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EH
B LY E OB F I E 2579 5 /- %, Hydrazine, monohydrate @ 0
(B OFEFHKDOARIRE), 2, 6 BXLIX18 mgkyday & T v b DAELH]
14 B2 5EHM, IEMRBLUOMWE 3 BHE TEFBHE DRSS L,
A58 - RAENCRIFTHEEZRS L.
1) #HEM (FO) ICRIFTH
WERMERESEDOEEEEZSNIETEHYNHED 18 mykg BT 2 HlIE
BRIk BEBO—WREOELEL T, HHED 6 mgkg LA LD 58
TIHREB S UHED 18 mg/kg B THRIENBIR I N,
AEBIUEEETIY, #O 18 mygkg 3 THREWIIZHS ML ERD
BIUERBENRD SN, 51T, HO 18 mykg B TIIHEBRYER ST
K DEREEMIHNED 5Nz
RHEZRETIY, #0018 mgkg B THER I UENR, HD 6 mgkg #T
g, BEBLVBBERNSEZ R, SR TIIFBOBRE, MR
ETIRFBOEF LR I VBIBOBREILE (FHEE) BHO 6 mg/kg PL E,
FEUT 18 mygkg HOMHTEHEI NS, F/=, #IZHL TIE 18 mgkg
BCOLRBICHT2EELRE I N
2) EEAEEN
REREBLUZHEICHBYERSOBEEITIFED SN, L,
D 18 mg/kg B TIIRKER, IF - RIBICHTH2HEEANBD SN,
FERONFZMRETIE, #BYERSOEBLEEZOSNZEEITIRED LN
o, HEBRDEKERILTIE, 6 mgkg HTHE 4 B OKENMH &
HEEEMERL, AEO4A%K 4 AEFERBBEFERERLE.
HERBLUHE 4 HOJFRTIE, HBRWERSOEELEZONLEY
FTREFED S N7z,

BLE®D T &M S, Hydrazine, monohydrate O 6 mg/kg/day LA EDIFEIZED

BEBERE U TR L DITHENEREZ 2N, # O 18 mgkg/day 5 T
REENNEB I CEBHEEBOERTIRD Sz, REFRETIINRS X

ORI Xt U1 D 6 mg/kg/day LA_LC, BT UMD 6 mg/kg/day UL E
BELUHD 18 mg/kg/day TEENRD 6Nz, > T, AHAREGHTICH

V% Hydrazine, monohydrate D EMITH T HEEEBEIIME LD 2
mg/kg/day &EFHIEF N7z,

ATEREICRIT T RE L U T, i T3 Hydrazine, monohydrate @ 18 mg/kg/day
DG TITFIRMEFSF DA TIRE T H O BB E 1T 6 mg/kg/day I Nz,
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—, EOEFERICIIERIIRD S NT HEZEEIT 18 mg/kg/day &I
Nnrz.

REMORLE - BFICKITTHEE L L T, Hydrazine, monohydrate O 6
mg/kg/day THHE 4 H ORENMEEERZRL, £E 4 BEFREOETD
RHOLN, MELET 2 mgkg/day SIS N/,
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Hydrazine, monohydrate I33&VETT I Z R D RIEICE AT EREBDRE T,
TOSAFy I BEIUVTLORIEHE], BE, BEREOEERERELTH
WHENTNS.

BEEHDBEEITDNVTIE, BOBEIZK S LDs BT AT 83 mg/kg,
Zv b T 129 mgkg EHRESN, BEHEICOVLWTIE TABIZHLTSBES
SHBUENHDEEZOCNDIWMET, TOMMNELENICT5 Tidiz WY
B L THAEEEAZRFFBEESZESTHEHAEINTNVS.
Linl, £EEHICET58|EISA<, 46, OECD KL 2HRFLFWE
DEZEEFBRIZE 2B HAEEE O —]R & LT Hydrazine, monohydrate D
R - REBHEIIOWTRELAZDTEORREHETS.
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13. BB B XU HIE

13.1.

13.2.

B
Hydrazine, monohydrate (CAS No. 7803-57-8, U
Lot No. HiFE 100.15 wt%, 73T 8 50.06) I1JEAFZHORAETH

U, FABETERYEREECEHASE THRAEL 2. Hydrazine,
monohydrate Z 3281 U 7= #5813, Reference data 1 iIZ/RL 72, #EBMWEIIE
AKX RS RIFRZETIE, Lot No. OL8ON, 1A73N BXL T ID74N)
CERL, ARLE. BRYEOEREKPTOREMN, 01 BXU30
mg/mL QBEIZDOWTREE, WK (4°0) RET7THRRETH B Z
EMNYLE I —RBMOHTITIN—TICBNWTHERINTYS [HBBE
5462 ( 115—152 )].

BEROBEST, MERAERBIUVEKRARBICHEYLZ2TORR
HOBKGHRIIDWTITo %, TORRER, XoRBEIZH LAEFREF T 0.2
~91.7%, EMARIET91.5~93.9%DHHE TH-7= (Reference data 2).
P- T, BERIIZFIENMERD L 7 OAF O NEFINTWAI L%
BEERL /=

BERTHICEETIEA LU ZHBRMEIIDOWT, BT THS Lk
B, #EI399.68wt%THD, HBMERIRSEHMMEFEZETH- 2 &N
HEFR S N7z (Reference data 3). #&5MIX7 HIZ 1 EHELERARL, &E5F
THREFNCRELE.

EREMB L UOHESRE

BRI, BEFy—NX - UN—B(ASHENBALZER 8 BHBD
CD(SD)IGS [SPF] RM# > v FEFERH L7z, BALZEYIL 7 BRRE -
BMLEAT L 721%, GAEHBB LU —RIRNEIZREIRD SN0 272HD
*FiEEEICBIT L. '

B, IREE 24+3°C (ZEHMHE : 23.5~24.5°C), 1IE 55+20% (ZEAE : 51
~73%), MEEE 15 B R, BE 150~300 lux, FREARGRD 12 MR (9
il 7 BT, R 7 BFIEAT) KWRESNIENY T VAT LD 505 BEHEE
(W57xD100xH25m, 1425m°) TRAFLZ. HXEHEREHY—
E2OBEKGERFABTHEFERL, 7VIIENHE - KATF L AMBAT
r— (W15.8xD23.8xH160cm, HAEY— « A= 6017 cm®) 1T
BiE 1L OWRELERTLE. BU, HIZsCEHSEES, 7V S -
KATF LV AMBEEY— (W368xD250xH16.0cm, fAFE— -
AR—A 14720 em’) IZINAE L. 1R 18 BUBROBBMIIME 4 BE T
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13.3.

13.4.
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TV EEIH-KAT > VARBETE 7 — (W36.8xD 250 xH16.0cm)
WIHE L —BXUBETF v+ =)V A - UN—HKAESHBEOREDME (F
>T7L—=0) ZEANTEHEFLK.

FE S — WA 1 |, FGEEERI3HE 1 ERI]L .

RN, T I IVERTEGRASHEEED CRF-1 ERER (BT
BB ; Lot No. 010307, 010501) ZfEAL, MEMMFEHICERS
V7. 8K, KEKZERGAK S XNV X0 BEICIBRI /2, ®E LU 88
B I VIKIZIZ Reference data 4 BX N5 IR U< BRERICSfE 2309 7]
HEHEDEZ 5 NDHRMMOEER o7z,

1€-> T, AEHEF, T FOEHEEIIEEZREILELEDNIREE
KOEIZ 72 m-o 7=,

BT - BT

OIS BICRIE - BB THE 8 AMOFHEEAFTHR ORI
10 B Tiro7z. AL, BEIESTRENC 8 HREIOEAMBERZTY, IE
BERERPEET28MERSTICANE.
HOTEOBHOEEIIRSVTHRAOEMESDZFIIEED 20% L.
WIZNE>TBY, BA/TRTIFOKEIL, #T354~409g, T 202~
242 g DHETH /-, REFBAOEKELZ D EICEIMEL, EIEAME
BIZED 1 HUZOHMES RIEERD 2T, B 0ROEBHOMINIT
BNIIRBSRBIUVHNESEZ AR T LA P LHYERES
(Animal ID-No.) #Dl}7z.

BL, BRImMETREBYESICIDERL L.

RFEM IR AL O REIE TR/,

BRER, BHER, R5HEBBIUHREHE

0,3, 10, 30 B L 100 mg/kg/day D& THEHE L /= Hydrazine, monohydrate
D 2 EMKR S FRABRESEZIIRE L. TRAROHER, 100 mg/kg/day
ETIIHREG S HETIKME S B EFIAIELT H D WNITHETEIRESL/RD, 30
mg/kg/day %5 THIRXGSHAMOEF ITHE T 5/6 6, BT 1/6 FINFELL .
FEZERE LU TIE, 30 mgkg/day LA L DIRE R THEE, MK, S 5ITK
Hd, BEEOEYD, IR TIIMEEECEKTRERAS M aFEHEZEN
BRIk, - T, FEB T FHARIIARXRSHRNERINS Z
EEEEL, 18 mygkg/day FEAEEL, TR 3 THRL 6 BLU2
mg/kg/day & ERE L7z,

RERI&IT, OBCD iA K54 2 421 THRRINTWLRIRERRITHELT
G EE e AR DA
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13.5.
13.5.1.

13.5.2.

13.5.3.
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BEREIT, KE 100 g47=0 10 mL &L, XEHBLUOXELHHFD
MR T, EERNCBIE LB EEICEDOWTER L. £/, 1FIRN
B L OWEMBET oM, TR0, 7, 14, 20 BLUVEE O BIZEIEL
FREENEEICEDOWTER LA, BE5EKIE, BV oF2B0WTER 1
@ (7 8,38) 8:35~12:00 IZHBHFEOE U/, SIEEICISEH HREK
DHZE/’EL .

RSN, #IIZTERAT 14 BiE & QBRI 14 BREIB X OB T
20 A DEERE 48 Hid & Uiz, REVIACECAT 14 BE & RBARIH (& 14
ARD BIUREHIMTRAMZBL THREORE 3 HET 40
~45 HRE) & L7 KERARIOHMIIAZAAR®E TR 24 BRIOEL 52
B&E LUz, F/-, ZEBMRAELS U WEEIZER 25 HOMEIEIHET
(40~46 HfH) &L=,

BRBIURE

—ARIRRE DEIEE

HgED, 2FICOWTHERNRTER 2B E FHRBIZ1ED 70,
REPLIUVRCOFEZILELL.

