEEER ((ME4
HEFREWEERYE) X100) 211 LTE
Bl 2B, BREZIRCHEWVIETHEGIE 2o 7
FHERIIFECHE LTHho7-.

(12) FEROUKEME

HENREZBLEFIIOVWT, BHO, 1BXT4HIC
EFRFELAVTHEL, FREMEZIEECHENIC]
PLhi-nh OFHETRL:. BoONLHEEDLOKEE
MEB(ME4BRE-HEOARAE) BLUKEMMFE
((FEEME FHEOAAE) X100) *HEH L.

(13) FER DR

HUFITELICHKRL, ZoMofiiov TEEE 4

BIZEBLEERAEY W TERERI S ¥ 1214, #H
®X(OENTEL)BLUC2FDOBESB L UHE Y BIR
BITEEL:. BEABLURERRBLOZD LN
HiizDwTid, whole body % 10% @B R L <) >~
WTEEL, BREFELL.

6. FEStERtn

HEY, XRFE, THE, UEEBIUHEE, 456
FIAEHARSRERED D b1BRBOBHES L — s
AOLNIFRIZOWTI, EFRBx-REXITTY, X
RBE, 2RE - REEFBI R T, ThoD
BEICTEE 24 Fisher DEERRREEYHV
2. FOMOIER % S PIBERASFREZRN ) B2
BERUEDOBESL - FAEAELRIERBIZOW T,
Bartlett D& 458K ER, —TEREFBSWED LV
Kruskal-Wallis =12 X D ##H L, HE L3S, Dunnett
DREED BV iz Mann-Whitney D U-BREEIZL b,
BB L 324,7,7a-F FSk Fu-1H-1 7 Rix58 L
DREBEITo 7. WEBELOREICE LTI, FHkE
¥5BXU1%E LT

EES

1. REHRGEN
(1) —fORREER

HETIE, FEEAT600 mg/kg B D 10H) T 515 H A%,
#5468 TOITITEH, 5EZDHLZVIEHSH2
LIXG5HIEEE TORICERE I N, 600 mg/kgBED
D 151 Tidi% 524 BICOAFREPED Sz HS, HD
1B e b o 7z,

LSBT, EIRAETIY S5 EAR TR EE 4600 me/kg B
DTFTHERGISBURE, H5A2Vw LIRS ER L Y 18
HEEOBIZEED s, R CIi3600 mg/kgfED
NHITHERL R, SiRAMOIIZITER, K56iv
LIFESE# LD 2EMAEEOMICEHRNICED O,
HWEHRBCIIMBEOE X W 3ADMEIZ, 600 mg/kgBHED8
PITHRESE® LD IRBAEBEOBICHEMIIERDOLR
7=.
(2) thEHE (Table 1,2)

HETIE, BEDRMEL200 mg/kgBEnix521~460H,
600 mg/kgHNIXE55~46 BIZFROHLN, TNHLOET
BHERNES L UCEREENEORMEGZOLNL.

M D EIRETR S5-I Cid, EDEMEH600 mg/kg B
CHRETAMRICA SR, HEMNES X CRERSE
DIEED 2008 X UF 600 mg/kgBETERDH LN, HIRH
BTH, FEDKMA 200 mg/kg HETHIEL~20H 12,
600 mg/kg B TR0~ 20 BiZA 51, 600 mg/kgHET
BREEMBEORBESZO S, MEHERTE, KE
DIEAEH 200 mg/kg BECHF 1 H1Z, 600 mg/kg B TH
BOBLUIBIZALRLD, BEHHBOKERNES
JOMKEREMETIIEEY LD, 600 mg/kgBETidw
TROUHEFNICEELBERRLI.
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RERSEH - £ ERESHHEER

(3) 1EEHE (Table 3,4)

HEEEDEBAHED200 mg/kgBHDIES2, 7, 4B
LTU21H, %5TIZ600 mg/kgHENIRF2AICAD LN
7z,

MEIZ BT, IR 5 EM T 200 mg/kg BEDIR S
78, HRBABITIZI67H L T200meg/kgHEDOHIRT7 B (2
BEFZEOLNT. WEHBIIREEIROO 2o
7z,

(4) REE -’

WTNOKREBEBICO MBI L B L CTHICERIIE
BoNhol.

(5) MARFIEE (Table 5)

FMMERE, ~~F2) v MEBIUMBREOEED
WA DTHED 600 mg/kgBETHRD L.

(6) MAEEAILFIZE (Table 6)

WTENOREEBICO BB L B L TR EIEE
Hohehroi.

- (7) BEEE(Table 7,8)

BT, SIRBEREDRHA 2008 L 07600 mg/kg B
T, FROBREEEH OHMAH600 mg/kgf T, £HD
FROEEDHEMA200B & 600 mg/kghET, EHD
HEWEOKEEZ L OMMNA 67, 2008 £ F600 mg/kg &
T, EEDREOKREES L OHEINA 600 mg/kg B TR
HoNn, B, 600 mg/kgFHEOFBESE B £ 567
mg/kg D EGOBEREE ICHETEFNFEEE T 2V,
WL HE L TEEN RO L.

