A TYNE2, 3—ITRFCTOENIZZAFIND
I b ERAWARREZSHENE - ABRERESEEHEHAR

(ZFEI—BEFES3489)

TEELER, FHRBRARBHESCH > TEFINALLOTHBILERD .
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Figures, Tables and Reference data

Figure
Figure
Figure
Figure

Table
Table

Table
Table
Table
Table
Table
Table
Table
Table
Table
Table
Table
Table
Table

B QO DO e

Body weight change of male rats
Body weight change of female rats
Food consumption of male rats
Food consumption of female rats

Clinical observations in male rats

Clinical observations in female rats

(Before and during mating period)

Clinical observations in female rats (Gestation period)
Clinical observations in female rats (Lactation period)
Body weight change of male rats ‘

Body weight change of female rats

Food consumption of male rats

Food consumption of female rats

Hematology of male rats

Coagulation of male rats

Blood chemistry of male rats

Absolute and relative organ weight of male rats
Absolute and relative organ weight of female rats
Summary of gross findings (dead, male)

Summary of gross findings (successful pregnancy, male)



Table
Table
Table
Table
Table

Table
Table
Table
Table
Table

Table
Table
Table
Table

Table

-3
-4
7-5
8-1
8-2

8-3
8-4
8-5
8-6
8-17

9
10
1
12-1

12-2

Summary of gross findings (day 4 of lactation)

Summary of gross findings (non-pregnancy, male)

Summary of gross findings (non-pregnancy, female)

Summary of histlogical findings (dead, male)

Summary of histlogical findings with statistical analysis
(successful pregnancy and non-pregnancy, male and female)
Summary of histlogical findings (successful pregnancy, male)
Summary of histlogical findinds (day 4 of lactation)
Summary of histlogical findings (non-pregnancy, male)
Summary of histlogical findings (non-pregnancy, female)
Cell type and number in semineferous tubles of rats at VI
stage of spermatogenesis during the dosing period
Copulation and fertility results in rats

Findings of delivery in dams (F0)

Body weight change of pups (F1) from rats

Summary of gross findings of pups(F1) from rats
(sacrificed, male)

Summary of gross findings of pups (F1) from rats
(sacrificed, female)



# -

MELEMEOEESNEEEIMT2ED, A 27VINVE2, 3-IXRFTOE
VIZFND0 (EHESTEE) , 10, 30 3L 100 ng/kg/day % 7 v b DIHEH 14
BASXRUE, TRPBEPIUHBTIETHERAROKRSL, KERSEHRIIME
TN - BECRIEITEEEZRIAL =,

D

2)

REZS BT

—BRBEOBEBTHRYER SR ICHENSHED 30 ng/keB T 5 FIITHRENK
@HoN. £z, A—FRE 100 ng/keB TL2H (£4) KEEIRED S EF
ERSHmMeEL TR A, KhE, BEER, BOLBFMREBLVLKE
LERECIHBRYERSOH O AREERRDINAN L. BREERTH,
B D 100 ng/keB CEROEERERIVHNERN E D ICHE X 2T HEERN
BRLE. '

FE¥REOKE, HRTHEBRYERSORENREINIRLRBEREN
Bhol., BEBFRETIRED 30 B 100 ng/keB THIE OR E L RBEEMN,
F7e, 30 ng/keR THELE THEROKEN TN EhREROBMMERL, K
MEREOLENRREENL. 100 ng/keB TREHYMNERRBD S NEN, &
NSOBHYOMBEBIUIERSTITHER LK, %8, WIR FEBLUVTE
B RHBRFABLIVHBTREBDCAEOREEZEA S NI BBENRERH
RRBRINAN- . 5K, HBESIV 100 ng/keBOHBRICDOVTA
F—OUHMEMEORELEMBEEZAELALR, RYERSOEERRADS
nhok.

ETEREEE
HAHBLIUOXRERECERYEREOEZRBIRD SN N> &AM, 100 ng/ks
BETERENASHICETL, HRUERSOEELEEA N, HEBEHWE 100
ng/ ke BN X2 XMEOHBRBZT > AR, THREFORKTREELL THHA
DETENOETHAEREELISNE. LrL, BOZKECHETOHRRYE
BREODEERRETHIEEMNBDOENE. S HBBEETHERHVOLFINEE
Htkl, BRAMICODEBRYERSOEZEIRD SNk, 100 ng/ke##
TIFRBEAEK, BRBHR, HERE, HEL£EHR BEREBIUVUSBERNKMEE
MERLEY, ARBDEFTHBROBRENLOEBERYDER S L OBBEIHL
TRAaho/. HEXR, HERBIV4HEFRIEMZIRDSNT, HiER
ONZBICRFRIRD ook, Fh, FEROKEDHFA4HETIZIERK
Bml, BFCRBLUHEFLHOHRTHEBYEREGLIZ2EEIRD SR
Mol



ULD#HRIS, FRBEGTRBUZ2AY 7Y IIE2, 3—IhF 70T
ATNWORERGHEICHTI2REERIIHT 10 ng/kg/day, MET 30 mg/keg/day&
Mk, £k, BOEBIIRIFTEZEIL 100 ng/kg/dayBR SICEDBTFENOR
TIERT2LEZA5N2ZHRECRTARZD N, BEEEIX 30 ng/ke/day& H
ez HMOEBICRIZTEEREZAXROER,AS 100 ng/ke/dayiREIZL 0 F
BERKETFOXENBD LN, BXEEIL 30 ng/keg/dayt i, EBYWOR
- RBEICRIFTEZIZ, 100 ng/kg/daviRER - THREDENT, HEEEID
100 mg/kg/day& HlrEniz.



.

i

AU NE2, 3—ITRFTOENTZT XTI (2, 3-Epoxypropyl methacrylate)
3, EEFEZ200BIBVTT V7 UNZ MY NVEBHEOREGHEORBRPELT 7V IV
BOBEZEHELTHVRSNTVSLEYTHS. FayIREENL®S, EHICD
WTH, BOBRS X3Sy b, YURBLUENEY RO LDsoMENEFN 597
ng/kg, 390 mg/keB L 697 ng/kgThHV, BREKESTELZ2UHFD LDsoh 469
mg/kg” EMEINTVED, t NPERBIMOAEKRCRETEE, BCEBERES
HicowTRELAEHASN TR, SE, EDICL2BEFLLEYWEOLE2ZERAR
KROLZ2BUHERAEFEO-RELT, A4V UINE2, 3-IZXFLTOENIAT
NVORBERSEEBLIUVEE - REBHKE DLW TR LEZOTTORREZRET 2.



5.

o B &

g :

i R H

By .

A

AT YNEE2, 3—~IZRF>TOEINIAFIDOTy bEANV
HpREHESEN - £WRBREEEHGHER

MELSYEOELFHMEEEZTIMT S5 —REL TA D0ECDH 1
Ko ITREREEN - £EBEERFSHR] (1990F 3 A
228) KRW, Sy FrEANWT—RENRFENERICMAAEE -
REICRIZTEEEZRFALL.

h, RROEMIIBLWELE, HEENRS, 63X RHHEIL
E (FB63EIIBI18H) @ THALLFEHECRIAZBRRUEEL
BRI EEROREDHES 2 EDIMAEARTHEET
ZHEBERICDONT] OEE¥RHEETDIOELEL.

2798 (115—-059)



10.

BB BIUTA :

) #BRME

2)

AT UNEE2, 3~TRFTOEINIZTAFTIIN (2, 3-Epoxypropyl methacrylate,

BlEALZ U NEES Y P), Cas No. 106-91-2, Lot. No.
M99 93%, 4rFE142.16, BELE-50C, #H189C, EHLEIL 073 (25C) )

B, BEEZEHLRAETH, SRABETHEFRTERRERE LL. A7 JIIE2, 3

—IRFITOENZAFNVEZERL -#R1Z, Reference data | IRLE.

WMBYER, I—>FAN (FHIATRAIBEAELE) ICERL, 0.2, 0.6B X
LK 2WV)BDODBECRDIELODEHOBRSKEZAML 2. AURZ, GAMICTHE
ZBETTERARELL. ARRBFTOEBWHEIZ, 020V $BHOBEBERHETT
DR ELSHHMELEETHD2IENFHARIIBVWTHEHRINTWVWS 2D, AEITL
BRI IEN EOHETHY, ANBTHUANCERL .

BREBORBREBLIVE Moo, HARUBEARICHAMLESHEONY Fh 5 EE
BTNV EHBLERLEZ. TORER, BERXRTBEDIL0~104%O&HHET
REEINTHD, ZTE8HRET 1.I%LLTTH o7 (Reference data 2) . L7=Ai> T,
REBICRIEFEROAYZUNE2, 3-IZRFITOEBNIZATANEESN
THy, BYRKEBSINTWEILE®ERL .

REKRTHRBICHBETICERNLEZEBRYEICIOVWT, HETTEMWLUEER, ME
1399. VX THDHBRYHEIIBREHMPLETH > LR TN (Reference
data 3) .

RN BLURERE

BRRBIZIZ, BFEFr—ILR - UN—HFR2% (MENBERT) DOBALZER
8B D Sprague-Dawley (Crj:CD(SD), SPF) RS v F2ERALE. BALLE
Wik 7 AREARE - BIEAET LR, —BREBECRESEDSNAN> LD ZE 0GB
THATLTRBRICAWE., BOTHOKED, BT 382~414 g, MET 245~282 ¢
DEHETH-o 7.

i, BE4+2C, BESSEI0%, BEAEKISE B, BE 150~300 lux,
WEARR 120 (PR 7 AT, FRTEBET KREESNENVTSATLORE
%= (F5.7XD 10.0xH 2.5 m, 142.5 n®) THELAE. HBXELH HEEEHY-—EX
(EREBMAATRH) OEFHKERNFEH (7 691.0xD 79.0XH 195.0 cm) ZEAL,
FOIEHE - KAF VU AMEMAES—> (¥ 15.8XD 23.8XH 16.0 cn, AF
e e ZR—2Z 6017 cn®) KEBWZ IEFORALEFLE. AL, KEHMS
i, BETZIIMEE - KXAF L AMEASTS— (W 36.8XD 25.0xH 16.0 cm,
FAFE,r—T  AR—R 14720 cn®) KRALAFELE. FEISHLUEOSHYIIWHE
AHETTIIWAE - KAF L AMBERAT Y — Y (W 36.8xD 25. 0xH 16.0 cm
CHER L —BLUBEEIHE (FLT77—K51) 2ANTHAEL .
MEr—VREBE1IE, REZIAIBERHRLE.

o, AVI Y NVBERBTIE GRS (ERBPRRX) BEDONMF B AL

-4 -



3)

4)

(KRB REFRE 2EAL, AEMMTERCERI YA, KKIE, KEKEED
Bk NIV ERICBIREZ® /2.
EHRLEFASBIOACRABBRICEIEERTAELEOEA SN I REYVORERR
Mo~ (Reference data 4, 5) .

BB, BMoBLHNmERED, SEHMG, FT-S0ERECEEERIILELE
bDbh2BEEROELLRI AN .

