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

k351

OECDEEH b F W E D E & ARERO-J]EL T,
3ad,7,7a-5 F 7 & Fu-1H 1 5 (CAS No. 3048-65-
5) D67, 2003 X U600 me/kg ¥ S v MCHLTHE
ECni, XEMBS L UKEKOF46HE, 87 » i
LU TIRIRER, RES L R, 26 UKHES
A3 comgEniss L. HEgy~oRERSICLS
W REBMOENME L UREROBRECRIZTES
DWTRERS B - SRR EHEUFSRBETERL
FAN

RS~ DR S - L, KEEIIPE D
2008 & U600 mg/kgBECED LTz, MTEHRETII,
FEIRE, ~7T by MEBL U A EEOBEDH
LD 00 mg/kgBETHEO O, BEERTIE,
REEOMM v LEMEARZ - I hEER L OHEN
D600 me/kg BB L it 200 mg/kg L L DB TEE
DN, EHICEROBREROMNRV LISnER 2
U BEERILOMMAHEDGT mg/kgl LD X
D600 mg/kgBTHH LN/, T, REEBFR
BT, FFRCEEO/NFESOHEFARR Y KD
600 mg/kg BT, BRICBWTHAIRAE LEOWNTH
LHEB L UHFERAMEDRBBOHEMAHED 67 mg/kg
BEDOB, S6EEFEORAE LEOBENHD 200
BIUF00Omg/kgBTEHLAL.

PEELY, BOG7T mg/kg i LOBOBEROERS L
HHERBLOENOEMEREZSE), D200 mg/kg
LoOBOEERMBE 2 S BN ER S LUKRE
BEELOENEREELED) S, FRBIIBITS
3a4,7,72-57 P FO-1H-4 ¥ 7 OREFESICL 3
SRR T HEC67 mg/kg/day ki, BET67 mg/kg/day
EREE L/

HHBS OEREICE L TIE, BEWTOREIILG
Nhdold, MOGEDONKRE L UTHERT, i
IR OER, &6 ICEREEES L UFRROBL
AE00 mp/kgM TR SN, T, RO RER
5288 L THERKB L UHEERBOEL D
600 mg/kgBECEHOH LN E2s, FRRBRICBIT2
324,7.7a-F b5k FO-1H 4 5~ DifEGHO LR
T AEEBRIIE00 me/kg/day, BHWS X USKELR
KEY A EPEEZIL200 mg/kg/day & HIKTL 7.

Hik
1. BERHE .

R EIL324,77a-F F T FO-1H-4 » F Y (CAS
No.3048-65-5) C, FMrEndH 2 BEFERTEETH D,
EXRTERICAN, SEHEMICRIFLL. ARRTEI,
AFRAMEFERREOT v F HS DIG02 (FE 199.0%)

EEALA. 2B, BBRPRIEIRSHMMPEETH 7 -

I MBLEEFOSITIC L DEER SR,

wEICIE, BERMEE1.34, 4B LT 12 w/vlh DB
LRDXHFI—7TH{(BEERS, Y2 RE
@ ICERLTHEELL. BENEFRRTABICIEME
EL, BEICHVL F TERRERFICAN, GEREM
KRFLL. FBREOBARBIIRCORETHL, o
W—Thr e EERRGONT >y —I2X DRER
E(FAR

2. RBREYH & UEH M

E#8MEEOCrj.CD(SD) ZDSPFF v F 2 BEF v
— WA - YN—EP ST AR, 15 AMDKRE - BIt
BTV, WHRALBEEFL2RLASMEARICAV.
EIZ oV T 10 BRI oW REPRE S 2 TiITy, BE
HIREoZv o huiiE Buvi.

Bhipi, IRE23£3T, BESS£10%, RAEHI0
~15E /BRI B L UHBERE R 1285 IC B E S XY
FTIYATFLADRABTEIIBVT, 734 v FAEENSH
Er—Y#BwWTlF LA MIE, FRI7TEPS&E
EOhbL Y CERWMARKCGE7A 7V —2, BEF
Fx VRGN~ AT L ABEMEE
BLA. r—UHh oA, BATRTiz2mn
A, o lin, RRAIHER I, EiREED
L1 EE, WEBEPRIme L, SEHTEBEH
(CRF-1, ) x5 VEERTEMN) L EBERBMELH
W, BRI AGEA FLIZHTAGEK ) # BBIAGKEE
HAEVEBASYAVWT, FhehgiiciERse/i.

3. BERORE., RREOBRS L UHAT
HERFEIL, 3347727 Lok FO-1H- 4 > 7> 7100,
30038 L UF 1000 mg/kg % #5602 14 A BRI X
SLERERERROBRYSEIRELL. Tibb,
1000 mg/kg BECIIESG I & 2 BRBIAHESFIF IHICA
L3, FEOHNEETE 59 ERTT, WPRER, B
REGHOWS, KERMINS, HRESORE FROE
BBIUGHEESN NN, WEoOEEek, WEHE
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DIEEAED SN, 300 me/kg RO TUIFROBR S
IUBEERILOEMSZD S, KRB TS
M RERERRNGIEI L (L 00, GRAEIH
5L BERENASNBPEE LT, 1000 mg/kg Bt
&£ 300 mg/kgBEDIZIZEHDIHTH H600 mg/kgt U,
BFAK3T2005 L 067 me/kg ¥ R LA, 5512,
WRETCHLA U —7MERS T H2HBBEL ML T
EL, SBIIIBES A RS 2IEE B, B
i, IXSBIAERT D IR SR 2 B ORREE b LIk
BOBEAH~IT %D LD I EENBLEEAMLES
By Tifoi:.

4. ¥BERHE

HERREEORS L L, BV r 7ROl
BAIF- . .

LS, BICOoOWTIKEN 14 A6, M/
BLUOREMFEOIT46 80, Hisowv TIIZZRE 14 B 8
BIUVRR T TCOXENE, &6 ICKBFIIITRIBMS
LUMAEFIRECOMME L.

