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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

OECDHEFibFEME 0L LM ERFEDO—RE LT,
3a4,7,7a-5 b F & Fa-1H-1 7 (CAS No. 3043-65-
5) D67, 2004 L U600 mg/kg ¥ T v MO LTIEE
ERi, ZCEHEE L URERO4HME, 5 v M
¥ LTIIZCECRE, ZeEC S L OIESIR, o PImE 3
HETofREORS L, MESY~ORERSICL S

T MEMEBM AR S L RO BEICRITTE
WOWT RIS Hl: - MR SUFaRBEERL
7o,

Mt S~ ORI S L B, AEREIIEG A
20035 £ U600 mg/kg BECEED bz, MERE T,
FROLFRE, ~~ b2 )y MEB I UMEESOBE DR
LHHED 600 me/kg B TERH LN, BEERE T, F
EEE OBy LR L & PR EEE o
AEED 600 mo/kg BB & ORED 200 mg/keg ML E DT
HHh, ELICEEOFBMEEOHEINE: LIEINER %
LI EESROBMPFHEDET meg/kgl LoBB L
FED 600 me/kegfFETERO b, Fi-, FEEABFRE
T, FFR IR O AN L T HE AR R A R o
600 mg/ke BT, FRIIBVWOIMREME LEOWTH
LA B L OB ME O BB O M HE O 67 me/kg
PlrofEis, 36ICBEOREELEDEEHHED200
BLF0mg/kgBTHDH LN,

DEih, 06T mg/kgl LOBOHFHOEES &
PHREEELOENEINER % &), HoO200 mg/ke
LLEOBEoEER s o RO ERE S L UGE
ExhkoENEiMERme &) b, FRBIIBITE
3a,4,7,7a-F P F L FO-1H- A ¥ 7 OEEHSICL 5
EZE BRI TO7 me/kg/day R i, BETE7 meg/ke/day
] YA

HEHEBN S D A RERE LA L TS, ME TOREIILL
Nidofzd, OB ORRE L T HEETT, i
IRMROER, 46 CICHESEEES LUBKREOR S
HE00 me/ke BTN O, T/, MESHORER
T A EEE LUHERMEB LUPBEERFEORA M
600 mg/kgBHTHOH LN E0s, RREBIICBITA
3a,4,7.7a-7 b T ¥ FO-1H 1 > 7> DEEHH O £F IS
3T AEBEERII600 meg/kg/day, MBS X USRI
ioxtg A EEEE 200 mg/ke/day & HIET L 72,

FHik

1. WERNE )

PWERWE L 3a,4,7,72-7 b T & FO-1H-4 > 7~ (CAS
No.3048-65-5) ¢, REEOH 2 ELEBEFETHD,
EXRERHICAN, SEEAICERTFLL. ARBTAE,
BARMLSERMED D v FEF DIG02 (M 199.0%)

PRERLL. &b, ERDHISRSHMHPEETH o2 .

Z e ELEREZROSIIC L D EER SR

BEITIE, HEREHE 134, 4B LU 12w/ DBRE
ERB IS AV - TH(BFERT, vIovEE
0R) R L TR LA, FBEEE7TRRICLIEE E
EL, TBHEIH A T TEEREERFICAN, GREN
WKRF LA, SREOCRHEBIKEDRETHY, 22
¥—ThHhHI LA BAERDIT LY & —I2 X HREER
=X (AN

2. REBREMD B &L UBRESRME

£ 15 8B D Crj:CD(SD) ZDSPFF v F & HAEF v
— WA Y N—Er eI AN, I5SABOKE - B
HE Ty, BRGRFER LW ERBIIAVA.
12D TIid 10 B Mo EE * 62 TTv, HE
HIcBEoR b vE AV,

s, WE23+3C, EESS £10%, RAMmMEK L0
~ 150,/ 1FHE B L O EREERRR 120 IR s i)
TYAFLDREZIIBWT, 754 v FAEEBEH
Rr—VEBWCHEET LA, ML, HEITEA>- £
FEoOdh ) CERBEARB(GRT7A F7L—2, BA
Foa - A JN—R) F AT L R % {E
Bl =870 oA, Boraid2mel
A, BRI, TEHGERES DT, EiREED
i EEy, WEAEREIEE U, SRREEE SR
(CRF-1, 1> 7 LR T2 t £BRGHSR2H
W, AR RGETK (HLIRTTZKEAK) % B BEASEE
HAHEVIERAKEZERANT, FRERARICERS 4.

3. BREEOHRE, HBHOBKRS L UGSV

HEEBELY, 3a4,77a-F bFk FU-1H- 4 ¥ 0100,
3004 L UF1000 mg/ke % MEHES 55112 14 A MR O
SLT-HERERBOBRESBZIHRELL. b,
1000 mg/kg BECIIFTTIC & 2 BHRFIAESHIT 1FlIc A
i, MEOHETL A0 25T, MIERER, H
REEOWE L, REHIG], BEE0RE, FECE
BB LUREESIL OB, FEOEBEL, FEHE
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DIEEHDH 6N, 300 me/kg BOHTRIFENEER B
FUREERLOENIED SR, KREBETERESE
FAAERERBOHIEI LA LS, EHELH
S EREMRENLONABEEL LT, 1000 me/kglf
& 300 meg/kg REOIEITHLILRIETH 5600 mg/kg & L,
PTAE3IT2008 L F67 meg/kg R ERE L. 8517,
BEATHLA ) —TERS T A EEE M CEH4TE
EL, BiEGT 1T R 12l e v A, B
15, 5B E RS FHEN A EOFREEY b LIIE
BoEEIE~Ck s LY R ENELERSMLES
HAwTiT- .

4. #®EHE

BEERIEORS S L, By FrEuTREknc
BRI iT - 7. .

