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MRLLTY > OLEEMEICHET2EERRORELT, WEHMHYO T v M4 RIC 4 DA
521 HBET 18 HREIRERORS T &I, BEHRKTHE 63 HE (84 HEE TEML
BETHMEL, TOFRRUEEEICDOWTIRALE. R58F0 f¥), 3, 12 XU 50 mgkg &
U, Biid | BEMERES 12 IRE U, AFHRPIC AR, AEAE, BHEBHE 5
bR, BREBRGERE, MOEAIRE, RRE, IRFORE, MRELCEHRE, HIKR,
HEERMNERVREESFOREZERL 2.

3RV 12 mgkg BT, BER, AIRRUREIIRNT, #BYAKRSICERAL Z2IZERD
SNIEMo Tz

50 mg/kg BETIE, 22 BmfRICHER CITIBER My RCHEDHOEENRA SN, FBEOMHET
AFEEFEAEORBERVWLEEFEMARD N, 85 HBR T, FHOHTIHEBEE f3xho
EBENZDSNLEY, TOBERERT 2HEMICHYD, MEOKMBEOHBER @A UNMEE
HE, HCFABOHOFBER FHEMMHTHERZZEIRD SN 7.

UEDLSIZ, FHABREFTFTTOERLZERIIME LSS 12 mg/kgday EEZ STz,
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MELTS > OEEEICHET2EHRBRO—BEL T, WEHRTO Ty FHEIRIZ 4 HBM

521 HEFET 18 HRREROKREG T2 E & biC, HH5HMKTH 63 HM 84 BlE T)ELE
THELLRASREZTTY, TOBRHIIDVWTRELEZOTHRET 3.

1.

WA S N SO

BRI E K O

KXDREBEEINAWUENTS > (Lot No. 13063) ZRBRICHER L. X5k
YIEIHE 99.2% D EAIIRECOBHRIKE (FAER 1), RBYBTORBRMED
BEHICDOWTH, BREHABKTRIIREROEBRYEZ LEXOBBEIC TN TIZ LICK
DR U7 (RHEE 1-2). BE&IITA Y — 7 FueMisE TEKRA S, Lot No. LDN5645)
EERALE. 13, #RPELEETREL, TV -THE3ERTREL .

# AEY R OB E &M

Crj: CD (SD) IGS v k (HEFy—IJVA - UN—KRXatk, BEREHEE Y —)OWLIER
B & 4EiR 14 HT 20 IEERA L 2. 11 HEIORZEFHEHF Pz E, WERKR, 8%
BEOFHERO—MRIRECEHEZTTI LD, BHYOKEZAIEL, BRELIEDNAFE
IR 48 G N RBCKER I ERRO BRFZE8Y 12 IME2BKR L. #5HGEEO
AT 4 T, KEIIHEN 11.2~13.6g, HA109~125g THho7z. B, BEE24 +
2°C (FEEE 21~27°C), B 55 + 10% GrEEH 35~75%), WU 12 K (FAT 7 R~ iR
78 RUMKEE 13~15 B/AHCRELZNY T -2 250 AR @FE 02 &) CTHEFL
fo. BERLEMIERE (U1 b7 L=, HEFr—ILZ - UN—KA2)EANZRY 11—
RRA M —2 (W265 x HI85 x D425 mm) (28 | MR AE MRS 4RE2E DT
REL, BABRIZT LV AAF—)VET—2 (W260 x H200 x D380 mm)iZ #4152 1 lE& Y
AL, RBUBTOEEOENEIRIRS 28°C, RIE 2°C, BEOENBIIRE 68%, &
€ 52% THo/. BIHROBAZORE RIS ERJRELE L ZE RS (CRF-1,
V) I NERTERRRM), WNCKEEZER T I TLAZEN 8 2ppm) U7ZHFK
ERABUIEBEAEBICLV ABICBRE Y. SENCDWTIEBMEIEA BRI
Y H—IZT, EHKIIODWTIEIRA B ARt ¥ —IcTatiEiTy, hWih
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LHAFTHEBIIHBEGL TWLILEHALL. AEFSVMEIEEARHELELZ OZER
U, 5F=PRERVCRYA—R21 M —DHEET 4 @RI 1 BILE, 2F2LZX
FoOES -3 28I 1|, RUA—FRA M —2, BABRECZMILE 2 BOE
ETRHTHEEHII, HEZERERERL, HEEEZRLETY TTERL L.

3. REBRBEER, R5BEREORMRTEST
ABREEMRLE TRIZR L.

AR
_ RER HE XEAE
AR REALEF  RE LEEis

(mghkg) (mg/mL) (mikg) Al
TR Ehi

4 6 6 801~806, 807°~812"
pogiicy:d 0 0 5

& 6 6 851~856, 857°~862"

J 6 6 813~818, 819'~824"
KHER 3 0.6 5

2 6 6 863-868, 869'~874"

d 6 6 825~830, 831'~836"
s &8 12 24 5

Q 6 6 875~880, 881°~886"
N I 6 6 837~842, 843°~848"
= ERE 50 10 5

& 6 6 887~892, 893°~898"

. BEABOREZERL -8

k58T, XEBRYEDO T FHERIIBIT 2 HEHRE Pk ABRES 20161(GLP
JERER), 58 12, 50 RN 200 mgkg] OHEEMSFELL. Tabb, SR THE 50
mg/kg LA EDOBOHE, KU 12 mykg LA EDOBOM TIHFRERBDBEMARD 511, 200 mgkg
BOMETIE, —MRREIBVWTHRENETRUFRERNZD 5NLEZH, KEDK
i, MFCY N EOENRVBBEROR DBFED SN/, LN > T, KRR TIIH#ER
VWBRSICLIEENRETEHETFRINS S0 mgkg 2EHEEL, UTRAEN4E2DH5T
12 RO 3 mg/kg BR/E LT

BV, FHERDS 3 B OEZ 0 HB L L TEE) A ERATIT» /2. 3ib
5, 3 HEOFHEIRICHHENICROERES EM T THREZREEL, TOKELZEIIEE
BEELETERIRO NI, oK, 1 B4 0HFEREVERIZIDEVEORD
ZNHOUWNCEFROEETERVBARAVPARROOIBEY T LA LE. o, B
FHOHFETHEFOLDIT, HRBEORBIRERVHEIRRARITZEEBNE 12 ILEKL
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7. BEMAOHFEIRDEID LY TIITEDLIITo/Z. BAOHERRUREYILA S,
SERAL .

" BEHE S KBTI

R EREE - BT AR TR RIS
451 452 453 454 455 456 457 458 459 460 461 462

g 1 1 1 1 1 1 1 1 1 1 1 1
pagiic:ea

£ 1 1 1 1 1 1 1 1 1t 1 1 1

g 1 1 1 1 1 1 1 1 1 1 1 1
KHER

1 1 1 1 1 1 1 1 1 1 1 1

g 1 1 1 1 1 1 1 1t 1 1 1 1
bR ER

¢ 1 1 1 1 1 1 1 1 1 1 1 1
L g 1 1 1 1 1 1 1 1 1 1 1 1
RN

2 1 1 1 1 1 1 1 1 1 1 1 1

4. BERBRUKRSHIE
5B %I3, OECD RBREN T BI1 VICHEL, FATFESNDZE MOBRERKD—D
THOHROA/EE L. HECHEFEZAWY, 4B S 20 HHET1H 1 E, 18 BEIXIE
BELE. #5588 Smikg &L, BARIZEOERGRERIEFOKEEZRICE L. #
BREEICIZ IR Z FERICER G U Tz,
BABROREZEMLZBMICONTIE, BEHMKE TR, 63 HHNELBETHE L.

5. HBRMEORBERUREEE
EBRYEESBEICCLERNRL, U —THICEMREE, 06, 2.4 & 10 mg/mL IR
EmEFEML~. FETHE 1 BOSEETT Y, ARLARSKIMEER BEXTTRELE.

6. B, MEKVRBIEDHEEILNISIE
LT8R, RERVEEIT, ZOBRTEFTIHERSPICOVWTERLL. HER
OWFIHEALESEMICONTIE, HERLERII-BRREBOBRERVKEHEZIT>T
BEMNTNWI L EHERL, AR TREESHL.
1) —RREBOBZN N E K NS 2 8E
—fRREOBHERVEROKRE, BAMET Q1 BRET; REHEDEIsHRE
B, BE5%0 26, BEALE (22 QML REHMKETHRIE 1 B 1 BTz KEREK
S5mEE @5 1 HERVZF0O®%IIAE 2 BOEE TFAiPICRIEL, BEE3EA%ICHE
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2EIDEIGTHATRICRIEL .