HEERIE, FEIkgR05mit LTHRSHER
EWHISEE LEICESWTHE L, EIEY
AROREBEHTOBDEEILESWTELLL. 5
I210AMA>SREL, HSFEYORHEE (KRS
B) I3HT4164 g(392 ~447g), #iftT240.0 g(222~270
gy THot:.

5. B, BEsSSURETER
(1) —frirEsiRes

SISV, KBRS 8 1B LEOEREC,
HEBLUMBICL VT8, AR EBRLI.
(2) xEAE

HEIZFE 10 (R5R0), %52, 5, 7, 10BLU 4
H, ¥OHEHEICOVWTIRTHBEEHSRTHY B L UH
E, #icowTidERo, 1, 3, 5, 7, 10, 14, 17
BLU20H, MEO0, 1BLU4HI, FAXRYE P
(EEEEP)ENFEEOMEBLALBCBTRRER
BoTHBEXRELL. 72, B2 TiiEs196
46800, BIOVWTIIRS5 18P H 148, TROL G20
HBLUMBOA» 64 ANEELIMAS L R EHEM
EEEMLE,
(3) T

AR, Bl ovwTE KRB X UHRABTKRE,
oW TIRIEHROB B I UMEOR Z IR A GEMEH
LALAERSETEEEL)IZ, EFXRTHAVTH
FELA MEMNBICESYBEORE Xy —JEIZEY ML,
BE(MZE)ICRELAELTIRKS/Y D1 H503E
EEFHEMLL.
(4) RIRE

BSMRAOB/RBER543~44 B) 2D EEH6BYIC
2T, 7 v FAR#EYY — S (KN-646 B- 1%, BB RE
FICRE L CHEERTTRREfTo 4. H3GHOE
RO—8B%RT, pH, BH, ¥, » &, oy
Js—ar, EYLEy, HOREGRLE, RBEHKL
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FAF 497 X ;N4 TN - Z30) B XUV (S8R &
BREL, 208MER AW THE(T ¥ T8EFzT
aXYBIURBIER)YHELL. T/, BRbOMK
ABHES G TERBL.
(5) MRPRE

54680 ADOHKFIZHIIFHER L DS
BUZDNWT, T —FVHERT CAMERY SR L 7.
EDTA- 2K CREB LAME BT, R, Tk
MERF M, RE, afzkllE, BRIEHE,; o
~WEF—nosy— Te608), MEFER(ZT AN
EFOREVEO-LY—h Iy — T60R}, ~=
M2 )y PEGRIRRE, FHFLRERLVESR),
PHHFRMBEAE 7O CROGRLIKE, NEERLIHE
W), PYRORANE/OE VBE(NT MYy ME,
neFRL YES), @FMRE Brecheri®) B LU¥H
MBEFH(X A - FAFEEE)ZRBRTLIIPEL
loo i, KEBER ORI LAEREONERCTE
EEE R ERES - L A EAERNEE, 7714+ —
HBM7fsoa7/ui—y~-)¥B#ELL. E5Hi2,
FRERKEIR > L L e 7 2 28T P U s Ao
BL A, 3000 r.p.m. ClOAELELL, o0 M¥E
PRVwWCTorturerBB(tarE 7725 0 8E)
BrUBEBHBG O BT A5 Y BE(S YV B
#) (B, AMELUNG KC-10A, 72 2% —KK) £ #
'L’
(6) MMEILFIRE

546 HORAOFREFCH I6EMBER L o e
Mz onT, MEERENLDHOFME, SRS
5 EEE L 7o il % 3000 c.p.n. T LOMECAREL, B
HRA-MiEF AT, GOT, GPT(BLE, IFCCH), y-
GTP(afELy-7A % 3 n-p-=bu7=y FEKE),
aYyryrxFe—¥aviksrryarsritay v &Y
), TV EF-¥ik), #BaLvAFu— (g
FE), PUTSIEY FRES) LT VEERE), Y
YR (BEEE), B YN (TTEY VY ),
REeFE(HLv7—Y¥ - Ay F72/—NiE), L7
Foy(vy 7)), ANy L(OCPCHE), EigY ~
(71 A% - Hxu—iE), BEAK Y Ly MEIBE
773 >(BCCE) ML, BXTNS0REBSFTE
B), FrUYLBIUAYYA(RLE, REE, 00—
= v 7 OB KNKREED), s u—-V(BRIBEE ; ¥
CL-6MBIsOI (A Favyy—), A/GEEEA, T
WTIEWER)BIUEASTE(EIO—-RXT LT
— MEBSKEE:) e BELL.
7) s LURETEENTE _

BIowWTiRiR546B0RBIC 2 — 7 MRE T TR
MEBMBIFES &, £HEOERES L UHEBY BRI
gLA MISHERECAIBRRRESLIC, ME3H
FCEEROALNFIIHE4R L, HIEBEITH
BoOBDHL 2 WHIIERZ6E L, I —FIVREETT
WOBFSE, 2H50OBREE L UASEMIREICHEL,
FEOEKRES & UMENFIREGLEHLL. 361,
EDSFIZoOWTIFR, BR(ES), KR, 8I%(E

i
|
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3a3,4,7,7a-7 bZEFO-1H-A 25

%), BE, BELEER) BLUNBEDERYETFTX
BRAOTNETHEELE, BEAEERHLANL
7o,

(8) RIBMBKEFIRE

KHOSBIZDWT, FFE, B, BE, OB,
B, THEA, MR, 2%, PR, &H@E-RKRE), +
Zigk, =8, DB, W, 2K, BB, SURBLO
B 2 10% PHEE R AT ) U, MRBIUHERLEE
¥ 77 rHTEER, NI 7 1 O EERL, A7}
Xy - F YV URBRFL L CILEICIDC TR
Yoo (PASH#:E, PTAHMG) EXZER L CREMAM
BWEETo7. .