—F, 600 mg/kgHEDEADEEER ILIINEHLD
EZREOLNE o/,

HTlE, FROEB=DHEMA600 mg/kgB T, FHED
HREESIOWMAI2008B £ 7600 mg/kgBET, EHD
BROEEB JUHKEEELOEMA 600 mg/kghETER
BNz, B, 200 mg/kgBEDIFHESR I D HETFED
LAREBZE VY, HBEELEEL TEEI EOLHN
7z,

- (8) E&

BT, BERFIEEH600 mg/kgB TLHIZRD ST,
T,
MELRLUZHTIIERRICEZTIRO O N o 7.
(9) #RIBRMFIRE (Table 9, 10)

3a4,77a-7 P 7 FO-1H- A V7o R BILL L E2E
EEZXONBIR L LT, BT, FFETEED/ES
LR MR AE K A3600 mg/kgBETOMILZ, BRTEED
WEALRHE LB OREFikikE 4567 5 X 08200 mg/kg B
TELIF, PEFEOWFHILEN67B X U200 mg/kg B
THI11H), 600 mg/kgBHETI2HEHFN, BEMEME
ME B OB/ IMEDETE L 07200 mg/kgBETES
B, 600 mg/kgBETIPIZERD LN, HIFFWIZLFE
LETH 7. T/, MEIFHAEEZIRDOLA LW
b, BRHEFETLIIZLOMIZED S R,
3a,4,7,7a-7 F T FO-1H- A v F o185 & ORENE
ZONBFAELT, BERORMELROBAEH200
mg/kg B T4%], 600 mg/kgBETIFNIZED SN,

fECiL, 600 mg/kgBEED 1L, R TEE O/ BED

612

WTNOBIZ b BB RRBOOheh o7z, % B,

CHERFHIBARE K ATEESD & iz, IR ik S &
BT s bidBoO oo/,

2. EWRESEHY
(1) 4HEERRE (Table 11)

HOBEMBECTILFICETEIRA DL 5 1,

72, MEDZTREF CWELAY, XBEB I UEH
#i2b3a4,7,7a-7F P I FO-1H A > Fr508E
32O oNL o7,

(2) Afd L UBMEITENERER (Table 12)

IR O R 2 & IR E R, SR, HBElR
BBIUHEEBHOBAH600 mg/kgBETHEDH LR
7.

TMBFEELT, THRPLLIHBERTET THERBO
HNLVEIA600 mg/kgBETLIH, TLWEFEELLT,
ERE RS A600 mg/kgBETIHIA LN, SR
FOUIERILS, HERESSHTH -2, SEET
BICSBIEPIAIE L, MBEF ST bAORL. &
B ORBHABFERETCIRBROERIBOLONL. &
WERECHTIE, ERE2, HEREFIFITHY,
FOIVRPHE2 RIS L. B8O REBAS SR
AETRTERIERIRDOONLOATH - /2.

TIRETEEORTIEA 67 B X U200 mg/kgBETEIE3
B, 600 mg/kgBETHE3HI, MESHE L MBI AREEF 2451
MERHOHN, 67 mg/kg FEOME 1B IEHE O RIE, EIRE
B L UL S h/s
(3) HERDETFM (Table 12)

600 mg/kg BT, WE4BDEHFE
nr-.

(4) FERO—fIRREEIER

T &5 VIIABEBIO MBI CHE260, 67 mg/kgBET
MEER 15, 200 mg/kgBECHEZB), 600 mg/kgBETHEY
FBLOKMSHINIED SR, ThbnH s, HIRES
LU A 600 mg/kg BETHEL BN RO H s,

EFFITEERREB L OCF0EBRE OB E 200
mg/kgFETHELIGHI D LN, SMEH 200 mg/kg BE O
DRT T INELESXSF (WAN
(5) #HEROKEHE (Table 12)

W¥FND3a4,77a-F LI FO-1H- 4 5 58
2, HEBELERL CREREBIIEFREDO L,
27,

(6) #HERDER

— RIS TA LN -600 meg/kgBEOEBEB L OF
AL 161, FHE4HIZERR L 72200 mg/kg BEORFRE
DRBOIBIBLUINED 1B, BFEZRDLN
ol

HOBEMEN D 5

5

1. REKSSMH

—RIREEERER CId, WEIHIZH W TIZ600 mg/kg B
DRFPI0F RS ISAUED3ITER, F/7-#15
TIR—BHICFED LN, MTh, BEFEC, g
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3a,4,7,7a-7 b SERFO-1H- 125>

600 mg/kg B CiEikEl, RSHMBLUWEHMEEL
THEISEURICEFIMICAL R, SKTIEVwTh
OB L ETRICREIRZD O NY, RS SHEED
AoNiBlbni-ZEhs, 5 3N723a4,77a-7 b
S FO-1HA4A vy Folkr8ETCIIR L, E5EDY
DEBNRPOAERA~DORIBUZ L B &G HFRE LA L
EpEEZ LN

KREHEBTIE, AEHEMNHIPEOXSEBE, ol
RETRHAM S X CERAR %@ L T20038 X 07600
mg/kgBECHEO LN, 3a4,77a-7 PF L FO-1H- 1 ~
FoE50ORBEEL SRS, #O600 mg/kg B TIEME
2, HEHBOKEENEB L UEINIEOEENRD S
hiz2s, FhF COREHEMIGIITT 2HEHMBO
R\ EEZ BN,

HEE TIX, HED200 mg/kgB T 52, 7, UBX
U221 BIcEfERo 6N, LAL, BHEETHLH
D600 mg/kgHTRIRS 20 I —AROEELYRLLD
ATHY, HT6THH\VI3200 mg/kgHEDOHE LM+
BWIHMBEIICAONEEL —BETH T Enb,
334,7,7a-7F I FO-1H- 14 75 L AEEE
~NDOEBIILTWEEZ OGN,