REMRE

HIrER [4 BE %5 1 B)), £4% [8 BE (%5 5 H)], YERH o B @357
H), MRAHTROBRER (15 HE dk5 12 H)), BRETE 21 8 & d@&5 18 )],
RERHURMURAR (40 HE (RGHRKTHE 19 BN ERUEERO 42 B @350
F#THER 21 NZEBRELZ. WTROEBIZDWTS, BERETH > -8 blgBEIC
RHAZETEARELL. b, KETE, BEAHARMWKEARKUERALDIZONT
BETHICEREOREZIT> /2. 18, FMEAEOERIIZEIIEED, ®ESCE
rIRhotk.

mEEmMREECEMEHRS 5 B @5 2 B)], EEEBA2EORSE (16 B
%5 13 DRV ENMRH 28 A @RGHE®RTE 7 BHIOWTRELE. WIho
HBIZOWTS, BETH > 28MILIEBEICR2ETEEAREL-.

i ot R

A% 56 H~84 HETHEHFHO—ERMICBEEERL, HAROBRRET L.
HFIRIES ©), FERTH @), RBEN @KRURBERN ovpicaBEL, REHRG
WCBITLREN EPNSKRORER EETOFHERERER L.

PRERE

11 EEERC, By —2E0NTHET 8~12 BFOBBHEOHEREZFERL-OE, 3|
XEEEH 24 BHERRAZENL . ERH OREBIIHFHERFERZICTY, SBKISERESE
DX REHBRUOAFEEZREITRLE.
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H B R Bify Xid &gz
RE AR —RIE mL
& PIRRIB %2
B&T Kk=FEF##E S OSMOMETER OM801, VOGEL # Osmvkg
thE B s RIBEr, B2ttry T
LD e BBiT 24 BEEMRZH W THRE
pH BRI 5~9
EHE HEBHE ~ttbt
A BRI ~tttt
Fhok HERHLE et
FUNE ERHE bt
1% 1t B E b
waby s —r BRI <l, 1, 4. 8, 12mg/dL

BEDTHBERFEREANT LT A b Sall(FICHE T ERASNICLVRE

DAL, BRohitE28RL, UTOEETHE

PRICHE : SREL A Hi#R % 470xg T 5 SEE

+ ++ +++
R 1A IMEEN I EHEFICIEULE 10 |18 10 @LAL 20{1 BB 20 ELE
RS EE
FrifwER 1 BEIC 10 Bk [t 8EC 10 ELLE 30/1 HEIC 30 BHLL Ll HBCHFmMERNEL
{8 i 100 xR o, BERKE
TEOERN R G’
Be
1 1fi Bk 1HEBIC 3R |1 BB 3 Lk 201 |EFIC 20 BLLE 40|11 BEFIC 40 HELE
A 5k S
R FTRTOREFICEEITXTOERET 1 @
v R R
IEMRLA (BB 10 BERME |1 BEIC 10 FELE 20|11 HEIZ 20 @LAL 30|1 BEFICEEMNESLD
EE S BRI EoVBERET
DERN R aIge R B &
{52 x400 « IR, BREAS
MR FEHIRE

BERLEE (IR SHAMME TR, 22 HEHRUREMME TH 85 HE)ICERBLEZ. X2 b
INIVEY—IV - F YT L 30mgks EEBERICRS U THELZDS, BAEIRIESEX
DI 0.5 mL (E# 22 H)XIZ3K 2 mL (ER 85 H)ZHFR L =, mERROKREID, @WK
% EDTA-2K 2 mg MRIME > (SB-41 Xid SB-44, LA A v 7 ZAHAMICHELED
OERAWE. £/, 4% 85 HOFMIZOWTHKR 09 mL % 38%7 T 8F M)A
0.1 mL ZANFHABREICHEL, 1,870xg, 4CT 15 HELIBEL THS NS MEEZ ML
HEERREICHW:. £% 85 HOEBMIZIOWTIX, HiMMATHMS 18 B LERS
. REHARUVAEZKEIRLE.
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H H B B
A I ERE L —H ik 10°%/uL
FRiLERE (RBC) L —H Sk 10°/uL
NESUOEE (Hgb) VT ARANERSOE ViE g/dL
AT Ry ME (RBC x MCV)/ 10° %
/R B L —H—NEk 10*uL
FERMIRER (MCV) L —H =% fL
TR DEEE (MCH) {Hgb / RBC) x 10° peg
TRk EEEE (MCHC) (Hgb / (RBC x MCV)) x 10° g/dL

B Bk AE R A (R 3 of BR B« HH B 28) L—H— N - BRERETREHELCE  107uL

SEIE
AR IR i ER B (R AR ML Bk B« B ) RNA RE L —H 2k 10%/uL.
ELED 10 HE G MR ELEE(ADVIA 120, Bayer Diagnostics Manufacturing Ltd ) % B WL THIE

Jobhort B e BELERH AR ®
BEHES hO BT 7 A5 FE (APTT)  #ELERE SR o

Pl Eo 2 HE IS B ik EEE R E LB (Sysmex CA-5000, A A w7 AB%ALSHERNTREL~.
B, £ 2 A0BMMIZOWTIRERL o/,

MR A LFRIRE

RERLE: (XSHIRKTE, 22 HERUBREMRK TR 85 Bf)icERL L. mKRE
HMERORMIZSIERE, BRBRERL O 2N 1~5 mL)L2uikE, BRTH
60 SXRIBER, 1.870xg, 4CT 10 HEELDREL THESNAMEEZAW:-. REBHK
VHEELLTITRUE.

K B H i & fr
EQHE Biuret {% g/dL
PHVTI BCG i g/dL
AG I RESEBRUTIV I CBLOEH
wrEINES Vanadate oxidation % mg/dL
GOT UV-rate ¥ IU/L
GPT UV-rate i% TU/L
v-0 WINEIIAN T FY 1 (y-GTP) L-y-Glutamyl-3-hydroxythyl-4-nitroanilide BB % 1U/L
FTVAVET7+ AT 75—t (ALP) p-Nitrophenylphosphate acid B8 % IU/L
galLAFo—i COD-HDAOS mg/dL

rIZUESAR GPO-HDAOS 1%, glycerol blanking ¥ mg/dL
) BEE Choline oxidase-DAOS % mg/dL
Ta—2R Hexokinase-G-6-PDH % mg/dL
REZERE (BUN) Urease-GLDH i£ mg/dL
BVFF Jaffé 1% mg/dL
mig) > 1) PNP-XOD % mg/dL
AN MXB mg/dL

Pl 16 ERIZHESHTER 7170, RSB LEWERMZ AW THIE
FhUTLA T L mEg/L
77 L BHRIE mEg/L
o= BRETE mEq/L

Pl 3 HEXERESITEBEVA-all, RS TFUT AN - 1 AL A NZERWTHIE

Bl

BERLEF (XS TER, 22 HEHRUBRESEA TR 85 BimicER L. Fifk
T, ROEFEEH, FONHHNL TITRTOBRELRNHEBICONWTREOFRELZHR
BioREL-.
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9) it
BEFLI (REWIRRTHE, 22 Hm)RCREMFE 7E 85 BE)ICERL . K
%, TeOBREEREZREL, JRHOKEZRICAEHBEEREEHL -

i R B
T i HR LE
SILN e ik BE
Y- B CHES
MEEXZ2ED) & T&a

* A% 85 HDBYDABIEL 7.

10) AP F IR A
BEFLEF (XS TE, 22 O ROREWRK TR 85 BE)ICERBLKZ. TELo
BHE - H#Z 102 HEEEHTIILY VBKR (2720, BRERUBR KR T 7Y & T
MEE) TEELTRELL. MEBEKVERAEBRICOVWTREINTI 7 2O/ ELED
B, NYhFI)2 - IFADVRBEEBLTHERL .