KE
#3551 (5B E), 8 15, 22, 29, 36, 3B LN49 8 (FMH)

ICHIEL, #5175 49 BETOEKEENEEZREHL =,

MIRES 1 (B5E%E), 8BXU 15 BiCAIEL, 5 1725 15HET
DHEERMEZEHL . KERTRILOMIZENLIEORE 22, 29, 36,
43, 50 BLXUS3 HITBEIEL . E£, KERILEOMIZ, TiEo, 7, 14
BLU20 8BiZ, KL F RIS 48 (H&A) ICBEL, F
NENFROMNS 20 HBLUBTFONS 4 HETORERMEZEHL
7z. BIRIIEFRIE PG2002-S (A FZ— -+ hLR#) 2FWTITW, i
U7, FREEICOWTIIRERRICHEEL -

EBHE
HIZHE5 1 (5B HE), 8, 15, 22, 29, 36, 43 BLUN49H (HzEE)

HEBEBZREL, BEENSARDOBEBETOEEREZRKDOFH 1 HE
HEZBEHTZLEBHIRE 125 1SHBIUHEE 270549 BETO
AEBHEEZEH LU, I3RS 1 GR5AH), 88X 15 BICEE
BEREL, AN ROBEHETOREEEZROTY 1 AREEZE
BHTAHEEBIFELE I NS ISHETORRBREHEHEZEH L. XED
FRIL U7z o 7= 13 N LA DR S 29, 36, 43, 50 BLS52 HICHEERE
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13.54.

13.5.5.
13.5.5.1.
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ZRIEL, MIEEMNSKROBMEBE TOEEREROFTHY 1 RBHELZE
MU Fi, BRI L3k, 7, 14 BL02 Bz, 7L
FHREEOBLN4BIREEEABIEL, BIEANSROBMERETO
BEEZROEY | HREERZEHTOILEDIEKRONS 20HETO
REEEBEEH L.

HEITETEKFE PG2002-S (A MF— - ML R) 2HNTITW, &L
7o, aB, XEHEDOREEMIIBHEELRIE LS 7z.

i

RECIIACECRT 14 BRI O RAMEBIR 2T oL RBENOBE 1 ¥ 1 Th
2 ERE®EREIE, ¥, BERELBERTOBTFHERZ - TXE
R &L, TORZEEFROA &E L.
HERBEIIRRRII A ETITY, RIEWL S ROFEEHE TOMO B
R HEE UTEaERAeER L. £/, BAMERERPOR
EHE (4 £7135 BUAOHAERD) HIEE [(REHBRZRTHE
W BRESYE) < 100) ZEHL .
RERERNSEHIIDWTREER ((RRRIEBYER. FEEEWED x 100]
ZEHL.

B R 1S L U 4 R DB

RRDEBR

TIREIMIIE TERS RSB/

HARDREFIZ O RIREOBIRZTo k. SR OMREITE 20,5 25HD
4RI 9~10 BF D RITITVY, T ORFRMBICOMAE T L TNWDH T & ZHRL
FEMBL UL RERALZEMIABRETETES, TOHZWE O
HEU TR0 ZBECOGEZRBLEZERI3EBIZWEOREL
J=. E£7z, FEHE (FFEOROFERHEMNSHEIEOHBOEAREZHMUH
¥), ZHRE [(ZHhRamE / TERIEHME) < 100], HEER [(£8

PEMERIEIRMEBO < 100], FERE [GERER MTREEE) x 100],

DGR [(BHEIRE FEREL) x100], HAER [(MEE B/ HBHE
VEE) x100] 2EHE U/, TR 25 BOFRT 9 B T RD A 5720
g4 (Ehi%ES 2008, 2107, 2108, 2301, 2303, 2304, 2305, 2306, 2308,

2309, 2310, 2311, 2312) FRIEMHEEIL, ZEREOED SNBZWVES (B
M 2008, 2107, 2108), WEIRARILEHEL . WE 4 BIZHEYI
RIEMEIL, BARBLUVERERZHARABRNICEEOFTEZFN.
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13.5.5.2.

13.5.6.

13.5.6.1.
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H4R (F1) O
R, HEREK (EFRAIETR) 20X, HEROERZ2HEL, 4
b (/M) ERHUE. £k, ARBREOFEREHEN. £k, H4ER
DEER, HWE 0 BLY 4 BIZHEREEICEFRIE PG2002-S (A b
F— - hLEf) ZHEWTRIEL, 1 EOMMRTHEEZERL -
HARIIEE 4 B2z I—F)VRE T THROEZETE S, 5 - A3
OARBMBIRZTo k. £, WERRAGORTCRIET T D RRICEEL,
BE - BBORBMNEREERLZ. iz, HAERD 4 A4EER [(HE
4 HAERE HEERE x100] 2BHL .
IR FRRE

HMRBLUSEER
B TIEIEYONE, O, £ BXUEERE, B8, MBI UEHDOH
B U, MolE, BEEBSINEEBRESTORR, HROBEMPLIUVEE
EREL. EEBEEICDNWTIE, BicEEEZIVWRELE.
STORARMEEIZDNT, I, KEX, BIRLEREFLL.
BEERI, BEEERRNTHEBRFTPEIO (AT — - ML R 2H
WTHRIEL, TORIEZEHFL -,
OIET-E
T EY (BHES 1301, 1302) IIREBESITESIL .
Mg, B, g, g, BE ST, BRERBIURIIRZE 10 vol % HEE
BRI I, BRBIUVRELEZ 77 KRR TRIEEL#, 10
vol% RHEAEE R)L~ ) HRICESFE L /-,
Qe
48 AR/ LG LZEH, T—FI)VRE T TROZEFLEIE, BE - @O
RIENEBREZ{To /%%, Mg, g BB, 12E 3%, SRBIUBE
HAEEZPIEL, BREER - AEL (MMEER) 2/ 5NEFEBXU
BEEENSERHLE. 4, 2oV THRIE, B, FiE BR B
B, 2%, HE NEBIXUVARTREEREVSRD ON-BE - flx
10 vol % HFEARE RV ) RIC, BRBIVEE LEZ T T VKK TH]
BE L7, 10vol%HHFE R~ ICEE L 7.
@ BRI L It
BE 4 BICT—T VB F CRINERIEE |, BE - O NIRMERZ
To71%, KRz, FFIE, B, e, IBEBLIUNMRERZAEL, By
EBEBEONARERIVEBBEEENSER L. 2, 28HIcDONT
fohg, B, g, B0 e, 2%, P, 78, ERLUVARTRER
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ENROONLEE - % 10 vol s PHEEFH R CRICEELE.
2B, HRFICEARBIUEREREZRAN.

@R DORAL Lizmo 7zl (BhE S 2101)

52 BREREOREA, T—7I)VHER T TRILEELSE, HBE - HEORN
BHBREIToE, QIRLEETOEESRE 2 FHRKICEEL .
QEARSKDRD SN WEE (BihES 2008, 2107, 2108, 2301, 2303,
2304, 2305, 2306, 2308, 2309, 2310, 2311, 2312)

IR 25 BiZ, T—F)VHETF THROZEFEEE, BE - BEBORIENE
RETH12%, QIWRLEZTOEERE 2 FMRICEE L /2. BRENR
DHENRWES) (BNHES 2008, 2107, 2108) WHITIRAMRI EHIEL 7.
@EBRTORDH SN (BB S 2302, 2307)
EFERETORTELZIEIBBVEREINZBICI T IVFEE T THROE
HILXH, BB - HEBOREMNWBEZEZiTo %, OQILRLELETOEES
BEZRABICEELL. 28, IRFICEARBIVEREREZHN.

13.5.6.2. AEHBERE
TRICZET 2RI ONWTREEBFREEEBL -
MEBIXEIRICE > TSN T REMERTNT 7 4 DU FE/EH
L, ANIhFIJ-2FP 0@ LE BRIIEZTFE Y —TEKL,
FREOREE, BEIIDOWTRELE.
O (FHES 1301, 1302), 2RETEY (B1#E S 2302, 2307)
PBIUEYR 25 BEROIEIRIEE (B14F S 2301, 2303, 2304, 2305, 2306,
2308, 2309, 2310, 2311, 2312)
2EERE.
OWEIR% AL X BTz
WRBEEERAEBEHOSE 5 6 (BhEFS 1001~1005, 1303~1307) OEH
EBRERIVTNLUNORERELMERM BRBIUBER LK B8YES
1010, FFiE : Eh4&ES 1203, 1206, 1308, 1309, 1312, LfE : B4pES
1311, BRAR : W& = 1206, K& : EH4HES 1112, 1201, 1208).
@B AR L 7 It
MEBEITAER (FREF TR 1 ADBRISEYRWIN D) O
5 (EiE& S 2001~2005, 2201~2205) OEBEEHREBLIRTNLUND
B m AL (B - BhES 2105, HEBLURE  #ih&E S 2009).
@RXRBDORIL Lo - (E4pES 1101, 2101)
LEEFRE.
OittrzE R S Ehaho i (&S 1008, 1107, 1108) B X UMLIR
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13.6.
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RS OB (Bhdp&EE 2008, 2107, 2108)
2EERE. '

Fim, QP LUVRIIODNTIIRIER L UFIRIC BRI E RS OEENED
Nz, EBICOVWTESHTORELZERL /.
2B, BRICTDWTIZIPAS AT FFIU BRABIUATY FFI U -

CIFTURBLER, ARIFIY L IA P UREELATREFRE

BRZEL, FETEY (BHES 1301, 1302) 2BE PAS- AT hF Y
REFEXRTETEREY L 7)) (VMEEEV Z2RELAD.

HEET IR

HE, REHNE, BEE, ZREHE, FHEEAY, S48, FREXK,
IR, HERE, FEERE, ML, FKRE, HER HBR SRR
BERBEAER, HERDO4HEFRE, BEBEBIUVHERNERIIDVWTIIEE
HBIAR T, JRAIC Bartlet OENHREEEBLZ. F0HOE
A1 Dunnett DL EHLBRTE P THRB L ERESRMOAZEERTE L.
Bartlett DS ERE TAEH DB BT Steel DIRTE Y THERB L LS
HREOEEEZRELZ.

HER, TEREBIUZBREBIZIDOWTRX*REZBWE.
REMBAMRRE, IRFARPBIVHFEEEBIIRORERIZDOVTIZ
Fisher D EEERREIETRE L7z,

REBHBFT RO EREOHEEMNED SN RII-% M1, +1 & (24,
+2 % 131, +3% [4) IZEID HTT Mann-Whitney D UREZEREL /=.
A BI/KYET Bartlett DS ERTEICDOWTIE 5%, FOMOREIL5%B X
D 1%DHEBANRE TERL /.

BL, #tRB$MEN 1 BIIDZ 2HALUTOERE, FEERERTOARNS
7z,

728, HEAMAPOHAERICET REIT 1 BEAZDOFEE 1 XL
L THE L.

-16- .



Exp. No. 5461 ( 115—151 )

14. BB R

14.1.
14.1.1.

14.1.2.

BEY (FO) ICRIZTHE

TR LUV~ ARIREE (Table 1-1~14, Appendix 1-1~14)
FECEINHED 18 my/kg B TR G 14 B LT3 BIZE 1 B (EnFES 1301,
1302) @BHLHNIZ.

