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L3

RAEERBFLCEWE T FN T+ A7 2 — FOBP)OHFHEHRHF T S/, SDF (Crj:CD
SD]) Ty PE2AVT, REELSEHENR - FMRABHHFERBREER L. v M3 L B Kt
ZFI0IE L, DBPD O (BEREDOMK) . 30, 100, 3005 X TF 1000 ng/kg/ BB A . &K
Higl4BEI S, B AMEWME S B (0~51HM) £ T, HIZ44EM. BB ICHEOR
Lo BohcERE. ROEBDTH S,

RE&s#H®

HBICHOT, 30 vg/keB CRIBPEEEO R BRIV onlidh -7, 100 ng/kgd LD HERE
Tk, BB EHPRBEORREE ) LROBERK. 3LUZhEoME®NEL SN 5
FEROPM. Y¥CCTHBEEORFRIBEDONL, -, BHRZ. REHEDNCRK
Y Utz, 300 mg/kgll EO BB TR, BOWERIC LHOALALELCBE R X 3HBEOEE
DEHOSN, BRESHKEPEE L ANESEECEVSAPHBORRERDIH L H - 1,
5T, 1000 ng/kgBTid. LROEH A ¥ - HBEOEENED S L. FEHMEIWE X H,
RESBH SN,

—H. BRI TH. 100 HB303 300 vg/kgll LOBRB T, MHEFABEIC BEXPEO
HBICEENZH oh. 1000 ng/kgB CTERET D SO 2iF M. 1000 ng/kgdt T 5 4 K2 E
AKUTHRBERBWM U, 351, 100 ng/kgl EOABRB T, SHEH 5030 0EICHE
ROLBNHEC LBNBED SN, ChoOBBICIE., FHBICTFSAPHENEBLT
Apoh, a5, FEROKBLSLIUVABRREMRO ZRAELELBD Sh i,

ULDOERIS ., BEMICHTIELREARSHE NI, ZOBRERBRSICHBERICY
ZHAE. BICBHBE RSB H T IRETHY. FRICET 2B DN, —
LHEAEFURBCHTIELERG. B, 2 b 30 ng/kg/REHEIN,

AR Y

30, 100 & 300 ng/kgBE TR K. Fh. FIRP L FARSIEH T, 1000 ng/kgB iz
BOTH, ERVARCTIHBEDO I BLASNIOD, EMBEARRT IEELENGE
Hohtihote, —F. REPORLEIC DT, 300 ng/kgBIU TORBR TREZTLELEI
AHohiinotz, 1000 ng/kgBi TR, A RBH 5 B IBRBICHEROLHIIET L7t 8
NUELENBRCZDonictcn., HERK, AR BEAREAFRRSLUCEERIKDHE
MiARL. FEHH4DEERRSSCAEFROBVBEEEAI T LOT. HE 4 HAEFE R
HORPVICBHEHFOEEENZD OIS, LHL. TERPAMBERBCREIADS L
F.IhonER. RERSBERO KN LEEBILLS b0 B xhi,

ULORgRNS . BBMOEBICH L TE. . e d 1000 ng/kg iR TLEHI L L BIIR



HBoNtidhoTc, REPOREIIHLTR,. MBLHEFERHOBAV I CEEERDOIK T HM
HERBDHOoN., EXERIZ. 300 ng/kg/B EHEEINIL,



A5 H M

CORBREB, OECDR U IALEEERMFLEYEOR LU AR T 0SS L0—BELT
EHL72dDTHD, VTFINT xR 72— bEHRT v MCREEOHE L. H5HM P
RE. BRFLUTSBREE. FMEORERSFURFFICERRBEF/REX I Y —= v 0
BT 57DITT- 1,

KB IUHE
1. #EMHE (Appendices 1,2)
D7FNT7 A7 x— b (CAS No. 107-66-4. LI FDBP&BE3 ) X

PoREXINLHD (Dy M ES ME  62.6%
(R ELTTFALT AR T 2—bOE/ ZXTFNEKISI%, TOMEL ) T X7/ EEIDS ]
%) ) 2RI, DBPDOFFMIZ. Appendix 1 IZRL7EHHTH B, REBICAWIDIBPIZIDINT
(Z 38 WKHEOTRERABWNSIURERTRICATL, EFAMMDPRET
Ho1aZ & xR L - (Appendix 2),

2. #tX Y

HHid. SDF (Crj:CD(SD)) OSPFZ v b2, Ty PR BEF +— VR - YN —
BREtt (MENBEAHTTHRT 95 FH) o, i3 88, B 7 B THEA (H 62
PG, HE 62 M) L. 7 HHMARBRBEICHLIE. TOMITHEEZIT.. REFIHB T BREE
REBORIFIIHHES 50 KA, BIZIAR. BEISARTHRICH L, BEHWBFOFHEK
T O(KEFHE) 3. K 345 (331~362)g. H 203 (192~ 215)g TH » 7o

3. fBE%Y (Appendices 3~6)

Ty M BB LIUCBRSMAEZAL T, BE 22 £ 3°C, 8K 55 = 10 %. #aK @10
MU E/BCA—-—LVTI Uy 227 —AK). R 12 BEA(OFI6 KOLT. F&6 KFHTN
BELINYT—VATLHMET, BEINK TV VIHER Y — 2 (276 ¥ X426 D X
200 H (om)) KRB L. ThEXATVUVXABOBROS vy JICERLTHEE L, 2L, XEHK
BroOME. KB (HEF v — VR - UK AR, x990 +70—7 (0oy +ES
4-1-24, 4-8-6) . BHHRMWEOFHE R : Appendix D)) ZANILLRYU A —KEx— PRy -
(265 ¥ x426 D x200 H(mm) ) IKIRAE LI, (AL 7 LT7THASH. BRHEHEABMCE - 2,
0wy bES E-2072-UB. E-2092-S4. BRMHE O S #r&5 R : Appendix 4 )&k (IR EIK
BARKEL pmA— b Y v P74 NS —BBREARBHLUTER., T ROEOSMITER :
Appendix 5) 3. ENThKREBR L IFEWBKEBR L AEHBAKE GRYA—FKx— 18—



VDBE) KLV BHRERS I,
Ty POREEINZI. Sv /7L r— TV DEZNOMTEEA IV FEICEIDT - 1,
N, DHORMENBEEZBL T, ABRRBEOGEHBHICLBERIILALEBEDLIIBEEROD
it (BE - BEORELLR : Appendix 6) BE D SHILd - 7o

4. ZRVBOHBRBIUBRESRBRORE (BZEH)

BERZ. BHBRREAROER (BZBH) KESVTRELL, BS5EHERAKRIEZ. 6
HERDOSDFE (Crj:CD(SD)) T v b2 1WHERIILEL. BRBEOMRBE. FFITDBPO 50,
100, 200. 500 I X TF 1000 mg/kg/ A EHO 6 W ERY . LEHMOKERFOLESIT L b EE
Lz,

ZTOHR. 100 ng/kgl LORBH T, BERKOMICSY 53— B oFRERIEM. THHEK
EORBGR. FREIUVIBEROHMMEM I ENA SN 2H, 1000 meg/kgB It BT HIET
BEDohiidh -1,

UrDERE O, FRRICBIIBERIET. BBREATAMFSA VTHEZNLLIRETH S
1000 mg/kg/HEZEBRBAEE L. LT 300, 100 LT 30 ng/kg/HO 4 AABEH/REL /2,

ABRBEOHBKIE. OnE&sH(UT. SR, ODBP 30 ng/kg/BIXE5 8 (30 ng/kgl¥).

[ 100 mg/kg/ B G 8(100 ng/keB¥). @F 300 mg/kg/HBSE (300 ng/kg B). OF
1000 mg/kg/ B S5 E (1000 mg/kgB¥) OS5 L L1,

EBROBMEIT. K 10 RE L. EBHAOBHYOHIFIR. RERBBOKEICIE D

CEACEERMBEEZRVTT » .

5. WERMEDHES (Appendices T.8) & U5 Hik

DBP 3. ML LTRATI<H (EBEGKRASH. oy M ES LIIDEAL., iEO#RS
BAEICKALEDIIT|MEC30 ng/kg B :0.6 w/v%; 100 mg/kgBF : 2 w/v %; 300 mg/kgh¥ :
6w/v % ; 1000 mg/kg & : 20 w/v )OBHHHIIBBHB20 w/v X)) ELTH™E U, #
SHBRGEL kg 5nle L, EHEEORERBIEI. BEHICHMELKELEICELL
126

B, BEBRPODBPIIEKN THMLUBR A ISR TSI ENER N (Appendix T) O T,
BEBRIEBEHEABEINCEHR L, AR LZBEHIIOVTHE, T0HILOZREIEIIID
WTAIL. TERETHRBINTWVS Z & EHEE (Appendix 8) L7z,

BEFEE, BV UoTEENGEROT. Lo ERE, HHEE XEHN 14 QWIS
HiZ 44 BH., B3 HECOWME I HUI~S5IARDE T, 1 B 10, ST 9 FF~128)T.
Jy POEHRIKBHOICHRE LU, RBEICE. BREZRKFIIES LI,



6. REHE
TMAOBEERTH® (REHEE 4 HOFBR ., oy —JICRA—BANOHE* ANTI N1
DHLEOLEEEY, RREPWERBIN3ETUIAHMTLR2HOXRREER) . EHRAE X1,
&L 1,000 meg/kegBF T KEFICHTHZD S NN, HERBORT TH 72, 2
EFEHYVICFETCTIN I OHAEGDLERTRTH -, KREOKRZZEBY —ERHA(9:30 H)
KT, BERERS S CVEBREBEPICHFIERINCBZERIOB E L,