K g BRLEG
TEE R HE
FRARAR B Mk EIRYAC
Ry 4 &l B HpER
fiREX EELD) FE R TE=
i AR

7. HiEtFERYNE

HE, BEE, HRABRE, RRE (EEREZERL), MEFEMARE, nRELCENR
E, BREEERUVFEABREERIIDOVWTIE, SHILICEHELIEERELZXRD, £7,
SBOE—HZ Bartlett IHITXDREL /2. 2EAI—725F 51 Dunnett DL ELILEARE Z H
T, BAZHAKE Seel DS BELEREE BN THERE OLEETo%. REMURER
B (LR EREIE)*100] & BREBRERERE [((FUSRERERE)< 100112 DWW Tid? #&
FIZLD, REHARFENREICIDONWTIE, Mann-Whitney @ U REICKDER L. Wih
DEELAEKEL 1 RU5%EL, mAKREE LK.
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al BR AR

— AR IR .
—RAREED B ZRAE R % Table 1 &K Appendix 1, 2I1ZR L7,
HEREHT, REMRATRUORSHEK TRO—BREBICEEIIRD SN -7,

hE

HEHER % Fig. 1, 2 XU Table 2 MTNT Appendix 3, 4 IZRL 7.

FHBRMBEAROHHET, REMFMTRCRSHMETEHEZAL T, NMEEEFFFREOHK
HHEBERLE.

BgR

BEALIR(R SR TR)OEHEHZE % Fig. 3, 4 KT Table 3 1 TNT Appendix 5, 6 IR L
7z.

BRBRYEHROME T, HRYERSCLEBIRDSNAN o/ BB, 3 mgkg B
DO THRE 50 HIZHEAED Shieht, —BEOEEHTHD, 12 KT 50 mgkg BHIZHEED
EiEZBoo5niahosl &hs, HRYARE SIEECLRWELHEL /2.

RENMBRE

AR % Table 4 XU Appendix 7, 8IZRUL 7.

SHBMEROMET, BRVERSICLIEEIRDShAN .

THESIHICBNT, 50 mgkg HOM THEBR & L& LT 10 HBEMICHMEEOB@A S S
N7 LHL, AROSTIE 1 HBRODERESCECEEEEASNT, YERAHOT
PHBICBWTHHSMRERB SN RN I EME (BXE 1), EROE{iIg%mY
BESIBEOR NS O EHE L.

AXNE1 YEBRHEOEEGHEG
TR HH poiichea 3 mgkg#t 12 mgkeBt 50 mg/kgdf

k- 12 12 12 12

#  UEMN gepmemmEz 108+08 103505 107 £09 10003
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BREHBRERE
KE#ER % Table 5 %X Appendix 9, 10 iR L 7=
ERBYMEBOHE T, MEHEIOBICEIRBD S Nah 7.

bt
cﬂl

6. MEDHEREARE
BEAER % Table 6 T\ Appendix 11 IZ7R L 7=.
EHBMERT, HEHEOMICZRZED SNLM -T2,

7. BR®RE

11 B ER OREFRE R % Table 7 KU Appendix 12, 13 IZ/RL 7=,

ERBYEHOHET, SREIOMICHSMERRD SNAMho7. o, BN
iX, 50 mgkg B 1 FITREBBE BE  HERUTHMERTEOEM BE : 9B D50h
e, HBRoM< FFTIEERICERREROREREL (BROBITLRBEREY /N
R, PR ENRELLREANOMRER) BNEDSNTNDEILEMS, FEMLICEEL
TRELLZDOEHN L. Z0EA, MEHOE 1 FITRELEE @RE v+ RU5HRIM
BB (1RE - HNB 5N, MEBREOHE | HIKRT3 myke BEOME | Hl CIEMRIITE O 1
mEEE: HRFDH NN, HMEEHLZVILERABHOATOELTHZIENS, #HR
MBS EIXEEOLWEL & H kL 7.

8. MEFRIRRE

22 B RSB TRHORERR%E Table 8 W TN Appendix 14 RTF 1512/, 85 Al
REHMR TR ORER R E Table 9 Y TNZ Appendix 16 K TN 17 IR LTz,

22 H#lTid, 50 mg/kg B O TH R & LLas U CHFBEERREUR VK BIE R A fE M fa B o (K fi
MNED SN, WINOBEHBEHTHD, BMKEBFEICEEIRDSNah 22 &
M5, HRYBERS SSEEORNWEL SRR L .

85 I TIE, 12 mgke BEOH THIEE & it L THRRF MK OEES S 5N, 12 myke
HOMTAY MUy MEDEE, 12 RV 50 mgkg HOMTAE/OE OSEMED SN
=h, FIRROESIHRSHRETRIERD ol ehn s, HRYBE RS EITEE
DizWELEFIETL 7=,

10
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MmEE(CFHIRRE

22 Hifs (5B TR)DRERRZ Table 10 M TNIZ Appendix 18 XX 19 IZRL, 85 H
i (REHRE TR OREFRREZE Table 11 W NT Appendix 20 X 21 IZFR U 7=,

22 HE T, 50mgke OB TREONEOSHE, RBEOH TRESHEOEEERIED S
Nz, ZoOIED, 3 mgkg BOMETHIIV U LDEKENA SN, 12 mgkg BEOIEHE T ALP ©
EEANED SN, EHERLSZWETHARMOATOEMTHZEMS, HBRYE
5 EDBEIIWNERHETL .

85 H#TIL, 12 mykg HOMTHIV S T LDOEENA SN, EEOEENIHESHIRK
TRICEEBED NN >l D, HBRYERS SIBBEEDRWELEHEL /.

g

22 His (G5 HMRTRHORZELRE Table 12 M TAZ Appendix 22 RTX23 IZ7RL, 85 H
i (RREHIEE TR OREMR R Z Table 13 W TXNZ Appendix 24 KT 25 IR L 7.

22 HIp T, MREOH 1 fFlICORABMLMRD SNOX T, HRBHEKRSICEEL
RO shaho .

85 HERTIE, 50 mg/kg BEDHE | I THBOIKD BREEMNED SN/ £0EFM, 3 K12
mg/kg BOMES | FITHERLENASN, TOSE 12 mgkg B0 1 FIIIBZARELRY
%ont.b#b,:ﬂB%ﬁﬁﬁﬁéﬁmm,&ﬁﬁﬁﬁTﬁtm%benTmﬁm:
&, BCEES Y P THFERINZDBOTHD, FRRTORBEHEEBRENIENS, #
BYERES & ORESERIZ N ST L 7=,

BEER

22 By (REHMKTEHOBIERER % Table 14 MNT Appendix 26 KT 27 1T5RL, 85 B
& (REHRKTE)ORIER R F Table 15 M TN Appendix 28 K TX 29 IR L7z,

22 HEH T, 50 mg/kg BEOME THRER B8RO OBRENED SN, £/, 50
mg/kg BOBTERERZ #HhHOEENRA LN, AEOMH TOBER FEXHOEELIERED S
nr.

85 B Tid, SOmgkg HMOMETHIBEE HIHDOBENED SN, EEHOREXER
TAREMICH o/, TDIFD, 50 mgkg BOMET FEAER (X, HXHDOSE, 12 mgkg
UEOBOMTHRER GEHOEENSED SN, FkOEFHIIRGHBRTIRICIERD
Shizhofzl &b, HBRWERS EISHEEDRNELEHIETL /.

11
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12, WEABFHIRE

22 Hills (X5 HREE TR OME R % Table 16 M TNT Appendix 30 £ 831 =L, 85 H
W REMEK TR ORERE® Table 17 M TNZ Appendix 32 RN 33 IZRL 7=,

22 BT, HRYERSICERL-ZEBD onaho7-. HEEROH 1 5 THIEN
Txf DR F iz xt it U TIICBE OB BRI, W >/NBR, FRERa EHREL
EBEOHRERENASNLIZN, HBECH 1| FITTEREKICS FrBORENERE, MR
KBTS0 mykg BHOMES 1 FITERICEEOR, MEREOHNOME 1 5 CREDLREIE T i iF ik
HoBREOMBRENZBDSNE. LhL, WTHOEEEHBHRBEHOATOLEL, H50
IR L 50 my/kg BEE ORI TRAMEBICHODRENZWELLTH > &S, HEBY
Bit5 L oBEES WL .

