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B ENEOERRHMELRETBED, 2, 4, 6 =) THET=)—A 0

0 (WAIEXTBEEE) , 100, 300 B XL 1000 mg/ke/day® T v F O XEFI1I4H H» b XEH

ﬁ EEMAMB LTI R ECERZOREL, REBSEMHICME TER - Bk
RETHBER L.

1) RERESH
HBENTHOBIILETCEHYRBEREIh Lok, —RREBOBEETHEHED 300
1g/kgll LOBEH TRERDERSBERELR DN, 70, MO 1000
ng/kgBHE THEHENMANHBIVCEEECKELIRD b, HEOLBEEREB IOV
MEEEEREICIRBRYWERSOSBIRDL b2l T, BEomRELFER
ETIiX 300 ng/kgPl EOREHETIZ V7 F= U B EEEZRL, 1000 ng/kgd TH
ErRT, TATI, AG, ALPBIUERBIFELETMES, BINAEEEMN %,
BV LBRFEREEEZRLE.
BEEETEIHEED 1000 mg/kg%i*cﬂﬂﬁioJ:UE"WEE#E{E%ITL EE(DI’J#
THREEXEEZRLE. ‘ e
HRTIIHED 1000 mg/kgﬁifﬂﬂﬁ@mﬂfﬁs%ﬂ@éh FREEBFERE IZFER
ERXOBARNEML, FRBROBWILOBEZERBL L. £, HORRICE
LEEEE, RMEILR, VU REH, REFOFEELBIVUHETHERIRED
bii.

2) EWEASFE
FHERLY, XREBIXUVRRECHRDERSOEEEIRD O ahoTz. &
HRESRRTCREKRBMOLANBERTITIHEL, ﬁiﬁ}&ﬂﬁf’ﬁkmﬁsﬁ%ﬁﬁﬁmﬂ“
RO bR o T, ﬁiﬁ}ﬁ%ft;ﬁt %Eﬂ“éfc, HERS, HELREK, BXER
I UG kR %Bﬁﬁmﬁwgﬁﬁmiéi%b&h&ﬂot.meyuﬁr
MEOFEROAEE 0%310\4 A E, A% 4B DEREBIVAFTEINEESL
FL, BRUERECIAHAENROTAROEETNHB I CAERIIHT &
EBRRIBINT.. FFERDIAEK, ET BRIUBE4HOHRTLERYESRS
DEBRIBD LN .

PUEDEERENL, ARBLETTIZ2, 4, 6 — MV TuEx7=/—VORERER
FVEEHO—BREBOE(LCHED 300 ng/kgl LOREHTRESBRES L, i
e HIZ 1000 ng/kefE THREOEMNIBIUCEEECRKELRO N, b,
BOMBEELFERET 300 ng/kell LOREH T LT F=VAFEELZFL, 1000
ng/keHOFBFREBICLBECFREIBVWT, HRVERESFTLDEL LT
FHEBLUBRICERIETEENTRINIELERRBDONT. Lo T, HEHEL b
EEEBIY 100 ng/ke/day L HEFT S iz,
MEREDATEICRIETEEIT 1000 ng/ke/dayRETHRD LT, BEEEIT 1000
ng/kg/day & HFr & 7.
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2, 4, 66—+ VS uET7 =/ (Phenol, 2,4, 6-tribromo-) %, {LEEZDHEH
KBWTHERSKNEOEHSELTRAVWLENTWALES THD. KILEHWOEMEIZ
SWVWTIHE, BRABEICXEET Y PDLDsoH 2000 mg/kglh £ (Reference data 1) & %
E&3nTWa. £k, bW EZy FORIKR1PD2IARETEALZ2ERAIRLAE
B SUMICHTLIEEZEEREIT 0.3 ng/ul, BEHICHTIELZESEN 0.03 ng/ulsk
WTHARLERBEIALTVEY. LHL, t FRPBRORENCBIDIERBHOLER
WRIETES, BILABRBAESEIR SV TRIBLAFELA TV RN,

SE, OBCDIRE 2B EDBEORLEARIIRLIBEEREETEO—B L LT,
2, 4, 6—FUVTuET2 ) NVORBEREEEBIVAETE - BEEFEIZOWVWTR
HLEZOTEFOHR2HET .
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2, 4, 6—hMNYVTuET=2)—NDFo b 2HWE
REBHEEHE - ABRREELFERR

RFEELEDEOEHEDHEEZEMI 5 —8] & LTI H0ECDH A
FoA4 v IRERSSE - EMELEZTHHFARR] (199043 A
228) WZHEV, Fy FPERAVWT—HREMEEHEZ M AR -
EICRBETEEERFILE.

B, RBROEBRIRLEHEL8E, HAEIE, 63LFES2T
(BEFn634F11A18R) @ THANFEVDHEILRIRRRUVEELF
MBI FEHORECEREZ2EDHIMPELLIHAET S
RBERICOVWT] OEX¥ZHLLTbOL L.
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10, ABRMBBITHIE :

10.1 #HBR¥E ,
2, 4, 6=+ V7 uET7 =/ —/ (Phenol,?2,4, 6-tribromo—, CAS No.118-79-6,
| Lot No. MEE99. 8wt %, 4> F£330.80, RS/ HA8T~

89°C./119°C (15 wmHig)) X, BEAD I L — 7 ROHBETHY, FRABETITEHFAI XS
i, BEABRKOLDIERFICEELE. 2, 4, 6 -V TaET7x)—V%5E
Bl L7 # 21X, Reference data 1 =75 L7z.

WBRMWEIX, PYEE = (Lot No.V7IP1509, VTR2400, 7 H 54 F R 7 XLt
W) ICHEHEL, 20, 60 BXUF 200 ng/nLOBREICRD LI EROBERFHEM L.
FAREL, EAREI THAREAGTOERRELL. BEBRFTOHBHER, 20 BXIW
200 mg/mLiIZ 2V T, FEELENXTABRERFEF CSHEETERETHI L LAFHAR
KBWTHERINTW3 ), ABEEZSBLAIRERLL.
BREBROBRERBOLDARRHFILSDVWT, FAERABCHAR LEABREE,IDERS
YT EBEL, BREBFORBRDEREOLSHEER L. TORE, BEHR
FOEHREL 84.5~100% DREHETHE I ATV, 100 ng/kgBHED Y 7LD
BENAEHE (REBEICHLT2I0%) 20#Z R LTV ELHDERFICRERE T,
LHEAFFAE L 100 ng/kgBH O R EBICOVWTHIFLERR, 100% THoi:
(Reference data 2) . L7z »T, RERKIZIZEHREED2, 4, 6—rUT %
T2 ) —AVBEEEATVWHZ L 2R LE.
BERTHRICMERICESN LEERBRPBIC SV, REXCTHESN LAKR, MER
909.8% THVHBRMEIIRESNBPIPEETHh -2 L BEFR I N7 (Reference data
3) . :

10.2 ERBYE EIUCRAETRE
CRBINE, BEAF YR - UA—KREHE (BENREAT) PoBALLERS
EE O Sprague-Davley (Crj:CD(SD), SPF) RMfHET v MEEM L. BALLH®
X7 BRERE - BLEFTLEE, ~BREKREREIRDONR P27 bDE10BET
HAFLITRBRICAVWL. BOURTRHROKER, BT 361~397 g, #ET 233~258
EDFEETH .
Ehapit, BE24£2C, BESST10%, BAEHKISHE, BB, BE 150~300 lux, B
BREFRIL2B M (FRT7 R AL, FRTRET KRESNESVT VAT AORTE
WSﬁxDmJXH&Sm,Mzsw)?ﬁﬁbt.&%@ﬂk%%%@b,ﬁﬁ%
MR OEHEES L CEESER, ThEN 23.7~25.1C, 49~62%Th o7 . K
21 HEEFY -2 (ARBFTH) OBBKEXFTH (F691.0XD 79. 0XH
m&od)%ﬁﬁt,T»iﬁﬁﬁ-ﬁx?yvxﬁﬁﬁﬁﬁ—v(wwaxnmﬂ
XH 16.0 cn, T — ¥ - AR—2Z 6017 cn®) IKBHEZ 1IETORAELAE LK.
@L,&E%ﬁ¢m,ﬁ%?»iﬁﬁﬁ-ﬁz?VVZﬁEﬁﬁ&~v(wwﬂxn
25.0XH 16.0 co, fAB I — « AR_—2R 14720 cn®) WIETHORELEAFT L. &
EISHUMOBEYIIREAEECTAIBNE - ATV LABEREI—Y (O
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36.8XD 25.0XH 16.0 cm) 2T FL—BXUEEY # 4 (Care FRESH+m) Z AR T
wEE L.

FESr—URBE1HE, #ESRE1IERELE.

FEE, FTUZUIAEBTERRSE RASTRK) HAONMFEREAS (X
HERERAS) AL, SEYRTEaICERIEL. fAkid, KBEAZEBRK
JANED BERICERX . .
BELEAEBIORCRRBE X R T TEEOZS X bR REDOEBEIIR
> 7= (Reference data 4, 5) . ' '

2B, BHONILEEEAS, AEHET, F—FoEESCEEFRIELLLEED
NABEEROELIE AL, '

10.3  EE40 - BEE

BHiihbor LHEEICL - TEILL, EEABEEBRCIVSRRELHR TS X
SIKEESITL, 1EHY-VEZR2IEEZAELE.

BRI RO OBINETEENICABRY TR L bR — UL ERE S
(Animal ID-No.) -2 7. '
AREMIIRBIRIZL VEEFESE .