~MREDOEILE LT, HTIIRIEN 2, 6 BITN 18 mgkg BETH 1 41,
A 6 BLU 18 mygkg TEFNEN 1 BIUSFICEE I N 251z,
HIEMN 18 mgkg BT 1HICEBRINSZ. F/7, EEBHYWO 1 HIICIIER
S EATIICE D PEIREIER X 31, FET0T 5 3 FRERTD 5 13 BESEREE 1B
HBLEEEZONAABREDLHED SN T,

ZOft, BEN2, 6 BLUNI18 mygkg HTENTN 2, 3BL1 4, I
EN2, 6BLV 18 mgkg HBTENETN2, 2BXU1 6, HIKH 2 myke
BT20icBEINLEDY, REEENS BRAREHOT(LEHEL /2.
MTIIREHEZBEUT, BEMN2, 6 BXWN 18 mgkg B TENTN2, 5
BXU6H, MEN6BLU18 mgkg BTEFNTN 2 BLU 7 FlicHR
Tz BICEERAFMTIIEORMA 6 BLTU 18 mgke BT 1B XU 11
B, Eifn, BFREEE T B X HEIRED 18 mg/kg BT 1 FHIER AN,
T/, 18mgkg B TRHEF O BICE2BRETEYMN 2BICERIN-.
WEBRMEHREH TEZ<BDONTEROF T, RIFIZMD 18 mgkg BT
BEHHZWEEABRREI N/, HoRSH TIIFSHEARIZ 1, 26
ORBMTHolk. MEIIRE 7T HEZBE-ENLSBEINMSED, BEICHE
LU THRERBS#EL T, BoERARCED SN-ERH M,
6 mykg HTIIEIR 14 HOADERENZHEBRTH D BREHIRELTH-
7o, 18 my/kg B CTREEHITHIR 13 BEI S B ICE > TERAHEN
TWi=.

ZTOM, SENKEEEET1H, BE 2mgkg BT 14, HENKMEBES
KT8 mgkg BT 1 HIL4 4], HENAHEBEHBLIU I8 mgkg B THE 1
#l, RS 18 me/kg BT 1 PRSI 117208, RIVFEEN S BRE
AEHOZE S FIBTE .

{KE (Figure 1~2, Table 2-1~2-2, Appendix 2-1~2-2) |

BT, ABREITIEX 18 mg/kg BTG 8 ALK 36 H £ THRESD, ®’E
3 BLUY4 BIZIBBFEEZRZRDSNZVHODOEEHERNED 5N, 1§
15 49 HOKREEMEBEBEZRL .

METIE, FERBEITIHEA 18 mg/kg 3 TR 20 BICIRERFED 5N, FIR0

-17-
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M5 20 BOREREMEbEEZRL L.

14.1.3. BfEE (Figure 3~4, Table 3-1~3-2, Appendix 3-1~3-2) -
T, HBICH AN 18 mgkg BHTIRG 1205 8 BOYIg 1 HEEEN
KiE, #5825 15HOFEE 1 BEEARICEFEZIEDSNZVDHO
DIEEERPNRD SN, %5105 1ISHEOREBHEELERELZRL .
IR BRI LE R 18 mg/kg B THIE 14205 20 HOF 1 BEGHEN
KiEZERL .

14.1.4. FRIBHRE

14.1.4.1. 23EEE (Table 4-1~4-2, Appendix 4-1~4-2)
BT, MEEEICHA 2 mykg #H#TIRFBRLUEBOMESERIEME,
18 mg/kg M TIIMIROEEENEME, HiK, BEBIBEOHEMEREN
HiEERLE.
METIE, MBREICHAN 2 mykg B THEBOHEMEE, 6 mgkg ¥ THIES
FUBRBOEREES IVHAEENWTNOEEZRL L.
2B, MHEED, 2mykg B TIIHMEROADELTHY, EERITIZ
BHONRENRDENTWRNI 05, BREIORELEEZIHSNHIHE
BYEESICL DB EITHW Lizho/k. BD 18 mykg BTROLN
FRHREBOBESIVEREMEROEMEICDWTI, AEDEEICE
RLUEELEEZ SNz,

14.1.4.2. FIMRFTR (Table 5-1~5-6, Appendix 5-1~5-2)
18 mg/kg HTHED 2 HICERD SN TEY (BER 1301, 1302) O
HIRRTIE, DIBRORSE, MEIEO/NME, Bk, FREOMEXP X UK TS
O 14 (BES 1302) 2, foFRELN 2 FICEHEINL.
SHEMEE LTI, DIBOBKD 18 mgkg BT 14 (BES 1310,
FFIB DM BN 6 BXTN 18 mgkg BTENFI 1 BXU 24, FHBOR
BB XA 18 mgkg BT 3 FlICERE I Nz, £oftl, FAEOBEAER,
XK, ¥E8 (GAD BLIUREEE GERD onEb, FIRBOBRXEX
VEBORENBRINN, HBHTOHRDONLFIRDDINITHEER
ICHAEBHEBEEMHDBRVWEREEMOMMATSHS o k.
MEHRIUN 2mygkg HT1BXU 24 (B)ES 1008, 1107, 1108) 1T
RSN ITIRE R S B 2 H T, R GRAD O/NBYER2
i, FIRORENR, RS L UNEE LEONLR 2 mgkg D 1 HITE
gank.
MEERE, 2 BL V6 mgkg HOWH 4 BICEHEMBGH LTI, FFlEOB

-18-
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B/ X%, BRORKE, EEOREBLIVEDRENHEHMBEMNZ4£D
THREMIZERIN.

REDI L7207z 2 mg/kg BEOEHES 1 4] (BhES 1101, 2101) T
id, REMRBEEINRMN /.

ERD IR DR 5NN 5 77 18 meg/kg BED 10 5T, FIBR DEEHEHT 3 41,
FigOK LD 6 B, FEOABMRABRLUIEOARAETHRENE 2 4z
BRIz oM, FIROKRER RKERLUVBEEH. XK, BEORE
B, TEORBEHERLUVUEBORENEESICERI N,

FMEBE T 14 (FHEF 2008) BE U2 mgkg B T2 4 (BHE S 2107,
2108) 12388 B NFIFEARRI OME T, FIROF#HBEZAG B L OTFE
DHNEEHEED 2 mg/kg BOZFNFN 1 FIICBERI N,

ERETCORD SN 18 my/kg B D 2 41 (Ei¥hEF 2302, 2307) T,
FFigE D H &3, KN 2 FlCERE N, £/, FRBOKAaLBIUEBE
B REAE 1 HITREI N .

14.1.4.3. #H#EFTR (Table 6-1-1~6-10, Appendix 6-1~6-3)
18 mg/kg BDIET- B (E4FERE 1301, 1302)- TIF, -LIEO M2 (Photo
D, LEFEE, DHNEEER K UEHMEL (Photo2), BBOBMEBERES
FUVBEILE (FEE), WROSEBBLUVERE, EEOFEN 16 (8
WER 1302), RISLAROVU Z/SEREMN 151 (BpES 1301) ITEBRIN
7. 2B, TR THBORKFER NN, #EBRETIIREFRRIIA
BN Mho Tz,
LRFATCORDSNTMED 2 | (BihES 2302, 2307) Tid, BEROE
FibE (hZE), FEOEZE (Photo4), FEOHREEMIEH LB I UTF
EONMERENL2E, FEORBERBLUVBIBO ) > NEKEEM 1
FHCER N,
1R 25 BEIR TIHIROMRE I N/ 18 mgkg O 10 FITIE, BEBEOAZE
it% (F%E) (Photo 6) BLUTFEDIHELINLH, FEORBRBEK
55, KEROZERE 2 41, FFEOFRMEERERL (Photo7), RIKEIE
(Photo 8) BLWNAZFEMNZFNEFN, 2 BXU3H, BEOEMFRAE
FEMi{t (Photo 9) BLUE, EOH MPB L UOANEILE, KEOERER
W& 1R I N,
EIRZ AL S B E T, BIROBRLE (REEIIFERE) NN EHE,
2, 6 BXIV 18 mgkgHTENENS, 5, SBIUSHIEERINL. &
26 BLU18 mgkg B TIIHEEORENZTNEN 1 BLU 5 HZE
5N, MBEIZHAN 18 mgkg HTHERRERBTHo7. 517, HIE

-19-
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DOREIERE LD 6 BLUN 18 mgkg BTENTI 1 BLU 241, FFED
INFIZEREDS X BERE, 2, 6 BLUN18 mykg B TENFN2, 3, 1BLU1
FlicBgIN. FoM, MBEOMNEN, BEORMEIFERL, BT
MER I WA RMEETHILE, BROBMESERED I UREMEEE,
FEB HAOER T, FIIROY 2 NEKEME, S oEEt, BREREOY
ONEBMBLIVEREEEREBIUVEEOERERNEBBEMLEZ R
FTIEM, BEEIDNIIBREEICERIN. £/-, ARFROEY
WA (DIEOIEX) 2% U TOROOHIER S X U RERA 18 my/kg
BHT16 (EES 1311) BRI,

BN U7t TI, FFBOEREB X ONPRBEIEH L 6 mykg HD 1
% (EBES 2201) ICBRINZ. Tof, BEOCOAZELE (BF) B
S OB N, FFEO/NAZEER L U ED, BEOBR, TEOLK
BIFZ, REOERERBIVCEOEENARICEERS, HREEHS D
ERECERINE.

REDRIA LN 7T, BBORRILE (BE) A, FiK
DINAFEB X VEIBOEREENHICEEIN. B RICIIEERN
RidBBvonanoi.

SRBETIHBRIS 2mgkg H#T2HICRDSNFIRZRILS BN
7B I OEIRRRI QM TIE, B#E2FAICMBORRILE (BE) 18
BaNn/z. iz, BETIERRROBEHEZHNLA, BROBMEEAN 2
mgkg B T2 6], BEELEOEEFIAHETE 16, BTELHN 2 mykg
BT14l, RiROY ONEREBEAER TS 1 flicEiga k. TEF
EONBEIIENTEE T 1 flICBER I N, MITIE, FIEO/NRZEEIT
1, FFIEOFHIREAE, B > /BB M TR H D WIT S
HicERINZ.

MEEBEB LV 18 mgkg BOTIRERIL I B-HS S FIOBEBEIIDNTA
F— VI~ VIDHEHIE D £ R HB S 2 BIE L 7k R, FEHMIR (type A),
TVL T T O MERRE, NF7 CORERMR, MEETRRBLUE
IV UHIRBREIIWITN O R EEEBE THoZ. 1B, 2mgkg B TR
RBOBILUiaho = (BYES 1101) KRIT2E L RMEKEEEE
A IR BOR LR EENB NN 7. IFRE R X B2
Mol 3 FIOH (BhipES 1008, 1107, 1108) 1IHEBFEICH B O
EVEHRLTHBY, BTHAIINORERARTETH 7.
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14.2.1.