BEERIE, ED oW TIESCECET 14 B (8, CECEAR
B L OKEFE D6 AE, I ovTIEZEH 14 B #
BIUSGRE T COREEEN, oI lREAIIERERRS
FUBEIH ETOMME L,

HESEEE, FElkgR05mie LTHRSH R
L HICHE L ERECETOTER L, FEREY
RO SBREFOHOEEILESTHEL LA, 5
RI0EE A SEEL, S FHASOFHEE (FEH
B) I3 T416.4 (392 ~447g), KET240.0 g(222~ 270
g) Thot:,

5. @22, EEs L UeEEE
(1) —fxiRaRERET

EEREEFIZ 0T, WERMRS LR LE L EOERET,
]/ h X UHEE i & 0 78, Mk EE@gELL.
(2) HEAE

HEIERS 18 (Ix58), %52, 5, 7, 08X
H, 20OV TIHTHEESHTH) Loy
BAL, oV TIdERo, 1, 3, 5, 7, 10, 14, 17
BL U208, WEO, 1BX U4, FA3CEHAMR
(EEFERED)IHEFEORNERALRALLBCEFRE:
BAOWTHESRELL. £, Blo2wTiESido
w6H®D, HEIZOWTIIRS LES»SH 148, TR0 G20
HBELUMEOA»S4ADEEEMES L FEEEM
EREML,
(3) EfFERTE

BEEE, B OoVWTEREHML LUERE 2IkE,
Mz o WwTIRHROE B L TS O0R 2 e S EMHIEH
R RERTHESE G, BTREERAVTHE
ELZ. HEMBIIEYEORB Yy - VEIIEY ML,
BE@ER) CRERHE LIRS 01 50E
EETEH L.
(4) RIgE

RS OTRE (543~ 44 B ) 2O EEH6HIC
DT, Ty RS — S (KN-646 B-181, EH 8%
P WEL TR T TRR T2 2. HIREOCE
Ro—&R% Hwvt, pH, BH, #, ¥ M, vov
Js—ay, EUnEry, ik, R L
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FAF A v T A, N TN - =3 B LUV (88 %
WEL, 20BMER T HWTHE(Y ¥ TEUTRIFGL Y
I)VBLUREBER)ZWELE. 4, RO
AERME S fE¢TER L.
(5) HiEFBE

546 B OF A OF BRI I6EHREE L Eos
FHIDWT, =—F LRREFT CABRERIR A & $RiM L 7,
EDTA-2K T U - Ml & AT, RinzkE, FH5H
MmERFEFR, OAEER, SmzRECGILE, E5ERE, o
~WF—hry— TeE0H), MBEEE{(I T A A
THREVE, ALy —hyry— T660R), ~=
N2y MEGROERE, TFHANFERLDES),
FHRAERANE /0¥y BORLKE, IEFEFEI VY
), FEROBEAE/DEVBE(T MY v ME,
meEFErhER), @FRN3RE Brecheri®) b L U0H
MERGFF (A A - FAPEEE) #ERCLVAEL
oo F o, KBAERER D SIREL L Ao EALE M A8 & v Tk
[ERER (R RREEE L 2 EEENEE, 774 F—
HElwAfroar7sui—s—)Y®@EELL 857,
R KBRS S B L% 7 = VB U7 ATR
LA, 3000 rp.m TIOAEELL, BohilmiE
PEWTYR 2y rEBE(FOrETS XS E)
BEOEMELEDS b0 BT AF R VU
) (BLE, AMELUNG KC-10A, /37 A% —KK) 2
E L.
(6) MAELE(LFHE

BE5 46 AOBRAOHEEFICHICHHEBE L DS
BlicowT, MEFRAOLHORENE, BEAER»
& IEEL L A ML % 3000 ropm. T IO ELE AL, B
LRMFEFBCT, GOT, GPT(EE, IFCCHE:), »-
GTP{@#ELy- ¥ V% 3L p-= bR 7= FEEE),
DY YIAFG=E(AYLTFINFF D) S RE
%), mEATvxF—¥E), BaoLrAairyo- v (#
EE), MUY FOESES) B — ERE), )
YIEEY(EEERER), BEYILY X (TVSEILY ),
REEZ(ILVT—¥F - A F72/—0Vik), LT
Foy(¥y7oik), A9 A(OCPCE), Wi~
(74 Ay -¥NO—iF), BEA(E Y Ly MEIBL
7 V73 (BCGHE:) (BLE, HILTI50¥ BB 5P
B), TrUDLBITHYL(LLE, $%E o
=¥ 7480 B RERD), s u— L (BEHTEE: Tl
CL6ME I Faory—), A/GIREEAD, T
LWT7IrEVER)BLURAFH{EIT—ATEF
— MEBSRKEE) EE L.
(7) fisLUREREENT

Bz owTRS46B0BERAZ— T VERE T TR
MBHMEIE S, EHORES L FHET BIRGIZER
gL MueEFRRCizRREES K, BE30
FCEFROALNFNIMELRIC, EIR258 2 TH
BOFEH bR WFIITRZ6E W, T F VREBTT
BB S ¥, S0 ES & UM WIRMICEEL,
FEODERMES & CTEDFREELFIEHLA. 8561,
MERED S EZoWTHFE, BROES), MR, R
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3a,4,7,7a-7 b EFO-AH-1 27T~

B, BE, SBELEELH) BLUNECERTETE
FrAvwTllETL L I, BERESEILZEEBL
7.
(8) RIRMBREIRE

Mg EFN DT, BRI, B, W, O, 06,
B, FEE, MR, BIE, FRE, BEE-RE), T
—iBlE, T, B, 5, BB BE, 5B LT
BRE % 10% P RER L) Vi, MEBIOHEERE
7T rHETEER, 77 PR ERRL, ~T b
Fi)y - TV REERE S IR ERE LTS
e (PASHfa, PTAHYM) A2 {58 L THREEE
BEZTo.
(9) SHEREMRE

Eeflizonwt, REHEHQI0HE»HREBET
OHER, YATFRGILHERBEERSMEHL, £F
SEEE T CHAMRRS (BERE, BIEHWH, BEY
B, RERNSIURFERES) OHEZTY, %E
HORGFOFELHELL., BEUDOBEICDVT,
FREBEIATH b6 1t 1 (EEAMS DY) TI4AM
PREELTABRSY, BEOBEPETIVHRISH,L
B%2EECH & L. RO T B o= I ERED
RSB ELE L, XBE (KRS FEHY
#)x100) BLUSkE (SR8 REHY
) < 100) EH L.
(10} s & UBEfTEIERES