BT - BEE#ER

BYEHoNUDEEICEI->TEIEL, BEAMHBRCIDEEREZHRTD
EOIELSTL, 1BUYEDSNREEZRAEL 2.
BEATZOBPOBNIEENICENR S FETIEEBR I ILLHYERE
% (Animal ID-No.) %D k.

LHEYIIRET AL OREFREE L.

BER, BHER, BRSHRABIUORESE

FRROABBECEBLATHERAR A7 IVEE2, 3—IRFTDELT
ZAFNOIy FEAWIRERSENE EERLEERFERBR -2 EAMBAER (R
RES 2107) | OBRESBRCLTRELEZ. T4bs, 0, 10, 30, 100 BXV
300 mg/keZ HEB L VMIC4EMERBEDORE L HER, 300 ng/keBH THEERS 2
SHABTOEHIPSH, ETeHMP2HMETLE. —RREDOE/MEL T 300 ng/keHt
DIEHLFICHRENBREN, £/, AHOHECAEENAMNBICREEDKE
NH LNz,

HBR T, 300 mg/keHOMBEEHICERROERENBEEEINL.

HBMBOBEBEERTI, B0 100 BXY 300 ng/keB TRIBOEEEB L UHEN
ERMEEEAREEEMERL, O 100 BXY 300 ng/keBETEBOEEERES
KUHBNERBNEEI RAEEHERTEZRLEZ. T5IC, O 300 ng/keF CTHREER
NEEEZ, FEBIUVIBERNEEZRL E.

LEDHERDS, FRBROBSABRZHSARBERBLIRNLI I LB TFEEIND
100 mg/kgiCREL, UTAH 3 TKRL, 30 3LV 10 ng/kexREL 7=,

RERBIL, 0BCDAHA RS> TRERSHE - EHERESEMFARR P TER
SNTHEIREBBITELTRMBEOREZRER L L. RKEFEBE, KE 100 g4
0.5 ml&l, XEAMBLUREMMToOt# T, EENKHMELEAEFHEEICED
WTREWHZT 7%, £k, HERAMBIUCHFMMPOMIX, R0, 7, 14, 218
SUMEBEORBRHEL EENGECESDWTERE2ToR. BYFERWTEH
1@ (7H/78) BHEEOKELL. SERBCRI-2FIINOBERRICREL .

BoRSHME, TEMABMEXENMUUAMBIUREMMETRITERMOE
BASHMEL L. MoxGFHME, XEM4MECEMMS (REI0BM) 25T
WRERIMOIERMMAZBE THREZEOMEIBEXT 41~458MH) &L, b,
IRV Lo LI RISB OMBATH ETOL~4TEM EL =



) BEBLIUBRE

a.

b.

— %K B
H#Es, IOV THRMBYEIBEREL .

& =

®TIE, %51 (REMBE) , 8, 15, 22, 29, 36, 43B K TN46B (HRE) 1T
HEL, RELIDPSVBEETOFEEMBZEH LA, HTE, £51 GRESHAR .
SBLUBHIKHEL, RE1NSHHETOREEMBL2EHLE. £k, XEBR
MBEOHIE, RO, 7, UBLU2BIK, HBLABEIEHEOBILLITHEL,
THENRERODPCLHBLIUBEONASABETOREEMEEEML 2.

# H B
BT, 51 (58%BE) , 8 15, 22, 29, 36, 43B K TN45H (BIATH)
KHEEBZAEL, AEH2ASROPERETOREEZROFEZ I HEEEZEH

TYBREEBREREINSISHBIUREUNSHBETOREAEELZEH L&,

TR, 851 (858H%H), SBLUISHKHEL, HERBLMLSROBERE
TOREEZRDOLY 1 HEHEERZEH T LLBRIRE1INSIHETOREESE
B2EHLE. £k, XERZOBMIERO, 7, 4BXVU2HBII, SHEL LHITHE
FOBLV4HBCHEEZHAEL, AIEHASKROBEHBETOREEZRDFEG 1
HEERZBEHIZELEODICHEROMS2BETORERBERZELL L.

B, REMMbORESHMIBEBEZAE Lo .

a3 [
REM4ABFMOEBHBE 2T AME2RABRNOBEOS —PICAN 1IN 1 TERID
BMEAEIEZ. ¥, ERPORTFRABZL > TRXERILEL, TOHZER
0B&L L.

HEHBERRITERIBETTY, REPLSROREMNETCOMO AR ZEAH
HEELTEEEREEZEHRL .

REERNS, FERICOVTRER [ (RERILBHE HESHYWE) X100] %
BEHLE.

2B, BYBESNINERRENEORBORERICERBENBDSNLLD, XEE
L, REBBIUVZREOEHMNSIEIRALE, COBPOEGEERELZEES
BLERR, RE2HIREMBEIEILTWAEI EMNHEL L.



e.

BARADMGHBLUHEROBR

IR 2R EH RS HS B, SIEOHBIZF 9~ 10BIZITY, ZORHE®
WKABMNETLTWA I EZHRALEZBEEACODVWTZOHREWMEORELEZ., Filll
BFEZBTTOBMAETLAEKIIOWTIE, ZRAZWMBOHELAE. SHzHEL R
EFHICOWTHERYM (ME0RDOERAALSHEEROHBOFEABZRUZBE) |, %
B2 [ (SRR TERMIBYHR) X100 1, HEZR [ (EEHEMEK TR
MEFD) X100], BERE [ (FRER /HERREL X100) ), o#%R [ (RHER
B/ERER) x100], HER [ (BHEERE/GHERE) X100) 12EHL ~.
HRWHDODFHOBETRRSBOASNEVWEYIRFERA L. BEPYIIWE4LH
WREREH L .
FERIHFTOHOIKHEREK (EFER+FETR) 2, MMNZHETZLEDLC
ABBREOHERFARE. £/, BEOBXC4ACHHEEALANOEEZBEL, 1
MO#ERNEYEEEZREHL .

HE4AHKHLERRFAZERL, TEREORBHERE2To . HEHMPOR
CRVARKEIEREOHWNBHER2To. £/, HFERO4BEER [ (HEA4
BERER /HELEREK) X100 2EHL ~&. ~

IR E
EHOHSHAICOVTHRFIKERL 2. BWENIKEERESIELE, T—F)
THEBRHEBEL, EMXHRMISEMLL Z.

MEFHBRE

RECEHEBA (EDTA-3K) ZHEMLULAFMIIDOVNT, BAMKREREEE TIMS
H-1IE (R0 A%, XRE) ZHAWTHMRKE (WBC: BMETFRE) , KRR (RBC:
BRERE) , N b2 YUy MME (HCT: RBC, MCVEXDEH) , NEXFYOFEE (HGB
YT UAMNEOE K, PHFRMERAR (MCV: BEBFHRE) , FHROK
mexRE (MCH: HGB, RBCK D &) , LHFRMmBRMEREE (MCHC : HGB, HCTL D
B) , mAMVRE PLT: BEHRE) BLUOALKRESE (JO—H4 Ry I Xk
U—ik) ZRAELZE. BORESRBIAMBOBBTAEL LA, HURAMBKBREEL %
EEL, A1 - JVa2ONE - FAFRBLTRERELE. @FA0R RC) HEOE
EWXDWTKE, HUEER (EDTA-3K) BRMMEZ—a—AF VLTIV —THEE, @
BEAFELAZER L. SRELVEMFEANRBO N> RD, EXA0BRIET
biah-o7z. :

MKEFGERE

BRECE I VEY - YEMNMEZ 3000 r.p.n, 130MELDBL THEAmMEC
DWT, MEEERELEE KC-40 (FAN D FVH, ME) 2RAWTIo O E B
i (PT: Quick | B¢i%) , BHAML2 O RIS AF UM (APTT: 7 Ow RiE)
BEU®T74 7Y /=452 & (Fibrinogen: hno > ¥ UBME) 2HEL .



(3) mikAElERE

RECRI V-2 — ) (X2 Y o, ERBFRERX) ChiEEHRRL,
ERICSMBER 3000 rop.n 7HMBELDBHLTEANBILOVWTEEE &L
B8 ¥ E CentrifiChem ENCOREI (R—H —#, XE) XX EKTACHEM 700N
(aFv o, KE) 2AWTHELE. RETRABES (Fa—Ly Mg, 7
722 (BCGH), A/G (StEM®E) , i (FLNI—XAFI¥—Fik) , diflE
B (BRI GE) , BaL 2570 (ALVRAFO-IFFI¥—¥E), REL=
(DVT7 =BT >EZULERER) , 7V 7F=Z> (JafféeiE) , BREUIE >
(VYY&),ﬁ»&i?@ﬁ#ﬁmﬁ@b?)XTE%fﬁ(w%%),ﬁ»&s
CEBENECERNSI AT IF—F (IFCCHE) , TIVAURRAT 75—t (Bessey-
Lowiy Bik) , v =N INIPS U ARTFHF -+ (Orlowskiik) , 7 UL
(B®IE) , hUTUL (BEIE) , HF (B&BE) , by os (ZheFVIE)
BLUOERY D (BEVTFoBEFRER) 2HELE.

g WHERZE

() BI|BLVEEER

OETEY
HRTREEBEONRNBEREZTY, KE, KR, VN, BHR, BE, X
BE (BHzZzSY) , BR, KF, WBXUKEX, LB, FREBIUVLEEMNE,
F RE, B, TZHEE /B KB FE KR B TR 2% Bl HE
ATIZAR, BRER, N—F IR, i, TEEBIUCEHZIXFEBREHEIILITY VRTH
EL7Z. BEBIUBRBRLEAR I 7 VEBRICBEEL .

QB Y
HHMRELZHOI GRS, WIHMERZSELRI-TIRBETTROLR

HKEXEE. FEREOWNBRWERETo L8, M, KR, FR, BR BR 3%,
BEPBLIURBRLABEEZAE L BEEE - hEL (BHER) 2BHLEZ. X,
EHPOERBEBERCMATLOR, B, B%H, WK, TEABIUVRIEHREL
TELNEDSNLZBE - HBELTYNE, i, BEOHBLIUVUETOREZIN%
PHEHERIIUCETEELRE. B, BERBLUBELART 7 VRETEEL
7=

CEHRIML M
HWE4AHKI-FUKRBRTTROZEEE 2. TEBEOARNBEREZT o LK,
B, BIRR, PR, BR, BE, BEBIVILRERZACLBEER - FEL (B
EE) 2EE LA ik, 2BYOEERETBEIMATLRE, BEBRUTELAZI
KPEBHER N CWTEELE. £, SRBCHGRBIUBRRREAEZHE L.

..IO_



@QHERDBORD S N VI
IRISEIC, T—F VBT THROZEESE, TERTORBHBEZT > LE,
B, SRR, U USHE, WMikIE, WE, KBE (BHMzEO) , KR, KFE, WX
VEEX, O, PFREBICLEN, &, &Y, B, +ZHKE, ME Kk F
B, BERE, MR, SR, BT, BN, OB, FE, B, BX, N—F—-R, M, T=
EBLUZMHEI0XTHEEHFRILITY CHETEELE., BERENZBD SN VWEHYIR
HRARM EHEL .