14.2.2.

14.2.3.
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ERREEEN

KRB L USEHEE (Table 7, Appendix 7-1~7-2)

R 2 mgkg D 1 AT RILTRRERIL01.7%, OB TIIWTND
100 Tholz. ZRRITHEHRBLL 2 mgkg BT 1 BLU 2 FIASRIIYE
T, ZRBIZFNEFNIIT BLU81.8%, DB TIINT IS 1002 TH -
7.

HRMBRERTIZ, REUAN (4 /235 BUA QR Z2RTEmn
28X 18 mgkg HT 1 BXU3FRDH SN, BREAARRBELRICE
R oNT, FEERMICO R R EREE & OMICEIRR
S5NRno7z.

5% B X UEE (Table 8, Appendix 8, 10)

18 mg/kg BETIIMEIRE 24 BL U 25 BIZH 1 HITHGHRINZH, W
NHBEHDSNZRIEI BV 2 A2 TRBEINTED, FHFEIERAMIT
245 H, HERBIUHARIEDIZ0%E/2o7. £, 18mgkg HOD
BERENL 69.2%, FBEIL274%THo7z.
ZTOMDOBEFHTROHRBIIREIZIZED SNk, UL, HEH
IZEER 6 mg/kg BETHIAROEH 4 HEFRMEBZRLZ.

FERDOEE, FEBXUHIURPTR (Table 9, 10, 11-1~11-2, Appendix 9,
10, 11-1~11-2)
FEROARRETIE, BHED 6 mgkg OB T 1 FITRD LN,
FEZLTI, WHEOBITIIHEHEL 2B L0 6mgkg HETERERZDOLHN
Mo 720, WE 4 HTIE 6 mg/kg B THEME & BICIKERMZRL .
HEHMGRORCIEOHRTIE, BRIBAITRBBEOHK T 14, FiEORE
BREB I UBIRREEEL 6 mgkg HOR—EEOH 1 fITRD 5N
(Table, Appendix IZIZ7RL TWan),

HWE 4 HOFMRTIE, EEOFREH XA 6 mgkg BOMT 2 6], #T
BHNCEIEE N, WTIIABIRREMEML 2. £of, BEILK, K
BYLR, SME, BERBIUVEMESEOMNBRS I UMED 6 mgkg #T
HEMSHDWTDBHICEHEEI N,

21-



Exp. No. 5461 ( 115—151 )

15. EEBL0HHR

15.1.

HEW (F0) CRIFTHE

HD 18 mykg B THEINZ 2HORTE ML, WINOEBRMERS
DOFBEELEZ SN, RTEO 1 HIIE, SR OBORENBRR X
N, THUTHESHEBITR U TOEome, OHEE, DABEREBL T
ML BRI N, S5, BETH2HAMPS—RREOR{ILELT
JEIE (BREORRE, RTHBORE) MNRBICLGEBICIEND, HR
RRHICHRADBERINTVD L LB ET 5L, ERE L THEREENRED
Nrz.

—BIREDEILE U THEEIN/TERTIE, MO 18 mykg # TORERES
SO D 6 BETN 18 mykg B TOREDN, REHED I OMSERMAN
SHBRYWERGOFELIEZI SN, 51, 18SmgkgBHTIANTND 1
BITOTIRBHBNHETEHE, HTEM, EREHETBIHRENHR
SN, BERMERSICLIEMOERERETIENEZSA SN, £,
D 18 mgkg BT 12 Fl9F 11 HIICRRMBPICEAKRENZEOHmI,
fREFFOTEDRENSFETHEZICEEL =EbEEZ 5N,
RKETIE, #D 18 mykg B TIRE5HABRUBREMENRD SN, HEHFEF
OHEEMBLEEZERLZ. FITRE 1S BETRAERDIED 51,
AN HEBRMERSICLDEREEMIEHES A 5N, —F4, HO 18
mg/kg B TI3ITIR 20 H OEEB L QTR P OAFEME O KEHFE
HENZN, CORTIREEICHRENETL TN >EZIENS, #HER
WMEBRSOREEIILHRERELITHE Laho .

BEETIE, #0O 18 mgke B THREWMO 2ARIKENRD 5N, #
BYERSOREEEZ SN, O 18 mykg B TIIEREICEEN
RBOLNEDHOD, HERMERSOZEMHMTE R . KEBIY
BEBOEN S, AERMEIHICH L TIREEENS 2 ABEE TIC
BKEERITT EEZ SN,

REEME T, I, BES I UMRIE THBRDERSOFENIREIN
2. Thbt, BEEBOEILELT, HD 18 mgkg B THIER LI UE
O ERIEE, MO 6 mykg HTHIEBS X UBRBEENSM@ZRL
7. 3B, FEBIUERBREEOSMEIL, 28 BREZ/SHEMHRRTD 10
mg/kg LA EDRS THHEICERDH SN TS, FRICDOWTIE, S
D 6 mgkg BRI UMEHED 18 mgkg HTREVERIN, MEBFTREL
TwhERA1L (# ; B0, B EEE) Bk, 512, o
18 mg/kg B THINE D BIKEIE, WD 6 BE T 18 mykg 3 THIEOFE)

22~
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HEIN, #BRYBEOREBICHT2EENRRINS. BREIZDOWTI,
FRTIEEBMERSOXBEEL SNAHFRIZRED SN ho 7. 15
METIE, 8D 18 mykg B TRIEBOEMEMEICBIT B 1 H1I2
WOLNZDATHDN, FEOEHLRRICHEBMERSOREEEE X
5Nz, BIRIZDWNTIE, SR TH DT /NEUENRD 5N DH
THol. LArL, HBERETIIHD 6 mgkg HBXUMHED 18 mgkg
HTHBOARZELE (PEE) PERIN-. WHEEBICEREEOHEBRN
mHHN, 28 HREKEHBRTHEHEINTWA I E0S, BFIMHEM
ZRRTOHEBRYERGOREEZEI 5N, MDD 6 mykg B TIIRIKIC
T BEHEMNEZREBEDSNZNbO0, BIBEEBOS IR S DDk
BYERGICLOEEETEL /.

T, HOD 18 mykg HTIERBFLBORAMN 1 FITIAH 208K
N, MABFRE LU THREBREB I CLHERMERD 5. JETEYICE
BEINLLBOELLEERET D&, HBHEOLRBICH T 2EENRE S
niz.

728, BROBBHEERE, MIROEBESIUVERVECHYEZIIMD
18 mg/kg BHICEHE SN/ INSOFMRIIEBRMERGFOEMICL DR
WWERLZ 2 RMRELEEZ SNz, o, BRIN-HRBIUOHE
WEFRIZERRLEHORLEEZ SN,

FEEBB IV 18 megkg BOBRIZDWTEBLZBETERY T 7ILICB
TAEME OB LEMREKERELLE A, #BYERSOEEIIR
LNEMo .

LA E®D Z &5, Hydrazine, monohydrate @ 6 mg/kg/day LA E DR 51T LD
BEBEIRE U THER & DITREIRE S 11, # O 18 mg/kg/day %5 Tl
EEENIEBIVBHEECE THAZED SN, REERETHFER L
DI 3 U TR D 6 mg/kg/day LALET, BRBICH L TIIHD 6
mg/kg/day LA LB L HD 18 mg/kg/day TEENRD LN, H->T, &
BRSMF I BT D Hydrazine, monohydrate DRENMICXHT 2 EZE BT
M & B 2 mg/kg/day & FIBTE 37z,

R EEN

SEEH R, REBRES LI UVZRECHBRYBERSOREIRD SNAN -
oo SEMERMN 2 BKV 18 mgkg BT 1 BIU 3 FICEEE N, 2
mg/kg BD 1 FIB I 18 mg/kg HD 1 FHIDWTIIFERILEA 10 BIE
EHRWTRDBITREE X SN, 18 mykg HOXD D 2 HHIZDWTIL,
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6 HBWVITT HOFMMNRD SN, EHICHEASEKUMFI 1m0
ROLBNERERAPTHAZIENSHALS M BRYERSORE LT
HITE Mo 72, RO LN 7 2 mg/kg BOM#IZ DNTII,
FIEFRETHRENRELRZEDSNT, TORERIZAS M TERNS
7z
SIRFFERR TIE, *HREE, 23;U6mM@ﬁTMEa Ttk L BEILE
DHENREMN o . 18 mykg B TIEENR 24 BELU 25 HIZENFN1HITR
REVHERSNEZDFORZR BB EL, BDI NS DEMYIIEIEET
EE L7z, D 18 mykg B ORBEM TIIAGIZERD S NN o7,
PEIR 25 HOER TFEBICEKRED DWIIRBYVRO S NUFERL TWhE
T EDHERINE (FEOHMBRETIE, BIERD L UEIREENEHE
N, —MRREOELE LT 18 mgkg B TEHEINZEOHNE2ZEE
T5E, HRYERSICIXIEBTERANREDLNZ. TS5 OEHMNS,
18 mg/kg B THRERINE 2 BETIIVWTRBAFREL THHEN
Mo AN E <, FOLEDIIBRBINTZHDEHEIN .
FHRE P KUV 2 mg/kg B THEIRFRRI & HIE S Nzt OEHIZDNT,
FEZRETIEIHEYMICERZRETSFAIRED SNz, —4A,
BT, REFRETHEAIORERED/NEN2F), BB EADO/NEYED 2
mgkg BD 1 FlICEHE I N, HEFERETEIRBREOEMESE, BRLAK
DEFRLHDVIIEEFIBERINEZIENS, INSNREIRAEILD
FRRERBSZEZEZ SN, LML, HBEBIU 2mgkgH TORBAT
HDZEMNSERARIIZHEBRHERGICEEORWERER ML /.
MEROHNERETIE, 6 mgkg HTHBENMEEINLS, 1 HlOHD
RIFATHDIENSHEBYBBREGOREBLIIEZZ M o7, /-, 6 mg/kg
HTWHE 4 HOMBAENMEERNZRL, £% 4 BEGFRHREZRL
TWBIENS, HBRYERSICEZRFTMRNEDN.
FEEIROTHRTIT, BBYERGICERT2:EZ5N2EREIIZD LN
oz, WE4HOERTIE, 6 mgkg HOM TREDKEH,KIHD
HIMMNFERIZEIML 208, BRIZTETH D g ERs & OBESES
HWrTELZMND T
FTOM, HIRFARBIUEREICKBYERSOEBIIRDLSNT, £
é%@&%éhhémygﬁifimﬁ B8 HEARK, LIV
HER W38 s Nizho /.