TRLEEFIZOWT, ER2IB 25 5H#ETH
TTHRREZEEL, TRORICTRIET LT
B E LUEHSTRE L, FOREMTEOAE LA S
BT IFEZ SN BB oo W TEEATE), BiHERY,
SFRHELURCRE, HEEOEHNS L UNERLTE
F|Li, 7, HEHE (TROBASHFEIRDE TO
A0, mEE ((£RDENE ERE) X 1001, 4
M (GREERE/ FHRRE) X 100), HAEZE [((HE
4T RMERE) X 100), WME4HRFEETE ((BF
4AAIHEROED SN DB TEEIC L
MEBH I ER) X 100) B LUk (HEAIEH /MA B H)
FESLL £, ARKROSEIRRD, ERE (G
IR EIRE AR X 100) #EH LA,
(1) FERERO—HFREREs S UEFEE

2T, WEOIAISWE4AITIHIEER
BLUBELHERL, —MRIRESLUARITOWTERE
Liz, BEEEICHEILOMWEITDERE ((HE4
OAEFIBE MEERH) X100) 2 1E#HELE LTE
L7, B, BRETHIECHSVIITHEAL 2o/
FEREFECH & LTHo /.
(12} HEROFEAE

BENRE 2 BEMIZOWT, WEO, 1BIU4B 1S
BYFRFEFACTHEL, FEEZIEZICBENC]
Pd -t DEHBETRLE. F5RIHEEDN HAEER
ME(FFAHFE-HEORAE) S L FERERME
((FEBINE WEOBHRE) X100) 2HH L.
(13) HERDEE

FEUFRELCHBRL, TOEOPEII>2WTIE#E4

HiZ bR ERAE S A TEBHIE S B, F4
F(OENLZEE)BLIULSHORBRESL & K+ AR
gLk, BB L UEERRESMOED s
Bliz2v T, whole body % 10% Hitki&fE F v~ ¥
WTREE L, /REFEL-.

6. TESTREHT

HEE, wRE, FEE, HEEBIUEER, &L
CIIRBABEEERRED D B 1REBOBM S L — FiF
ALNLFIRIZOWTIE, SREyE-MELXT, HE
RIBE, 2By I-BETB IR Fh, ThALO
WEITES 2SS Fisher DEEMBEREEFHY
7o, #OMOER LS IR ERABEREEROI B2
BREL OB L— FPALNEBTRICOWTIL,
Bartlett DEHHIRER, —TRESHSHED 2V
Kruskal-Wallis 312 & B ##4r L, HER2ES, Dunnett
DHEFEHEH BV iE Mann-Whitney D U-#REEIL L b, @
BB L 324,7,7a-7 I FO-1H- 1 T & 58 L
DB TiTo7. HEBEEOBTIIEL TR, 8K
#E5BI1%E L.

R

1. RIERSEE
(1) —figikaeghs

HETIE, WEEAT600 mg/kgBED 108 G515 A LA,
#4546 0 FToididEH, REEEDLVIHRETL
LIS EIBFE T TOMICEHES NS, 600 mg/keBED
1B TIIRE24 BICORFEDFED S Lzt 7BD
1P CHIREILEED SNl o 7o,

M BT, RS M TIRIE 600 mg/kg Bt
DTHTHREISHEE, ESaew LIESERL D 1
RIEEOMICEED G, ERECIE600 me/kgfED
VECiE L BRI, HIEREOTIRER, H562y
Lir5EH LD 2MEEOEICHTREICED b,
HEHAMCIHIBEEOR L W 3HDEIC, 600 me/kgBEDS
FITHRSEZLY IRHEEOHEICHENICED L
7.

(2) $BEE (Table 1,2)

T, FEOEMEA200 me/kgBEDI% 521 ~46H,
600 mg/kgBENFEE5~46HICERDONh, ThLDOET
BEEEMES LUHEEIEORED FHDH LN,

VED T IRATE S HAB G, BREDMEMEAT600 me/kgft
THESTHLRCA SR, REENED & MEEEMNE
OIEAED 2003 X UF 600 me/keBETHED bR, HIEH
BlTh, FEOEREH200 meg/ke ¥ CHEEL~20812,
600 me/kgFECIIRO~20BICA B I, 600 mg/kgfET
RREEBNEORELRD Shi. WEHETL, &
OERAEA200 meg/kg B THEF 112, 600 mg/kg BT
BFOBIUTIRBKKALNLD, HEHEOGEENES
O ERMRIEAIEEY LB Y, 600 mg/kgBETlEW
TROMEIENICEELFET R L.
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(3) #EEHE (Table 3,4)

EFEZORMEIHED 200 mg/keB0ikS52, 7, 148
L2 H, 6600 mg/kefEOHRE2ZHIED N
7. .

MEC BT, RIS HIM T 200 mg/kg DRSS
78, EEHAHTIL67E LU 200me/ke BEOEIRTAIC
BEVED LN, MEARMCREEEEOO L d o
7=,

(4) RiEE

WFNOREERICOMEHL BB L THR-IBREIZR
HoENLdoi.

(5) MEAEZE (Table 5)

FRIMEE, ~< b2y MEBLUMBEENEHED
WP HIHED 600 me/kg RETRRD H L,
(6) MAREILFARE (Table 6)

WIhOBREEL C O ERE LR LTHEICRBRILE
Hhhkdhol.

(7) BEEE(Table 7,8)

TS, SIEEREREOBPH 2008 & U600 meg/kg B
T, HEOAESEELOBNA600 mg/kgBE T, £ED
IO BEFOEINI200 8 L U600 meg/keBET, £EFO
EHOGEEEOEINATGT, 2008 £ U600 mg/ke BE
T, EAOREOKRBERLOEINIGE00 mg/keFETHR
wohi, B, 600 mg/kgFOIFREZ S & 767
mg/keHOEROBREE IR FMEEEZE LW,
AWHEEL ERL TEENEL L.

