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£ #

4-—ZhO=-0-T7ZY TV ORERSHEHEASLIITELYD, SDEI Y MEH
CWERHIRORSICLIAMREREEERBREERL 2.

Zy b1 HMESESLT4EHRE, SSCHERSIUVEHEBICEMESRSTD
EEHEZRT, S0RZFERLZ.

4—ZbhO—-o0—-7ZP2, a—Fq)VicEHL, 0, 30, 100 BXW 300
ng/kez®wH 1 B, 4 BMERBOKEL, —HRRBOBRE, CEHE, BEEAE,
mMEFHRE, MEREEERE, ORELCFRE, RRE, REERHEBLURE
FREZERL .

TORRE, ROBOEHEINS.

D 300 mg/ke#F THRE 3 BIU4BITH 1 HIFECT L DY, = Ol DB EE T I MM
EHETHRBD SN h oI,

—FREOHETIY, BELCOINRTOERYERSH TREHMEZBLTEEH S
WIZEBEAROFMMABEEEIN, 300 ng/keBOME TRODOEBE:2ESTREDHE
HARRH SN, Fk, HHED 100 3L 300 ng/keBTIREREHET, 3512
300 me/kgB TRARBRETARENHIORER I HEMCRD b N,

Mg TBRESh cERIEESMICRRD s NTEHEEZR L.

FEEIMESD 300 ng/kgBETHEMMFHERAS SN, TEAHRE IBLUEEET
Holo. BEEBIEL, MEELD 300 ng/keTRALZEZRLZ. ABHHREIT, Mo 300
ng/keBHTRESHICKENIBEO SN, EEMAMPIIR, FE, BEHEBIUVCEBD
EOWTNOMMEEDITHREEL 300 ng/keB & TERRBO SN o k.

MBEFHEORBEOME, MHED 300 ng/keTAY I Uy ME, NEJDEE, K
MmERBAEME, MARBEBLUOBRORESNGEZRLAL. SS5RHD 100 ng/kef¥
TAY MUy bENEME, 300 mg/keB TIX MCHC 2 EEZRL7Z. BHEMMART
BEOBREICH, HMEEDHITHEBEL 300 ng/ke L OMIKERBOL S NP>z,

MEEEERREOKR, MHED 300 ng/ke¥TI7 47V /S VEOBERLRIEE
HrER@Roon. HEMMETROREICE, WEEL 300 ng/keBE0RICER
BOLNBEM T

MEEALFREDOHER, WD 300 ng/kgBTHR IV AT O—)b, GOT, GPTH L U#E
EVIENEEZRL, S5, BORETEAVILNGEZSRLU L. BEELH
RTROREICE, HHEEFEE 300 ng/keft L oMicERRBD s NN .




REEORR, HfEEDERYERSHOLAICKBRERIBEAERINZ. £,
300 mg/keE DM TIZREOWINHER, HHBBER, RBERKR, FIINVI-ABIUYE
JIVE>oEM, BERNEDON, SCCRABORETHEREBRBLV I P HAOR
T, MTREEBOREHEMAPBIVELSED SN, BEHMETRORETI, &
NSEOERIRTRTEEL &.

HEEBAEOKR, H#D 300 ng/keB THBOEXEBBICHNERN®E, I
BOMMEENSEBIUVNBROEZEENREMEAZRLE. LEHEMRAKTE,
#oD 300 ng/keH THROEZEEEBIVHETERSNEEZFL .

REFHNREORER, NIRMWBETHHED 300 ng/keETIIEEOBEL, BREOR
Bk, SORCEBEQCHTHEBO®ANL, HTLBOEKXR, KEk, LEOIEE, LF#
KOER, MKOEKEN BRI N, HBFTATRMEHED 300 ng/keBE TLHEE,
®I, BMBROMAMAEN, SSKRAFOMTHREBEOARLENTEEBICLEBLEZLRED
Sz, —7, o 300 ng/keBE TIEIHBTEBELIEDL TV,

lEowER, LD 100 ng/ke L LOB TREBRYERECERT 52ELVED S
NELEREWT 30 mg/kg/dayE T EN 5.
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4 - brO—0—=—7=T2 (4-Nitro-o-anisidine) &, EEEZ0HHIZHBEBWT
TREBELTHERASINTWSLLEYTHS. XMEEYOERIIODVWTIE, BOKER
2Ty bDOLDsoflA 997 mg/kgel HESINTNSED, E b PERDYOERIZE
FETERICODVWTIREEASEE SN TVAYL., $8, BELEYEOREEIRICE
DIBEUPREFEDO—BELT, 4—-ZbO0—-0-T7=VPCORERESHEICIDN
TRELEDTETORREERETS.
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4. % B H B 4-Z-bO—-o0—-TZITCOELLHUEAEMTIED, BEESE
1005, BERE 10395, 6IERBHI014F (BMIEI2ZASH) @
TR EVBICRZ2EROLFEIIDNT) KH¥E-T, v bz
AWwslEMOoREBEHREEERREZTT - 2.
B, HBROERIIBLMELLE, HLEEI8E, 3EFHEIE
(BBHGEIEIIAISHE) O HRIEFDEIRIBBRRVEELSE
MEXGI2EEROREDEESE2EDI2NREL4LRICEET S
HERBERICODWT) OXEZEZBmEZTHOEL .
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CAS No.

Oy ~&EF

i E

5 F R

5 F OB

ME OIREE

4—-—hO—o0—T7Z2T

97—-52-9

99.4 wt% (ZFoft, F#HELLTS5—=—hO—-0-T7=¥
T 0BB%BLUY2-FTEITIF-4-=2Fh

oy =yY—) 0. 13% Z&&)

WETT, BHEE

%

BRI —HRYEREE

2—-AbFI—-4-Zbnryrzir

NO,

C:HsN:03

168. 15

¥ R

nE

138. 7~ 140. 3C

KIZAE, DMSOBLU T h ITHE.



18) MOBFWEDHEE

19) HBRMEREBLV
RARBBRMEOLE

KICIREE, HRICLDERDOVWREERFD
B"HEKTHR, WETICREALLHBRYHEICODWT, ®WERXTT
BothziTyn, REHZHERLZ.

BMOFORIZHEYRRERE, F8, A7 2FHL, BE
NWRBIEFEREVWBIUVINVERSTOE.

BERKRTZ, M 22Tty —tBEL, BOIIEET
WAL 7=




2)

3)

AR BB KN

3Ly
LTy b CD (SD) RIBAAF+r— IR - UN—HAat (FHRNEEK)
MOFERE8ELHASHICAEE THMAERIML, EH0RZMAL L.

B ERNLUARBEICSAMINMEE, FRE8E1AICHIC6EKBTIRSEMMBL 2.
B onUHBEICE TERLL, EELBHERIDVERBREZHERTI &
SITHSTILE. REGHIBRETRAICI DL .
DYWOENCHEEBIVHAZEZAE T LA TEEANAFT S —JICHYWERRS
% (Animal ID-No.) Zf T &ickDEEBEAML .

BEHBFOREIIHET 177~204 g, M T 125~158 gTH o /Z.

BYEBIUVRREREH
HRERBICH T ENYE, BECMNTEEEZEEL TEALL.

HEER

FHERE

BYREINYTZATFLD 12358F= (W 4.1%D 8. 9%xXH 2.5 m, 91.2 n®) THEFL,
REFASGOBFREIREBEE23X2TC, M EENIE10%, BEK 1IRKRFEIOH, R
150~300 Jux 12RfRE (PR 7RERE, FR7TEET) &L K.

Rt EEREWHY-—EX (EER#HEFPH) OKEXEFE (V674 2XD 48. 0XH
176.5 ¢m) 2B L, 7II®E@E - KAF > L AWBEAF S —2 (¥ 20.0XD 28. 2
XH 18.0 cm, "AEF S — «- ARX—2Z 10152 cn®) KWEPHZE 1 LT ONELFAR LK
rHHIKEREE .

FHES—CERE 1R, FHEBIIEIERDER .

B, BHYolMEED, RERBIVEEHMMED, ToFYOEEECEEERIT
LZEBONREEROE (LT o7,

£ ¥

BMICEXTEARZA VIV INVERBTEMA SR (FRHPRRE) 8E O KHTHE
BEHRENIHAES vy b, T X8 (Modified NIH Open Formula Rat and Mouse
Ration) ZHEAL L. HALAFARORMYOLITE, TVICHIEBBIEKKS
HABHAEA BEREBRINLES— (ERHESR) KEKBELEBLE. ZORE
% [Reference data 21 IZ/RL /=.

% 7k

B i3 KEKRZBHPBK ZIINIDEHICERS ®7-.
KEBEHEICEDLS/KBEKRKODT 28RS Ta7o - Yy —F (MBEFEKT) 0K
BMUEMLUZE., TODHER% FReference data 31 o= L 7=,



4)

Al R BE O K Ak
BB OMME FERLITRL 2.
FME 0, 30, 100 K 300 mg/ke& L, BhMEiT 1 MMM & ST, £, BHER

CBRAELT, WEHBIUSHEMNICHMHEESSE, FO0EEERL L.

il 3 1 2 3 4
A = 0" 30 100 300
(mg/kg)

% # i3 i i3 i e it i3

B % % | 10 | 10 | 5 5 5 5 10 | 10
BE# TR 1001|2001 1101 | 2101 | 1201|2201 | 1301 | 2301
BEER | { { { ! { { {

By &= | 1005|2005 | 1105|2105 | 1205 | 2205 | 1305 | 2305

=4 # T B | 1006 | 2006 1306 | 2306
stEER | | 0| - | - | - =
B &S | 1010|2010 1310 | 2310

T aO-—2FAMINDBEERREL .

[AR® e

ARBRICET > TERL 2 AMRERSEERER (580, 25 75 225 ng/ke)
DR, BEBOMBELACRSHMNST, RRYELRSIHETSEEDNHER
MEREN, SSREOTBIY 225 ng/ke i CHEOANERNSE, EEBNE
BEMERLE.

NERTIEAMANET OV CHBEORENREB SINTWAER2EMREHBRSEEER
PDRABETHANAES/OECEEQORMIBD 5NAH o 7.

A SWOBERZEBEERRTIE 2000 ng/keiZ 5 T 3 HId 1 41, 3 FIH 2 piH
T L, 52 1000 mg/kgiR 50 T3FF 1 HMNRECLTHD, EMBIZ 600
ng/kg% 5 BHIRMEBRES LARBKRTIE, M3ME 28, MIFLANEE LK.
HoT, EHMEERSSHERBR TRMRE LV RELYENTH I ENERINSD
300 ng/keZ BABICEEL, UTALKITRUTARSEZ 100 ng/keg, BAEZ
30 mg/kg& L 7z.




5)

& 55k
FEREIT OECDAHA RS 12 TREHKEHEN) THRIN T 2REEORGEL
7o, REFBIZEHEE 100 ghD 0.5 nl&l, EERMCHMELZFECEDV TR

CHBEEEREWHLUL.

6)

7)

8)

REEHEZ1IAIEEL, @¢BEBY/CF2AVWTERICHEREORS L. MRBE
iz a—>F )b (Lot No. V5K3987, A4 7R/ HHXaH, RBHERERT) @
HERRICEEG L.

#*E R OIS

4—-—bO—o0—TF7ZI2E, EAEZTEL (30, 100 BLY 300 ng/ke) KFAEE
EEFARELONXFTHEL, I-F 7 IILICBEEL L.

AEEIC I EfTY, AEHRIFEABETHERMCREL .

i R
BEHMIBBEMEL, BERTRE, 0 BELY 300 ng/keBHiIC DNV TR I4A RO EIE
REBREEREL . : :

BREBFPOHEBRYMEOREESIT

BEBOBEMRBOEDERBRBEIONT, B1BIUVELEREARAUKOBRESY
WZaiTok. 28, BEBROREH®IZIDODWVWTIE, FHER (XRREELT08) BT
HEHBEEERF CLEABMTETHD ZENERI N TV S,
BESWOHFEBLOKERIT MReference data 45 ITRLU 7=,
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MR, MEBLUBRE:

—fRINEE D B &

2P EEAIEBREL, PHEROFE, THREE, BYMOE-> Y, RTHY

2)

3)

4)

FEZEHMABERLE S — MIRHEL .

1% =4

BRERBE»SEHERBRRTETER 1 BREL .

BEIZEEHRFE PM 3000 (ART—%, XA4R) ZAVWTITY, ZJOvE—-F42
JiWZEsLE.

' HE

BHE1IEEELZEREZEHRE PM 3000 (A S —#, A14X) ZAVWTAHEL,
JOoyv¥E— - F4AICREHLE. BHEHE (g/veek) BRUEHEBHE (%) 33>
Eo—45ZHAWTEHLZ.

