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=20
BAERRELEYR1,.2-V/7on -3 -—=tu~vEy (DCNB) o&ttigNd
b7:%, 8Dk (Crj:CDSD)) 5 v FEAWT, RERSHEM - AR SHBARBAE
Mlfe 5 PI1BHEES 10 REL, DCNBO( (FRE50XB), 1, 5, 25 RU
100 mg/ke/BHE%, ZCECBALE 14 HETA O, BMRAHEWE I EEGI~4MEM T, i#
44 BHE, SEBHERICEORELE, BohABRE, ROLBEVTH S,

RiEREEE

HHRICHOT, 1 kU bng/ksg BT, #BRPRBREORBIFD OB, o7, 25 mg
/kg BTRFROFHREARCERBRORME LR ICH TR RY oh, FELVRBEE
L e, EEMRBC~EYFY VIEEOHIARD ohis, ThodBLicinA T, 100
mg/kg BT, BRSO TRERORMEOBEEHBR LEAL o NBZE{MNENLSL, Ry v
SRMBEF LY VL, FYNIRTR2VAF - LROMMECCREZZZRORDPNE
B on, REENNHINE, S0, NBRRERU~Z 7Y v FMEORDIET il
WAMIKROHIARD on, FMBAMOFREZL 7co MBUCHWTD, 25 mg/kg K
FORERT, RRRCHE, R U CRIEERENEAIRD oned, BEoEL
SHEBLEERY, REELROER{LERBE T HEILTH -2, £, 100 mg/ke HTIH,
Bl O EREPIATHBE I TN M H o 7. ULDL, HEBL MBlED, —BRIRE
DOELPRTEAONT, HEED 100 mg/ke B TREMBRRETMAC—BEORD %
RBOLOAT, TOHIHBEEEZLLEI %,
HERER B

1, 5, 25 %0 100 mg/kg B d, ML, BG, HRRUVARIERT, MR#LIE~
BN L R EEC I ENEREIRED ONSh ok, B, FERKOVLTH, RESH
2RBETHELAIRBDONE o1,

VIEOEREMNS, DCNBRELCLOEMPRAECKT IR OMEREBIRD 0N
b0, FERUBECST 23R E0RIBRMARBI s RPN S,
¥, EEER, Sw/ke/BTHIEHEINS,



AERE Y

CORERE, OECDRHUIBEERBFLFVROREEER 70 50011
TERLABOTHY, 1,2-Ysnun-3- =ruxvedr2ils - MoREROREL,
BREDECRE, BRECAHR Y, APRONERGEHIEC AN - REBHE R 7
Y=oV IR 50T 1,

RERHEI R U BB
1. %% %E (Appendices 1,2)
BEME 1,2 -V2on-3- mtrtuxvEy (CAS No. 3209-22-1, ZIFTDCNB &8

¥) i, roRftEnib0
(o b &S HiFE 99.15%) MW, DCNBO#FMIE Appendix 1 iRl &
BEYTH5,

e, BRBRICHVWAEZDCNBIZ DWW, BE5HEEMRURERTRICOIL, SHIHE
MRFECH - o & &AL /- (Appendix 2),

2. BEEY

Wi, SDR (Cr j:CD (SD)) OSPF3 v r RV, 7» i, HEAF»
=AY N—HFRAet (WRNRERTTERT 9 5 &) Mo, #Ed7HE M 8E
BRCHEA (M 62 1T, W 62 )T) L, 7 HEEBRERCILsE, 2oBcREEiTy, &
BN TR O RIF SRR 50 PB4, HEW 8, M OBl TR LA,
REMMROFIGRE (KEEH) &, M 330 (324~349)g, M 228 Q17~ 242)e TH o1z,

3. HEXM (Appendices 3~6)

v i BMERUHRSHMEZBL T, BE 22 £ 3C, BE 55 + 10 %, BREH
0EZE/R(A—7 Vs Va7 —FR), BY 12 RE( 2676 BT, 48 6 Bl
1) CRELENY TV RFAGMET, RISV L AEGHEy—Y (276 W X
426 D X200 H (mm)) CXEL, ThEAFYUVAESBOT » 7B LUTEB L, K
L, REHAEOME, KB(HAF» -2 - YN-BREHH, k942 1L—7, 5



2RO BHTRER : Appendix 3) EANLHEY A —RR—FEY —Y (265 W X426 D ¥
200 Hmm) ) WAL L,

R (EA L7 BReHE, BREHCE- 2, HFRWROMEE : Appendix 4 ) &
K (ENRERERE LmA— Y » V7 2 v —BiRgEAGBE L ClE, B9
DIFHTRER ¢ Appendix 5) W, ENEFNKERRU HBIEKREE X ILEKIE (BY H—HR
= PRy -V ORE) X HHBERS R,

5 v b OEEBIL 5 v 2 REF — Y ~OEBHLOMT EFEAS VY FECL DT o 7,

BH, BPOREHEEEC T, RBRROGEECRELRT UL EEbh 2 BEER
DFEAL (RE - BEOMERRE : Appendix 6) WY bhighs 1,

4. FRBORBRECREEORE

HEEL, BREERTERBROBRCESOTREL L, REERERBRE, (HHOSD
2 (Crj:CD(SD)) 5 b2 1 HMHS4RE L, BEREOMEHE, FFDC
NB®D 5, 10, 25, 50 KB 100 mg/ke/HIREHO 6 #HE R, 14 HHOREEOR S
KOFERL I,

ZORER, 10 0L 25 mg/kg/HU O BH TIHFBEEOEMA, 100 mg/ke/HH T
MRy v RUGER2 VAT o - VvEOHMACST bR IE L TRD ok,

P EORERENMD, ARBRCHIIRERE, By v tHHMBEIRETILELONS
100 mg/kg/HABSHEEL L, VT 25, 5 R 1 mg/ke/HD 4 HEEREL 12,

ERBFORERR G, OIBRRRSBOT, xHE#), ©ODCNB 1 mg/ke/HIEEGH (1 ng/kei¥),
®lal 5 mg/kg/HIREHE G ng/kel¥), @ 25 mg/ke/HIRGH (25 mg/kg #), R 100
mg/ke/ HIRE# (100 mg/keBt) O 5HBE L1,

ZRBEOHYEG, BHES 10 KL, FR~0HHOH YT, BREFEEOKERE
T BLEBEARHMEER O TIT - .