oz &Ens, £HEEICRIFTHEEEL T, M T3 Hydazine,
monohydrate @ 18 mg/kg/day D5 TIIHTIRHEFF N RA[RETH OV T EE
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I3 6 mg/kg/day EHIWTE Nz, —, HOABREICIIERIIRDLNTHE
FEEII 18 mg/kg/day SHIBTE N

BEMORE - BEICRIETHEEE LT, Hydrazine, monohydrate @ 6
mg/kg/day THREBNPEERB I VEFEOERTHRO LN, HFPEE
13 2 mg/kg/day & FIMTE Nz
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16. & Xk
1) BEEBEAN, “BRERENTIMOZDOBHEET NS, VI YLy

Ak, B, 1994, pp. 15-20.
2) K, KOBAYASHI, EEZEGAEFHEE, 42, 125 (2000).
3) M, YOSHIDA, J, Japanease Soc. Comp. Stat., 1, 111 (1988).
4) R.G.D. Steel, Biometrics, 15, 560 (1959).
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Clinical observations in male rats

Table 1-1

Total
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Dose level
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Total no. of animals with clinical sign in group
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Table 1-1 -continued Clinical observations in male rats Exp. No. 5461 {115-151)

Days of experiment

Signs Dose level Total
mg/kg) 1-7 8-14 15-21 22-28 29-35 36-42 43-49 { 1- 49)
loose stool 0 0 0 0 0 0 0 0 0
2 2 0 1 0 ] 0 0 2
6 1 2 0 0 0 0 0 3
18 0 0 0 1 0 0 0 1
swelling 0 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 ¢ 0
6 0 0 0 0 0 0 0 0
18 0 0 0 0 1 1 0 1
irregular respiration 0 0 0 0 0 0 0 0 0
2 0 0 0 0 0 0 0 0
6 0 0 0 0 0 0 0 0
18 0 0 0 0 0 1 0 1
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Clinical observations in female rats
(Before and during mating period)

Table 1-2
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Clinical observations in female rats
(Gestation period)

Table 1-3
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Exp. No. 5461

Clinical observations in female rats
(Gestation period)

Table 1-3 -continued
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Clinical gbservations in female rats
(Gestation period)

Table 1-3 -continued
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Clinical observations in female rats
(Gestation period)

Table 1-3 -continued
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Clinical observations in female rats
Gestation period

Table 1-3 —continued Exp. No. 5461 (115-151)

Signs Dose level Total
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Table 1-3 -continued

Clinical observations in female rats
(Gestation period)

Exp. No.

5461

(115-151)

Signs Dose level Total
(mg/kg) { 0-25)
salivation 0 0
2 0
6 2
18 7
mucous stool 0 0
2 0
6 0
18 1
decrease spon.motor act. g 8
6 0
18 1
vagina! hemorrhage 0 0
2 0
8 1
18 11
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observations in female rats

{(Lactation period)

Ciinical

Table 1-4
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Table 2-1 Body weight change of male rats Exp. No. 5461 (115-151)

Unit : g
Dose level (mg/kg) 0 2 6 18
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 80 £ 18 (12) 379 £ 17 (12) 380 + 17 (12) 380 £ 17 (12)
8 399 £ 21 (12) 395 £ 23 (12) 391 £ 21 (12) 363 £ 28%¢(12)
15 417 £ 27 (12) a7 = 29 (12) a1+ 23 (12) 368 £ 45%+(11)
22 438 £ 29 (12) 442 £ 34 (12) 433 £ 29 (12) 389 & 43%(11)
20 465 £ 32 (12) 469 + 40 (12) 459 £ 35 (12) 417 £ 42%%(11)
3 482 £ 31 (12) 483 + 44 (12) 475 £ 37 (12) 437 £ 1% (11)
43 496 £ 31 (12) 500 £ 47 (12) 493 £ 39 (12) 454 + 47 (10)
49 509 + 32 {12) 516 = 49 {(12) 512 = 40 (12) 467 + 52 (10)
Gain 1-49 129 + 24 (12) 137 = 38 (12) 132 £ 30 (12) 85 £ 40* (10)
Significant difference from control group; ¥ p=0.05 *¥:p =00
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Table 2-2

Body weight change of female rats

Exp. No. 5461 (115-151)

Unit . g
Dose level (mg/kg) 0 2 6 18
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 1 222 11 (12) 221 = 10 (12) 222+ 10 (12) 222 &+ 12 (12)
8 226 £ 17 (12) 225 £ 14 (12) 225 £ 13 (12) 218 £ 16 (12)
15 238 =+ 17 (12) 235 £ 17 (12) 237 £ 15 (12) 232 £ 16 (12)
Gain 1-15 17+ 8 (12) M 9 (12) 6 7 (12) 10+ 1 (12)
Gestation period
No. of dams " 9 12 12
Mean *+ S.D. ( N) Mean = S.D. (N) Mean &= S.D. (N) Mean = S.0. (N)
Days of gestation 0 243 = 20 (11) 244 + 13 (1 9) 245 £ 18 (12) 237 £ 20 (12)
7 2713 & 24 (1) 274 £ 21 (9) 275 £ 20 (12) 267 = 21 {12)
14 305 £ 26 (11) 307 & 23 (9 308 &£ 24 (12) 288 + 23 (12)
20 374 £ 33 (1) 3£ N (9 379 & 32 (12) 299 & 23%(12)
Gain 0-20 132 £ 21 () 137 + 16 (9) 13 £ 18 (12) 61 = 19++(12)
Lactation period
No. of dams 11 9 12
Mean * S.D. (N) Mean + S.D. { N Mean * S.D. (N) Mean = S.D. (N)
Days of lactation 0 290+ 26 (M) 27 & 27 (9 296 = 28 (12) -
4 302 £ 34 (1) 306 £ 28 (9 304 £ 23 (12) -
Gain 0- 4 12+ 14 (11) 19+ 10 (9 7+ 12 (12) -
Significant difference from control group; *:p = 0.05 **:p = 0.01



Table 3-1 Food consumption of male rats Exp. No. 5461 (115-151)

Unit : g/day
Dose level {mg/kg) 0 2 6 i8
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 1-8 24 + 2 (12) 25 + 3 (12) 23 + i (2) 19 *+ 3*k(12)
8-15 25 * 2 (12) 26 * 2 (12) 24 = 2 (12) 21 =+ 6 (11)
22--29 26 = 3 (2 27 = 2 () 27 = 2 (12) 27 3 Qn
29-36 26 2 2 27 £ 3 (12) 27 + 2 (12) 28 *+ 4 (11)
36-43 27 & 2 (2) 28 = 3 (12) 27 %= 2 (12) 29 *+ 4 (10)
) - 43-493 27 & 2 (2 28 + 2 (12) 28 = 3 (12) 28 £ 3 (o)
Cunulative consumptlon1£?)s 380 £ 28 (12) 351 33 (12) 331 £+ 20 (12) 281 = 59*% (11)
22-43 715 = 57 (12) 740 = 59 (11) 734 £ 56 (12) 770 £ 82 (10)

<
[4)]

Significant difference from control group; *'p =0 *:p = 0.01
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Table 3~2 Food consumption of female rats Exp. No. 5461 (115-151)
Unit @ g/day
Dose level (mg/kg) 0 2 6 18
Before mating period
No. of animals 12 12 12 12
Mean + S.0. (N)  Mean = S.D. (N}  Mean * S.D. (N}  Mean * S.0. (N)
Days of before mating 1- 8 16 £+ 2 (12) 16 & 2 (12) 16 % 1 (12) 15 %= 3 (12)
cumutative consumpt ion %55 18+ 2 (12) 17+ 2 (12) 18+ 1 (12) 18 3 (12)
1-1 234 =+ 29 (12) 232 24 (12) 243 & 16 (12) 230 = 36 (12)
Gestation period
No. of dams 11 9 12 12
Mean = S.D. (N) Mean + S.D. (N) Mean + S.D. (N) Mean = S.D. (N)
Days of gestation 0-7 21 * 2 Qan 21 + 3 (9 22 + 2 (12) 22 * 3 (12)
7-14 22 £ 2 Q1) 23 = 3 (9 24 &= 2 (12) 23 2 (12)
Cumulative consumpt i 14—%0 24 = 3 (1) 23 *+ 2 (9 23 = 3 (12) 21 3* (12)
ption (g
- 445 £ 43 (11) 448 49 (9) 455 £ 45 (12) 444 = 41 (12)
Lactation period
No. of dams 11 9 n 0
Mean = S.D. (N}  Mean = S.D. (N)  Mean * S.D. (N} Mean = S.D. (N)
Days of lactation 0- 4 27 *+ 8 N 33 + 6 (9 27 *+ 301
Significant difference from control group; ¥ p =005 **p =00



Table 4-1 Absolute and relative organ weight of male rats Exp. No. 5461 (115-151)
Dose level (mg/kg) 0 2 6 18
No. of animal examined 12 12 12 10
Mean = S.D. Mean * S.D. Mean X S.D. Mean £ S.D.
Body weight {(g) 509 + 32 516 + 49 512 & 40 467 = 52
Thymus Emg 348 * 70 355 + 59 328 * 85 255 + 71%*
mg%) 68.253 + 12.670 69.621 = 14.162 64.807 X 19.530 55.368 = 17.740
Liver &g) 16.63 & 1.88 15.58 + 1.99 16.25 £ 1.91 16.64 *+ 2.16
gan) 3.262 = 0.233 3.014 £ 0.127* 3.171 £ 0.228 3.568 & 0.264**
Spleen Eg 0.81 = 0.10 0.76 + 0.10 0.77 X 0.08 0.79 + 0.10
a%) 0.158 = 0.018 0.147 = 0.018 0.150 = 0.016 0.171 = 0.024
Kidneys gg 3.34 0.3 3.07 = 0.35 3.28 0.36 3.55 =+ 0.39
a%) 0.656 *  0.053 0.595 £ 0.033* 0.641 £ 0.052 0.762 = 0.059**
Adrenals E g 53 + 8 59 + 9 56 =+ 10 53 + 6
mg#) 10.337 £ 1.477 11.420 &+ 1.963 10.882 £ 1.781 11.564 £ 1.723
Testes ggg 3.18 = 0.71 3.08 = 0.65 3.57 *+ 0.15 3.46 %+ 0.13
g%) 0.624 = 0.131 0.598 += 0.128 0.701 +  0.063 0.749 £  0.096*
Epididymides émg} 1216 + 195 1154 % 221 1308 =+ 134 1245 =+ 84
mg¥) 238.433 £ 32.308 224.420 = 44.654 256.804 * 32,163 269.592 = 33.550
(%) {Qrgan wej?ht / bod¥ weight) x 100
Significant difference from control group; *1p = 0.05 **: p = 0.01
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Table 4-2

Absolute and relative organ weight of female rats

Exp. No. 5461 (115-151)