85 H# T, 50 mgkg BEDOHE | FITARRRY 7 IRNE DK B3 AT U TR I —2R18 5
DEEOBERARD SNED, BEF THEIEREICY R BREOBEOHMREBA LR
HoENfz. Fix, RBREICBWTREBBE RO mMERLE O EMMNZED 5372 50 mg/kg &
O | FITERICBT LEOEEOBMANE T 2NER, FHERREMNBEL ZRIEFEAD
ZEOMBMEARDH s N, LML, Wind 1 flOATOELTHD, BEOELIZD
WTIREBRLAEZETHS I L, MABREOBBOZICIDVWTIHEES v b THA NS
THEINIELTHDIENS, KBYERSG LEHEEORWELEHE L. 201
M, FEBEEKRT S0 mgkg BOBHS | FITHICREOHIARD SN, MRS 50 mg/ke
BEOBTREREICENZLS, MEROFLIZIEREZY hTHORICERINSELTHSE Z
LS, BERMEREGEEIEEORWEE IR L.

£ B

WRLTS > OREHCHETIEHEABO-RELT, WEHMETDO I v MHERIZ 4 HEBHM
521 HBET 18 HEIRERORE T L &I, HSMMEETER 63 HE (84 HEEZ TEM
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7z

22 B OBRE T, 50 mgkg BOMHE CTHBER #XRUHEMHOSENRD SN, FFHE
HEECHEETIMENTA—FOE#HLLT, RABOHETREOEOREL L U SEER R
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iz, UL, REHEFHIRECSVWTHETIH8ENERI RN 272205, ARY
HOFBICRIITEEIRERDOEZA SN, TOIED, 50 mgkg BOBTERER M
MOEE, FBROHETLEBEE HMDHOEBENRD SN, SBENEESHEMNOLH THO
(FXFE 2), BETIMBENTA—YOLEEHH5WNIIREHGEENTLIEIRD NN &
D5, WTFNbLHERVERS EEEEORVELEEI SN

AXE2 [C4:CDED)IGS 7y FOERT—F (22 HE]

¥ EE BN TilE *”*‘fgﬁ)ﬁ B/ME BAM 25D, +2SD.
H#  BIR (g/100g B.W.) 30 1.10 0.08 0.99 1.26 0.94 1.26
I LM (mg/100g B.W.) 30 554.2 41.6 492.1 634.7 471.0 6374

85 HEFROBETIE, 50 mgkg HOH TITRER (EMOBENRD SNA, TOERER
BEHTHEMICHD, S0 mghkg HOMBOFRER EHRVMEERE, WNCFEOHD

FrigER (athicEEREZRRD sl ok,
tRoERMLS, FRBREAGTTORFZESR (NOEL)IL, HHEEdH 12mgkgday EEX 5N

7.
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Fig. 1  Body weight changes (Male).
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Study No. 40205

Incidence of clinical signs

Male,Female

!

Table

0w 1 12 13 o1 16 17 18

Days

Clinical sign

Group
and
dose

Sex

Number of examined
No abnormality

Control

Male

Number of examined
No abnormality

3 mg/kg

Number of examined
No abnormality

12 meg/ke

[ Ran )

[ A |

—

[ oyt )

——

[ K )

——

L S |

p——

L |

——

[ R

[t |

—

IS
—r

Number of examined
No abnormality

50 mg/ks

Number of examined
No abnormality

Control

Female

Number of examined
No abnormality

3 mg/kg

Number of examined
No abnormality

12 mg/ke

18

Number of examined
No abnormalify

50 meg/ke
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Study No. 40205

Tahle 1 - continued Incidence of clinical signs
Male, Female
Group Days
Sex and Clinical sign
dose 19 0 2 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37
Male Control Number of examined 6 6 6 ] 6 ] b 6 6 6 6 6 6 6 6 6 6 6 b
No abnormality 6 6 6 ] 6 6 6 6 6 6 6 ] 6 6 6 ) b 6 6
3 mg/kg Number of examined 6 6 6 6 i ] ] 6 6 6 b B 6 6 6 6 i 6 b
No abnormalitly 6 6 6 ] 6 § ] 6 6 6 6 6 6 6 ] 6 b 6 6
12 mg/ke Number of examined i 6 6 6 6 6 6 ] i 6 6 6 b ) 6 6 6 6 6
No abnormality 6 6 ] 6 6 6 6 b 6 b b 6 6 )] 6 ] 6 6 6
50 mg/ke Number of examined b 6 ] ] 6 6 6 6 b 6 6 6 6 6 b 6 ] ] 6
No abnormality 6 6 6 6 6 6 6 ] ] 6 6 6 6 6 6 6 b 6 6
Female Control Number of examined 6 ] 6 ] 6 6 6 6 ] 6 6 6 6 6 ] 6 b ] 6
No abnormality 6 b 6 ] 6 6 6 ] 6 6 6 6 6 b 6 6 6 6 6
3 mg/ke Number of examined 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 b 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 b 6 6 6
12 mg/ke Number of examined f 6 6 6 6 6 6 6 b 6 6 6 6 6 6 6 b ] 6
No abnormality 6 6 6 6 b ] 6 6 6 ] 6 6 6 6 6 6 6 6 6
50 mg/ke Number of examined 6 ] 6 6 ] 6 6 ] 6 6 6 6 b 6 6 6 6 6 6
No abnormality 6 ] 6 6 6 ] 6 6 6 6 ] 6 6 ] 6 6 6 6 ]
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Study No. 40205

Table 1 - coniinued Incidence of c¢linical signs
Male, Female
Group Days
Sex and Clinical sign
dose 38 39 40 4! 42 43 44 45 46 47 48 49 5¢ 51 52 53 54 55 56
Male Control Number of examined 6 ] 6 ] 6 6 6 6 b 6 6 6 6 ) 6 ] b ] 6
No abrormality ] ] b 6 6 6 6 6 6 6 6 6 6 6 b 6 6 6 6
3 mg/kg Number of examined 6 § 6 6 6 ] ] ] 6 ] 6 6 6 6 6 ] ] ] 6
No abnormality 6 6 b 6 6 b 6 6 6 6 6 6 6 6 6 6 6 6 6
12 mg/kg Number of examined 6 6 6 6 6 6 ] 6 6 6 ] b 6 6 b 6 6 6 6
No abmormaliiy 6 b 6 6 6 6 6 6 ] 6 6 ] 6 6 6 6 6 6 6
50 mg/kg Number of examined 6 6 6 6 6 6 6 6 6 6 6 6 6 6 b b i) 6 6
No abnormality ] 6 6 6 ] 6 6 6 6 6 6 6 b 6 6 6 6 6 6
Female Control Number of examined 6 6 6 6 6 6 6 6 6 6 b 6 6 6 b ) 6 6 6
No abnormality 6 ] 6 6 ] 6 6 6 6 6 6 6 6 ] 6 6 6 b ]
3 mg/ke Number of examined 6 6 6 6 6 b 6 6 b ] 6 6 6 6 ] 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 ] 6 6 i 6 6 b 6 6 ]
12 mg/kg Number of examined 6 6 6 ] § 6 i b b 6 6 ] 6 6 6 b 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 i 6 ] 6 b
50 mg/kg Number of examined 6 6 6 6 6 6 6 ) 6 6 ] 6 6 ] b ] 6 6 6
No abnormality 6 6 6 6 6 6 6 6 ] 6 6 6 6 6 6 6 b 6 ]
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Study No. 40205

Table 1 - continued Incidence of clinical signs
Male, Female
Group Days
Sex and Clinical sign
dose 57 58 59 60 61 62 63 64 65 66 67 68 69 70 1 12 3 74 15
Male Control Number of examined 6 6 ] 6 6 6 6 6 6 ] 6 6 6 6 6 6 6 6 6
No abnormality i 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
3 mg/kg Number of examined ] 6 6 6 ] 6 ) 6 6 6 6 ] 6 6 6 6 6 6 6
No abnormality ] ] 6 6 6 ) 6 6 6 6 6 6 6 6 6 6 6 6 6
12 mg/ke Number of examined 6 ] 6 6 6 6 6 6 6 6 6 6 6 ] ] 6 6 6 6
No abnormality G i 6 6 6 6 6 6 6 6 ] 6 ] 6 6 6 6 6 6
50 mg/kg Number of examined b ) 6 6 6 6 b 6 6 6 6 6 6 6 6 6 6 ] §
No abnormalify 6 6 6 6 6 & 6 6 6 b b 0 6 6 6 6 6 g 6
Female Control Number of examined ] ] 6 b b ) b ) 6 6 6 6 6 6 6 6 6 6 6
No abnormalify 6 ) 6 6 6 6 ] ] ] 6 ) 6 6 6 6 6 6 6 6
3 me/kg Number of examined 6 6 ] 6 6 b ] b b ] 6 6 6 6 6 6 6 6 6
No abnormality 6 6 b 6 6 6 6 6 6 6 6 ] 6 6 6 6 6 6 ]
12 mg/ke Number of examined b 6 ] 6 6 ] b 6 § 6 ] 6 6 6 b 6 ] b i
No abnormality 6 6 6 ) 6 6 6 6 6 ] 6 ] 6 6 ) 6 ) 6 ]
50 mg/kg Number of examined 6 6 6 6 6 6 6 6 6 ] 6 ] 6 6 6 6 6 6 6
No abnormality b 6 6 6 6 6 6 6 6 6 6 ] 6 6 b b 6 6 6
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Study No. 40205