5. HBaEOHE (Appendices 7,8) RUBRSHE
DCNB 1%, L LCRAFAY — 7 (BREREASAE, BEES KD 04, K& 17,
KITD %AW, EOHREHEBI K AL H7TME (1mg/ke B : 0.02 w/v %, 5 mg/kel¥ :



0.10/v %, 25 me/keBE: 0.5 w/v % 100 me/ke B : 2.0 w/v %) O E LCHEL Y.
BB P k220 Snde L, BIERORERER, THEECHEL AR
HL 7,

55, DONB BRI ARL, 3 5RAT(AT) - BRFTAHR LD 14 BH
BRECHZZ LAWR I (fppendix T) T, BEROBHPIMIG 14 HEEL, &
AR TAT - BT CEALL, 2k, RSRGHIEATL, FERETRES AT
% T & %R (Appendix 8) L7z,

BEHER, By L EREARNT, ERORSRE, I O 14 Hah
5, B 44 BE, BEHEROWE 3EEG ~MEME T, 1H1E EHEH 10
Bi~12 B, 772 LIS 8 HEOBEH 1 308~ 28158 &, 5 » b OBACEHIT
RS Lj, NERECE, BERARRCES L,

6. EHE

REHOBRE#R TR (R5HE% 4 BHOFHR), #OF - VEE-RHNOMEANT
131 oa&bEEEY, REMERI N E (O HRITPORR /KR, &kl
B, TROWRIHEH—ERH(9:30 W) <iTV, BREKD 5V IERETCREFR
WRINIHERROB L LR,

7. BERURE
D Baiciid 2EE
(D —BREEE
BEDHDER, S04, AE TEBSCOVTHREL L, BUBEBcs TR,
iR, HERUVHEORBAERECHELL:, FROWRIEBH—ERA (9:30@) 1T
», 1 Bl tehlolErEBchiHEWELIBE L,
(2) KERCEEENE
REORNE Y, @tk &R 5HEE REBEE KU 20%3 T HHBRTIY, &
SIUBRREH LBBRACOAE L, 220, Mo, HRO0, 7, 14 RU 20
HEWE I BRUVAHCHELL, B, AHAEHESGDET, r— VI BE



TO 24 RHIOEKERELAEL 2, BOWE 4 HOFERE, WHAIOO 24 BIEY
BEMELR, ThOoORECR, BT ERER (X b5 —48, PL-3000) % H U,

() BERFEFRE

HOHIZDOVT, DITORELERL 12,

a. WRigE . BE5H% 42 BER, BETFHRCEEFBLCHRBRERRL, HBRE
B (PVF4RTF 402 A® 2 AR ZFHEERSGH) kb, of, Bl # N2, I
FEvik BYAEVRTOEY ) - vEERBCREL R,

b. MEFNKRE : iR ORE, BREVMKTEE (858 4 HE) oR
HEANIT - %, DMIHHOFEROIRLOMBELKOAXEL, BRI X —5 VERET
TR L CBABIRL 017w, ROBEIZOWTRIE L, BERIEFIEDTA-2K%
A,

HH (#k5s) ME RE 2
OafmBkE (RBC) BEXEVRBREA R
@t # & (ib) FFv~Erat Vg
@~=F2Y o FEML N AHEAR
@FBE R MIREH MCV) A 2 E BRI
38 (BE-4000 &
G FRmRkmeaEE MCH) WM EHE¥ D)
®F35 FR BRI B 3 B (MCHC) 31 M fi
@ MmEkE (WBC) EXENEHAR
@i HE (Plat.) BREMRHAR 7
@WIR AR MmBKEL (Ret.) Brilliant cresyl blue
v L B ERORRK

&, QIRESBRER CMEEFREREERL 24, gl ZARD ohish
w1 DT, BEIERL I, R,



c. IMEHFHRE : RRLcIEO—WBHhoMFLSBEL, ROBEELWEL 1.

HH (B3) RE* MEWES
D 8y ey (1.P) Biuret
® 7a73yv (Alb.) BCG #
® A/GH (/6) EY X
@ ImiE Glu.) MR
(GK"’ -GG6PDH? -UV )
® PYXYES4F (1.6.) MIE
(LPL® -GPO* -POD™ &)
® #avrzryru—n (T-Cho.) BRI
(CES® -COD™ -POD %)
@ ®rynrry (1-Bil.) Jendrassik % =X{4=2=) Joip iy
W (JCA-VX-
® REEZ BUN) Urease-UV B 1000 B2 Y 5
S54¥—:HAK
©® 2vvF=v (Crea.) Jaffe B BFGER)
@ GOT GO SSCC® &
@ GPT GPD SSCC
@ 7v-GTP (r-GIP) SSCC #
@ ALP (ALP GSCC®
@ Anvva (Ca) OCPC #
® EBY v P BRI
(PNP'® -X0D*"? -POD )
® FrYva (o) 4 & VEBE _
BREEH T
@ A»yva K 14 Bl P 3B (NAKL-1:
WHERTE
® #\E CD 4 A4 v Bl (#))

1) Znakt—¥, 2) Fna—x6Y yEBEAKZEEE 3) VESurd v

Yro—¥, 4) FVknYy YEBUEE 5) ~NAEVY—¥, 6) aLRF

Q—=NVIAFF—¥, T) aLRFR—NARVF =¥, §8) AAVIVFETH

FikFES, 9) P4 VEBKREES, 10) SV YRIVEVFRRT72Y 5 ¥,

1) #HvFvidEvy—¥

4) WHENRE

BB T, $RBEIME4EECI-FABRTT, WIhbimERL,

ROFEARREL, PRPEHLERE THHHMMNRD O NBOEc>OTE, SBRPED

AH#%E O 25 HE) CEHRL, BECEL:,



a. Hlig: 2BBELRIRCBEL L, 361, Bicon T, NEoRKBRY
FEOEREORER I,
b. EHEEBAE : EFENXH (2 b3 —#bE, AT 2000 2RV T, MEEOHE,
Wi, Mo oY BELKERE GBUEE) L, MkER GEdEE) 288
Lk, Wi, HERTHBELEKR A% —-KELTHRELE,
c. WHHBFNKRE : ROBESELERRL, 107 by VvE@EE R LY VR ER
EUKHE koA T 7 i) TEEL.
B, TEH, B -5 FERBERMEEST), BmER BiR, 5E
B (REXEST), L & K|E B B TR e lﬁm R WiB Bt 18
B, BELGK SR BE E 78 B A8, S8 CREXI, EEXE,
AEME B BHGE KBE), Vo mGESRyY oW, BEBEY ), BB
(THE=SEH), BW (FEB), FLIR (BEP)
MEEEFNRED, BB EBRHEE 100 ne/keBRONTE, W 8% B O
B R ROlR, BRRCCHESSVRIREIC OV TIT o, 1, D RY 25 me/ke BETH,
BEARERHTELORD oh MO, WiE BEECCBOMBEREL ., o6,
ETCOROREDOHNHNTE, HBHEVCESHERTRELLBHECMAT, TREHRTK
R EE BE wuEd0E1E BOIRELR.
BE, FEEBEAOERL, EXSTEBHERRN CRRRERHRR2TH
984 — 1 Fi) wHBFHLTERL, BEERVLST 7 2 YOREZ1EEL, H-E BBERL .
Ef, —EROBIOIFEECRREC oD TR E (XY M), RIic >0 T PAS B,
B DD TERE (Y v =R EiT o7
(G) AT SEEORE
AR BT A RIEEE, RO CHBLL,
a. REE (%) = RERIEME FEHHE <100
b. HEE (%) = EFRER/HEE X100
c. FhaE (%) = (M TRERETEE X100
d. HREME (B) =ER0BH o MEIER S L0 E £ T OIM
e, MEE (3) — CLREMEME SR X 100