Dose level {mg/kg) 0 2 6 18
No. of dams examined 1 9 12 0
Mean * S.D. Mean * S.D Mean *+ S.D. Mean =+ S.D.
Body weight (g) 302 £ 34 306 + 28 304 23 -
Thymus g 224 *+ 96 213 + 104 243 * 55 -
72.831 * 26.652 68.120 + 26.784 79.880 + 16.865 -
Liver Eg;/ 11.92 + 2.10 12.91 = 1.84 12.35 + 1.04 -
) 3.928 £ 0.408 4.212 £ 0.394 4.077 £ 0.19 -
Spleen E 0.56 % 0.09 0.64 = 0.16 0.71 + 0.12* -
a%) 0.184 = 0.020 0.208 = 0.035 0.232 £ 0.030%* -
Kidneys % 1.81 + 0.17 1.98 =+ 0.16 2.09 = 0, 14%* -
g4) 0.602 = 0.033 0.647 = 0.036% 0.691 £ Q. 039** -
Adrenals E 73 = 14 72 + 9 71 *+ B -
a%) 24,199 * 3.407 23.841 + 3,923 23.395 £ 2.290 -
Ovaries é 108 % 25 98 + 15 104 =+ g -
mgt%) 35.646 T  6.942 32.420 ¥ 5.710 34,505 F  3.599 -
(%) (Organ welght / bod¥ weight) x 100
Significant differen rom control group; ¥ p =000 *:p =00
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Table 5-1 Summary of gross findings ( dead, male )

Sex: Male

Exp. No. 5461 (115-151)

Dose leve) ( mg/kg )
No. of animals necrapsied
Organ Findings

CARDIQVASGULAR SYSTEM
heart nodule

HEMATOPOIETIG SYSTEM
spleen smal |

RESPIRATORY SYSTEM
lung reddish
thoracic cavity
hydrothorax

DIGESTIVE SYSTEM
liver enlarged

INTEGUMENTARY SYSTEM
subcutaneous tissue
edema
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Tabie 5-2 Summary of gross findings { sacrificed, not copulation and non-pregnancy, male )

Exp. No. 5461 (115-151)

Sex: Male

Dose level { mg/kg ) 0 2 6 18

No. of animals necropsied 12 12 12 10

Organ Findings

CARDIOVASCULAR SYSTEM

heart hypertrophic 0 0 0 1

DIGESTIVE SYSTEM

liver brown patch/zone 1 0 1 0
pale 0 0 1 2
red patch/zone 0 1 0 3

REPRODUCTIVE SYSTEM

testis smati 2 2 0 0

epididymis smafl 1 1 0 ]

ENDOGRINE SYSTEM

thyroid gland hypertrophic 0 0 1 0

INTEGUMENTARY SYSTEM

skin alopecia 0 1 2 1

Significant difference from control group; : P=0.01
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Tabie 5-3 Summary of gross findings { sacrificed, female ) Exp. No. 5461 (115-i51)

Sex: Female

Dose ievel { mo/kg ) 0 2 6 18
No. of animals necropsied 1 9 12 0
Organ Findings
DIGESTIVE SYSTEM

liver white patch/zone 0 1 0 -
URINARY SYSTEM

kidney cyst 0 0 1 -
INTEGUMENTARY SYSTEM

skin alopecia 1 0 0

tail loss 1 0 0

Significant difference from control group; ¥: P<0.05 **: P=0.00
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Table 5-4 Summary of gross findings ( not delivery, female )

Exp. No. 5461 (115-151)

- —
(o= ]2

Sex: Female
Dose level ( mg/kg )
No. of animals necropsied
Organ Findings
HEMATOPOIETIC SYSTEM
thymus atrophic
DEGESTIVE SYSTEM

fiver pale

red patch/zone
white patch/zone

URINARY SYSTEM

kidney scarred

REPRODUGTIVE SYSTEM

uterus diiated lumen
reddish

vagina reddish

INTEGUMENTARY SYSTEM

skin alopecia
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Table 5-5 Summary of gross findings ( non-pregnancy, female )

Sex: Female

Exp.

No. 5461 (115-151)

Dose level { mg/kg ) 0
No. of animals necropsied 1
Organ Findings
DIGESTIVE SYSTEM
fiver hepatodiaphragmatic nodule 0
REPRODUGTIVE SYSTEM
uterus dilated {umen 0




Table 5-6 Summary of gross findings ( all pups died, female )

Sex: Female

Exp. No. 5461 (115-151)

Dose level { mg/kg ) 0 18
No. of animals necropsied 0 2
Organ Findings
DIGESTIVE SYSTEM
liver brown patch/zone - 1
pale - 1
white patch/zone 2




Table 6-1-1 Summary of histolegical findings (

dead, male )

Exp. No. 5461 (115-151)

Sex: Male

Dose level ( mg/kg ) 0 2 6 18

No. of animals necropsied Q 0 0 2

No. of animals examined histologically 0 0 0 2

Organ Findings

CARDIOVASGULAR SYSTEM

heart {1}
thrombus - - - 1
degeneration of myocardium - - - 1
endocardial thickening - - - 1
fibrosis - - - 1

HEMATOPQIETIC SYSTEM

spleen (2)
atrophy, white pulp - 1
deposit, pigment - 1

thymus (2}
atraphy - 1
karyorrhexis - 1

REPRODUCTIVE SYSTEM

prostate (2)
cellular infiltration, lymphocyte - - - 1

INTEGUMENTARY SYSTEM

skin {1
edema - - - 1

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

. Not applicable.
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Table 6-1-2 Summary of histological findings ( dead, male ) Exp. No. 5461 (115-151)
Sex. Male
Dose level { mg/kg ) 0 2 6 8
No. of animals in?tially in study 0 0 0 2
No. of animats necropsied 0 0 0 2
No. of animals examined histologically 0 0 0 2
Organ Findings T1 2 3 T 12 3 T 1 2 3 T 1 2 3
GARDIOVASGULAR SYSTEM
heart (1}
thrombus - - - - - - - - - - = - -1 0 0
degeneration of myocardium - - - - - - - - - - - - -1 00
endocardial thickening - - - - - - - - - - - - - 100
fibrosis - - - - - - - - - - - - - 1 0 0
HEMATOPOIETIG SYSTEM
spleen (2)
atrophy, white pulp - - - - - -1 00
deposit, pigment - - - - - - 01 Q
thymus (2)
atraophy - - - - - 100
karyorrhexis - - - - - 100
REPRODUCTIVE SYSTEM
prostate (2)
cellular infiltration, lymphocyte - - - - - - - - - - - = - 100
INTEGUMENTARY SYSTEM
skin (1)
edema - - - - - - - - - - - - - 100
T: tumor 1: slight 2: moderate
=: benign  #: malignant
(}: No. of animals examined microscopically at this site. -: Not applicable.



Table 6-2-1 Summary of histological findings ( all pups died, female )

Sex: Female

Exp. No. 5461 (115-151)

Dose level ( mg/kg ) 0 2 6 18
No. of animals necropsied 0 0 0 2
No. of animals examined histologically 0 0 0 2
Organ Findings
HEMATOPOIETIGC SYSTEM
spleen (2
deposit, pigment - - - 2
DIGESTIVE SYSTEM
liver (2)
infarct 2
fatty change, intermediate 2
URINARY SYSTEM
kidney (2)
cellular infiltration, lymphocyte - - - 1
REPRODUCTIVE SYSTEM
uterus (2}
post delivery lesion - - 2
retained placenta - - 1

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

: Not applicable.
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Table 6-2-2 Summary of histological findings ( all pups died, female ) Exp. No. 5461 (115-151)

Sex: Female

Dose level { mg/kg ) 0 2 6 18
No. of animals in?tially in study 0 0 0 2
%0' o; anima!s necrqpséeﬂ. tological | 8 g 8 %
o. of animals examined histologica
Organ Findings g Y T1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
HEMATOPOIETIC SYSTEM
spleen (2)
deposit, pigment - - - - - - - - - - - - - 0 2 0
DIGESTIVE SYSTEM
liver (2)
infarct - - - - - - - - - - - 00
fatty change, intermediate - - 200
URINARY SYSTEM
kidney (2)
cellular infiitratian, lymphacyte - - - - - - - - - - - - - 100
REPRODUCTIVE SYSTEM
uterus (2)
post delivery lesion - - - - - - - - - 2 0 0
retained placenta - - - - - - - - - - -1 00

T: tumor 1: slight 2: moderate 3: marked
=: benign fi: matignant
(): No. of animals examined microscopically at this site.

: Not applicable.
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Table 6-3-1 Summary of histological findings ( not delivery, female )

Sex: Female

Exp. No. 5461 (115-151)

Dose level { mg/kg ) 0 2 6 18
No. of animals necropsied 0 0 0 10
No. of animals examined histologically 0 0 0 10
Organ Findings
HEMATOPOIETIGC SYSTEM
spleen _ (10)
deposit, pigment - - 10
hematopoiesis, extramedullary - - 1
thymus
atrophy - - - 2
DIGESTIVE SYSTEM
liver (10)
fatty change, intermediate - 9
necrosis, focal - - - 2
microgranuloma 3
URINARY SYSTEM
kidney (10)
fatty change
scar
REPRODUCTIVE SYSTEM
uterus (10)
gravid change - 10
retained placenta 5
vagina 10)
hemorrhage - 1
dilatation, lumen - 1

INEEGUMENTARY SYSTEM
skin
hair follicle atrophy

- - - 1

{): No. of animals examined microscopically at this site. -: Not applicable.
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Table 6-3-2 Summary of histological findings ( not delivery, female ) Exp. No. 5461 {115-151)

Sex: Femaie

Dose level ( mg/kg ) 0 2 6 18
No. of animals in?tially in study 0 0 0 10
No. of animals necropsied 0 0 ¢ 10
No. of animals examined histologically 0 0 0 10
Organ Findings T 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
HEMATOPOIETIGC SYSTEM
spleen (10)
deposit, pigment - - - - - - - - - - - - - 010 0
hematopoiesis, extramedullary - - - - - - - - - - - - -1 00
thymus (10)
atrophy - - - - - - - - - - - - - 00
DIGESTIVE SYSTEM
liver (10)
fatty change, intermediate - - - - - - - - - - - - 9 0 0
necrosis, focal - - - - - - - - - - - - - 2 0 0
microgranuloma - - - - - - - - - - - - - 300
URINARY SYSTEM
kidney (10)
fatty change - - - - - - = - - - - - 1 0 0
scar - - - - - - - - - - - -1 00
REPRODUGTIVE SYSTEM
uterus {10)
gravid change - - - - - - - = -10 0 0
retained placenta - -5 00
vagina {10)
hemorrhage - . - - - - - - - e e - -1 0 0
dilatation, iumen - - - - - - - - - - - - -1 0 0
INTEGUMENTARY SYSTEM
skin (1N
hair foilicle atrophy - - - - - - - - - - - - - 0
T: tumor 1: slight 2: moderate 3: marked
=: benign R: malignant