—%, 600 mg/kgBHOEROEEERICIIWER LD
BB bz,

FECE, FEoEEOMNS600 mg/kg# T, FiEo
HEERHOEMA2008 £ U600 mg/kg#ET, £FO
FHOBESS L UHEERILOBEMAT600 me/kg FETE
Shhtk BB, 200 mg/keBEOITIREER IS L HEIFR
LEEZER BV, BRI TEENED LN
7.
(8) Zis

BT, EEICEEA 600 mg/kgBET1lcEEnoNE,

BT, WIhOBlicbEFEROohadh o7 Lk,

FAEF R L B CIER CREEREH L h o 7.
(9) REHA#MFIRE (Table 9, 10)

324,77a-F P S FO-1H-A » FrESIIL 608
LEZLNLGFAE LT, BT, FRTEED/ZESD
LB IR R AT600 me/kg BETOBC, BRTRED
SERLRANE b O TiEilag A67 5 X U200 me/kg 8
TH1F, PEEOWTRILEH67 B L 0°200 mg/kgEF
TE11E, 600 meg/keBETI2HEFIc, BEOERNE
M B O F BRI ANEAT67 5 L U200 me/kg T ES
B, 600 mg/kghETIBCBED LN, HMAFFMIZLHE
LTt THol. T, FERIFENFEZEED ALY
LoD, BREETIIZELOFACED S L,
3a4,7,7a-7 M F & Fa-1H- 4 »7F %5 L OBENE

AHhAaFRE LT, BRORME LEOBEL200

mg/kgBET44), 600 mg/kgfETIFIICRED HN I,
METE, 600 me/kgBED 180, IR TEEO/NES

612

CHERFRBE R A% R bz, ool Hiks &
B 5 2R Ll dho i,

2. SEEA SN
(1) S5EEEIRE (Table 11)

HEDOHEFHRECIIENCEFTEEO O d o7,
¥, MEOZRIFTIIELLHSE, XREL IS
FIZb3ad7a-T I FI-1H- £ ¥ Frik5ogs
HBO Lo .

(2) Sited & U RHEITENERER (Table 12)

FIRIAB DER L & I IEIRE MR8, FHELK, HER
BB L UHELREORLHE00 mg/keBETHD LR
7.

DERFTE LT, THRBPPLOERTERE CERBOA
LN WEIAO00 me/kgBETLIH, FTAMTREL LT,
EFFREIHA600 mg/kgBET1FAL N, THE
HHNIEEREE 15, WEREISHTH o 7D, SHRT
BRICSHEMFECL, MR LA Ooh. B
B ORBABERECHHROERFEI L. £
WERIIECH TR, FR{2, HEREXIHETHY,
FOIFIFEFLHICET LA, BEMORBEES S
FECETERIIEBIRO NI DATH 2.

SR T BROIETBA67 B £ 07200 me/kg BETHMES
i, 600 mg/kgBECHEIF), MESEI kX U MERUABEH 247
WRDH B, 67 mg/kgFEOM1IFUEHEORIE, RIFE
BLUBEIIARD .

(3) #EVEDETE (Table 12)

600 mg/kgBET, WE 4B OLFRHOIEMESFIO B
(A _

(4) FERO—FRIREEERE

FTH L VT ARBEFID I BRECHE2E, 67 mg/keTET
M & 150, 200 mg/kg BECHESM, 600 mg/kgBETHES
BB IUPHSECEO LN, Thend b, RFES
S UHHALA 600 me/kg B CHEL BlICRRD Sz,

EEFTHERES L FF0EKE ORE D200
mg/kgBECHRELFICFED SR, FHED200 meg/kg FE O
DLIFIFEDH bR,

(8) ¥ERDEEHTE (Table 12)

VFNhO3a4,7,7a-F F T FO-1H- 4 ¥ 7 v 55
12h, MEBEEE L THREERICEAEEESL O h e
5 7.

(6) FEROLI

— AR HEERER T A b N7 600 me/kg BEDIEBFZ B X UF
SO 1, WHE4HICERLA200 mg/kg BEOENE
OREONIFBETEHESCIFIOME, BEETREDLN
ot

L%

1. RERSEN

—RCIREEBE T, WHEATHEIZ 5> T 600 me/ke BF
o L2FR10E TS 15 A LUENIRIFER, /M1
TEH-BHICHEH N, TH, EERRIZ, D
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3a4,7,7a-7 b ZE FO-1H-11 7

600 mg/ke BECILRR, #SHFB L UHENAMEEL
TG 15 BRI A s, SR Tiivwih
OENZ D BRI S EE RS SN, RERTS S RS
HoNEFib I Ehs, 5 EN/334,7,Ta-7 b
S FO-1H-4 ¥ Frio LA EETIEL, #5581
DR ERANDOFIEIC L 5 &SN L2 &
i nEELLGNI

HEHRE T, FEEEM RO SN, Mol
IRRTACECHAM 3 L IR R & 08 L T 20048 & U°600
mg/kg BTHH LI, 324,77a-F Sk Fu-1H-4 >~
FrigGoBBELE: bhi, MO600 me/keBETiER
12, BEHMOEERNES L HNEORESHED
it FRETORESIBIGE Y 2 BEHE G
RIBMFLEEZ BRI,

BERETE, HO200 mg/kgRETES2, 7, 4B L
W2l B CBEI#AH LR, LibL, BRETHLHE
D600 mg/kgHETII/GZHC—BEIORKELRLAD
ATHO, HT6TH DT 200 meg/keHEOHET LK %
Wit AN RES —BETHo L b db,
324,772~ 7 I L FO-1H-4 » F 5L 5EEE
~AOEBIRVWEEL bR,

M RATTREL LT, A, ~=r7 v b
il X M EFEEOHRIIHD 600 meg/kgBE T H 1
o, WThLEETHY, RIEE, LEEERES
LIRS REAGERELBVWTL AFERD
Lo,

R4 5324,772-7 b7 e FO-1H- 1 » 7 3%
HEoEes LT, BO600 mg/kgBETEEOHEMMELE
L UMEEERLOEMD &b, FBEOREASEGRE
TUHEEO FERLERARERSRD o, HTH
fHEDESE DML v LIEHERS L U FEEEIL D
DA 200 me/kg LB THED LN, WEEAKSERET
b, 1RIOAORBETH - 7257600 mg/kg B TIFHIZE
BED/NFERLEIFRRADA TR0 S 7.