(9) HIBHERE

BEFILOWT, BSEHADI0HFAPSXBET
OMH, FAVRGBICLAERRKEFRTERL, K
SAMGE T CHAMERS (BiSn, RISHNH, BEH
%Y, REEMB L CREKREY) oHE LT, 8
HORFEORELEERELL., 54 BOBEICOWT,
FHABRBNTY Ho s 101 (EAELHA DY) TI4AM
FREL LTHABSE, BOBEPBTFIERSNL
BEIEFFOR & L7, SHiROBEIIHOTFEICHERED
BRasnBaLL, KBEE ((ZXERHYR FEHY
B) X100} BLURKRE (ZRROPE/ XREPY
¥)x100] xEHLA

{10) S8+ L UBETTEELE

RELESFIIDVT, R85 8BETH
I THRRELTHREL, TAOBIHRNIET LTV
D ESEASREL, FOAYMEOHL LA, 2
BT SHBREaNL-BHWIZOWT BETE), BHERE
SEEBHBLURCER, HERORNL LUYIRLE
gL, 4, BRNE (R0, CRFORE CO
BE), HER ((EREEME/TEMEY) X 100), £
g ((BHERHK/FHFERY) X100), HAEE ((HE
HIEREERY) X100}, ME4HRPFE ((WF
AHEFICHEROZD S h BB ER IS L 7
MEE ) X 100) B XU (KK EERK)
rEMLA F, HRROMERYSFKR (F
R /R EAR) X 100) THEL L.
(11) FERO—BREFE S SUEFH

2BizonT, HEORISCME4H I CIHIEER
BLURCEHRAL, —RREL JUNEIDWTHE
L7:. BE#R»OUEROBEIBDOEFE ((FiF4
HAEFBH/MEERHE) X100) 2 1UEFHEIELLTE
MLz id, MBREFHECHAIVEBTFHME L4
FaBIIFECH L LTHR- 7=,
(12) HFEROEEBYE

EBRERDEFIO>WT, BEO, 1BXU4AZ
BFREvHACTHEL, SEHAGIESEICHEINZ]
PEd 7 ) OFHETCRLE., FonilEEsrHkEs
mE(MFIOHE-WHE0HBE) BLUIFEHME
{(FEIBNE /WEIQHE) < 100) THEHELL.
(13) HEROEE

FEHIIESICHBL, 20O >V TIZME4

BB RERAEY AV TERRBIE Sk, 5
#(OEMNE2E0)BIULFORES LTHE L AR
MICEELL. BEHE L UREFRBMLOED SR
Bz 2w T3, whole body ¥ 10% S iEEFHFA 7 I ¥
WTEEL, BHELL.

6. iEtRHR

YRR, FRE, THhE, REBBIUWEE, b
FURBHSFRTREED I B IREOBET L — FHF
ALNEFRICOVWTIR, ZREXIRELT, FF
GBS, 2RE-REXBI o/ 2, ThHD
BERTES2SE 1t Fisher DEHBRREE T BV
7o FOMBOIER L 6 CICHBHABFEREERD I B2
BELELOBEL— F2ALNREBIRIZOWTIL,
Bartlett D&k R, —TEBSESTEH I VI
Kruskal-Wallis#E Iz & W f@4r L, HE%E, Dunnett
OREED B it Mann-Whitney D U-BEEic L b, #
MREYr3a4,772-7 b FO-1H-4 P &IS58 L
DORBFITo 7. HEEEOREIEL T, HFEKHE
#5BIC1%E LI

LS

1. RERSEE
(1) —RRIRERERES

T, FWEA600 mg/kgFED 1081 TS5 15 HILRE,
546 B FTORTER, R EHERD D VIFRSEH
S SHIEMT ToOMCBESNL. 600 mg/kg#ED
o 161 TR 24 BICORREIFED H LA, FRD
1R CIHREILED N2 d o/,

M BV Tid, FURETHY S-ME TR EEAT600 meg/kg BE
DIFITHSI5H B, BEdidvLBESEEKL D1
BBEOBIIZD &, FHRAR TI3600 mg/kgiF D
N HICHEEEL LR, SERBEOERER, R5EEy
LIS ERZ LN 2EEEORICHEN BN,
BEMECIIMEOR L h3HDHEIC, 500 mg/kgBED8
FITHRSEZL) IBNEEOMICHRBNIIEDLN
7.

(2) BB (Table 1,2)

Tk, REOEEH200 mg/kgEDIRG21~460,
600 mg/kg O SF5~46HICEH LN, TRHLOHET
BEEBMED L UHEENEORBEIEDO L.

HED LRI S5-I ¢, KENBMA600 mg/ke B
THETAMURICHSh, hEMNES L OEEHENE
DOIAE S 2008 X UF 600 mg/kgHETRD LR, FiEH
BTh, RKEOEMEH200 mg/keBECTHEERL~2081,
600 mg/kgBECIEIEO~200ICA 6 R, 600 mg/kghET
BEEEMEORBLRH SN, MEYH TR, FE
DIEEA200 mg/kg BETHF 1A 12, 600 mg/kg B TH
HFOBLUIAKALRS, WEHABOGRENES

L ORI BT S LAY, 600 me/kg BTV

TROBEFMIFELSMERL.
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(3) AR (Table 3,4)

FHEBOBREI D200 mg/kgBHDNIX52, 7, 148
U218, %6002600 mg/kefEOIFE2HICRD LN
7. .

MicBW T, FiRiiie 5B T200 mg/kgBi ik 5
78, HEIRBEITIE67B LU 200mg/kgBENIEIRT B
BEVZDLONL, MEHHACRFEZDON 2o
7=,

(4) RBRE

WFhWOREBEBICOMEHE B L THICREEER
Hondhoiz.