Table 1 - continued Incidence of clinical signs
Male,Female
Group Days
Sex and Clinical sign
dose 16 11 18 79 80 81
Male Control Number of examined 6 § § § 6 6
No abnormality f 6 6 6 6 6
3 mg/ke Number of examined 6 6 6 b b 6
No abnormality 6 6 6 6 ] 6
12 mg/kg Number of examined 6 b 6 6 b 6
No abnormality 6 6 ) 6 6 6
50 mg/kg Number of examined 6 6 6 6 § 6
No abnormality 6 ] b § 6 ]
Female Conirol Number of examined 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6
3 meg/ke Number of examined 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6
12 mg/kg Number of examined G ] 6 6 6 6
No abnormality 6 6 6 6 6 ]
50 mg/kg Number of examined 6 6 6 6 6 6
No abnormality 6 ] 6 6 6 6




Study No. 40205

Body weights
Male, Female

Table 2
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Siudy No. 40205

Body weights
Male, Female

Table 2 - continued
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Study No. 40205

Food consumption
Male,Female

Table 3

o2
ue
(=]
(-}
o~
bl
o
-
-~
e
=
=
<
(=2}
_— o
=l
~—
=
<
-—
(=3
=
=
w
= o
< o
=
a1
(=
<
=
o3
5]
(=21
(=]
ey
o3
&3
o3
[=X
= -5
[=la~ )
— = 0
O s
>
o]
[=r]

[ RN ]
D —— OV

= H

@0
S —

T

00 e
L)

SN

ECT
wwanea

S

LS <
O~

T4

e
oo e

S H

o0 —t
=1

N4

o2 o0
oo —

—H

——
D LD e

—H

e
o3 —

—H

Mean

Control

Male

o<t
e

= H

e~
oS

[ X=x]
oo eN

S

-
O —

4

—
o~

N4

~ G\
OO

S H

— v

) =
o —

—+H

~ —
D

—H

e
e —

—H

N
Mean

3 mg/kg

~H Lo
O =

4

Sy
D —

24

=
O3 —

oo
0 —

— D
6&1

o

S H

&3 —
Cl=le R

S H

oo
LS

—H

=7
o

—H

=
D N —

—H

Mean

12 mg/kg

)
e

H

oo oo
oo —

S

[=> Rl
Or— o

;e
o e

[N ]
s —

4

-
o<

S+

o
O] —

N4

oa
00 —

—

—H

uD LI
e —

—H

Mean

50 mg/kg

[Ne X

-

=
OO0 —

—-H

LD~
S0 —

.

e
5 00 —

—H

—_
506 e

—+H

— LD
D 00 —

—H

[y
D —

—H

~ D
ous—

—H

oo
oo

—H

7.7.
o

—H

Mean

Female Control

25

o3

oD

4

—
w TS —

—H

o

o —
oo e

—H

= = Y]
e

—H

[ B |
o —

-+

e o
O —

—-H

=g p )
ooa=

[=aEn ]
© D —

~H

Mean

3 mg/kg

= —
oo

—H

[ B S
oo e

—H

scso
S -

—H

eyt
2D G

—H

[= =N =p)
OO —

—H

= O
ooy

—H

o o0
oo

-+

Mean

12 mg/kg

SO on
o

—-H

==
D —

oo
o —

—+H

r—ov
o e

o Rt |
O —

—H

SO LD
oS

—H

oo

—H

— ]
e —

—+H

S B o
@D e —

—H

[E=R |
o —

—H

Mean

50 mg/kg

%: P<0.05 (significanily different from control).



Study No. 40205

Food consumption
Male, Female

Table 3 - continued
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Table 4 Postnatal differentiation

Study No. 40205

Male, Female
Group and dose
S It Age :
ex e 8 Control 3 mg/kg 12 mg/'kg 50 mg/kg
Male Pinna detachment 4 days 12/12 (100) 12/12 (100) 12/12 (100) 12/12 ( 100)
Piliation 8 days 12/12 (100) 12/12 {100) 12/12 (100) 12/12 (100)
Incisor eruption 10 days 5/12 (41.67) 8/12 (66.67) 7/12 (58.33) 11712 (91.67)**
11 days 9/12 (75.00) 12/12 (100) 9/12 (75.00) 12/12 (100)
12 days 12/12 (100) - 12/12 (100) -
Eyelid separation 15 days 12/12 (100) 12/12 (100) 12/12 (100) 12/12 (100)
Gait 15 days 12/12 (100) 12/12 (100) 12/12 (100) 12/12 (100)
Descensus testis 21 days 12/12 (100) 12/12 (100) 12/12 (100) 12/12 (100)
Cleavage of the balanopreputial gland 40 days 1/6 (16.67) 0/6 (00.00) 1/6 (16.67) 1/6 (16.67)
41 days 3/6 (50.00) 1/6 (16.67) 1/6 (16.67) 2/6 (33.33)
42 days 4/6 (66.67) 2/6 (33.33) 4/6 (66.67) 4/6 (66.67)
43 days 4/6 (66.67) 4/6 (66.67) 5/6 (83.33) 4/6 (66.67)
44 days 4/6 (66.67) 5/6 (83.33) 5/6 (83.33) 4/6 (66.67)
45 days 5/6 (83.33) 5/6 (83.33) 5/6 (83.33) 6/6 (100)
46 days 6/6 (100) 5/6 (83.33) 5/6 (83.33) -
47 days - 6/6 (100) 6/6 (100) -
Female Pinna detachment 4 days 12/12 (100) 12/12 (100) 12/12 (100) 12/12 (100)
Piliation 8 days 12/12 (100) 12/12 (100) 12/12 (100) 12/12 (100)
Incisor eruption 10 days 8/12 (66.67) 6/12 (50.00) 5/12 (41.67) 5/12 (41.67)
11 days 11/12 (91.67) 9/12 (75.00) 7/12 (58.33) 11/12 (91.67)
12 days 12/12 (100) 12/12 (100) 12712 (100) 12/12 (100)
Eyelid separation 15 days 12/12 (100) 12/12 (100) 12/12 (100) 12/12 (100)
Gait 15 days 12/12 (100) 12/12 (100) 12/12 (100) 12/12 (100)
Vaginal opening 42 days 6/6 (100) 6/6 (100) 6/6 (100) 6/6 (100)

- %% p<0.01 (significantly different from control).

Values in parentheses represent percentages to the number of offspring examined.
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Study No. 40205

Table 5  Function test
Male, Female
Group and dose
Sex Item Age
Control 3 mg/kg 12 mg/kg 50 mg/kg
Male Righting reflex 5 days 11/12 (91.67) 10/12 (83.33) 12/12 (100) 9/12 (75.00)
6 days 12/12 (100) 12/12 (100) - 12/12 (100)
Ipsilateral flexor reflex 5 days 12/12 (100) 12/12 (100) 12/12 (100) 12/12 (100)
Visual placing 16 days 12/12 (100) 12/12 (100} 12/12 (100) 12/12 (100)
Preyer's reflex 500 Hz (60 dB) 28 days 6/6 (100) 6/6 (100) 6/6 (100) 6/6 (100)
Preyer's reflex 20000 Hz (60 dB) 28 days 6/6 (100) 6/6 (100) 6/6 (100) 6/6 (100)
Female Righting reflex 5 days 9/12 (75.00) 912 (75.00) 7/12 (58.33) 5/12 (41.67)
6 days 12/12 (100) 12/12 (100) 12/12 (100) 12/12 (100)
Ipsilateral flexor reflex 5 days 12/12 (100) 12/12 (100) 12/12 (100) 12/12 (100)
Visual placing 16 days 12/12 (100) 12/12 (100) 12/12 (100) 12/12 (100)
Preyer's reflex 500 Hz (60 dB) 28 days 6/6 (100) 6/6 (100) 6/6 (100) 6/6 (100)
Preyer's reflex 20000 Hz (60 dB) 28 days 6/6 (100) 6/6 (100) 6/6 {100) 6/6 (100)

