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FYAFNY T ) NVOREEFMO—TE LT, Cri:CD(SD)FR T v b & AVI-28H
MEERSBEERBREIER L. Sy PX 1 BMBESSK s RBRME, BRIV
EERAEBICRMESSCoRE#EZRY, HI0CEERLE.
FIAFNT T )= a—vd A NiZEEL, 0, 10, 40,160 3 XY 640 mg/kg
PEALE, 4EREERAREGL, —BAREOCBRE, FENE, FEENE, LK
FHRORE, IREEERE, LEE(LERE, RRE, BEERNERB I OREENY
BREZToh. B, BEHARIT2EM L L, BEYEAXTHREREORETLZELL
7.

TORBEBERKRDODISIILEHENS.

MENTAOBICLETCHERBD bR ok,
—HRREOBETIE, HHED 640 ng/kgBH THEREDBE TR IV L 5D EHTHRD
b, SHRHETHITEEIRDO LN, BEYMFICRMELVEREIBEShR

o .

FEEIMED 640 ng/kegB CIREHFERAIZR DO ONE. BEEDORE X, ML b
LB bhhdrol. REDRIZHD 640 ng/keBHETHRE2BUBICEENED O
n, D 640 ng/keBETHE2BEOAH{EEARD LN, EEMM T, HOKESL
ﬂﬁ’i’i‘?—éﬁlﬂﬁ#w&b E)%’LT\_

DERFHNRETIE, MELIEBRDERELEESTIONIETLBIBOLN 2o 1.

MREERBRECTIX, HHED 640 ng/keETT7 4 7V ) —F U OEERRBD Bk,
EEAMETRRICIIMEY b BEEL 640 ng/keBETERRE DB Mo .

MEEEEB I VCRRETIE, B LHRVWERSOEERIRD O EP o2,

BEEEMNETIE, D 640 ng/keBTHREEECEEB LVTFBHEAERORE @
BRDONIA, BEHEARTHICR, FRoOZLzRSBEEIBEDLLT.

REFOREORR, HRDERSOZBNTRINIFERRAEZEShRP o0z,

UEDBR, MVAFALS ) —LVOERKEE (NOEL) IHEHE L H 160 mg/kg/day &
¥k S i
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FYAFRELT/—dd, BSTFA (NNO-ER MY 2 F A YA MY 7T E T2
R) OXKPEMLBLLTHLRTVS. 7, FPIAFALT ) —~AD—BIZBAE
BALT2REL, ~"FHAFAC I XY L2 4ARTIEHREENRTIND,

SE, BFELFEPRORLABIIBMDLIBEAEERO—BL LT, BEMRELS
BEWBELIEHEL L.
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R BB B MNIAFAMVI ) ATy P RAVIBEROREREEE

R

B B B MIAFLLT ) NOREUETEMT I —RELT, BRES
7005, HEHFE1039%5, 61EFHEFE 10145 (BBf61E128 5 H) ©
L EREICRIRROFEEDNT] ZH-T, Ty b2
BB oORBARESZERBRZITo .
R, AROEMIRLETE233T, AHLEHEIT, 63EFHFES23E
(BBfn63411818R) @ THFBRELEDERFELIRBRECEELSE
MBECFRIAEHOREDOHAE R EDIAFTEIALZIERET S
REBRERIZSOWT) OEEEZ®B T bOL L.
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NIAFALTT )—N

1066—40—6

99.8 wt%

ANFFAFAYDaXHL 0.2 wi%

BHERIIAN, REFRICEELE.
BEFEC VI —BROERETE
MY AFATT ) —

CHs

I
CHs—Si—OH

CH.

C3sH1008 i
90. 2
REAZERORE
98~99°C
—9.8C

KIZH 1% AE, DMSOBXLXU T EBIos5%LE
.
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17) 4 B # & POW > 20
(Octanol/Water)
18) &2 /& &E 30 mmHg (25°C)
19) BV BRLOEE BEORVWEBHTHRYE - 7.

B, #EXRERCHBRAZY, BRALDRWVWI I ITENR
REBREZERALIL.

200 &8 E % BEH/RTHE, NEXTIIEHLEERDHICO>OVWT, NEXT
BAaWmzT &R, TERCEIMEORL T Z & NER

X7 (Reference data 1) .

21) BRHPEREREB LV BERTH, 1 2g 28F 27— CREL, BV IR
REEBRHEOLE JTTIEE L.
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HBRHEBLTBFEE

B i : - R ‘ |
BB L~ Z v b CD (SD) RIWEEARFY— AR - UAA—tREe (MENBEKRT)
BT OF 2 100 4 B CHEMEASOM, F 1002 A L.