BRIRRE

BARREIRERTRBIVEERBRK THOR 2EHERL Z.

RMICHD, BYRYIEMERIEL. B2 - TV THEBEFEEL, EXXE
AR S8R U7z,

7238, FLBEANT EDTA-3K BT/ T V@Y —FEHWE.

I R F BB E

MEFHRECII WO ZA N,

BREZREOEFRELEE THMS H-1E (1L A%, XE) ZHAWVWTITW, TROHE
BZz#ZELZ (EDTA-3KRINM#&) .

AT MUy ME (HCT) RBC, MCVEDEH
NE® S DY YE (HGB) ST UARMNETOE Vi
R i} % 54 (RBC) FE R B IR ¥

¥ ¥ R M BB A (MCV) BEEFRE
THFOMBROBEE (MCH) HGB, RBCL D EH
EHFMERLEERE {MCHC) HGB, HCTLX D EH

il N R p¢ (PLT) 1R B IR i

A itk IR P74 (WBC) B 1R 57 iR ik

A m ¥ 8 2 = Jo—H4 rrIZA MY —ik

BMEBEESRBIILEROBIRTHEL D, MEMKRBRHEEBELZERL, Aq -7 )a
CONE - FLAYRELTHEEL .




AMANE/OEHBZCDWTHRFEICLSZOEMEZEZAWTELL L.

MARMMER (RC) BEEDZD, HEEA (EDTA-3K) MMMEZ a2 —AF L 27
TNV THREeR, NERBRELFEERLERL L.

TRHROHERBMBEBAEERE KC-40 (Y AN F#, BME) ZAVWTAIELL. @
grAWwWkE (VI BY-FHRMOK) .

Jobro RN (PT) Quick 1 Bi%

EEHAES I ORI SAF B (APTT) 7Oy ME

T4 TV I)—=FE (Fibrinogen) fo2 ¥ EMZE
. MwEELERE

MEEMFEREIZEEECZEHHHEE CentrifiChem ENCORED (X—71—%t,
KE) BLY EKTACHEM 700N (2% » U %k, XEH) 2AWTTEROHEBEXHEL &.
mEz2r7D) ==V (RREHEVY PO, EEHEFRERX) ICERL, 05MKE
# 3000 rrp.m TT7THMBELHDBEL TCHELOBEZBWE.

wOE B (TP) Fa—Vbvw hi&
FTNVTE (Alb) B.C. G. 3%
A/ G (A/G) STEE
itk ¥ (Glu) TNaA—AFF¥—-Yik
B RS (TG) &Lk
walLAFuo—)Jb (T-Chol) JLAFe—-)FF 5 —FE
R % 2 % (BUN) LT —ETCETIERERE
2VF7FZTE (Crea) Jaffé &
BMEUIE > (T.Bili) T VE
AV A (Ca) 7t FVIE
mo oy (Ip) TUITTFUBEE
TNV I VBAFYT OB

NS ZAT7XIF—FE" (GOT) IFCC# (PALPIEMZz L)
TJINEIEBEEINE B

RS RARFR2F—F" (GPT) IFCC¥%: (PALPIEMZZ L)
FWAVERAT7 75 —+E* (ALP) Bessey-Lowrydk B %
r=JIWVFIIWNEITR

RTFF—-E* (7 -GTP) Orlowskiik
T hrUTA (Na) B L
yANRD BRI (X) ELTReA

) ES (cn ERi RS

"EN @I B ENCORE T, flid EKTACHEM 700N Ti@liE L .
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R &
R#r—CZ2RVTUNE (Fafl0EMSBBETFRI0EET) REFERLE. 2B,

BRPOREBLORKkEFT ok, TROBEBERE L.

5)

bR B
& &
& B
R Ok E
7 &

FRRECEIIRILERBIEG UR-S (kX4 #H 74D, EEHERBEX) ZANVTEEL &,
TLEERZ 1500 r.p. o THODRIELDBELEE, BE (AFN NI —RELEE)
L, &ML 7.

TEOEBOEEICIE N-FITF 4 AFT 497 AS6 (N1 T - ZHBKEXEH, TX
HPRRE) ZHAV, HERBRS2HESE CLINITEK 200 (X1 IV A4, HKE) ZHWVWE.
BREICITHEM IGHUNOHERZ A W/,

iii}
k> &

WO Y oF S

=]
EYILE >
vovy ) =5

FHEHRE

REMBEHIZBRERTHRBIVEERRR THICHME I —FTIIVHREL, KROKESE
ELZ ZECHYEIREZEBICHEILEZ. ABMEEEZREEIFTREHE S —
IZEdgk L 7=,
HEERXREEEUEHBEIHXFE PE 160 (A FS—%, XA RA) ZAWVT, K,
i, i, BE, 3%, WK FEPRIXUIBRICOWLWTHEIEL, BEER - KEKX
EEHLUX.

TEEEBERBE LT EMSS, BR, WmKR FREBE (LENZID) , LE, MW,
B, B, B# (KEE) BXURBEFARTELNRBDOONLBE - &I 10% F %
MBI ) VBERTEEL .
WIEABSFIREIEELLSRE - Hlo>5, HERTRIIBIL ZNEBREER
BEHOLOE, HE, ME BE BT, MWESIOVOEH (KIBE) TDODWTHREL .
X, BEBLUVPHEBELEAEHOMEZAICDOVWTLOE, FERBIUEEBZERL -
HBRet MARFEUET EEREHEEMT) THERICH > THEMAMERZERL &
BERAORBREIANTNF ) I RBELE. BEREILEFTF LY —TERKL,
MEOHBERIVEEICDNTREL 2.

- 1 3 -




) T—F O EB LU
ARBOET—FRBI L a—F - DAFLEHVWTESL, WEHMIFL Z.
ERBBEOKRE, HERE, MEE, ORFVREME, DLREBECRE, DEELYE

T REM, RREE (RERLULE) , BEEEZRLIUBEER - KEHI, TR
RUZEBHA AR, BYIC BartlettOERNEMREZERLZ. FoBOD
BAR—TREEBOIBONERTVY, 2BMNAERESIX Dunnett DL ELLRKRE (K&
B, TH?) THRBLIEREHMOEEZEEZREL L. BartletltOELSBRET
FESBOFEIE Kruskal-Vallis OIEBREZERL, BEDOHEIT /) >N F A b
Jw 2@ DunnettDZELBRE 3’Tﬁﬂgﬁééfxﬁﬁl‘aﬂ@ﬁﬁ%%*ﬁibf’

LREEEEOFAEAKERZSBLIULIXOHMABRETEREL &.

Bartlett
FEE ESHBRE FEZE
72U HD
— i & Kruskal-Wallis
i &) g £ . E
FEE BFRE BFEZE FRE
H U HD 7z U
® 7] 7
Dunnett ST A MYy D
ZELBRE Dunnett £ E L& E

T, FEENREBIVEFEOREI Fisher OMRHFHEEZR VL.
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O - T

i el

CHEERZE Figure 112, AFZKBLUIETEZ Table | IWRLZ.

ZE RSP, %Tiﬁﬁﬁéﬁﬁﬁ&f®ﬁ%ﬁfﬁt% I osNmho Tz,

CHETIE, 300 me/keB TREIBIVABERE LANEELAEN, TOMORRET

WBERCHAZRD S Naho k.
EAEHME I, b HEEBLT 300 ng/ke TREFRRBD 5NBh o k.

— iR IREE D B &

—RREDBEE % Table 2 BLY Appendix 1 KWRL .

BT, TRTOHERYERSHTRSHEFMEZBELTEEHIVWIEIHEBARNSEMA I
BRI, =512 300 ng/kgBHETEHHREIAEMSHRERTIHETHRBBRMN 2 FIERD
5Nz, &, 100 BEY 300 ng/keBHE TRV EWHOERE 1 HFRUARTETNTNE
EBLXUVEEOBREHETARMAIC, 512 300 ng/keBHTRBESMWEOHRE 1 K
MURIKEEDERBETHZ2FAICRDSENALD, WIiNbREGSEMETITHEEL .
F/, 300 ng/keBH TR OOEBEZESITREEORE ) P& E58HT1H, BE16,
17, 19, 208 & 2IBREFENTNL, 1, 3, 1BIXUL1IFAMDODFEEKRTHIZIZS
BlRDLN. TOM, BTITHCEBINBHETREBEINSBRERTRET 1 4,
30 meg/keHETHESBLIV AN ERTIREITERLARD SN,

TR, TRTOHEBRYERSHETREHNMZBE U THEEDDIWVWIEEBEBRNBES
N, T5IC 300 ng/keBH THRABEBRAREUENSORERTRETIHAICED OGN
. EF72, 100 BEW 300 ng/kgHTREETVHORE 1 BMLUARENTNERESD
FUVEEOBREHETAEHIT, T 512 300 ng/keHTIIRESWEDOEE 1 BFRIL
RICBEOHKRETIEZHICRD NN, WTFNbRESEMETIIHEELE.
7z, 300 mg/keH TR ODOEABEZEO TEEORE () MR EW0BHIC1I#, BREKRTE
FTRECO1IFZEDF6FCEREINE. #REIJBRIEETLE (B EF2310)
BWTIE, EEOEREHET, KEBET, YEBIUVENMEOEANRED SN
HHETHEINZERIFSPUECIOEENRBDOON, BEMAMPICESTZRTE
B ENLZN .

= =

A E% Figure 2, Table 3 B LY Appendix 2 ITRL /=,

BT, MBBICHELT 300 ng/keTHREIEASEEEANED SN, 45BN
ODEERMELEEEMERLAE. BEKRTHE, 300 ng/keB0o LB RIHRBER
B LT A% WAL=, EEEE T 300 ng/keHOE{LIEE L BEL ORI
ERBROSNRN .

BT, HEBBICHBLT 300 ng/ke B THE 1 BLU2ETEBERNRD 5N,
BEIBLIVABTEEARDONAZ. 4BROABRMBCORENRD SNk,
BER TR, 300 ng/kelt QO FHAEEIIHBEREICLBEL TILI%MA Lk, BEEMH
Tt 300 me/keMOE(IIEBELMEREOBIZERRDSNRM k.

- 15 -




4)

B EH 8
B E % Firure 3, Table 4 B XX Appendix 3 WL &

BT, MEBICHEL T 300 ng/keBTHRESMMEEL THPEAMERL, 48

5)

6)

7

DHRBHEEICOEIEMARD 5N,

HETiE, MEBBEICHE®BRLT 300 ng/keTHRE 1 BLUVIBETHELIZTRL, 4R
REEERICOEINEBD SN

EEMMTIIMEE HITHBEE 300 ng/keB & TEMNRDENRZL o .

£r] B 2 =

gkl 2 % Table 5 BX X Appendix 4 IR L=

BT, BS5HMBLUVEEMMEZEBEC THBELRSETENRDON AN .
T, MEEICHE®L T 300 ng/keBETHREIBICEMBEEZRLEZN, 4 BHMDEY
FEHRCERIRDSNA -, EHEHAM T, MEBHE L 300 ng/keB & TENR
oMo,

M FEHRE
MEFHRERR%EZ Table 6 BX Y Appendix 5 IR L&

BHEKRTROKR

BT, SRBESHHBRL T 30 3L 300 ng/keBETAT NI Uy ME, NEJ O
ECBBIUPFRMRENEBEERL, T5IC 300 me/keB TM/MRE B X MR M
HRENEHMEZRL .

MTE, MEELLESEL T 100 3K 300 ng/keBETAT NI Uy MEPNEEZTR
U, 25T 300 mg/keB¥ TRAEIDE > &, FRMHKHB LG MCHCAEKE, m/hik
BBIOMWFMBMRENSMEEZRL 2.

B8 HEK TR OER
M EBITHBEEL 300 ng/ke &L TERRD SN2 h o .

mKEE EERE
MKEEREREREESE Table 7 B LY Appendix 6 ITRL .

BEKRTEDLE

BT, NEEICHEELT 300 ng/keBT74 JU /=S ENREZRL 2.
T, MEBICHEBRLT 300 ng/keTo 4 TV ) —SFUENEEEmMERL,
FIZ16 (BES 2304) T, RE&EME (500 ng/d) MBEDHS5Nk.

BEMETHROER

HETE, MBEECEBRLT 300 ng/kefTc7obanECREICEENBD N
W, HRE (14.4x21.0, n=60) O#WHERNOENLTH > k.

T, EREFEHICBWLWTHEMNE 300 ng/ke L OMICERBD s Ngho k.




8) MmEEFERE

mikAELFERERZR%EZ Table § B LY Appendix 7 IR L=,

 BERTEO#ER

E))

BT, HEHELEKLT J00 ng/kefEcHR IV XA FoO0—J)b, GOT, GPT, BE U I
EBIUOAUDLANEREEAIEEERZRLE.