M RIFTEEE LT, ROKYE, ~~r7Y v b
il L UMBEREORLIHDG600 mg/kgff CRLOHLN
25, WFROEBETH), RRE, mMEFEREZ
LI Y A UREBERBRFREICBVTLEFIED
bt o7t

s34 %3a4,7,7a-7 b J e FO-1H- 4 > 7%
5088 L LT, #0600 mg/kgBE CEEOEMER B
JUKEESHOENNF A SR, BEOKREAGFRE
TREBFEO/NERLEFARIEASZO LR/, HBTY
RO BEE O v LEIMEmS L UREEEHOHE
mA$200 mg/kg Mk EOBTERDH LN, HREMABKFRET
b, 1OHADERTH - 7257600 mg/kg B THBIZE
FEDNEROEFRIER AR b 7.

BT, H067 mg/kgBHTEENDENMEREB L T
HEEBR O, 2008 L U600 mg/kgHETHEEB X
UCHEERLOBEMIROOR, BTHIEROEEB L
UCHEREHOEMA600 mg/kgBE TR LN, FHE
HBFBRETHE, #03a4,7,72-7F b FO-1H-1 ~
FURSEERT, fURME LREOMTHLEB LY
FEBEMORRICAEEEN RO LN, REELED
BEIZIOWTHHED2005 X U600 meg/kgHECHBERE
OEMER L EOL LR, wIhb3a4,7,7a-T P T F
O-1H A Y 7FU/R5CLEBEEX ORI RILK
FeWE T v MRS LB E, BICHETIEROR
URBAECHTFEILETL I P TEBY, £h
BRICEHEMERIL VL L bR L2, WO
EOREFBVSAICIRBE LEOBEL S UREY
BlaCTeELIONTWAY, F7-, FEEE RO
WTLBTFEERI-METHL LV I ®REFHHY. L
72h 0T, KRB TIHEIMRBE LE~OHT#EdH LV
BB MOBBEREOENE RO 500, HERE
ZRYBENI 2008 & UF600 meg/kgBECTH O N RAE L

BEOBEOHBBEEOMMEER 2DV EHEHEL
7.

7, MOBREEL S UKREERBILOHINL, BHF
BB LUHESEMOEMEREL TWLLEDNS
A%, HED600 mg/kgBHETIIZ D L 9 LIHBHEKFENEL
ELTICBEEBLUREEEROMMPELCTEY,
—~TENHATE oz,

etz &ho, #D67T mg/kg bl EOFEOEBOE
EBIUHKEEEROHMOEMER = &), HD200
mg/kg L EOBE DA ERIIH 2 6 FICHBOER D
JUBREERKOEMEENER L &) 6, FHER
BT A3a4,77a-7 FF v Fa-1H 1 > 5 DRER
512k s mEEEIIH T67 mg/kg/day ki, #ET67
mg/kg/day & BT L 7.

2. HERESMN

EFERERA T OMAY, MEOREE XU,
MHEOLFRE LU RECER, 5 IEHIRE
FUORBEBRFEREIIBVT324,7,7a-7 b FO-
1H-A » 7P r5CIrEBEIRDONED» 272, 2B,
600 mg/kgHCHRO LN BEOKEFES L OBIMIE
BUEEFFOLN VW Las, FEOKERMEICE
Db EHMF I NS 3a4,7,7a-T P T FO-1H- A
CFEURSEHOREFIOEFERRTIE, FORRYRET
BREBHAGBERRERO SN h o7,

TMBEE L THTBBETECAERORALN W, %
LWIHMERY L L TEWMBEIRETHH600 mg/kghET
FRhZFRIBRDON. LIL, HEDOLIIC,
33,4,7,7a-7 b Ik FO-1H- 4 > F & 512 L 5 iHiR#E
BEOBLIEAONE SO, BEREBLUVKEOESF
BIZRIITEEEALNY, /I 5200BEYT
BEBLEFIRAELAON W EAL, BREOZLOE
Ezbhi.

BEOEHBRE L USRBE TR, TRAMOER:
OUNCIFEEMAR, BHRH, HEREE L CHEERK
DA D600 mg/kg BETRD b N, BRY, HERE,
EFRROBLIIOVTIE, ZRENERE, HEXS
SUHEROHMBE4ADEFEIZ3a4,7,7a-7 T F
O-1H-A v 7y E50EBIEIROLAZNWI ERD,
IH G IEREAK (P oA ICREE L LEET
HHEEZLN, 324, 7,72-F VS FU-1H- 4 7~
PERBIURBRBROEEHICEEEEYRIZLIZEEE
Zohlho7:. HIRPEOERIZOWTIE, VHFT
EREOL L VEHEEIRSBSRC 252 A6
TEHY, FRBOBALHERKORD L ORBENE
Zbhi-.