MR LABRRBIC O HMAEILE, TRIOFE2A0H 6 AMTHELHBLIE.
DHEIHLPLDEBIZL-TERMLL, EEAMHEBEILIVEXBRELZHR TS X
BT L., REDMITKBIAIZL Y REFE I,
BMOBENIHESBIVUENEE 2 AZE T2 L ACBEENAT r — S IEHWESRE
% (Animal ID-No.) Zft¥ Z & XV EGHEHL L.
BEBAHOEEIZHET 142~157 g, BT 118~135 gTh o

BER & VRS IREH
BBRERBIIH T DAY, EENEEEELEZEL TRAY.

HEEE

AERE

Biapik, BEE23+2°C, FAABESSE10%, HKEK 1 FE20E, BB 150~300 lux,
120 (B 7RERMT, FHRTHE) CRESAEANITVATLD 145AETE
(W 9.8XD 8.9XH 2.6 m, 218.1 m®°) TRMELLZ. BHHOBLHMLED, AEMH
MPOEMBERS L UCEEHAIXTNLFN21.8~23.7CB L U51~65%Th o k.
W& HEEHY X (RERSBFPH) oXBEXMAEHE (W 674.2XD 80.0X
H 175.56 cm) ZEAL, 7AVIWMIE - RAT U VAEEAEFT S —Y (W 20.0X
D 28.2XH 18.0 cm, MABFV —¥ + A_X—X 10152 cn®) K#HHZ 1 LT HORE L
ARz BHRIKERI Y. :
BES-VRRELRE, FHERBITELERY B2

BB, BUOBHLEBEED, BEBLIVEESMY, F—FoEHECEEY RIS
LIt BbnoBEEZROEE Adho .

.\ B

Y EAABRRA ) VA NVERBIERRAE (AP AX) W& QKRS
HXENIHARS vy b, = U XAkl (Modified NIH Open Formula Rat and Mouse
Ration) ZHEA L. HAL-ABNOREHOITE, TV VI VERTERRS
HBAMEFEA BARKITEUI— (AEBEAKX) KERLEHELEL. 20RE
% [Reference data 2] =R L 7.

. A 7k

B AEKRKEBBIEAK  ANVEYBEBIRERESY .
KBIBEIESSKEBEBAROSWZHRAEE =aa « V¥ —F (BEFEAKRT) 2K
HLEB LKL, TOoHER%EZ [Reference data 3] R L 7.

_13—
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4) RBRHEOHEAK
REBREOMBEZ TRIZRLE.
FA&iT 0, 10, 40, 160 B L 640 mg/kgd L, Eihdiz 1 RS S, 7, B
FEHMALLT, SBBEBIUVERAERMNICHMMEA ST, H70LXERLE.

%ﬁ# 1 2 N 3 4 5

H X 0* 10 40 160 640
(ng/kg)

i B [ 3 H# M| B 3 H i B 3
B w ¥ 10 10 5 5 5 5 5 5 10 10

BE&TH 1001 f2001] 1101 (21011201 (220113012301 /1401 | 2401
B B AZ ) { { ! { ! { { { { {
BB E | 1005 2005|1105 | 21051 1206|2205 | 1305|2305 | 1405 | 2405

BEHE&TH| 1006 {2006 1406 | 2406
BHEAZ ¥ { { - - - - - - { {
e ES | 1010 2010 1410 | 2410

fa—vAANORERETS.

(AEBREEH]

BERBREOLDODO2AMRERERRZ 0, 10, 40, 160 B X 640 ng/kgD 5 F
ETEBELILHER, 160 mg/kgl EOBTHEL LVERERHEBETABRB I 28, it
DHRERETHALLLREBRIBD LN AZN T,

LicBoT, 28ERMREKEBHEBRBROBREARIIARKBRO 640 mg/kegdS WY L E X
bh, UTFTLkL4THRL, BWEREY 160 mg/kg, PAE% 40 ng/kglBREL, &b
ZIEAR%E 10 ng/kg&BE L.
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®’ 5 Fk

BEEBEIL OBCODNA FI A4 IREHREGHEE] CERSATVA2HEEDRZE L L
fo. MEBFARBIXEE 100 gh?=v 0.5 nld L, EEIMCHEL-EEIZLESVTE
EEZEHL, 11 BE&BRUNEY VFERAVCTHENIZHEEARES Lz, BRI
o — AL (Lot No. V6P3899, T4 F R/ MKAEH, HHEMREN) O
rRKRICEE L.