10.4 #BE5E, BER, BEHHNBLIUHREFE

AEBEHDEOHSELT —F>— b (MSDS) KRERAOABEIZCELBES v FDLDsod
2000 mg/kgil L TH D, 2000 mg/kg/dayd S v FE AV I4EREIRERRTEE
AR EEHFARBD bR, o kI L RBESATVD. “OBFRITESE, 0,
30, 100, 300 BL 1000 nmeg/kgD BETFHERB (2, 4, 6 — MYV ToE7=x
)05y FERAVAIREREENE AMREELHAORB - 2 BRBETERR
(RBRES3656) | 2EM L. TORKE, 1000 ng/kgBE THO 1 AINBE 2 BITHE
TLi. —RECEALL LT, REAMELE $IC 300 3 XU 1000 ng/kel THE
S, ki, 1000 ng/keBE OMERE I R ERBMMEE A SRS S, REOEETE
51 7b3HOFY 1 HEEEMEEER L. Y
BOMBEERETRELIRD O, 2, MEELFERETIX 1000 ng/kgBT
TAT Iy, A/CHEUCPTABREL R LE. | ’
HBRTIR, BRUERSOFBLELONIFAEBD b RS0 L.
HHEBEOREEETIE, 1000 ng/keB THER L bICHFIROBHAB LI UCHENEEREE
PR L. &bic, HEO 1000 ng/kgE THBLUBROMANEENHEEL R L.
UEORRE»S, ARBOBREAEYELIRENKERBR A LATRENS
1000 mg/kglzB¥E L, A FALKH 3 THRL, 300 3L 100 ng/kgk BE L.
BERKIZ, OECDIA R4y IREBRLESME - EEELESHFARR ¥ THETX
NTVIREREBICELTHRHNEOIREL L. #EFEI, KE 100 g%9 0.5
nle L, XEHBIUKESMFOMETIL, BENCHE LLEFFRELESHNT
CEWETok. ¥k, SEAMBIUHEAM PO, FIK0, 7, 14, ABIV
BEORBIHE L ERGECESWCEREZTFok. BY UF2AVWTERLE
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(7R /) 8:50~13:30CRHROKRELE. MBHCR M Eea T BOL RE
KRS LE. ROoR5HME, REMUAMLERAMUEES IOXEHMR TS
208 DEF48HE & L. HOBREHMIZ, XEENI4AMLEZTEHE T (FE14H
M) 2o CICRERIBOFIRMEZBLCOBEOHEIBE T (41~45HF) L
Liz. 28, REFTHIALOEE (BHEFEF2005) BAXRYEBHRTH20BBEOELEI8B R
E L.

wj BEBIUVEE
10.5.1 —fxse
EHEE DS, EHARKOSVWTHRUMTEIEEL, RBEBIUVFETCOFETRHE L.

10.5.2 1k =24

O HETR, 51 (B5MEB) , 8, 15, 22, 29, 36, 43 L U498 (BB A) T
EL, BE 123 ETCOREEMELZEL LE.
T, #51 (BEMHEAE), SBITISERAEL, BE11DISHEETOEFE
WMEYEMLE. XEORI LA oI ZTRUBORE S22, 29, 36, 43B X
9 ICBIE L. £k, RERIHEOMR, TR0, 7, 4B LIV2IAIE, o LE
HBIXIMEORBLITC4A4ICEEL, TALENEIRONL2IBBIUEFTFONLL4BETO
hEEMEFZEH L.

10.5.3 #& £ &
e, 51 (BE5B%BA), 8, 15, 22, 29, 36, 43 L Tf488 (FHHIH)
HHEE2HEL, HERLLROBERECOEMEYRDEY 1 AEEEFEMT
BLLBIIBE1IDISABIUREN2ILBAEITOEEEHAELXEL L.
HETIX, #51 (BEBHBE) , 8BLTISEKKAIEL, BERLLKQBAIERET
DEHEEZROTYH 1 ABHEELEHTHILEDEERE 1 LDISBETORBEEE
PEH LY. REORSM Lo kR ZTRUBEORE529, 36, 438 L U48BICERE
EXHEL, BEEAMPLROBMERECOBERL R, FH 1 ASEELEHLE.
T, TERYOMIIITEIIR0, 7, 4BLU2IBI, SBELEEIHBETOBIV4A
WEHEBEEZHEL, BEEBPLROBEFEZTORMEZ RO 1 HEHELZEH
THLEHLITHEONL2IBE TCOREEEEZEH L.
2R, XEHEIPOREGHIIEEELPE LT,

10.5.4 %% [
REMUBEOEEARNESE L ToEZRENOEC /T —VIC AN 1 1 THREI4H
FeEnREsEr. B8, BERFLHREFTFORTFRBE D> TRERKIZLEL, 2O
HZ#FEOH & L.
HRAMAESRIXERMAETH Y, REHILROREHECORDERZERANH
HE L TEHERYZEH L.

RERREPD, EBIES2VWIRER [ (ZERIBHHE /FAEHHE) x100] 2&H
L.
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10.5.5 HRASHENBIUCHFEROEHES
HIEBMIISF P BERASBSE . HBROERIIFE O ~10BI2F\, - OBEEr
SHRETLTVAZ LR LA EEAB LIS BREREB LEABAR SV TS EE
TETHD, TOREHEFORL L. FHIEEZBETHHENET LEEICoW
T, BEA2MBORELE. DHEPHEBLEEHAICOVWTHELYEN (FFOHOE
FE»LIFROBOERABRYRMULBE) , THE [ (ZREVE/ ZTERIBYIEK)
X100) 1, HWiER [ (£EHEEY ERER) X100], K% [ (FREHER
BEEH) x100) 1, SR [ RHERKEHRES) x100] , HAeR [ (HEL
B BHERS) x100) ] BEH LK.
BOHYWIIEE 4 BiCRBERY L. |
HARIEEOBKHERK (EER+FETR) 2F-~, HZHETZ L L I
EREOFELFER. £k, BEORBXV4ABEENOREREESLHEL,
WM IEY-oEHYFEELZEH L. :
WHEA4BIHERLSAZHBEL, BT - AROABRNBARLTok. BEHBMFORE
CRLVARCEE  ABORNBMREEYTok. kk, FERO4BATSE [ (BE
A PERK/-HEARE X100] 2EHELE.

10.5.6 EEERBRE '
EBHOBEL2FAIICODVWTHRBIZERE L. BHE2WIEMEREIELE, =—FTAT
FRELERIEL, ESRBR »HHEML L.

10.5.6.1 MEFEHRE A :
BREICIRAEBA (EDTA-2K) ZHEM LMz >WT, REMKFEHREEE THMS
H-1E (A VA%, XE) ZAVWCHEMmMEE (WBC: BHAEKRE) , RMOKE (RBC:
FEREFRE) , ~< M2 Y o ME (HCT: RBC, MCVX WV EH) , ~E/a & (HGB
VT A RANTSuE ), PHKROLKRERE (MCV: FFEBFKRYE) , THHRMOKA
®%E (MCH:HGB, RBCX VW B i) , EHFMmERMETREE (MCHC : HGB, HCTX W EH) ,
m/~4R%E (PLT : BHBRHRE) BIXUVBALKRELSE (Z7ue—HYA I XMI—E) %
BlELE. BMERELSFEIMBOHBCREL LY, AMBERHEEREZMERL, A
A4+ 7VavIAR - RAFRAELTRELEL. #@FRLK (RC) LEOEEIZS>WVWT
i, FEEAl (EDTA-2K) RMAE 2 =2 — A F LU —CREeHK, MKEHKEERZ
ERIL7:. SELLVELBEARXBO LR o), EFROBEER TR,

10.5.6.2 MiKEERERE
BREWRR I VEY—FEMODKEEZ 3000 r.p.n., 1I35MELSBE LALLMz
WT, REBEEREREE KC-40 (T ALY 7, BHE) AT bar P riEfg
(PT : Quick 1 BR¥k) , BHAELS PV RTISAF U BER APTT: Z7uy bE) B
W74 7Y —42E (Fibrinogen: b v VU EBEME) 2HELL. ’
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10.5.6.3 mMKELLERE
RECHEOEF OB ZERL, ZEIC05FHHBEEE 3000 r.p.o. 7HRELSBEL
TRLLEZAVE. 888 (Fa—Vy bE) , 77T I (B.C.GH) , A/G (Ft
BE) , mE (Fra—RAxTF—¥iEk) , FHEN (BEREHE) , Bl x5
B— (AVATE—AFF LI —FH), REREX (VLT —¥T7 V2= 9 AEF
EB) , 2v7F=rv (JaffélE) , BREIAEY (PTVEKR) , IArEIvBgrxy
oEfB b RAT I F—F¥ (IFCCE) , FIVEIVBYACYEBINS VAT IF—F
(IFCCEE) , TAH VKR TZ7 7 F—F¥ (Bessey- LowryX BE) , vy -/ A&ZInN LS5
VARFFHE—E (0rlowskidk) , ANV T LA (TAEF/IE) BLXOEHY ~
(BV 7T VBT BRLHEBACFEDSHWER BL7170 (B4 B L 8ER,
REHTREK) AW, 7V oA (BEE), 3V VLA (BERE) BXUKES
Z|AEIE) 1X EKTACHEM 700N (2% v 7%, *XH) 2AVTHEELL.

10.5.7 REBERE

10.5.7.1 HIRBRBIUVBEEE
O HE W
SEMBELELBDSFH b, MICHMBAY SELET—FLRBRT RO LEE
EEER. BE EBRONBRNBRETo®, M, WK, FR, 2B BE AT
HEBIUCRELHAESY AT LR EEE - AEL (ENER) 2HEMLE. 7k,
LHPOEERTBETICMACOR, #E, Ik, TEABLICARFRELTE
ERRBOONT-HBE B LTEE, EBEBIUVETHEBL10%FHEEHFRL< Y
VIHBTEELE. 28, BERIUVCERE KR IT 7T UORIERCTCEE L.

© BRNE L _ o
BEARBRTI—FARBR T CHRAREE SIS, BE  BEONRNBE ST %,
B, MRE, EFBE, BN, M, BERIUNBEELRE LBEES - 5K GEx
BEE) 2EHLE. Tk, 2ABYHOBENEBETRME TLOM, TEASICARFE
RELTELEBOONLRERE - HB L LTH, &F%w%¢ﬁﬁ§TW7)/&f
BELE. £, SRBICEARS IUSREREZAE.

@ RERLAE»PoTIIE

48RMBELLER, =—TAKEBTCTRAREESYE, #F - ARORRMEBEZ
Toktk, KE, iR, VN8, BER, BF, KRBT (FHEZESY) , BR, &
% BRBIUKREX, OB, FREBICLEENE, &, £B, B, +2%#8, B,
KBg, FEEE, MR, BB, B, BT, B, SR, FE, B, BR¥X, Nk,

Fid, ?ﬁ%kiv%%%w%¢&ﬁ@$wvﬂ/&Tlmbt
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@ WEHEDPLLAERRAET L-BBY (2RETHY)
AERTRCOECEARIRERERBRINAEC T —FVRET CHROREE S ¥,
BE - HROABRMBELTo%k, KE, LB, Vo g, BEE, BE, ~BE
(BHxat) , MR, &%, BRIVOEEX, L, FREBICLENME, 5,
BE, B, +2#8B, MNB, KB, T, B, MK, BB, B8, BN, B, F
g, B, BR, ~—F—, M, TEABIUEN210%FHEGH LYY VETHE
Ellk. 28, ARBUEAEBIVCERERYREL. |

10.5.7.2 HREMEBRERE
TECEYT2HHOMBIC OV THRRE BRBEFRF (ERBFET) ©F
B> TAT I VAR BERL, ~~ b Fv Y v 2 dTrRaalh. SRIEIE
Frry—CTERLEZ. 28, BTREAEHOBE, KD X OB, 1<
B th TNEBRDEOEBELTRT 5ELABOLND, BOBEBIUTAE
BOlR, FRBIUEE, BoERICHHEEROFRIC VLW THRESEE L.