FAERTIR, —HREREL LR CTERR, S
BIXUBEHOREHI6T mg/kgBETIH, EHEH200
mg/kgBHT16l, EHREB L SEALH°600 mg/kgBT1
BlizAh bz, SEIFIOLDOHBETHY, 3a4,7,7a-
FrSE FO-1H A v FrE5LoEEdwb0L
Zzohr, ¥, HEABOEFERKEOEMEH 600
mg/kgBETRD LD, Bk LAEHEERECHS
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SRS RBOBPVIIERTA20TH Y, hEHER
WKHBFERALN VI EDG, FEROEFRICNT
%3a4,7,7a-7 F 7 FO-1H- 4 > T U5 0883,
wekEz o,

BEronz bthrs, #EWOERERIZWT 522813600
mg/kgBHETHLERHLNT, —F, MEYW TII600 mg/kg
BETHRERKOBL L 6 Iz FRICERT 2 2 5
hABBERBOBLE L CHEHFHOERES, KERIH
LTIIHERBEB L CHEERRORBRLPRBO LN
Lho, KRBRIZBY 53247727 b I € Fu-1H-4
PEyOBBROERBICE T L ELERIY, YT
600 mg/kg/day, HEENY TIi2200 mg/kg/dayTH b, F
7z, RUECIIXT A EEE 13200 mg/kg/day & HIBTF L
7z,

3ak
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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
Item 0 mg/kg 67 mg/kg 200 mg/kg 600 mg/kg
No. of animals 12 12 12 12
Day 1 418.2 + 134 414.7 + 123 4158 + 15.6 416.8 + 12.8
2 4225 £+ 154 4195 = 120 416.5 *+ 15.8 4116 * 16.6
5 4443 + 183 439.3 + 13.7 4343 = 18.2 4248 + 12.8*
7 455.0 = 186 451.9 + 16.3 4418 + 174 432.2 + 155**
10 471.8 + 196 4653 + 16.6 4574 *+ 20.1 ) 448.0 + 18.0**
14 4964 + 24.1 487.7 + 19.9 4742 + 25.7 4659 + 21.1*
21 5194 + 295 514.0 + 20.8 4933 + 27.4* 485.2 + 25.0**
28 5534 + 31.7 5473 + 24.8 522.7 £ 34.0* 510.8 + 27.2**
35 583.6 = 33.8 5758 £ 27.9 5473 £ 37.7* 533.0 £ 27.5**
42 597.1 £ 39.3 588.8 + 42.0 551.8 + 45.3* 546.5 £+ 31.6**
46 608.3 + 459 600.1 £ 47.3 560.6 + 49.1* 555.6 + 33.8*
Day 1-46, gain 190.1 + 343 1854 + 41.0 144.8 + 42.8* 138.8 + 24.9**
Body weight gain® (%) 453 + 7.2 446 + 93 34.8 + 10.0** 33.2 £ 54**

Values are expressed as Mean+S.D. (gram).
a: (Body weight gain/body weight on day 1) X 100
Significantly different from 0 mg/kg group;*:p=0.05, **:p=0.01
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Table2 Body weight changes in female rats treated orally with 3a,4,7,7a-tetrahydro-1 H-indene in combined repeat
dose and reproductive/developmental toxicity screening test .

£+

Item 0 mg/kg 67 mg/kg 200 mg/kg 600 mg/kg

Before the gestation period

No. of animals 12 12 12 12
Day 1 2383 £ 7.8 2395 + 6.2 2412 + 11.0 2409 + 9.2
2 2416 + 117 2415 £ 9.2 2412 + 11.1 2406 + 10.6
5 2476 *+ 8.9 249.1 + 7.2 2469 * 11.7 2406 £ 10.7
7 & 2554 = 120 2529 + 89 2484 + 10.1 2433 + 9.8*
10 260.6 + 14.6 259.2 £ 94 2555 + 14.2 247.1 + 10.8*
4 268.2 + 16.6 2652 £ 89 2589 + 15.9 2506 + 11.8**
Day 1-14, gain 29.8 + 12.3 25.7 + 8.7 17.8 + 8.9* 9.7 £ 9.3**
Body weight gain® (%) 125 + 49 108 + 3.8 7.3 £ 3.7 4.0 £ 3.9*
During the gestation period
No. of animals 10 11 12 11
Day 0 2789 + 87 2779 + 134 2679 + 115 2533 + 9.1*
1 2858 + 7.7 2855 £ 11.2 2749 + 11.8* 2652 + 84**
3 2986 + 84 2943 + 11.8 2848 + 12.5*% 2780 + 82**
5 308.1 +£ 7.9 3035 + 13.0 293.1 + 12.1** 283.0 = 7.8**
7 318.8 + 10.7 3106 + 114 301.1 * 14.5** 201.3 + 9.2%*
10 3352 + 106 325.8 + 14.8 3154 + 15.2%* 3055 + 10.8**
14 360.0 £ 145 348.1 + 18.9 3385 £ 17.9** 3239 + 11.3*
17 3934 + 162 3814 * 22.6 3719 £ 17.7* 3508 + 13.5**
20 4459 + 20.3 4251 + 304 417.8 + 20.2* 388.7 + 21.9**
Day 0-20, gain 167.0 £ 149 147.2 + 254 1499 + 16.1 135.5 & 21.3**
Body weight gain® (%) 59.9 + 4.8 53.0 = 9.0 56.0 + 64 53.6 + 89
During the lactation period
No. of animals 10 11 12 10
Day 0 3396 + 153 331.2 & 243 3210 £ 22.1 306.5 £ 13.7**
1 3362 + 12.8 329.2 4 21.9 3189 + 22.7* 311.0 & 7.9**
4 3429 £ 128 3355 + 210 330.3 = 205 3233 + 13.7(9)
Day 0-4, gain 33 + 107 44 + 54 9.3 + 16.2 19.1 + 96(9)**
Body weight gain® (%) 1.0 + 3.2 14 + 1.7 3.1+ 53 6.3 + 3.2(9)*

Values are expressed as Mean+S.D.(gram).

Values in parentheses are no. of animals examined.