(): No. of animals examined microscopically at this site. : Not applicable.
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Table 6-4-1 Summary of histological findings ( sacrificed, male ) Exp. No. 5461 {115-151)

Sex: Male
Dose level ( mg/kg ) 0 2 6 18
No. of animal!s necropsied 1 9 12 10
No. of animals examined histologically 6 6 7 9
Organ Findings
CARDIOVASCULAR SYSTEM
heart )]
celiular infiltration - - 1
hypertraphy, myocardium - - 1
HEMATOPQIETIC SYSTEM
spleen (5) {5) (5) (5)
deposit, pigment 3 5 5 5
hematopoiesis, extramedullary 0 0 0 1
DIGESTIVE SYSTEM
liver (5) (5) (6) (8)
fatty chan?e, peripheral 0 0 1 2
microgranuloma 2 3 1 1
URINARY SYSTEM
kidney (5) (5)
basophilic tubules 1 - }
cast, hyaline 1 - 0
hyaline dropiet 2 0
REPRODUCTIVE SYSTEM
testis (6} (5)
atrophy, seminiferous tubule 1 - 0
interstitial cell hyperplasia 1 - - 0
epididymis {6) (5)
no sperm 1 - - 0
prostate {5} (5)
cellular infiltration, lymphocyte 1 - -
ENDOCRINE SYSTEM
thyroid gland (1)
cellular infiltration, [ymphocyte - 1 -
follicular cell hyperplasia - 1 -
adrenal gland (5) (5)
degeneration, vacuolar 4 - - 3
{): No. of animals examined microscoplically at this site. -: Not applicable.
Significant difference from control group; ¥: P=0.05 ¥¥: P<0.01
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Table 6-4-1 -continued Summary of histological findings ( sacrificed, male ) Exp. No

. 5461 (115-151)

Sex: Male
Dose level ( mg/kg ) 0 2 6 18
No. of animals necropsied 1 9 12 10
No. of animals examined histologically 6 6 7 9
Organ Findings
INTEGUMENTARY SYSTEM
skin (1) (2) (1)
hair follicle atrophy - 1 2 1
(): No. of animals examined microscopically at thls 5|te - Not applicable.
S:gnlflcant difference from control group; ¥: 0.05 : PSSO
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Table 6-4-2 Summary of histological findings { sacrificed, male ) Exp. No. 5461 (115-151)
Sex: Male
Dose level ( mg/kg ) 0 2 6 18
No. of animals in?tially in study 11 9 12 10
No. of animals necropsied 1 9 12 10
No. of animals examined histologically 6 6 7 9
Organ Findings T 1 2 3 T 2 T z2 3 T 1 2 3
CARDIOVASGULAR SYSTEM
heart (0) ( 0) { 0) (1
celluiar infiitration - - - - - - -1 00
hypertrophy, myocardium - - - -1 00
HEMATOPOIETIC SYSTEM
spleen ( 5) (5) ( 5) (5)
deposit, pigment - 3 00 - 0 - 1 0 -~ D 5 Q%%
hematopoiesis, extramedullary - 000 0 - V) -1 00
DIGESTIVE SYSTEM
Piver ( 5) (5) (6) {8
fatty change, peripheral -0 00 - 0 - 0 0 - 200
microgranuloma - 2 00 0 0 0 -1 0 0
URINARY SYSTEM
kidney ( 5) (0) (0) ( 5)
basophilic tubules -1 00 - - - - - 100
cast, hyaline -1 00 - - - - - - 0 00
hyaline droplet -2 00 - - - - - 00 0
REPRODUCTIVE SYSTEM
testis (6) (0 (0 (5)
atrophy, seminiferous tubule -1 00 - - - - - 0 0 0
interstitial cell hyperplasia -1 00 - - - - - 00 ¢
epididymis ( 6) (0 (0) (5)
no sperm - 100 - - - - - - 00 0
prostate (5) (0) (0) { 5)
cellular infiltration, lymphocyte - 100 - - - - - - 100
ENDOGR!NE SYSTEM
thyroid gland (0 (0) (1 (0
cellular infiltration, |lymphocyte - - - - - - - 0 0 - - - =
folticular cell hyperplasia - - - - 0 0 - -
adrenal gland ( 5) (0 (0 ( 5)
degeneration, vacuolar -4 00 - - - - - - 300
T: tumor 1: slight 2: moderate 3: marked
=: benign #: malignant
(}: No. of animals examined microscopically at this site. -: Not applicable.
Significant difference from control group; ¥: P=0.05 *¥: P=0.01



Table 6-4-2 -continued Summary of histological findings ( sacrificed, maie )

Exp. No. 5461 (115-151)

Sex: Male
Dose level ( mg/kg ) 0 2 ) 18
No. of animals initially in study n 9 12 10
No. of animals necropsied 1 9 12 10
No. of animals examined histologically 6 6 7 9
Organ Findings T 12 3 T 1 2 T 1 2 3 T 2
INTEGUMENTARY SYSTEM

skin ] (0 ) (2 (n

hair follicle atrophy - - - - - 10 - 2 -

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

= benign §: malignant

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

W
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Table 6-5-1 Summary of histological findings ( sacrificed, female )

Sex: Female

Dose level { mg/kg ) 0 2 6 18
No. of animals necropsied 1 g 12 0
No. of animals examined histologically 6 5 5 0
Organ______  Findings
HEMATOPQIETIG SYSTEM
spleen (5) (5) (5)
deposit, pigment 3 3 4 -
hematopoiesis, extramedullary 3 5 5 -
DIGESTIVE SYSTEM
fiver (5) (5) (5)
infarct 0 0 1 -
fatty change, intermediate 0 0 1 -
microgranuloma 1 0 0 -
hematopoiesis, extramedullary 0 1 1 -
URINARY SYSTEM
kidney (5) (5)
cyst 0 - 1 -
REPRODUCTIVE SYSTEM
uterus (5) (5)
post delivery lesion 5 - 5 -
INTEGUMENTARY SYSTEM
skin (1)
hair follicle atrophy 1 - - -
tail (1
gangrene 1 - - -
(): No. of animals examined microscopically at this site. -: Not applicable.
Significant difference from control group; ¥: P=0.05 **: P<0.01

Exp. No. 5461 (115-151)



Table 6§-5-2 Summary of histological findings { sacrificed, female ) gxp. No. 5461 (115-151)
Sex: Female
Dose level { mg/kg ) 0 2 6 8
No. of animals in?tially in study 11 9 12 0
No. of animals necropsied 1 g 12 0
No. of animals examined histologically 6 5 5 0
Organ Findings T 1 2 3 T 12 3 T 1 2 3 T 1 2 3
HEMATOPOIETIC SYSTEM
spleen ) ( 5) ( 5) ( 5)
deposit, pigment - 300 -3 00 -4 00 - -
hematopoiesis, extrameduliary -3 00 5 00 - 500 - - -
DIGESTIVE SYSTEM
liver ( 5} (8) ( 8)
infarct -0 00 - 000 - 100 - - - -
fatty chan?e, intermediate - 000 - 00 0 - 100 - - - -
microgranuloma - 10 0 -0 00 - 00 0 - - - -
hematopoiesis, extramedullary - 000 - 100 - 100 - - - -
URINARY SYSTEM
kidney ( 5) ( 0) (5
cyst - 000 - - - - -1 0 0 - - - -
REPRODUGTIVE SYSTEM
uterus _ ( 5) (0) ( 5}
post delivery lesion - 500 - - - - - 500 - - - -
INTEGUMENTARY SYSTEM
skin _ (1) ( 0) (0)
. hair foliicle atrophy -1 0 - - - - - - - - - - - -
tail (1N (0 (o)
gangrene - 100 - - - - - - - - - - -
T: tumor 1: slight 2: moderate 3: marked
=: benign J#: malignant
(}: No. of animals examined microscopically at this site. -: Not applicable.
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Tahle 6-6-1 Summary of histological findings ( not copulation, male )

Sex: Male

Exp. No. 5461 {115-151)

Dose level ( mg/kg )

No. of animals necropsied

No. of animals examined histologically
Organ Findings

QOO

oM
—
OO

HEMATOPOIETIC SYSTEM
spleen
deposit, pigment

DIGESTIVE SYSTEM
liver
microgranuloma

ENDOGRINE SYSTEM
adrenal! gland
degeneration, vacuoclar

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

; Not applicable,



Table 6-6-2

Sex: Male

Summary of histological findings (

not copulation, male )

Exp. No. 5461

(115-151)

Dose level ( mg/kg )

No. of animals initially in study

No. of animals necropsied

No. of animals examined histologically
Organ Findings

NOCOO

N = — =t N

NOOODM

NOOOW

HEMATOPOIETIC SYSTEM
spleen
deposit, pigment

DIGESTIVE SYSTEM
liver
microgranuioma

ENDOCRINE SYSTEM
adrenal gland
degeneration, vacuolar

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 6-7-1

Sex: Female

Summary of histological findings ( not copulation, female )

Exp. No. 5461 (115-151)

Dose ievel ( mg/kg ) 0 2 6 18
No. of animals necropsied 0 1 0 0
No. of animals examined histologically 0 1 0 0
Organ Findings
HEMATOPOIETIC SYSTEM
spleen (Mm

deposit, pigment - 1 - -
(}- No. of animals examined microscopically at this site. -2 Mot applicahla.




Table 6-7-2

Sex: Female

Summary of histological findings ( not copulation, female )

Exp. No. 5461 (115-151)

Dose level ( mg/kg ) 0 2 6 18
No. of animals initially in study 0 1 0 0
No. of animals necropsied 0 1 0 0
No. of animals examined histologically 0 1 0 0

Organ__ Findings T 2 3 T 1 2 2 3 T 1 2 3
HEMATQPOIETIC SYSTEM

spleen (1)

deposit, pigment - - - - 10 - - - - - -

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

=: benign fi: malignant

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

: Not applicable.