(5) MAPIRE (Table 5)

HRIIRE, ~<F27) v MEBLUVMEESOBED
WL HHED 600 mg/kg BECRH LN,
(6) M%A{LH#487 (Table 6)

WIhORERBICO BRI BB L THCEFRR
Hbohledol. ’
(7) #BEEE(Table 7,8)

HETIE, HRBAEORIDH2008 & U600 mg/kg B
T, FROGEEE T OMINA600 mg/kgBET, £HD
HWOEBOMMA2004 L U600 mg/kgHET, £EED
FROKEERH0INAGT, 2005 & U600 mg/kgBE
T, EAOBEOHBEES HOEHA600 mg/kg BE TR
Bohi, &8, 600 meg/kgBOFFRERE S X U067
mg/kgHOELEDBRERICHIIFHFEE LT,
MHEBELERL CHBESEDO R,

—%, 600 mg/kgBEOEROHEBRERICIISBR LD

AR IR R (I RPN A
T TR, FROEEOEMA 600 mg/kg BT, RO
HREERIEOEMAT2008 L U600 mg/kgBEC, £HD
FEOERP L UHREER ILDMINAT600 mg/kg B TIE
HoNI B, 200 mg/kgBEOIFRERIC b HETFED
LEEZR2VD, HEBEERKRLTEE ZEDOR
AN
(8) &

BT, BERSICRENC00 mg/keBHTIFICRD LN,
KETIE, WTFhoflizbB2FEBH b7 2B,
HEEFRLLFATCHEIRCEBIEDL LMo,
(9) fREBHA#FIRE (Table s, 10)

324, 77a-F F S FO-IH- A > F 5L L 58
LEZLNLFAE LT, ETIE, FFRTEEN/JED
LR AA600 mg/kgBETOBIZ, BWTHRED
SERLRME £ OB -FliiL & 567 5 £ U200 mg/kg B
THLIP), PEEOHTHLEHI67H L U200 mg/ke ¥
TCE1IP), 600 meg/kgBTI2HI2B1IC, BEOEBRLR
HE L DR AENG6TE L U200 mg/kgBETES
B, 600 mg/kgBETIFI-EDLN, KAFHIZLEE
LETH-7. T, MEFFRAFEERROOLZY
300, BRAEHETIIZLOBICEZDL N,
334,7.7a-F F F e Fa-1H-4 > ¥ %5 & ORENE
ALBNAFHEL LT, BRORMELEDOEEHI200
mg/kgBF T4, 600 mg/kgRETIFIZRRD LRI,

BETiE, 600 me/kgBED 15, FFECEBEO ES
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CHERFRRBAE R AR b iz, 2 0MBICBBY Biks &
BEY 2 Z{EZo o hhh oo,

2. SRR
(1) 47EEIRT (Table 11)

EOHFMRECHERIZEFIZD O b o1,
Fo, BEOXKRITIBELAAY, ZRERLLURE
#i2$3a4,7,72-F F I L FE-1H AV Frigs5onge
F37 0 0XOF (RS LY Ak
(2) fies & UBEfTEIERER (Table 12)

IR DR L & IR EARE, HHE, HER
BB LI UHEERBEOML 600 mg/kgBETRDHON
FAR

PREBEL LT, TREDPOCTRETEE CERBOMR
SRR 600 mg/kgBETIH, TLWEFREL LT,
EWEFTRECHH600 meg/kgBETLIHAL N, FHEE
HONIHERLS, BERESSPATD o7, THRT
FRICOBEfMTEC L, MBEZABbAGKRL, §
M ORBEBRERTTRIRROESIZOLNL. &
MBEIERCHTIE, FERNM2, HEREFIFATHY,
TOIFEFT2HIZECT L. B0 BREAKER
ETRTESIZBIEIZO NIDATEH > /.

SRR T EEOIECIRHAOT B & U200 mg/kgBETEMES
1, 600 mg/kgBECHEIH, MSHIB L UMERIAEBH2H
ARBHLN, 67 mg/kgBEOME I FIEHOXKIE, KRR
BIUHEIIAZnoh:,

(3} #HEROLETEE(Table 12)

600 mg/kg BT, WE4BOEFREOBEFRDS
nr-.

(4) $FERO—ATIREEEREE

FECH B WIETHGIA R CR25, 67 mg/kg¥F T
MR 14, 200 mg/kgBETHESH, 600 mg/kgBETHEY
FBIUMSHI—FDLNI., ZhonH s, RFREE
L USHIL 600 mg/kg BECHELBIICERD G,

EFFTCREBEBLTZ0RBFENOKRE 2200
mg/kgBTHIFICZO O R, FMEA200 me/kg DM
DIFIRO SR,

(5) FHEROEERE (Table 12)

WFn?3a4,77a-57 F 3 FO-lH 4 > F o iR5E
6, MBELEBL CEEEBIIRFEIEDL ALY
I AN
6) HEROUK

—IRERBTA L N-600 mg/kgBf ORGR B &L U
o184, ME4RICESR L4200 mg/kg FOHRKR
DRBOIBBIUNED IfIOMC, BERBOLN
phoit:.

EE

1. RERSSHE

—~RAKRERE T, EAHEIC BV TIL600 ma/kgBF
D 12BR 108 TR S 15 A UBEOIIZER, 0418
TR—BHICELONL. BTH, RELRKID, MREN




3a4,7,7a-F S FOAH- 12T

600 mg/kg B CHARRT, Ix5-MFAB L UWERELBL
TS5 ISHUBECEH 11 BIc ARz, SR TIEVWTh
DOFNZHERERICRERID 6N, 5D OIS
AONEFB W2 &G, 5 XI/32,4,7,72- 7 b
SEFO-1H-4A > F L 2B CR <, 5D
DRVROBERNORBI L B R TIMNRE LA &
rakEZONS.