(2) MEERFRE
OECHY
BD 10 ng/keB L B KT 100 ng/keBE 1 HIOKRME, AR, U /N, BRI,
g, KRE (BEz8L) , iR, K% WBXUKEX, LB, FRERBXULE
BoanE, &, RE, B, TZEB, N, KB, TR, KR ER BR % B
Bt, ¥, AR, BE, BREA, BX N—F—RKR KN TEABIUTEHID
WTERBL Z. o '

QREFEERILE Bz
NEHECEABETE, N, BR, LB B, FE BB, BR BBIUER
KOWTERL, BBLUTHEETREICDODVWTERL .

QBERLSKL i
MEHEIERABRTE, B, BR, OB B, FEK BB, BB SIBBXURRE
KOWTERL, BEBXUCTHEHTREBIUVBRBICIDOWTERL .

@EPRZE RIL S FRH - B K ORI O 1
g, BoRx, LR, B, B, R, BR, OME, 2% B, 75, PR, B8R, BR
£, BE, IR, TEABIVEBROBIIDOWTERML .

(3 BHFORLAMBOBE

100 mg/ ke TEREBEOERTHRDONZ20, BEORBHAMRZERECMAEMN
EORLEMBEOBELZERLE. ECHZRIESBEBIY 100 ng/keB 20 O
BRPSHEB X UPASHEIEALAZERL Russel |5 BLIUBBS Y OENEICHENAR
F—CVUMOoOBHMECHE LEMRBEZRAELE. BIYWEICESFZOEIIEARICHEE SN
EHEMEICOWT, BEME (type 1) , LUV hFoHEEMAA, 2708
B, AFyv7VMEFHEBLTEVNHREZEZ, TNThoBREMLS I
PUMMRIEYZ00MBEKEEENL .

_11._



h.

5 BT R 47

RE, BERE, HAKR FREHR WMERLL XERK, W, THEAM, FE
W, BRE, R, HER, ABREREE HEREODLIBEGE, BEEER,
REER-KEL (HUER) , MEENWBLIVOEECEREBIZIOVWTIIELEL
WRIREY 21707, £F BartlettOF /P HREZERL, SO2HOBER I —TERE
DO EToO. SHIEERESI DunnettOZELBREY V" THRBEEE
REBEOFEEZEERELE. BartlettOFELHBRETARESIHOE ST Kruskal-
VallisOEREZERL, BEOEEIZ/ >N AN YO DunnettD L HELLE
BMEY "THREBEISRSBMOFEZEZRELE. HER, XEEBLIUVZRE
COWTEH 2 *REY Y 2HWE., REZEBREORRICDOWVWTIZ, FisherO EEREE
BREED EAVE. 2B, BEAMTOFERCHETIREITILBELVOTYE ]
BREUE. BEEKER + P 05BLU++ : PO 01D 2R E L 2.

..12_.



1.

1

BB o R

R#E#x58H
b LU — ik EE (Table 1-1~1-4, Appendix 1-1~1-4)

HBo 10 ng/keBTHRSUBIC 1A (B ES1102) , 100 ng/keBHTHEL6HIC 1
Bl (B ESI1312) AEECLE. —BRREOBRETE, OWEABRSENIRBREORIE
DD 30 BLY 100 mg/keBETENETNS BLUIH (£4]) KBEEEhE Z0
EARIE, 30 mg/keBHTR{BEVBHASABOMICHRAEIN, BLEEEMNSRERL, 102
BICEMELE. 100 ne/keBETRBEEVAELASBERINBY, BESHMKTET
FIERELTEEIN:. EROXARBRSERLOBHON, BEAEOHATERS
BIALINICHELD, EAKCE>TRBE5R 2BMETEET I DDOLD - /2.
DM, #TIE 0 ng/keB TEREHRTBIVOETHOEENA—BED 1 I,
100 ng/keBTHEOFENARC L AEAICZhENERZREhAE. B TRIFEEMM S
KHEBERTHEEY (LEYEHFN) K14, HEHMAMPBIC 10 ng/keBTHRE TR
M1 EgEEN~,

& & (Figure 1~2, Table 2-1~2-2, Appendix 2-1~2-2)
HEEDICHRSGHEZBU THBRLEASHBRYEREREOBMITERRBD SN
Mo,

# t§ B (Figure 3~4, Table 3-1~3-2, Appendix 3-1~3-2)
M#EDICEEHMZEC TCHRBBLISERYERSHLEOBICZREZD SN
Mo,

HOMBKFEHIBRE (Table 4-1~4-2, Appendix 4-1~4-2)
MEFHRETIE, 100 ng/keBE THBEICLAMCHCHREZRLAE. TOMOK
EHETHABRBELHBYERSR EOMIZRRD S had o k.
MBEREEERERETR, TRTOREBEBEHCDODWTHBREIGRYEARSH OB
E3RDonho k.

HOMKELFERZE (Table 5, Appendix 5)

100 mg/ke W THRBBICHUREREABIV TN TIUNGEEERLE. £/-, A
T PITHNEEZRLE. TOMOBREEETRNBREIEBRDERSHLLOMICER
BHo5NBMo .

WEER (Table 6-1, 6-2, Appendix 6-1, 6-2)

BT, WEEBICER 10 ng/keCRIBOEERNEEERL, 100 ng/keETE
g, RBORERPLUVHMEEN EBICEEERL .

TR, MAREBCHN 100 ng/ke B CRIBOEERE B ICHNERN ST/ E R 2R
L7,

_13_



g.

BT A (Table 7-1~7-5, Appendix 7-1~7-2)

LT L7210 meg/keBE DB 1 4l (BHFER1102) KIAHOFRELBIUNWAKDEE
A, 100 me/keHDHED 1 6 (HHEE1312) KROKRBLAEFNFNRED SN,
ERZRL B2, SEE, 10, 30 BXUY 100 ng/keBETERENI, 11,
HNBXUV2HTHY, NBHETRRBROBABIVOTFROBAK,/ RE A, 30 ng/kelt
TUNREDOREX, MBROKRBEBLIUVUETORMSZTNFNERELICZD SN,
BRS®L T, SEE, 10, 30 BLT 100 ng/keBETENFNIQ 12, 11B
KO2HTHY, 10 ng/ksBHTHIRORBLEBIUMROBHEIBRERIIRD SN,
HiRERIL SR>z i3, B, 30 BXO 100 ng/kg@ETENETNZ, 1
BLXUIFTHY, HBETHEHEOHD, 100 ng/kBETHBIUTCERORAK K
BRENEThERECRD s/,

FERARL OBEE, WEE, 30 BXU 100 ng/keBETEFNFNR2, 1 BIT104
ThHby, 100 ng/keB TRBOBEEN 1 flICEDLENL.

AR RE (Table 8-1~8-6, Appendix 8-1~8-2, Photo. 1~6)

FET L7210 ng/ksBEOHED 1 fl (HiHFES1102) CWlo8 M, MEEEB LU
Bo‘MmA, 100 meg/keBE 0D 1 4] (BMHES1312) CERHOBOLBLUMBEDH
EITENTNETNRBD SN, FRKEODWTRAHATH - 7=,

BT, MBORAKMTEORFLEOEAED 30 BXY 100 ng/keBET, RIEHK
BRTHEGDOKEDN 30 ng/keB TENETNHBHICHRRHIFNCHFEREELERDE
mzRLE. £k, BEHBETHSKOKEDL 100 ng/ke# T, BEOMREE™MA 30
ng/kgETENTNHBBICRFERBLERLE. Toft, CEBROMBEME, M
BOGBRILE, REOHMBEN, FRONMANFE, BRORMEFEEL, AITOK
B - #lEEN HFEBIUBROY CNREHASENSHICERSICEEZNEY, £
ODREBICHBELHEBRYPERSBHOMICHS P RERZ RN >

HETIE, AMMEOMBEEBMY 100 ng/keBTHEELRREROEMEZRLEY, BT
D OEMICIIIRBESE 100 ng/keH oMK EEHOER AN RS2, E,
MEOBELELN 100 ng/keBTHEERREKOMMZRL, BMBBIUVFRICIBET
ZENEMBRBETHDS L. oM, MBHEBIY 100 ng/keBic B W THED /N
REFEBBIERFICHERINE.

HRZRISERaM o 2 #ETIIX, 100 ng/keB OB ORFE LR BENITIIRE KL
SEZHICHR, BEOEENBS (OFF6FANPEE) B L M, 100 ng/ke
HTAMBOKE -HBEM RELEH4E BEOBAELE, UXNNREBZENHE
Ban/kz., Tof 100 ng/keBE T, LDROHMBEMEMABZSVICBBOBELEN DL
ZVWREERERLE. B, ThoOBYOBR, BRLE, BE, fIIRBIUT
BEREAFZOFEREZEASNIEEMARRDSNL1 o=,

BRARIULOMTI, AMBELRBOMBEERMA 100 ng/keBE TEEFAIZRD 5Nz,
Fh, BROGEXFNSEHOLHNIC, DRoOMBERE, FROMNAFESLUVHE
ORFEEBEMN 100 ng/keETHEPICHRE I N, 2B, FEKED 100 ng/ks
BTERACHEINEAZORERICHBREIOMICHS AR ZRITIRAD ONT,

._14_



2)

INSHHMOMBRICRIRERFRAIRBD s NAaho 2.

BHEOBLELEMBOBE (Table 8-7, Appendix 8-3, Photo. 7T~8)

HEREBIY 100 ng/keB 2 OBRICODOVWTATF—-CMOBEHMEORE LKA
BEBELA. BHMARM (type ) , FV VAT HBEMAR, NFFHESHM
1, ATy JVUETHBEB IV M MEEREIMEBEREELRL TERXREDSNR
Mo .

EERESMH
RTEBLUZMBEE (Table 9, Appendix 9-1~9-2)

TRIZ, MEBZEDINTOBTRILAE. ZTHEE, MBE, 10, 30 LT
100 mg/keBETENETN 81.8, 100.0, 91.7T B 16.7%THb, MHEEICIHAN
100 mg/keBETIEMBEE R L &.

HEAMBETE, WTho#bLBIFIE4~5B80ARZRL, FHEFAHICHBER
BoosNhoiz. ‘ ' ' o B ‘

SBEUEE (Table 10, Appendix 10, 12)

100 meg/keBE THERBICEREERAFR, FRER, HERK HELEREK FK
RBLULHBENBEEERZRL . :
ZOM, PHRRBICBZEFTIEAEBINT, SHOEKRYME, ZERERKIZIZIEAKLE
ZRL, HEZR, HERBIUV4BEERIHMERIRD OB .