T T, BO67 mg/kgBETEEORNERE L
RERERLOEN, 2008 & 7600 mg/kgBTERSB &
CREEskoENFEooh, BTLIEROERR
DHEEEFLOMEMA600 mg/kg B CHEL L. HHE
MERETHE, B03a4,772-7 P FO-1H-1 »
FrESRHERT, RURAE EEONTEiiEE LU
I NMEORBRTICEEZ D oL, REELED
BEEIZOWTHHEO 2008 L U°600 me/kefE TH IR
oEEmPEL 6, wihd3ad,77-F bF L F
O-1H-4 y7Fri5ic ka8l ohi, gk
FEE T v MRS LSS, FCETIIEEOR
URME CHETENEET LI L mehTEY, Fh
ERCHERENERILVEEZ SNDY, WTEOIL
FEOBRENEVIGEICIIRAT LEOEE S LUFE Y
BlEfRodEELILNTVAY, F i, EEHEIMEICD
WCHBFIEEE—SETHL LV IIREYNHEY. L
2hoC, REBTILEMRHEE LE~DOHFiFd L
SR MEO B OEME RO 2300, FiERE
SA9EZENT 200 5 L U600 mg/kgBEThH L AL R -

FOBLEOWBEEEOCEMEEZ 2082 LHEL
7.

¥/, HOBEEESE L CREEREOHEINE, BT
WL FEEEANEOEMERGEL Trnd LB S
&, D600 me/keBETIE IO & B hHEEALGS L
LTI EES L CREERROBIMAELTED,
—TCANCEHATE e d o i,

BEnZ bdn, H#EOE7 mg/kgll EOBEOERNE
BB LUFEEREOMNEMEm+ &t ), MO 200
mg/kg R EOFEOFEEMINHNE s CIFEOEE S
JUHEERROEMEEMEN +E&8) 6, R
B A3a4,7,7a-F PR FO-1H- 1 ¥ 57 ORiEH%
oL 2 mEBE I T67 me/ke/day Fill, MT67
mg/kg/day & R L 7=,

2, SmREEEHN

EFEGERAETIIMOMEY, MiEoTRES LU,
MEHED EfEerd L VAT HIFEDEER, HH0idfEs
T URBEEEREECBVT a4, 7 Ta-F F T P -
LH-A4 »7Frggil L 2 B8E3d#b st B,
600 mg/kgBETHO LN FEOAEERKOMINTE
BIEHEENEOLAL VI L h, RBEOGEGRFEICE
SELDEHET AN, 3247 7a-F F Tk FO-1H- 4
YIRS EHONEROEERE T, FORERRELYL
AREABETRIERD SN h o /.

TREBEL LTOERTRICEROALGALZWE, %
LUKHERE L L TEWERBTH 600 mg/kghET
FhEAIBZDO LR, L L, HiEok iz,
3a.4,77a-F F S FO-1H- 1 ¥ F o5 L RS
BB A LENE DD, EREL LIUKEOER
BIZRETREEAGRT, Lo 26088 T
B LR AN VW Ehh, BRNRLOE
#z bz

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

Ttem O mg/kg 67 mg/kg 200 mg/kg 600 mg/keg
No. of animals 12 12 12 12
Day 1 418.2 + 134 T 4147 £ 123 4158 £ 156 416.8 + 128
2 4225 + 154 4195 + 120 4165 *+ 158 4116 & 16.6
5 4443 + 183 439.3 + 13.7 434.3 + 182 424.8 & 12.8*
7 4550 £ 186 4519 + 16.3 4418 + 174 432.2 & 155%*
10 471.8 & 19.6 4653 + 16.6 4574 + 20.1 4480 + 18.0%
14 4964 + 24,1 4877 + 199 4742 + 257 465.9 + 21.1**
21 5194 + 205 514.0 = 20.8 493.3 :t 27.4* 4852 £ 250**
28 5534 * 317 5473 + 248 522.7 £ 34.0* 510.8 £+ 27.2%*
35 5836 * 338 5708 + 27.9 047.3 & 37.7F 533.0 + 27.5%*
42 597.1 £ 383 588.8 + 42.0 551.8 £ 45.3* 546.5 + 31.6%*
46 608.3 L 459 600.1 + 47.3 5606 = 49.1* 5566 + 33.8*
Day 1-46, gain 190.1 = 34.3 1854 * 410 144.8 + 42.8* 138.8 + 24.9*
Body weight gain® (%) 453 + 7.2 446 + 9.3 34.83 + 10.0%* 33.2 & Ha**

Values are expressed as Mean:5.D. (gram}.
a; (Body weight gain/body weight on day 1) X 100
Significantly different from § 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-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

Before the gestation period

No. of animals 12 12 12 12
Day 1 2383+ 78 2385 + 6.2 2412 =+ 11.0 2409 £ 92
2 2416 + 117 2415 + 6.2 2412 = 11.1 2406 * 106
5 2476 £ BY 2491 & 72 2465 x 11.7 2406 3 107
7 2554 & 12,0 2529 £ 89 2484 £ 10.1 2433 + 9.8*
10 2606 = 146 2592 £ 94 2655 + 14.2 2471 + 10.8*
14 2682 = 164 265.2 + 89 2589 £ 159 2506 £+ 11.8%
Day 1-14, gain 298 £ 123 257 £ 8.7 178 + 8.9* 87 + 9.3%*
Body weight gain® (%) 125 + 49 0.8 + 38 7.3 £ 3.7 4.0 & 3.9%
During the gestation period
Wo. of animals 10 1 12 11
Day 0 2789 £ 8.7 2779 £+ 134 2679 = 11.5 2533 + 9.1%*
1 2858 = 7.7 2855 + 112 2749 + 11.8% 265.2 & 84**
‘ 3 2086 = 84 2043 + 118 284.8 + 12.5*% 2780 & 8.2%
5 3081 + 7.9 3035 £+ 130 203.1 £ 12.1% 283.0 £ 7.8%*
7 3182 + 107 3106 £ 114 3011 £ 145% 2013 & 9.2%*
10 ' 3352 + 10.6 325.8 & 14.8 3154 £ jh.2* 305.5 + 10.8*
14 3600 + 145 348.1 + 189 3385 £ 17.9% 3239 + 11.3%
17 3934 + 162 3814 £ 226 . 3719 £ 17.7¢ 3508 £ 13.5%*
20 4459 + 203 425.1 + 304 4i7.8 £ 20.2¢ 388.7 £ 21.9%
Day 0-20, gain 1670 £ 149 147.2 £ 254 1429 + 161 1355 + 21.3%
Body weight gain® (%) 59.9 + 4.8 530 + 90 56.0 £ 64 536 + 89
During the lactation period
No. of animals 10 11 12 10
Day 0 . 339.6 +£ 153 3312 = 243 3210 + 221 306.5 £ 13.7%
1 3362 £ 1238 3282 x 219 3N3L = 2.7 3110 £ 79
4 3429 £ 128 3355 + Z21.0 3303 £ 205 3233 £ 13.7(9)
Day 0-4, gain 33 + 107 44 + 54 9.3 *+ 162 19.1 £ 9.6(9)*
Body weight gain® (%) 10 + 3.2 14 + 1.7 3.1 +53 6.3 + 3.2(9)**