7. BEBIURE

D B#wmiclEd 5HEH

(D —HBREBEE

BHEMEPEE. BHOLTE. A8, THHII>DOTEEL. 12, TR, HESXUW
BORBIODVTREBRCBE L, AROBRIBY—HA (9:308D K7, 1 BZ
EREPIOHENERINICHEZHHEOA&E L,

(2) BELIUCEHEE

HhEORER. AAILKBSREIBERBEINBLCZO®%II 7THMBTITL, &
SCIBRKRBESHEBEBRBFFRETRAEAIC AT LU, 7KL, BOFEREEZ, ERO., 7.
14 HXIY 20BEMEORBLTAHICHMEL, HHEEZ. KEMEHKEDY T, ¥— 2
TERBHETO UBHoRAMNMERZHE L, BOWE 4 DOEMER. IELSD 24
BFREBERLME L, ChooBEIKER. BFLMXF (A b7 —#%. PL-3000O)Z AW,

(3) EERWHEHEMKRE

HOAIZO>0T, UTOBREEEKEL <,

a. REE: BREHIE 42 AR, EYXNFE MM L CHBRERR L. RBREE (<
ANWR - Z#BEALHE. RIVT A AT 49 7ZA®) 1L, pll, L, S, B, 7V
th, EVIE Y BELUTYoEY ) —F U2 ERMITRE LK,

b. M#FEHMHRE : HAMBORBIZ. YEABRBRBWII DV CEREBRENIC., FEER
BHIc OV TREBESHBRTERIRSRE 45 BOBEHEINICIT -7, SFTEBRDYOEIM
WK ic- T, B ENBOFHRSBELIVBRBULKOAEREZ o, f#ME = — T /VEEBT TH
BMUTHABIRL DT, £2O—AEDTA-2KCRBEMIEAE L. ROFEBZHAIE L,



HHE (BS) B E & [ £

@ 7 ifn Bk ¥ (RBC) BREMKRB AR )
@1 & 7% & (Hb) AZAUNIZ . & ol W Ay N
ANESoE Ui
@AN= b7 Yy FEML) 20 A8 A
@ 15 3 1 Bk 78 B (UCV) Ep =R ZIHH B®HH M IR
G®FHFmekimEeErEMCE) HEME >3 & (E-4000 :H8H
® ¥ 75 1 BK i 3 9% BE (MCHO) 3t & | EREF (B))
@ & 1 R ¥ (WBC) BRERBRE AR
® I /MR (Plat. ) BREREE AR y

. MRAMBREBICANKE2PREENICMBAREERZ/EY LUch, RIOKEEIFA
PAHMBRBICEAARRDONE DO T, BIBIER LD - 72,

c. MBEMAFNRE  FWMLcOBO—HromEZ28E L. KOKHEEZWEL 7,

HA (%) W 5 HIERS
® &% 7 (T.P.D) Biuret # h
@ 7TIN7T v (Alb.) BCG #:
® A/GH (A/6) itE Ml
@ ¥ (Glu.) BRE
(GK*? -G6PDH®’ -UV %)
® PYTYUESAF (T.6.) BEHEE
(LPL® -GPO*’ -POD*’ &)
® #aLA5Fo—/ (T-Cho.) BFik
(CES®> -COD™’ -POD %)
@ YN Ey (T-Bil.) Jendrassik # HEFEBE S
REZFE (BUN) Urease-UV 3 (JCA-VX-
@ /s7VL7F=r (Crea.) Jafféik 1000 2 Y 5
@ GOT (GOT) SSCC*’ gk SA4AHY—: HE
@ GPT (6PT) SSCC & B (K))
@ +-GTP (7v-GTP) SSCC k&
@ ALP (ALP) GSCC®’ &
® 2YvxZAF5—+¥(ChE) BTC'® -DINB'Y &
® AN AL (Ca) 0CPC
® mEEY > (P BERE
(PNP'2> -XOD'*’ -POD %)
@ Ft+vY7L (Na) 144 BRIk TRE BT T
® HYoL K AF BRE }ﬁﬁ (NAKL-1:
® #EkF (CDH A4 A v BEEE WEEK TG

1) FvaFFr—¥, 2) Fa—-—x6 ) VBEREXKERE. 3) VR7o7514
Y=, 4) FVtoY VBRBIEEE, 5) VX FLSF5 ¥, 6) aVART
o—)NVIZFI53—¥., 7)) AVAFo—-IAFv¥—¥, 8) 2ZA/IFETHE
RiEFEL. 9) FAVERMAEFES. 10 7FYVALF4Aa2Y 0 11) 5,5-UVF 4
Z-2-Z— bOREBER. 12) VX I LUF T RKRIAT YT -, 13) FH 7
A F Y —-¥



(4) WEFEHRE

RCHLCHRDYIREEEPLPIIC, HOHEBRHMIBOICHT, SAEBOHE
BERUVIWEABHOBBRTRIE I —T/VHEBTT. WFhoBNEBRL. XKOHEE LXK
Bl AMEESIVCEIIRBEORBCIVHEROLHGEC LABIRCIKEZ IO
HiIC. 2R TFTERBZB/ETCHHB|VZBDOSNT OB OVTEBIMTED 4 Bk (F]K258)
KENENBR L. BEICH LI,

a. HE: 2BREZHENICBE L, 251K #HiIZ>o>0TE., BROFEK B LT
FEOHFEKRBOHERH~I,

b. WBERNE : BEFEDMRF(A PS5 —#H. AT 2002 AT, BREOFK. BKE.
BRE IO E. HELAZHRE GRNER)L. JHEL EMNER) 28 L, B,
FRERBIUNKERLAKRZI. EG%E —RBUTHELI,

c. WHABMFNRE ROBSFSERB L. 10xPHY VBEGRL<Y) VBEFEEB X
OB LR0d77 VB)THEEL K,

M. FEAE, BEK. "—5—RBR. FRBEENESE). BHEB. BB, B (RES
). OE. B, AE. BB, FR. BRRE. FRE. BIF. BB, Bk, H8. FELE&, dix
B. BT ME. 75, B, XBIKRGT) . FH (GRS, BERXE) . LEHE. & - B8
(A, KREBE). V@GR v 8. BREY 8 BRHCTR=_Z3HH) . REGEH).
FLAR (B 5D

REHABRFNRER. SRBELEEHE 1000 ng/kgBEOFR. BR. OB, 3. i
B, BE. W (KREST) - B. B B, REFICHERSIIZ0EWEICODNTIT- 2, 30,
100 & 300 mg/kg TR, RRARBR CELCOEID SO EHOT ., B, HOFB B
KHEOFR. B, M. BREBRELL, 360, BEHYH. FEOOH., £RFFETL
TETE, MEBSIUREHER TRELUALARBIINA T, TEARFITHE LA, BT,
BRI 0VEFE. BORREL K,

BH. WREAGEROEHI. B LSHABBZTER (ARABEHTRR2TH
984— 1 BHh) ITEHXLUTEHBL. BEIRXROAAT 740 VORZEYM L. I-E RBE2H L,

(5) HMEICETIHEEOHE L

HFEICBTAERER. ROoLHILHEH L,

a. KRR (%) = (XBRIHUH/ REHHUH) X100

b. HIKKRHE (%) = (EXREH EEH) x100

c. BRAR (%) = (ZMEH/ TRBEIIHHE) x100

d. WRHM (B) =HEOHPSHEIERINLLHWONBEEITOHM

e. HER (%) = (HRMEMY EHFEKEEH) X100



2) WMARICHET SHE
(1) ERVLIUHLOBE
ARETOBBEESBEOERY (EFREFHCRDEEH) FH~<, PBRBEEHEHEL 2,
WP (%) = (BRHERM EKEKEH) X100
Fho. HRIAMEEMREOHEBRORAICIIIHEBL. B Lo EzEH L,
(2) AEXRESIUU—BARBOBE
AR TR. OBENEICHROREZHE L, 0. BE—RBRBILIUVLERLER
L. WERSIUFEREERERD I,
HAER (%) = (HERZHAEFRB REERE X100
FAREEFER (%) = (FEABEFERE/HERIHREFRYO X100
(3) HhEHME
EFRCOVCTHBEOARTA4HIC., BENICERILOBGELAEL. 1 B4 D
FHEEEZHEM LT,
(4) HEZHRZE
RCHEBZTORE. EFHARBS v FORIBHE4B) Kz—FN -7 00KRNVLTH
Bitad., MEHICSTSTERSEZNRBICEE L/,

8. it

BOoNKEHEHZCREBRKSDVT, HRBLOMOFERE (BRERSUBLUT) 2RDKF
ETHRELU,

HRE. BHEE. MKFOIICNHECFENT -5, REEE. RAEH. BRER. £IRY
M. ERM. EERY. BRERELBED/R5 4 MY v 7 F— 43, BartlettD 8B E%1T -
oo REB—BRBAR—TREBEOFEINMETO. TOLRFEZEELR D 2B 4. Dunnett
HE 7o idScheffétk (BOKZINVWRUEIBE) KIOHNBEHICHTIEHOUBBELT - 12,
DN —BRTREBEE. /NS A M)V vy 7T IKACIREERIIE » 2,