HEROHIE, FEBIUEHKHAA (Table 11~12-2, Appendix 11, 13-1~13-2)

FEROARRETIR, WITHORRXOARETRERI AL, WEHMF
DHEETHE, MEIDSCHMEIEDShAdok. RCROHAKR TR, REFRIZ
BRINRhok. WEAHOHBRTREEICHBROBERAREN 100 ng/keB £k <
ERCBAINM, BIEHEKRL 10 ng/keBEOMES 16, FROAGH /XM
HEEOM2HlicThThBEINE.
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12 ZEBLUHH :

) REHRESHE

HD 10 BEY 100 ng/kgBTROSNAERECHORERIL, HFEMABEREORR
MOSLHSN TR AN k., —BREOBEE TR, RENED 30 ng/keB TS5 flic
HEMIZZD 5N, 100 neg/keBETIH (£4]) KHREIFE» S FIFREHB B
CTROSNE. ZOERIARBCHEL TRESEOEMNB I OEEEMOEER
BOohizIEns, URYERSOEEELZION. ZOMBRICEZINER
REINTHHEREHEORAETHY, HBYERSOEECLZ3DbDEREASAR
no 7.

KEBIVEEEBICOVTIR, BEILDCHERYERSOBEIRD SN - 2.

HOMBEMBRETIE, 100 ng/keB TMCHCAMEE 2R L ENBMABELTSHD,
HBB L UHCTICEERRB O SN VNI ENSHRYERSOEE TRV LUK X R
. MBEBEEERECRERYEREOZERRD SN/, MEELFERET
X, 100 mg/ke THBEICHRLEABIVOTINTICNEEEZRL, PITHERES
FLEDN, TOBFRHESATIRAN S E.

BEEETIE, HED 100 g/ CTEROEZEERBLUHNERN LB IEEE
REREEEmERLE. ZO0ZER, 2HEMRERSECLIFHEARKCBVWTIHAE
REENBEDSNTBIHBRYEREICI2bOEELIONA. BO 10 BXY 100
ng/keR TRHIBEBNBEEFRLED, 30 ng/keHOBERIH BRI BIFFEETHD,
FEEABYRE THREECRERED N VI ERSRBROER T L E R ER
ELOMERESATRE» - .

FEXREOER, SRFRTEEBEINEFRIVTNIEREORETHIDHR
MERSOEERRBINIHFERBREIhA» > 2. ABFETIE, MEORAK
FEORBELEOBEE (Photo. 1, 2) 2D 30 BLY 100 ng/kgBET, #1HHE
THBOKENED 30 ng/keBE CENETNMBRICANEHENICHEERRESM
ERLE. INSOECBVWTNOERERDEOEDHBECERE»SE X, BB
MEOE~OEENREAEEAONE. i, BENETHMOKES 100 ng/ke
BT, BEOMMEM 30 ng/keBTENTNHBRICHREEZRMD 2R L,
COHERAIZDODWTHFRBETH » ~.

—%, HTIE, FMBOMBEEMEA 100 ng/keB TELBEL LU RETHSNE
FOE4 QELICIIHBEE 100 ng/keB oM REKOERA SN AN . LD
U, BEBOGBZRLEN 100 /e TREROEMERL, BEBLUTRIIB TS
Bisli 1t (Photo 5, 6) ZMEHTHALE. MEBIVIFHICB T 2848 MITEE
RERHBYWICRBDOONRWI ENS, REKORDIZSE 100 ng/kel TRIEEY
MERRDOSNEIERLZBOTHYD, HBYWERELBHEEORWELLEEALS
Nz, BROBELBEORMIIONTHIOFHARKEHYICSARDSNEI &M
SEBOLELERA. ZOMOKE - BECBEINEAEFRCOVWTRMEREE
HRYERSHOMTRERICERZEDONT, 2 THRARERRECETZ2DHDE
Eionr.
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2)

HRERIS RN ZHORKE (Photo. 7, 8) BI USRI O UMED IS
RERFEBLIVCHGFREDICHESNAZREFAMRAIBEEINT, BREE, BH,
FiLiR, FEBLVOTFTEACFAEORREEASNDITREBDONAN L. S5
2, BRSO LEMM® (Photo. 9, 10) OBETH, 100 ng/keft DKM A
(type &) , TV L7 hF UM ME, XFFo0888k, A7y 7IHETHE
BLUEI M) HBEABHBRICEREZERRBDONLEI DT,

Uz EMnS, AFZYNE2, 3—IRFIITOENIAFINOREREICEK
DH#E®O 30 BLY 100 ng/kelE THRED, S5 ICHEED 100 ng/keBF TBREED®
EHNEDOSNE. FEAGERETIIED 30 XK 100 ng/keBHETHRIBORFE LK
MEBLIUOKEOREKRoBEMARDONZ. LiEd->T, EEZEETHET 10
mg/kg/day, BT 30 mg/kg/dayE flfraniz.

A R EH
HANMBIUVUSRECHKBRYERSOEERIRDONRM 22, 100 ng/keB T
SHRENHESHACETL, ZRYELSEOEELELZONE. HRLAEALDICHEER
RN EEAD o BEBLUVEENRM UL > A BOMRTIIEEBE D L OB £ MR
KEEFREREDONT, BR, BRIGEBIUNBERERCELRERED OB,
Z0RD, FRBIPORBRIOSHREOETORRRBHETERA>=. ZOBEKDH
HHEIBBEOCEOREELADO THSIIERATEILDODREREOERRRES
fTok. TORE, EREOETIKRBAENRDON, TORRRELLTHMO
BFENOETCLS2BDEEIONE. SBBBEETRERBYORXFANER TS
L, FRERHEMCLERDERSOEERRBO S ks o, 100 ng/keB THIE
BAEK, BFHRER HERHK, HELARE BERERBLIUSBERNEEERZRLE
B, FIRLARFRBOEBEI S REBYERS EOBMERES A TREN > K.
BERRBRCBVNTHIIH TSIV b BR<BRIVAEOSRECSETFORRYE
BREOEEXTRRTIEENBONAE, LAL, THhSOMOFEYERE TR, 1F
REAK, BREABIVAFRARECERYERSOEERRO O NANS -

HER, HERBIV4BEERCRMERRDONT, HEROARCRERR
DENRDHo. Fi, FAEAROKELRET4BETIRIERCHENL, BTRBLU
HWEAODOHBR TOLERYERECLZEBRERDSNRM k.

HEDoZ EMS, AV NE2, 3—ZRF>TOEENIATFINOHEOETEIZRE
EITEER 100 ng/ke/davi# SR KV BFEHNORTICEET A LEI 5N S ZHEE
OETARDON, BEEED 30 ng/kg/dave Wi, HoEBIIERETES
BEBRBROBERENSIE 100 mg/kg/dayiR SICE->THHS O AREERRD NN
A, HERRBOMENS 100 ng/ke/dayiR 5KV ZHRERETORZENRAD SN,
mEEE 30 ng/ke/dayEHilichiz., BEHHORE - RECRIZTEEE, 100
ng/kg/day HEICE->THRDENT, |ELRT 100 ng/kg/day S HMrxh/=.
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Table 1-1 Clinical observations in male rats Exp. No. 2798 (115-059)

Days of experiment

Signs Dose level Total
(mg/kq) 1- 7 8-14 15-21 22-28 29-35 36-42 43-46 { 1-46)
number per group 0 12 12 12 12 12 12 12
10 12 12 12 11 11 11 11
30 12 12 12 12 12 12 12
100 12 12 12 12 11 11 11
dead 0 0 0 [} 0 0 0 0 0
10 0 0 1 0 0 0 0 1
30 0 0 0 [1] 0 0 4] 0
100 0 0 0 1 0 0 0 1
normal 0 12 12 12 12 12 12 12 12
10 12 12 12 11 11 11 11 11
30 12 12 12 11 12 7 11 7
100 12 12 2 2 1 1 2 0
decrease spon.motor act 0 0 0 0 0 0 0 0 0
10 0 0 0 0 0 0 0 0
30 0 0 0 0 0 1 a) 0 1 b)
100 [+] 0 0 0 0 0 0 0
tissue-mass/subcut.site 0 0 0 0 0 0 0 0 0
10 4] 0 0 0 0 0 0 0
30 0 0 0 0 0 1 1 1
100 0 0 Q 0 0 0 4] 0
salivation 0 0 0 0 0 0 0 0 0
10 0 0 0 0 0 0 0 0
30 0 0 0 1 0 5 0 5
100 0 0 10 10 10 10 9 12
dirty hair 0 0 0 0 0 0 0 0 0
10 4] 0 0 0 0 0 0 0
30 0 0 0 0 0 0 0 0
100 0 0 0 1 0 0 0 1

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



Table 1-2 Clinical observations in female rats Exp. No. 2798 (115-059)
(Before and during mating period)

Days of experiment

Signs Dose level Total
(mg/kqg) 1- 7 8-14 15-21 22-23 ( 1-23)
number per group 0 12 12 12 0
10 12 12 12 0
30 12 12 12 0
100 12 12 12 1
normal 0 12 12 12 0 12
10 12 12 12 0 12
30 12 12 12 0 12
100 S12 12 12 1 12




Table 1-3 Clinical observations in female rats Exp. No. 2798 (115-059)
(Gestation period)

Days of gestation

Signs Dose level
(mg/kg) 0 1 2 3 4 5 6 7 8 9 10 11 12
number per group 0 10 10 10 10 10 10 10 10 10 10 10 10 10
10 12 12 12 12 12 12 12 12 12 12 12 12 12
30 11 11 11 11 11 11 11 11 11 i1 11 11 11
100 2 2 2 2 2 2 2 2 2 2 2 2 2
normal 0 10 10 10 10 10 10 10 10 10 10 10 10 10
10 12 12 12 12 12 12 12 12 12 12 12 12 12
30 11 11 11 11 11 11 11 11 11 11 11 11 11
100 2 2 2 2 2 2 2 2 2 2 2 2 2

teeth abnormality 0
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Table 1-3 -continued Clinical observations in female rats Exp. No. 2798 (115-059)
(Gestation period)
Days of gestation
Signs Dose level Total
(mg/kg) 13 14 15 16 17 18 19 20 21 22 23 24 (0-24)
number per group 0 10 10 10 10 10 10 10 10 10 10 6 0
10 12 12 12 12 12 12 12 12 12 12 10 0
30 11 11 11 11 11 11 11 11 11 11 7 1
100 2 2 2 2 2 2 2 2 2 2 2 0
normal 0 10 9 9 9 9 9 9 10 10 10 6 0 9
10 12 12 12 12 12 12 12 12 12 12 10 ] 12
30 11 11 11 11 11 11 11 11 11 11 7 1 11
100 2 2 2 2 2 2 2 2 2 2 2 0 2
teeth abnormality 0 0 1 1 1 1 1 1 a) 0 0 0 0 0 1 b)
10 0 0 0 0 0 0 0 0 0 0 0 0 0
30 0 0 0 0 0 0 0 0 0 0 0 0 0
100 0 0. 0 0 0 0 0 0 0 0 0 ] 0

a} No. of animals with clinical sign in group
b) Total of animals with clinical sign in group




Table 1-4 Clinical observations in female rats
(Lactation period)

Exp. No.