f. BHER (%) = EEEREEEREE <100

2) FHHERCEY SHEE
(1) ERBRUHEILO#HE
RBET OHRBRESFOERY EERLATROLI ER~IHRBEREL R,
SHE (%) = (RHERB/FREE X100
Tk, BMIIFEARBEOMMOBEC X OHEL, B LoMLERKLL,
Q) AZEBRU—-BIREBOEHK
RBFETHR, ORNESUCAROREEREL L, i, BH-BRERUEELHED
LU, HERRUFHEREFERERD L,
HAEE (%) = (HERRFEFERB/QHERB X100
FHEREAER (%) = (WHF4BEERB/HMERREEFERB) X100
(3) RENE
AEFEREOVIRE I BRC 48, BENCESHET L oREELZAEL, 1 ALY
OEEGEE WM L 1,
@) WHFRRA
FETHIL € OME, EHEPIIBS » PORAFMEFLH) 2 —F - Jnokivh
TR S &, FRNcs T2 TERSERBERCHEL L,

8. #ratinsE
FonhFEYEH 2V HEEC >V, HBHEOMOBEEE (BIRES BEUT) 2RO
HETREL .,

thE, HiER DRAFHECOEELENF -2, BREER HEH FRER EEH
M, ERE EERE HCRBLSEONS A MY v 27— dBartlett DHBHRTEEIT -
feo FED—RIIRER—AEBORHAFEITY, TORREEEZLADIBES, Dunnett
X EScheffé & (HOKRE IHNREZIBE) L BRI 5 Z3BROLBKREETT -
o BBA—RTROIBEE, 2 YNS3 A Y v 2 F—2 AV BIREERIH] 7,

HREB, MAE ShE FEREER RREOEHBFT - RED/ vS XY



7 7 —# & Kruskal Wallis OMERRERITY, Z2OBEEEELRBY12BE, Dunnett B
Xi& Scheffe B (HOKE INRIEBBE) OBRTI L BB 285ROLERE
EiTo Tt WERMOLERER, TRE, SHE, hER, HEROELE RESHRESCS
FEIRBPORBERZEDOAFIYINNF -5y 2 BEERT- R,

PR R

I. Rirs5EH

Blo v FOREREERCHT IRRRURERRL, ROoLBVTHH R,

1. —#3RA8 (Tables 1,2, Appendices 9,10) RUFELT

BEDHLZELT, SROBS » FERCEED ONY, T4, HRYRERS E olMEl
HELoN3—RIRBOZEL B o BT,

fe?Zl, XRBO#D 1V No. 003) 4, 58N 31 HHWED O LHOELAYEIZC 6
ENBon, 4 BHL 3 HECHAITHMEBREL L, chicko, BEENERL,
FRELBD LR, 2o0%FLoEoHERCEsy, HSEELEEL, BENNRTE T
Pl LABLISITEEORICE CREL L, ¥, MR X 2RBAESREOERMN 25
mg/kg BEOBED 1 VT (No. 039) =@ b1l

2. tk# (Figures 1,2, Tables 3,4, Appendices 11,12)

BRI EESBOBOKE S, BRPHAEL THRBL TE - THBLE, 055,
1, 5RU 25 mg/ke BHOKEIIHFIHFRNCHERBEMTRE,M 2N, 100 mg/kg FHOHK
HIIR 5B 36 HHUBERCRS L, REMNOMFINRD onle, /2, 25 mg/ke
HokED | R Sng/keg #E PP THY, KEMENOIEHBHA S Mhbhi, #RYE
BREBZROBOKEL, MBHIEZZEDONLP o7,

BE, PEORENRSONLNBHO | RokBERTREORER T, HitBBoXKH»
HEEA L7,

3. BfEE (Figures 3,4, Tables 5,6, Appendices 13,14)
1, ST 25 mg/ke BTk, ML DBETBLZE L CHBRDEREOREENEION



HBREBOEBRIAD oo fe, 5 1me/ke BOMDRS 36 HEHOEME I3RS
CHEARTHECSS o R, 20MkOBHERCELIS 0T, LrHEREREREBERO
BOETH -7, 100 mg/ke BT, MigEs SB5 | BHOBHEMFRCHILL, L
L, S BHUBRIECHOIZEHIRD 001,

4, FRARE (Table 7, Appendix 15)
Bizs»T, 1,580 25 ng/ke BTRIERBRBICELIBD ohilZh o, 100 mg/kg
BCRRY v 2 0EEICHEML, £epliZBETREECSH 5 7,

5. MMFHFHR (Table 8, Appendix 16, /Xv 7 75 ¥ F 57— :Appendix 28)

HH0T, 1, 5Kk 25 mg/ke BTRBRERHCEMLEZRD SN -, 100 mg/ke
BT, FESMBERERT~Z 7Y v MEOEDIECRIRFMRE O, o h,
FMERE, FPRMRMEERRCBIROROEERE SRITZHFEZIRD OB
b OORWPMBC D - 7,

6. MEAELFEFHRR (Table 9, Appendix 17, /¥» 2 75 ¥ ¥ — % :Appendix 28)
BBV TC, 1RV Smg/kg B#TRERBEFHEHCELEIRD ohish o, 25 R 100
mg/kgBECRIRY VX7, BV RAFu— W RUF Y 9 ABOFESEMA, 100 mg/ks B

THREZZRBOFERARIIRD ON:, e, TCREREMTH 1A, 100 mg/ke
Bo 60T, GPT BT r-GTP B EREMNE, 49 v ABGWIBRERLE, 85 VX2
BOEMIZ >V, FETAT7 I VEOHINCLEb0TH e, A6 HRICEERSEL
BB ohZhal,

1. REBFWIRR

1) HFR (Tables 10,11, Appendices 18,19)