Values are expressed as Mean+S3.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) 100
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Table3 Food consumption in male rats treated orally with 3a,4,7,7a- tetrahydro 1H-indene in combmed repeat dose

and reproductive/developmental tox1c1ty screening test

liem Omg/kg 67 mg/kg 200 mg/kg 600 mg/kg
No. of animals 12 12 12 12
Day 1 288 + 41 273 & 24 269 3.1 280 & 24
2 278 + 33 273 + 2.3 238 £ 3.5% 212 & 5.9%*
5. 283 + 45 265 £ 19 24.5 36 273 & 27
7 263 + 3.5 245 + 34 22.6 & 34* 251 & 3.3
10 26.9 + 34 253 + 2.2 243 + 34 273 + 2.3
14 275 + 42 261 *+ 2.3 24.0 & 3.5¢ 273 + 33
21 : 242 + 32 229 + 23(11) 211 + 2.8 253 + 3.3
28 243 + 34 232 + 2.0 248 + 39 263 + 2.3
35 246 + 39 240 + 35 253 % 33 273 + 2.1
42 220 + 36 224 * 48 204 + 32 256 + 3.0
46 244 + 40 239 + 45 23.0 + 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

Tabled  Food consumnption in female rats treated orally with 3a4,7,7a-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 1z .
Day 1 164 + 25 163 + 24 174 + 3.0 158 = 39
2 156 + 3.3 154 = 33 142 + 27 138 + 3.7
5 144 + 3.2 142 £ 2.8 133 £ 23 123 £ 3.0
7 163 + 24 143 £ 20 136 + 1.9 147 £ 23
10 173 £ 3.2 158 + 2.2 154 + 3.3 148 + 2.1
14 159 + 3.6 154 + 26 152 + 34 15.1 & 3.2
During the gestation period
No. of animals 10 11 12 11
Day | 191 + 3.2 1890 + 16 173 £ 26 16.8 + 3.3
3 204 + 3.2 182 £+ 26 184 %= 33 196 + 2.3
5 194 = 32 19.5 + 3.3 180 = 1.7 19.8 = 3.1
7 216 = 2.6- 187 = 20* 18.8 &+ 2.3* 195 = 20
10 216 + 2.1 2.2 £ 24 202 & 3.1 211 = 28
14 204 = 2.3 185 = 4.3 202 = 1.7 211 & 3.1
17 214 £ 28 207 £ 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 12,1 £ 2.7 150 + 4.7 16.6 £ 4.0
4 315+ 74 285 + 52 320 £ 6.1 30.7 £ 55(9

Values are expressed as Mean£5.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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Table5 Hematological findings in male 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 12 12 12 12
RBC (x10°/ul) 9.35 £ (.266 909 + 0.246 9,10 = 0.444 8.76 = 0,337
Hemoglobin {g/di} 164 + 048 16.0 £ 0.71 159 =+ 0.63 154 + Q.58
Hematocrit (%) 524 + 085 51.1 % 1.88 514 + 2.25 49.9 + 1.41**
MCV () 56.1 + 1.59 56.2 & 1.07 56,5 + 1.35 57.1 + 1.68
MCHE (pg) 175 + 0.7 17.6 = 047 17.5 + 063 176 = (.69
MCHC (%) 313 £ 073 313 + 052 31.0 & 0.63 30.8 = 0.70
Platelet {X10%/pul} 1124 + 117.0 1075 = 914 1071 % 95.2 ill6 £ 91.1
PT (sec) 12,1 = 0.5 122 + 024 12.6 £ 0.63 12.3 + 055(11)
APTT (sec) 281 £ 224 27.1 = 244 26.2 + 351 208 £ 4.13(11)
CT {sec) 307 £ 110.9 382 x 12107 289 + 1229 351 £ 1000
WBC (X10°/ 8} 144 = 2.85 118 + 2.11 154 *+ 3.30 15.5 + 2.97
Differential leukocyte counts (%)
Lympheocytes 87 £ 42 83 & 6.3 80 £+ 52 88 52
Neutrophils ’
Band 1+405 1408 0*05 0+ 05
Segmented 12 + 3.9 15 + 6.2 9445 11 + 44
Eosinophils ) 1 =08 1408 1+10 1=+ 12
Basaphils 0 £00 0% 00 04+ 00 G =00
Monacytes 0 & 00 0+ 00 0+ 00 0 £ 0.0
Reticulocyte (%) 12 £ 26 15 + 3.9 14 £ 3.7 14 £ 36
Values are expressed as Mean+S5.D.
Values in parentheses are no, of animals examined.
Significantly different from 0 mg/kg group; **:p=0.01
{l:femtoliter, pg:picograrm.
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Table 6  Blood chemical findings in maile rats treated orally with 3a,4,7,7a-tetrahydro-1 H-indene in combined repeat
dose and reproductive/developmental toxicity screening test