2798 (115-059)

Days of lactation

Signs Dose level Total
(mg/kg) 0 1 2 3 4 ( o0~ 4)
number per group 0 10 10 10 10 10
10 12 12 12 12 12
30 11 11 11 11 11
100 2 2 2 2 2
normal 0 10 10 10 10 10 10
10 12 11 11 11 11 11
30 11 11 11 11 11 11
100 2 2 2 2 2 2
loss of hair 0 0 0 0 0 0 0
10 0 1 1 1 1 a) 1 b)
30 0 0 0 0 0 0
100 Q 0 0 0 0 0

a) No. of animals with clinical sign in group
b} Total of animals with clinical sign in group




Table 2-1 Body weight change of male rats Exp. No. 2798 (115-059)

Unit : g
Dose level {mg/kg) ] 10 : 30 100
Before mating period

No. of animals 12 12 12 12

Mean * S.D. ( N) Mean *+ S.D. { N) Mean * S.D. { N) Mean + S$.D. ( N)

Days of experiment 1 399 =+ 9 (12) 400 =k 9 (12) 399 + 10 (12) 400 L 9 (12)

8 423 % 14 (12) 423 =+ 12 (12) 424 + 20 (12) 426 = 14 (12)

15 449 + 19 (12) 445 = 14 (12) 452 = 22 (12) 449 + 19 (12)

22 468 = 19 (12) 469 + 16 (11) 476 = 29 (12) 470 £ 26 (12)

29 491 =+ 24 (12) 494 + 19 (11) 498 * 30 (12) 491 =+ 27  (11)

36 511 * 30 (12) 515 + 19 (11) 517 1:l: 35 (12) 505 =+ 32 (11)

43 532 29 (12) 536 * 20 (11) 529 }:t 42 (12) 520 =+ 35 (11)

Gain 1-43 132 = 24 (12) 136 = 18 (11) 130 + 38 (12) 120 = 30 (11)




Exp. No., 2798 (115-059)

Table 2-2 Body weight change of female rats
Unit : g
Dose level (mg/kgq) 0 10 30 100
Before mating period
No. of animals 12 12 12 12
Mean * S$.D. ( N) Mean X S$.D ( N) Mean * S8.D. ( N) Mean * S.p. ( N)
Days of before mating 1 264 11 (12) 264 * 9 (12) 264 % 10 (12) 264 £ 10 {12)
8 273 =+ 12 (12) 270 % 12 (12) 274 % 13 (12) 272 % 12 (12)
15 285 * 17 (12) 277 % 12 (12) 279 *k 15 (12) 284 L 15  (12)
Gain . 1-15 21 % 11 (12) 12 + 7 (12) 15 10 (12) 20 £ 8 (12)
ey
No. of dams 9 2 11 2
Mean £ §.D. ( N) Mean X+ sS.D { N) Mean *+ S.D { N) Mean I s.p { N)
Days of gestation 0 296 =t 18 ( 9) 284 * 13 (12) 283 =+ 14 (11) 280 1 ( 2)
7 322 + 18 ( 9) 314 + 14 (12) 314 19 (11) 308 £ 2 ( 2)
14 353 £ 32 (9) 352 + 14 (12) 349 £ 22 (11) 335 + 3 { 2)
21 455 =k 39 ( 9) 454 + 19 (12) 449 + 31 (11) 411 £ 3 (2)
Gain 0-21 160 X 36 (9) 170 * 21 (12) 166 * 24  (11) 131 * 2 ( 2)
e e
No. of dams 10 12 11 2
Mean + s.D. ( N) Mean * S.D. ( N) Mean + s.D. ( N) Mean * S.D. ( N)
Days of lactation 0 333 42 (10) 318 * 16 (12) 326 % 23 (11) 336 * 9 ( 2)
' 345 =+ 29 (10) 333 28 (12) 338 * 24 (11} 342 £ 5 ( 2)
Gain  0-4 13 * 21 (10) 15 £ 23 (12) 11 + 11 (11) 6 4 { 2)




Table 3-1 Food consumption of male rats Exp. No. 27938 (115-059)

Unit : g/day

Dose level (mg/kg) 0 10 30 100
Before mating period
No. of animals 12 12 12 12
Mean * S.D. ({ N) Mean * §.D. ( N) Mean * S§S.D. ( N) Mean £ S.D { N)
Days of experiment i- 8 27 £ 2 (12) 26 2 (12) 26 L 3 (12) 26 =+ 3 {12)
8-15 26 3 (12) 24 * 2 (12} 26 * 2 (12) 26 £ 3 {12)
22-29 25 * 3 (11) S 24 % 2 (11) 25 * 2 (12) 25 & 3 (10)
29-36 24 2 (12) 24 =% 2 (11) 25 =% 37 (12) 23 3 (11)
36-43 24 & 2 (12) 24 3 (11) 23 =+ 5 (12) 22 2 (11)
43-45 22 £ 2 (12) 22 =+ 2 (11) 21 % 3 (12) 23 * 2 {11)
Cumulative consumption (%)—15 366 * 33 {12) 351 =% 25 (12) 360 % 29 (12) 362 38 (12)
22-45 559 =+ 55 (11) 551 =+ + 66 (12) 540 =+ 60 (10)

52 (11) 549




Table 3-2 Food consumption of female rats Exp. No. 2798 (115-059)
Unit : g/day
Dose level (mg/kg) (] 10 30 100
Before mating period
No. of animals 12 12 12 12
Mean * S.D. ( N) Mean * S§.D. ( N) Mean * S.D. ( N) Mean + S.D. ( N)
Days of before mating 1- 8 18 * 2 (12) 17 + 1 (12) 18 % 2 (12) 18 X 2 (12)
8-15 20 + 4 (12) 17 + 2 (12) 18 + 2 (12) 19 + 2 (12)
Cumulative consumption (g)
g—lS 263 % 41 (12} 241 % 17 (12) 251 * 25 (12) 263 27 (12)
Gestation period
No. of dams 9 12 11 2
Mean *+ S.D. ( N) Mean £ S.D. ( N) Mean * S.D. ( N) Mean *+ S.D. ( N)
Days of gestation 0- 17 22 + 2 (9) 22 + 3 (12) 23 + 3 (11) 22 + 0 ( 2)
7-14 22 + 5 (9) 24 2 (12) 23 =+ 3 (11) 23 + 2 { 2)
14-21 22 + 5 (9) 24 + 3 (12) 23 + 2 (11) 25 + 2 ( 2)
Cumulative consumption (g)
0-21 458 + 80 ( 9) 486 = 39 (12) 484 = 48 (11) 490 £ 31 ( 2)
Lactation period
No. of dams 10 12 11 2
Mean * S.D. ( N) Mean * s.D. ( N) Mean * S.D. ( N) Mean X S.D. ( N)
Days of lactation 0-4 26 + g8 (10) 26 * 9 (12) 30 + 7 (11) 26 + 3 ( 2)




Table 4-1 Hematology of male rats Exp. No. 2798 (115-059)
Dose level (mg/kg) 0 10 30 100
No. of animals 12 11 12 11
Mean X S§.D. ( N) Mean + S.D. ( N) Mean * S5.D. ( N) Mean * S.D. ( N)
HCT (%) 40.6 = 1.5 (12) 40.0 £ 1. (11) 40.0 * 1.4 (12) 40.4 £ 1.2 (11)
HGB(g/dl) 14.6 = 0.6  (12) 14.4 + 0.4 (11) 14.4 * 0.5 (12) 14.2 + 0.4 (11)
RBC (x10°/m) 7.95 + 0.35 {12) 7.74 £ 0.31 (11) 7.82 + 0.28 (12) 7.79 & 0.32 {11)
MCV(ﬂma) 51.1 * 1.9 {12) 51.6 £ 1.3 {11) 51.2 * 2:3 (12) 51.9 = 1.7 (11)
MCH (pg) 18.4 * 0.7 (12) 18.6 + 0.5 (11) 18.5 *+ 0.7 {12) 18.3 * 0.5 (11)
MCHC (%) 36.0 £ 0.3N (12) 36.0 + 0.2 (11) 36.1 + 0.9 (12) 35.2 = 0.9% (11)
PLT (x10°/mn’) 983 + 157  (12) 991 * 80  (11) 980 * 143  (12) 1070 * 116  (11)
WBC (x10*/ar) 12.1 & 2.8  (12) 11.6 =+ 3.2 (11) 11.4 £+ 3.7 (12) 10.2 = 2.7 (11)
Differential leukocyte
counts (%)
NEUT 13 = 4N (12) 13 £ 4 (11) 17 * IQ (12) 13 = 4 (11)
LYMPH 82 + 4N (12) g3 £ 4 (11) 78 =+ 1i (12) 83 + 5 (11)
MONO 2 + 1IN (12) 2 t 1 (11) 3+ 2 (12) 2 =+ 1 (11)
EOSN 1+ o (12) + 0 (11) 1+ 0 {12) 1+ 1 (11)
BASO 0% o0 (12) 0o+ 0 (11) o E o (12) 0 0 (11)
LUC 1+ o (12) 1+ 0 (11) 1+ o (12) 1+ o (11)
NEUT Neutrophil LYMPH Lymphocyte MONO Monocyte EOSN Eosinophi{l“ BASO Basophil LUC Large unstained cells
N : Non parametric analysis .
Significant difference from control group; *: p = 0.05




Table 4-2 Coagulation of male rats Exp. No. 2798 {115-059)
Dose level (mg/kg) 0 10 30 100
No. of animals 12 11 12 11
Mean * S.D. { N} Mean * S.D. ( N) Mean * S.D. ( N) Mean * S.D. ( N)
PT(sec.) 13.1 £ 0.3N (12) 13.0 * 0.3 (11) 13.3 £ 0.6 (12) 13.5 £ 0.8 {11)
APTT (sec.) 24.0 = 1.8 (12) 24.1 + 1.3 (11) 23.9 + 1.8 (12) 24.8 £ 3.1 (11)
Fibrinogen (mg/dl) 260 £ 21 (12) 257 + 16 (11) 275 * 33 (12) 256 * 22 (11)

N : Non parametric

analysis




Table 5 Blood chemistry of male rats Exp. No. 2798 (115-059)
Dose level (mg/kg) 0 10 30 100
No. of animals 12 11 12 11