GOT BLY GPTRSHAFLFlIICHEENA SN, RRHIHBSINVITREY = E
(GOT:700 u/l, GPT:98 u/l) MR@BDH 5N~

It TIE, HEBEESLBLT 300 ng/keBETHR I L AFO—Jb, GOT, GPT, BXUR
EUIEHEEEAZREEERZRLE. GOT B GPTIX 5 FlF 2 FlIC & @2
AN, FILHWESIATREESME (G0T: 1955 u/l, GPT:217 v/1) B H SN
7z.

EEHRAETROER

HwTix, 300 mg/keBE TR, BaLXAFOo—IBLY TN EEZRL, V1L T7F
ZOBEUVFMNUTADNEEERLEY, WTFhLEREOHEBERNDOHETH > 7.
BT, WHHEBELILEL T 300 mg/ke T GPTAEEZRLAED, HE&ME (1519,
n=60) OHWHEHHNOELTH>7%.

RBRE
RRE#HREZ Table 9 BL Y Appendix 8 karL 7=,

BERTHOER

TR, #RYWERSHOLFTHEABHEARMSBEE I N, £/, 300 ng/keBE TR
NEHECHELTREV MENERZRL, ®BBR, FHEBIUBREBRSTN TN
3, 1BLVIHAKBREIN, a5 pHS. 0BEXL 5. 50HYNE&1H, &bk
CHBELUTEH)BEL1H, EVIIESQHBLITBH A& 1H, FIba—X 0.5
g/dl™ 1 FlicEE® 5Nk,

MTIZ, HBRYERSBROLHTHEBHARMSEE I NM, 300 ng/kel TR
BICHE U TRESHMNER, RIELENEREEMZRL, BBEBIOFRBERS
ENENABIVIBICHEESNKL. 532 pHs. 5, #M (3+), FIba—x (0. 25
g/dl) 0BT N TN 14, EUIEZQHN1HIIBD LNk,

EEAMETROER

T2, BSREBEEERPLWTHEBER-GERYERSHEOMIIEZERRD SN
7.

MTid, RBEELEBLTHENEEZRLZA, F8E (1.065+0.028, n=460)
DA DELLTH o 2.




BERTHOER

1D

12)

HTIE, BEICHBELT 300 ng/keTHIEEENSE, WREENKEHEM ZR
L7z,

METIE, WEEBICHEBL T 300 ng/keR TRIBREENKE, WREENEKEHER, F
BBLUVEBEENEEERZRL Z.

EEHNRKETREOR

HWTE, NEEICHELT 300 ng/ksE CHBREENEKEZRL .

HMETIE, HEREBICHEEKELT 300 ng/keBHTEIRBREENKHE, SFREENSEEZRL
7.

BREEE-KELL :
BREEBEER-MHERL (HXERE) % Table 11 BX U Appendix 10 iR/ L 7&.
BERTEORE

I ED, MBEICEBRLT 300 ng/keE THBBIURBENEERNSEZRL 2.

B 18 A R #& 7 B O 8 R

BT, WEBICEELT 300 ng/keH CHBHEAERENEREZRL .

T, HERTHICRDODONLELNTXTEBEL, HEBEL 300 ng/keBH & TE
BRDONBEMo .

WHEFHRE

TR % Table 12~15 B X Appendix 11, 12 2, #MEPFT R % Table 16~19,
B L Appendix 13, 14 KRL .

REKRTHRHICSHEMES (48) shi-e®wid, FEE, 30, 100 BLY 300 ng/kekt
DENTNEHMESHL2HTH-H 7=

EEEMMERTRICHERS (658) anzimi3, Bo2fAEtHONBREBLY
300 mg/keBE TENENSBLUIHTH - 7=,

ABRARET, ECLHWIZ 300 ng/keBOHMD 241 TH - /-



a) HIMAT R

BERTREHNDY

CAIRMBEIROBER, MEBCERL TREETRAFANICHFRCS<EELEZARLL

b)

T, M#ETHROBELSHEHTOMICH LT 300 ng/keBETENTNEHIT,
THREROBEAAMBHETOFICKH LT 300 ng/keBE T4 HICEDSNE. £, B
BOBRBAEVHNBETEREZ NS> 2QIIH LT 300 ng/keBH 0T 14|, #HT3
FliCERD oNk. TOM, 300 mg/keBH DA ICHEINLLHREL T, HMETHED
EXRZ, BTHELAOKRELDY, HTLEOBEBRA /KR, LEKEFE, BHEO
BRIELKRBLUVCFEONELENRRBD SN .

5] 15 $A F #& 7 s 8 3 Eh 4
RIENBROBER, REFMREIBER I Mo k.

ETEY

BREINZFARZ, BAEE, BREOFREHER /RBEBIUHOREHN 1 HIZ,
DLIFICEBEKER, LEORK, Kel, LEOIEE, FROEXBITNERE
fEEHEES N,

8 AP R

/5K TREEH Y

FEBHICEBLTHRYDERSR THRAZNCEZRCEZ<EBELEZFAELT, WHH#
THRREROAEDNBETOHICHL T 300 ng/kefETEn TN 4 HIC, I THIE
OEFLENGRBFETOHICH L T 300 ng/kegETL2H (EE9) KEHEEINZ., —
FH, BALULEFRELTHBOBEHENE CHRBEL2A (EE5) OoFALlcx L 300
ng/kgHTIHERI NN o, £z, RBETERAMNZ 300 ng/keBE THREHIIC
FELEFRELT, LBICLOBOESE, % (FE2) , FHREOEXR (EE6)
NI, BROMFHEERICEREMSENREIZ, CREOMBEEM, HFROBSER
NEICHZEIN, TSR LHFOEXRRLLHEZFICHMIT2Z2ELE L THEELBLITD
ABBEANHO 15 (EE3) KRN~ 2B, 300 ng/kgBHE TLROLFHDORE
DERINEBEFEIBE2HABLIVEIAT, T0oHE, BTRILOBFEEFEBIVER
MEEOLE, MBEEREBNEEOLE, EEDOLE, LA, HTRLGESENES
DLE, EEDLE, PR, BEIFNEEFEOLE, MEBEMSEEDOLE, EEDLE,
PR, OCRMBIOUER, BELNEEOLETH 2. £, THENORED
EEROODESRIPSEMNMIC L4, BEACRIPSEINMIC1IH], HERBEIPEE
NI 14, SEIMBICSE1IFTZETOMBRETH .




[E] 15 3] [ 48 T I A2 350 T 4

FMBETHRENZ 300 ng/keBTHEFICEDONEZHRELT, HTHREOER
MENBRINSE., TOMICERETES DM 300 ng/kgRAICRELIEMAREL T,
CHTOEOLHEELIUEMEL, RROBHRLEN, HTLBROMEBEMIBERI
Nz, 2B, 300 ng/kgeBE TLEROLBHORENBEINZBEXIIMES 1HT, £
DHHRTRTLRETH >z

FET Y

DIBROLHESE, HE (FE) (EE4) , HizgME, FROFLEERE (PEE)
(BEE7) BEhtha, LRoltm (EE4) , LAER, BEOEE, BFIL
ENFhZTHh1IHACEEINE. 28, 300 ng/ksH TLEROOLHBOREMNET L 7=
HDO2H TEEINTBY, TONHRLOPEESICHBEEENLBEEICUEN
W, BEPNELEDLE, Bk, LR, HOVELEDOLEIZRD SN,



14.

ERED LV ¢

—RREOHBORBR, HELLDIRTORBYEREH TRSHMZEL CHEH

B VWIIEBARY, 51T 300 ng/keH TRHBSYVHORER 1 BEKEEDOARE

BETBIUVBEOARETFEOOAHZ2FECTREORENZDON, BRWERE
BERXE&2ZELEBZAONL. ROBGLELRBEBYWERENHNZEC THERYERS B
DEFIICHREEZN, BEHABMICA T2 REBR DNV ENSE, HRYEONRH
MPRFICHEHREINEDDEEISNE., TOM, HOXNBEBIUY 30 ng/ke@ T
BEINEETHOBREIMOBERYEBREHTRDOISNZVWIELLASHERYERSE
WX2REBELEREZONEND K.

T, MO 300 ng/kgETHREIBLVL4BZR 1ARD OGN, HREAEAZLFEHOR
ERRENPOLDBEENEROEFEREEZEA SN,

MEFEREOHERE, HHED 300 ng/kgBETRAT NI Uy ME, NEJUOLEE,
FRMEREE 213 MCHC 2MEHE, M/AREBIVVBEROBRBNBEZRLEBELNRD S
Nz, S5, o 100 ng/kgBETHAT R Uy FENEEZRL /-,

RREOKSR, HEOKRYEARER TED SN EBRAXRRIBERT & &b ITH
Kl Ehs, BBRYWEORBEYSARPICHESINZDDOEEZI SN

HEERRACORRE, HMHED 300 ng/keBH TROSNLEBBOELEEEBLIVHEMNER
OEERERYERSICL2ELEEAON., SLRCRABEOHETHEBEOHENEE
OEE, MROEZEEREOEKEEAVBED LN, RHRVWEOREELEZEZ 5NTZ. TOM,
D 300 ng/keHF CTROOLNLBBEEEOEMER, HAMEREICELN TN ENS
FEO26 (BWYES : 2301 XV2304) OKENFHICLZIEELEX SN
EXEERAMETE, B 300 ng/keF THROEEEBIVHNEENEEZRL
7. HED 300 mg/kegBETIE, BROXEENKE, WRCEEENSHEMHEZIRL LN,
PIBRIIERM (85112, n=55) OHEARDOELTHD, FLVWTHOREOLHREKRT
BOMETCHBHRICEKRLTENRDSNTNWREVI ENOERDEOEELIIER
s oik.




FIHEHIRZEOMRE, MEBESIUCFRCEBRYEORELRET D2WENS KHIITHE
HEINK., TRDERBHERICBNTRESKR TR EMETT 300 ng/kelt O Ml D
EHBBEOBELD, HOo4FICHFRBROBALNMEEEINL, EHBFENRETHE,
S 300 mg/keBHBVTHROMSMEMATMEH T, MBOERELESMTHS B m
BamzERL, —FHFBOBHLLOBINRED SN, THSDOEFRAD S EHEDIE
BIEOBPDIZABRFETOBEBLLIE—RTIDDOEEXENL. LAL, ARNVER
KRBT 2MBOBBLIIDVTIE, HAEMIZLTLOIRIETIAANRBDSNT,
SEHEACBRINLBRBOBREBLESDERYEORBNOBIERT 2EHOEL
LEZLNE. BRCBEINLHAEOABLIVERLFTRROROBR T NITH
SEmMOTLEELEZ SN, THIEZEUIECDLEERPAT MUY ME, NEJDE
CERERNKEEEREOKE, MRFAODRBIVM/MROBENAZLEOMBFNRE
HRIC—XT3. FRICBWTREK OB OMIC 300 ng/keBE DM 2 FICH
HMIEORAXDPERIN, HBYEOREENRRBRINL. £, FROBW AR L
TWEMMEIVATO—VEO LR HD I LA EERANIINT IRENTRES
Nz, TOMIREBREPPDLPBVWIRNBFEBIVCHEBRR LB LORIIHT 58
SNREBRYVEOEENROOSN. TROEHRNBEMNBERTRERSETREIZNKRE
RTHREINPYTLROBEHE S/ BERBIVOLEKOFENMOE 1 AITEHRES N,
X7z, BREHMRICECLESY TR, BARKOEEN2H, LBOEX, ®KALBX
CLEOREENIFAKEES N, EBFHCREFEABIVORTCHZEDLHOE
EBLIVLHEESLPEINSCHMAETIERMANBREIN, TO/HRFIEALAENDLE
B, LDEPR, LRBICESSML, AEHPLEABREBICRBET I 2N I &
NS, HBRYEDILZVWEBZTORNBEMICIIEENZRESRREINL. ZOXD1H
ERHCECHYTEHEIIRDLN, SSRXRBEDBVWIENASINNER R
EFEXONZ., ZOLBREOHEAEICIHHENRICHEEAZENED SN, = 5ITH TR
KHEBRLTHREAORERBIVEENBS RS HMFICLRENEREEZ 5N 546
BREELTWVBIENSEENRDON. £, BCHYPOARBESNLHEMFR
RELTHRBRONERLEFMRERBRESLEHIEDENTED, BNCHEEEND S
ENOSHBMEORENRREIND. ad, NBRELFREICBWTHHED 300

ng/kg#HT GOT BEXY CPT AEEZRL, TS5 OEEDDL, ELLEEEZRL
MO LA TRLHOEEPERESASH, HFREBEROATHEENGREREINL

Mol T, MOFEEOEREERS v-0TP, PUNTICBRUREQOEICE
RENBEOOSNAN >, 2T, (0T BLY (PTOEEIHEBMENITDOHES LT
MEOEEGMNIVWI E, TLUTRLCLAEBATLHEEENHEOSNTHDZ I LMD,
DHFEEICHRTZDDEEAONL. REKTRICHESNZERE, FEBLIUE
BOZEZEEMERTHICBBEEINT AL LEASNL. ARFARTORR L
BORBULECHBAMRATOBROMTHAEECOLWTHHERYEAICLIZ2EE LI 5N
20, FIBBLIBNIEBHVHMETIE R, Fof, FERTRBIHBYTED S
NEMOBHELRBITFEONELERBRENEN 1 HAOSORETHD, BHET DK
BORVWIENPSEHRFEEMALEAOSN, FLRECHYW THESNZWROFEK
RARBBIOMHOREBERECHYICHEFRNICRONDIMWETHD, EBELLE
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bEALOND.