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

TP (g/db) 653 + 0.31 648 + 0.25 £30 + 0.36 6.59 £ 0.27
Alb (g/dl) 249 + 0.08 244 + 0.13 245 £ 014 260 + 0.4
Alb (%) 4096 £ 4.25 39.22 £ 3.97 4098 £ 433 40,79 £ 3.79
a,-glob (%) 25.33 + 2.82 2544 + 233 23.03 + 3.22 2395 + 1.24
ayglob (%) 1096 + 2.15 1143 = 2,13 12.33 = 1.67 11.85 =+ 2.28
B-glob (%} 16.73 + 1.96 18.17 + 1.92 16.75 £ 177 1741 £ 2.35
y-glob (%) 603 £ 1.91 575 + 1.33 691 + 234 6.00 + 1.90
A/G 0.612 £ 0.035 0.603 £ 0.042 0633 + 0.039 0.648 * (.039
BUN (mg/dt) 1597 = 1.50 1658 + 1.89 16.61 % 194 1694 £+ 1.94
Creatinine (mg/d!) 0.54 + (0L.07 0.54 = 0.07 (.53 & 0.07 0.51 + 0.05
Ghucose (mg/dl) 166.8 + 15.7 163.8 + 15,7 1683 = 185 1545 £ 211
PL (mg/dt) 1386 £ 235 1353 £ 27.2 1245 = 22,6 146.2 £ 17.1
TG {mg/dl) 124.3 £ 729 943 = 47,7 74.1 & 379 72.0 = 265
T-Cho {mg/dl) ) 692 + 11.3 717 £+ 154 66.7 +£ 116 778 £ 10.1
T-Bil (mg/d?}) 0.10 = 0.00 0.10 + 0.00 0.10 = 0.00 0.10 = 0.00
GOT (1U/i) 1104 + 187 1106 *+ 25.9 1179 + 224 048 + 13.7
GPT {IU/D) 269 + 56 253 + 47 243 + 36 240 + 38
ChE (1U/D) 77.2 £ 251 773 = 134 659 = 17.0 725 £ 17.0
y-GTP (IU/1) 1.05 = 0.48 1.09 + 0.43 120 % 048 1.30 £ 0.30
Ca (mg/dl) 9.66 *+ 0.62 955 = 062 9.53 + 0.63 942 + 048
P (mg/dt) 744 £ 0,58 7.80 = 0.80 7.71 £ 048 7.82 £ 0.68
Na (mEq/t) 14221 = 168 142.83 + 1.07 14254 £+ 1.39 141.83 + 1.13
K (mEq/) 4614 = 0.375 4.808 + 0.391 4,632 + 0323 4.805 + 0301
Cl {mEq/1) W47 £ 2.0 1066 £ 2.0 104.9 + 14 1043 = 1.2

Values are expressed as Mean®S.D.
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Table 7  Abselute and relative organ weights in male 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

No. of animals 12 12 12 12

Body weight (g) 584.3 + 413 575.1 -+ 41.1 535.3 + 47.2* 5205 £ 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 1 0.155 1.853 =+ 0.213 2013 * 0,168 2.106 + (L1771
Kidney (left, g) 1.659 £ 0.161 1.329 = 0.211 1961 + 0.141* 2063 =+ 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 + 0.33] 1.978 & 0.158
Epididymis (right, g) 0.693 + 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 0635 £ 0.119 0.659 + 0.061
Adr'enal gland (right, mg) 30.6 £ 4.7 311 £ 34 304 + 38 291 £ 32
Adrenal gland {left, mg) 328 £ 48 328 + 40 327 £ 43 304 + 35

Relative organ weight
Thymus {g%) 0.060 + 0.014 0.06f = 0.019 0.057 £ (.04 0.060 = 0.012
Liver (g%) 2822 + 0322 2033 £ 0292 2.840 £ 0.165 3.397 & Q.202%
Kidney (right, g%) 0.290 + 0,019 0.322 £ 0.027* 0378 + 0.027%* 0405 + 0.033*
Kidney (left, g%} 0284 + 0019 0317 £ 0.027 0.368 + 0.028** 0.398 = 0.034**
Testis {right, g%) 0.317 £ 0029 0,212 £ 0026 0.334 £ 0028 0.248 £ 0.032*
Testis (left, g%) 0.308 £ 0.032 0311 £ 0.026 0.314 £ 0.066 0.343 £ 0.034*
Epididymis (right, g%) 0.119 & 0.010 0.119 =+ 0,008 0.126 + (.013 0.128 £ 0.011
Epididymis {left, g%) 0.115 + 0012 0.117 = 0.002 0.120 = 0025 0,127 £ 0.014
Adrenal gland (right, mg%) 524 £ (.78 543 £ 0.66 573 £ 0.94 560 = 062
Adrenal gland (left, mg%) 561 + 0.76 574 £ (.85 6.15 = 1.0C 5.85 + 062

Values are expressed as Mean+S5.D,

Significantly different from 0 mg/kg group; *:p=0.05, **:p=0.01

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

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

No, of animals 10 11 12 9

Body weight (g) 3429 + 128 3355 & 21.0 3303 + 205 3233 £ 137

Absolute organ weight
Thyrmus (g} 0209 £ G065 0.178 £ 0,041 0.179 = 0.058 0.164 £ 0.034
Liver {g) 14,081 £+ 1.295 14,014 + 1177 15.007 + 1.161 15,920 L 1.532%*
Kidney {right, g} 0.996 + 0.079 1.002 + 0077 1038 + 0.058 1,102 + 0.087*
Kidney (left, g) 0.8 + 6080 0.980 + 0.075 0.998 -+ 0.054 1.058 =+ 0.066%*
Ovary (right, mg) 56.0 = 9.0 54.3 + 94 55.9 £ 11.0 51.7 £ 85
Ovary (left, mg) 47.7 + 6.1 554 + 84 49.1 % 10.7 420 £ 85
Adrenal gland (right, mg) 338 + 47 342 + 54 336 & 39 30,0 £ 24
Adrenal gland (left, mg) 350 + 4.8 366 + 6.7 36,0 + 4.0 334 + 22