Significantly different from 0 mg/kg group; *:p=0.05, **:p=0.01
a. (Body weight gain/body weight on day 1) X 100

b: (Body weight gain/body weight on day 0) X 100
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Table 3  Food consumption in male rats treated orally with 3a,4,7,7a-tetrahydro-1H-indene in combined repeat dose
and reproductive/developmental toxicity screening test

Item 0 mg/kg 67 mg/kg 200 mg/kg 600 mg/kg
No. of animals 12 12 12 12
Day 1 28.8 + 4.1 273 £ 24 269 + 3.1 280 + 24
2 278 + 33 273 £ 23 23.8 + 3.5* 21.2 = 5.9**
5 283 + 45 265 £ 19 245 * 36 273 + 2.7
7 . 263 *+ 35 245 + 34 226 * 34* . 251 + 33
10 < 269 + 34 253 + 22 243 + 34 273 + 23
14 275 + 4.2 26.1 = 23 240 + 35* 273 + 3.3
21 242 + 3.2 229 + 23(11) 211 + 2.8* 253 + 3.3
28 243 + 34 232 + 20 248 + 39 263 + 2.3
35 246 + 39 240 + 35 253 £ 33 273 £ 2.1
42 220 + 36 224 + 48 204 + 3.2 256 + 3.0
46 244 £ 40 239 + 45 230 * 34 262 + 2.2

Values are expressed as Mean+S.D.(gram/day).
Values in parentheses are no. of animals examined.
Significantly different from 0 mg/kg group; *:p=0.05, **:p=0.01

Table4 Food consumption in female rats treated orally with 3a,4,7,7a-tetrahydro-1 H-indene in combined repeat
dose and reproductive/developmental toxicity screening test

Item 0 mg/kg 67 mg/kg 200 mg/kg 600 mg/kg

Before the gestation period

No. of animals 12 12 12 12
Day 1 164 + 25 163 + 24 174 + 3.0 158 + 39
2 156 * 33 154 + 33 142 & 2.7 13.8 + 3.7
5 144 + 3.2 142 + 28 133 £ 23 123 + 3.0
7 163 + 24 143 + 20 136 + 1.9* 147 £ 23
10 17.3 = 3.2 158 + 2.2 154 + 33 148 £ 2.1
14 159 + 36 154 + 2.6 152 + 34 15.1 + 3.2
During the gestation period
No. of animals 10 11 12 11
Day 1 19.1 + 32 189 + 16 173 + 26 16.8 + 3.3
3 204 + 32 182 + 26 184 + 33 ) 196 + 23
5 194 + 32 195 + 3.3 18.0 + 1.7 19.8 + 3.1
7 216 + 26 18.7 + 2.0* 18.8 + 2.3* 195 + 2.0
10 216 + 2.1 202 + 24 202 + 3.1 21.1 + 2.8
14 204 £ 23 185 + 4.3 202 £ 1.7 21.1 + 3.1
17 214 + 28 20.7 + 3.1 220 + 24 230 + 3.1
20 19.0 £+ 32 17.8 £ 45 198 + 3.9 198 + 3.0
During the lactation period »
No. of animals 10 ‘ 11 - 12 10
Day 1 134 + 42 121 + 2.7 150 + 4.7 16.6 + 4.0
4 315+ 74 285 + 52 320 + 6.1 30.7 = 5.5(9)

Values are expressed as Mean+S.D.(gram/day).
Values in parentheses are no. of animals examined.
Significantly different from 0 mg/kg group; *:p=0.05
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Table 5 Hematological findings in male rats treated orally with 3a,4,7,7a-tetrahydro-1H-indene in combined repeat
dose and reproductive/developmental toxicity screening test

Item 0 mg/kg 67 mg/kg 200 mg/kg 600 mg/kg
No. of animals 12 12 12 12
RBC (X10%/ul) 9.35 % 0.266 9.09 + 0.246 9.10 + 0.444 8.76 + 0.337**
Hemoglobin (g/di) 164 % 048 16.0 + 0.71 15.9 + 0.63 154 + 0.58**
Hematocrit (%) 524 % 0.85 51.1 + 1.88 514 + 225 499 + 141**
MCV () 56.1 = 1.59 56.2 + 1.07 5.5 + 1.35 57.1 = 1.68
MCH (pg) - 175 + 0.74 176 + 0.47 175 + 0.63 17.6 + 0.69
MCHC (%) 31.3 £ 0.73 31.3 + 0.52 31.0 + 0.63 30.8 £ 0.70
Platelet (X10°/ul) 1124 = 117.0 1075 + 914 1071 + 95.2 1116 + 91.1
PT (sec) 12.1 £ 051 122 + 0.24 126 + 0.63 12.3 + 055(11)
APTT (sec) 28.1 £ 2.24 27.1 £ 244 29.2 £ 3.51 29.8 *+ 4.13(11)
CT (sec) 307 + 1109 382 + 121.7 289 + 1229 351 £ 1000
WBC (X10°/ul) 144 = 2.85 11.8 = 2.11 154 *+ 3.30 155 £ 2.97
Differential leukocyte counts (%) ’
Lymphocytes 87 + 4.2 83 + 63 89 + 52 88 + 52
Neutrophils
Band 1 £ 05 1 +08 0+ 05 0+05
Segmented 12 + 3.9 15 *+ 6.2 9+ 45 11 + 44
Eosinophils : 1+08 1 +08 1+ 1.0 112
Basophils 0+ 00 0% 00 000 0+ 00
Monocytes 0+ 00 0+ 00 0% 00 + 0.0
Reticulocyte (%) 12 + 26 15 = 3.9 14 + 3.7 14 £+ 36

Values are expressed as Mean+S.D.