5 ORN

BWRMEEa— VA A NVICERL, REEXHAHY L.

AMIERE 1E, REFIBFMHLUAKRERLEY, REBEPOERMEDOLEELTE
Manichd, BEUBLREREE I EIREELE. 25, ARERERKETRH
BE (2~6C) ITRE LK.

55
BREHRMIMEEE bIic2sBRE L, EIEMRIIII4BEE L.

BREBFOHBRYEOZEML L UBRE ST
BEBRTOHEBRMEOREMRIZ OV TIX, 2 ng/ml (10 ng/keB) ORMIBEN B KSR
BTFTCTIHEAMRETHRIZ L 2RI 2L, AllEzHAEE FAASALL - FF
ZhV—XIZEML, PFRELBIUVGBRERTF L BRAZRIFN 2T o=, EE4S
WOFEBLOFERIX TReference data 4] W3 L.

B, TRTORBEOREBIZ DV THNCRALLENENTVWE T L E2REET
Hled, EBO—% (5 nl) Z5WML, ABRTIKRTHEREHE HASAT 5K
Y —XCEGF L, BREBPOWBRDEREZAELL. RESWOFEBLIURE
1% FReference data 5] o= L 7.
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12. 88, REBIURTE

1)

2)

3)

4)

— AR IR O W&
2B EEA 36 (K5H, BEZ1BIVSFERE) BEL, PBEEROFE, 17D

EES2BEBRENALSHEY — MoE&K L.

3 -
ENRSBE,LODEENMAKTECERIBME L.
REIXEBXFE PY 3000 (X hT—%, RAR) ZAVTRAEL, BHELT.

B’ E :
WEERER1IEBRHAL-ARELXERIXFE PM 3000 (A F T — $i AALR) FAHWT
BEL, BHELE. BER (g/week) BLIUHFBYE (%) Bavta—S 2 HT

BHL-~.

B PR IR

BREFMBLIUEHEMMBRTROH 2ZEREL L.

RMiz¥%y, BRIIWIHMERES L. BPEZ—T A THBE, BELERKXE
LML L. 238, REREAIIZ EDTA-2KB XV /7By —F 2RO

CHBEERRE

mEFHREICRIOLY Bz,
BERZEBSMEFER AR THMS H-1E (AR, ¥E) 2BV TV, TROHA

BEREL ™ (EDTA-2K& o f i) .

=] i R ® (WBC) au—Y%A4 IR b)) —8
7R it} K # (RBC) B 1R 97 4R 1

~ % o ¥ i (HGB) YT UA AT OEVE
~< b7 Y vy MHE (HCT) RBC, MCVX b W H

¥ o1y ok o R E M (MCV) FiF 15 BF 1K B
THyHFrmMRmMEFRE (MCH) HGB, RBCL ¥ H i

2 ¥ 7R o BR dn £ 3 e A {(MCHC) HGB, HCTX W WK

i, N ® ¥ (PLT) R 1R BF IR &

B @ R B & ¥ Zu—¥% A4 MrIR MY —

BMRESBRLROBBCHMELLD, RO EREEEAEZERL, A4 - Va
YONER XA RE L TRELE. .

BAMEK (RC) REEOHHRBER (EDTA-2K) BMihikit =a—AF LT A—
THhE%, DHEBRFEEFFENLE. 2B, MEFORECRAOLBARARBRD AR
hofeicd, ERIZTFbRMLoT.

&
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b. I #% WE B 6E fR &

MEEBERREIDGEEBE R EEE KC-40 (F AN 74, ME) 2BVWCRHELE.
7> ERESMME%E 3000 r.pon., 13 EBELOHBEL THMOEZ AV,

2= = Vg (PT) Quick 1 ERi{E

EHLESS ha RS RF R (APTT) Jay ME
TALTYV )= vE (Fibrinogen) =V T LR
. miEELERE

MEECFRERZSEBELCFBD I ER CentrifiChem ENCORELD (~— 7 — i,
SKE) 3 XU EKTACHEM 700N (=& v 7, XE) 2HAVWCFREOEBERELE.
miEz27V—rv—n (FRXEEY bRy, ARHTFRER) KERL, REIZ305
MFFE®SR 3000 r.p.m. T7HEELQDBELTH-mMFL AV,