HRERB T, FEMMIPHLHOIFSIIMN, MO
IR AN L L R 28 L T2008 & U7600
mg/kgBECRH LN, 32,47 7a-F P MO-1H-1 ~
FoIEORRLEEL bR D600 mg/kgETidE
K, BHEMBOKEENES L UHEINEOREIHD L
nrchs, EhE cosERBARIICH T MERRT O
REBREEEL RS-,

BB T, HD200 mg/kgBETIRE2, 7, 4Bk
U2l BiCiBENZH R, LdL, BERECHHH
D600 mg/kg T TS 2L —EUDKBEERLLD
BTHYN, MTE7THHWVIE200 meg/keHEOHERIN +
BRWIPMILAGHRIBES — B ChHo 2 th b,
324,7,7a- 7 LS FO-1H 4 > FoRECLLENS
OB v EEL LN,

M RITTEEL LT, FOKRYE, ~vr7) 9 b
B LUMEZEZEDELDHIHENDG me/kgBTHROHLH
72705, WIThOGBEETH O, BRE, MEELERER
OO Y SUREHGERTICBVWTHETIED
% (i o AN

FRUT T 2324,7,7a-7 T & FO-1H-4 > 5 ik
5088E LT, BD600 mg/kg CREEDHIBINE
JUBEBEBRILOBEMI A SN, FIEOHEAKFIRE
TIRIEEOSEROEFABREBANED N, BT
HEOBEDHEMR Vv LIEIEMS L UCREEEL OB
mMAT200 mg/kg L ENFETHO LN, RBHESRET
b, 1BDADREBTH - /:H'600 mg/kg BETIFIRIZEE
BEDNZE DL AE K Y520 & L 7c.

FRTid, BO67 mg/kgBF CEBEOHIMERSE L
FEERLOMM, 2008 L U600 mg/kgBECEEB L
CHhEsgogmrZRoONn, BTCLEBoEREBL
UHREREH OMMA 600 mg/kgBETROS N, /I
HBFHRETH, #0334, 7727 bF e Fa-1H- 1 >~
TURSEERT, AERAT LEOWTRHLEEB LU
B MORBICHEEZNID O, ROELED
FHEIZOWTHHEN2008 X UF600 me/kg Bt CH BEE
nWMtEmAEL SR, wiib3a4,77a-7FF L F
D-1H- 4 Y P50k 6B EBEEL LR BCK
FILEWE T v MBS LSS, BRTHERON
NERATICHTEITEETLZEFmsnTEY, #h
BRICEHENERELVWEEIONED, BFRDOL
BDOREFHVIEAICIRATLEOEZEB I U'BE Y
BIERITLEELONRTHAY, T, R IMEIZo
WTLHFH LB PETCHDE VI RENDH LY. L
12T, FEBTILANREE LE~DOWHTFiRd A0
B MOBREBOBIME B 00, MR
FMEEIL2008 L U600 mg/kgBE TAH LML RS

FOBEOHBEBOMME EX 5O L & HIL
7.

¥7:, HOMKERD L UHEER MM, BT
BB L CFEENMEOEMEBEL T EBDRE
Af, D600 mg/kg B TIX I D L9 L HBEARFHHEL
PEDTICHEEBLICREERILOEIIMELTEY, .
—TEMICREATCE L h o7,

BEDZ Eds, #N67 meg/kgl tOBEOERNE
BB LUREERLOMMEIMEE * &), #0200
mg/kg L EOF DGR NITHZ 6 FIURFBOEREDB
LJUBBRERLOEMENER &L ) 26, KRR
BiY43a4,7,72-7 7 FO-1H-1 > 7Y DO RIEE
Bl L BEFBRIIMETET mg/kg/day i, HET67
mg/kg/day & HIBF L 7.

2. HWEEHE

ERMEERATEIMOERN, MEBEORRE LUERK,
BHD LR B L VAT UBREOER, »Ho0IEHIRS
S UREBHEEREILBYT3a4,7,72-F T Fo-
VH-A v F S BEBUED N o 1. 2B,
600 me/kg HETHRD LN BHOBESER O E
BIIEENEDHONZWI NS, EBEROAERMEICE
S b LHETs N, 3a4,7,7a-F P T FO-1H-1
YT ATEHOAEFDOEMEF T, TOBERERET
ARBHGEBRIIBO O o 7,

SBRBEL LTOBHRTRICEROALOAZWE, &
STIUHFRT L LTLME BB MA7600 mg/kg ¥ T
FhEFhIGZDS A, LPL, Aok Sz,
3a,4,7,7a-7 F T & FO-1H- 1 ¥ 4512 &L 2 RES
BB IAGNLEbDD, BEFRES IVKRBOERE
BIRETEBEIAGKY, FLhs2R088MT
IR LIBTRS AN LnwI bds, BEMHrbot
EF A% (Wl

BEMOHRE L UDRHE T, SHESMOERL
b UICITIRE 4, FRY, BEBES L UHELRE
DA HY600 mg/kgBETED SN A, HIRH, HERY,
SHFBEOBIIZONTIE, ZREFNRERE, HEES
JUFEROHEFIHDEFEIZ34,7,72-F P FF
O-1H- 4y FrE50BBIRv o nI P,
IO REERER(EE) oRSCERNLLENLT
bArrtEZLN, Ja4,772-F VS VO-IH- 4 5~
PEERBLUCBRBOEFHICEEBEEL RIZLEEE
AbhiLdhoi, HRPEBOERIC>WTE, ¥ &T
ERBOS 2SS IIEHRABMR 42 2 LTI N
THEL? KEBOBSOBERBORS L OMEHNE
ZbBhi.