FRE, HAR, 2RE, FEREER, RREOEUNT 52 ED /) VR34 M) v 7
7 — %13 Kruskal-¥allis QIARKRZEZ T . TOHEREEELEDHE . Dunnett KFE
{3 Schefféik (BORKEINRNULBE) LLOHBRIIHTIZEROLBBREELT >,
PHOLER, RERE. TR, HER, HEROHL., WEZNKREFILEISRAEHAOHN
BAREEOHTINVANT—FE, x® BEET - 12,



ABER
1. REBsHH
1) —iKf& (Tables 1,2, Appendices 9,10) ¥ L UFFET (Tables 3.4, Appendices 11,12)

—BRIKBIT OO TR, REROPEAM O 100 ng/kgd LORBEBORHE 100 B LT 300
ng/kgBEDOHEIC. THBHEEORBERESLITFEED 100 ng/kgll LOHBBROE & 300 mg/kghl
tofEBROBICBD NI, FAROHFHRIEZ. KBAOAILEOCTEIREMETEIKOSR
Honbs5—BUYEOENATH >k, RER. BREEHZEIIVE—BEIBRE5D01HOREKFIOH
SEREL. BERICHNTLIEREUZIDPDEIERT, THHHEORBRELE BIIRS
WM ZEZBL T, IROIKBD O, ThoDEARB. WTFh LM TREARIFEL . HORA
RiZ 1000 ng/kgBIcB T AFRELEBROTEDI -2, HiIZ. O KRB RIEMZ.1000 ng/kgBF iz
BR»ohd. ARKGFHREROIHIPTHVEENLERRE TS 57,

CNOD—BRIRBOEIIIMA T, KT 1000 ng/kgBf. K3 100 mg/kgl FO BB L
T. BEORBEIXONT. 50 EFHRBICHE L, BEREHE T LIFRERFRE: 2T 5 H
BB DHOoNI, HTERHI LI, AR, KEHIVREEALRELIHMIED S,

B, DBPRELIEBRLEEIAOSNIFRELT,. BRREOBRENMBBESTUEIHICHR
HiIc@Honi,

FETIZD0Tid. 1000 ng/kgB T, BEI3AIKHO 2 EHD 1 EHET L, S5ICHD 1
PEid1481C, HED 1 IRIF28AICHERBEL DT, W ETIEAEKR L,

O, HTHAMBEHIVRABBZOREILLDVEROMERKEFICT T 5 F 25,
100 &L 300 mg/kgBEic & 1 PE, 1000 og/kgBic 3B H S W7D T, THHIKDWTHE
REWHOMITHD, EROBCLVEZINCEIATERL, REFOREICH L,

2) k% (Figures 1,2, Tables 5,6, Appendices 13, 14)

1000 mg/kgB¥DOREICH T, MHEBICH~NFECHERNOMBY., EHHEBLTRD
S, AkOMEMIZ 1000ng/keBfOic bBY SN, HITHXTEAZBEE T, &it¥
MEEZE. BEISHERIRTHORAEREICOARBD OGN,

3) BiEE (Figures 3,4, Tabls 7.8, Appendices 15.16)

BB TiE. 100 BT 300 mg/kgB¥ %5 8 DA E L1000 ng/kgBf OB E 1 B LU
SHOBMEN., HRBICHNRTHERICEA L, UL, Z0RBHRHLEZEZIZDON
ot T, DBPRREEHE SHBBICHURTHFESZZIZD oA 5T,



4) HORHA KA (Table 9, Appendix 17)

DBPEREGEBERICHENT, WTHOREFRBHRK GAELE IR SN E b, KL,
1000 mg/kgBf TR RSP PMHEATIMMEICHH. £/ 300 BXLU 1000 ng/kgBfD K 1 L T,
iR ICEERENED SN,

5) Mo m#EF® A (Table 10, Appendix 18, /Ny 2 'S5 » F5¥— 4% : Appendix 30)

1000mg/keg@ T, FRFMEKDERBREOGTELHMIrBD O, T, FOREL LU
NP7 Yy PEPNHBRBEICEXTPPHREEZTULIEIRLEZD,. T oDEIMBHIFD
KEBRLOTRUEM- T,

6) MommaE/AFEWE (Table 11, Appendix 19, Ny 2752 KF—4 : Appendix 30)
DBPEERBEICHE T, EREFH . BHENICHEBELREALZEDSh Ao 1o

7)) RBEAFR

(1) Ei#& PR (Tables 12,13, Appendices 20,21)

BHONLERHRE. HEBIIEII2EMLTH -k, THubE, BOMWEBICH T, K
BORED 300 vg/kgll LOREFHOHEIIZEDo N1, FiT1000 vg/kgB TR BE LK
BEoZMICESEDOERIFBHON., WERICHEL - HMEREZDIHdH -7, 7. 1000
ng/kgBE TR, KSFTEBOZVABYESCEROLRIAEICRD oz, 251, 1000
0g/kgBRIC B AHDIET - VEBRIMI S LRETOHICE.,. BOREBHBITLIT S
RBABESVCRATAARBLLI38BLIUVCBOLENBD NI,

ChoDMILERBYBERCMA T, FROBADUEORTEE M S 1000 ng/kglt D Hic
BHonl, £/, T - VEHBERBVBIUSHERCSY I 2RETCOBMICEMBR B LU
BROEHEN, 2RECOBICIEBEOER - Bd, BT - VEBRHYITIIMOERBL.
HFREIUEROBERANMESICHFORBAIRED S NI,

HE. REOODHOBIUVLRETCOBITHENTH, EMBREBICIBFIRFIZD S
-t

(2) BHEEFEHE (Tables 14~17, Appendices 22~25)
1000 mg/kg@¥ic B T, HROENBE I UHBNERICKBLICAERN MG ICED o1,

(3) HBELFHMA (Tables 18,19, Appendices 20,21, Photos 1~21)
DEPE SO FHNELEIZ. FE. 8BLU0BTFICENRICEDoNn. X 6ICEIY. B, IR

10



ERbEAVBBOONI, FMBRHEBEETIEMMICDOTR., HKBD SN > o

a. FFE (BERISRBIT 1000 ng/kgB¥ D 2F EZOMOBOAEH . IS 2HOL2H %K
H) ADEDPLEOHMIBEKRN. 1000 mg/kgB D TRAD O N, ol NERLATLLY
MHFC BT A ABRDIRIGAED. 100 ng/kgll FORABRBOTICERECOBMITE DS, JE
C-UaBRyumcldi)-mrBEHs N,

b. H (M, L b 2BOL2MEKRAE) LD 300 mg/kgl LORHBH T, WEMICH
BRVFLEOBEKREALTELIIEEOIREXZD ok, JDX D HEAIT. 100
ng/kgl TO BB TRHETHREL 100 g/kgBD R I RICBH O NIDATH 57, T HIT,
BT - Y HBBRHIVPR2ERETCOHBICKELT. BEMHBECPHEE L LIWEBEIRICTCS AP
BEOERIFZBDoN.,. HMTEHFERERIWICTECTHLNHEHBNBIIBREBEZEZD M D - 712,

c. B (i, fEHMNBH L 1000 ng/kgBED 2R E T DIWDOROLRHERH . ESICHOTE
KOWTRZOMOBOLHAERE)  FHBICBVT, EBLEOBEAEH AT T 6 H 300
ng/kgll LORMBEHOMTRED SN, BOXTOMOEBUNE I TCRIFITEFTIBH SO LM
- 7o

d. Bift (. & bR2BO2HERE)  Z(REBLROEHZEHESIBK LR OBEK
2100 meg/kgd EO REBHOMBEIZED SN, BT 300 3L 1000 mg/kegB¥ T LR DHEIE L.
BELMERINTH3Hb@B DN,

e. Bl (MIIHEPLEY 1000 g/keBD2Hl L ZOMOBROLRER . I LHO2H %K
) BEFHEHOBRIIRRFHRICEOT, REEEOHMEZZ o n b LA 100 ng/ke
DEDRBBRTRED NI, COEMLMORAMARZ. BLAEXNLERETOMTH 7, Fiz.
BT - VEBBR#BMICE S s o,

f. BRB - BOBR (ERRI LT 1000 ng/keB D R2HIEEDMOBOREH . HIZLBOL
FERE)  TRXRTC - YEHERHIVELZRETCOMIKENT. BRI CRBROEHEIED
Sbhfco EMUCEREICE. HEE LBARBROLEPH TIHEAENEORI T EDELS:
oA ohl,

g. B CHE. & LB BEE 1000 ng/kgBIO LA E T DHOBOAERAM L L UHED 2 RIE
CHERE) : 1000 og/keBFIC B AMBEDOFRTHITHEABAL T, MIZH-MH30E 5 - Mk
KEXRZBDH SN,

ho BE - OB - SR - R E R (. L LB XIT 1000 mg/kgBf D2 & Z Otk
DEHEOARENFTIVCHOLERECHZHRE)  WTFhoORBICH., DBPREDOERELEEZI LR D
RE3#EDHoNLDI - I,

. FPEAEFELE BE IRELEIFE. B (. HOFHEA O L RIBTH)
PTHhORBIZL. BREEADShEd - 1,
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UEDOHRROMIZS, BELLERBICEAKRDo NN, WTFN HDBPIR G L3 HE{RL
BRREREKLEEIONDIEIALTH -1,

2. HMEREAFMY
1) BEhmic RiT X% (Table 20, Appendix 26)

(1) RERBIUZE

RREZ. YRBELELIUDBPHRESEHLE 2T Uiz, /0. ZHRBE . FREY CDBP
@30, 100, 300 KT 1000 mg/kgBFTZnZEd 90, 100, 80. 90 LT 100 ¥ TH b, 3%
RBEBIUCZHECHTIBPORBEREIDSNE M Ko