Mean * §.D. ( N) Mean X S.D. { N) Mean . §.D. { N) Mean * S.D. ( N}
T.protein(g/dl) 5.86 + 0.28 (12) 5.92 + 0.18 (11) 6.04 j:? 0.23 (12) 6.24 + 0.27%% (11)
Albumin{g/dl) 3.15 £ 0.12 (12) 3.19 * 0.10 (11) 3.24 + 0.20 (12) 3.35 = 0.15%% (11)
A/G 1.17 % 0.05N (12) 1.17 ' 0.03  (11) 1.16 + 0.09 (12) 1.16 *+ 0.04 (11)
Glucose (mg/dl) 153 *= 13 (12) 140 *+ 14 (11) 144 X 16 (12) 143 + 17 (11)
Triglyceride (mg/dl)} 79.2 + 32.9 (12) 74.9 * 30.7 (11) 66.2 + 16.9 (12) 70.5 = 23.8 (11)
T.cholesterol (mg/dl) 58 + 12 (12) 57 + ¢ (11) 60 * 10 (12) 48 + 13 (11)
BUN (mg/dl) 11.4 *+ 1.0 (12) 11.4 £ 0.7 (11) 11.9 :t: 1.7 (12) 11.9 + 1.5 (11)
Creatinine (mg/d1) 0.69 + 0.06  (12) 0.70 * 0.08 (11) 0.70 =£: 0.06 (12) 0.63 *+ 0.07 (11)
T.bilirubin{mg/dl) 0.41 * 0.02 {(12) 0.40 = o0.01 (11) 0.40 :I: 0.02 (12) 0.41 £ 0.03 (11)
GOT(U/1) 37 + 6 (12) 39 = 38 (11) a1 7 (12) 35 = 4 {11)
GPT(U/1) 16 + 3 (12) 17 £ 3 (11) 15 £+ 3 (12) 13 = 2% {11)
ALP(U/1) 1v26 + 22N (12) 119 £ 23 (11) 157 X 107 (12) 117 + 38 (11)
Gamma~GTP (U/1) 0.5 & 0.3 (12) 0.4 £ 0.4 {11) 0.5 £ 0.3 (12) 0.4 £ 0.3 (11)
Sodium{mmol/1) 145.0 + 1.1 (12) 146.0 + 1.3 (11) 146.5 * 1.5 (12) 146.6 + 2.1 (11)
Potassium{mmol/1) 4.61 + 0.29 (12) 4.67 *+ 0.28 (11) 4.51 *: 0.36 (12) 4.97 + 0.61 (11)
Chloride (mmol/1) 108.0 * 1.3 (12) 109.0 * 1.2 {11) 109.4 4 1.8 (12) 108.4 £ 1.4 (11)
Calcium(mg/dl) 10.30 + 0.29 (12) 9.99 X 0.14 (11) 10.26 £ 0.39 (12) 10.54 * 0.33 (11)
I.phosphate (mg/d1) 6.29 1+ 0.39 (12) 6.08 + 0.33 (11) 6.39 L 0.41 (12) 6.72 X 0.73 (11)
N : Non parametric analysis
Significant difference from control group; *: = 0.05 **: = 0.01




Table 6-1 Absolute and relative organ weight of male rats Exp. No. 2798 (115-059)
Dose level (mg/kg) 0 10 30 100
No. of animal examined 12 11 12 11
Mean * §S.D. Mean * S§.D. Mean T S.D. Mean * S.D.
Body weight (g) 511 =+ 29 518 =+ 21 509 4 41 497 & 32
Brain (9) 2,23 + 0.07 2.27 & 0.11 2.24 * 0.08 2.16 * 0.06
(g%) 0.439 =X 0.028 0.439 £ 0.024 0.443 =+ 0.036 0.436 =% 0.021
Thymus (mg) 318 =+ 65 338 =+ 91 333 =+ 102 351 + 58
(mgk) 62.722 + 14.110 65.304 + 16.699 65.040 + 18.519 70.615 + 10.880
Liver (g) 15.44 =% 2.50 15.10 =+ 1.04 15.27 = 2.14 15.49 = 2.21
(g%) 3.011 % 0.366 2.918 =+ 0.167 2.988 =+ 0.204 3.104 * 0.293
Spleen (g) 0.77 & 0.09 0.72 £ 0.10 0.80 % 0.13 0.81 % 0.16
(g%) 0.150 =% 0.015 0.140 =% 0.019 0.158 0.029 0.163 T 0.028
Kidneys (g} 3.26 = 0.21 3.35 % 0.19 3.40 & 0.19 3.77 % 0.44%x
{g%) 0.640 =% 0.056 0.647 % 0.039 0.671 & 0.056 0.758 =+ 0.067%*
Adrenal (mg) 60 =+ 7 68 =+ 6* 60 L 6 68 =+ 8*
{mg¥) 11.769 =% 1.529 13.174 1.019 11.834 =+ 1.434 13.752 * 1.579%+
Testes (q) 3.50 =+ 0.25 3.40 % 0.27 3.42 * 0.28 3.52 & 0.22
(g%) 0.687 =+ 0.063 0.659 =% 0.059 0.673 X 0.067 0.711 % 0.068
Epididymides (mg) 1418 =+ 176 1387 =+ 191 1382 =+ 172 1446 =+ 397
(mg%) 277.885 £ 34,927 267.917 + 34.417 272.321 =  36.214 292.947 % 89.701

Significant difference from control group; ¥: p £ 0.05 *¥: p < 0.01



Table 6-2 Absolute and relative organ weight of female rats Exp. No. 27938 (115-059)

Dose level (mg/kg) 0 10 30 100
No. of dams examined 10 12 11 2
Mean * S.D. Mean * S.D. Mean *. S.D. Mean * S.D.
Body weight (q) 345 29 333 * 28 338 + 24 342 =+ 5
Brain {9) 2.01 0.07 2.04 % 0.08 2.00 0.09 2,03 =+ 0.13
(g%) 0.586 =+ 0.055 0.616 =+ 0.056 0.597 =+ 0.052 0.592 % 0.048
Thymus (mg) 195 £ 65 188 =+ 72 200 % 71 220 =+ 57
{mg%) 55.797 * 14.806 55.822 X 18.678 58.634 :t‘ 18.714 64.412 =+ 17.462
Liver (9} 13.34 =+ 1.11 13.08 =+ 1.69 13.20 &% 1.16 12,29 * 1.29
(g%) 3.872 % 0.282 3.918 0.331 3.911 =+ 0.167 3.587 =% 0.326
Spleen (g) 0.67 % 0.14 0.68 =+ 0.13 0.77 £ 0.17 0.67 £ 0.00
(g%) 0.195 £ 0.036 0.204 =+ 0.032 0.229 = 0.053 0.196 =% 0.003
Kidneys ({g) 2.18 * 0.19 2.27 * 0.19 2.25 + 0.23 2.49 % 0.10
{gk) 0.634 £ 0.057 0.684 =+ 0.067 0.668 X 0.058 0.727 * 0.018
Adrenal (mg) 73 = 9 g0 =+ 11 83 L 12 80 * 14
(mg¥%) 21.153 =+ 2.348 24.190 =+ 4.064 24.500 * 2.829 23.350 * 3.796
Ovaries (mg) 100 =% 13 105 =& 14 109 =+ 18 115 =+ 7
(mg$%) 29.138 =% 4.646 31.834 % 5.716 32.372 £ 5.427 33.623 = 2.553




Table 7-1 Summary of gross findings ( dead ) Exp. No. 2798 (115-059)
Sex: Male
Dose level { mg/kg ) 0 10 30 100
No. of animals necropsied Y 1 0 1
Organ Findings
RESPIRATORY SYSTEM
lung reddish - 1 - 1
thoracic cavity
hydrothorax - 1 - 0
DIGESTIVE SYSTEM
small intestine
autolysis - [} - 1
large intestine
autolysis - g - i

liver autolysis




Table 7-2 Summary of gross findings ( successful pregnancy ) Exp. No. 2798 (115-059)
Sex: Male
Dose lavel ( mg/kg )} 0 10 30 100
No. of animals necropsied 10 11 11 2
Organ Findings

HEMATOPOIETIC SYSTEM

spleen enlarged 1 -0 0 0
lymph node enlarged 0 0 1 0
thymus reddish 0 0 1 0
DIGESTIVE SYSTEM '

liver colored patch/zone 1 0 0 ]
INTEGUMENTARY SYSTEM

subcutaneous tissue

0 °0 1 0

mass




Table 7-3 Summary of gross findings ( day 4 of lactation ) Exp. No. 2798 {115-058)
Sex: Female
Dose level ( mg/kg ) 0 10 30 100
No. of animals necropsied 10 12 11 2
Organ Findings
HEMATOPOIETIC SYSTEM
thymus reddish 0 1 0 0
REPRODUCTIVE SYSTEM
ovary cyst 0 1 0 0




Table 7-4 Summary of gross findings ( non-pregnancy ) Exp. No. 2798 (115-059)
Sex: Male
Dose level { mg/kg ) 0 10 30 100
No. of animals necropsied 2 0 1 9
Organ Findings
RESPIRATORY SYSTEM
lung black patch/zone 0 - 0 1
DIGESTIVE SYSTEM
abdominal cavity
mass 1 - 0 0
URINARY SYSTEM
0 - 0 1

kidney black patch/zone




T 0 - 0 . poxaeos Asupty
WILSXS XYYNIYN

sburtputyg uebxg

1 0 z parsdoxdau sTewIUE 3O ‘ON

wwa T 0€ 0t 0 ( by/bu ) TPA9T ®so0(Q
aTew® 3 :xag

{6S0-GSTI) 86LZ -ON -dxz ( Koueubaxd-uou )} sbutpury ssoxbh 3o Kxewung §-L °T1qel



Table 8-1 Summary of histological findings ( dead ) Exp. No. 2798 (115-059)
Sex: Male
Dose level ( mg/kqg ) 0 10 0 100
No. of animals dead 0 1 0 1
No. of animals necropsied 0 1 0 1
No. of animals examined histologically 0 1 0 1
Organ Findings 2 3 T 1 2. 2 T 1 2 3
RESPIRATORY SYSTEM
lung (1) 1)
congestion - - - 1 0 - -1 0 0O
cellular infiltration - - - 1 0 - - 0 0 0
DIGESTIVE SYSTEM
forestomach { 1) 1)
hyperkeratosis - - - 0 0 - - 1 0 0
liver (1) : 1)
congestion - - - 1 0 - 0 0 o
T: tumor 1: slight 2: moderate 3: marked
=: benign #: malignant

{(): No. of animals examined microscopically at this site.

-: Not applicable.




Table 8-2 Summary of histological findings with statistical analysis

( successful pregnancy and non-pregnancy )

Exp. No.