Not significantly different from control.
Values in parentheses represent percentages to the number of offspring examined.
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Table 6  Estrous cycle

Study No. 40205

Female
Group and dose
Sex Item
Control 3 mg/kg 12 mg/kg 50 mg/kg
Female No. of examined 6 6 6 6
Count of estrus ¥ 7.17 7.83 7.33 8.00
Estrous cycle (day) ® 4.07 4.12 423 4.03

Not significantly different from control.
a) Between 56- and 84-day-old.
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Study No. 40205

Table 7 Urinary findings
Male,Female, 1 1-week-old

g Grgup Urine volume Osmotic pressure Specific gravily
ex an
dose (mL/24hr) (0sn/kg)
Male Control N 6 6 6
Mean 18.9 1.623 {.050
S.D. +7.3 £0. 445 +0.013
3 mg/ke N 6 6 6
Mean 21.8 1.376 1. 043
S.D. +11.2 +0. 406 +0.013
12 mg/ke N 6 b 8
Mean 29.0 1.085 1.034
S.D. +13.1 +0.413 +0.012
50 mg/kg N 6 6 6
Mean 20.7 1.187 1.038
S.D. +10.3 +0.515 +0.016
Female Confrol N § 6 6
Mean 1.2 1.285 1.039
S.D. +2.17 £0.297 +0.009
3 mg/ke N ] 6 6
Mean 9.7 1.571 1. 047
S.D. £6.0 +0.525 +0.016
12 mg/ke N 6 6 6
Mean 14.0 1,170 1.035
S.D. +7.6 +0. 366 +0.011
50 mg/kg N 6 6 6
Mean 6.9 1. 900 1.057
S.D. +3.8 +0.677 +0.020

Not significantly different from control.
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Study No. 40205

Table 7 ~ coniinued Urinary findings
Male, Female, 11-week~old
Group Number Color pH Protein Glucose
Sex and of
dose animals
PY Y B 6.0 7.0 7.5 80 85 9.0 + -
Male Control ] 0 5 1 0 0 0 4 2 0 l 6
3 me/kg b 1 5 0 0 0 0 6 0 0 3 ]
12 mg/kg ] 2 4 0 0 0 0 4 2 0 5 §
50 mg/kg 6 2 4 ] 0 0 0 b 0 0 4 6
Female Conirol 6 0 6 0 1 0 1 4 0 0 2 6
3 mg/ke 6 0 6 0 0 0 [ 5 0 ] l 6
12 mg/kg 6 1 5 0 0 1 1 4 0 0 1 6
50 mg/kg 6 0 6 0 0 0 | 4 0 | 1 6

Abbrevialion: PY, pale yellow; Y, yellow: B, brown.

Grade sign: -, none; =, trace; +, slight; ++, moderale; +++, severe; ++++, very severe.
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Siudy No. 40205

Table 7 - continued Urinary findings
Male, Female, 11~-week-old

Group Number Ketone body Bilirubin Occult blood Urobilinogen
Sex and of (mg/dL

dose animals

- - -t <l

Male Control 6 6 6 5 1 6

3 mg/ke 6 6 6 6 0 6

12 mg/ke 6 6 6 6 0 6

50 mg/kg 6 6 6 ] 0 6
Female Conirol 6 b b 6 1] 6

3 mg/kg 6 6 6 ] 0 6

12 mg/ke 6 6 6 6 0 6

50 mg/ke ] 6 ] b 0 6

Grade sign: -, none; =+, trace; +, slight; t1, moderate; ++1, severe.
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Table 7 - continued

Urinary findings

Male, Female, 11-week-old

Study Ne, 40205

Group Number Urinary sediment
Sex and of
dase animals Epithelial cells Ervihrocytes Leukocytes Casts Crystals
- - 4 -t - - 4
Male Control 6 6 5 1 ] 0 6 5 1
3 mg/ke 6 i 6 0 6 0 6 6 0
12 mg/ke 6 6 ] 0 6 0 6 6 0
50 mg/kg 6 6 6 0 § 0 6 6 {0
Female Conirol 6 6 6 0 6 ] 6 6 0
3 mg/kg 6 6 6 0 0 0 6 5 1
12 mg/ke 6 6 b 0 ] 0 6 6 0
50 mg/kg 6 6 6 i 5 | 6 6 0
Grade signs are as follows.
Epithelial cells: -, ¢ 3/field; + 3/field = and € 10/field; ++, 10/field = and < 20/field; +++, = 20/field.
Erythrocytes - < 10/1ield: 3, 10/field < and < 30/field; b+, 30/field < and < 100/1ield: 1§, countless.
Leukocytes - < 3/f|eld 1, 3/f1eld << and < 20/Tield: ++, 20/field < and < 40/field; +H, = 40/field.
Casts - none: +, = 1 /a]]
Crystals - 10/1ield: 10/f1eld and < 20/Tield; +4, 20/field = and < 30/field: +++, countless
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Platelets
(104 /L)

Reticulocyte
(10% /L)

MCHC
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Hematological findings
Male, Female, 22-day-old
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Table & - continued Hematological findings
Male, Female, 22-day-old

Differential leukocyte count

Group
Sex gnd Eosinophils Neutrophils Lymphocytes Basophils Monocytes Large unstained cells
0se
(102 /) (102 /ul) (102 /ul) (102 /ul) (102 /L) (102 /pl)
Male Control N 6 6 6 6 b 6
Mean 0.1 5.2 39.4 0.0 1.1 0.5
S.D. +0.1 +0.8 +5.4 +0.1 +0.2 +0.3
3 mg/ke N 6 6 6 6 6 6
Mean 0.2 6.0 44, 4 0.1 1.2 0.4
3.D. +0.1 +2.1 +14.1 +0.1 +0.3 +0.1
12 mg/kg N 6 ] 6 6 6 6
Mean 0.1 6.6 41.8 0.1 1.3 0.4
S.D. +0.1 *1.8 +7.4 +0.0 +0.3 +0.0
50 mg/kg N 6 i 6 6 6 6
Mean 0.1 6.0 39.5 0.0 1.3 0.4
S.D. +0.1 +1.8 +6.3 +0.1 +0.2 +0.1
Female Control N 6 6 6 6 6 ]
Mean 0.2 6.9 55.5 0.1 1.5 0.8
S.D. +0.1 12.2 +10. 4 £0.0 +0.4 +0,2
3 mg/ke N 6 6 ] ] 6 6
Mean 0.3 1.5 48.5 0.1 1.2 0.6
S.D. +0.1 £3.7 +9.5 +90.1 +0.4 +0.2
12 mg/kg N 6 6 6 ] 6 6
Mean 0.1 6.6 50.7 0.1 1.2 0.6
S.D. +0.1 +1.9 +12.1 +0.1 +0.5 +0.2
50 mg/ke N 6 6 6 6 6 6
Mean 0.1% 5.9 42.0 0.1 0.9 0.5+
S.D. +0.0 +1.1 +6.6 +0.1 +0.2 +0.1

#: P<0.05 (significantly different from conirol).
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Hematolegical findings
Male, Female, 85-day-old
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Table 9 - continued Hematological findings
Male, Female, §5-day-cld