(2) HEGEH. ERUBITERE
DBPER G EHOBGH. FRUBIUBAKRERZ, HRBEENRTHELZEIZD oL 5k,

(8) HER, RRMMSLUCHE

EHELERLCBB2AIBRL., LERMBRICOWTS, DBPRSEHEMEBEH T
BEALZEZIEDONIE Mot 12720, 1000 ng/kgB¥D 1 Ci3. FMTFEADY FITRADF
DB INDOOH > WBET, BYHOHBE TRAIBKBIETLTOLARIODLENETLL T
2o TD D, HERIETHHAZEZR LI, WHEIK 2T, 100, 300 KL 1000 mg/kght
DEFELEE, FBBICHBE L TCAREHGNET L. BLEALEHBETHAS LS. HE1~30
ICERPET L7z, 1000 mg/kgBEDBID 1 i, B BRBICHT L TEETHEMICH D,
HWH1HBOBREXRTHREAABRTHEAEI L. MELAIKE2RNEBRIN T,

SRACOBBRICOVTIER., 2ROBCIBRINCHEATERL. REFYHRESERL
ER. RO LS. ERBIIRERSHEULEZI ohIZLEADo NN, ERBEH %
B3R FIZDONEI Mo T,

2) $iERICRIT TR ®(Table 21, Appendices 27)
(1) —RIRAR
NEBEASTLLTORICEVT,. FEROLE B4 AHEFTO—RRBIIRFZIEDs LD

Of:o

(2) HERHK. 2R, AFRHE. SECRE. HAER, #Hib, HERKELSITHERERF
R
300 100 HX 300 mg/kgB TR, THhoDHRBICABLUERZIEDONL D -7, 1000

12



ng/kgBE T3 HE L SIEOBBFTIEN, FREFPARBEORFEICLILRVBFTE LKL
O AR, WA4BEFREBIVALEREIBYOIVCIETEEMZRL. 4 AEF R
iRt omIcHEEENZD SN,

(3) Hi RoH i (Table 22, Appendices 28, 29)

AERTER, BHRRZETH5HARNHREEL 300 ng/keBticHF 1 HA ST LS, 0TH
DHICHLRFHAIB|EINLE LT, ARRFE. 2TOROHFLERIEDoNL D -1, &
os NIRRZERIZSVLTH. MBEOBENET S ABBHIREEIDBPRELHOSFERICHENICR
Do, REABRVABKEN T, DIPREOKER I DIDLNIERORARZED S
ARG RO A

ERBIUHER

1. RARS &S

BHOONLELNERR. BERB THOBILECHUER THEIBHOBBICNT ZHET
H o,

30 ng/keBE T, BHBELELONAEBBDOALDL - 1,

100 mg/kgPl £ BB T BB LB OB, 300 ng/ked LORMBB TR EONBEHK
BORE. TUSKEORGRBICRERCHTIRBHICLIZEELONEREN, 0T
hblBIRY o, 7. THEKEORBRELCHER 100 ng/keBHOBTHS SN
Fidtn, REROHMD 100 ng/kell EORBBOEE 100 BL T 300 ng/kgBE D HIZBH 5
Nrc, X6, 100 ng/kgBFCHRHBEHEMNICHEEEOR VPRI, 1000 og/kgM¥ TIIHE L
ROBEWREES BBOLENEIC. AERMOMH S L URTHIERICED SN,

HOWESKBEORER. ALTEsAH ) EBRFLHOBERIC LS bOT, HEERKRE
BHrGNHY. BRECNT S LRORICHMME UM SN BZELTH - 1co T, HOB
BB LS APRBABEDEHALS . ChSRENRS LLDBPO BB HT 3R
BMEHAETREITIEMAEBREONS, U, BKO20 TR, FBHBIIBEEL LROEHNRE
Hohte. EOOMAICIEUI BB S WEH T,

—F . BRI B A EROHBORRE - EROBRRIC DTS, Sl RE TH
ZEREIETEAMEINLRIOBPH S I ZORBYO. BRKECNTIEBENLEEICL
BEAEZEAOND, CROOBHMIZRP ORI FREROHEME. WESNABHEEH S0
HITic k2 bDERBEINIH, KBIOHARBKESHETACRD O, BROBENEE
PrsRBLTHAEIENI bR, 55, BREKMLTE. BRWISREZRZH O N
ih-tae



ULEDOWHALEPEKRICHY 2AICIMA T, 1000 ng/kegBf0 T, FRICHHIROE XN
Hoh,. FREBEWMUKL, X5, BRDOEHIIK. —BFEUFULEIBIRB LD
EEZEZONZ2RFETOBICETIEH. FHAROEHLLBH OO, HTRFRIIH T3 HE
i bhl, COLIUURRBIIBI3RBEFNEALCIETCIPELTHA, HOBWERBREIC
BOUTHBHEEELRRTIZMLRIZDONGE M -1,

RATCRBSIIALSBHOMICRBRL, CholdWIE. AREHET. BERXFEREDEKRE
ELTRCL. ME¥HKRETCREOHESCPRESKIRIC. CoAPHEE AL TED S
hico 2. BRPHBRBARAIKIOHEL, ABYWRIEBEALBY o1, 261K, &l
BB L) ->MEEAICMAT. BEREIXTRBOERNEZD SN,

100 mg/kgd LOHEH T, HEHI20VRBFBBORF IO HERDOLHMNIET L I B
BoNIEHR, THoDHMIKEWTHIRTHYERUULRBENE AR o, E5IZ.
COLHNHBOBFIIEKR - BEL., WHMASAYNHICEXHEAR. FKRRFERICIKHEED
BmETLRTLIERAELBOLON. AROIZVCBBANKCSI2HWTIE. DBPOHBHL BN
Bhs@mdsd b,

HE, HOBKBRETE., 1000 ng/keBf TRAOMEABEmZ R L. FE R KM &7 RE
HmUzzUN, FIKELLRZD oY, DBPRARY b4 TRHE N, E2Y VAT
- EEHECLIERBRIRZDoNLE D -1,

LUELEDERNS, DBPORBEHRSHFERE LT, FITHLAEE. BICE. BLXUBKOMEBEICESR
RRERTIIENELLEAD, BTRIFRICHTIERIZD o, £/, WEBR IOV
T, i, &S 30 mg/kg/HEHE I NI,

2. ERLEEH

R IUHBOERMICH LTI, 1000 ng/keBEiC B THEBUALERELEOHEELD
MItEBRLTZEZZYDohEd o7, 1000 ng/kgB¥ T, 2RV CLcEED 1 RESSN, £
DIHEERIPPETIZIMAICH - AREALAEATIEEIN - 72,
RappoRERHLTIE. HERO2F 2T UcEBL 100 ng/kgbl EORBRB THRIR L.
1000 mg/kgBE TR S ERBBAE N > 7ofc . 1000 ng/kgBOHERKM. WH A4 BAEFRY
PIUAEFRIBIHI20BETHEEZRL. BHAFNEREIWHIBDAEFRBHOAIIR
Honteh, ESHTHEAAEATRROBAVBICEFROBRTRUNITH » 1o
EZRWECOHBICE TR, BRUISAPESNFBELTED SN, EELHBANREAN
ERaNLD., TEEPLPERBIMSICIEFTEIZDOhU Mo, LIt - T REFHH
A hoBBEORAT, HHAIIHTZ -BRFEBFOLBICLID _RGICERALIZHD &Y
Hrans,
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TE. REBVPERIAKCICHLLDDSTHIRLEN 200, EREBEBAFGICER
KERELLY, REFHICEIOSOMEFICARMEOREARBIIECIZLONT. AR
MEbDEBZ SN,

ULoERPS . BHMOEMITH L T, B, HE S, 1000 ng/kgBic BT HHEBIC
URTEHERRECGZFDHONTE D>, ROWORAICIH U TS, 1000 ng/kgBf THHE 4 B A&
FREORBAVBIUVEFEROETHEB/Z CEDH o, BEBR T 300 ng/kg/B & HREI NI,
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Table 1 Incidence of clinical signs in parental males

Clinical sign Dose {mg/kg) 0 30 100 300 1000

Fate TX TK K TK TK FD/KE (Total)

Animals examined 10 10 10 10 7 3 (10)
Red urine 0= 0 4 T* 5 1 (6)*
Blotted fur in lower abdomen 0 0 0 5 6 3 (9)*~
Salivation 0 0 0 4 T 3 (10) **
Emaciation 0 0 0 0 0 1 (1)
Deep and slow respiration 0 0 0 0 0 2 (2)
Decreased locomotor activity 0 0 0 0 0 3 (3)
Hair loss regions 1 0 0 0 0 0 (0)
Rough fur 0 0 0 0 0 1 (1)

a) : No. of animals with sign

TK : Terminal kill

FD/KE : Found dead or killed in extremis

* 1 Significantly different from control at 5% level of probability
*x : Significantly different from control at 1% level of probability



Table 2

Incidence of clinical signs in parental females

Clinical sign  Dose(mg/kg) 0 30 100 300

Fate TK NP (Total) TK TK NP KL (Total) TK NP KL (Total) TK KD/KL FD/KE (Total)