O 2RETBHH
£REFETE (MED 1000 ng/keBED 1 4) OKRE, LB, V5, EEKR, BE,
CKERE (BHREL) , BB, 5%, FRBIUKEX, LB, FREB X OLEEME,
5, RE, B, +H8B, B, KB, i, BB, MK, BB, BT, B, SPE,
FE, B, BX ~N—F—f%, B, TEABIUCERIKOVWTERLE.

@ HFERZXRESLESEH

MEBELSHER TN, BE, Ok, TR, B ME, BT, REBLIUREEL
EKIZOWTEBL, MX T, 1000 ng/kegBEDEE (EIHES 1307) 'BJ:U{&._F (2%
‘2 1303) WOWTHERLE. £, ERIUVTEERTIINE, ﬁ?ﬁﬁi@?ﬁiﬁ
oW TERLE. | ‘ B o

® BRSO LICHE -

SRR L R EECTIIE, M, DB, FB, B, B, BERIUMRIZOVT
ERL, MAT, SBBEOKE (BHHEE 2002) , 1000 ng/keHOKE (BYUES
2301) BLUE (B E\ES 2312) KOoWTHEMLEL. £, BRIUTHREE TR
FFRICSOWTER L. C : o

@ TRLE»M- M

SEREOMEES 1A, Wk, DB, FE, BE 2R BT, E FE, PE
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e Et AR AT

HE, BHEE, A, FRER, HERLK, EERE, 4k, EHHEL, FEY
M, FERE, 2HEF, HAER, ARBEERBE, FAROIAER, REEE, 28
FEEE -fEL (MXEE) , MIBENBIUNEECEREBEIZOVWTIRSE L
RE &T>7. £7 BartlettOESBRELZENH L, SHROBEAR—TEES K
S ET->7. HEAFEREAIE DunettDEZELBREY Y CTHBH L ABLH
MOBEEZZBRE L. BartlettDELBMBE TCFREL OB AT Kruskal-Fallisd
BB EERZEHL, AEOBAIT/ V2T A NY 97D DunnettDEEHBBEY >
THBHLEBREHMNOFEEZZRELL. HER, XEREBIUCZEERIZSV T
xRED "E2RAVE. FEEREOHFRORBRAERDORER, FisherDEIEELERTE
EPERVTREL, SVv—FobdHRIE, — % 1), +1%272), +2%
31 BLXUO+3% M4 IZHV BT, IBAFMBKRETH 2D Mann-FhitneyD U
EPERVWTRELE. B8, HFHRTOFLERCBETI>RETILIBELYY 0Ty
Z1IZEAE L. HAEKEIZ %: P<.05B X Uk : PCO.01D 2 B L LT-.
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1. X B & 2.

11.1 REREEE

11.1.1 BB I V—RRE (Table 1-1~1-4, Appendix 1-1~1-4) ..
BREVBMEZB L THBEVWTNORICHECHARBO O o), 2RECHH M
1000 ng/kgBE CHET A BIC1 Al (BHHFEF 2306) Rbbhik.
—BRREOHEETIE, ZERRSEOERLE LTHRESEHED 300 3 LY 1000 ng/kg
BTHEanh. TOERBIEEHMEBECCHED 300 ng/keFETEEMIT, 1000
ng/kgFE TEFUTIZITHEEMM L THES L, D 300 ng/kgfF TEEAIZ BRI,
1000 ng/kg¥ TEFICIZEEIHMELTHREINE. EROBHIZ, BEEHS S
Lb@Rdbh, 00BICEEELE.
ZFofth, BETIIREN 100 ng/kgBET16, HEOHEND 1000 ng/kgi T 2 #,
PIRBAMBHETLA, FAREOCEE (%) BIXUETHOERE (REH) 23 1000
ng/kgBHETE 14, REMOMELINBET 16, HEF (EEWEHFHL) M 300
ng/kgB Tl EFRThEES L. ETRXEN - XEHBFICRENTREBS L

O 1000 mg/kgBET 1 B L2, HED 300 nmg/kegB <1, FEHBDPICHERY

BEEE, 100 BXT® 1000 mg/kegBET 1, 1B L8 H, WHEHBPCHENTRBEE,
100 B XU 1000 mg/kgBET 1, 1BIV2FICENFREEES N

11.1.2 {& E (Figure 1~2, Table 2-1~2-2,  Appendix 2-1~2-2)

BT, RERBEICHRT 1000 ng/keBETHE 8 HLUK, HHFHEEREELTRL,
REOCHRSE 1D OKEENELFEREMELZRLL.
HECRREFGOREHBMICIMN BRI ERDEREHOBIAEREZIRD bAA
Moo, FIRBEICB WV THEEREICLE N 1000 ng/kgBE THEIR 7 BUBEFERIKES:
AL, AEOEKROMLZIADOHREBNMEBLVEEREREBESZ2RLE. 4, HEHEK
BT HHEEHICH AT 1000 ng/keB THE AL EEREESTL, WE0»b 4
BOoFEENELSEEEREZ R L.

11.1.3 i% £ & (Figure 3~4, Table 3-1~3-2, Appendix 3-1~3-2)
o, BB~ T 1000 ng/kgBf TRE 1 NDH S8 EDF¥Y 1 HELEENRKHED
WEEREEEZRLE.
HECRRERMOREHMICTBEFIZL R 1000 ng/keE THRE 1 HHB8EDEH 1 AEE
BEENRFEAREESR, £/, WTOH,AHL4A0EH1 AFEEENEEERE R L.
EIRHE T, SERHECEBRYEREHLORMCERRD O o .

11.1. 4 HOMEFEHRZE (Table 4-1~4-2, Appendix 4-1~4-2)
DEFRETCRHVWITNROREBEEHEL OV IO BRELERDEREHOMICTKEFY
KEERZEZIRD o2/, MEEEERETIL 1000 ng/kgB¥TT 1 by
FRESSEBEBICEREFERERZRLES, BB ELTHIVEHFENESZEOZ LY
bDOEEX BN,
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11.1.5 #HoOMmMEAE{LFHE (Table 5, Appendix 5)
EREICI AR 300 BEV 1000 ng/kgBH T/ VT F oV RHHENCEEREEL T
L. £7, 1000 wg/kgBETHRF 87, TAT I, AG, ALPBIUVERBNEER
EfE%, BINREBEEREZ, BRI LEUVBIVOI Y VLREELREERZRLE. 20
MOREEE CHABE LERVERSHLLORCZRRDbARP o 1.

11.1.6 BEEE (Table 6-1~6-2, Appendix 6-1~6-2)
BERE L BT BREEIZH A~ 1000 mg/kgBEF THBOEN B L UCHEXEE, M, BRIV
BBEOHMMEEXRHFEFNCFELREELZ TR L. ELIIKHETIX 1000 ng/kgf CTha g
DRANEENEFEREHEY,2, REOEMEENFELEER2RLE.

11.1.7 BB R (Table 7-1~7-3, Appendix 7-1~7-2)
1000 mg/kgBHE D 1 FIKBO LN EZ2RTETHY (BHES 2306) KREEFRIIR
bhzhoiz.
HETIX, 1000 mg/keBE TR OERN 446, FIEOE RN SHBESN. FOit,
1000 mg/kgB CHRBOBHABRHMABLIUVBBORBRAL 2HALEBEIN, WBROFRAK
A, FROBEHER, ETOR, BEFEOH, FELEOESHBLUVHEEOERE LS
300 mg/keE 2 R ABHICERESEBAEE L.
HETE, MROREHL, MOoBERR, FIROEKRK, BEBIUBRERR, IR
B, TEOREIHER, BIBORABIVEEOCHEFELIABELTELEHITL 2V
Lb#EpicEEshkz. '
RRLAGoBWE HEHCHBES 1 THok. BOREEFRRIRDOAT,
HreRBREoXERERES LUK, HoBERHARIUVTEOAREILENESEENT.

11.1.8 HEMBEBKREHRZE (Table 8-1~8-5, Appendix 8-1~8-2)
1000 ng/kgBE D2 RFE LD TIX, BROBRILE, MOoMKEHE, FROEBHLES
LU TFEOSRFERBRSAL,
HETid, 1000 ng/kgBE TR D ZEMES 3 A, FFrERMEK (Photo 1) 20124, B D
F M (Photo 2) X8 #l, RMEILE (Photo 2) N7 H], BILFEERE (Photo 3) A
sﬁ,Hvﬂﬁﬁﬁﬁ6ﬂw%ib,%%ﬁ&meﬁﬁimuﬁE&%i$®%m
BREDL LN, i, FEOBENHIL (Photo 4,5) AMMBHETEHOREEIKL,
1000 ng/kgB CRADONTEERBLET L. EORBERMEOFEELLEAR
ﬁ,moswiﬂx»wmmym%r%nﬁns( FEE) , 9 (2F&E) , 9
(EEs, ES cE 1) BLOLL (BES, SEE4) BESh, REBCAERER
ZHbhRdolR 1000 ng/kgBE TREOHBIBD bhk. —7F, 100 ng/kgh T
B O FEEYE /B (Photo 6) @%i‘w(_ﬁﬁf;mrﬁﬁx W bhied, FEICEEL:
RAOENBLIUVEEOHBREDLOLAP k. BEBOEARNKSE, WROHM, F
BONMAFEBLIUVBEBERRFOZEREESABEZSOABNSHARIRTLIH
EFLFELELRBOONAS o, BB, 1000 ng/kgPHED 1 FICED bR K
ToRIZ, BEEHCEREChH-7-. T0M, BESNEFRIEEESB VXD
BHORETH-T-.
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BECHRDOONERERVThOEEROE(L»H IV AEBORERICENR 2 VEL
THot. :
RRLRPoLBBHTIE, BHCHEL TRBOBREELLUEROY v REE
KEDBI, ZOMBETRITFHEOY » AKEH, SRORMEOFHEE(LR IUVEE
OMEHERLDICHREOEREN, BTBBOAEE, Wk, FEOIRFE,
BIHROBEL, FEOHREESICHRAEERERSHE.

11.2 ABEEEM |

11.2.1 ZXEBRBIXUEZAEE (Table 9, Appendix 9-1~9-2) , :
RERABELZRS T _ATORBRBEREHE TRAKL L. XRETI1EIRE
AR THY, REFEN.T%ThHo%. IBBINTORORERUETHIL L.
HABEETE, WThoBELRE4~5BOEANLZ A LENEAMICHBERR
Hoiirbol.