Differential leukocyte count

Group
Sex gnd Eosinophils  Neutrophils Lymphocytes Basophils Monocyles Large unstained cells
0se
(102 /ul) (102 /L) (102 /ul) (102 /ul) (102 /nl) (102 /unl)
Male Control N 6 6 6 ] 6 6
Mean 1.3 14.0 76.9 0.2 1.7 0.9
S.D. +0.4 +3.5 +20.7 +90.1 +0.2 £0.8
3 ng/kg N 6 6 6 6 B 6
Mean 1.5 11.1 71.3 0.2 2.8 1.0
S.D. +0.3 +2.2 +16.9 +0.0 +{0.9 +0.4
12 mg/ke N 6 6 ] 6 6 6
Mean 1.4 11.6 73.9 0.2 1.6 0.7
S.D. +0.3 +3.1 +20.8 x0. 1 £0.6 £0.4
50 mg/ke N 6 6 6 6 6 6
Mean 1.2 11.5 70. 6 0.2 1.7 0.7
S.D. +0.2 +2.6 +23.5 +0.1 +0.4 +0.3
Female Control N 6 6 6 6 6 6
. Mean 1.1 8.7 46.5 0.1 1.0 0.6
S.D. +0.6 +3.3 +12.2 +0.1 +0.5 +0.3
3 mg/kg N 6 6 6 6 6 6
Mean 0.9 7.6 52.2 0.1 0.9 0.7
S.D. +0.2 +3.2 +11.4 +0.0 +0.2 +0.3
12 mg/kg N 6 ] 6 6 ] 6
Mean 1.1 8.7 53.2 0.1 1.2 0.7
S.D. +0.3 +1.5 +8.8 +0.1 +0.4 +0.3
50 mg/kg N 6 6 6 6 6 )
Mean 1.0 7.1 44,1 0.1 0.8 0.5
S.D. +0.4 +2.0 +11.1 +0.1 +0.2 +0.2

Not significantly different from control.
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Table 10 Biochemical findings
Male, Female, 22-day-old

g Grgup T.Protein Albumin A/G ratio T.Bilirubin GOT GPT 7 -GTP ALP T.Cholesterol Triglycerides
ex an
dose (g/dL) (g/dL) (mg/dL) (1u/L) (/) (lu/L) - (1u/L) (mg/dL) (mg/dL)
Male Contrel N 6 ] ] ] 6 6 6 6 ] 6
Mean 4.2 3.4 4,75 0.0 94 29 0.8 1170 89 79
S.D. +0.2 +0.2 +0.63 +0.0 +11 +2 +0.3 79 +12 +33
3 mg/kg N 6 6 6 6 6 6 6 b 6 6
Mean 4.1 3.4 4.51 0.0 90 29 0.8 1135 86 85
S.D. +0.2 +0.2 +0.85 +0.1 +3 +5 +0.3 +150 +4 +39
12 mg/kg N 6 6 6 6 6 6 6 6 § 6
Mean 4.3 3.5 4.46 0.0 88 30 0.7 891% g1 12
S.D. +0.2 +0.1 +0. 84 0.0 *1l +3 £0.2 +56 +7 +17
50 mg/ke N 6 o ) ] 6 6 6 6 6 6
Mean 4, 5% 3.6 4,21 0.0 84 16 0.9 1152 89 94
S.D. +0.1 +0.2 +0.76 +0.0 +9 +4 +0.3 +281 +38 +34
Female Control N 6 6 6 6 6 b 6 ] 6 b
Mean 4.4 3.6 4.45 0.0 93 26 0.6 1042 93 91
S.D. +0.3 +0.3 +0.67 0.0 . +8 +3 +0.3 +241 +10 +32
3 meg/kg N 6 6 6 6 6 6 6 6 6 6
Mean 4.3 3.5 4,44 0.0 101 29 0.7 880 78 14
S.D. x0.2 +0.2 +1.10 +0.0 +19 +6 +0.3 + 141 +5 +32
12 mg/ke N 6 6 6 6 6 6 6 6 6 6
Mean 4.5 3.1 4,61 0.0 86 20 0.7 790% 86 63
S.D. $0.1 +0.1 +0.55 +0.1 +6 +5 +0.2 +165 +14 +14
50 me/ke N 6 6 6 ] 6 6 6 6 6 6
Mean 4.7 3.8 4.61 0.0 85 27 0.9 857 94 92
S.D. +0.2 +0.2 +0.81 +0.0 +10 £4 +0.3 +96 +11 +43

%: P€0.05 (significanily different from control).
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Table 11 Biochemical findings
Male, Female, 85-day-old
g Grgup T.Protein Abumin  A/G ratio T.Bilirubin 6OT GPT 7 -GTP ALP T.Cholesterol Triglycerides
ex an
dose (g/dL) (g/dL) (mg/dL) (1U/1) (1U/1) (1u/L) (16/1) (mg/dL) (mg/dL)
Male Control N 6 8 6 6 6 6 6 6 6 6
Mean 5.9 4.1 2.29 0.0 92 24 0.4 231 12 62
S.D. +0.2 +0.2 +0.31 +0.0 +20 +11 +0.3 +125 =17 +38
3 mg/kg N 6 6 § 6 6 6 ] ] 6 6
Mean 5.8 4.1 2.48 0.0 38 22 0.3 224 66 84
S.D. +0.3 +0.2 +0.31 +0.0 +18 +5 +0.2 +4] +12 +46
12 mg/kg N 6 6 6 6 ] 6 6 6 6 6
Mean 5.9 4.0 2.15 0.0 h¥A 22 0.2 253 62 75
S.D. +0.2 £0.2 £0.17 +0.0 +13 +2 +0.2 +66 +3 +35
50 mg/kg N 6 6 6 ] 6 6 6 6 6 6
Mean 59 4.0 2.24 0.0 81 22 0.2 233 12 67
S.D. +0.2 +0.2 +0.36 +0.0 +9 +3 +0.3 +38 +20 136
Female Conirol N ] b 6 § 6 6 6 6 ] 6
Mean 58 4.3 2.89 0.0 76 18 0.4 132 12 21
S.D. +0.4 +0.2 +0. 36 +0.0 +11 +3 +0.3 +20 +14 +9
3 mg/keg N 6 6 6 6 6 6 6 6 ] 6
Mean 6.0 4.5 3.06 0.0 82 17 0.4 135 69 21
S.D. *0.5 0.3 +0.33 +0.1 +10 t1 +0.3 +121 +15 +9
12 meg/kg N 6 6 ) 6 6 6 6 6 6 6
Mean 6.0 4.6 3.29 0.0 74 17 0.4 154 68 24
S.D. +0.3 +0.3 +0,45 +0.0 +10 +4 +0.3 +41 +3 +6
50 mg/ke N ] 6 6 6 6 6 6 6 6 b
Mean 6.3 4.1 2.90 0.0 12 18 0.3 141 14 28
S.D. +0.6 +0.6 +0.47 +0.0 +12 +4 +0.2 +15 +9 13

Not significantly different from conirol.
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Biochemical findings
Male, Female, 85-day-old

Table 11 - continued
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Table 12 Necropsy findings
Male, Female, 22-day-old

Study No. 40205

Sex Male Female
Group and dose Control 3 mg/ke 12 mg/kg 50 mg/kg Control 3 mg/ke 12 mg/kg 50 mg/kg
Organs and findings Number of animals 6 6 b 6 6 6 6 6
Respiraiory sysiem
Lung
Coloration, light gray 1 0 0 0 0 0 0 0

No appreciable changes in all other organs and tissues.
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Table 13 Necropsy findings
Male, Female, 8h-day-old

Study No. 40205

Sex Male Female
Group and dose Control 3mg/kg 12 mg/ke 50 mg/ke Control 3 mg/ke 12 mg/kg 50 melke
Organs and findings Number of animals 6 6 6 6 6 6 6 6
Hematopoielic system
Spleen
Nodule, light gray 0 0 0 | 0 0 0 0
Urinary system
Kidney A
Dilatation,pelvic cavity 0 0 0 0 0 1 ! 0
Material,pelvic cavity,gritty 0 0 0 0 0 ] ] 0

No appreciable changes in all other organs and tissues
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Table 14 - continued

Organ weights
Male, Female, 22-day-old

Study No.40205

Group Ovaries Uterus
Sex and
dose
(mg) {(mg/100gB.¥.) (mg) (mg/100gB.¥.)
Male Control N
Mean
S.D.
3 mg/ke N
Mean
S.D.
12 mg/ke N
Mean
S.D.
50 ng/ke N
Mean
S.D.
Female Control N 6 6 6 6
Mean 17.9 27.6 39.17 60.5
S.D. +3.9 +7.4 +6.6 +8.1
3 mg/ke N 6 6 6 6
Mean 17.3 26. 1 34.5 52.1
S.D. +3.2 +4,5 +5.4 +7.5
12 mg/ke N 6 6 ] 6
Mean 17.5 26.8 36. 8 56.5
S.D. +3.1 +4.6 +4.8 +17.2
50 mg/kg N 6 6 ] 6
Mean 18.2 27.8 36.0 54.8
S.D. 1.7 +1.17 +2.9 +2.6

Not significantly different from control.
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Male, Female, 85-day-old