Values in parentheses are no. of animals examined.
Significantly different from 0 mg/kg group; **:p=0.01
fl . femtoliter, pg: picogram.

i
i
i
i
i
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Table 6 Blood chemical findings in male rats treated orally with 3a,4,7,7a-tetrahydro-1H-indene in combined repeat
dose and reproductive/developmental toxicity screening test

Item 0 mg/kg 67 mg/kg 200 mg/kg 600 mg/kg
No. of animals 12 12 12 12

TP (g/dt) 6.53 + 0.31 648 + 0.25 630 + 0.36 6.59 + 0.27
Alb (g/dl) 249 + 0.08 244 % 013 245 + 0.14 2.60 + 0.14
Alb (%) 40.96 + 4.25 39.22 £ 3.97 4098 + 4.33 40.79 + 3.79
a,-glob (%) ) 2533 £ 2.82 2544 *+ 233 23.03 £ 3.22 2395 + 1.24
a,glob (%) et 10.96 £ 2.15 1143 + 2.13 1233 + 167 11.85 + 2.28
B-glob (%) 16.73 £ 1.96 18.17 + 1.92 16.75 + 1.77 1741 £ 2.35
y-glob (%) 6.03 + 1.91 575 * 1.33 6.91 + 2.34 6.00 + 1.90
A/G 0.612 + 0.035 0.603 + 0.042 0.633 + 0.039 0.648 + 0.039
BUN (mg/dl) 15.77 + 1.50 1658 + 1.89 1661 + 1.94 16.94 + 1.94
Creatinine (mg/dl) 054 + 0.07 0.54 + 0.07 0.53 + 0.07 0.51 + 0.05
Glucose (mg/dl) 166.8 + 15.7 1638 + 157 158.3 + 185 1545 + 21.1
PL (mg/dl) 1386 + 285 1353 % 27.2 1245 + 226 146.2 + 17.1
TG (mg/dl) 124.3 + 729 94.3 = 477 74.1 + 379 720 % 265
T-Cho (mg/dt) 69.2 £ 11.3 717 + 154 66.7 + 116 77.8 + 10.1
T-Bil (mg/dl) 0.10 = 0.00 0.10 = 0.00 0.10 £ 0.00 0.10 = 0.00
GOT (1U/1) 1104 + 18.7 1106 + 25.9 1179 + 224 948 + 137
GPT (1U/1) 269 + 56 253 + 4.7 243 + 36 240 + 3.8
ChE (1U/1) 772 £ 25.1 773 £ 134 65.9 £ 170 725 + 17.0
y-GTP (IU/1) 1.05 + 0.48 1.09 £ 043 1.20 + 048 1.30 £ 0.30
Ca (mg/dl) 9.66 + 0.62 9.55 * 0.62 9.53 + 0.63 942 + 048
P (mg/dl) 744 + 0.58 7.80 + 0.80 7.71 + 048 7.82 + 0.68
Na (mEa/l) 142.21 + 1.68 142.83 + 1.07 14254 + 1.39 141.83 + 1.13
K {mEq/l) 4614 + 0375 4.808 + 0.391 4632 + 0.323 4.805 = 0.301
Cl (mEqg/) 104.7 £ 2.0 1056 + 2.0 1049 + 14 104.3 + 12

Values are expressed as Mean+S.D.
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Table 7  Absolute and relative organ weights in male rats treated orally with 3a,4,7,7a-tetrahydro-1H-indene in
combined repeat dose and reproductive/developmental toxicity screening test

Item 0 mg/kg 67 mg/kg 200 mg/kg 600 mg/kg

No. of animals 12 12 12 12

Body weight (g) 584.3 + 41.3 575.1 = 41.1 535.3 £ 47.2* 520.5 + 32.4**

Absolute organ weight
Thymus (g) 0.353 % 0.091 0.351 = 0.119 0.303 £ 0.071 0.314 + 0.062
Liver (g) 16.557 + 2.672 16.931 & 2.591 15.240 + 1.892 17.684 + 1.591
Kidney (right, g) 1.688 + 0.155 . 1853 + 0.213 2.013 + 0.168** 2.106 + 0.171*
Kidney (left, g) 1.659 + 0.161 1.829 + 0.211 1.961 £+ 0.141** 2.063 *+ 0.194**
Testis (right, g) 1.846 £ 0.101 1.794 + 0.133 1.782 + 0.137 1.811 + 0.156
Testis (left, g) 1.798 + 0.099 1.780 £ 0.125 1.668 + 0.331 1.778 + 0.158
Epididymis (right, g) 0693 = 0.046 0.679 + 0.036 0.672 + 0.068 0.666 + 0.046
Epididymis (left, g) 0.670 = 0.050 0.664 = 0.038 0.635 + 0.119 0.659 = 0.061
Adrenal gland (right, mg) 306 + 4.7 311 + 34 304 + 3.8 29.1 + 3.2
Adrenal gland (left, mg) 328 £ 4.8 328 + 40 327 £ 43 304 + 35