PLEO#ER, 100 ng/kebl FOBRTHBEE S AREHE T IS CHTRAT NI Uy
MMEDEBHARD SRz, 300 ng/keBOMBETHOMEEB L VBN Z EHEET S
HERRDON, WTHOLEEREEALNE.

HoT, BEESRITMREEY 30 ng/ke/dayE M En D,
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15.

1) The Sigma-Aldrich Library of Chemical Safety Data Edition I, Vol.2, 2258

9) ETIER, MLEE  EXELUEHELLE, No 32 21-44 (1990)

3) YOSHIDA, M. : J.I. Soc. comp. Stat., [, 111-122 (1983)
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Table 1. Survival and mortality Exp. No. 2777 (115-056)
Sex Dose level Weeks of experiment Mortality
(mg/kg) 1 2 3 4 - (%)
Male 0 10/10 10/10 10/10 10/10 0.0
30 5/5 5/5 5/5 5/5 0.0
100 5/5 5/5 5/5 5/5 0.0
300 10710 10/10 10/10 10/10 0.0
Female 0 10710 10/10 10/10 10/10 0.0
30 5/5 5/5 5/5 5/5 0.0
100 5/5 5/5 5/5 5/5 0.0
300 10/10 10/10 8/10 8/10 20.0
Number surviving / Number per group.
Significant difference from control group; *: P<0.05 *x: P<0.01
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Table 1. -continued Survival and mortality . Exp. No. 2777 (115-056)
Sex Dose level Weeks of experiment Mortality
(mg/kg) 5 6 (%)
Male 0 5/5 5/5 0.0
300 5/5 5/5 0.0
Female 0 5/5 5/5 ’ 0.0
300 3/5 3/5 20.0

Numbs_ar_survivinf / Number per grou;ln.
Significant difference from control group; x; P<0.05 **: P<0.01
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Table 2. Clinical observation Exp. No. 2777 (115-056)
Sex: Male
Findings of clinical Dose level Days of experiment
observalion (mg/kg) ] 2 3 4 5 i 7 3 9 10 11 12 13 14
normal/Number per group 0 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 t0/10 10/10 10/10 10/10 9/10 9/10
30 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
100 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/% 0/5 0/5
300 0/t0 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10
ulcer/submaxilia 0 0 0 0 0 0 0 0 0 0 0 0 0 1 1
30 0 0 0 0 0 0 0 | I | I 1 | ]
100 0 0 0 0 0 0 0 0 0 0 0 0 0 0
300 0 0 0 0 0 0 0 0 0 0 0 0 0 0
subnormal temperature : 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
30 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 0 0 0 0 0 0 0 0 0 0 0 0 0 0
300 10 0 0 0 0 0 0 0 0 0 0 0 0 0
salivation 0 0 0 0 0 0 0 0 0 0 ] 0 0 0 0
30 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 0 0 0 0 0 0 0 0 0 0 0 0 0 0
300 0 0 0 0 0 0 0 | [ | 1 1 | ]
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Tahle 2. —-continmied Clinical observation Exp. No. 2777 (115-056)

Sex: Male

Findings of clinical Dose level Days of experiment

observatlion (mg/kg) ] 2 3 4 5 6 7 8 9 10 11 12 13 14

vellowish brown urine 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
30 0 0 0 0 0 0 0 0 0 0 0 0 0 |
100 0 0 0 2 2 2 2 2 2 3 4 5 5 5
300 0 10 10 10 0 0 0 0 0 10 10 10 10 10

reddish brown urine 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
30 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 0 0 0 0 0 0 0 0 0 0 0 0 0 0
300 0 0 0 0 0 0 0 0 0 0 0 0 0 0

vellowish urine 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
30 5 5 5 5 5 5 5 5 5 5 5 5 5 5
100 5 5 5 5 5 5 5 5 5 5 5 5 5 5
300 0 10 10 10 0 0 0 0 0 10 10 10 10 10

decrease spontaneous 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

motor activity 30 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 5 0 0 0 0 0 0 0 0 0 0 0 0 0
300 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Table 2. -continued Clinical observation Exp. No. 2777 (115-056)
Sex: Male
Findings of clinical Dose level Days of experiment Total
ohservalion (mg/kg) 15 16 17 18 19 20 21 22 23 24 25 26 27 28 (1-28)
normal/Number per group 0 9/10 9/10 9/10 9/10 9/10 9/10 9/10 9/10 9/10 9/10 9/10 9/10 9/10 9/10 9
30 o/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0
100 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0
300 o/10 0/10 0/10 0/10 o0/10 O/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0
ulcer/submaxilla 0 | 1 1 1 | | 1 I 1 1 1 1 | 1 ]
30 | 1 | 2 2 2 2 2 2 ) 2 2 2 2 2
100 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
300 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
subnormal temperature 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
30 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
300 0 0 0 0 0 0 0 0 0 0 0 0 0 0 10
salivation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
30 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
300 | 2 3 3 6 7 8 3 8 8 8 3 8 8 8
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Table 2. —-continued Clinical observation Exp. No. 2777 (115-056)

Sex: Male
Findings of clinical Dose level Days of experiment Total
observation (mg/kg) 15 16 17 18 19 20 21 22 23 24 25 26 27 28 (1-28)
vellowish brown urine 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
30 3 3 3 3 4 5 5 5 5 5 5 5 5 5 5
100 5 5 5 5 5 ) 5 5 5 5 5 5 5 5 5
300 10 10 10 10 10 10 10 10 10 9 9 9 9 9 10
reddish brown urine 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
30 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
300 0 i | | ] 2 2 2 2 2 2 2 2 2 2
vellowish urine 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
30 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
100 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
300 10 10 10 10 10 10 10 10 10 10 10 10 10 5 10
decrease spontaneous 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
motor activity . 30 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 0 0 0 0 0 0 0 0 0 0 0 0 0 0 5
300 0 0 0 0 0 0 0 0. 0 0 0 0 0 0 - 10
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Table 2. -continued Clinical observation Exp. No. 2777 (115-056)
Sex: Male

Findings of clinical Dose level Days of experiment Total
ohservalion (mg/keg) 29 30 31 32 33 34 35 36 37 38 39 40 4] 42 (29-42)

normal/Number per group

0
300

55 56 5/5 55 55 55 5/5 85 55 55 55 55 8/5 5/5 5
85 5/ 6 85 5/ 5 56 55 5/558/5 55 55 8/ 6 5/5 5/5 8/5 5
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Table 2. —-continued Clinical observation Exp. No. 2777 (115-056)

Sex: Female
Findings of clinical Dose level Days of experiment
observation (mg/ke) 1 2 3 4 5 6 7 8 9 10 11 12 13 14
normal/Number per group 0 10/10 10710 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10
30 0/5 0/5 0/5 06/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
100 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5
300 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10
dead 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
30 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 0 0- 0 0 0 0 0 0 0 0 0 0 0 0
300 0 0 0 0 0 0 0 0 0 0 0 0 0 0
piloerection 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
30 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 0 0 0 0 0 0 0 0 0 0 0 0 0 0
300 0 0 0 0 0 0 0 0 0 0 0 0 0 0
pallor/auricles etc. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
30 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 0 0 0 0 0 0 0 0 0 0 0 0 0 0
300 0 0 0 0 0 0 0 0 0 0 0 0 0 0




Exp. No. 2777 (115-056)

-continued Clinical observation

Table 2.

Sex: Female

Days of experiment

!

Dose level

Findings of clinical

observalion

11 12 13 14

10

(mg/ke)

subnormal temperature

30
100
300

10

salivation

30
100
300

30
100
300

vellowish brown urine

oV
o

10

10

10

10

10

10

10

10

10

10

10

10

10

reddish brown urine

30
100
300
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- Table 2. -continued Clinical observation Exp. No. 2777 (115-056)

Sex: Female

Findings of clinical Dose level Days of experiment

observation (mg/ke) | 2 3 4 5 ) 7 8 9 10 11 12 13 14

yellowish urine 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
30 5 5 5 5 5 5 5 5 5 5 5 5 5 5
100 5 5 5 5 5 5 5 5 5 5 5 5 5 5
300 10 10 10 10 10 10 10 10 10 10 10 10 10 10

decrease spontaneous 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

motor activity 30 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 5 0 0 0 0 0 0 0 0 0 0 0 0 0
300 10 0 0 0 0 0 0 0 0 0 0 0 0 0
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Table 2. ~conlinued Clinical observation | Exp. No. 2777 (115-056)

Sex: Female

indings of clinical Dose level Days of experiment Total
observation (mg/ke) 15 16 17 18 19 20 21 22 23 24 25 26 27 28 (1-28)

normal/Number per group 0 10/10 10/10 10/10 10/10 10/10 10/10 10/1G 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10

30 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0

100 /5 0/5 0/5 0/5 0/5 /5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0/5 0

300 0/10 0/10 0/10 0/10 0/10 /9 0/9 0/9 0/9 0/9 0/9 0/9 0/8 0/ 38 0

dead 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

30 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

100 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

300 0 0 0 0 1 0 0 0 0 0 0 | 0 0 2

piloerection- 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

30 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

100 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

300 0 0 0 0 ] 0 0 0 0 0 0 0 0 0 I

pallor/auricles elc. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

30 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

100 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

300 0 0 0 0 1 0 0 0 0 0 0 0 0 0 1




Exp. No. 2777 (115-056)

-continued Clinical observation

Table 2.

Sex: Female

Findings of clinical

observation

Total

Days of experiment

Dose level
(mg/kg)

19 20 21 22 23 24 2 26 21 28 (1-28)

18

15

subnormal lemperalure

30
100
300

salivation

30

100
300

39

yellowish brown urine

0
o
10

30
100
300

10

10

10

reddish brown urine

30
100
300
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Table 2. -continued Clinical observation Exp. No. 2777 (115-056)
Sex: Female
Findings of clinical Dose level Days of experiment Total
observation (mg/kg) 15 16 17 18 19 20 21 22 23 24 25 26 27 28 (1-28)
yellowish urine 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
30 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
100 5 5 5 5 5 5 5 5 5 5 5 5 5 4 5
300 10 10 10 10 9 9 9 9 9 9 9 8 8 3 10
decrease sponianeous 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
molor activity 30 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 0 0 0 0 0 0 0 0 0 0 0 0 0 0 5
300 0 0 0 0 | 0 0 0 0 0 0 0 0 0 10
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Table 2. -conlinued Clinical observation ) Exp. No.