PR RBREORELEL ONZELELT, HEROELA, BEOEARUCEBENL, i
C R OERHRD b ht, BROMAN 5 ng/ke BOMO 1 Rics ok 0FBROT,
HBEERUREOBAL, S 25 mg/kg LEOHBH THEERFEHCED ON, #2100

10



mg/kgRE DUED ORI, MECHLARTRPBOBERIICH 5, T, BBOGHIPLE
WSV TRBBLYT 5600, #D 100 me/ke BElD 25 RU100 mg/ke BTAD SNz,
S5, MOERIICESOT, BRAMCIETRRNEC, BRI S 20 B B8R
L, 8 100 mg/keBic B 5 RBEEN/ OB~ TED S 2,

BE, JRIIBD ONEAREEYICEOT, EMERBRCIBCERI@D O NS,
7o
2) BEBHEE (Tables 12~15, Appendices 20~23)

1 RUS me/keBbTid, MEME SRE L ABEE O R U ERICH > S ELITR
BDHNIEM oIz, 25 mg/kg BT, BOFBEUREOHENERHCCBOFEOMN R
UM EE OFERZEMARD O h, MOREOM R UHEER b EmgEmNER L, 100
mg/kg BT, B e SHFRRUVBROBMNEUVENEROEEIEMARD ONL, T2,
HEATFHEEZELRD ONEh o o, ORI ERRUCHEGER & SREmERL .
%, BHNT 25 RU 100 me/ke BOMER 100 me/ke #OWM LI, WAEE
TRERIRD ONAEh oo, HAEETEHBRC TR ERCERSHEERL
72o
3) MR E (Tables 16,17, Photos 1~16, Appendices 18,19)

BBRYRBEOREY, FE BE EREUCRECEDONk, RS LR
L2 T, REFICE O T AR RIBE PR BRES T REERD o hilh- .

a. W (ROMiEELRE) : FaROEXAN 20 2T 100 ng/ke #HOMHICSRL
Yoo COHHFEOREARGNERIMECHEL, EALHROMR UFHEEHMETLT
Wi, ZLOBORITIRIRKGES i TigbL, EREfRoBERL L, ORI
BECEEATHOPHOBMICH - 2,

e, MBBEOBHOT, Al OEHREAPPEILORINB - T,

b. B (RoMMERE) BIECHEMREE ERICS TS PAS RaBIEHE 7
OHBEH, HIREEEEOEREAOTRD 25 R 100 mg/kg H#TRH o, T
LU R RS R, TEBARI o FRas Tl LTI L Tk, &, 100 mg/ke B
Tk, PPEML, SHTHERNO LRI ORY, BEROBEREEA OGNSR
HOEIOBINEMT 2D -, BH, HFMEFRIC LAY VICHRT R, KB

11



T PAS Zettfatk 0iTEE/ME (eosinophilic body) it, WRBEAAURBOMCED SN
2, BRMRBE L SRBROWMEA OB T,

c. i (2ROBHLRE) : WEOKEMCE, AENC YT voRBEVH
NEMERH ONBH, 25 mg/ke BT 100 mg/ke BOMBETCR O~V FY v OIXE
ML, £/ 100 mg/kg BHOMTIIPBRENOBASIHEOMMFILAD ol

d. Kl CHBRT 100 mg/kg BOMBET I 1, 5, R 25 mg/ke BHoOMLRE)

s HRIC BT, RS, BRLERSNALFINGESHROMITHRELLY, Thoofl
TRY YNERPBOL, ZOLDRBORESAWEE LD, HBERCOERFLTVAC
LR e,

e. BI% - M- O - BE - RESUIIR GHBRT 100 ng/ke BOMMLF W 1, 5,
KU 25 mg/keg BOMRL BA - 20N ERE) : BRURBRSORENEL SN BEL
HBD onBhor,

f. FHESHBREE - BE - VRS TE - (SROBIRLZh - o200 2i8H)
: REURBD onsho e,

e, ThoOBREACD, BRBCELIBED ONLY, DThORBERCHERE
HEmIED ONnT, BROYLBAONIEILTH .

0. Smzxdss
RpFEA BT BRI TREGRE, ROLBVTH L,
1. 8Yosm kI RE (Table 18, Appendix 24)
1) KRR, RKE HEERCERERK
RREBERUVHERE, DI INTOREHT 100 Th-, ZREBI, HRHIE
ticl, 5, 25 RU 100 me/ke/HBEHCERENI0 Lh 2, 3, 1, 2RU2E
OREEREA A on e, 2nEhn 80, 70, 90, 80 R 80% TH -7, X
RIGBRURBESH L OMCEER LN 2, HREG, HR#c¥Ey 22 B
THY, PRYRBERBCIHOTHERI M-,
2) BAE, FRBRUERE
WFNOREILOVTH, MBHEEBRYRREERLOMICHEEREZIRD O NI

12



Mote,
2. HHERCRETTEE (Tables 19, 20, Appendices 25~27)
1) —iiRRe
HBHESUETORISVT, EEROEZIHEHE CO—BRBIEERIFED L
niEnate,
2) HERE £EER HCREK, HERCEERKE
WTROERIESVTH, WRBELHBRRBEER L OBCERSZRRD ONI
Mote, 8, B S R 100 me/ke BTIMCE~IERS <, 25 mg/ke BT W
B o teh, BRBCERELLE—FEOEBHMTEd o, AEREEIZOVTH,
%k 1HE>»0 4 BEHOBIWThoBC ST HEEEOEFM IR Oz,
3) HRFE, BAERBRUERE
WTNOREBIZOVTSH, 0% LI EoBEERL, WRHCHBRPRBEEREOM
CHEBREIRDONE 1,
4) FEROAZRRCHERE
AZERESE, Lmg/kg BCRERVHEIIEET 2HHERBES 1A OALUA, ©
FTNOBRERHOREFIEIHBEINLI b o, ABRERL, TRTCOBRBHRISVOTR
DonBhote, T, NHERCOVTDH, EREETILEEROEGREERHR
#o 5.0% wxl, SBRMRRGEHTIE5.9~8.67 OMRICH o, HFESHEMIBY O
nishote, HBRBEUEBYERERTAH o ZERHN, MBOSEREY & 2B
FoRECH - 1.