Animals examined 9 1  (10) 10 7 2 1 O g§ 1 1 Q0 5 3 2 1o
Red urine 00 (0) 0 1 0 0 (1) 1 0 1 (2) 0 0 0 (0)
Blotted fur in lower abdomen 0 0 (0) 0 0 0 1 (1) 2 0 1 (3 1 2 2 (8)
Salivation 0 0 (0) 0 0 0 1 (1) 1 0 0 (1) 5 3 2 a0
Emaciation 0 0 (O 0 0 0 1 (1) 1 0 1 (2) 0 1 1 (2)
Decreased locomotor activity 0 0 (O 0 0 0 1 (1) 1 0 1 (2) 0 2 1 (3)
Deep and slow respiration 0 0 (0 -0 0 0 1 (1) 0 0 0 (0) 0 1 1 (2)
Chromodacryorrhea 0 0 (O 0 0 0 0 (0) 00 1 (1) 0 0 1 (1)
Loose stool 0 0 (0) 0 0o 0 0 (O 0 0 0 (0) 0 2 0 (2)
Rough fur 0 0 (0 0 0 0 0 (0) 0 ¢ 0 (0) 0 1 1 (2)
Hair loss region 1 0 (1) 0 1 0 0 (1) 1 0 0 (1) 0 0 0 (0)

a)

NP

%k

: No. of animals with sign

TK : Terminal kill on day 4 of lactation

Found dead

Killed in extremis

Killed because all pups died after delivery

Killed due to delivery disorder

: Non-pregnant(killed on 25 days after copulation)
FD :
KE :
KL :
KD :
: Significantly different from control at 1% level of probability
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Mortality rate in parental females

Table 4
Dose (mg/kg) 0 30 100 300 1000
No. of rats examined noo® 10 10(D 10(1) 10
No. of dead rats® 0 0 0 0 2
No. of rats killed® 0 0 1 1 3
0 0 0 0 29

Mortality (%)

(Number of non-pregnant among examined rats), included in calculation

“a):
b) : Total number of rats found dead and killed in extremis
c) : Total number of rats killed due to delivery disorder and killed after delivery because all

pups died, not included in calculating mortality rate



Table 5 Body weights — Group mean values in parental males

¢ g»
Dese Days of treatment
(mg/kg) ———— T e e e e e ———
1 8 15 22 28 35 43 44
0 345 386 4189 448 478 504 527 528
9 13 17 24 30 35 42 44
ao (1o (10> aom ao (1o (1o o
30 345 388 418 433 483 208 523 528
8 16 18 23 24 22 25 24
(1o (1o (1o [@R0D) @ReD) (1o ao (1o
100 345 381 413 442 466 484 500 502
8 12 14 15 19 18 23 24
(1o (1o (1o aom aao (10> 10 (o
300 346 374 403 428 452 472 491 484
S 18 24 25 26 28 28 30
(10 (1o (1o (10 10 (1o aom (1o
1000 345 35 1% 37 4xx 388« 425%% 44 5% 4650%x% 463k
g 11 17 21 30 29 28 30
(1o (106> ¢ 8 ( 8 « « D « D C D

FEach value is expressed as mean, SD. and {(number of animals 2xamined).
%% 1 Significantly different from control at 1% level of probability



Table 6 Body weights — Group mean values in parental females

Cg>
Dose Days of premating Days of pregnancy Days of lactation
(mg/kg)  —mm e e T T T e e e s e
i 8 15 22 0 7 14 20 0 4
0 202 226 251 -——- 255 285 334 413 ' 300 323
7 13 13 ——- 11 12 g 23 27 21
10> ao o —-— « D « D D ¢ 9 « (QIc))
30 203 224 246 288 250 288 332 421 306 337
7 11 11 - 17 i4 18 20 20 16
(10) (o ao C (o 10> (10> (102 (10 (o
100 203 223 247 S 251 287 329 416 300 331
7 8 12 -—- 14 16 22 - 24 35 22
ao (1o ao - ¢ 8 ¢ 8 ¢ 8 « 8 ¢ 8 « D
300 203 226 246 - 248 283 3290 404 294 301
-7 10 10 - 12 13 15 30 20 42
Qo ao (1o -—= (G D) ¢ 9 ¢ ¥ C D « 9 ¢ 8
1000 203 215 228% -——- 236 272% 316 380 286 316
7 11 18 —-—— 15 12 14 17 34 15
GRID) (10> « 8 —-—= ¢ 8 « 8) ¢ 8) ¢ 8 ¢ 8 ¢ 5

Each value is expressed as mean, SD. and (number of animals available ).
¥ 1 Significantly different from control at 5% level of probability



Table 7 Food consumption — Group mean values in parental males

(g/rat/dayv)
Dose Davs of treatment
(mg/kg) ————m e e T e e e s
1 8 15 22 23 36 43
0 27 28 24 24 26 25 26
2 2 2 3 4 4 3
(1o (10> « 3 (10> 1o (105 (o
30 27 28 24 24 26 22 26
2 2 2 4 3 4 2
(10) (o ¢« 3 « D (1o (1o (1o
100 . 26 25% 22 22 24 22 23
3 2 4 3 3 3 3
(o aom « (102 (10> (10> 1o
300 24 2 4 21 22 25 22 23
4 3 2 1 2 2 2
(1o 1o « 3 (1o (10> (10> aom
1000 21x 24x% 22 235 25 24 27
5 4 4 3 5 3 3
(o (1o « 2 « 8 «C D « 7 «

Each value is expressed as mean, SD. and (number of animals examined).
% : Significantly different from control at 5% level of probability
#*% : Significantly different from control at 1% level of probability



Table 8 Food consumption — Group mean values in parental females
(g/rat/day)d
Dose Days of premating Days of pregnancy Days of lactation
(mg/kg)  ——=m— oo TS S e T oo—s—so—s oo
1 8 0 7 14 20 0 3
0 18 18 17 23 23 20 13 41
3 2 3 2 2 4 8
ao (1o « ¢ 9 C 9 D « 9 D
30 19 20 17 22 23 21 20 48
2 2 3 ~ 3 2 4 6 5
(1o (1o (1o (10> 10> (o ao aom
100 17 19 16 22 23 19 8 47
) 2 1 2 4 3 5 8 4
<10) o ¢ 8 « 8 ¢ 8) ¢ 8) ¢ 8) « D
300 17 19 15 20 20 17 5 36
2 2 3 4 2 2 6 17
(o (10> ¢ 9 « D « P « D « P « 8
1000 17 17 16 23 24 23 14 37
5 2 3 2 4 10 7 12
(o ao « 8 ( 8 ¢ 8 « 8 «D « 3

Fach value

is expressed as mean, SD. and (number of animals available).
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Table 9 — 2 Urinary findings - Summarized data in parental males
Dose Animals Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg) examined T F o+t — X+ o+ 0.1 12438 — + 4
0 10 9 1 10 10
30 10 8 2 10 10
100 10 10 10 10
300 10 T 2 1 10 10
1000 7 6 1 7 7

Ketone body : —(negligible), = (5mg/dl), + (15mg/d1), ++(40mg/d1), +++(BOmg/dl)
Occult blood :—(negligible), =*(trace), +(slight), ++(moderate), +++(marked)
Urobilinogen : Ehrlich unit/dl

Bilirubin : —(negligible), +(slight), ++(moderate), +++(marked)



Table 10 Hematological findings — Group mean values in parental males

Dose Animals Animals RBC Hb Ht MCV MCH MCHC WBC Plat.
(mg/kg) examined available (10*/x1) (g/dD (% (£ (pgd %> 103/ 1) 0%/ ul)

0 10 10 849 15.5 45.5 54 18. 3 34. 2 82 151

48 0.7 2.0 1 0.4 0.4 16 18

30 10 10 864 15.6 45. 4 53 18.1 34. 3 78 141

21 0.3 0.7 1 0.3 0.4 14 20

100 10 10 850 15. 4 45.0 53 18.1 34. 2 78 146

26 0.5 1.3 1 0.4 0.5 24 18

300 10 10 8589 15.8 45. 7 53 18.4 34. 5 69 146

34 0.5 1.5 1 0.4 0.4 17 18

1000 8 7@ 825 15. 4 44. 2 54 18. 7 34. 8x 80 144

53 0.7 2.1 2 0.6 0.3 30 20

Each value is expressed as mean and SD.
@ : Data for one animal killed in extremis, not included in statistics.
¥ : Significantly different from control at 5% level of probability



Table 11 - 1 Biochemical findings — Group mean values in parental males

Dose Animals Animals GOT GPT ALP 7 —GTP ChE T.P. Alb. A/G
(mg/kg) examined available (QRIVED qus (GRIVAD) (IUu/D U/ D (g/d1> (g/d1>

0 10 10 55 28 223 0.22 40 6. 64 3. 21 0. 94

7 4 66 0. 20 15 0.21 0. 20 D0.11

30 10 10 53 28 285 0. 28 42 6. 68 3.12 0. 88

11 5 53 0. 26 14 0.17 0.15 0. 086

100 10 10 53 27 279 0. 30 33 6. 58 3.16 0. 83

6 4 56 0.11 7 0. 15 0.10 0.07

300 10 10 52 26 237 0. 26 35 6. 58 3.12 0. 80

: 7 4 65 0.22 15 0. 24 0.17 0.07

1000 8 7@ 50 25 218 0. 84 37 6.43 3. 25 1. 03

6 3 58 0.61 13 0. 20 0.11 0.11

Each value is expressed as mean and SD.
@ : Data for one animal killed in extremis, not included in statistics.