Relative organ weight
Thymus (g%) 0.061 £ 0018 0.053 = 0.011 0.054 = 0.016 0.051 = G010
Liver (g%) 4.110 £ 0.346 4,177 £ 0270 4557 + 0411* 4921 + 0406
Kidney (right, g%) 0.292 + 0.024 0.299 £ 0.037 0.313 £ 0.016 0.342 £ 0027
Kidney (left, g%) 0.278 £ 0.029 0.294 + 0.032 0.303 £ 0014 0,329 £ 0.021*
Ovary {right, mg%) 16.303 + 2371 16. 181 =+ 2.780 17.024 & 3.643 16041 + 2.985
Ovary (left, mg%%) 13.803 + 1.560 16.549 & 2.929 14939 + 3.43¢ 13.040 + 2.784
Adrenal gland {right, mg%} 987 +£ 139 10.22 + 1.68 10.16 + 0.82 926 + 0.86
Adrenal gland (left, mg%) 1020 £ 1.32 10.84 = 2.01 1090 £ 1.01 10.36 £ 0.79

Values are expressed as Mean+5.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 O mg/ke 67mg/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:
Hyaline droplet, proximal tubular epithelium Total 3 12+ 12** 12%
+ 3 1 1 0
++ 0 11 il 12
Eosinophilic body, proximal tubular epithelium + 3 ] 8 g*
Cast, cellular + 0 0 1 0
Regeneration, tubular epithelium + 1 i 4 3
Heart:
Cellular infiltration, histiocyte + 0 2 I ¢
Lung: '
Accumulation, foam cell + ¢] 1 0 1
Pituitary gland:
Cyst <+ 0 0 ¢ 1
Tleum:
Diverticulum <+ 0 0 0 1
Testis:
Atrophy, tubule Total 0 1 1 ¢
+ 0 1 0 0
- ¢ 0 1 0
Epididymis:
Decrease, sperm, intraductal - 0 0 1 0
Appearance, desquamative spermatogenic cell ++ 0 0 1 0
Prostate.
Cellular infiltration, lymphacyte, intersiitial Total 1 3 5 2
+ 1 2 5 L
EES 0 1 Q0 1

Values are no. of animals with findings.

Grade: +=slight, ++=moderate, +++=gevere change and <+>=detected.

Significantly different from ( 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 Omglkg  67mg/kg  200mg/kg 600 mg/kg
No. of animals examined 122 128 12 . 1w

Qrgan: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 + 4] 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

+ 0 1
++ 0 0 0 1

Pituitary gland:

Cyst <4 0 0 0 1
Thyroid:

Cyst <> 0 0 0 1
Qvary:

Loss, corpus luteum <4 1 0 0 0

Cyst, corpus luteum <+> 0 0 0 1

Values are no. of animais with findings,

Grade ! +=slight, ++~=moderate, +++=severe change and <+>=detected.
a'Includes two animals that had o evidence of pregnancy.

h: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

[tem 0 mg/kg 67 mg/kg 200 mg/kg 600 mg/ke
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, Meant5.D.) 3.1 £ 09 27+ 1.7 29+ 1.2 23+ 13
Coptlation index® (%) 1000 100.0 100.0 100.0
No. of pregnant animals 10 11 12 11
Fertility index® {%) 83.3 9.7 100.0 917

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

Table 12 Influence of 3a,4,7,7a-tetrahydro-1 H-indene on developmental 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
Mo. of pregnant females 10 11 12 11
No. of corpora lutea 188 + 1.8 17.8 + 2.8 183 + 2.2 159 + 1.8*
No. of implantation sites 180 =+ 1.1 16.0 £ 3.9 168 & 1.6 137 £ 43"
Implantation index* (%) 952 £+ 58 889 + 159 91.8 £ 5.6 85.5 + 244
No. of pups born 164 + 1.1 144 £ 35 153 + 16 11.§ + 4.8+
Delivery index (%) 012 £ 52 90.6 £ 9.7 91.8 & 69 83.2 £+ 215
Live pups born
No. 164 = 1.1 14.1 + 3.8 151 +£ 1.7 109 £ H4*
Live birth index¢ (%) 1000 % 0.0 972 *+ 54 984 £ 54 838.0 £ 29.7
Sex ratio (M/F) 1.23 + 092 103 £ 0.60 153 + 1.72 1.22 # 0.50(10)
Dead pups horn
No. 0.0 % 0.0 03 + 05 03 £ 09 0.9 £+ 16(10)
Gestation length {day) 2305 225 + 05 222 x 0.6 23.0 = 0.6000)*
Gestation index® (%) 100.0 100.0 100.0 90,9010
Nursing index® (%) 100.0 100.0 100.0 90.0(10)
Live pups on day 4
No. 162 % 10 139 + 36 148 % 1.7 106 + 4.4(10)**
Viability index” (%) 93.8 £ 25 989 + 24 884 £ 39 80.8 + 33.4(10)
Body weight of pups {g)
Male  Day0 6.47 + 054 6.75 = 0.85 6.33 £ (.71 6.26 = 0.66(10)
Day 4 993 + 1.03 10.66 &= 1.97 10.06 = 140 953 + 1.23(9)
Day 0-4, gain (g} 346 * (.64 392 £ 1.14 3.73 £ 0.81 346 * 0.94(9)
Body weight gain® (%) 5345 = 868 57.14 + 958 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)
Dav 4 945 + 0.81 1000 £ 2.08 0.28 + 1.22 803 + 1.34(9)
Day 04, gain (g} 3.27 & 042 3.67 £ 1.31 340 + 077 3.16 £ 1.07(9)
. Body weight gain (%) 52.90 X 5,50 56.67 £ 12.93 57.63 £ 9.79 84,71 = 16.64(9)
Values are expressed as Mean+S8.D.
Values in parentheses are no. of animals examined.
Significantly different from ¢ mg/kg group; *:p=20.05, **:p=0.01
& {No. of implantation sites/no. of corpora lutea) > 100
b (No. of pups boern/no. of implantation sites) X 100
¢ {No. of live pups born/na. 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 2 (No. of live pups on day 4/no, of live pups born) X 100
g: (Body weight gain/body weight on day 00X 100
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