BR

DCNB® % » FEHVLEOREC L ARERESE - HFRAREBRBESEBCSVT
AV oniERELE FERURBCHT 2ESECFCRMARCH Y, i - REEH
ARREET DU O NS ERED DT o T2,

s 28 L LT, MgV hEEh O IR U AR PR A E <50,
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BREBERRBIRDT HHL, FRCBIZ5 v RBOREEFYET 22ILAD 6
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AIFERORELEEL LB OND, SHi, HITBIHIERRER TR
boo, M GOT, GPT RV r-6IP FHEIH T hic LRAMMERL, FECHonkKE
FIZEE, BEENOOBERELEIELTHZ LI drbhl,

BB aRE e LT, BIRAE ERCHEFENHEL, SouHBRCLBDS
h, BEShLRAEOERBRLELONSZELIEML 2, —F, M, BThonr
ZERRRBELZ o 1, RAE LROERLNS O h, s RO RIRRSEKREP
HE OHMERANRD o,

Efe, Ry v RMES Y Y LABOMMET A Y Y A BOBAEE SRR T 5
HEergd e oNS,

FRE LR OWFRIES » P MBSO AEERNE  RD O, # vy OBFRIUR
EEAONTWVWS, DCNBRELL > TRALLBE TR, 20 My v/v7 OHn
CREEL 2 BLEHERINS,

58, DCNBREBVOREOBHI, BEOR/RBIINLPPEKEEY, BBAMLL
T, ThidBEoEENEL L IBRIRE, 20 (DCNBOREWICLIEFRI
LBbDLHERIN B,

RMATRE LT, #5 o FORMKE, MEFRERI~N< 2 MEZBDBSOLUE
BEMERL ., CORME, SMEETRL3boTRE, MbhofRFRmKkEEme
M O R E MR IEMBINTED oh, ULHEBC~NeY 7Y YIEBEOMIARED ohi
Eho, REMRMTHS LM Nn5,

R OZMHISH B O TEMT 2HmMARD Ok, BWELBORR L~ TE
MEHT, FMEEASRBLEVDOLERINDD, vThiclTd, FHcfEH> 2t
VAERBLEZEREELONS,

PDEOEERBLOEHRTASBL, lmg/ke BTRIOX I BELIRD o nish o7,
Smg/kg BBV TH, MTRENPPAS (RIRPNCEAREERLL LRS- A, W
HHBZENCERBEIRY oY, Z20MoELIRIBD NI, 25 ng/ke BT
&, R CRIBROEBIZECIEC M AELFENENRRR L, M ORENE O IHEEm
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AL, WorRBREEIRED Nk, 100 ng/ke BT, 25 ng/ke BTHONIZ4L
MEOWOIERY, SORRMARAIMLY, —BRBCBEIB -k bO0, B5H
Wtk — B O B E ORDIEHCRY o n, BTRBRERECSDCRENINIEECH
Hxnr,

—F, AREREABECEL TR, BlLASHELD, HERCBRYREREEBREOM
KHERERIZL, DCNBOAMEURLECHT 2HEIRD ONESho T,
AURPROBBUAWTH =t u~vE Y ICTRESENHOh TR D, BRY
100 mg/kg BEORBEKRT 100 mg/ke HOME LRI, WFNOENERO» OMMARD
bnf, Ll, IhboORHCIRENGFNIREBIRD oY, SHEORELRD
LNIInofe EN G, HMEMBCT BN ETRET 500 TR L, (REEINHICE
SRBI EOELTH L LHHI NS, RESHRBI N ShIDOTHIRL SR>
PONRER & GEMRICESRICBRREL AN, REZFHCI L OFEGCEREORE®
ARTHECETRD oNB Ao, £k, BEROHILIBBIT NS YERB NN, —
EOEMBEHERT HDOTRAEL, ThoBOTndEBRHSELLEMENn,
DEo#ERM o, DCNBREZLOAMPRECHT WO EHEEIRD O hEI
b0, FiEEURECHT 2BHEECEMERIARRAT S EAHONERE 1,
T, BWHERI, bmg/ke/HTHDELHEEINL,
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Table 1 Clinical signs — Summarized data in parental males

Clinical signs Dese (mg/kg) 0 1 ) 25 100
Animals examined 10 10 10 10 10

No abnormalities detected 9 10 10 5 10
Incisores abnormalitiy 1 0 0 0 0
Blotted left eyelid 0 0 0 1 0




Table 2 Clinical signs — Summarized data in parental females

Clinical signs Dose (mg/kz) 0 1 5 25 100

Animals examined 10 10 10 10 10

No abnormalities detected 10 10 10 10 10




Table 3 Body weights

— Group mean values in parental males

(g)
Dose Animals Day

(mg/kg) examined 1 8 15 22 29 36 43 44
0 10 334 385 431 471 508 5398 563 568

7 12 20 25 32 33 42 43

9?2 ©) ) ©) ©) © ©) ©
1 10 335 380 417 456 487 510 528 531
1 10 15 20 21 19 16 15

10 am am ao; 1o aom aoe a0
5 10 335 330 419 452 483 505 528 530
7 11 14 18 20 25 2 26

am )] am (10 10) aom ao aom
25 10 335 379 415 443 477 500 523 521
7 11 16 18 23 26 28 30

aom a0 am 10 {1 1o aom 10

100 10 334 37 407 47 473 497 * 511 * 512 *
7 12 15 19 23 29 36 35

am 10 aom (10 a0 (10 am a0

Each value is expressed as mean, S.D. and (available animals)

a : Animal number 003 had an incisores abnormality, data not included in statistics
x : Significantly different from control at 5 % level of probability



Table 4 Body weight — Group mean values in parental females

(g)
Dose Animals Days of premating Days of pregnancy Days of lactation
(mg/kg)  exaMInEd  ----mrrmmmeommmm oo e i e
1 8 15 0 T 14 20 1 4
0 10 228 248 210 215 315 354 435 336 348
7 13 17 14 21 27 20 30 30
a0 a0 (10) ®? ® ® @ ® @
1 10 228 248 213 280 315 360 448 345 355
7 9 13 17 19 23 20 36 31
10 1o, (10) M= M M M M M
) 10 221 251 274 275 318 359 447 342 360
6 10 14 14 17 20 25 26 21
ao (10 a0 9= © © ©) ) 9
25 10 228 201 214 216 315 355 441 335 354
T g 9 13 11 14 16 22 12
aom 1om aom @@= ®) ® @) @ &
100 10 228 245 266 211 309 350 422 329 342
1 10 g 13 17 20 38 21 20
1o am (10) ®2 ® ® ® ® ®

Each value is expressed as mean, S.D. and (available animals)
a : Total pregnant



Table 5 Food consumption — Group mean values in parental males
( g/day )
Dose Animals Day

{mg/kg) examined 1 8 22 29 36 43
0 10 26 29 28 29 31 28
2 3 3 4 3 3
= ©) ¢)) 9 © ©