Organ weights
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Male, Female, 85-day-old

Organ weighis

Table 15 - continued
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Table 15 - continued

Organ weights
Male, Female, 85-day-old

Study No. 40205

Group Testes Ovaries Uterus
Sex and
dose
{ng) (ng/100gB. ¥.) (mg) (mg/100gB.¥.) (mg) (mg/100gB.¥.)
Male Contraol N 6 6
Mean 3595.3 729.8
S.D. +378.1 +99.0
3 mg/kg N 6 6
Mean 3640.9 751.5
3.D. +403.8 +138.7
12 mg/kg N 6 6
Mean 3543.5 735.6
S.D. +190.3 +16.2
50 mg/kg N 6 )
Mean 3347.5 691. 5
S.D. +144.6 +51.6
Female Control N b 6 6 6
Mean 83.4 31.2 631.8 236.6
S.D. +10.9 +4.5 +139.8 +56.3
3 mg/kg N b 6 6 6
Mean 87.8 30.9 570. 4 202.6
S.D. +17.8 +3.3 +110.4 +36.5
12 mg/kg N 6 6 6 6
Mean 80.0 29.5 510.6 189.3
S.D. +12.8 +3.8 +114.4 +45.3
50 mg/ke N 6 6 6 6
Mean 78.1 30.4 527.3 207.6
S.D. +13.4 +4.1 +137.2 +59.4

Not significantly different from contral.
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Table 16 Hisiopathological findings
Male, Female, 22-day-old

Study No. 40205

Sex

Group and dose

o Number of animals
Organs and findings

Male
Control 3 mg/kg 12 mg/kg
6 6 6

-+ H HH Tolal -+t Total t o+ H Total
Respiralory sysiem
Lung (6) (0 0
Appearance, foan cell, alveolus o 1 0 0
Cellular infiltiration, mixed 5 | 0 0
Endocrine sysiem
Pituitary ’ (6) () (i)
Dilatation, Rathke s pouch 5 1 0 0

Not significantly different from control.

Grade sign: -, none: +, mild; ++, moderate; +++, marked.

Figures in parentheses are number of animals with tissues examined histopathologically.

There were no remarkable changes in the liver, thymss, spleen, heart, kidmey, urinary bladder, testis, epididymis, prostate, seminal vesicle, thyroid, adrenal
and brain(cerebrum and cerebellum) in the control group.
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Histopathological findings
Male, Female, 22-day-old

Table 16 ~ continued

Study No. 40205

Sex

Group and dose

o Number of animals
Organs and findings

Male

50 mg/kg

b

-t o Tetal
Respiratory system
Lung (6)
Appearance, foam cell, alveolus 6 0 0 0 0
Cellular infiltration, mixed 6 0 0 0 0
Endocrine system
Pitvitary , (6)
Dilatation, Rathke s pouch 6 6 0 0

Not significantly different from control.

Grade sign: -, none; +, mild; ++, moderate; +++, marked.

Figures in pareniheses are number of animals with tissues examined hisiopathologically.

There were no remarkable changes in the liver, thymus, spleen, heari, kidney, urinary bladder, teslis, epididymis, prostate, seminal vesicle, thyroid, adrenal

and brain(cerebrum and cerebellum) in the 50 mg/kg group.
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Study No. 40205

Table 16 - continued Histopathological findings
Male, Female, 22-day-old

Sex Female
Group and dose Control 3 mg/kg 12 mg/kg
Number of animals 6 6 ]
Organs and findings
-ttt Total -+ o+t Total -+ H tH Total
Urinary system
Kidney (6) (0 (0)
Cyst, corfex H) { 0 ] 1
Urinary bladder _ (6) () (0
Cellular infiltration, neutrophil, submucosa 5 | 0 0 1

Not significantly different from control.

Grade sign: -, none; +, mild; +t, moderate; t++, marked.

Figures in pareniheses are number of animals with tissues examined histopathologically. .

There were no remarkable changes in the liver, lung, thymus, spleen, heart, ovary, ulerus, pitoiilary, thyroid, adrenal and brain(cerebrum and cerebellum)

in the control group.



Table 16 - conlinued Histopathological findings
Male, Female, 22-day-old

Study No. 40205

Sex

Group and dose

o Number of animals
Organs and findings

Female

50 meg/ke

6

bttt Total

Urinary system
Kidney
Cysi,cortex
Urinary bladder
Cellular infiltration, neutrophil, submicosa

(6)

10 0 1
(6)
0 0

Not significantly different from control.

Grade sign: -, none; +, mild; ++, moderate; +++, marked. ‘ ) _
Figures in parentheses are number of animals with tissues examined histopathologically.

There were no remarkable changes in the liver, lung, thymus, spleem, heart, ovary, uterus, pituitary, thyreid, adrenal and brain(cerebrum and cerebellum)

in the 50 mg/kg group.



9%

Table 17 Histopathological findings
Male, Female, 85-day-old

Study No. 40205

Sex Male
Group and dose Control 3 mg/kg 12 mg/kg
Number of animats 6 b 6
Organs and findings
-+ H Ht Total -+t HE Total t o+ Total
Respiratory systiem
Lung (6) » 0
Hemorrhage § 1 0 0 1
Hematopoietlic system
Spleen (6) ()] 0)
Hyperplasia, follicle 6 09 0 0
Genital system
()

Prostate _ . o (6) (0}
Celiular infiltration, interstitium, Iymphocyte 6 ] (]

Not significantly differeni from control
Grade sign: -, none; +, mild; +, moderate; t+4, marked. ) . .
Figures in parentheses are number of animals with tissues examined histopaihologically.

There were no remarkable changes in the liver, thymus, heart, kidney, urinary bladder, testis, epididymis, seminal vesicle, piiuitary, thyroid, adrenal and

brain(cerebrum and cerebellum) in the control group
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Table 17 ~ continued Histopaihological [indings
Male, Female, 85-day-old

Study No. 40205

Sex

Group and dose

o Number of animals
Organs and findings

Male

50 mg/kg

6

+

++ 4+ Total

Respiralory sysiem
Lung
Hemorrhage

Hematopoietic sysiem
Spleen . _
Hyperplasia, follicle

Genital sysiem
Prostate o i o
Cellular infiltration, interstitium, lymphocyte

()
0 0 1
(6)
0 0 1
(6)
R

Not significantiy different {rom control.

Grade sign: -, none; +, mild; +t, moderaie; +++, marked. , . .
Figures in parentheses are number of animals with tissues examined histopathologically.

There were no remarkable changes in the liver, thvmus, heart, kidney, urinary bladder, testis, epididymis, seminal vesicle, pituitary, thyroid, adrenal and

brain{cerebrum and cerebellum} in the 50 mg/kg group.
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Histopathological findings
Male, Female, 85-day-old

Table 17 - continued

Study No. 40205

Sex

Group and dose

o Number of animals
Organs and findings

Female
Control 3 mg/kg 12 mg/ke
] ] 6

-+ H +H Total -+ 41t Total +  + +t Total
Urinary system
Kidney ‘ o _ ‘ (6) (0) (0)
Hyperplasia, transitional cell,pelvic cavity g6 0 0 0
Cellular infiltration,pelvic cavily, mixed 6 0 0 0

Not significantly different [rom control.

Grade sign: -, none; +, mild; ++, moderaie; ++t, marked.

Figures in parentheses are number of animals with lissues examined histopathologically.

There were no remarkable changes in the liver, lung, thymus, spleen, heart, urinary bladder, ovary, uterus, pituitary, thyroid, adrenal and brain(cerebrum and

cerebellum) in the controel group.
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Study No. 40205

Table 17 - continued Histopathological findings
Male, Female, 85-day-old

Sex Female
Group and dose 50 mg/kg
Number of animals 6

Organs and findings
-+ 4 4 Total

Urinary system

Kidney , o . , (6)
Hyperplasia, transitional cell,peivic cavity s 1 0 0 1
Cellular infiltration,pelvic cavily, mixed 5 1 0 0 i

Not significantly different from control.

Grade sign: -, none; +, mild; ++, moderaie; t++, marked.

Figures in parentheses are number of animajs with tissues examined histopathologically. o )

There were no remarkable changes in the liver, lung, thymus, spleen, heart, urinary bladder, ovary, ulerus, pituitary, thyroid, adrenal and brain(cerebrum and
cerebellom) in the 50 mg/kg group.
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