2798 (115-059)

Male animals

Female animals

Dose level ( mg/kqg ) Am Bm Cm Dm Af Bf (o}3 Df
No. of animals necropsied 12 11 12 11 12 12 12 12
Organ - Findings
CARDIOVASCULAR SYSTEM
heart (12) { 0) { 1) {11) (12) {0) (1) (12)
cellular infiltration 2 - 0 5 1 - 0 5
HEMATOPOIETIC SYSTEM .
spleen (12) { 0) ( 1) (11) (12) (12) (12) (12)
deposit of pigment 2 - 0 5 5 6 5 12%*
hematopoiesis, extramedullary 0 - 0 0 6 7 5 1*
lymphangiectasis 0 0 0 0 1 0 0
lymph node { 1) (0) {0) { 0) { 0) (0 { 0) ( 0)
congestion 1 - - - - - - -
thymus (12) (0 (1) (11) {12) (0) (1) (12)
congestion 1 - 0 0 0 - 0 0
RESPIRATORY SYSTEM
lung (0) (0) {0) (1) (0) (0) (0) {0)
hemorrhage - - - 1 - - - -
DIGESTIVE SYSTEM
forestomach (12) (11) (12) (11) (12) (12) (12) (12)
edema 4 7 12%%* 7 0 0 0 0
microgranuloma 0 0 1 0 0 0 0 0
cellular infiltration 6 2 8 9 0 2 3 4*
cellular infiltration, lymphocyte 0 0 0 1 0 0 0 0
hyperkeratosis 0 0 1 0 0 0 0 1
squamous hyperplasia 1 1 11%* 11*% 3 2 1 5
glandular stomach (12) (11) (12) {11) (12) (12) (12) (12)
edema 11 8 8 O** 0 0 0 0
cellular infiltration 12 9 6x* 10 1 1 1 3
cellular infiltration, lymphocyte 0 0 0 2 0 0 0 0
regeneration 0 0 0 2 0 0 0 0
liver (12) { 0) (1) (11) (12) ({ 0) ( 1) (12)
infarct 1 - 0 0 0 - 0 0
deposit of calcium 1 ~ 0 0 0 - 0 0
deposit of ceroid 1 - 0 0 0 - 0 0
fatty change 2 - 0 1 0 - 0 0
glycogen storage 0 - 0 0 1 - 0 0
microgranuloma 9 - 0 8 5 - 0 8
cellular infiltration 1 - 0 1 0 - 0 0
Am: 0 Bm: 10 Cm: 30 Dm: 100
Af: 0O Bf: 10 Cf: 30 Df: 100
{(}: No. of animals examined microscopically at this site. —: Not applicable.
Significant difference from control group; *: P 0.05 **: p < 0,01




Table 8-2 -continued Summary of histological findings with statistical analysis Exp. No. 2798 (115-059)
{ successful pregnancy and non-pregnancy )

Male animals Female animals
Dose level { mg/kg ) Am Bm Cm Dm Af Bf Ccf Df
No. of animals necropsied 12 11 12 11 12 12 12 12
Organ Findings
DIGESTIVE SYSTEM
liver
cellular infiltration, lymphocyte 4 - 0 3: 0 - 1 1
bile duct hyperplasia 1 - 0 0 0 - 0 0
extramedullary hematopoiesis 0 - 0 0 7 - 0 o**
URINARY SYSTEM
kidney (12) ( 0) { 1) (11) (12) {( 0) ( 1) (12)
congestion 0 - 0 1 0 - 0 0
basophilic tubles 9 - 1 8 1 - 0 1
minerarization 2 - 0 1 1 - 0 0
eosinophilic body 2 - 0 2 0 - 0 0
tubular dilatation 1 - 0 0 0 - 0 0
cellular infiltration i - 0 0 0 - 0 0
cellular infiltration, lymphocyte 2 - 0 5 2 - 0 4
cast, hyaline 0 - 0 0 1 - 0 0
REPRODUCTIVE SYSTEM
prostate ( 2) (0) (1) (9) (-) (=) =) {-)
microgranuloma 1 - 0 0 - - - -
cellular infiltration, lymphocyte 2 - 0 3 - - - -
uterus { =) =) {-) { ) ( 2) { 0) (1) (10)
hydrometra - . - - - 2 - 0 4
ENDOCRINE SYSTEM
pituitary gland ( 2) { 0) (1) ( 9) { 2) { 0) (1) {10)
increase in castration cell 0 - 0 3 0 - 0 0
Rathke’s pouch 0 - 0 1 0 - 0 0
tubular cell hyperplasia 0 - 0 1 0 - 0 0
adrenal gland (12) { 0) { 1) (11) (12) { 0) (1) (12)
angiectasis 2 - 0 0 0 - 0 1
degeneration,vacuolar 4 - 0 3 0 - 0 0

NERVOUS SYSTEM
brain (12% { 0) { 1) (12% (12% { 0) { 1) (12)
1

perivascular cell infiltration ‘ - 0 - 0
Am: 0 Bm: 10 Cm: 30 Dm: 100
Af: 0O Bf: 10 Cf: 30 Df: 100
{): No. of animals examined microscopically at this site. -: Not applicable.

Significant difference from control group; **: P X 0.01




Table 8-3 Summary of histological findings ( successful pregnancy ) Exp. No. 2798 (115-059)
Sex: Male
Dose level { mg/kg ) 0 10 30 100
No. of animals sacrificed 10 11 11 2
No. of animals necropsied 10 11 11 2
No. of animals examined histologically 10 11 11 2
Organ Findings T 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
CARDIOVASCULAR SYSTEM
heart (10) { 0) { 0) 2)
cellular infiltration - 2 0 0 - - - = - - - - - 0 0 0
HEMATOPOIETIC SYSTEM
spleen (10) { 0) ( 0) 2)
deposit of pigment -~ 2 0 0 - - - - - = - - - 1 0 0
DIGESTIVE SYSTEM
forestomach (10) (11) (11) 2)
edema - 4 0 0 -7 0 0 - 10 1 0 - 1 0 o
microgranuloma - 0 0 o - 0 0 O - 1 0 0 - 0 0 O
cellular infiltration - 6 0 0 - 2 0 0 - 7 0 0O - 1 0 0
hyperkeratosis - 0 0 O - 0 0 O - 1 0 o - 0 0 0
squamous hyperplasia - 1 0 0O -1 0 O - 9 1 0 -2 0 0
glandular stomach . (10) (11) (11) 2)
edema - 7 3 0 - 8 0 O - 7 0 0 - 0 0 0
cellular infiltration -10 0 O - 9 0 0 - 5 0 0 - 1 0 0O
liver (10) {0 (0) 2)
infarct - 1 0 0 - - - - - - - - - 0 0 o
deposit of calcium -1 0 0 - - - - - - - = - 0 0 O
deposit of ceroid -~ 1 0 o0 - - - - - - - = - 0 0 O
fatty change - 2 0 0 - - - = - - = = - 0 0 ©
microgranuloma - 7 0 0 - - - = - - - - - 2 0 0
cellular infiltration - 1 0 o0 - - - - - - - - - 0 0 O
cellular infiltration, lymphocyte - 3 0 0 - - - - - - - - - 1 0 o0
bile duet hyperplasia - 1 0 o - - - - - - - - - 0 0 O
URINARY SYSTEM
kidney (10) { 0) ( 0) 2)
basophilic tubles - 7 0 0 - - - - - - - = - 1 1 o
minerarization - 2 0 0 - - = - - - - - - 0 0 O©
eosinophilic body - 2 0 0 - - - = - - - - - 0 1 0
tubular dilatation -1 0 o - - - - - - - - - 0 0 0
cellular infiltration - 1 0 o0 - - - = - - = - - 0 0 0
cellular infiltration, lymphocyte - 2 0 0 - - - = - - - - - 2 0 0
ENDOCRINE SYSTEM
adrenal gland (10) ( 0) ( 0) 2)
angiectasis - 1 0 0 -~ - = = - - - - - 0 0 0
T: tumor l: slight 2: moderate 3: marked
=: benign #: malignant
(): No. of animals examined microscopically at this site. ~: Not applicable.




Table 8~3 -continued ! Summary of histological findings { successful pregnancy ) Exp. No. 2798 ({115-059)

Sex: Male
Dose level ( mg/kg ) 0 10 30 100
No. of animals sacrificed 10 11 11 2
No. of animals necropsied 10 11 11 2
No. of animals examined histologically 10 11 11 2
Organ Findings T 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
ENDOCRINE SYSTEM
adrenal gland

degeneration,vacuolar - 4 0 O - - - - - - = - - 0 0 ¢
T: tumor 1: slight 2: moderate 3: marked
=: benign #: malignant

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




Table 8-4 Summary of histological findings ( day 4 of lactation ) Exp. No. 2798 (115-059)

Sex: Female

Dose level ( mg/kq ) 0 10 30 100
No. of animals sacrificed 10 12 11 2
No., of animals necropsied 10 12 11 2
No. of animals examined histologically 10 12 11 2
Organ Findings T 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
CARDIOVASCULAR SYSTEM
heart (10) { 0) { 0) { 2)
cellular infiltration -1 0 0 - - - = - - - - - 0 0 0
HEMATOPOIETIC SYSTEM
spleen (10) {12) (11) ( 2)
lymphangiectasis - 0 0 0 -1 0 0 - 0 0 - 0 0 0
deposit of pigment - 3 0 0 - 6 0 0 - 4 0 0 - 2 0 0
hematopoiesis, extramedullary - 6 0 0 - 7 0 O - 4 1 0 - 1 0 0
DIGESTIVE SYSTEM
forestomach (10) (12) {11) { 2)
cellular infiltration - 0 0 0 - 2 00 - 0 0 - 0 0 0
squamous hyperplasia - 1 0 o0 - 2 0 0 - 1 0 o0 - 1 0 o0
glandular stomach (10) (12) (11) ( 2)
cellular infiltration -1 0 0 - 0 - 0 - 0 0 0
liver (10) ( 0) { 0) ( 2)
glycogen storage -1 0 0 - - = - - - - - - 06 0 0
microgranuloma - 4 0 O - - - - - - - - - 2 0 0
extramedullary hematopoiesis - 7 0 0 - - = = - - - = - 0 0 o0
URINARY SYSTEM
kidney 10 0 ¢ 2
basophilic tubles ( 1 1 0 0 ‘ 1 - - - ( l - - - ( l 0 0 o
minerarization - 0 1 0 - - = - - - - - - 0 0 0
cast, hyaline - 1 0 0 - - = = - - - - - 0 0 o
cellular infiltration, lymphocyte - 2 0 0 - - - - - - - - - 0 0 0
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 histological findings ( non-pregnancy ) Exp. No. 2798 (115-059)
Sex: Male
Dose level { mg/kg ) 0 10 0 100
No. of animals non-pregnancy 2 0 1 9
No. of animals necropsied 2 0 1 9
No. of animals examined histologically 2 0 1 9
Organ Findings T 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
CARDIOVASCULAR SYSTEM
heart 2) 1) 9)
cellular infiltration - 0 0 O - - - = - 0 0 O - 5 0 0
HEMATOPOIETIC SYSTEM
spleen 2) 1) 9)
deposit of pigment - 0 0 0 - - - - - 0 0 0 - 4 0 0
lymph node 1) 0) 0)
congestion -1 0 0 - - - - - - - - - - - -
thymus 2) 1) 9)
congestion - 1 0 0 - - = - - 0 0 0 - 0 0 O
RESPIRATORY SYSTEM
lung 0) 0) 1)
hemorrhage - - - - - - - = - = - = -1 0 0
DIGESTIVE SYSTEM
forestomach 2) 1) 9)
edema - 0 0 0 - - - - -1 0 o0 - 6 0 0
cellular infiltration . - 0 0 © - - = - -1 0 0 - 8 0 0
cellular infiltration, lymphocyte - 0 0 O - - - - - 0 0 0O -1 0 0
squamous hyperplasia - 0 0 © - - - = -1 0 ¢ - 3 6 0
glandular stomach 2) 1) 9)
edema -1 0 0 - - - = -1 0 0 - 0 0 O
cellular infiltration - 2 0 0 - - - - -1 0 o0 - 9 0 0
cellular infiltration, lymphocyte - 0 0 0 - - - - - 0 0 O - 2 0 0
regeneration - 0 0 0 - - - = - 0 0 0 - 2 0 0
liver 2) 1) 9)
fatty change - 0 0 O - - - - - 0 0 O - 1 0 O
microgranuloma - 2 0 0 - - - - - 0 0 0 - 6 0 0
cellular infiltration - 0 0 O - - - - - 0 0 0 - 1 0 0
cellular infiltration, lymphocyte - 1 0 0 - - - - - 0 0 0 - 2 0 0
URINARY SYSTEM
kidney 2) 1) 9)
congestion - 0 0 0 - - - - - 0 0 ¢ - 1 0 0
basophilic tubles - 2 0 0 - - = - - 1 0 © - 6 0 O
minerarization - 0 0 0 - - - = - 0 0 O - 1 0 0
eosinophilic body - 0 0 O - - - - - 0 0 0 - 0 1 0
cellular infiltration, lymphocyte - 0 0 0O - - - - - 0 0 O - 3 0 o0
T: tumor 1: slight 2: moderate 3: marked
=: benign #: malignant
{): No. of animals examined microscopically at this site. -: Not applicable.