Table 11 — 2 Biochemical findings — Group mean values in parental males

Dose Animals Animals T—-Cho. T.G. Glu. T-Bil. BUN Crea. Ca P
(mg/kg) examined available (mg/dl1> (mg/dl) (mg/dl) (mg/dl) (mg/dl)d C(mg/dl) (mg/dl) (mg/dl)

0 10 10 75 a0 148 0. 30 14. 7 0.57 10.1 6.8

16 48 12 0. 03 1.1 0.07 0.2 0.5

30 10 10 70 86 164 0. 30 15.1 0.57 10. 0 7.0

9 37 g 0. 05 1.8 0. 03 0.2 0.6

100 10 10 74 74 149 0. 33 14. 6 0. 58 10.0 6.6

17 30 11 0. 05 1.0 0. 05 0.3 0.4

300 10 10 65 68 150 0. 32 13. 7 0.58 9.8 6.7

12 30 10 0.04 1.1 0. 06 0.4 0.4

1000 8 7@ 58 54 130 D. 28 13.9 0. 54 10. 0 6.9

8 30 18 0. 03 0.8 0. 04 0.2 0.5

Each value is expressed as mean and SD.
@ : Data for one animal killed in extremis, not included in statistics.



Table 11 - 3 Biochemical findings — Group mean values in parental males

Dose Animals Animals Na K Cl
(mg/kg) examined available (mEq/1) mEq/1) mEq/DD

0 10 10 142 4. 28 104

1 0. 28 1

30 10 10 141 4.18 103

1 0.17 1

100 10 10 142 4.18 104

1 0. 15 1

300 10 10 142 4. 14 104

1 0. 23 1

1000 8 7@ 142 4. 06 104

1 0.20 1

Fach value is expressed as mean and SD.
@ : Data for one animal killed in extremis, not included in statistics.



Table 12 -1 Incidence of necropsy findings in parental males
Dose (mg/kg) 0 30 100 300 1000
Animals examined TK FP (T) X K FP () TK FP (T) TK FD/KE (T)
Organs : Findings 9 1 10 10 7 20 9 1 (10 7 3 (0
Lung : Dark red in color $ 0 0 (0) 0 0 0 0 0 (0) 0 1
+4 0 0 W 0 0 0 (O 0 0 (O 0 1 (I
Total 0 0 0 0 0 O 0 0 0 2 @
Liver : Dark in color } 0 0 0 0 0 (0 0 0 0 3
Stomach : Thickened mucosa of + 0 0 W 0 0 0 W 5 0 (B 2 0 (@
non-glandular portion +4 0 0 W 0 0 0 W 0 0 W 5 2 D
+44 0 0 0 0 0 0 0 0 0 1 ()
-Total 0 0 W 0 0 0 O 5 0 (5 7 3 (10)**
Black spots in glandular portion 1 0 0 0 0 0 0 0 (0 0 1 (1
+4 0 0 0 0 0 (O 0 0 0 2 (2
Total 0 0 0 0 0 0 0 0 3 3
Distended with gas +4 0 0 W 0 0 0 0 0 (O 0 1 (D
144 0 0 W 0 0 0 0 0 0 0 1 (D
Total 0 0 0 0 0 (B 0 0 W 0 2 (@
Intestine : Distended with gas +4 0 0 0 0 0 0 (O 0 0 0 1
+44 0 0 (0) 0 0 0 (O 0 0 W 0 1 (D
Total 0 0 0 0 0 0 M 0 0 0 2 (2)
Distended cecum with watery contents + 0 0 0 0 0 0 0 (B 5 0 (5
Kidney : Dark in color 4 0 0 0 0 0 0 0 0 3 (3
a) : No. of animals with abnormality
+ : Slight; +t : Moderate; +t++ : Marked
TK : Terminal kill; FP : Failed to cause pregnancy; FD/KE : Found dead or killed in extremis; T : Total

x¥ : Significantly different from control at 1% level of probability



Table 12 -~ 2 Incidence of necropsy findings in parental males

Dose (mg/kg) 0 30 100 300 1000
Animals examined K FP () TK TK FP (T) K FP (T) TK FD/KE (TD
Organs : Findings 9 1 (10) 10 8 2 (10) 9 1m» 7 3 (0
Adrenal : Reddish color + 0> 0 (B 0 0 0 0 0 0 2 (2
Thymus : Atrophy +4 0 0 (B 0 0 0 0 0 (0 0 1 (D
Spleen : Atrophy + 0 0 0 0 0 0 ) 0 0 (O 0 2
Skin : Hair loss regions t 1 0 (D 0 0 0 W 0 0 (O 0 0 (0
a) : No. of animals with abnormality
+ . Slight; 4+ : Moderate
TK : Terminal kill; FP : Failed to cause pregnancy; FD/KE : Found dead or killed in extremis; T : Total



Table 13 - 1 Incidence of necropsy findings in parental females
Dose (mg/kg) 0 30 100 300 1000
. Animals examined TK NP (D) TK TK NP KL (T) TK NP XL (D) TK Kb/KL FD/KE (T)
Organs : Findings 9 100, 10 T2 10 8§ 1 10Um 5 38 2 am
Lung : Dark red in color 1 0> 0 (0 0 0 0 0 (® 0 0 0 O 0 0 1 (D
Liver : Enlargement 1 0 0 W 0 0 0 0 (O 0 0 0 W 2 0 0 (@
Dark in color t 0 0 0 0 0 0 0 0 0 0 0 1 (D
Fhite necrotic spots ++ 0 0 0 0 0 0 0 0 0 0 1 0 (O
Stomach  : Thickened mucosa of + 0 0 ) 0 6 0 0 (B 2 0 1 (3 2 0 0 @
non-glandular portion +4 0 0 O 0 0 0 0 (O 1 0 0 (D 3 3 2 (8
Total 0 0 (O 0 0 0 0 O 3 0 1 4 5 3 2 Ay
Black spots in glandular portion  + 0 0 ) 0 0 0 0 W 0 0 0 (O 0 1 2 3
Distended with gas + 0 0 ) 0 0 0 0 O 0 0 0 (D 0 0 I (D
+1 0 0 W 0 0 0 0 (B 0 0 0 0 0 1 (1)
Total 0 0 0 0 0 0 (O 0 0 0 O 0 0 2 (2)
Intestine : Distended with gas 1 0 0 0 0 0 0 ) 1 0 0 (D 0 1 0 (D
+4 0 0 O 0 ¢ 0 0 0 0 0 (O 0 ¢ 1 (D
++4 0 0 (O 0 0 0 0 (O 0 0 0 (O 0 0 1
Total 0 0 W 0 0 0 0 (O 1 0 0 D 0 1 2 3
Kidney : Dark in color 1 0 0 (M 0 0 0 0 (W 0 0 0 (O 0 0 1 D
Enlargement and decoloration +4 0 0 (O 0 0 0 0 0 0 1 (D 0 0 0 W
a) : No. of anisals with abnormality
+ : Slight; ++ : Moderate; +++ : Marked
TK : Terminal kill; NP : Non-pregnant: FD/KE : Found dead or killed in extremis; KD/KL : Killed due to delivery disorder
or killed because all pups died after delivery; T : Total
¥ : Significantly different from control at 5% level of probability
xx : Significantly different from control at 1% level of probability



Table 13 - 2 Incidence of necropsy findings in parental females

Dose (mg/kg) 0 30 100 300 1000
Animpals examined TK NP (T) TK TK NP KL (T) TK NP KL (D) TK KD/KL FD/KE (T)
Organs : Findings 9 1A 10 7 2 100 8§ 1 1o 5 3 2 m
Adrenal : Hypertrophy and/or decoloration 4 0 0 (O 0 0 0 1 (D 1 0 1 (@ 0 2 0 @
Reddish color t 0 0 0 0 0 0 (® 6 0 0 (® 0 0 2 @
Thymus : Atrophy 1 0 0 0 0 0 0 0 0 0 0 0 0
+4 0 0 0 0 0 1 1 1 (2) 0 1 1 (2
Total 0 0 (O 0 0 0 1 1 0 1t @ 0 1 1 (@
Spleen : Atrophy 1 0 0 W 0 0 0 1 P01 @ ¢ 1 2 (3
Skin : Hair loss regions + 0 0 ® 0 1 0 0 (D 0 0 0 0 0 0 W

a) : No. of animals with abnormality
+ : Slight: 44 : Moderate

TK : Terminal kill; NP : Non-pregnant:; FD/KE : Found dead or killed in extremis;
because all pups died after delivery; T : Total

KD/KL : Killed due to delivery disorder or killed



Table 14

Absolute organ weights — Group mean values in parental males
Dose Animals Animals @ B. W. Liver Kidney Thymus Testis Epidid
(mg/kg) examined available (g (gl (g) §:)) (g) (g)
0 10 10 502 15.72 3.22 0. 36 3. 39 1.40
42 2. 34 .22 0. 08 0. 28 0.10
30 10 10 503 16. 68 3. 23 0. 38 3. 40 1. 33
23 1. 37 0.17 0. 05 0. 23 0.07
100 10 10 478 15.73 3. 14 0. 33 3.27 1. 33
23 1. 40 0.17 0. 06 0. 30 0.16
300 10 10 462 15. 38 3.17 0. 31 3. 37 1. 38
28 1.78 0.27 0. 08 0. 27 0.11
1000 10 7 43 1%x 15. 15 3. 06 0. 28 3.23 1. 31
31 1. 73 0.10 0.09 0. 20 0.07
Each value is expressed as mean and SD.
® : Data for animals found dead or killed in extremis, included in statistics

% : Significantly different from control at

1% level of probability



Table 15 Absolute organ weights — Group mean values in parental females

Dose Animals Animals ® B. W. Liver Kidney Thymus
(mg/kg) examined available (g> (g) (g) (g)
0 10 2] 323 14. 06 2. 06 0. 21
21 0.67 0. 25 0. 06
30 10 10 337 15. 35 1. 97 0. 26
16 0. 99 0.10 0. 04
100 10 7 331t 15.17 2. 02 0. 21
22 0.75 0.16 0. 08
300 10 8 - 301 13. 62 2. 06 0. 14
42 1. 99 0. 30 0. 06
1000 10 5 316 = 17. 14%x 2.15 0.18
15 1. 00 0.15 0. 05

Each value is expressed as mean and SD.