1 10 28 21 21 21 5™ 26
3 3 2 2 4 3
ao ao 10 an 1o ao

5 10 25 28 21 21 21 21
3 2 1 2 3 2
o aom 10 ao 1o am

25 10 23 2 2 21 21 26
2 2 3 2 3 3
10 o ao ao (10 am

100 10 18 ** 28 28 30 29 2
2 4 3 3 4 4
1o 1o, ) ao 10 ao

Each value is expressed as mean, S.D. and (available animals)

a : Animal number 003 had an incisores abnormality, data not included in statistics
% : Significantly different from control at 5 % level of probability
sx: Significantly different from control at 1 % level of probability



Table 6 Food consumption — Group mean values in parental females

( g/day )
Dose Animals Days of premating Days of pregnancy Days of lactation
(mg/kg) o Lh 8 1= B it LR R L e
1 8 0 7 14 20 1 3
0 10 16 19 16 22 24 21 18 35
3 3 4 4 4 4 6 6
L) (10) ®? @ ® ® ® @)
1 10 16 19 15 23 A 24 21 41
2 4 3 2 3 3 6 7
aom 10 Ok M M ()] M M
5 10 18 19 17 24 p/i| 23 19 41
3 3 3 4 4 2 5 )
a0 am 92 9 ) ¢) ©) ©)
25 10 15 19 16 22 23 18 20 42
2 2 3 3 3 3 7 5
ao am @2 @) @ @& @) )
100 10 11 18 16 24 23 20 23 40
3 2 3 3 4 5 S g
(10) (10) @2 @ @) ® ® ®)

Each value is expressed as mean, S.D. and (available animals)
a : Total pregnant
w¢: Significantly different from control at 1 % level of probability



Table 7T — 1 Urinary findings - Summarized data in parental males

Dose Animals pH Protein Glucose
(mg/ke) examined 50 6.0 6.5 7.0 7.5 8.0 8.5 — £+ 3 4 — + 4+
0 10 5 3 2 ’ 2 5 3 10
1 10 5 2 3 9 1 10
5 10 5 3 1 1 1 7 2 10
25 10 2 17 1 2 5 3 10
100 10 2 8 10%x 10

Protein : —(negligible), *(15~30mg/dl), + B0wg/d1), ++(100mg/dl), +++(300me/dD), ++++(1000mg/d1)
Glucose : —(negligible), *+(0.1g/d1), +(0.25¢/d1), ++(0.5¢/d1), +++(1g/dD)
»k : Significantly different from control at 1% level of probability



Table 7T — 2 Urinary findings - Summarized data in parental males

Dose Animals Ketone body Occult blood Urobi linogen Bilirubin
(mg/ke) examined — 4 - X + 4 4 0112438 — + §+ +++
0 10 5 5 6 4 10 10
1 10 3 17 9 1 10 10
6) 10 6 3 1 7 3 10 10
2 10 6 ¢ 5 ¢4 1 10 10
100 10 T 3 3 1 10 10

Ketone body : —(negligible), *(Gmg/dl), + (15mg/d), ++(40mg/dl), +++(80mg/dl)
Occult blood :—(negligible), *(trace), +(slight), ++(moderate), +++(marked)
Urobilinogen : Ehrlich unit/dl

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



Table 8 Hematological findings - Summarized data in parental males
Dose  Animals  RBC Hb Ht MCV MCH MCHC Ret. WBC Plat.

(mg/kg) examined (10¥ p 1) (grdld % (1 (pgd (%> (%) AaAoZuld AQAGFruld

) 10 832 15. 1 44. 1 53 18. 2 34. 3 37 89 145

25 0.4 1.2 1 0.5 0.4 5 29 12

1 10 855 15. 6 45. 2 53 18. 2 34. 4 39 79 136

48 0.6 1.5 2 0.6 0.4 5 15 17

5 10 855 15. 4 44.8 53 18.0 34. 3 41 81 148

42 0.5 1.3 2 0.6 0.2 5 16 13

25 10 834 15. 0 43.5 52 18.0 34. 6 42 80 143

20 0.3 0.6 1 0.6 0.7 7 14 19

100 10 807 14. 2%% 42, Oxx 52 17.6 33. 8 49%X 94 141

28 0.2 0.9 2 0.6 0.6 5 25 18

Each value is expressed as mean and S.D.
%% : Significantly different from control at 1% level of probability



Table 9 — 1 Biochemical findings — Summarized data in parental males

Dose Animals GOT GPT ALP ¥ -GTP T.P. Alb. A/G T-Cho. T. G.
(mg/kg) examined (IU/D) v/ n (IU/7 1) (Iurs15 (g/d1d (g/d1) (mg/d1) (mg/d1)

0 10 52 25 248 0.19 6. 74 2. 98 0.78 84 100

8 3 57 0.11 0. 28 0.15 0. 06 25 66

1 10 49 25 236 0. 27 6.76 3. 03 0. 81 74 80

5 4 48 0. 20 0.24 0.10 0. 04 10 30

5 10 52 23 245 0. 36 6. 80 3. 01 0. 80 82 87

8 4 52 0.19 0. 24 0.15 0.08 14 37

25 10 46 22 203 0. 28 7. 19%x 3. 30%x 0. 85 114%x 115

6 1 39 0. 20 0. 23 0.14 0. 07 15 54

100 10 57 30 220 0. 42 7. 08% 3. 17% 0. 81 123%x 108

6 8 59 0. 14 0. 23 0. 16 0. 06 22 44

Each value is expressed as mean and S.D.
% : Significantly different from control at 5% level of probability
%% : Significantly different from control at 1% level of probability



Table 9 - 2 Biochemical findings - Summarized data in parental males

Dose Animals Glu. T-Bil. BUN Crea. Ca P Na K Cl
(mg/kg) - examined (mg/dl) (mg/d1l) (mg/d 1> {(mg/d1) (mg/4d1> (mg/d1) (mEq/1) (mEq/1) (mEq/1)

0 10 164 0. 35 13. 8 0. 51 10. 4 6.7 141. 6 4, 27 101.0

20 0. 03 1.0 0. 04 0.3 0.5 0.7 0. 22 1.1

1 10 163 0. 39 13.0 0. 52 10. 3 7.0 141.6 4. 26 101. 4

19 0. 05 1.2 0. 05 0.2 0.6 1.2 0. 20 1.1

5 10 154 0. 39 13. 4 0.47 10. 3 6.7 141.6 4, 25 101.1

16 0. 03 1.6 0. 05 0.2 0.3 0.5 0. 14 1.1

25 10 155 0. 38 13. 0 0. 48 10. 7 6.8 142, 2% 4. 30 100. 5

12 0. 05 0.8 0. 04 0.2 0.4 1.1 0. 23 1. 4

100 10 154 0. 37 11. 9xx 0. 49 10. 6 6.9 142, 1% 4.13 100. 1

8 0. 06 1.0 0. 05 0.2 0.6 1.4 0. 26 0.9

Each value is expressed as mean and S.D.
X : Significantly different from control at 5% level of probability
%% : Significantly different from contrel at 1% level of probability