w &' B (T.protein) Va—Vly b
TAT I (Albumin) B.C.G. I
A/ G (A/G) B EE
il b (Glucose) Tna—24xo 58 —¥i
th o4 BE RS (Triglyceride) B 3% b B3
BolLrAFa—n (T.cholesterol) I VATFu—NFXxLF—FiE
R % E F (BUN) VAL AV NS EF ¥
JVvFTF=" (Creatinine) Jafréik ‘
weyareyr (T.bilirubin) Tk
BN T N (Calcium) - TEF Y Ik
Eu ) B (I. phospate) LB Y TR
TNVEIVEELSFY ol
FFUARTIF—ET (GOT) ' IFCC#: (PALPH N L)
TNE I BN '
SR T I F—E (GPT) IFCCE (PALPEMA L)
TFTNHYVEKRRAZ 7 A—L* (ALP) Bessey-Lowryl E ¥&
y — I NEINETFTUR
RPFHF—F* (Gamma-GTP) Orléwskiis
FhY YA " (Sodium) BB L
B Y T A (Potassium) B VE

=Y C R (Chloride) Bk

"ENDE B ¥ ENCORE I T, fitid EKTACHEM 7O0ONTHIE L 7.

_17...
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R B A

WBEERADOERETTR#MIr—CEAVTIRHMR (FRIRALFR1IBEIT) BX
V4B MR (FAT10RE D HLH A FATIORE T) Z2HBL, KOREIIOWTITo 7.
BL, "HOEBIZSWVWTE, ty FE3BEAR (RUVERTERrBEZH>W
THERBFOR) #AWVk.

173 & pH”
& L] B m*
R K E 7R
it & "
& (=
ryarst

vary -7

REBEBRLERBRHFH UR-S (XL 74T, EEHREEBR) 2HATHEL L.
R% 1500 r.p.n. TE5MEL LUERSME, AT NN Av—RETEITLIDR
BEMEL, LEZHERLZ.

Fh, pH, B2 L EEEORBIR, N-FAF L RT A4 97 RSG (N2 =4
BXaet, ERHYRE) 2HAV, HERIRSHWER CLINITEK 200 (v A v R,
H¥E) Lo THiFo7m.

REENORE
FERAREEHNMBIVEAEMRIRTRIEGHZ - TAHEBRL, BOEEFES Y
XML, ARMEEZFRERIARTCE — MicR&ELE.
REEREIRETERANEREYER PE 160 (XA M —%, R4 R) 2HAVWT, M,
FROW, WER, b, BY, MR, MRBIUVBRIZSAVWTHEL, REEEK - FE
PEHLE.

IRERAERE L TERK, Bk, #HR, PRRB (LEAEEE) , OB, M,
B, B, B8 (KBF) BLUHNBRHFRCELBBDOONALRE - EAIX10% P
R~ ) YHETEHELEL.
REBEHESYTOREREEL-BE - #&0>5b, REMMBR TRHRCHBE LB L
EmARBORR, LM, TR, KR WK BRBIURHE (KBF) S5V THR
FL. :

2B, REYMRTEHEOABRFRICBWVWT, HICBEN /KEBXUKREE, / EK&ER
HOREBHCBEEIhE. £/, #THIHRBRECHOLHOBEH XEABEE I N/,
Ehilc, FEREASBFYREORE, HTRBROGBE/IEY, SREELERETH
BN TENMNIZ{HBEINT. #-oT, BEDOH, BOBWMII W T ZOMMOBR SR
BLUBREHOREBRARFHORELZEE L. :

MEBEETET (ERHRET) CTEERR--CHEBRSFRAZERNLE. #X0
BRI~ bFFIY . F DR LE, BRILEHF LU FI—-CTERL, BED
BEEBIUBEIZSOWTEHEL.

_18..
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A&t MR 2P

WMEES 198

HEEBHFMRTEIR 2-984-1

BEEERE  0428-74-4741 779)2ES  0428-74-4505
RREEEF - Hk B2

Rz inx, MBEHBLY 640 ng/kg#HofxE (BHwFES : 1002, 1008,
1403, 1404) OBIEIZDWT, e2pu 07V VHE (SHRKXEESYE, 2FE CEE
I aE) LrisbERABLERGEYEHRL-.

T— ¥ ORHER X IR

FREOET —Zi3arvtta—% - VYAFLEZHAVWTREL, HEFmiFLx-.
ERBREOHE, HEE, FAMNYR, LRFORER, HREBERETME, hikLl
FREE, RREEE (REBIVHRE) , BSEEERIVEBEEE - FELIX, TH
WRLULZBBHB BRI, B BartlettDEDHRELAEMLL. E4H8O
BAR—RTEHEBOHBELSMEIT o, SEBEFEREASIT Dunnett DL ELLBMRE
(EH”, §BY) CHABBLEBREBBOFEZLME L. BartlettD LR
ETHRELSBOB AT Kruskal-WallisDIEMNRERZEHL, FEOHAIX ., VT
APY YT D DunnettD B ELBBRE. P THBRELAEAEHBOFEZERRELE.
LHREEBEOFEKERXSBLIPLIBOBMRAURE THEM L.