11.2.2 4B X OEE (Table 10, Appendix 10, 12)
1000 mg/kgB¥ TR BBICH ARV BIHHENICHEFEREELZ R LY, EFND
FIRHMIITRC22BTHY, EEDQHBEBATH-7. Tk, AETHBEIZLE
FA4AOAREPMEL DICAEREELZTL, B4 BEFELHMELDICFELR
EEZR L. Toft, YHBRBREBEEFBEEINT, SBEZELEFHOELE,
EXREH, HEAREBIUCRERHLIZEIRELRELZRL, HEE, FEKE, S
ERIVHARIHBAZRRD b Ao Tc. - :

11.2.3 HAROERE, KEBIUVH®BAR (Table 11~13-2, Appendix 11, 13-1~
13-2) ' _
FAEROHNRBETIE, 100 ng/keHTHIBIVEESBF— B O 1 Hlic, 300
pg/keBE TR B L UVRMERR—BHRO 1M ZThZPRBEShT.
WEHMAOKETE, A% 0P L4 BICHBBIZIL 1000 ng/kel THERE & b
HEMIIAEEREBERLE. REROMB TR, AEEFTHREHLEEN 100 B X

Ot 1000 neg/keBE T 1B IO HIEBEShE. O, BIZHEN 100 ng/keBED 1 4,

RBEHRB L UCRBMLERER 300 ng/keHOR—BEED 14, ARKA 1000
ng/keBED 1l TN ZhBEShE. BE4BOHRT, BORMBEEEE BB
BE, 100 B LU 300 ng/keBETENREN S, 2B LV 1ABEShE. £k, FRO
B4 3E A 2SS BB BE S I T8 1000 me/keBE T L FliBBR SR, T o, FFRORENE
A, BEAEAB LIUEED 300 HBWViX 1000 ng/keB¥T 1o 2@IcBEIRE.

HECI R EAM AR R A R, 100 BXTY 1000 ng/keBETEREN 2, 1BLIV1H
CBEsN. Ei, FROBEEAR 100 3 X0 1000 ng/keB T 1B LV 4HIC
BESNh, SBEICHKRT 1000 ng/ke CHERREZTOEEL R L. 20, FF
BOKEGHES, RAHABIURE, S, RROKE, BOKE, KHRB X UH
BEABRYER SR CEREIRR S RE. -
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EZEBIUHER

FHEREEE

UL, BEHMEZACEECThORICbRED ORI 2.
—RRBOBASRTIE, MEAREHMMZ B CHEREL HIC 300 ng/kgd LOHBRYE &
ERTROOIL. COERIABCHS L CERREERBRL, HRHELEE5IE
BLEEEZEZONRI. 1000 ng/keBOHIRD DN EAEEOEER L UK TH
DEBIE, TRENEREHORERTHY, CRBOBERFBRE S CILBEELE. ¥
o, ETHOBEEIIBEBRENIINENBE CH7-. ThbDIhbEBRYWERSE LD
BEERAVLOLELXbRE. Z0M, BOLNEFRRLIELESBETCLRD L
nN3LOThHY, HBRHEREOEBLIIEX R oI,
B, HEL BIZ 1000 ng/keBE CRMPMHANED bh, BERC SV THHERE L b
KANTHRSEREREEEZTL, ERVERSOEEBRRE I L.
BONMKERES LCLBEEERECIERPERSORBERD bR L.
BV T, 1000 ng/keB CHMERAEEEZRL, SR TLFROEARBESL
k. %k, FEARERECSVCORMBEXORERIEMET L0 L,
FRMOBBIERREEEOBIPBEESN, FBEAT 2B ERS0OBERRD b
nic. ¥72, AR TERERAEEL2TL, FEARERECBSLESER, RAEH
3B, UURHREE, RETOAEEBIVCEIAESRO AL, BLESEEIIH

 FHABIUVHERAT oA FRIREAORERL IV ERPBIFEREINDII LB LAT

BV ?, ARBICBVTHRMEOFEEECHFAZEOREOR VW L OICBLE
BEBIVRBEHEESBEBEANTVAI L2, KBRHEL LARBEOEEL &
BIRBHICLIIBILBB~OEEFEREZEAONRL. £k, MBEAELERETBVTYD
300 3B XU 1000 mg/kgBETI LT F =228, Fic, 1000 ng/kglf TBUND REDL B
bh, BESEFATRENL. TOfh, DRELERET 1000 1g/keBRBO LR
ZURYy, TATIv, AG, ALP, HEB I VI Y UV LDE{L LTS 2 VT BHIC
T IEBYEOEEZRMT D> bOLEADNEL. AECEDLDAERBEY I VE Y
ODWPBBUFHEENZ LV LOLEALRBLOHBRDERFOHE L THU L
Gdrotc. 1000 mg/kgBE TRBES N BB OERIT, ARFHICIKABIVHEE
HOEETHY, BEEBECLEESRBOON TV I I L NOLEBRDEARSOEEL
Zxbhiz.

BICBWTH 1000 mg/keBETHBBLOEREEXNEELZ AL, HE CHEOREXNR
BEsh, FEBIUVERBLRETHRDEESOEENREENL. L2L, HE
HAFERECHEELTFTRTI3ELERDbNT, Btk HIEAS T2 HEBRBERS
DEBREELRLOLEXDbNI.

F DM, BEHED 1000 ng/keBE TH, BIBBIVEEEECRELBD LAY, FE
MBERECHMEYTIFRRBOONT, HXNEEOCLOLELLTH D I LI REEF
DEFEICERT 2 _RkezELLEZA N,
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Urnzehnb, 2, 4, 6—bUT0ET7=) —LOREREICEBESZD L
KEOELTHED 300 ng/kgll LOBREHFETRENSBEE SN, i, HEL D
1000 ng/keB THEDEMMBB L CRFEOREIBO L. bz, BOMIK
ALERET 300 ng/kell LOBJREH T/ VT Fo U REMEERL, 1000 ng/kgB D
FEERES ICABACERECRVT, HRYEREICE2L LTHEB LU
BERICRETEERATRENIZBLABDOAL. LiedoT, HlL bEFEER
100 mg/kg/day& ¥ & hic. :

12.2 ABEAEME

KA, XERBLUOZRBECEBRIEAREOBSIRD O AL, XELA
Do BMORBERECIAMBRIIEENRELEIBRDb b o, HiEHE
ECRHEREDVOLABERCHKL, BEAMELERVEREOR b HLEBR
B bhAaPoTk. 1000 ng/keB CHBOFAROER OB LV 4 HOKEREEE
FL, ARAHOERKBIVEFEREBERLAEZL D, BRWERSICL S
HENBOHFEROREMAB LI CEFREHTIEENTR S hE. 238, 1000
ng/keBTLRECHH R L ARREALD, FEFREOBRPLEIBHBICIHR
HEBEOEBLEXONIFREIRD bR 7. LL, RO L HER
DEHRLABOEFERPALPREFEEZTLTNDZ &#6 FERTHT 2HAERY
EOFBIERLEbDOLEX bRE.

ZOM, HESR, HARCEBRYERSOEBEIRD LN, FEAROARICHER
%E&gw%%m%banaﬁat.it,%tﬁ@%mvlmmmymﬁmﬁwan
EEERTHREHREHE (Cri:CDED)REOFRME O 12MRS : HMRBMOLH (i
%%WE@)LO&%&&M@@~&%%)}M3m¢2mmﬂﬁ SDORHBBETHY,
ERMERE L ORERAL P TRED >k, WHE 4B OHRTITED 1000 ng/keB
CHBOBEHSAOREEREMERLEY, BB 2ALLE 2HAORETHY,
BTRIOHRIAEHTORO LN, REROEMOBOLNARVI L1 LERY
BEREOEBLIIEL o,

,[y\_j:@"&fhro 2; 4, 6 - U TOET ) —LOBBOEREICRIETZER
1000 mg/kg/dayR 5T HRD I, MEBEIT 1000 ng/ke/day L HMF S h .

REHORLE - %EL&&%%QM1mmmymmw&gﬁ§ﬁmﬁ#%b6n A
4a§%ﬁk;0$r¢ﬁ&ﬁ%TLthm6m CHBIT 300 ng/ka/day & HIHF &
ni=. :
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Table 1-1

Clinical observations in male rats

Exp. No. 3657 (115-090)

Signs

Dose level
(mg/kg)

Days of experiment

—y
3
~J

8-14

15-21

22-28

29-35

36-42

43-49

1
(

otal
1-

49)

number per group

normal

loss of hair

dirty hair

crust

tissue-mass/surface

tissue-mass/subcut. site

salivation

teeth abnormality

0
100
300

1000

0
100
300

1000

0
100
300

1000

0
100
300

1000

0
100
300

1000

0
100
300

1000

0
100
300

1000

0
100
300

1000

0
100
300

1000

—t——t edeehed s
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OO0 NPO— O000 OO0 OO0~ OO0 OO0OO0OOC OANO MNMNN

—_—

—t et s
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O=OO0 NOUOO =000 —QOO00 OO0 ~O00 OO—-O ON—N NPNN
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b)

b

ag No. of animals with clinical sign in group
Total no. of animals with clinical sign in group
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‘Table 1-2 Clinical observations in female rats Exp. No. 3657 (115-090)
{Before and during mating period)

Days of experiment Total
ota
8-14 15-21 22-28 29-35 36-42 43-49 { 1-49)

Signs Dose level
(mg/kg)

—
t
~

number per group 108
300
1000

normal

— ke et et

—=OO— OCIN— NN
—

NNOO O—00 PNOOoO— OLN—

0
100
300

1000

OO0 OOCOCC —OO00O BN NN
kb bbb

O—O0D O—O0 NOO-— —ON—  NNNN

loss of hair 0 b)
100

300
1000

crust’ 0
100
300

1000

salivation 0
100
300
1000

OO0 OOOO OO0 OoOoO— oo
OO0 OO0 OO0OLD OCO— OOO—
OO OO0 OC0O0QC OOUOo— OOQO—

MNNNOO OOO0Oo

—
-—
—

ag No. of animals with clinical sign in group
b) Total no. of animals with clinical sign in group




Exp. No. 3657 (115-090)

Clinlcal ?bservatlons In f?male rats
Gestation period

Tablie 1-3

12

11

10

Days of gestation

"oy

Signs

—ONONON

— NN

— e g

— NN

NN

— e o e

— NN

—— ——

100
300
1000

number per group

Ov—IMN

———

Or—r—<r

I g

OrOw

— — —

O

——

OO0

ON —

—

OoONMO
———

———

100
300
1000

normal

——Oo

——COWN

——CON

——C N

——oy

—OON

—_OON

[ad =~ 1=131

—OON

—OOWN

—OON

—OON

—QOON

100
300
1000

loss of hair

ooung
OO I~
QONO |
—
[=Y=]Telos}
OON—
—
OOMO
oMK
oo —N
—
QONO
—
OO g
oOCO
—
COO—

oOOo—N

100
300
1000
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Clinical qbservations in fﬁmale rats
(Gestation period

Table 1-3 -continued

Total
23 24 ( 0- 24)

22

Days of gestation
16 17 18 19 20

15

13

Dose level
(mg/kg)

Signs

OO—O

WWwKoO

——— —

100
300
1000

number per group

QT O

——

QOO

NN O

O r=CNy

— v e paae

Qe=OWN

p—— s

——

——

100
300
1000

normal

——om

OO00O
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—— )