Table 10 Necropsy findings - Suvmmarized data in parental males

Dose {(mg/kg) 0 1 5 25 100
Organ : TFiandings Aaimals examined 10 10 10 1 10
Liver : Enlargement 5 0 0 0 o** g**
Kidney : Enlargement + 0 0 0 1 2
++ 0 0 0 0 1
Total 0 0 0 1 3
Blackish brown in color + 0 0 0 0 g**

+ : Slight, ++ : Moderate
%% : Significantly different from control at 1% level of probability



Table 11 Necropsy findings — Summarized data in parental females

Organ : Findings Animals examined 10 10 10 10 10

Dose (mg/keg) 0 1 5 25 100

<

Liver : Enlargement +
tt
Total

Lo o)
[ s B ot
o
<
D

Kidney : Enlargement F 0 0 1 2 4

<o

Blackish brown in color T

-
o
oo
o]
>
—

Total 0 0 0 1 10**
Thymus : Atrophy + 1 1 1 1 6*

Ovary : Cystic ovarian bursa s 0 0 0 1 0

4
oy
<2
o>
<

Adrenal: Reddish color

+ : Slight, ++ : Moderate
% 1 Significantly different from control at 5% level of probability
#% 1 Significantly different from control at 1% level of probability



Table 12 Absolute organ weights — Summarized data in parental males
Dose Animals B. W. Liver Kidney Thymus Testis Epidid.
(mg/kg) examined (g) (g) (g (g) (g) (g

0 10 535 17.76 3. 54 0. 41 3. 28 1. 33

43 2. 88 0. 34 0.11 0. 23 0. 09

1 10 506 16. 23 3. 35 0. 44 3.30 1. 35

15 1. 34 0. 22 0. 07 0.17 0. 07

5 10 505 17. 00 3. 49 0. 37 3. 40 1. 35

24 2.02 0. 26 0. 07 0. 24 0. 07

25 10 496% 19. 71 3.75 0. 38 3. 47 1.35

28 2.35 0. 42 0. 06 0. 29 0.11

100 10 48 1%% 21. 64xx 4. 11%x 0. 38 3. 38 1. 37

31 2.27 0. 51 0.10 0. 32 0.12

Each value is expressed as mean and
% : Significantly different from
%k : Significantly different from

S. D.

control at 5% level of probability

control at 1%

level of probability



Table 13 Absolute organ weights — Summarized data in parental females

Dose Animals Animals @ B. W. Liver Kidney Thymus
(mg/kg) examined available (g - Ly (g) (g)
4] 10 8 348 13. 86 2. 00 0. 24
30 0. 80 0.11 0.12
1 10 7 355 15. 00 2. 20 0. 20
31 1.11 0.21 0. 07
5 10 g 360 15. 30 2.18 0. 28
21 0. 62 0.22 0. 09
25 10 8 354 17. 27 2. 30 0. 20
12 0. 65 0. 25 0. 04
100 10 8 342 20. 52%x 2. 46%x 0.156
20 2.24 0.19 0. 05

Each value is expressed as mean and S.D.
@ : Statistical analyses were made from the data of females becoming pregnant
* : Significantly different from control at 5% level of probability
¥ : Significantly different from control at 1% level of probability



Table 14 Relative organ weights — Summarized data in parental males
Dose Animals B. V. Liver Kidney Thymus Testis Epidid.
(mg/kg) examined (g) %> 1679 %> % %>
0 10 535 3. 30 0. 66 0. 08 0.62 0. 25
43 0. 30 0. 07 0. 02 0. 07 0. 03
1 10 506 3. 21 0. 66 0. 09 0. 65 0. 27
15 0. 23 0. 05 0. 01 0. 03 0.01
5 10 505 3. 36 0. 69 0. 07 0. 68 0.27
24 C. 27 0. 07 0. 01 0. 06 0. 02
25 10 486% 3. §6%x 0. 76% 0. 08 0. 70% 0. 27
28 0. 289 0. 08 0.01 0. 08 0. 03
100 10 481%xx 4, 49%xX 0. 85%x 0. 08 0. 70%x 0. 28%x%
31 0. 26 0.10 0. 02 0. 05 0. 03

Each value is expressed as mean and
% : Significantly different from
% : Significantly different from

S. D.

control at
control at 1%

5% level of probability
level of probability



Table 15 Relative organ weights — Summarized data in parental females

Dose Animals Animals @ B. W. Liver Kidney Thymus
(mg/kg) examined available (g) 9 %) (%)
0 10 8 348 4. 00 0. 58 0. 07
30 0. 22 0. 03 0. 03
1 10 7 355 4,23 0. 62 0. 06
31 0. 31 0.04 0. 02
5 10 ] 360 4. 26 0.61 0. 08
21 0.18 0. 06 0. 02
25 10 8 354 4. B89% 0. 65 0. 06
12 0. 10 0. 06 0. 01
100 10 8 342 5. 99xx 0. 72%x 0. 04
20 0. 42 0. 06 0. 02

Each value is expressed as mean and S.D.
@ : Statistical analyses were made from the data of females becoming pregnant
% : Significantly different from control at 5% level of probability
% : Significantly different from control at 1% level of probability



Organ

Liver

Kidney

+ 1 Slight, <4 :
#x ; Significantly
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Dose {mg/ke) n
: Findings Animals examined 10
: Hepatocellular swelling +
4
Total
Hepatocellular fatty change 1 3
: Hyaline droplets in proximal tubular epithelium + 0
++ 0
i 0
Total 0
EFosinophilic bodies in proximal tubule + 3
e 2
i 0
Total )
Tubular dilatation with hyaline casis 1 1
Tubular casts ; 0
Tubular atrophy and regencration + 2
T+ 0
T+t 0
2

: Moderate, +++ : Marked
different from control at 1% level of probability
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Table 16 - 2 Histopathological findings — Summarized data in parental males

Dose (mg/kg) 0 1 5 29 100

Grzan : Findings Animals examined 10 10 10 10 10

Spleen : Increased extramedullary hemalopoiesis + 0 0 0 0 2
Hemosiderosis + 0 0 0 4* g