Table 6-8-1 Summary of histclogical findings ( non-pregnancy, male )

Exp. No. 5461 {115-151)

Sex: Male
Dose level { mg/kg ) 0 2 6 8
No. of animals necropsied 1 2 0 0
No. of animals examined histologically 1 2 0 0
Organ Findings
HEMATOPOIETIC SYSTEM
spleen m (2)
deposit, pigment 1 2 - -
DIGESTIVE SYSTEM
liver M (2)
microgranuloma 1 0 - -
REPRODUGTIVE SYSTEM
testis (1) (2)
atrophy, seminiferous tubule 1 2 -
) interstitial cell hyperplasia 0 2 -
epididymis (1) (2)
no sperm 1 1
decrease, sperm 0 1
prostate (1 (2)

cellular infiltration, [ymphocyte

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

: Not applicable.
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Table 6-8-2 Summary of histological findings ( nan-pregnhancy, male ) Exp. No. 5461 {(115-151}
Sex: Male
Dose level ( mg/kg ) 0 2 6 18
No. of animals in?tiglly in study 1 2 0 0
No. of animals necropsied i 1 2 0 0
No. of animals examined histologically 1 2 0 0
Organ Findings T 1 2 3 T 1 2 3 2 3 T 1 2 3
HEMATOPOIETIC SYSTEM
spleen (n (2)
deposit, pigment - 100 -2 00 - - - - - -
DIGESTIVE SYSTEMW
liver (M (2)
microgranulioma - 100 - 000 - - - - - -
REPRODUCTIVE SYSTEM
testis (1 (2)
atrophy, seminiferous tubule - 10 0 -2 00 - - -
interstitial cell hyperplasia - 000 -2 00 - - - - -
epididymis (1) (2)
no sperm - 100 -1 00 - -
decrease, sperm - 0 0 0 -1 00 - - - -
prostate (1 (2)
cellular infiltration, lymphocyte - 100 -1 00 - - - - - -
T: tumor 1: slight 2: moderate 3: sarked
=: benign #: malignant
(): No. of animals examined microscopically at this site. -: Not applicable.
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Tabte 6-9-1 Summary of histological findings ( non-pregnancy, female )

Sex: Female

Dose level { mg/kg ) 0 2 6 18
No. of animals necropsied 1 2 0 0
No. of animals examined histologically 1 2 0 0
Organ Findings
HEMATOPOIETIC SYSTEM
spleen (1) (2)
deposit, pigment 1 2 - -
DIGESTIVE SYSTEM
liver (1) (2)
microgranuloma 1 1 -
hepatodiaphragmatic nodule ¢ 1 -
URINARY SYSTEM
kidney (1) (2)
cellular infiltration, lymphocyte 1 0 - -
REPRODUGTIVE SYSTEM
uterus (1) (2)

dilatation, lumen

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

> Not applicable.

Exp. No. 5461 (115-151)
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Table 6-9-2 Summary of histological findings ( non-pregnancy, female ) Exp. No. 5461 (115-151)
Sex: Female
Dose level ( mg/kg ) 0 2 6 18
No. of animals in?tiglly in study 1 2 0 ¢
No. of animals necropsied 1 2 0 0
No. of animals examined histologically 1 2 0 0
Organ Findings T 2 3 T 1 2 2 3 T 1 2 3
HEMATOPQIETIC SYSTEM
spleen (n (2)

deposit, pigment - 00 - 20 - - - - - -
DIGESTIVE SYSTEM
liver (1 (2)

microgranuloma - 00 -1 0 - -

hepatodiaphragmatic nodule - 00 10 - - -
URINARY SYSTEMW
kidney (1 ( 2)

cellular infiltration, lymphocyte - 00 - 00 - - - - - =
REPRODUGTIVE SYSTEM
uterus (n (2}

dilatation, lumen - 0 0 - 0 - - - - e -
T: tumor 1: slight 2: moderate 3: marked
=: benign #: malignant
(): No. of animals examined microscopically at this site. ~: Not applicable.



Table 6-10 Cell type and number per Sertoli cell in seminiferous tubules of rats at VIl - Vil Exp. No. 5461 {115-151)
stage of spermatogenesis during dosing period

Dase level [mg/ks) 0 18
No. of animals examined histologically 5 5

Mean =+ S.D Mean * S.D
Spermatogonia type A 0.14 £ 0.03 0.15 = 0.0
Preleptotene spermatocyte 223 = 0.4 202 = 0.2
Pachytene spermatacyte 3.47 =+ 0.60 3.47 = 0.29
Round spermatid 884 = 1.52 8.54 x£ 0.5
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Table 7 Copulation and fertility results in rats

Exp. No. 5461 {115-151)

Dose ilevel {mg/kg) 0 2 6 18
No. of pairs mated 12 12 12 12
No. of pairs copulated 12 11 12 12
No. of pregnant females 11 9 12 12
Copulation index (%) 1) 100.0 91.7 100.0 100.0
Fertility index (%) 2) 91.7 81.8 100.0 100.0
Estrous cycle
No. of animals examined 12 12 12 12
Mean+S.D. ( N) Mean3S.D. ( N) Mean®£S.D. ( N) MeanS.D. ( N)
Mean estrous cycle 4.2% 0.3 (12) 4.2+ 0.4 (12) 4.1+ 0.3 (12) 4.4+ 0.5 (11)
Irregular cycle a) (%) 3) 0 (0.0) 1 (8.3) 0 (0.0) 3 (25.0)

2) (No. of pregnant animals / no. of animals with successful copulation) x 100

3) (No. of animals having trregular estrous cycle / no. of animals examined) x 100
a) No. of animals havwn? irregular estrous cycle

Significant difference from control group; *: P = 0.05 *: P = 0.01

1% gNo. of animals with successful copulation / no. of animals mated) x 100
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Table 8 Findings of delivery in dams(F0) Exp. No. 5461 (115-151)

Dose level (mg/kg) 0 2 6 18
No. of dams observed 11 9 12 11
No. of dams delivered |ive pups 11 9 12 0
Duration OfMQEStaIéOB ) 22.4 * 0.5 22.3 *+ 0.5 22.2 £ 0.4 24.5 £ 0.7
ean +S.D.
No. of tota& corpora Igtea 191(17.4% 4.2) 157(17.4% 2.9) 186(15.5+ 2.8) 180(16.4% 3.6)
ean +S.D.
No. of tota(l !mp!arswta \ 148{(13.5% 2.4) 132014.7% 1.4) 165(13.8% 1.5) 129(11.7+ 5.3)
Mean
No. of tot?i pups 206n) 128(11.6% 3.5} 124(13.8+% 1.6) 151(12.6% 1.5) 5( 2.5+ 0.7)
Mean
No. of total live EUBS born 125(11.4% 3.5) 123(13.7%£ 1.7) 147(12.3% 1.7) 0( 0.0 0.0
Mean +
Male 63§ 5.7+ 3.1g 53E 5.9+ 1.83 762 6.3+ 2.2; 0$ 0.0% 0.0;
Female 62( 5.6+ 2.4 70( 7.8 2.6 5.9+ 2.5 0{ 0.0* 0.0
Sex ratio (Mean XS.D.) 1.17%+ 0.75 0.90+ 0.50 1.44%+ 1,15 0.00%x 0.00
No. of tot?& live guBs on day 4 123(11.2+ 3.5) 122(13.6% 1.5) 130(10.8% 2.2) -
ean =+
Male 63§ 57% 3.1; 532 5.9+ 1.8; 67E 5.6 2.0; -
Female 60( 5.5+ 2.3 69( 7.7% 2.6 63( 5.3+ 2.1 -
No. of totahll dead guBs 3( 0.3% 0.9) a) 0( 0.0 0.0) a) 4( 0.3% 0.7) a) 0( 0.0x 0.0) a)
ean
No. of total canniballsm 0( 0.0% 0.0) a) 100.1% 0.3) a) 0( 0.0+ 0.0) a) 5( 2.5+ 0.7) a)
(Mean *S.D.)
Gestation index %) 1) 100.0 100.0 100.0 0. 0**
implantation index A Meanj:S D.) 2 79.8 +17.0 85.1 = 8.9 90.1 %11.0 63.2 +24.2
Delivery index /a.MeaniS D.) 3 §7.7 *£23.0 93.9 *+ 5.5 91.5 * 5.8 27.4 + 8.4
Live birth index %, MeantS.D.) 4 97.9 = 7.0 99.2 + 2.4 97.2 £ 5.2 0.0 = 0.0
Via b:§|ty index of total live Bu s
on day 4 %, Mean=*S. 5) 5) 98.6 + 3.1 99.3 + 2.1 88.6 +12.9% -
Male 100.0 + 0.0 a) 100.0 = 0.0 a) 88.6 +13.4 a) -
Female 97.2 *+ 6.3 98.8 *+ 3.7 90.7 #*16.1 -
No. of females with live pups / no. of pregnant females) x 100
No. of implants / no. of corpora lutea) x 180

No. of pups born / no. of implants) x 100

No. of live pups born / no. of pups born) x 100

No. of live Bups on day 4 after birth / no. of live pups born) x 100
I't could not be anal¥zed by Bartlett’s test

ignificant difference from control group; P = 0.05 *: P £ 0.01

W N8 GO
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Table 9 External observations on live pups(F1) from rats

Exp. No. 5461 {115-151)

Dose leve! {mg/kg) 0 2 6
No. of litters 11 9 12
No. of live newborns examined 125 123 147
No. of live newborns with 0 0 1
external anomalies (V.Mean*-s D.} - - 0.6 2.2
Type and incidence of external
anomalies (%) 1

bent tail 0( 0.0) 0( 0.0) 1 ( 0.7)
1) {No. of live newborns with external anomalies / no. of live newborns examined) x 100

Significant difference from control group; ¥ p

0.05

¥ p = 0.01
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Table 10

Body weight change of pups(F1) from rats

Exp. No. 5461 (115-151)

Unit : g

Dose level (mg/kg) 0 2 6 18
No. of litters 11 12 0
Ml Mean * S.D. ( N} Mean * S.D. ( N) Mean £ S.D. ( N) Mean %= S.D (N
ale
Days after birth 0 6.8 = 0.8 11y 7.0% 0.7 (9 6.8* 0.5 (12) -

4 10.2 £ 1.8 (11) 10.5 £ 1.2 (9 8.9=% 1.7 (12) -
Female
Days after birth 0 6.4 + 0.6 (11) 6.5 = 0.7 (9 6.5=x 0.5 (12) -

4 9.6 £ 1.1 (11)y 10.0 £ 1.1 (9 8.9=% 1.4 (12) -~
Significant difference from control group; tp =005 ** p =00



Tabie 11-1 Summary of gross findings of pups{(F1) from rats ( sacrificed, male ) Exp. No. 5461 (115-151)
Sex: Male

Dose level {ma/kq) 0 2 6 18
No. of pups necropsied 63 53 67 0
Organ Findings

URINARY SYSTEM

urgter dilated lumen 0 0 3 -
INTEGUMENTARY SYSTEM

skin trauma 0 0 i -
planta red patch/zone 0 0 2 -
tail bent tail 0 0 1 -
Significant difference from control group; *Ip =0.05 **; p=0.01



6%-1

Table 11-2 Summary of gross findings of pups(F1) from rats ( sacrificed, female )

Sex: Female

Exp. No. 5461

(115-151)

Dose level {mg/kg) 0 2 6 18
No. of pups necropsied 60 69 63 0
Organ_______  Findings

URINARY SYSTEM ]

kidney dilated peivis ] 0 0

ureter dilated lumen 1 0 0

INTEGUMENTARY SYSTEM

skin scab 1 G 0 -

planta red patch/zone 0 0 g**

Significant difference from control group;

D p = 0.05 **:p = 0.01
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