Relative organ weight
Thymus (g%) 0.060 *+ 0.014 0.061 + 0.019 0.057 + 0.014 0.060 = 0.012
Liver (g%) 2822 + 0.322 2.933 + 0.292 2.840 + 0.165 3.397 + 0.202**
Kidney (right, g%) 0.290 = 0.019 0.322 + 0.027* 0.378 + 0.027** 0.405 * 0.033**
Kidney (left, g%) 0.284 + 0.019 0.317 + 0.027* 0.368 + 0.028** 0.398 + 0.034**
Testis (right, g%) 0.317 * 0.029 0.312 £+ 0.026 0.334 + 0.028 0.348 £ 0.038*
Testis (left, g%) 0.308 + 0.032 0.311 + 0.026 0.314 + 0.066 0.343 *+ 0.034*
Epididymis (right, g%) 0.119 %= 0.010 0.119 + 0.008 0.126 + 0.013 0.128 = 0.011
Epididymis (left, g%) 0.115 £ 0.013 0.117 + 0.009 0.120 + 0.025 0.127 + 0.014
Adrenal gland (right, mg%) 524 £ 0.78 543 *+ 0.66 5.73 = 0.4 560 + 0.62
Adrenal gland (left, mg%) 561 * 0.76 5.74 + 0.85 6.15 = 1.00 5.85 *+ 0.62

Values are expressed as Mean+S.D.
Significantly different from 0 mg/kg group; *:p=0.05, **:p=0.01

Table 8 Absolute and relative organ weights in female rats treated orally with 3a,4,7,7a-tetrahydro-1 H-indene in
combined repeat dose and reproductive/developmental toxicity screening test

Ttem 0 mg/kg 67 mg/kg 200 mg/kg 600 mg/kg

No. of animals 10 11 12 9

Body weight (g) 3429 + 128 335.5 £ 21.0 3303 + 20.5 3233 + 13.7

Absolute organ weight
Thymus (g) 0.209 + 0.065 0.178 + 0.041 0.179 = 0.059 0.164 + 0.034
Liver (g) 14.001 + 1.295 14.014 * 1177 15.007 + 1.161 15920 + 1.532**
Kidney (right, g) 0.996 + 0.079 1.002 + 0.077 1.038 + 0.058 1.102 + 0.087*
Kidney (left, g) 0.954 * 0.080 0.980 + 0.075 0.998 + 0.054 1.058 + 0.066**
Ovary (right, mg) 56.0 = 9.0 543 + 94 559 = 11.0 51.7 £ 85
Ovary (left, mg) 47.7 + 6.1 554 1 94 49.1 + 10.7 42.0 + 85
Adrenal gland (right, mg) 33.8 £ 4.7 342 + 54 336 = 3.9 300 £ 24
Adrenal gland (left, mg) 350 £ 4.8 36.6 * 6.7 36.0 + 4.0 334 + 22

Relative organ weight
Thymus (g%) 0.061 = 0.018 0.053 = 0.011 0.054 + 0.016 0.051 £ 0.010
Liver (g%) 4.110 * 0.346 4.177 £ 0.270 4.557 + 0411* 4921 + 0.406**
Kidney (right, g%) 0.292 + 0.024 0.299 + 0.037 0.313 + 0.016 0.342 + 0.027**
Kidney (left, g%) 0.278 + 0.029 0.294 + 0.032 0.303 + 0.014 0.329 + 0.021**
Ovary (right, mg%) 16.303 + 2.371 16. 181 + 2.780 17.024 + 3.643 16.041 + 2.985
Ovary (left, mg%) 13.893 + 1.560 16.549 + 2.929 14.939 + 3.439 13.040 + 2.784
Adrenal gland (right, mg%) 9.87 + 1.39 10.22 = 1.68 10.16 + 0.82 9.29 + 0.86
Adrenal gland (left, mg%) 10.20 + 1.32 10.94 + 2.01 10.90 + 1.01 10.36 + 0.79

Values are expressed as Mean+S.D.
Significantly different from 0 mg/kg group; *:p=0.05, **:p=0.01
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Table 9  Histopathological findings in male rats treated orally with 3a,4,7,7a-tetrahydro-1H-indene in combined
repeat dose and reproductive/developmental toxicity screening test

Item 0 mg/kg 67 mg/kg 200 mg/kg 600 mg/kg
No. of animals examined 12 12 12 12
Organ:Findings Grade
Liver:
Hypertrophy, hepatocyte, centrilobular + 0 0 0 g**
Fibrosis, focal + 0 0 1 0
Kidney: o :
Hyaline droplet, proximal tubular epithelium Total 3 12** 12** 12*
+ 3 1 1 0
++ 0 11 11 12
Eosinophilic body, proximal tubular epithelium + 3 8 8 g*
Cast, cellular + 0 0 1 0
Regeneration, tubular epithelium + 1 1 4 3
Heart:
Cellular infiltration, histiocyte + 0 2 1 0
Lung: ‘ -
Accumulation, foam cell + 0 1 0 1
Pituitary gland: -
Cyst <+> 0 0 0 1 -+
Tleum:
Diverticulum <+> 0 0 0 1
Testis:
Atrophy, tubule Total 0 1 1 0
+ 6] 1 0 0
+++ 0 0 1 0
Epididymis:
Decrease, sperm, intraductal +++ 0 0 1
Appearance, desquamative spermatogenic cell ++ 0 0 1 0
Prostate:
Cellular infiltration, lymphocyte, interstitial Total 1 3 5 2
+ 1 2 5
++ 0 1 0 1

Values are no. of animals with findings.
Grade . +=slight, ++=moderate, +++=severe change and <+>=detected.
Significantly different from 0 mg/kg group; *:p=0.05, **:p=0.01.
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Table 10 Histopathological findings in female rats treated orally with 3a,4,7,7a-tetrahydro-1H-indene in combined
repeat dose and reproductive/developmental toxicity screening test