——mn

——CON
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—r— N

—r—CO0N

——00d

——ON

—r—ON

——ON
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ocooo
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oON®
O
coow®
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—
cownwn
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oowN
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oOONOD
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Table 1-4 Clinical observations in female rats Exp. No. 3657 (115-080)
Lactation period

) Days of lactation
Signs Dose ,level Total
(mg/kg) 1 2 3 4 ( 0- 4)

[=]

number per group 0
100
300

1000

NWOO —O=—— WWO—O OO0O0O0 NNMN—
e — — -t

— ot ok s
— —

WWOO NO—— JO—O O000 MNN—

etk

——
WWOQO —O—=— YO—~0 OO000C MNhN—

all pups died 0
Pop 100
300
1000

normal

WO NO=—— WOH—0O —O00O

0
100
300

1000

— e —

NRNNOC NOmred (DO OOOO NNN—
—t d el ek

OO0 —Q=—— ON—O =000 NNN—

ioss of hair 0
100
300

1000

salivation 0
100
300

1000
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Table 2-1 . Body weight change of male rats Exp. No. 3657 (115-090)

Unit : g
Dose level (mg/kg) 0 100 300 1000
No. of animals 12 12 12 12
Mean + $.D. (N) Mean + S.D. (N) Mean + S.b. ( N) Mean + S.D. ( N)
Days of experiment 1 378 11 (12) 371 £ 11 (12) 37+ 11 (12) 379+ 11 (12)
8 401 x 19 (12) 403 = 16 (12) 399 £ 17 (12) 384 £ 12¢ (12)
15 424 23 (12) 423 21 (12 423 20 (12) 397 £ 17#%(12)
22 43+ 24 (12) 40 x 27 (12) 438 £ 23 (12) 411 £ 19%+(12)
29 473 27 (12 465 = 29 (12) 467 £ 25 (12) 430 £ 22#+(12)
3 487 % 30 (12 477 £ 29 (12) 481 £ 28 (12) 443 = 24%x(12)
43 508 % 35 (12) 94 = 32 (12) 495 + 41 (12) 456 = 26%%(12)
49 492 = 34 (12) 478 £ 31 (12) 478 £ 36 (12) 422 £ 25%%(12)
Gain 1-43 129 29 (12 M5+ 26 (12 116 = 42 (12) 77 £ 25%+(12)
Significant difference from control group; ¥: p <005 #*; p < 0.01
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Table 2-2

Body weight change of female rats

Exp. No. 3657 (115-090)

Unit : g
Dose level (mg/kg) 0 100 300 1000
Before mating period
No. of animals i2 12 12 _ 12
Mean & S.D. (N)  Mean = S.D. (N  Mean £ S.D. (N) Mean * S.D. (N)
Days of before mating ! 245 + (12) 24+ 7 (12) 245+ 8 (12) 244 + 7 (12)
8 252 % (12) 250 £ 11 (12) 254 £ 11 (12) 248 % 7 (12)
15 265 + 10 (12) 261 £ 11 (12) 264 £ 13 (12) 260 + 8 (12)
Gain 1-15 20+ 9 (12) 16+ 5 (12) 19+ 9 (12) 15+ 8 (12)
Gestation period ) )
No. of dams 11 12 12 12
Mean £ S.D. ( N) Mean X S.0. (N) Mean = S.D. ( N) Mean £ S.D. (N)
Days of gestation 0 277t 10 (1) 275 £ 15 (12) 273+ 13 (12) 265 £ 11 (12}
302+ 13 (11) 299+ 11 (12 305 £ 14 (12) 286 £ 12¢ (12)
14 338 £ 17 (11) 336 £ 14 (12) 344 %+ 19 (12) 319 £ 13% (12)
21 442 = 20 (M) 237 19 (12 43 £ 26 (lé) 412 £ 12%+(12)
Gain 0-21 165 = 14 (11) 162 £ 18 (12) 170 £ 18 (12) 146 £ 8%%(12)
Lactation period T
No. of dams H 12 12 12
Mean £ S.D. (N}  Mean £ 8.0. (N}  Mean £ S.D. (N) Mean % S.D. (N)
0 32 22 (11) 06 £ 19 (12) 327 27 (12) 303 & 11 (12)
4 332+ 16 (1) 317 £ 27 (12) 333 % 22 (12) 307 & 15¢ (11)
Gain 0- 4 10+ 16 (11) nx 2 (12 7+ 19 (12) 4+ 8 (1)
Significant difference from control group; ¥: p < 0.05 **: p < 0.0!



80-1

Table 3-1 : Food consumption of male rats Exp. No. 3657 (115-090)

Unit : g/day
Dose level (mg/kg) 0 100 300 1000
No. of animals 12 12 12 12
Mean £ S.0. (N} Mean * S.D. (N)  Mean % S.D. (N}  Mean % S.D. (N)
Days of experiment 1- 8 26+ 3 (12) 25+ 2 (12 24+ 2 (12) 22 &+ 2%x%(12)
8-15 25+ 3 (12 24+ 2 (12) 25+ 2 (12 24+ 2 (12)
22-29 25 2 (11) 24+ 2 (12) 25+ 2 (12) 26+ 3 (12
29-36 23 3 (12) 2+ 2 (12 24 2 (12) 25+ 4 (12
36-43 23+ 3 (12 2+ 2 (12 2+ 7 (12) 25+ 3 (12
43-48 2% 3 (12) 2+ 3 (12) 23+ 4 (12 24 5 (12)
Cunulative °°"sumpti°"1£?23 352+ 36 (12) 3+ 30 (12 30 29 (12) 322+ 27 (12)
22-48 615+ 59 (11) 591 &£ 46 (12) 614 = 92 (12) . 657 £ 80 (12)

Significant difference from control group; *: p<0.05 #%;: p < 0.01
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Table 3-2

Food consumption of female rats

Exp. No. 3657 (115-090)

Unit : g/day
Dose level (mg/kg) 0 100 300 1000
Before mating period
No. of animals 12 12 12 12
Mean % $.D. (N) Mean = S.D. (N) Mean X S.D. ( N) Mean £ $.D. ( N)
Days of before mating 1- 8 18 1 (12) 18 2 (12 18+ 2 (12 16 £ 1#%(12)
Cunulative consumption (g§-] 18 £ 2 (12) 18 £ (12) 19 £ 2 (12) 19 & 1 12)
1-15 253+ 18 (12) 252+ 20 (12) 260 + 22 (12) 244 = 15 (12)
B %ot S 1 12 12 12
Mean £ S.D. (N) Mean £ S.D. ( N) Mean £ §.0. (W) Mean % S.P. ( N)
Days of gestation 0-7 2+ 2 (1) 2+ 1 (12 24+ 2 (12} 21 + 1 (12)
7-14 24+ 3 () 24+ 1 (12 26 3 (12) 4 x (12)
Cunulative consumption (;Z-Zl 24 X 2 (1) 24 £ 2 (12) 25 + 3 (12) 24 = (12)
=21 498 + 42 (11) 485 £ 24 (12) 525 + 52 (12) 486 *+ 30 (12)
pad AL i 12 12 1"
Mean * 5.0. (N) Mean £ S.D. ( N) Mean X S.D. ( N} Mean X S.D. (N)
Days of lactation 0- 4 27+ 8 (i1) 24+ 12 (12) 25+ 9 (12) 21 4 (1)

Significant difference frqm control group;

¥: p <0.05 *#: p <0.01
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Table 4-1 Hematology of male rats Exp. No. 3657 (115-090)

o

Dose level (mg/kg) 100 300

—
(=]
(=]
o

—
N
-
N
—
N
-—

N

No. of animals

Mean £ S.D. {(N) Mean £ S.D. (N) Mean * S5.p. (N) Mean + S.D. (N)

HCT (%) 41 16 (120 4610 (120 4119 (120 436 X1.9 (12
HGB (g/d!) 153 £ 04 (12) 155* 0.4 (120 153 £ 0.6 (120 15,1 £0.7 (12
RBC (x10°/a8°) 8.23+0.3¢ (120 8.35£0.19 (12) 8.23 £ 0.30 (12) 8.16 £ 0.48 (12)
MOV () 53.7 £ 1.5 (12) 53.4*x1.2 (12) 53.7+k 1.6 (12) 53.5%x1.6 (12
MCH (pg) ’ 18.6 £ 0.6 (12) 18.6 X 0.5 (12) 18.6 £ 0.6 (120 18.5* 0.7 (12)
MCHC (%) 3.6 £ 0.6 (12) 348X0.6 (12) 34703 (12) 345x0.5 (12
PLT (x10°/m0%) - 1090 + 115 (12) 1100 £ 111 (12) 1024 + 116 (12) 1093 + 124 (12)
WBC (x10°/ns?) 9.3+ 3.0 (12 9.7 £ 3.8 (12 9.5 x 3.2 (12) 8.6 £2.2 (12
Differential leukocyte
counts%%) .

NEUT . 15+ 4 (12 6t 6 (12 B 5 (12) 18+ 6 (12

LYMPH 80+ 4 (12 g0t 7 (12 80+ 5 (12) 78+ 7 (12

MONO 3+ 1 (12) 2+ 1 (12 2+ 1 (12) 3 1 (12)

EOSN 1+ 0 (12 1 1 (12 1+ 0 (12) 1+ 0 (12

BASO ox 0 (12 o o (12 0o 0 (12) ox o (12

Luc 1+ 0 (12 1 0 (12 1+ 0 (12 1+ 1 (12)
NEUT : Neutrophil LYMPH : Lymphocyte MONO : Monocyte EOSN : Eosinophil BASO : Basophil LUG : Large unstained cells
Significant difference from control group; :p<0.05 #**: p < 0.01

@ O



L~k

Table 4-2 Coagulation of male rats

Exp. No. 3657 (115-090)

Dose level (mg/kg) 0 100 300 1000
No. of animals 12 12 12 12

Mean + S.D. (N)  Mean * S.D. (N) Mean £ S.D. (N) Mean * S.D. (N)
PT(sec.) 14.2 £ 0.7 (12) 14.6 £ 0.5 (12) 15.0 + 1.1 (12) 15.6 X 1.2%¢ (12)
APTT (sec.) 24.8 +1.9 (12 245 2.0 (12 25.3 + 2.0 (12 26.7 26 (12)
Fibrinogen(mg/dl) 222 + 16 (12) 208 *+ 13 (12) 214 + 19 (12) 240 * 35 (12)
Significant difference from control group; ¥: p <005 *: p<0.01
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Table 5 Blood chemistry of male rats Exp. No. 3657 (115-090)