2777 (115-056)

Sex: Female

Findings of clinical Dose level Days of experiment Total

observation (mg/kg) 29 30 31 32 33 34 35 36 37 38 39 40 41 42 (29-42)

normal/Number per group 0 55 55 5/5 55 55 55 55 55 55 5/5 55 55 55 5/5 5
300 /3 33 33 33 3/3 3/3 33 33 33 33 3/3 3/3% 3/3 3/3
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Table 3. Body weight Exp. No. 2777 (115-056)
(unit : g)
Sex Dose level Weeks of experiment
(ng/kg) 0 1 2 3 4
Male 0 135+ 3 196 + 7 250 + 13 297 + 23 336 t 32
30 135 + 4 194+ 9 246 + 17 296 + 20 333 +28
100 135+ 3 192 + 8 246 + 12 293 + 11 331 + 16
300 135 + 4 191 + 8 240 + 17 282 + 17 311 + 26
Female 0 112 + 3 149 £ 6 172+ 9 188 + 13 211 + 18
30 112 + 2 147 + 6 171 £ 12 186 + 13 209 + 19
100 112 + 2 148 + 8 170 £ 9 190 + 14 204 + 13
300 112 £+ 2 141 £+ 10 160 11 165 + 19= 185 1 22%
SiMegrlni:ftigéL)i: difference from control group; *: P<0.05 #x: P<0.01
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Table 3. -continued Body weight Exp. No. 2777 (115-056)
(unit : g)
Sex Dose level Gain
(mg/kg) 0 — 4)
Male 0 201 + 30
30 198 + 25
100 196 + 13
300 176 + 26
Female 0 99 + 16
30 97 ¢+ 19
100 92 + 14
300 74 £ 21+

Mean + S.D.
Significant difference from control group;

*: P<0.05

«*x; P<0.01
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Table 3. -continued Body weight

Exp. No. 2777 (115-056)

( unit : g )
Sex Dose level Weeks of experiment Gain
(mg/kg) 5 6 (4 — 6)
Male 0 384 + 26 421 t 28 M+ 9
300 350 + 32 395 + 38 81+ 7
Female 0 223 + 19 238 + 20 3+ 9
300 217 + 38 238 + 35 47T + 4
Mean + S.D.
Significant difference from control group; *: P<0.05 =x; P<0.01
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Table 4. Food consumption Exp. No. 2777 (115-056)
( unit : g/week )
Sex Dose level  Weeks of experiment Total
(ng/kg) 1 2 3 4 (0 — 4)
Male 0 139+ 5 144 + 9 145 + 19 121 + 20 548 + 47
30 140 + 5 141 + 9 145 £ 13 116 + 10 52 + A
100 134 + 6 142 + 6 149 + 6 125+ 5 550 + 18
300 132 £ 10 139 £ 17 137 £ 13 108 + 22 516 + 41
Female 0 112 + 12 108 + 13 106 + 12 87 + 20 413 + 56
30 108 + 11 106 + 12 103 + 3 8 +12 403 + 33
100 110 + 3 101 + 9 100 + 11 71+ 9 382 + 27
300 94 1 18¢ 93 +14 79 t 16+ 78 + 17 338 £ 3T

Mean + S.D.
Significant difference from control group; *: P<0.05 *x: P<£0.01
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Table 4. —-continued Food consumption

Exp. No. 2777 (115-056)
(unit : g/week )

Sex Dose level Weeks of experiment Total
(mg/kg) 5 6 5 — 6)
Male 0 173 + 18 181 + 14 354 + 31
300 169 + 16 186 £ 19 355 &+ A4
Female 0 127 £ 11 133 £ 16 259 + 27
300 126 + 29 128 + 24 254 + 53
Mean + S.D. ' '
Significant difference from control group; *: P<0.05 *x: P<0.0]
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Table 5. Food efficiency Exp. No. 2777 (115-056)

‘ (unit : %)
Sex Dose level  Weeks of experiment Mean
(mg/kg) 1 2 3 4 0 — 4)
Male 0 4.5 + 4.3 37.0 £ 3.1 32.3+ 6.0 3.7+ 5.5 3.6 + 2.8
30 42.1 + 4.0 37.4 + 4.0 4.0+ 2.0 31.9 + 4.7 3.5+ 2.5
100 42.9 + 3.3 38.0+ 2.9 3.7 2.0 30.2 + 6.8 3.7+ 2.9 |
300 42.1 + 4.0 34.6 + 6.9 30.6 + 5.6 24.8 + 11.9 33.9+ 3.2
Female 0 ' 33.0 £ 4.5 21.6 + 4.3 15.4 + 5.1N 25.4 + 6.5 23.9 + 3.1
30 32.7 ¢+ 5.1 22.2 + 4.7 14.6 + 6.6 26.9 + 8.0 24.1 + 4.6
100 32.6 + 7.7 21.6 £+ 3.4 20.4 + 4.6 20.0 + 6.8 24.0 £+ 2.3
300 30.5 + 4.0 21.0 + 6.6 4.4 +14.2 27.0 + 7.2 21.5 + 4.3

Mean + S.D.
Significant difference from control group; x: P<0.05 *x: P<0.01
N: Non parametric analysis
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Table 5. -continued Food efficiency

Exp. No. 2777 (115-056)

( unit : %)
Sex Dose level Weeks of experiment Mean
(mg/kg) 5 6 (5 — 6)
Male 0 19.4 £ 3.6 20.5 £ 2.2 20.0 £ 2.0
300 21.5 £5.3 24.1 +2.9 22.9 +2.2
Female 0 15.8 £ 5.3 11.4 + 3.4 13.6 + 3.7
300 20.6 + 1.8 17.1 £ 5.6 18.9 + 3.2
Mean + S.D. :
Significant difference from control group; x: P<0.05 »x; P<0.01
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Table 6. Hematology Exp. No. 2777 (115-056)
Week: 4

Sex Dose level  No. of HCT HGB RBC MCVY MCH MCHC
(mg/ke) animals (%) (g/dl) (x10°/me) () (pg) (%)

Male 0 5 42.5 £ 0.9 14.5 + 0.4 7.36 £0.25 57.8 + 2.3 1.7 £ 0.7 4.1+ 0.2
30 5 40.7 + 1.4+ 13.7 £ 0.5% 6.88 + 0.32« -69.2 + 1.8 19.9 £ 0.5 33.7T+ 0.4
100 5 41.8 £ 0.8 14.3 £+ 0.4 7.07 £ 0.20 59.2 + 0.9 20.2 £ 0.3 4.1+ 0.2
300 5 40.0 £ 0.6%x 13.6 £ 0.3»* 6.90 + 0.25+ 58.0 + 1.5 19.7 £ 0.4 4.0+ 0.4

Female 0 5 41.2 +1.1 14.3 £ 0.4 7.03 £ 0.30 58.6 + 1.7 20.3 £ 0.7 4.6 + 0.4
30 5 40.6 + 1.5 14.1 £ 0.7 7.16 £ 0.32 56.8 + 1.5 1.7 £ 0.5 34.7T + 0.5
100 5 38.9 + 1.2% 13.6 £ 0.5 6.87 £+ 0.19 5.7 + 1.4 19.9 £ 0.6 3.1+ 0.3
300 5 36.8 t 1.0%x* 12.3 £ 0. 3%* 6.18 + 0.24%x 59.5 + 2.0 19.9 + 0.5 33.4 £ 0.4*x

Mean + S.D.
Significant difference from control group; *: P<0.05 **: P<0.01



Table 6. ~continued Hematology Exp. No. 2777 (115-056)
 Week: 4

Sex Dose level  No. of PLT WBC Differential leukocyte counts (%)
(mg/kg) animals (x10°/ma’) (x10°/wa’) NEUT LYMPH MONO EOSN BASO LUC

Male 0 5 1157 + 133 12.8 + 5.0 17+11 80 12 2+ 1 1+ 1 0+ 0 1+ 1
30 5 1110 + 117 143+ 4.1 21+16 74 £ 17 21+ 1 1+ 1 0+ 0 2+ 1
100 5 1088 + 92 10.2 + 1.6 12+ 7 81 7 1+ 1 0+ 1 0+ 0 120
300 5 1463 + 76+ 16.4 + 1.7 18+ 8 76+ 7 21+ 2 1+ 1 0+ 0 21+ 1

Female 0 5 1048 + 85 6.2+ 1.8 16 + 7 80 + 8 2+ 1 2+ 1 0 0 1+ 0
30 5 1042 + 151 591+ 2.0 13+ 6 8+ 7 1+ 0 1+ 1 0+ 0 1+ 0
100 5 1062 + 178 6.4+ 1.7 11+ 6 8+ 7 1+ 1 1+ 0 0+ 0 1+ 0
300 5 1285 + 121% 6.5+ 2.5 15+11 81 11 1+ 1 1+ 1 0+ 0 1+ 0

%:i}lgugrophil LYMPH: Lymphocyte MONO: Monocyte EOSN: Eosinophil BASO: Basophil LUC: Large unstained cells
Significant difference from control group;  : P<0.05 *x: P<0.01
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Table 6. -continued Hematology Exp. No. 2777 (115-056)
Week: 4 '
Sex Dose level  No. of Reticulocyte Methemoglobin
g/kd) . anisals (%4 &

Male 0 5 36+ 9 0.6 £+ 0.3

30 5 40 + 9 0.6 +0.3

100 5 36+ 4 0.7 £0.1

300 5 67 + 19+ 1.1 £ 0.4
Female 0 5 23 t 6N 0.5 + 0.3N

30 5 23+ 7 0.7 £0.1

100 5 27 + 10 0.7 +£0.0

300 5 104 + 59+ 0.9 £+0.3

SiMe§x1nijfti<S:éRi: difference from control group;  *: P<0.05  *x: P<0.01

N: Non parametric analysis
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Exp. No. 2777 (115-056)

Table 6. —continued Hematology
Week: 6
Sex Dose level  No. of HCT HGB RBC MCY MCH MCHC
(mg/kg) animals (%) (g/d1) {x10°/un’) () (pg) (%)
Male 0 42.1 £+ 1.5 14.9 £ 0.7 7.67 +0.32 55.0 + 1.0 19.4 + 0.3 35.3+ 0.5
300 5 42.3 £ 1.5 14.5 £ 0.3 7.50 + 0.42 56.5 + 2.5 19.4 £+ 0.7 34.4+ 0.8
Female 0 39.4 +1.7 14.4 £ 0.6 7.27 £0.39 5.3+ 1.3 19.8 + 0.3 3.4+ 0.5
300 3 41.6 £ 0.3 14.9 £ 0.3 7.36 £ 0.30 5.5+ 2.0 20.3 + 0.4 35.9+ 0.5
Mean + S.D.
Significant difference from control group; «: P<0.05 =*: P<0.01
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Table 6. -continued Hematology Exp. No. 2777 (115-056)
Week: 6

Sex Dose level  No. of PLT WBC Differential leukocyte counts (%)
(mg/kg) animals  (x10"/on) (x10°/ ) NEUT LYMPH MONO EOSN BASO Luc
Male 0 5 1146 + 108 17.6 + 6.9 10+ 2 81+ 2 211 1+ 0 1+ 0 2'20
300 5 1074 + 81 12.2 + 3.9 14+ 6 816 2+1 1+0 0+ 0 2+ 0
Female 0 5 994 + 107 7.9+ 1.5 10+ 2 84z 3 1+ 0 1+ 0 0+ 0 1'+ 0
300 3 1058 + 108 7.2+ 1.0 11+ 4 8+ 6 2+ 1 2+ 1 0+ 0 111

NEUT: Ngugrophil LYMPH: Lymphocyte MONO: Monocyte EOSN: Eosinophil BASO: Basophil LUC: Large unstained cells
Mean + S.D.
Significant difference from control group; *: P<0.05 *x: P<0, 01



Table 6. —-continued Hematology Exp. No. 2777 (115-056)
Week: 6
Sex Dose level No. of Reticulocyte Methemoglobin
(mg/kg) animals (%) %
Male 0 5 32+ 6 0.5 £0.4
300 5 38 + 10 0.7 +0.2
Female 0 5 26+ 6 0.6 £0.2
300 3 29+ 8 0.7 £0.2
Mean + S.D.
Significant difference from control group; *; P<0.05 =: P<0.01
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Table 7. Coagulation Exp. No. 2777 (115-056)
Week: 4
Sex Dose level No. of PT Fibrinogen
'(ng/kg) animals (sec.) (sec.) (mg/d??
Male 0 5 13.3 £+ 0.4 23.5 + 1.7 302 & 27
30 5 13.6 £ 0.5 20.7 £2.0 33t 78
100 5 13.2 £ 0.3 21.8 +2.1 217+ 21
300 5 13.1 £ 0.2 20.7 £ 1.5 387 + b2
Female 0 5 14.0 £ 0.6 18.3 + 1.8 243 + 19N
30 5 13.7 £ 0.5 16.8 £+ 1.2 220 + 31
100 5 13.9 + 0.6 16.9 + 1.3 253 + 20
300 5 14.0 + 0.8 17.2 + 1.9 321 + 107

Mean + S.D.
Significant difference from control group;
N: Non parametric analysis

*: P<0.05 *==: P<0.01
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Table 7. -continued Coagulation

Exp. No. 2777 (115-056)

Week : 6
Sex Dose level No. of PT APTT Fibrinogen
(mg/kg animals (sec.) (sec.) (mg/dl
Male 0 12.5 £+ 0.2 22.9 +1.3 268 + 21
300 13.0 + 0.3 23.4 £+ 1.8 259 + 10
Female 0 13.6 £+ 0.3 21.3 £ 1.6 209 + 14
300 3 13.5 £+ 0.2 21.3 £ 0.5 224 + 10
Mean + S.D.
Significant difference from control group; *: P<0.05 *x: P<(.01
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Table 8. Blood chemistry Exp. No. 2777 (115-056)
Week: 4

Sex Dose level  No. of BUN Creatinine Glucose T. protein Albumin A/G
(ng/kg) animals (mg/dl) (mg/dl) (mg/d1) (g/dl) (g/dl)