Heart : Myocardial fibrosis + 2 1/32 0/12 0/2° 1

| 0/32 1/1? 1722 i

Total 3 1/3 /1 1/2 2

Adrenal : PFocal hypertrophy of zona glomervlosa ++ 0 0/32 0/12 0/22 1

a : Ixaminations limited to the wales failed to cause the pregnancy { No. of abnormal animals / No. of animals
+ ¢ Slight, ++ : Woderate
% 1 Significantly different from control at 5% level of probability
3¢ : Significantly different from conirol at 1% level of probability
Ho abnormalities detected in bone marrow, brain, testis, and thyvmus {row males caused pregnancy of control and

from males failed to cause pregnancy of control and all dose groups,

examined )

100 wmg/ke groups, and in epididymis, seminal vesicle, prostate and pituitary in addition to those organs meniioned above



1

Table 17 1 Histopathological findings Summarized data
Bose (ng/kg) 0
Qrgan : Findings Animals examined 10
Liver : llepatocellular swelling + 0
+ 0
TO td} 0
Focal necrosis + 0
Kidney : Tubular dilatation with or without hyaline casts + 0
Tubular epithelial vacuslation + ¢
0
0
Total 0
Tubular atrophy and regeneration + 0
Fibrotic foci + ]
Tubular mineralization +

+ : Slight, ++ : Moderate, +++ : Marked
% : Significantly different from control at 1% level of probability

A

)

O DO D

n parental fomales
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oo s}
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Table 17 - 2 Histopathological findings — Summarized data in parental females

Dose {(mg/kg) 0 1 5 25 100
Organ : Findings Animals examined 10 10 10 10 1
Spleen : Hemosiderosis T 0 0 0 1 Bk
Thymus  : Atrophy + 1 0 0 0 4
Ovary : Cystic follicles » + 0 0/3° 0/12 1/22 0

a : [xaminations limited to the females failed to carry the pregnancy { No. of abnormal animals / No. of animals examined )
+ 1 Slight

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

No abnormalities detected in beart, boue marrow, brain, ovary and adrenal from females becoming pregnani of control and
100 wg/ke groups, and in alerus, vagina and pituitary in addition to those organs mentioned above from females failed to

carvy the pregnancy of conirol and all dosc groups.



Table 18

Reproduction results -—

Summarized data

Dose (mg/kg) 0 1 5 25 100
No. of pairs mated 10 10 10 10 10
No. of pairs with successful copulation 10 10 10 10 10
Copulation index (%) 100 100 100 100 100
No. of pregnant females 8 T 9 8 8
Fertility index () 80 70 90 80 80
No. of corpora lutea (Mean£S.D.) 19.8+3.8 18.7x2.7 18.4+1.9 20.4%3.7 18.6*+3.8
No. of implantation sites (Mean*S.D.) 15.9%4.5 16.6%4.5 16.2+2.8 18.0+2.1 15.6+4.5
Implantation index (%, Mean*S.D.) 81.3+23.2 83.6*19.4 88.1%£14.0  89.4+%8.7 79.1+20.3
No. of pregnant females with live pups 8 7 9 8 8
Gestation index (%) 100 100 100 100 100
Gestation length (days, MeanXS.D.) 21.5%0.5 21.6+0.5 21.4%0.5 21.5%0.5 21.4%0.5
No. of pregnant females survived 8 1 3 8 8
Survival index (%) 100 100 100 100 100

Copulation index
Fertility index
Gestation index
Survival index

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

(No. of pregnant females survived/No. of pregnant females) X100



Table 1§ Litter results

— Summarized data

Dose (mg/ks) 0 1 5 25 100
No. of pups born® 15.1£4.1 15.6%4.6 15.3%2.5 16.4%2.1 14.6 4.5
Delivery index (%) 85.8%4.1 93.2%5.4 94.8+3.3 81.0%5.6 92.4x7.4
No. of pups alive on day 1 of lactation

Total 14.8+4.0 15.3%4.4 15.2+2.4 15.9%2.0 13.9*4.4

Male 8.0%x3.0 7.7%2.8 7.0%1.1 9.4x2.4 6.0x£2.4

Female 6.8%2.8 7.6x2.7 8.2%2.3 6.5*2.8 7.9%3.8
Live birth index (%) 97.7%3.2 898.6*3.8 89.4+1.9 97.0%3.3 95.6*=4.8
Sex ratio (Female/Male) 0.86 0.98 1.16 0.69 1.34
No.of pups alive on day 4 of lactation

Total 14.8%4.0 15.0+4.4 14.9x2.3 15.5*+1.8 13.8%4.3

Male 8.0x3.0 7.7£2.8 6.9+1.3 8.3x2.5 5.9%+2.2

Female 6.8%2.8 7.3%£2.7 8.0x2.2 6.3£2.6 7.9%£3.8
Viability index (%) 100 £ 0 98.2+3.1 97.9%3.2 g7.9%4.3 99.3%2.1
Body weight of live pups (g)

On day 1 .

Male 7.0£1.0 7.1%0.8 7.0x0.4 £.9%0.6 6.8x0.6

Female 6.7%0.8 6.5%0.6 6.6+0.5 6.6£0.7 6.6%0.8

On day 4

Male 10.4%£2.0 10.9%=1.8 10.3%1.1 10.2%1.2 10.1x1.4

Female 10.0%1.9 10.0£1.5 9.9%x1.2 9.5%1.1 9.8%£1.6
a : Examined on day 1 of lactation
Delivery index = (No. of pups born/No. of implantation sites) X100

Live birth index
Viability index

(No. of live pups on day 1/No. of pups born) X100
(No. of live pups on day 4/No. of live pups on day 1) X100
Sex ratio = Total No. of female pups/Total no. of male pups

Each value is expressed as Mean * S.D., except for sex ratio



Table 20 External and visceral findings — Summarized data in pups
Findings Dose (mg/kes) 0 1 5 25 100
External No. of pups examined 121 109 138 130 117
No. of pups with 0 1 0 0 0
external anomalies () 0.8x2.1 () ()] (1))
External anomalies
Absence of tail 0 1 0 0 0
2 0.8x2.D (1)) ()] (1))
Imperforate anus 0 1 0 0 0
(N 0.8+x2.1) (1)) (1)) (1))
Visceral No. of pups examined 121 108 136 128 116
No. of pups with 0 0 0 0 0
visceral anomalies () )] (1)) (1)) (1)
No. of pups with 7 8 10 11 )
visceral variations G.0x8.0*  B.6£11.8) (1.4x1.9 (8.5+9.9) (5.1x7.3
Visceral variations
Thymic remnant in 5 8 9 10 6
neck (3.6+8.3)* @.6+11.80 (6.7+8.3 (7.7£7.8) (B.1£7.3)
Persistent left 2 0 1 1 0
umbilical artery (1.4+£2.6)° (1)) 0.7x2.1) 0.8+2.2) (1))

a : Mean * S.D. of individual litter percentages
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