Dose level (mg/kg) 0 100 300 1000
No. of animals 12 12 12 12

Mean £ S.D. (N) Mean £ S.D. (N) Mean £ S.D. (N) Mean + S.D. (N)
T.protein(g/dl) 5.87 = 0.22 (12) 5.84 £ 0.14 (12) 5.95 + 0.26 (12) 6.45 X 0.51%¢ (12)
Albumin(g/dl) 3.36 £ 0.13  (12) 3.33 £ 0.09 (12 3.3 £ 0.19 (12) 3.88 0.29%+ (12)
A/G 1.34 £ 0.06 (12) 1.33 £ 0.09 (12 1.33 £ 0.10 (12 1.51 £ 0.08%* (12)
Glucose (mg/d!) 152+ 25 (12) 157 £ 21 (12) 157 £ 18 (12) 149 £ 14 (12)
Triglyceride(mg/d1) 49.4 £ 17.9 (12) 47.7 £ 146 (12) 55.6 + 28.8 (12) 62.0 £ 33.7 (12)
T.cholesterol (mg/dl) 61 £ 14 (12) 60 + 14 (12) 54 + 15 (12) 57 + 14 (12)
BUN(mg/d1) 13.3 X 1.4 (12) 13.6 + 2.1 (12) 13.2 £ 2.3 (12) 20,9 *11.4 (12)
Creatinine (mg/dl) 0.27 = 0.03 (12 0.30 £ 0.04 (12) 0.33 £ 0.07¢ (12) '0.47 £ 0.26%+ (12)
T.bilirubin{mg/dl) 0.05 + 0.01 (12) 0.05 &£ 0.01 (12) 0.04 &£ 0.01 (12) 0.02 + 0.01+¢ (12)
GoT(U/1) 77 £ 10 (12) 77 £ 13 (12) 72t 7 (12) 71+ 8 (12)
GPT(U/1) 2+ 5 (12 3t 7 (12 29+ 4 (12 38 7 (12)
ALP(U/1) 354 74 (12) 440 £ 162 (12) 342 + 102 (12) 514 * 155¢ (12)
Gamma-GTP (U/1) 0.5 £ 0.1 (12) 0.6 £ 0.2 (12 0.5 0.2 (12 0.5 + 0.2 (12)
Sodium(mmo1/1) 141.3 £ 1.2 (12) 1415 + 0.8 (120 1415 £ 0.7 (12) 141.9 £ 1.3 (12}
Potassium{mmoi/1) 4.46 £ 0.29 (12) 4.40 £ 0.25 (12) 4.38 + 0.30 (12)  4.03 & 0.25%+ (12)
Chloride (mmol/1) 106.6 * 1.2 (12) 107.6 + 1.1 (12) 107.8 £ 1.5 (12)  119.0 £ 3.6%¢ (12) .
Calcium(mg/dl) 9.58 & 0.51 (12) 9.38 £ 0.23 (12 9.47 + 0.27 (12) 9.88 + 0.34 (12
1 .phosphorus (mg/dl) 6.31 £ 0.64 (12) 5.91 £ 0.52 (12) 5.68 £ 0.58 (12) 7.28 £ 1.24 (12)
Significant difference from contro! group; ¥: p<0.05 *#:p ¢ 0.01

@ O
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Table 6-1 Absolute and relative organ weight of male rats Exp. No. 3657 (115-090)

Dose level (mg/kg) 0 100 300 1000
No. of animal examined 12 12 12 12
Mean * S.D. Mean X S.D. Mean X S.D. Mean £ S.D.
Body weight (g) 492 £ 34 478 -* 3 478 =+ 36 422 * 25
Brain gg) 2,25 £ 0.08 2.2+ 0,08 2.25 + 0.08 2,20 + 0.06
g%) 0.460 = 0.042 0.465 = 0.033 0.473 £ 0.041 0.522 &  0.032%x%
Thymus émg) 299 + 81 269 * 52 269 + 66 201 57%#
mg%) 60.382 + 14.897 56.587 = 12.134 56.483 = 13.955 47.291 £ 12.204
Liver ig) 13,99 + 1.72 13,18 + 1.31 14,20 * 1.99 16.23 * 2.32¢
g%) 2.834 =+ 0.218 2.751 £ 0.152 2.964 = 0.285 3.837 & 0.447%%
Spleen Eg) 0.73 * 0.14 - 0.69 + 0.09 0.73 + 0.09 0.63 0.10
a%) 0.149 £ 0.023 0.144 £ 0.016 0.152 £ 0.016 0.149 = 0.020
Kidneys Eg) 3.3 + 0.36 .15+  0.17 3.2+ 0.3 3,47 £  0.37
g%) 0.678 £ 0.054 0.661 £ 0.053 0.679 * 0.083 0.824 £ 0.101%*
Adrenals Emg) 60 + 7 56 + 6 64 * 7 64 * 6
mak) 12.257 = 1.299 11.807 £ 1.277 13.494 = 1.966 15.304 = 1.697+
Testes a) 3.55 * 0.32 3,50 = 0.25 3.47 0.32 3.35 = 0.25
a%) 0.721 & 0.062 0.733 * 0.067 0.729 X 0.080 0.784 £  0.046%
Epididymides. i"'g& 1319 + 75 1220 + 124 1341 + 109 1235 =+ 111
mgh) 268.582 * 16.867  256.085 * 31.810 281.498 = 26.289 292,996 * 27.221

(%) (Organ welght / body weight) x 100
Significant difference from control group; ¥: p <0.05 ¥*: p < 0.0}
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Table 6-2 Absolute and relative organ weight of female.rats

Exp. No. 3657 (115-090)

Dose level (mg/kg) 0 100 300 1000
No. of dams examined N 12 12 1
Mean * S.D. Mean X S.D. Mean 3 S.D. Mean X S.D.
Body welght (g) 332 + 16 317 £ 27 333 + 22 307 = 15
Brain ﬁg) 2.03 + 0.06 2.07 0.10 2,00 & 0.10 2.04 + 0.05
g%) 0.613 £ 0.034 0.657 = 0.067 0.602 =+ 0.038 0.665 = 0.025%
Thymus Emg) 157 + 46 134 + 48 168 + 75 137 + 32
mg%) 47.175 £ 13.289 41.733 * 13.767 49.633 * 20.449 44,365 = 9.118
Liver 29) 13.70 0.80 13.48 *+ 2.07 14.39 + 1.76 15.74 + 1,28%%
g%) 4.138 =+ 0.287 4.230 + 0.39% 4,312 &+ 0.393 5117 £ 0.265%+%
Spleen Eg) 0.60 + 0.09 0.64 + 0.10 0.61 + 0.13 0.57 + 0.09
g%) 0.181 =+ 0.029 0.201 =+ 0.026 0.183 =+ 0.031 0.185 £ 0.029
Kidneys [g) 2.15 + 0.20 2.18 * 0.11 2,22 + 0.19 2.36 + 0.25
g%) 0.649 + 0.072 0.694 = 0.078 0.666 *+ 0.047 0.772 = 0.094%%
Adrenals Emg) 77 7 82 + 11 87 * 15 84 + 8
mg%) 23.171 £ 1.572 25.991 £ 3.418 25.988 = 4.091 27.315 £ 3.415%x¢
Ovaries gmg) 108 + 30 111 * 15° 98 + 1 94 + 12
mng%) 32.738 £ 9.135 35.252 + 6.883 29.454 + 3.137 30.501 = 4.301

(%) (Organ weight / body weight) x 100

Significant difference Trom control group;

@

¥: p < 0.05 #*%: p < 0.01
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Table 7-1

Summary of gross findings ( sacrificed and not copulation )

Exp. No. 3657 (115-090)

Sex: Male
Dose level { ma/kg ) 0 100 300 1000
No. of animals negropsied 12 12 12 12
Organ Findings
HEMATOPOIETIC SYSTEM
thymus atrophic 0 0 0 4
red patch/zone 1 1 0 1
DIGESTIVE SYSTEM
liver enlarged 0 0 0 3
white patch/zone i 0 0 0
abdominal cavity
mass 0 1
URINARY SYSTEM
kidney white patch/zone 1 0 0 2
REPRODUCTIVE SYSTEM
epididymis nodule 0 1 0 0
ENDOCRINE SYSTEM
adrenal gland hypertrophic 0 0 0 2
INTEGUMENTARY SYSTEM
hair thin 0
subcutaneous tissue
mass 0
Significant difference from control group; * : P ¢ 0.05 ¥ : P < 0.01
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Table 7-2 Summary of gross findings ( sacrificed )

Exp. No. 3657 (115-090)

Sex: Female
Dose level ( mg/kg ) 0 100 300 1000
No. of animals necropsied 11 12 12 11
Organ Findings
HEMATOPOIETIC SYSTEM

thymus red patch/zone 0 - 0 0 1
RESPIRATORY SYSTEM

lung brown patch/zone 0 1 0 1
DIGESTIVE SYSTEM

liver enlarged 0 0 0 2

scarred 0 0 0 1
white patch/zone 0 1 0 2

REPRODUCTIVE SYSTEM

ovary cyst 0 1 0 0
uterus dilated lumen 0 0 1 0
ENDOGRINE SYSTEM

adrenal gland hypertrophic 0 i 2 1
INTEGUMENTARY SYSTEM

hair thin 1 1 0 1
Significant difference from control group; % : P ¢ 0.05 ¥ ; P ¢ 0.01

\
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Table 7-3

Sex: Female

Summary of gross findings ( not copulation )

Exp. No. 3657 (115-090)

0 100
, 0

300
0

1000
0

Dose level ( mg/kg )
No. of animals necropsied

Organ Findings
HEMATOPOIETIC SYSTEM

spleen granular

nodule

RESPIRATORY SYSTEM

lung brown patch/zone
REPRODUCTIVE SYSTEM

uterus dilated {umen
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Table 8-1 Summary of histological findings ( all pups died ) Exp. No. 3657 (115-090)

Sex: Female
Dose level ( mg/kg ) 0 100 300 1000
No. of animals |n|t1ally in study 0 0 0 1
No. of animals necropsied 0 0 0
No. of animals examined histologicatly : 0 0 g 1
Organ Findings T 1 2 3 T 1 2 3 T 1 2 3 T1 2 3
HEMATOPOIETIC SYSTEM
spleen (1
deposit, pigment - - - - - - - - - - - - - 100
RESPIRATORY SYSTEM ' ,
fung (N
cellular infiltration - - - - - - - - - - - - - 100
DIGESTIVE SYSTEM '
liver (n
fatty change - - - - - - - - - - - - - 100
REPRODUCTIVE SYSTEM
uterus (1)
microgranuloma - - - - - - - - - s - - -1 00
T: tumor 1: slight 2: moderate 3: marked
=: benign k: maiignant

1

{): No. of animals examined microscopically at this site. : Not applicable.