Male 0 5 891+ 1.7 0.60 + 0.05 118 + 6 5.33 £ 0.06 2.95 £ 0.15 1.25 £ 0.13
30 5 89+ 1.2 0.58 + 0.03 126 + 24 5.57 £ 0.14 2.96 +0.19 1.14 £ 0.12
100 5 8.8+ 1.3 0.62 + 0.06 136 + 11 5.36 £+ 0.18 3.06 +0.13 1.33 +0.05
300 5 10.1 + 1.4 0.65 + 0.06 108 + 9 5.31 £0.19 2.99 +0.07 1.29 + 0.06

Female 0 5 13.5+ 1.2 0.59 + 0.03 104 + 14 5.78 £+ 0.08  3.35  0.07 1.39 £ 0.05
30 5 11.8 + 2.8 0.62 + 0.04 121 + 14 5.85 +0.27 3.47 £ 0.19 1.46 + 0.05
100 5 13.1 ¢+ 2.3 0.68 + 0.03 116 + 8 5.83 £ 0.16 3.43 +0.11 1.43 + 0.06
300 5 11.4 + 1.1 0.64 + 0.08 120 + 7 5.83 +0.29 3.45 +£0.19 1.46 £ 0.10

Mean + S.D.
Significant difference from control group; *: P<0.05 **; P<0.01
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Exp. No. 2777 (115-056)

Table 8. -continued Blood chemistry

Week: 4

Sex Dose level No. of T. cholesterol Triglyceride GOT GPT ALP Gamma-GTP

(mg/ke) animals (mg/d1) (mg/dl) (/1) (/1) (/1) u/1)

Male 0 5 49 + 7 67.6 +22.6 52 + AN 14+ N 177 + 32 0.9 +0.%
30 5 51 + 14 61.8 +29.1 51 + 2 15+ 2 164 + 27 1.0 £0.7
100 5 55 + 9 73.5 + 20.5 4+ 6 13+ 1 154 + 34 0.6 + 0.2
300 5 75 & 21* 74.2 + 25.1 285 + 248 43 + 32+ 146 + 64 0.5 0.3

Female 0 5 52 + 15- 45.9 +14.9 53 + 6N 11+ 2N 123 + 28 1.1 £0.5
30 5 47 + 14 47.3 £ 28.5 50 + 11 13 ¢ 89 + 16 0.8 +0.4
100 5 63 + 8 45.6 + 11.5 41+ 6 s 1 151 + 46 1.1 £0.4
300 5 T +12 49.0 £ 15.1 484 + 829 58 + 90 122 + 34 0.9 +0.2

g?gnnifiigég't difference from control group;  %: P<0.05 *+: P<0.01

N: Non parametric analysis
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Table 8. -continued Blood chemistry Exp. No. 2777 (115-056)

Week: 4 ’

Sex Dose level  No. of T.bilirubin Sodium Potassium Chloride Calcium I. phosphate

(mg/kg) animals (mg/dl) (mmol/1) (mmol/1) (mmol/1) (mg/d1) (ng/d1)

Male 0 5 0.37 +0.01 144.0 £ 1.0 4.56 + 0.12 108.4 + 1.9 9.87 +0.24 7.67 + 0.40
30 5 0.39 +0.03 144.0 + 1.0 4.76 + 0.13 107.7 + 1.5 10.05 + 0.15 8.03 +0.51
100 5 0.40 £ 0.02 142.6 + 0.6 4.65 + 0.21 107.2 £ 0.7 9.99 +0.16 7.65 £ 0.26
300 5 0.46 + 0.04%+ 143.5 + 0.6 4.96 £ 0.17++ 107.1 £ 0.7 9.93 +0.12 7.94 + 0.17

Female 0 5 0.39 +0.01 143.5 + 1.1 4.51 +0.15 110.7 + 1.4 10.09 + 0.13 6.54 + 0.46
30 5 0.39 +0.03 144.2 + 1.4 4.51 £ 0.15 111.0 + 1.0 10.18 + 0.26 6.04 +0.71
100 5 0.42 1+ 0.02 143.6 + 1.2 4.29 +0.19 109.7 + 0.7 10.07 + 0.10 6.18 £ 0.40
300 5 0.47 + 0.01+> 144.2 £ 1.3 4.70 + 0.28 109.7 + 2.4 10.19 + 0.30 7.19 + 1.07

g?imni%tigég't difference from control group;  *: P<0.05  #+: P<0.01



o>

Table 8. -continued Blood chemistry
Week: 6

Exp. No. 2777 (115-056)

Sex Dose level No. of BUN Creatinine Glucose T. protein Albumin A/G
(mg/ke) animals (mg/dl) (mg/dl) (mg/dl) (g/dl) (g/dl)
Male 0 11.4 + 0.8 0.56 £ 0.04 155 + 10 5.8 +0.34 3.25 £+ 0.15 1.23 + 0.06
300 5 11.0 + 0.9 0.64 + 0.06% 123 + 18+« 5.84 £+0.22 3.19 + 0.08 1.20 £+ 0.04
Female 0 15.6 + 1.6 0.60 £ 0.05 112 £ 16 5.85 +0.22 3.31 +0.13 1.31 + 0.04
300 3 13.7 + 1.6 0.66 +0.05 100 + 10 6.05 + 0.06 3.42 + 0.06 1.30 £ 0.06
Mean + S.D.
Significant difference from control group; *: P<0.05 **; P<0.01
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Table 8. —continued Blood chemistry
Week: 6

Al 1V Vdivial W Lyuvys
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Exp. No. 2777 (115-056)

Sex Dose level  No. of T.cholesterol Triglyceride GOT GPT ALP Gamma-GTP
(mg/ke) animals (mg/dl) (mg/d1) (/1) (U/1) (U/1) U/1)

Male 0 5 69 + 7 79.1 +17.8 51+ 5 16+ 2 123 + 31 0.4 + 0.5

300 5 56 + 10% 70.7 + 17.1 40 +  5ex 14+ 2 108 + 20 0.4 £0.1

Female 0 5 62 + 20 4.7 £ 14.2 50 + 8 12+ 1 93 + 18 0.6 £0.1

300 3 65 + 13 55.3 + 10.8 54+ 8 16 + 4« 94 + 14 0.6 £0.3

Mean + S.D.
Significant difference from control group;

*: P<0.05 *x: P£0.01
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Table 8. —continued Blood chemistry

Exp. No. 2777 (115-056)

Week: 6
Sei( Dose level No. of T.bilirubin Sodium Potassium Chloride Calcium I. phosphate
(mg/kg) animals (mg/d1) (mmol/1) (mmol/1) (mmol/1) (mg/dl) (mg/dl)
Male 0 5 0.40 £ 0.01 142.3 £+ 1.4 4.56 +0.23 106.5 £ 1.2 10.23 1+ 0.18 7.67 £ 0.34
300 5 0.41 £ 0.01 144.4 + 0.6% 4.84 +0.39 108.1 + 1.9 10.17 £ 0.15 7.64 £ 0.49
Female 0 5 0.43 £ 0.01 143.7 + 0.8 4.30 +0.13 110.3 £ 1.4 9.79 £ 0.26 6.31 +0.34
300 0.40 +0.00 143.0 + 1.0 4.80 + 0.45 111.4 £+ 1.9 10.01 + 0.47 6.60 + 0.80
Mean + S.D.
Significant difference from control group; *: P<0.05 *x: P<0.01
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Table 9. Urinalysis Exp. No. 2777 (115-056)
Week : 4
Sex Dose level  No. of Yolume Specific Gravity
(mg/kg) animals (ml)

Male 0 5 22 + 18 1.044 £ 0.028

30 5 19+ 8 1.039 £ 0.019

100 5 26 t+ 14 1.028 + 0.010

300 5 32+ 15 1.026 + 0.015
Female 0 5 19 + 13 1.038 + 0.018

30 5 9+ 4 1.066 t 0.029

100 5 2+ 15 1.039 + 0.032

300 5 29 + 14 1.018 + 0.008

SM‘iagnni%igégf difference from control group; x: PL0.05  *=: PZ0.01



Table 9. -continued Urinalysis Exp. No. 2777 (115-056)
Week: 4
Sex Dose level No. of Color Turbidity pH
(mg/kg) animals 1 23 456 78 91011 Clear Muddy 555665775885 =29
Male 0 5 5 5 21 2
30 5 5a 5 2 3
100 5 5a 5 2 2
300 5 3a la 1a 5 11 2
Female 0 5 5 5 1 1 2 1
30 5 5a 5 11111
100 5 4a la 5 1 1 11
300 5 4a 1a 5 1 31
Color : 1= w, 3= Yellow-brown, 4= Red, 5= Red-brown, 6= Dark red, 7= Dark brown,

a : Fluorescent yellow urine was observed in all animals.

8=

Colorless, 2= Slifht yello
Brown-black 9= Milky white

i

10= Fluorescent green, 11= Blue.
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Table 9. —continued Urinalysis Exp. No. 2777 (115-056)
Week : 4
Sex D?.;g/&evel No. of Occult Blood Ketones Glucose (§/dl)

g animals +/- 1+ 2+ 3+ /- 1+ 2+ 3+ 4+ 0.1 0.250.5 =1.0
Male 0 5 4 1 1 1 5

30 5 5 2 2 4 1

100 5 4 1 2 2 4 1

300 5 4 1 1 2 1 3 1 1
Female 0 5 5 4 1 5

30 5 5 1 3 2

100 5 5 2 1 4 1

300 5 4 1 1 2 3 1 1




Table 9. -continued Urinalysis Exp. No. 2777 (115-056)
Week: 4

Sex Dc(’senlg/ligel ggimgfs Pr?tei?—(m%di())o =300 Bilmfeinw 3+ U(r)?lfifigog?g (EI g 49(1))212
Male 0 5 1 1 3 4 1 2 3

30 5 2 2 1 4 1 3 2

100 5 1 2 1 4 1 4 1

300 5 3 1 1 3 1 1 3 2
Female 0 5 4 1 4 1 4 1

30 5 2 3 2 3 1 4

100 5 1 4 1 3 2

300 5 1 2 2 1 4 1
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Table 9. —continued Urinalysis : Microscopic examination of sediment Exp. No. 2777 (115-056)

Week : 4
Sex Dose level  No. of Erythrocytes Leukocytes Epith. Cells Casts Fat glob. M. threads others
(mg/kg) animals - 1+ 2+ 3+ - 1+ 2+ 3+ -1+ 2+ 3+ -+ - 4+ -+ -+
Male 0 5 5 5 5 5 5 5 5
' 30 5 5 5 5 5 5 4 1 5
100 5 5 5 4 1 5 5 5 1 4
300 5 5 5 5 5 5 5 1 4
Female 0 5 5 5 5 5 5 5 1 4
30 5 5 5 5 5 5 5 5
100 5 5 5 5 5 5 5 3 2
300 5 5 5 5 5 5 5 5

o> others : Crystals
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Table 9. —-continued Urinalysis Exp. No. 2777 (115-056)
Week: 6
Sex Dose level No. of Volume Specific Gravity
(mg/kg) animals (ml)

Male 0 5 24 + 10 1.047 £ 0.020

300 5 32+ 17 1.036 + 0.013
Female 0 5 11+ 1IN 1.071 + 0.011

300 3 17+ 8 1.046 + 0.012«

Mean + S.D.
Significant difference from control group;
N: Non parametric analysis

*; P<0.05 *x: P<0.01
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Table 9. -continued Urinalysis Exp. No. 2777 (115-056)
Week: 6

Sex Dose level No. of Color Turbidity pH
(mg/kg) animals 123456 7 8 91011 Clear Muddy 555665775885 =9
Male 0 5 5 5 1 4
300
Female 0 5 5 5 11 21
300 3 3 3 3

Color : 1= Colorless, 2= Slifht yellow, 3= Yellow-brown, 4= Red, 5= Red-brown, 6= Dark red, 7= Dark brown,
8= Brown-black 9= Milky white, 10= Fluorescent green, 11= Blue.
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Table 9. -continued Urinalysis

Exp. No. 2777 (115-056)

Week: 6
Sex Dose level No. of Occult Blood Ketones Glucose (%/dl)
(mg/kg) animals - +/- 1+ 2+ 3+ - +/- 1+ 2+ 3+ 4+ - 0. 0.25 0.5 =21.0
Male 0 3 5
300 5 4 1 2 3 5
Female 0 5 5
300 3 2 1 2 3
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Table 9. -continued Urinalysis Exp. No. 2777 (115-056)
Week: 6

Sex Dose level No. of Protein (g/dl) Bilirubin Urobilinogen (E. U. /d1)
(mg/kg animals - +/- 30 100 =300 - 1+ 2+ 3+ 0.11.02.04.08.0 =12
Male 0 5 1 1 3 5 2 3
300 5 4 1 5 4
Female 0 5 1 4 4 1 5
300 3 1 1 1 2 1 2 1
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Exp. No. 2777 (115-056)