@ : Data for animals not impregnated, found dead, killed in extremis,
killed due to delivery disorder or killed because all pups died
after delivery, not included in statistics

¥k 1 Significantly different from control at 1% level of probability



Table 16 Relative organ weights = Group mean values in parental males
Dose Animals Animals © B. W. Liver Kidney Thymus Testis Epidid
(mg/kg) examined available (g (%) 679 (%) (%> (%)
0 10 10 502 3.12 0. 65 0. 07 0. 68 0. 28
42 0. 26 0. 06 0. 02 0. 08 0. 03
30 10 10 503 3. 32 0. 64 0. 08 0. 68 0. 27
23 0. 20 0.02 0.01 0. 04 0.02
100 10 10 478 3.29 0. 66 0.07 0. 68 0. 28
23 0.22 0. 04 0.01 0. 06 0. 03
300 10 10 462 3. 33 0. 69 0.07 0. 73 0. 30
28 0. 32 0.07 0.02 0. 08 0. 04
1000 10 7 43 1%x 3. 51 0.71 0.07 0. 76 0. 30
31 0. 24 D. 05 C. 02 0. 09 C. 03
Each value is expressed as mean and SD.
@ : Data for animals found dead or killed in extremis, included in statistics

% : Significantly different from control at 1%

level of probability



Table 17 Relative organ weights — Group mean values in parental females

Dose Animals Animals @ B. W. Liver Kidney Thymus
(mg/kg) examined available g %> (%) (%>
0 10 ] 323 4. 37 0. 64 0. 07
21 0.19 0. 05 0.02
30 10 10 337 4. 56 0. 59 0. 08
16 0. 28 0. 083 0. 01
100 10 7 331 4. 60 0. 61 0. 06
22 0. 31 0. 03 0.02
300 10 8 - 301 4.53 0.71 0. 04
42 0. 30 -0. 22 0.02
1000 10 5 316 -~ 5. 42%% 0. 68 0. 06
15 0. 32 0. 03 0. 01

Fach value is expressed as mean and SD.

@ : Data for animals not impregnated, found dead, killed in extremis,
killed due to delivery disorder or killed because all pups died
after delivery, not included in statistics.

#% : Significantly different from control at 1% level of probability



Table 18 -1 Incidence of histopathological findings in parental males

Dose (mg/kg) 0 30 100 300 1000

Animals examined TK FP (T) TK TK FP (T) TK FP (T) TK FD/KE (T)
Organ : Findings 9 1 (100 10 8§ 2 (10) g 1 0 T3 (10)
Lung : Congestive edema + 0 0 0 - -~ 0 W - 0 D 0 1 (1)
+4 0 0 0 - - 0 W - 0 0 1 (1)
Total 0 0 (0 ~— - 0 W - ¢ W 0 2 (2
Heart : Myocardial fibrosis 1 2 0 @ - - 1 O = 0 0 0 (®
Liver : Microgranuloma + 1 0 (1) - - 0 W - 0 O 0 1 (D
Congestion + 0 0 W - ~ 0 W - 0 W 0 2 (2
t4 0 0 0 - - 0 W - 0 W 0 1 (1
Total 0 0 (0) - -0 W - 0 W 0 3 (3
Stomach : Erosion in glandular portion ' + 0 0 (O 0 0 0 0 0 0 1 (I
++ 0 0 O 0 0 0 O 0 ¢ D 0 1 (1>
+4+ 0 0 ® 0 0 0 (0) 0 0 0 1 (1D
Total 0 0 (0) 0 0 0 0 0 0 (O 0 3 (3
Acanthosis with hyperkeratosis + 0 0 0 0 0 (0 T 1 (& 0 0 (O
in non-glandular portion +4 0 0 O 0 0 0 (0O 2 0 (@ 1 2 (3
+44 0 0 O 0 0 0 0 0 0 (O 6 1 (1

Total 0 0 0 0 0 O g 1 C1o** 7 3 (10)*
Erosion in non-glandular portion + 0 0 0 0 0 3 0 B 0 ¢ (@
Ulcer in non-glandular portion +44 0 0 0 0 0 (O 0 0 0 0 1 (1D

Cecun : Epithelial degeneration + 0 0 0 0 0 (0) 1 1 (D 3 2 GH)

a) : No. of animals with abnormality

+ : Slight; ++ : Moderate; +++ : Marked
TK : Terminal kill; FP : Failed to cause pregnancy; FD/KE : Found dead or killed in extremis; T : Total; — : Not exawmined
xx : Significantly different from control at 1% level of probability



Table 18 - 2 Incidence of histopathological findings in parental males
Dose (mg/kg) 0 30 100 300 1000
Animals examined TK FP (T) TK TK FP (T) TK FP (T) TK FD/KE (T)
Organ : Findings 9 1 (1) 10 8 2 (10) 9 1 W T 3 am
Kidney : Eosinophilic bodies in proximal tubule + 3@ 1 (4) - - 0 ) - 0 0 3 1 (4)
+4 1 0 (1 - - 0 ) - 0 0 0 0 0
Total 4 1 (5) - - 0 0 - 0 ) 3 I (4
Focal tubular basophilic change 1 5 1 (&) - - I (1) - 0 (O 4 2 (6)
Congestion + 0 0 )y - - 0 ) - 0 O 0 3 3
Urinary bladder : Epithelial degeneration + 0 0 0 5 0 GGO)** 3 0 3 5 1 (8>
Epithelial hyperplasia 1 6 0 O 0 5 0 (% 7 0 (D 2 2 (4
+4 0 0 (O 0 0 0 1 1 (2 5 1 (8)
Total 0 0 <(0) 0 5 0 5 8 1 W 7 3 am*
Protenous plag 1 1 0 (D 0 0 0 0 0 0 0 (0
Adrenal : Congestion 1 0 0 - -~ 0 ) - 0 0 2 @
Thyomus : Atrophy +4 0 0 ) - - 0 ) - 0 0 0 1 (D
Spleen : Atrophy + o 0 W - - 0 0 - 0 W 0 1 (D
+4 0 0 - - 0 ) - 0 0 0 1 (D
Total 0 0 (0) - - 0 ) - 0 O 0 2 (2)
Brown pigmentation + 0 o0 0 - -0 W - 0 W 0 1 (D
a) : No. of animals with abnormality
+ : Slight; +4 : Moderate
TK : Terminal kill; FP : Failed to cause pregnancy; FD/KE : Found dead or killed in extremis; T : Total; — : Not examined
xx : Significantly different from control at 1% level of probability



Table 19 - 1 Incidence of histopathological findings in parental females
Dose(mg/kg) 0 30 100 300 1000
Aninals examined TK NP (T) TK TK NP KL (T) TK NP KL (T TK KD/KL FD/KE (T)
Organ : Findings 9 10 10 7 2 100 g 1 10 5 3 2 0
Lung : Congestion + 02 0 (0 - -0 0 - 0 0 W 0 0 1 D
Heart : Myocardial fibrosis + 1 0 (O - -0 0 W - 0 0 0 2 0 (@
Liver : Focal necrosis + 1 0 () 1 0 0 0 (» 0 0 0 (O 1 0 0 (D
440 0 (0) 0 0 0 0 (O 0 0 0 <0) 0 1 0
Total I 0 (1) 1 0 0 0 (O 0 0 0 (0 1 1 0 (2
Hepatocellular fatty change + 0 0 W 0 0 0 1 (D 1 0 1 & 0 2 0 (@
Hepatocellular swelling + 0 0 W 0 0 0 0 (B 0 0 0 (B 3 1 0
Congestion +0 0 (© 0 0 0 0 (» 0 0 0 ® 0 0 1
Stomach : Erosion in glandular portion + 0 0 0 0 0 1 (D 0 0 0 O 0 0 2 @
Ulcer in glandular portion 0 0 (O 0 0 0 0 B 0 0 0 (B 0 1 0 (D
Acanthosis with hyperkeratosis + 1 0 (D 0 0 0 1 (D B 1 1 (8 1 0 1 ()
in non-glandular portion 0 0 (0) 0 0 0 0 <0 2 0 0 (2) 2 3 1 (6)
44 0 0 (0) 0 0 0 0 (0 0 0 0 (0) 2 0 0 (2
Total 1 0 (1) 0 0 0 1 (D 8 1 1(10)** 5 3 2 1m
Ulcer in non-glandular portion + 0 0 () 0 0 0 0 (O 0 0 0 (O 1 0 0 ()
0 0 (0) 0 0 0 0 (0) 1 0 0 () 0 2 0 (2
440 0 (0) 0 0 0 0 €0) 1 0 1 (2 0 0 0 (0)
Total 0 0 (0) 0 0 0 0 (O 2 0 1 (3 1 2 0 @
a) : No. of animals with abnormality
+ : Slight; +t : Moderate; 44+ : Marked ] .
TK : Terminal kill; NP : Non-pregnant; FD/KE : Found dead or killed in extremis; KD/KL : Killed due to delivery disorder or killed
because all pups died after delivery; T : Total; — : Not examined

x : Significantly different from control at 5% level of probability
xx : Significantly different from control at 1% level of probability