~ H\
)
N
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Table 8-2-1 Summary of histological findings ( sacrificed )

Exp. No. 3657 (115-090)

Sex: Male
Dose level ( mg/kg ) 0 100 300 1000
No. of animals initially in study n 12 12 12
No. of animals necropsied ] 11 12 12 12
No. of animals examined histologically 1 12 12 12
Organ Findings
CARDIOVASGULAR SYSTEM
heart
cellutar Infiitration, lymphocyte 2 - - 1
fibrosis 1 - - 0
HEMATOPOIETIC SYSTEM
spleen
deposit, pigment 11 - - 12
thymus
hemorrhage 2 4 4 4
atrophy 0 0 0 3
DIGESTIVE SYSTEM
liver
cytological alteration 0 1 0 0
deposit, pigment 1 0 0 0
fatty change 6 5 3 Qxx
hypertroph¥. hepatocyte 0 0 0 12%%
necrosis, focal 0 0 0 1
accumulation of macrophage 0 0 0 1
celluiar infiltration, lymphocyte 1 2 3 2
microgranuloma 5 4 4 3
peritoneum
fat granuioma - - - 1 (1)
URINARY SYSTEM
kidney
basophilic tubules 8 9 9 12
cast, hyaline 1 1 0 g+
dilatation, tubules 0 0 0 7%
eosinophilic body 5 114 9 7
mineralization 1 0 0 1
papi!lary necrosis. 0 0 0 5%
cellular’ infiltration, lymphocyte 1 1 0 6%
inflammatory infiltration 0 1 0 0
=] ipoma 0 1 0 0
=: benign #: malignant i
(): No, of animals examined microscoplcally at this site. -: Not aB?Ilcable.
Significant difference from control group; : P <0.05 ¥ : P < 0.
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Table 8-2-1 -continued Summary of histological findings ( sacrificed )
Sex: Male

Exp. No. 3657 (115-090)

Dose level ( mg/kg ) 0 100 300 1000
No. of animals Inlttally in study 1 12 12 12
No. of animals necropsied 11 12 12 12
No. of animals examined histologically 1 12 12 12
Organ_______ Findings
REPRODUCTIVE  SYSTEM
testis
atrophy, seminiferous tubule 0 - - 1
. cellular infiltration 1 - - 0
epididymis
cellular infiltration, lymphocyte 1 - -
ENDOCRINE SYSTEM
adrenal! gland
angiectasis 1 - - 1
degeneration, vacuolar 4 - - 3
INTEGUMENTARY SYSTEM
subcutaneous tissue : ,
abscess ' - - - 1 (N
=: benign #: malignant
(): No. of animals examined microscopically at thls site. -: Not aB?licabIe.
Significant difference from control group;” * : P < 0. 05 ¥ 1 P ¢ 0.

7N
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Table 8-2-2 Summary of histological findings ( sacrificed ) Exp. No. 3657 (115-090)

Sex: Male
Dose level  ( mg/kg ) 0 100 300 1000
No. of animals |n|t|ally in study 1 12 12 12
No. of animals necropsied N 12 12 12
No. of animals examined histologically " 12 12 12
Organ Findings T 1 2 3 T 1 2 3 T1 2 3 T 12 13
CARDIQVASGULAR SYSTEM
heart (1) (0 (0 (12)
cellular infiltration, lymphocyte -2 00 - - - - - - - - - 100
fibrosis - 100 - - = - - - - - 00O
HEMATOPOIETIC SYSTEM
spleen (1 (0) (0) (12)
deposit, pigment -1 06 0 T - - - - - - = =11 1
thymus (11) (12) (12) (12)
hemorrhage - 20090 - 400 - 400 - 400
atrophy - 000 - 000 - 000 300
DIGESTIVE SYSTEM
liver (1) (12) (12) (12)
cytological alteration - 000 - 100 - 000 - 000
deposit, pigment - 100 - 000 - 000 - 000
fatty change - 510 - 500 - 300 - 000
hypertrophy, hepatocyte - 000 - 000 -0 00 -12 0 0
necrosis, focal - 000 - 000 - 000 - 100
accumulation of macrophage - 000 - 000 - 000 - 100
cellular infiltration, lymphocyte - 100 - 200 - 300 - 200
microgranuloma - 500 - 400 =4 00 =300
per i toneum (0 (0 (0) (1n
fat granuloma - - - - - - - - - - - - - 100
URINARY SYSTEM
kidney (1 (12) (12) (12)
basophilic tubules - 800 - 900 - 810 - 8 4 0%*
cast, hyaline - 010 - 100 - 000 - 7 1 0%
dilatation, tubules - 000 - 000 - 000 - 6 1 0%
eoslnophlllc body -4 10 -11 0 0O+ - 630 - 610
mineralization - 100 - 000 - 000 - 100
papillary necrosis - 000 - 000 -0 00 - 3 2 Q**
cellular’ infiltration, |ymphocyte - 100 - 100 - 00 0 - 6 00
inflammatory infiltration - 000 - 100 - 000 - 000
=l ipoma 0 - - - 1 - - - 0o - - - 0 - - -
T: tumor 1: slight 2: moderate 3: marked
=: benign #: malignant
(): No. of animals examined microscop[cally at this site. -: Not aB?Iicable.
SIinficant difference from control group;” * : P < 0.05 ¥% 1P <0,
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Table 8-2-2 -continued Summary of histological findings { sacrificed ) Exp. No. 3657 {(115-090)

Sex: Male
Dose level ( .mg/kg ) 0 100 300 1000
No. of animals initially in study 11 12 12 12
No. of animals necropsied 1 12 12 12
No. of animals examined histologically 11 12 12 12
Organ_______  Findings T1 2 3 T1 23 T 123 T 1 2 3
REPRODUCTIVE SYSTEM .
testis , . (11) (0) (0) (12)
atrophy, seminiferous tubule - 00 - - - - - - - = - 100
cellular infiltration -1 00 - - = = - - - - - 000
epididymis : (1) (0) (0 (12)
cellular infittration, ymphocyte - 100 - - - - - - - - = - 0
ENDOGCRINE SYSTEM
adrenal gland . (1) (0) (0 (12)
angiectasis - 100 - - - - - - = = - 0 0
degeneration, vacuolar - 400 - - - - - - - - - 210
INTEGUMENTARY SYSTEM :
subcutaneous tissue (0) (0 (0 {n
abscess - - - = - - - - - - - - - 010
T: tumor 1: slight 2: moderate 3: marked
=: benign B: malignant :
(): No. of animals examined microscopically at this site. -: Not applicable.
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Table 8-3-1 Summary of histological findings ( sacrificed )

Sex: Female

Exp. No. 3657 (115-090)

Dose level ( mg/kg ) 0 100 00 - 1000
No. of animals initially in study 1 12 12 1
No. of animals necropsied 1 12 12 1
No. of animals examined histologically 1 12 12 1
Organ Findings
HEMATOPOIETIC SYSTEM
spleen
deposit, pigment 11 - - 11
hematopoiesis, extramedullary 3 - - 3
thymus
hemorrhage 0 - - 1
deposit, pigment 0 - - 1
RESPIRATORY SYSTEM
lung
hemorrhage . - - - 1 (1
cellular infiltration - - - (1
DIGESTIVE SYSTEM
liver
fatty 9han¥e 2 1 0 0
necrosis, focal 0 3 0 2
accumulation of macrophage 0 0 0 2
microgranuloma 0 0 1 0
hematopoiesis, extramedul lary 3 2 2 3
URINARY SYSTEM
kidney
basophilic tubuies 2 - - 3
cast, hyalline 1 - - 0
mineralization 3 - - 1
REPRODUCTIVE SYSTEM
ovary deposit, plgment 1 ]
eposit, plgmen - -
nineralization 0 - - 1
ENDOCRINE SYSTEM
adrenal gland
angiectasis 1 - - 0
accumulation of foamy cells 0 - - 1

5 benign f: malignant
):

w~N

gnificant difference from control group;

No. of animals examined microscopically at this site.
¥ 1 P<¢0.05

T

T:Pugtoég?llcable.



Tabie 8-3-1 -continued Summary of histological findings ( sacrificed ) Exp. No. 3657 (115-090)
Sex: Female
Dose level ? 0 100 300 1000
No. of animals in tlally in study " 12 12 11
No. of animals necropsied 3 12 12 1
No. of animals examined histologically 1! 12 12 1
Organ Findings .
NERVOUS SYSTEM
brain

dilatation, ventricle i - - 0
INTEGUMENTARY SYSTEM
skin

hair follicle atrophy 1 (1) - - 1(1)
=: benign §: malignant '
(}: No, of animals examined microscopically at this site. -: Not aB?Iicable.
Significant difference from control group;” * : P < 0.05 ¥ P <.

92-1
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Table 8-3-2

Summary of histological findings ( sacrificed )

Exp. No. 3657 (115-090)

Sex: Female
Dose level ( mg/kg ) 0 100 00 1000
No. of animals inftially in study 11 12 12 11
No. of animals necropsied 1 12 12 n
No. of animals examined histologically 11 12 12 )
Organ Findings : T 1 2 3 T 1 2 3 T1 23 T 1 2 3
HEMATOPOIETIC SYSTEM
spleen (11) (0 ( 0) an
deposit, pigment -11 00 - - - - - - - - -13 0 0
hematopoiesis, extramedul lary - 300 - - - - - - - - =300
thymus : (11) (0) ( 0) (11)
hemorrhage - 000 - - - - - - - = - 01 0
deposit, pigment - 000 - - - - - - - = - 10 0
RESPIRATORY SYSTEM
lung ( 0 (0) (0) (1)
hemorrhage - - - - - - - - - - - - - 10 0
cellular infiltration - - - - - - - - - - - - - 100
DIGESTIVE SYSTEM
liver (11) (12) (12) (11)
fatty change - 200 - 010 - 000 - 000
necrosis, Tocal - 000 - 300 - 000 - 200
accumulation of macrophage - 000 - 000 - 000 - 200
microgranuloma - 000 - 000 - 100 - 000
hematopoiesis, extramedullary - 300 - 200 - 200 - 300
URINARY SYSTEM
kidney (11) (0) (0) (an
basophilic tubules - 200 - - = = - - - = - 300
cast, hyalline - 10090 - - - - - - - - - 00 0
mineralization -3 00 - - - - - - - - -1 Q 0
REPRODUGTIVE SYSTEM
ovary deposit, pigment () 1 00 (0) (0) (1) 100
epos - - - - - - - - - -
ninoralization - 000 - - - - - - - - - 100
ENDOGRINE SYSTEM
adrenal gland (1 (0 ( 0) (m
anglectasls - 100 - - - - - - - - - 000
accumulation of foamy cells - 000 - - - - - - - - - 100

T: tumor 1: slight
: benign f#: malignant

2: moderate  3: marked

2): No. of animals examined microscopically at this site.