FERTE, HRIKEBERED L UHRCTHIR, $I0
BIUBEEORIEDET mg/kgBETIH, HEEH200
mg/kgBETI1H, EHREB L UHATA600 mg/kgHE T
P Ha oD, EEHIFPINDLOMBTHY, 324,772
FIIEFRO-IH A 755 L0REE2wb0L
Erioht. T, HEIBOEFRBEOEES 600
mg/kgH¥TRHL N, BB L ASHEFRECHS

613



RERSHE - FEEEENHFAHR

FUHREHRBOBPICEBETI O TH Y, FEIHER
A RERALNEVIESLS, HEROEFHR KT
53247727 hSe Fu-lH-4 #5088 %
AR - H-% (PAR

DEoZ ki, ESHPOLEMIEIZNT 5EEIL600
rg/kgBTHAHONY, —F, BB TIZI600 me/kg
BCHERARORI LI EFRICERTHEELS
NBERZORD B & CHRAMOERD, KL
LTEHERES S UHEERROBS FED LM S
i, ARBRICBITS3a4,77a-F T FO-1H-A
CFORBROEREICHT IBREERI, BEBHTR
600 mg/kg/day, HEEWTIE200 mglke/day Th Y, X
72, KEACIZAT 5 R R 200 mg/ke/day EETL
AR

AR

1) P.Greaves, “Histopathology of Preclinical Toxicity
Studies:Interpretation and Relevance in Drug
Safety FEvaluation,” Elsevier, Amsterdam,
Netherlands, 1990, pp. 532-538.

2) wBEREEMRD, 7 v MERBEORBARFRIT
WP EEICWT -, BSHAARZENREFEE
RESE, 76(1992).

3) #EAMBKk B, “oV¥-£REeHIERFH-
FCHAR, I, 1988, p.24.

614

L3P
REFAE | HitigE
RERAYE X 1, REFE—, HINER
WLa R U
7220 JuiHALBETTBRKRRIGIE2U S
Tel 011-885-5031 Fax 011-885-5313

Correspondence

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

Safety Research Institute for Chemical

Compounds Co., Ltd.

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

004, Japan

Tel +81-11-885-5031 Fax +81-11-885-5313
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Table1 Body weight changes 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
Day 1 4182 + 134 © 4147 £ 123 4158 *+ 156 4168 £+ 12.8
2 4225 x 154 4195 + 12.0 4165 £ 158 411.6 = 16.6
5 4443 + 18.3 4393 + 137 4343 + 182 4248 + 12.3*
7 4550 + 186 4519 + 163 4418 = 174 432.2 + 15.5*
10 4718 £ 196 4653 * 16.6 4574 + 20.1 4480 + 18.0™
14 4964 + 24.1 487.7 + 199 474.2 i 25.7 465.9 + 21.1**
21 5194 * 295 514.0 = 208 493.3 + 274* 4852 + 25.0**
28 5534 + 31.7 5473 + 24.8 522.7 + 34.0¢ 5108 + 27.2**
35 5836 + 338 5758 + 27.9 5473 + 37.7" 533.0 £ 27.5*F
12 597.1 * 393 588.8 + 42.0 551.8 + 453* 546.5 + 31.6%"
46 608.3 £ 45.9 600.1 + 47.3 5606 + 49.1* 5556 + 33.8*
Day 1-46, gain 190.1 + 4.3 1854 + 410 144.8 + 42.8* 138.8 + 24.9**
Body weight gain® (%) 453 + 72 446 £+ 93 348 + 10.0* 332 + 54**

Values are expressed as Mean=+S.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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Table 2 Body weight changes in female rats treated orally with 3a,4,7,7a-tetrahydro-1H- mdene 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 2395 + 62 2412 £ 110 2409 + 92
2 2416 + 117 2415 + 9.2 2412 + 111 2406 * 10.6
5 2476 * 83 2491 + 72 2469 £ 11.7 2406 + 107
7 2554 t 12.0 2529 + 89 2484 % 10.1 2433 + 98*
10 2606 + 146 2592 & 94 2555 + 14.2 247.1 = 10.8°
| S 2682 t 166 2652 + 89 2589 * 158 2506 * 11.8**
Day 1-14, gain 258 + 123 257 + 87 178 + 8.9 9.7 + 93**
Body weight gain® (%) 125 + 49 108 + 38 73 + 3.7 40 * 39
During the gestation period
No. of animals 10 1 12 1
Day O 2789 + 8.7 2779 x 134 2679 + 11.5 2533 + 9.1**
1 2858 + 7.7 2855 + 11.2 2749 + 11.8* 2652 + 84**
"3 2086 + 84 2043 + 118 284.8 & 12.5% 2780 + 82
5 308.1 + 7.9 3035 + 130 2031 + 12.1** 2830 + 7.8**
7 3188 + 10.7 3105 = 114 3011 + 14.5% 2013 & 92**
10 3352 + 106 3258 + 14.8 3154 + 15.2** 3055 + 108**
1 3600 + 145 3481 + 189 3385 £ 17.9% 3239 + 11.3*
17 3034 + 162 3814 + 226 3719 + 17.7* 3508 + 135
20 445.9 + 203 425.1 + 304 4]7.8 + 20.2* 388.7 + 21.9%
Day 0-20, gain 1670 + 149 1472 £ 254 1499 + 16.4 1355 + 21.3%
Body weight gain® (%) 50.9 + 4.8 53.0 £ 90 56.0 + 6.4 536 + 89
During the lactation period
No. of animals 10 11 12 10
Day 0 3396 + 153 3312 & 24.3 3210 % 221 3065 + 13.7%*
1 3362 + 12.8 292 + 219 3189 = 227 311.0 £ 7.9*
4 3429 + 128 3355 + 210 330.3 + 20.5 3233 £ 13.7(9)
Day 04, gain 33 4 107 44 + 54 9.3 + 16.2 19.1 £ 9.6(9)**
Body weight gain® (%) 10 + 32 14 £ 1.7 31 + 63 6.3 + 32(9)**

Values are expressed as Mean+S.D.(gram).
Values in parentheses are no. of animals examined.