Table 9. —-continued Urinalysis : Microscopic examination of sediment
Week: 6
Sex Dose level No. of Erythrocytes Leukocytes Epith. Cells Casts Fat glob. M. threads others
{mg/kg) animals - 1+ 2+ 3+ - 1+ 2+ 3+ - 1+ 2+ 3+ -+ -+ - + -+
Male 0 5 5 5 5 5 1 4
300 5 5 5 5 5 5 5 2 3
Female 0 5 5 5 1 4
300 3 3 3 3 3 1 2
others : Crystals
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Table 10. Organ weight Exp. No. 2777 (115-056)

Week : 4

Sex Dose level  No. of Body weight Brain Liver Kidneys Spleen

(mg/kg) animals (®) (g) (g) (g (g)

Male 0 5 322 + 36 2.10 £ 0.05 9.32 + 1.36 2.43 ¢+ 0.31 0.55 + 0.04
30 5 333 + 28 2.04 + 0.08 10.74 + 1.17 2.61 + 0.43 0.59 + 0.06
100 5 331 + 16 2.02 + 0.11 10.57 + 0.43 2.40 + 0.19 0.55 + 0.03
300 5 308 t 23 2.02 £ 0.04 10.67-+ 0.58 2.42 + 0.15 0.75 £ 0.12+*

Female 0 5 218 + 16 1.95 + 0.05 6.51 + 1.08 1.57 + 0.14 0.39 + 0.03
30 5 209 + 19 1.83 + 0.07 6.47 + 0.67 1.64 + 0.13 0.35 + 0.09
100 5 204 + 13 1.92 + 0.08 6.47 + 0.66 1.53 + 0.08 0.42 + 0.02
300 5 182 + 19+ 1.83 + 0.13 7.14 + 0.89 1.48 + 0.03 0.48 + 0.07

g?gmni%icszégf difference from control group; *: P<0.05  *+: P=<0.01
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Table 10. ~continued Organ weight
Week: 4

Exp. No. 2777 (115-056)

Sex Dose level  No. of Adrenals Testes Ovaries Thymus
(ng/kg) animals (ng) (g) (ng) (ng)
Male 0 5 51 + 12N 2.88 ¢+ 0.15 515 + 88
30 5 42 + 12 2.81 + 0.06 611 + 40
100 5 43 2.96 + 0.04 615 + 62
300 5 3+ 3 2.94 + 0.12 463 + 85
Female 0 5 57+ 5 79 + 16 14 + 178
30 5 61+ 2 T2+ 8 450 + 62
100 5 55 + 71+ 8 452 + 100
300 5 45 + 8 60 + 11 M4+ T7

Mean + S.D.
Significant difference from control group;
N: Non parametric analysis

*: P<0.05 «*: P<0.01
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- Table 10. -continued Organ weight

Exp. No. 2777 (115-056)

Week: 6
Sex Dose level  No. of Body weight Brain Liver Kidneys Spleen
(mg/kg) animals (®) ® (®) (= (g)
Male 0 5 421 + 28 2.12 + 0.06 13.12 + 1.62 2.97 + 0.13 0.75 =+ 0.09
300 5 395 + 38 2.15 + 0.07 11.32 + 1.60 2.7 + 0.30 0.69 + 0.07
Female 0 5 238 + 20 1.93 + 0.03 6.50 + 0.99 1.81 + 0.14 0.46 + 0.06
300 3 238 + 35 1.95 + 0.09 6.49 £+ 1.00 1.55 + 0.13+ 0.48 + 0.10
Mean £ S.D.
Significant difference from control group; *: P<0.05 =x; P<0.01
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Table 10. -continued Organ weight

Exp. No. 2777 (115-056)

Week: 6
Sex Dose level  No. of Adrenals Testes Ovaries Thymus
(mg/kg) animals (ng) (®) (mg) (ng)
Male 0 5 53+ 5 3.12 + 0.17 609 + 87
300 5 52+ 5 3.24 + 0.17 478 + 35+
Female 0 5 68+ 6 T+ 4 319 + 73
300 3 64 + 7 96 + O« 408 + 94

Mean + S.D.
Significant difference from control group; *: P<0.05 *x; P<0.01
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Table 11. Organ weight per body weight Exp. No. 2777 (115-056)

Week: 4

Sex Dose level No. of Body weight Brain Liver Kidneys Spleen

ng/kg)  animals ® %) @) b 5

Male 0 5 322 + 36 0.659 + 0.088 2.887 1 0.131 0.756 + 0.042 0.174 + 0. 029
30 5 333 + 28 0.618 + 0.071 3.230 + 0.347 0.785 + 0.135 0.179 + 0.018
100 5 331 + 16 0.610 + 0.018 3.202 £ 0.217 0.727 + 0.066 0.166 + 0.015
300 5 308 + 23 0.659 + 0.046 3.473 1 0.184%+ 0.788 + 0.040 0.244 £ 0.026%+

Female 0 5 218 + 16 0.898 + 0.073 2.976 t 0.277 0.721 +0.025 0.180 + 0.016
30 5 209 + 19 0.912 + 0.100 3.098 + 0.105 0.787  0.058 0.165 + 0. 034
100 5 204 + 13 0.943 1 0.065 3.164 + 0.188 0.753 + 0.062 0.204 £ 0.017
300 5 182 + 19+ 1.013 + 0.091 3.922 1 0.292++ 0.817 + 0.074 0.263 1 0.018++

“s‘?%ié‘iﬁaﬁ't difference from control group;  *: P<0.05  *+: P<0.01
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Table 11. —continued Organ weight per body weight

Week : 4

Sex Dose level  No. of Adrenals Testes Ovaries Thymus

(mg/kg) animals (%) (%) (%) (%)

Male 0 5 0.016 £ 0.003 0.900 + 0.078 0.161 + 0.028
30 5 0.013 + 0.003 0.848 + 0.071 0.184 +0.015
100 5 0.013 + 0.001 0.898 + 0.045 0.186 + 0.018
300 5 0.014 + 0.002 0.960 + AO. 072 0.150 + 0.021

Female 0 5 0.026 + 0.002 0.036 + 0.005 0.189 + 0.024
30 5 0.029 + 0.002 0.035 + 0.004 0.216 + 0.027
100 5 0.027 + 0.004 0.035 + 0.005 0.221 + 0.044
300 5 0.024 £ 0.002 0.033 £ 0.005 0.188 + 0.029

Mean + S.D.
Significant difference from control group;

*x: P<0.05

*x; P<0.01
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Table 11. -continued Organ weight per body weight Exp. No. 2777 (115-056)
Week: 6
Sex Dose level No. of Body weight Brain Liver Kidneys Spleen
(mg/kg) animals (g) (%) (%) (% (%)
Male 0 421 + 28 0.506 * 0.043 3.114 £ 0.255 0.709 & 0.045 0.179 1 0.026
300 5 395 t 38 0.548 + 0.044 2.865 1 0.239 0.694 + 0.035 0.176 + 0.008
Female 0 238 + 20 0.816 + 0.065 2.716 + 0.240 0.758 t 0.016N 0.195 + 0.024
300 238 + 35 0.828 + 0.098 2.727 £ 0.035 0.658 + 0.093 0.201 + 0.013
Mean % S.D.
Significant difference from control group; *: P<0.05 **x: P<(.01

N: Non parametric analysis



Table 11. —continued Organ weight per body weight

Exp. No. 2777 (115-056)

Week: 6
Sex Dose level  No. of Adrenals Testes Ovaries Thymus
(mg/kg) animals (%) (%) (%) (%)
Male 0 5 0.013 + 0.001 0.746 + 0.071 0.145 + 0.020
300 5 0.013 £ 0.001 0.825 + 0.048 0.121 £ 0. 005*
Female 0 5 0.029 + 0.003 0.032 + 0.003 0.159 £ 0.030
300 3 0.027 + 0.005 0.041 + 0.009 0.171 + 0.017

Mean + S.D.
Significant difference from control group;

C8

*: P<0.05  *x: P=0.01
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Table 12. Summary of gross findings ( sacrificed at 4 week ) Exp. No. 2777 (115-056)
Sex: Male
Dose level ( mg/ke ) 0 30 100 300
No. of animals necropsied 5 5 5 5
Organ Findings
CARDIOVASCULAR SYSTEM
heart white patch/zone 0 1 0 0
HEMATOPOIETIC SYSTEM
spleen brown 0 0 0 5
enlarged 0 0 0 1
nodule 0 0 1 0
RESPIRATORY SYSTEM
lung colored patch/zone 0 1 0 0
DIGESTIVE SYSTEM
liver brown 0 0 0 4
anular 0 1 0 0
choledochus ilated lumen 0 1 0 0
URINARY SYSTEM
kidney cyst 0 1 0 0
green 0 0 0 1
REPRODUCTIVE SYSTEM
epididynis green 0 0 0 2
SPECIAI, SENSE SYSTEM
internal ear reddish 1 0 0 0
INTEGUMENTARY SYSTEM
skin ulcer 1 2 0
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Table 12. —continued Summary of gross findings ( sacrificed at 4 week )

Exp. No. 2777 (115-056)

Sex: Female
Dose level ( mg/kg ) 0 30 100 300
No. of animals necropsied 5 5 5 5
Organ Findings
CARDIOVASCULAR SYSTEM
heart white patch/zone 0 0 0 1
heart sac hydropericardium 0 0 0 1
HEMATOPOIETIC SYSTEM
spleen brown 0 0 0 5
enlarged 0 0 0 1
URINARY SYSTEM
kidney dilated pelvis 0 0 0 1
green 0 0 0 3
scarred 0 1 0 0
REPRODUCTIVE SYSTEM
uterus dilated lumen 0 1 0 1
small 0 0 0 1
ENDOCRINE SYSTEM
pituitary gland
cyst 1 0 0 0
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Table 3. Summary of gross findings with statistical analysis ( sacrificed at 4 weck ) Exp. No. 2777 (115-056)
Male animals Female animals
Dose level ( mg/ke ) Bm Co Dm Af Bf Cf Df
No. of animals necropsied 5 5 5 5 5 5 5 5
Organ Findings
CARDIOVASCULAR SYSTEM
hea white patch/zone 0 1 0 0 0 0 0 1
heart sac hydropericardium 0 0 0 0 0 0 0 1
HEMATOPOIETIC SYSTEM
spleen brown 0 0 0 Bax 0 0 0 Hx
enlarged 0 0 0 1 0 0 0 1
nodule 0 0 1 0 ] 0 0 0
RESPIRATORY SYSTEM
lung colored patch/zone 0 1 0 0 0 0 0 0
DIGESTIVE SYSTEM
liver brown 0 0 0 4x 0 0 0 0
ular 0 1 0 0 0 0 0 0
choledochus ilated lumen 0 1 0 0 0 0 0 0
URINARY SYSTEM
kidney cyst 0 1 0 0 0 0 0 0
dilated pelvis 0 0 0 0 0 0 0 1
green 0 0 0 1 0 0 0 3
scarred 0 0 0 0 0 1 0 0
REPRODUCTIVE SYSTEM
epididymis een 0 0 0 2 - - - -
uterus ilated lumen - - - - 0 1 0 1
small - - - 0 0 0 1
ENDOCRINE SYSTEM
pituitary gland
cyst 0 0 0 0 1 0 0 0
SPECIAL SENSE SYSTEM
internal ear reddish 1 0 0 0 0 0 0 0
INTEGUMENTARY SYSTEM :
skin ulcer 1 2 0 0 0 0 0 0
Am: O _ Bm: 30 Cm: 100 Dm: 300
Af: Bf: 30 Cf: 100 :

Slgmflcant difference from control group;

Df
* : P < 0.05

300
x : P £ 0.01
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Table 14.