Item 0mg/kg 67mg/kg  200mg/kg 600 mg/kg
No. of animals examined 124 120 12 12

Organ:Findings Grade
Liver:

Hypertrophy, hepatocyte, centrilobular + 0 0 0 1

- Kidney: -’

Regeneration, tubular epithelium + 0 0 1 0

Cast, hyaline ++ 1 0 0 0

Mineralization, cortico-medullary junction + 0 0 0 1
Spleen:

Hematopoiesis, extramedullary, increased + 1 0 0 0
Lung: ]

Accumulation, foam cell + 0 0 1 0
Thymus:

Atrophy Total 1 0 1 2

+ 1 0 1 1
++ 0 0 0 1

Pituitary gland:

Cyst <+> 0 0 0 1
Thyroid:

Cyst <+> 0 0 0 1
Ovary:

Loss, corpus luteum <+2> 1 0 0 0

Cyst, corpus luteum <+> 0 0 0 1

Values are no. of animals with findings.

Grade :+=sslight, ++=moderate, +++=scvere change and <+>=detected.
a:Includes two animals that had no evidence of pregnancy.

b:Includes one animal that had no evidence of pregnancy.
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Table 11 Influence of 3a,4,7,7a-tetrahydro-1 H-indene on reproductive performances of rats in combined repeat dose

and reproductive/developmental toxicity screening test

Item 0 mg/kg 67 mg/kg 200 mg/kg 600 mg/kg
No. of animals examined 12 12 12 12

No. of pairs mated 12 12 12 12

No. of pairs with successful copulation 12 12 12 12
Duration of mating (days, Mean+S.D.) 3.1 %09 27 £ 1.7 29 + 1.2 23+ 13
Copulation index® (%)’ 100.0 100.0 100.0 100.0
No. of pregnant animals 10 11 12 11
Fertility index® (%) 83.3 91.7 100.0 91.7

a. (No. of pairs with successful copulation/no. of pairs mated)X 100
b: (No. of pregnant animals/no. of pairs with successful copulation )X 100

Table 12 Influence of 3a,4,7,7a-tetrahydro-1H-indene on developmental performances of rats in combined repeat dose

and reproductive/developmental toxicity screening test

Ttem 0 mg/kg 67 mg/kg 200 mg/kg 600 mg/kg
No. of pregnant fernales 10 11 12 11
No. of corpora lutea 188 + 1.8 17.8 £ 2.8 18.3 £ 2.2 159 + 1.8*
No. of implantation sites 18.0 £ 1.1 16.0 + 39 168 £ 1.6 13.7 £ 4.3*
Implantation index® (%) 9.2 + 5.8 889 + 159 918 + 56 85.5 + 244
No. of pups born 164 + 1.1 144 + 35 153 + 16 11.8 + 4.8*
Delivery index® (%) 91.2 + 52 90.6 + 9.7 91.8 =+ 6.9 83.2 £ 215
Live pups born
No. 164 + 1.1 4.1 + 38 151 + 1.7 109 + 54*
Live birth index®’ (%) 100.0 = 0.0 972 + 54 984 + 54 88.0 + 29.7
Sex ratio (M/F) 1.23 + 0.92 1.03 = 0.60 1.53 + 1.72 1.22 + 0.50(10)
Dead pups born
No. 0.0 £ 00 03 + 05 0.3 £ 09 0.9 = 1.6(10)
Gestation length (day) 223 + 05 225 + 0.5 222 + 0.6 230 = 06(10)*
Gestation index® (%) 100.0 100.0 100.0 90.9(10)
Nursing index® (%) 100.0 100.0 100.0 90.0(10)
Live pups on day 4
No. 16.2 = 1.0 13.9 + 36 148 + 1.7 106 4.4(10)**
Viability index? (%) 988 + 25 98.9 + 24 984 + 3.9 80.8 + 33.4(10)
Body weight of pups {(g)
Male Day 0 6.47 & 0.54 6.75 + 0.85 6.33 = 0.71 6.26 £ 0.66(10)
Day4 9.93 + 1.03 10.66 + 1.97 10.06 + 1.40 9.53 £+ 1.23(9)
Day 0-4, gain (g) 346 + 0.64 392 + 1.14 3.73 + 0.81 346 + 0.94(9)
Body weight gain® (%) 5345 + 8.68 57.14 £ 9.58 58.82 + 9.09 56.41 + 12.65(9)
Female Day 0 6.18 + 047 6.33 + 0.78 58.82 + 9.09 5.78 + 0.59(9)
Day4 945 + 0.81 10.00 + 2.08 928 + 1.22 8.93 + 1.34(9)
Day 0-4, gain (g) 3.27 £ 042 367 £ 131 340 + 0.77 3.16 + 1.07(9)
Body weight gain (%) 52.90 + 550 56.67 £ 12.93 57.63 + 9.79 54.71 + 16.64(9)
Values are expressed as MeantS.D.
Values in parentheses are no. of animals examined.
Significantly different from 0 mg/kg group; *:p=0.05, **:p=0.01
a: (No. of implantation sites/no. of corpora lutea) X 100
b (No. of pups born/no. of implantation sites) X 100
c . {No. of live pups born/no. of pups born)X 100
d: (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
1 . (No. of live pups on day 4/no. of live pups born) X 100
g (Body weight gain/body weight on day 0) X 100
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