: Not applicable.
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Table 8-3-2 -continued " Summary of histological findings { sacrificed ) Exp. No. 3657 (115-090)

Sex: Female

Dose level ( m?/kg )
No. of animals initially in study
No. of animals necropsied
No. of animals examined histologically
Organ Findings T 1

—t et o
Nt e O

NERVOUS SYSTEM
brain (11) (0
dilatation, ventricle - 100 -

INTEGUMENTARY SYSTEM
skin (1)

. . (0)
hair follicle atrophy -

100

T. tumor 1: slight 2: moderate 3: marked
=: benign #: malignant .
(): No. of animals examined microscopically at this site. -: Not applicable.

O | O




Table 8-4 Summary of histological findings ( not copulation )

Exp. No. 3657 (115-090)

Sex: Male
Dose level ( mg/kg ) 0 100 300 1000
No. of animals initially in study 1 0 0 0
No. of animals necropsied 1 0 0 0
No. of animals examined histologically 1 0 0 0
Organ__ _  Findings T 2 3 T 1 2 3 2 T 1t 2 3
HEMATOPOIETIC SYSTEM
spleen (n
deposit, pigment - 0 0 - - - - - - - - -
DIGESTIVE SYSTEM
liver (1)
cellular infiltration, lymphocyte - 00 - - - - - - - - -
URINARY SYSTEM
kidney (1)
basophilic tubules - 0 0 - - - - - - - -
cellujar infiltration, lymphocyte - 0 0 - - - - - - -
ENDOCRINE SYSTEM
adrenal gland ) (1)
angiectasis - 00 - - - - -
degeneration, vacuolar - 00 - - - - - - -
T: tumor 1: slight 2: moderate 3: marked
: benign #: malignant

?): No. of animals examined microscopically at this site.

: Not applicable.



Table 8-5 Summary of histolbgical findings ( not copulation Exp. No. 3657 (115-090)
Sex: Female
Dose level ( mg/kg ) 0 100 300 1000
No. of animals initially in study 1 ) 0 0
No. of animals necropsied 1 0 0 0
No. of animals examined histologically 1 0 0 Q
Organ Findings T 2 3 T 1 2 2 T 1 2 3
HEMATOPOIETIC SYSTEM
spleen (n
- deposit, pigment - 10 - - - - - - - -
capsulitis - 10 - - - - - - -
RESPIRATORY SYSTEM
lung (1)
pneumonia ~ 00 - - - - - - - =
DIGESTIVE SYSTEM
liver (10
microgranuloma - 00 - - - - - -~ - =
URINARY SYSTEM
kidney (1)
cellular infiltration, lymphocyte - 0 0 - - -
pyelitis - 0 0 - - - - -
REPRODUCTIVE SYSTEM
uterus (1
dilatation, lumen - g 0 - - - - - - - -
cellular infiltration 00 - - - - - - - -
T: tumor 1: slight 2: moderate 3. marked
=: benign #: malignant
): No. of animals examined microscopically at this site. -: Not applicable.

-
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Table 9 Copulation and fertility results in rats

Exp. No. 3657 (115-090)

Dose level (mg/kg) 0 100 300 1000
No. of palrs mated 12 12 12 12
No. of pairs copulated 11 12 12 12
No. of pregnant females 11 12 12 12
Copulation index (%) 1) 91.7 100.0 100.0 100.0
Fertility index (%) 2) 100.0 100.0 100.0 100.0

Estrus cycle (days 4.2+ 0.3 (12) 4.2+ 0.3 (12) 4.3+ 0.5 (12) 4.2+ 0.3 (11)

(Mean=£S.D.)

1; ENo. of animals with successful copulation / no. of animals mated) x 100

2) (No. of pregnant animals / no. of anlmals with successful copulation) x 100
Values in parentheses are expressed no. of animals observed

Significant difference from control group; *: P < 0.05 *¥: P < 0.01
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Table 10

Findings of delivery in dams(FO)

Exp. No. 3657 (115-090)

Dose leve! (mg/kg) 0 100 300 1000
No. of dams observed 11 12 12 12
No. of dams delivered live pups
s vered TIve bR 1 12 12 12
Duration ofMgesta_;goB ) 22.5 £ 0.5 225 £ 0.5 225 + 0.7 22.0 & 0.0%
ean *S.D.
No. of tota('l‘ cor;_)*ggaulsstea 209(19.0% 3.9) 231(19.3% 3.7) 209(17.4% 1.8) 200(16.7% 2.0)
ean XS5.D.
No. of tot lld implegtg | 175(15.9% 2.0) 204(17.0% 2.3) 195(16.3% 1.9) 189(15.8% 1.4)
ean +S.D.
No. of tota'ld pupi_ls)o[l;n) 161(14.6% 2.0) 188(15.7+ 1.9) 175(14.8% 3.2) 174(14.5% 1.9)
ean £S.D.
No. of mta(llll livg*_guBs)born 161(14.6% 2.0) 187(15.6%+ 1.9) 174(14.5% 2.6) 174(14.5% 1.9)
ean £S.D. .
Male 87( 7.9+ 1.4) a) 97( 8.1+ 2.3) a) 89( 7.4+ 2.5) 79( 6.6 2.1} a)
Female - 74( 6.7+ 1.9) a) 90( 7.5+ 1.8) a) 85( 7.1 1.0) a) b) 95( 7.9% 1.2) a)
Sex ratio (Mean XS.D.) 1.29+ 0.54 1.17% 0.50 1.07% 0.42 0.88% 0.42
No. of total [ive pups on day 4
(Mean :tg.B.) Y v
Male 832 7.5+ 1.2} 87{ 7.3+ 2.8; 86( 7.2+ 2.3; 422 3.5+ 2.43**
Female 72( 6.5+t 1.9 84( 7.0% 2.2 80( 6.7t 1.2 49( 4.1 2.9)*
No. of totaI(Mdead_‘_r_)gp[s) Forn 0( 0.0+0.0) 1( 0.1%0.3) 1( 0.1%0.3) 0( 0.0%£0.0)
- (Mean £S.D.
stillbirth 0( 0.0%0.0) 0( 0.0%0.0) 1(0.1%0.3) 0( 0.0%0.0)
cannibalism 0( 0.0£0.0) 1{ 0.14+0.3) 0{ 0.0+0.0) 0{ 0.0%0.0)
Gestation index (%) 1) 100.0 100.0 100.0 100.0
implantation ln(zex (%, Mean£S.D.) 2) 85.3% 11.7 90.1+ 13.2 93.3+ 6.9 94.9% 5.9
Delivery Index (%, Mean*S.D.) 3) 92.1+ 5.8 92.51+ 6.6 89.3+ 9.4 91.9%+ 7.0
Live birth index (%,MeantS$.D.) 4) 100.0%+ 0.0 99.5+ 1.8 99.5+ 1.7 100.0% 0.0
Viability index on day 4 (%,Mean®sS.D.) 5)
Male 96.2+ 8.6 88.6+ 23.7 97.4x 6.3 53.34 34.2%*
Female 97.6xt 5.4 92.7%+ 15.5 94.0t 9.6 50.4+ 35.1%#
1) (No. of females with live pups / no. of pre?nant females) x 100
2) (No. of implants / no. of corpora lutea) x 100
3} (No. of pups born / no. of -mplantsﬁl x 100
4) (No. of live pups born / no. of pups born) x 100
5) (No. of live pups on day 4 after birth / no. of live pups born) x 100
a} Includes live pups died before observations
b) Includes a pup retained on day 1 after birth
Significant difference from control group; *: P < 0.05 #*#¥: P < 0.01

O
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Table 11 External observations on live pups(F1} from rats Exp. No. 3657 (115-090)
Dose level (mg/kg) 0 100 300 1000
No. of litters - 1" 12 12 12
No. of live pups examined a) b) 156 180 172 165
No. of live pups with 0 ) 1 0
external anou?na‘ljies E%,Mean:tS.D.) - 0.6 £ 1.9 0.9 £ 3.2 -
Type and incjdepce of external
axgmalies ?%) 1?
Imperforate anus 0 ( 0.0 1 ( 0.6) 1 ( 0.6) 0.0)
absence tail 0( 0.0 1 ( 0.6) 0 ( 0.0) 0.0)
rudiment tail 0( 0.0 0( 0.0 1 ( 0.6) 0.0)

1} (No. of live pups with external anomalies / no. of live pups examined) x 100
a) Excludes |ive pups died before observations

b) Excludes a pup retained on day 1
Significant difference from control group;

after birth
¥: p < 0.05 #k:p <0.01
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Table 12 Body weight change of pups{F1) from rats Exp. No. 3657 (115-090)

‘ Unit : g
Dose level (mg/kg) 0 100 300 1000
No. of litters 11 v 12 12 12
val Mean & S.D. (N) Mean X S.D. (N) Mean * S.D. ( N} Mean = S.D. (N
ale
Days after birth 0 6.6* 06a) (11) 65%x 05a (12) 6.4 % 0.7 (12) 5.5 £ 0.2%+ a) (12)
9.6 £ 1.3 1) 9.2+ 1.5 (12) 9.4 1.9 (12) 7.8+ 1.1% (10)
Female
Days after birth 0 6.3 0.6a (1) 6.2% 0.4a) (12) 6.1 £ 0.6a) b)(12) 5.1 £ 0.2¢ a) (12)
9.3 % 1.2 (11) 8.8 1.4 (122 9.1 % 1.9 (12) 7.0 1.2% (1)
a} Excludes live pups died before observations
b) Excludes a pup retained on day 1 after birth
Significant difference from control group; ¥: p < 0.05 *%¥: p < 0.01
™ N
\J ()
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Table 13-1 Summary of gross findings of pups(F1) from rats(sacrificed)

Exp. No. 3657 {115-090)

Sex: Male

Dose level (mg/kg) 0 100 300 1000

No. of pups necropsied 83 87 86 42

Organ Findings

HEMATOPOIETIC SYSTEM

thymus thymic remnant in the neck 3 2 i 0

DIGESTIVE SYSTEM

liver ~white patch/zone 1 0 0 1
red patch/zone 0 0 0 1
black patch/zone 0 0 0 2
pale 0 0 1 0

Significant difference from control group; ¥: p <0.05 **: p < 0.01
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Table 13-2 Summary of gross findings of pups(F1) from rats(sacrificed) Exp. No. 3657 (115-090)

Sex: Female

Dose level (mg/kg) 0 100 300 1000

No. of pups necropsied 72 84 80 49

Organ Findings

HEMATOPOQIETIC SYSTEM

thymus thymic remnant in the neck 2 1 0 1

DIGESTIVE SYSTEM

liver white patch/zone 0 1 0 4
red patch/zone 0 1 0 0
black patch/zone 0 0 0 1
green 0 0 0 1

anus Imperforate anus 0 1 1 0

SPECIAL SENSE SYSTEM

eye red 0 0 1 0

INTEGUMENTARY SYSTEM

tail absence tail 1 0 0
rudiment tail 0 1 0
scab 0

Significant difference from control group;

¥: p <0.05 #*¥: p <0.01
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