Significantly different from 0 mg/kg group:

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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Table3  Food consumption 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
Day | 288 + 4.1 273 + 24 269 + 3.1 280 + 24
2 278 + 33 273 + 2.3 238 + 35" 212 + 5.9*
5. 283 £ 45 265 + 1.9 245 + 3.6 273 + 2.7
7 263 £ 35 245 + 34 2256 + 34* 251 + 3.3
10 269 + 34 253 + 2.2 243 + 34 273+ 23
14 275 % 42 26.1 * 23 240 & 35¢ 273 + 33
21 : 242+ 32 229 + 2.3(11) 211 + 2.8* 253 + 33
28 243 & 34 232 + 2.0 248 = 39 263 + 2.3
35 246 + 39 240 £ 35 253 + 33 273 + 2.1
42 220 + 3.6 224 + 4.8 204 + 32 256 + 3.0
46 244 £ 40 239 + 45 230 % 34 262 + 22

Values are expressed as Mean3S.D.(gram/day).
Values in parentheses are no. of animals examined.
Significantly different from 0 mg/kg group. *:p<0.05, **:p<0.0]

Tabled Food consumption 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 rug/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 + 30 158 £ 39
2 156 + 33 154 £+ 3.3 142 + 2.7 138 + 3.7
5 144 + 32 142 + 28 133 + 23 123 + 3.0
7 163 + 24 143 + 20 136 + 1.9* 14.7 £ 2.3
10 173 £ 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 1 191 £ 3.2 189 *+ 16 173 + 26 16.8 + 33
3 204 + 32 182 + 26 184 £ 33 196 + 2.3
5 194 + 32 195 + 3.3 180 £ 1.7 19.8 + 3.1
7 216 + 26 18.7 £ 2.0* 188 & 23* 195 + 2.0
10 216 + 2.1 202 + 24 202 £ 31 21.1 + 2.8
14 204 + 23 185 + 43 202 £ 17 21.1 + 3.}
17 214 £ 28 2.7 % 31 220 + 24 230 + 3.1
20 190 + 32 178 + 45 198 = 39 198 + 3.0
During the lactation period ’
No. of animals 10 11 12 10
Day 1 134 + 42 12.1 £ 2.7 15.0 £ 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

617




RiEHRSEH - EBRESHHEHR

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

Item 0mg/kg 67 ing/kg 200 mg/kg 600 mg/kg
No. of animals 12 12 12 12
RBC {X10¢/ul) 9.35 £+ 0.266 909 + 0.246 9,10 + 0.444 876 £ 0.337**
Hemoglobin {g/d!) 164 + 048 16.0 £ 0.71 159 + 0.63 154 + 0.58**
Hematocrit {%) 524 + 0.85 51.1 + 1.88 514 + 225 49.9 + 141**
MCV (1) 56.1 + 1,59 562 + 1.07 56.5 + 1.35 571 + 1.68
MCH (pg) 175 + 0.74 17.6 + 047 17.5 £ 063 17.6 + 0.69
MCHC (%) 313 + 073 313 + 052 310 + 063 308 + 0.70
Platelet (X10°/ut) 1124 + 1170 1075 + 914 1071 + 952 1116 £ 91.1
PT (sec) 1211 + 051 122 + 024 126 + 0463 123 + 0.55(11)
APTT (sec) 281 £ 2.24 27.1 + 2.4 29.2 + 351 298 £ 4.13(11)
CT (sec) 307 £ 110.9 382 + 1247 289 * 122.9 351 =+ 1000
WBC {X10"/ul) 44 + 2.85 118 + 2.1 154 + 3.30 155 + 2.97
Differential leukocyte counts (%)
Lymphocytes 87 £ 42 83 + 63 89 + 52 88 + 52
Neutrophils :
Band 1 +£05 1£08 0 +* 05 005
Segmented 12 &£ 39 15 + 62 9 4 45 11 £ 44
Eosinophils 1 08 1+08 1% 10 1 +12
Basophils 000 000 0+ 00 0 = Q0
Monocytes 0+ 00 0 =00 0% 00 0+00
Reticulocyte (%) 12 £26 15 + 39 14 + 37 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.
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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/db) 653 + 0.31 648 + 025 6.30 + 0.36 6.59 + 027
Alb (g/dl) 248 £ 0.08 244 + Q.13 245 + 0.14 260 + 0.14
Alb (%) 40.96 + 4.25 39.22 + 397 40.98 + 4.33 40.79 + 3.79
a,-glob (%) 2533 + 2.82 2544 + 2.33 2303 £ 3.22 2395 + 1.24
a,-glob (%) 10.96 £ 2.15 1143 + 213 1233 4+ 1.67 11.85 & 228
B-glob (%) 16.73 + 1.96 18.17 + 1L.92 16.75 £ 1.77 1741 * 2,35
y-glob (%) 6.03 + 1.91 575 + 1.33 691 + 2.4 6.00 + 1.90
A/G 0612 + 0035 0.603 £ 0.042 0633 *+ 0.039 0.648 + 0.039
BUN {mg/di) 15.77 £+ 1.50 16.58 + 1.89 1661 + 1.9 1694 + 194
Creatinine (mg/d?) 054 £ 007 0.54 + 0.07 053 & 0.07 051 + 0.05
Glucose (mg/dl) 166.8 + 15.7 163.8 & 157 1583 + 185 154.5 + 21.1
PL {mg/dt) 1386 + 285 1353 + 272 1245 + 226 1462 £ 171
TG (mg/dl) 124.3 + 729 043 + 477 74.1 £ 379 720 £+ 265
T-Cho {mg/di) : 69.2 + 11.3 71.7 + 154 66.7 £ 116 77.8 + 10.1
T-Bil {mng/d?) 0.10 = 0.00 0.10 + 0.00 0.10 + 0.00 0.30 £ 0.00
GOT Qu/b) 1104 + 18.7 1106 + 25.9 1179 + 224 9.8 + 13.7
GPT (1U/D) 269 + 56 263 + 4.7 243 + 36 240 £+ 38
ChE (IU/1) 772 + 25.1 773 + 134 659 + 17.0 725 £ 170
y-GTP (IU/D 1.05 = 0.48 1.09 + 043 1.20 + 048 1.30 £ 0.30
Ca (mg/di} 9.66 + 0.62 955 + 0.62 9.53 + 0.63 942 * 048
P (mg/dt) 744 + (.58 7.80 + 0.80 7.71 £ 048 7.82 + 0.68
Na (mEq/) 14221 + 1.68 142.83 x+ 1.07 14254 + 130 14183 + 1,13
K (mEq/1} 4614 + 0.375 4.808 + 0.391 4632 + 0.323 4.805 + 0.301
Cl (mEq/1) 1047 £ 2.0 1056 + 2.0 149 + 14 143 £ 1.2