Table 19 - 2 Incidence of histopathological findings in parental females

Dose(mg/kg) 0 30 100 300 1000
Animals examined TK NP (T) TK TK NP KL () TK NP KL (T) TK KD/KL FD/KE (T)
Organ : Findings ¢ 1 (10) 10 T 2 1Q0) 8 1 1 Qn 5 3 2 {10
Kidney : Vacuolization of proximal +22 0 (@ - -0 1 (D - 0 0 0 1 0 (D
tubular epithelium 40 0 ) - -0 0 (C0) -0 1 (1) 0 0 0 (0
Total 2 0 (2) - - 0 1 -0 1 0 1 0 D
Focal tubular basophilic change + 1 0 (D - -0 0 W -0 0 W 0 0 0
Tubular dilatation 40 0 0 - -0 0 - 0 1 0 0 0
Congestion + 0 0 — - 0 0 M - 0 0 0 0 1 (D
Urinary bladder : Epithelial hyperplasia 10 0 0 3 2 1 (&) 8 1 1d® 3 0 1 (4
40 0 ) 0 0 0 0 <0 0 0 0 2 3 1 (6)
Total 0 0 (0) 0 3 2 1 (B 8§ 1 1.m* 5 3 2 (10,
Epithelial degeneration + 0 0 ) 0 0 0 0 (O 2 0 0 @ 4 2 2 (@)
Ulcer Ho0 0 (0 0 0 0 0 (O 1 0 0 (I 1 0 0 ()
i+ 0 0 (0) 0 0 0 0 (0) 0 0 0 <0 1 0 0 (1)
Total 0 0 (0) 0 0 0 0 (O 1 0 0 (D 2 0 0 (2
Ovary : Congestion + 0 0 W) - -0 0 - 0 0 0 0 1

a) : No. of animals with abnormality
+ . Slight; 4+ : Moderate; ++t : Marked _ . .
TK : Terminal kill; NP : Non-pregnant; FD/KE : Found dead or killed in extremis: KD/KL : Killed due to delivery disorder or killed
_because all pups died after delivery; T : Total; — : Not examined
X% : Significantly different from control at 1% level of probability



Table 19 - 3 Incidence of histopathological findings in parental females
Dose(mg/kg) 0 30 100 300 1000
Anipals examined TK NP (T) TK TK KL NP () TK KL NP () TK XD/KL FD/KE (T)
Organ : Findings g 10, 10 7 1 20 § 1 1 am 5 3 2 10
Adrenal : Cortical cell vacuolization 000 (B 0 6 0 0 (B 1 0 0 0 1 0 (D
0 0 O 0 01 0 0 1 0 1 2 0
Total 0 0 (0) 0 0 1 0 (D 1 1 0 1 3 0
Congestion + 0 0 0 0 0 0 (O 0 0 0 W 0 0 1 (D
Thymus : Atrophy + 0 0 0 1 0 0 (D I 0 0 () 0 0 0
0 0 0 0 1 0 (D 1 0 0 (D 0 1 1 (2
0 0 0 0 0 0 (O 0 1 0 (O 0 1 0
Total 0 0 (B 0 1 1 0 (@ 2 1 0 3 0 2 1 (3
Spleen : Atrophy + 0 0 (O 0 0 1 0 1 1 0 (@ 0 1 2
Brown pigmentation + 0 0 0 0 1 0 D 1 1 0 (@ 0 1 ¢ (D
Decreased extramedullary hematopoiesis + 0 0 (0 0 0 0 0 0 0 0 0 1 0
+ 1 0 D 0 1 0 0 (1 2 1 0 (3 0 2 2 4D
Total 1 0 (DD 0 1 0 0 (D 2 1 0 4 0 3 2 (5

a) : No. of animals with abnormality
+ : Slight; ++ : Moderate; +++ : Marked

TK : Terminal kill; NP : Non-pregnant; FD/KE : Found dead or killed in extremis;
because all pups died after delivery; T : Total

KD/KL : Killed due to delivery disorder or killed



Table 20 Reproduction results — Summarized data

Dose (mg/kg) 0 30 100 300 1000
No. of pairs mated 10 10 10 10 8
No. of pairs with successful copulation 10 10 10 10 8
Copulation index (%) 100 100 100 100 100
No. of pregnant females 9 10 8 9 8
Fertility index (%) 90.0 100 80.0 90.0 100
No. of corpora lutea (Mean*S.D.) 18.4*1.8 17.5%1.9 18.3%£0.9 17.4=1.9 18.0£3.0
Yo. of implantation sites (fean%S.D.)  17.7£1.2  16.5%1.3  IT.4%1.2  16.7+2.4  16.3%1.6
Implantation index (%, Mean=ZS.D.) 96.1+4.2 94.8+7.1 95.3%6.6 95.4%7.5 91.4%+9.1
No. of pregnant females with parturition 9 10 8 9 8
Gestation length (days, Mean*S.D.) 21.3%0.5 21.5%0.5 21.3%0.5 21.3%0.5 21.1%£0.4
No. of pregnant females with live pups 9 10 8 9 7
Gestation index (%) 100 100 100 100 87.5
No. of pregnant killed?® 0 0 1 1 3
No. of pregnant females survived 9 10 7 8 5

Copulation index
Fertility index
Gestation index

o

(No.
(No.
(No.

a : Abnormal pregnants,

examination.

of pairs with successful copulation/No. of pairs mated) X100

of pregnant animals/No. of pairs with successful copulation) X100
of females with live pups/No. of pregnant females) X100

delivery disorder or all pups died after delivery, killed during the study for pathological



Tablé 21 Litter results — Summarized data

Dose (mg/kg) 0 30 100 300 1000
No. of pups born 16.3+ 1.6 15.6+ 1.3 16.3+ 1.3 15.7+ 2.8 15.3%x 2.1
Delivery index 92. 4+ 4.7 84.6%+ 4.4 83. 6% 6.2 883.5%= 6.9 84.0£ 8.8
No. of pups alive on day 0 of lactation
Total 15.89+ 2.1 15.2+ 1.1 14. 4+ 2.5 15. 1= 2. 11.9% 5.4
Male 7.3x 1.7 8.1+ 2.1 6.3+ 3.0 8.3+ 2.1 5.6 2.8
Female 8.6 2.9 7.1+ 2.5 8.1+ 3.0 6.8+ 1.9 6.3 3.4
Live birth index % g7. 0t 4.8 87.6%+ 3.2 88.3x18.1 96.8*= 7.8 79.9+34. 2
Sex ratio (Male/Female) 0. 81 1. 17 0.78 1.17 0.81
No. of pups alive on day 4 of lactation
Total 15.7x 2.0 15.2+ 1.1 12.9+ 5.6 13.2+ 5.7 7.1 7.2
Male 7.2+ 1.7 8.1+ 2.1 5.8+ 3.5 7.1+ 3.5 3.8 4.0
Female 8.4+ 2.7 7.1 2.5 7.1+ 4.2 6.1+ 2.8 3.4+ 3. 6%
Viability index (%) g8. 7 2.6 100 = O 86. 7+ 35. 1 86. 0+32. 6 58.0x£50. 8
Body weight of live pups (g)
on day O
Male 6.2+ 0.6 7.0 0.5 6.4+ 0.4 6.5 0.6 5.3+ 2.2
Female 5.8+ 0.6 6.5+ 0.6 6.0 0.5 6.2x 0.6 5.0 2.1
on day 4
Male g.8+ 1.0 11. 5+ 0.7 10. 3% 1.7 8.5+ 2.2 8.7 2.4
Female 9.3+ 1.0 10.9x 1.0 8.9+ 1.6 8.2+ 2.3 8.2+ 2.0

(No. of pups born / No. of implantation sites)x100
Live birth index (No. of live pups on day O / No. of pups bornd)x100
Viability index (No. of live pups on day 4 / No. of live pups on day 0)x100
Sex ratio = Total No. of male pups /7 Total No. of female pups
Each value is expressed as Mean =+ SD.,except sex ratio

% : Significantly different from control at 5% level of probability

Delivery index

o



Table 22 External and visceral findings — Summarized data in pups
Findings Dose (mg/kg) 0 30 100 300 1000
External No. of pups examined 146 156 130 141 104
No. of pups with 1 0 0 1 0
external anomalies? 0.7%2.2) (), (0) 0.6£1.7 ()
External anomaly?
Vestigial tail 1 0 0 1 0
0.7+2.2) ()] (0 0.6x1.7) )
Visceral No. of pups examined 144 156 129 135 12
No. of pups with 0 0 0 0 0
visceral anomalies® () ()] (0) () ()
No. of pups with 0 4 3 8 2
visceral variations? (1)) (2.6%4.6) (2.2£3.1) (6.9%£12.20 (2.2%3.8)
Visceral variations?
Thymic remnant in 0 4 1 5 1
neck (); (2.6£4.6) 0.7x2.1) (4.5£11.D 1.0x2.D
Persistent left 0 0 2 3 1
umbilical artery )] (0) (1.5£2.8) 2.4%7.1) (1.2x3.1

a : No. of pups (Mean* S.D. of individual litter percentages)
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