Sex: Female

Summary of gross findings ( dead or moribund )

Exp. No. 2777 (115-056)

Dose level ( mg/kg )
No. of animals necropsied
Organ Findings

=oo

=o

300
0

M D&M

2

CARDIOVASCULAR SYSTEM
heart rtrophic

pale
heart sac thick

HEMATOPOIETIC SYSTEM
igleen autolysis
YIUS red patch/zone

RESPIRATORY SYSTEM
lung _ reddish
thoracic cavity
hydrothorax

DIGESTIVE SYSTEM
small intestine -
. . autolysis
large intestine .
autolysis
enlarged
evident lobule

REPRODUCTIVE SYSTEM
uterus autolysis

liver

—— DN

b ok sk

k. b

P s N DD

-: Not applicable.
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Table 15. Summary of gross findings with statistical analysis ( dead or moribund ) Exp. No. 2777 (115-056)
Male animals Female animals

Dose level ( mg/kg ) Am Bn Cu D Af Bf cf Df

No. of animals necropsied 6 0 0 0 0 0 0 2

Organ _  Findings

CARDIOVASCULAR SYSTEM
heart

thertrophlc 0 0 0 0 0 0 0 1
0 0 0 0 0 0 0 1
heart sac thlck 0 0 0 0 0 0 0 1
HEMATOPOIEI‘IC SYSTEM
autolysis 0 0 0 0 0 0 0 1
t ymus red patch/zone 0 0 0 0 0 0 0 1
RESPIRATORY SYSTEM
lung | reddish 0 0 0 0 0 0 0 1
thoracic cavity
hydrothorax 0 0 0 0 0 0 0 2
DIGESTIVE SYSTEM
small intestine
autolysis 0 0 0 0 0 0 0 2
large intestine
autolysis 0 0 0 0 0 0 0 2
liver enlarged 0 0 0 0 0 0 0 1
evident lobule 0 0 0 0 0 0 0 1
REPRODUCTIVE SYSTEM
uterus autolysis - - - - 0 0 0 1
Am: 0 Bm: 30 Cm: 100 Dm: 300
AE: 0 Bf: 30 Cf: 100 Df: 300

Significant dlfference from control group; * : P £ 0.05 = : P < 0.01
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Table 16. ‘ Summary of histological findings ( sacrificed at 4 Week ) Exp. No. 2777 (115-056)

Sex: Male
Dose level ( mg/kg ) 0 30 100 300
No. of animals in?tially in study 5 5 5 5
No. of animals necropsied 5 5 5 5
No. of animals examined histologically 5 5 5 5
Organ Findings T 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
CARDIOVASGULAR SYSTEM
heart (5) (5) (5) (5)
myocardial damage - 000 - 000 - 000 - 0 0
necrosis - 000 - 000 - 000 - 100
cellular infiltration -3 00 - 000 - 000 - 0 1
HEMATOPOIETIC SYSTEM
spleen ) (5) (5) (5) (s) .
deposit, pigment - 00 0 - 00 0 - 00 O - 130 0
capsulitis - 000 - 000 - 100 - 0 0O
hematopoiesis, extramedullary - 000 - 000 - 000 4 0 0
DIGESTIVE SYSTEM
liver (5) ( 5) (5) ( 5)
bile duct dilatation - 000 -1 00 - 000 - 000
fatty change -4 00 - 4 00 - 4 00 - 200
cellular infiltration - 100 - 000 - 000 - 000
microgranuloma -3 00 -4 00 - 300 - 300
hematopoiesis, extramedul lary -1 00 - 000 - 100 -0 00
hypertrophy - 000 - 000 - 000 - 2 00
proliferation, bile duct - 000 -1 00 - 0 00 - 000
URINARY SYSTEM
kidney ( 5) (5) ( 5) ( 5)
basophilic change -4 00 -3 10 -4 00 - 3 00
cast, hyaline - 000 - 100 - 000 -2 00
degeneration, vacuolar - 0 0 O -1 00 - 000 - 2 00
dilatation, tubules -1 00 -0 10 - 000 - 0 0 0
hyaline droplet - 000 - 000 - 100 - 100
celtular infiltration, lymphocyte - 300 -3 00 -3 00 - 100
fibrosis - 100 - 000 - 000 - 0 0 O
ENDOGRINE SYSTEM
adrenal gland (5) ( 4) {5) (5)
degeneration, vacuolar -4 00 -4 00 - 500 -3 20
T: tumor 1: slight 2: moderate 3: marked
=: benign #: malignant

(): No. of animals examined microscopically at this site. -: Not applicable.
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Table 16. -continued Summary of histological findings ( sacrificed at 4 Week ) Exp. No. 2777 (115-056)

Sex: Female

Dose level ( mg/kg ) 0 30 100 300
No. of animals initially in study 5 5 5 5
No. of animals necropsied 5 5 5 5
No. of animals examined histologically 5 5 5 5
Organ Findings T 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
CARDIOVASGULAR SYSTEM
heart ( 5) (5) (8 (5)
myocardial damage - 000 - 0 00 - 000 -2 10
necrosis - 000 - 000 - 0 00 - 200
cellular infiltration - 000 - 00 O - 000 -1 11
pericarditis - 000 - 000 - 000 - 100
fibrosis, ventricle - 000 - 0 00O - 000 - 010
HEMATOPOIETIC SYSTEM
spleen (5) (5) ( 5) (5)
deposit, pigment - 000 - 000 - 000 - 500
hematopoiesis, extramedultary - 000 - 000 - 000 - 4 00
DIGESTIVE SYSTEM
tiver { 5) ( 5) (5) (5)
deposit, pigment - 000 - 000 - 0 00 -1 00
fatty change - 500 -5 00 - 500 - 0 00
microgranuloma - 500 -4 00 - 500 -3 00
hematopoiesis, extramedullary - 000 - 0 00 - 000 -3 00
hypertrophy - 000 - 000 - 000 -2 00
URINARY SYSTEM
kidney ( 5) (0 (0 (5)
basophilic change - 400 - - - - - - - - - 310
dilatation, tubules - 000 - - - - - - - - - 100
hydronephrosis -0 00 - - - - - 00
ENDOCRINE SYSTEM
adrenal gland ( 5) { 5) {5) ( 5)
degeneration, vacuolar - 0 00 - 100 - 00 0 -1 00

T: tumor 1: slight 2: moderate 3: marked
=: benign #: malignant
(}: No. of animals examined microscopically at this site. -: Not applicable.
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Table 16.

-continued Summary of histological findings ( sacrificed at 6 Week )

. 2777 (115-056)

Sex: Male
Dose level ( mg/kg ) 0 30 100 300
No. of animals initially in study 5 0 0 5
No. of animals necropsied 5 0 0 5
No. of animals examined histologically 5 0 0 5
Organ Findings T 123 T 1 2 2 T 1 2 3
CARDIOVASCULAR SYSTEM
heart (%) ( 5)
myocardial damage - 000 - - - - - 0 0
ceflular infiltration - 200 - - - - -2 00
fibrosis, apex cordis - 000 - - - - 010
HEMATOPOIETIC SYSTEM
spleen ) ( 5) ( 5) i
deposit, pigment - 000 - - - - - 00
DIGESTIVE SYSTEM
liver (5) (5)
fatty change - 300 - - - - 00
microgranuloma - 500 - - - 500
T: tumor 1: slight 2: moderate 3: marked
: benign #: malignant

Z): No. of animals examined microscopically'at this site.

: Not applicable.
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Table 16. -continued Summary of histological findings ( sacrificed at 6 Week ) Exp. No. 2777 (115-056)

Sex: Female

Dose level ( mg/kg ) 0 30 100 300
No. of animals initially in study 5 0 0 3
No. of animals necropsied 5 0 0 3
No. of animals examined histologically 5 0 0 3
Organ Findings T 1 2 3 T 1 2 3 T 1 23 T 1 2 3
CARDIOVASGULAR SYSTEM
heart ( 5) (3)
cellular infiltration - 000 - - - - - - - = - 0
HEMATOPOIETIGC SYSTEM
spleen (5) ( 3)
deposit, pigment - 00 - - - - - - 0 0
DIGESTIVE SYSTEM
liver ( 5) (3)
fatty chan?e - 400 - - - - - - - - - 0 0
microgranuloma - 500 - - - - - - - - - 300
T: tumor 1: slight 2: moderate 3: marked
: benign #: malignant

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

: Not applicable.
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Table 17. Summary of histological findings with statistical analysis Exp. No. 2777 (115-056)
( sacrificed at Week )

) Male animals Kﬁmale grflimalscf ot
Dose level ( mg/k Am Bm (H)] Dm
No. of animals negrogsied 5 5 5 5 5 5 5 5
Organ Findings g
CARDIOVASGULAR SYSTEM
heart
myocardial damage 0 0 0 2 0 0 0 3
necrosis 0 0 0 1 0 0 0 2
cellular infiltration 0 3 0 1 0 0 0 3
pericarditis 0 0 0 0 0 0 0 1
fibrosis, ventricle 0 0 0 0 0 0 0 1
HEMATOPOLETIC SYSTEM
spleen
deposit, pigment 0 0 1 0 0 0 5%
capsulitis 0 0 1 0 0 0 0 0
hematopoiesis, extramedullary 0 0 0 4% 0 0 4%
DIGESTIVE SYSTEM
liver
bile duct dilatation 1 0 0 0 0 0 0 0
deposit, pigment 0 0 0 0 0 0 0 1
fatty change 4 4 4 2 5 5 5 O+
cellular infiltration 0 1 0 0 0 0 0 0
microgranuloma 4 3 3 3 4 5 5 3
hematopoiesis, extramedul fary 0 1 1 0 0 0 0 3
hypertrophy 0 0 0 2 0 0 0 2
proliferation, bile duct 1 0 0 0 0 0 0 0
URINARY SYSTEM
kidney
basophilic change 4 4 4 3 - 4% - 4%
cast, hyaline 1 0 0 2 - 0 - 0
degeneration, vacuolar 1 0 0 2 - 0 - 0
dilatation, tubules 1 1 0 0 - 0 - 1
hyatine droplet 0 0 1 1 - 0 - 0
hydronephrosis 0 0 0 0 - 0 - 1
cellutar infiltration, lymphocyte 3 3 3 1 - 0 - 0
fibrosis 0 1 0 0 - 0 - 0
ENDOGRINE SYSTEM
adrenal gland
degeneration, vacuolar 4 4 5 5 1 0 0 1
Am: 30 Bm: 0O Cm: 100 Dm: 300

10
3 Bf: 0 Cf: 100 Df: 300
Significant difference from control group; * : P < 0.05 *# . P =< 0.01
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Table 17. -continued Summary of histological findings with statistical analysis Exp. No. 2777 (115-056)
( sacrificed at Week )
Male animals Female animals
Dose level ( mg/kg ) Am Bm Cm Dm Af Bf Cf Df
No. of animals necropsied 0 5 0 5 0 5 0 3
Organ Findings
CARDIOVASGULAR SYSTEM
heart
myocardial damage - 0 1 - 0 -
celfular infiltration - 2 - 2 - 0 - 1
fibrosis, apex cordis - 0 - 1 0
HEMATOPOIETIG SYSTEM
spleen
deposit, pigment - 0 - 1 - 0 - 3
DIGESTIVE SYSTEM
liver '
fatty change - 3 - 4 - 4 - 3
microgranuloma - 5 - 5 - 5 - 3
Am: 30 Bm: O Cm: 100 Dm: 300
Af: 30 Bf: 0 Cf: 100 Df: 300

Significant difference from control group; * : P = 0.05 ¥ . P 35 0.01
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Table 18. Summary of histological findings ( dead or moribund ) Exp. No. 2777 (115-056)
Sex: Female
Dose level  ( mg/kg ) 0 30 100 300
No. of animals inftially in study 0 0 0 2
No. of animals necropsied 0 0 0 2
No. of animals examined histologically 0 0 0 2
Organ Findings T 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
CARDIOVASGCULAR SYSTEM
heart (2)
hemorrhage - - - - - - - - - - - - -1 00
myocardial damage - - - - - - - - - - - - -0 11
necrosis - - - - - - - - - - - - - 0 0 2
cellular infiltration - - - - - - - - - - - - -1 0 1
pericarditis - - - - - - - - - - - - -1 00
HEMATOPOIETIC SYSTEM
spleen (2)
atrophy - - - - - - -1 00
deposit, pigment - - - - - - 100
DIGESTIVE SYSTEM
liver (2
necrosis, centrilobular - - - - - - - - - - - - 011
T. tumor 1: slight 2: moderate 3: marked
: benign #: malignant

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

: Not applicable.
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Table 19. Summary of histologjcal findings with statistical analysis Exp. No. 2777 (115-056)
( dead or moribund’)

Male animals Female animals
Dose level { mg/kg ) Anm 8m Cm Dm Af Bf Cf Df
No. of animals necropsied 0 0 0 0 0 0 0 2
Organ Findings ,
CARDIOVASGULAR SYSTEM
heart
hemorrhage - - - - - - - 1
myocardial damage - - - - - - - 2
necrosis - - - - - - - 2
cellular infiltration - - - - - - - 2
pericarditis - - - - - - - 1
HEMATOPOIETIC SYSTEM
spleen
atrophy - - - - - - - 1
deposit, pigment - - - - - - - 1
DIGESTIVE SYSTEM
liver
necrosis, centrilobular - - - - - - - 2
Am: 30 Bm: 0 Gm: 100 Dm: 300
Af: 30 Bf: 0 Cf: 100 :

Df: 300
Significant difference from control group; * : P < 0.05 ¥ . P S 0.0
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