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 Omg/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 5353 & 47.2* 520.5 = 324**

Absolute organ weight
Thymus {(g) 0.353 + 0.09 0.351 £ 0.119 0.303 + 0.071 0314 + 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 1.853 + 0.213 2.013 + 0.168™* 2.106 + 0.171**
Kidney (left, g) 1653 + 0.161 1.829 = 0211 1961 * Q.141** 2.063 + 0.194**
Testis (right, g) 1.846 £ 0.101 1.794 + 0.133 1.782 + 0.137 1.811 % 0.196
Testis (left, g) 1.798 + 0.098 1.780 % Q.125 1.668 + 0.331 1778 % 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 0664 + 0038 0.635 + 0.119 0.658 + 0.061
Adrenal gland (right, mg) 306 + 4.7 311 £ 34 304 + 38 29 + 32
Adrenal glang (left, mg) 328 + 48 328 + 40 327 £ 43 304 + 35

Relative organ weight
Thymus (g%) 0.060 + 0.004 0.061 + 0019 0.057 + 0.0 0.060 = 0.012
Liver (g%) 2822 + 0322 2933 £ 0292 2.840 % 0.165 3397 £ 0.202**
Kidney (right, g%) 0.290 + 0.019 0.322 £ 0.027* 0.378 + 0.027** 04905 + 0.033** —
Kidney (left, g%) 0284 + 0019 0.317 £ 0.027" 0.368 + 0.028** 0.398 + 0.034**
Testis (right, g%) 0317 & 0.029 0.3i2 = 0026 0.334 £ 0028 0.348 1+ 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 + 0011
Epididymis {left, £%) Q.115 + 0,013 0.117 £ 0.009 0.120 = 0.025 0.127 + 0014
Adrenal gland (right, mg%) 524 + 0.78 543 £ 0.66 573 £ 0.9 5.60 * 0.62
Adrenal gland {left, mg%) 561 £ 0.76 5.74 * 0.85 6.15 + 1.00 5.85 t+ 062

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-1H-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 10 11 12 9

Body weight (g) 3429 + 128 3355 + 21.0 330.3 + 205 323.3 + 13.7

Absolute organ weight
Thymus (g) 0.209 + 0065 0.178 £+ 0.041 0.179 += 0.059 0.164 + 0.034
Liver (g) 14091 £ 1.295 14.014 + 1,177 15.007 + 1.161 15.920 + [.5632**
Kidney (right, g} 0996 + 0.079 1.002 *+ 0077 1.038 + 0.058 1102 = 0.087*
Kidney (left, g) 0.954 + 0.080 0.980 * 0.075 0998 + 0.054 1.058 + 0.066**
Ovary (right, mg) 56.0 + 9.0 543 £+ 94 569 + 13.0 51.7 £ 85
Ovary (left, mg) 47.7 + 6.1 554 + 94 40.1 + 10.7 420 + 85
Adrenal gland (right, mg) 338 + 4.7 342 £ 54 336 + 39 300 + 24
Adrenal gland (feft, mg) 35.0 + 4.3 366 + 6.7 360 + 4.0 334 + 22

Relative organ weight
Thymus (g%) 0.061 £ 0.018 0.053 * 0011 0.054 + 0.016 0.051 =+ 0010
Liver {(g%) 4110 + 0346 4,177 £ 0270 4.557 + 0411* 4921 + 0.406*
Kidney (right, g%) 0.292 + 0.024 0.299 £ 6.037 0.313 + 0.016 0.342 £ 0.027*
Kidney (left, g%) 0.278 + 0.029 0.294 + 0032 0.303 % 0.014 0.329 + 0.021**
Ovary (right, mg%) 16303 £ 2371 16. 181 + 2.780 17024 + 3.643 16.041 + 2.985
Qvary (left, mg¥) 13.893 + 1560 16.549 + 2929 14.939 + 3439 13.040 + 2784
Adrenat gland (right, mg%) 987 + 139 1022 + 1.68 10.16 £ 0.832 929 + 0.86
Adrenal gland (left, mg%) 1020 + 1.32 1094 + 2.01 1090 £ 101 10.36 £ 0.79

Values are expressed as Mean+S.D.

Significantly diffecent from 0 mg/kg group. *:p=0.05, **:p=<0.01
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Table9  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

oo

Item 0 mg/ke 67mg/kg 200 mg/kg 600 me/ke
No. of animals examined 12 12 12 12
Organ:Findings Grade
Liver:
Hypertrophy, hepatocyte, centrilobular + 0 0 0 g+
Fibrosis, focal + 0 ] 1 1]
Kidney:
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 i
Tleum:
Diverticulum <+> 0 0 0 1
Testis:
Atrophy, tubule Total 0 1 1 0
+ 0 1 0 0
4+ 0 0 1 0
Epididymis:
Decrease, sperm, intraductal it 0 0 1 0
Appearance, desquamative spermatogenic ceil ++ 0 0 1 0
Prostate: '
Cellular infiltration, [ymphocyte, interstitial Total 1 3 2
+ 1 2 1
++ 0 1 1

Values are no. of animals with findings.

Grade+=slight, ++=moderate, +++=severe change ang <+>=detected.

Significantly different from 0 mg/kg group; *:p=0.05, **:p=0.0l.
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