Table 8-5 -continued Summary of histological findings ( non-pregnancy Exp. No. 2798 (115-059)

Sex: Male

Dose level ( mg/kg ) 0 10 0 100

No. of animals non-pregnancy 2 0 1 9

No. of animals necropsied 2 0 1 9

No. of animals examined histologically 2 0 1 9

Organ Findings T 1 2 3 T 1 2 T 1 2 3 T 1 2 3

REPRODUCTIVE SYSTEM

prostate ( 2) ( 1) { 9)
microgranuloma -1 0 0 - - - - 0 0 O - 0 0 O
cellular infiltration, lymphocyte - 2 0 0 - - = - 0 0 O - 3 0 0

ENDOCRINE SYSTEM

pituitary gland { 2) { 1) { 9)
increase in castration cell - 0 0 0 - - - - 0 0 0 - 3 0 0
Rathke’s pouch - 0 0 o0 - = - - 0 0 0 - 1 0 0
tubular cell hyperplasia - 0 0 0 - - - - 0 0 O ~ 1 0 0

adrenal gland { 2) ( 1) { 9
angiectasis -1 0 0 - - - - 0 0 O - 0 0 O
degeneration,vacuolar - 0 0 o - - = - ¢ 0 0 - 3 0 ¢

T: tumor 1: slight 2: moderate 3: marked

=: benign #: malignant

(}: No. of animals examined microscopically at this site. ~: Not applicable.




Table 8-6 ' Summary of histological findings ( non-pregnancy ) Exp. No. 2798 (115-059)

Sex: Female

Dose level { mg/kg ) 0 10 30 100
No. of animals non-pregnancy 2 ] 1 10
No. of animals necropsied 2 0 1 10
No. of animals examined histologically 2 0 1 10
Organ Findings T 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
CARDIOVASCULAR SYSTEM
heart { 2) (1) (10)
cellular infiltration - 0 0 o0 - - - = - 0 0 O - 5 0 o0
HEMATOPOIETIC SYSTEM
spleen ( 2) (1) (10)
deposit of pigment - 0 2 0 - - - = - 0 1 0 - 2 8 0
DIGESTIVE SYSTEM
forestomach ( 2) { 1) (10)
cellular infiltration - 0 0 o0 - - = - 1 0 0 - 4 0 0
hyperkeratosis - 0 0 0 - - - - - 0 0 O -1 0 0
squamous hyperplasia - 2 0 0 - - - - - 0 0 O - 4 0 O
glandular stomach { 2) { 1) (10)
cellular infiltration - 0 0 0 - - - - - 0 0 0 - 3 0 0
liver ( 2) (1) (10)
microgranuloma -1 0 0 - - - - - 0 0 0 - 6 0 0
cellular infiltration, lymphocyte - 0 0 0 - - - = - 1 0 0 -1 0 0
URINARY SYSTEM
kidney { 2) ( 1) (10)
basophilic tubles - 0 0 © - - - - - 0 0 0 -1 0 O
cellular infiltration, lymphocyte - 0 0 o0 - - = = - 0 0 0 - 4 0 0
REPRODUCTIVE SYSTEM
uterus { 2) { 1) (10)
hydrometra - 2 0 0 - - - - - 0 0 ¢ - 4 0 O
ENDOCRINE SYSTEM
adrenal gland { 2) { 1) (10)
angiectasis - 0 0 0 - - = - - 0 0 0 - 1 0 0
NERVOUS SYSTEM
brain ( 2) { 1) {(10)
perivascular cell infiltration - 0 0 ¢ - - - - - 0 0 0 -1 0 0
T: tumor 1: slight 2: moderate 3: marked
=: benign #: malignant

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




Table 8-7 Cell type and number in semineferous tubules of rats at VIl stage
of spermatogenesis during the dosing period

Exp. No. 2798 (115-059)

Dose level (me/ke) 0 100

No. of animals examined histologically 12 1

Spermatogonia type A 14.9+ 2.3 12.8x= 2.9
Preleptotene spermatocyte 175.5+21. 8 177.8+10. 8
Pachytene spermatocyte 270.4+£15. 9 272. 4+£13.2
Round spermatid 597.7+46. 0 568. 0+28. 0
Sertoli cell 71.8+14. 8 70.1+12. 2

Each value represents mean=xS.D.



Table 9 Copulation and fertility results in rats Exp. No. 2798 (115-059)
Dose level (mg/kg) 0 10 30 100

No. of pairs mated 11 12 12 12

No. of pairs copulated 11 12 12 12

No. of pregnant females 9 12 11 2

Copulation index (%) 1) 100.0 100.0 100.0 100.0

Fertility index (%) 2) 81.8 100.0 91.7 ! 16.7%*
Estrus cycle (days) 4.5+ 0.5 (12) 4.5+ 0.6 (12) 4.4+ 0.5 (12) 4.6t 0.7 (12)

(MeantS.D.)

1) (No. of animals with successful copulation / no. of animals mated) x 100
of animals with successful copulation) x 100

2) (No. of pregnant animals /
of animals observed

Values in parentheses are expressed no.
Significant difference from control group;

no.

0.01




Table 10 Findings of delivery in dams(FO0) Exp. No. 2798 (115-059)
Dose level (mg/kg) 0 10 30 100
No. of dams observed 10 12 11 2
No. of dams delivered live pups
10 12 11 2
Duration of gestation 22.6 x 0.5 22.8 + 0.4 22.7 £ 0.6 23.0 £ 0.0
(Mean *5S.p.)
No. of total corgé)ra lutea 195(19.5% 3.6) 233(19.4% 2.4) 212(19.3% 2.2) 31(15.5% 0.7)
{Mean S$.D.)
No. of total 1mp]:.tants 166(16.6F 2.7) 200(16.7% 1.9) 184(16.71+ 1.86) 24(12.0% 2.8)
(Mean S.D.)
No. of total pupgtborn 152(15.2% 3.3) 176(14.7% 2.6) 160(14.5%& 1.6) 18( 9.0F 1.4)
(Mean §.D.) :
No. of total liv?tpups born 151(15.1+ 3.3) 174(14.5% 2.9) 160(14.5E& 1.56) 18( 9.0k 1.4)
{Mean S.D.)
Male 66( 6.6+ 2.5) a) 85( 7.1+ 3.0) 79( 7.2+ 2.5) a) 9( 4.5+ 0.7)
Female 85( 8.5+ 2.7) a) 89( 7.4 2.5) a) 81( 7.4+ 2.5) 9( 4.5+ 2.1)
Sex ratio (Mean +S.D.) 0.88+ 0.46 1.10% 0.57 © 1.15%+ 0.65 1.17% 0.71
No. of total livefups on day 4
{Mean
Male 61( 6.1+ 2.6) 82( 6.8+t 2.7) 76( 6.9t 2.5) 9( 4.5+ 0.7)
Female 81{ 8.1 2.4) 83{ 6.9t 2.8) 77( 7.0k 2.8) 8( 4.0 1.4)
No. of total dead:é)ups born 1( 0.1+0.3) 2( 0.2%0.6) 0( 0.0%0.0) 0( 0.0X0.0)
(Mean $.D.})
stillbirth 0( 0.0k0.0) 0( 0.0%0.0) 0( 0.0x0.0) 0( 0.0%0.0)
cannibalism 1( 0.11+0.3) 2{ 0.21%0.6) 0( 0.0%0.0) 0( 0.0%0.0)
Gestation index (%) 1) 100.0 100.0 ‘ 100.0 100.0
Implantation index (%, Meanis D.) 2) 86.0+ 12.1 86.5%t 10.2 87.5+ 10.0 77.94+ 21.8
Delivery index (%, Mean *+ § .} 3) 91.0%+ 7.8 88.0+t 11.3 87.0t 5.0 75.7+ 6.1
Live birth index (% Mean:tS D.) 4) 99.3+ 2.1 98.5+ 5.2 100.0% 0.0 100.0+ 0.0
Viability index on day 4 (%,MeanX $.D.) 5)
Male 90.24 17.8 97.61+ 4.5 96.31+ 6.4 100.0% 0.0
Female 96.1t 5.1 92.3% 13.7 93.51k 12.9 91.7+% 11.8
1} (No. of females with live pups / no. of pregnant females) x 100
2) (No. of implants / no. of corpora lutea)
3) (No. of pups born / no. of implants) x 100
4) (No. of live pups born / no. of pups bora) 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



Table 11 Body weight change of pups(Fl) from rats Exp. No. 2798 (115-059)
Unit q
Dose level (mg/kg) 0 10 30 100
No. of litters 10 12 11 2
Mean + S.D. ( N) Mean * S.D. ( N) Mean * S.D. { N) Mean * §.D. ( N)
Male E
Days after birth 0 6.5 £ 0.8 a) (10) 6.6 + 0.6 (12) 6.9 + 0.5 a) (11) 7.3 &+ 1.0 { 2)
4 9.6 * 1.7 (10) 8.8 £ 1.2 (12) 10.0 £ 1.2 (11) 10.5 £ 2.2 ( 2)
Female :
Days after birth 0 6.2 £ 0.7 a) (10) 6.2 £ 0.5 a) (12) 6.5 =+ 0.5 (11) 6.9 £ 1.2 { 2)
4 9.1 * 1.9 (10) 8.3 & 1.2 (12) 9.6 £ 1.1 (11) 10.1 £ 1.9 ( 2)

a) Excludes live pups died before observations




Table 12-1 Summary of gross findings of pups(Fl) from rats(sacrificed) Exp. No. 2798 (115-059)
Sex: Male

Dose level (mg/kg) 0 10 30 100

No. of pups necropsied 61 82 76 9

Organ . Findings

HEMATOPOIETIC SYSTEM

thymus thymic remnant in the neck 1 1 1 0

URINARY SYSTEM

kidney dilated pelvis 0 1 0 0




Table 12-2

Sex: Female

Summary of gross findings of pups(Fl) from rats(sacrificed)

Exp. No.

2798

(115-059)

Dose level {mg/kg) 0 10 30 100
No. of pups necropsied 81 83 77 g
Organ Findings

HEMATOPOIETIC SYSTEM

thymus thymic remnant in the neck 1 2 2 0
DIGESTIVE SYSTEM

liver white patch/zone 2 0 0 0
URINARY SYSTEM

kidney dilated pelvis 0 1 0 0
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