Bartlett
AEE LEoBRE FEZE
7L . , »HY
—mEE - | Kruskal-¥allis
ST o omerE |
FEZ FEBZE| BEE FEE
by A o HBY 2L
[# 7] [#_ 7]
Dunnett JUNTABNY v
ZELBBRE Dunnett ZEILEIRE

Fh, REFHREBLICEFRORER FisherOBERHEEEL BV,

_19...
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B % &£ 8.

- OR
AFERY Figure 1 12, AFHRPBIUCRETHEE Table 1 IR L.
BEYMBIUEEMMEEL, HEVThOBICHLETHIBD A2k,

—RREBOBRE
—RREOBEF B % Table 2 B X T Appendix 1 KR L.

B 640 mg/kgBTiI, WEMRBIZEBE(LD), BREZRBIPEE(H)DXBDEHT
PRTOIABRDOLN, EOLREBRE2BREE (X)), RESARPESE(H)OERED
ETZ2FT0BBoObohl. XADEHTE, BAOR > 5BMZKRE, REH
MPIEsErEEsh, #5228 CRIALACEEENL:. BREDHETIR, £S5
MRPEEEEREENh, 2HCBEREENLB b Enok. ¥, BEE () OHFTH
MAREBAC1AEEBSINE.

D 640 mg/kgBE TR, REDRIZRE(X), BESBREPHEE(H) O XA D EHRT
PRTHANEDOIN, XL, BE2BLEERE (), RESARYPEE(HOHERE
BETE2RTEHEIBDOONL. XADEHTIX, BEHMPEREERHREEN, &S
218 L U28BIcRRIOAI2fcHEENT. BREDETR, REHBPERIEISEIRE
Eh, 28 BRBREIN BB Eo .

BB, BEPRRICE, g#EVWFhoBRbERIBD L2,

1k E

A& % Figure 2, Table 3 ¥ X U Appendix 2 IZ;RL 7.

BT, SSRBICLEBELT, 640 ng/kgB CHRE4ABIBERREARIBDOON, BE 4
Ao ERNDEICHEEERMIBDOLAL. T, R CREE1IBIV2BicHE
EOBEEARDLNL.

BETHY, XTEBREE LT, 640 ng/kgBETHRE4BMOGEEMNETEER R AR
HohieHh, BE2EAMOFEMNEICIIBEEIBRD L.

I

PifAk % Figure 3, Table 4 B X UF Appendix 3 KR L.
MELLREHMMEEL T, HRELERDRREBLTENRDLA .
BB LT, 640 mg/kgBTH, MTEHE 1BV 2BIHERXRDLN, 2
BEIOKREHARICLEKELBO LD, TREMICZRIRBDOAR 2o,
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5) F#lhR

6)

7)

8)

E R E Table 5 B XL Appendix 4 IZR L 1=

BT, RMBEICLBELT, 640 ng/ke THREHMZBLTCEELRBD N, BE
ABETOEHMABHRICLEEIBO O, Z20OM, 40 ng/kelf TR E 2810
ERBDONLR, BERMELAVWEL T, EIHEMBES, BEACEIRD L
Nhhot.

BETH, AEBBEICEB LT, 640 ng/keBE TR E2HEIEEIROON, BE4EE
TOFHABDRICHEBIROLONE., &, AN TREE IBEEEIARD bh
e, HRBBEBVWTEAEMICEBEEZR LD EHETER-.

o 48 52 B9 4R 2

MEFHHRERREE Table 6 3 LU Appendix 5 IR L.

BREHMBETHREORR

MEEEL b, MBBLERYERER L TV TRNOREERIRbENED DN Mo k.
EEMEETRORESE

TFABBEIZLLB LT, D 640 mg/kgBE CMCVOEER LI VEMREOBSENR O L1
7“\—.

METIL, ARRBEEL 640 mg/keM d TV THORETEEEIC L ENTD IR 2o,
miEEEERE

MmMiFEEERER R L Table 7 B L Appendix 6 R L.
&%%Féﬂ%?ﬁ@ﬁ%%

640 mg/keBE T, MM L bHBHITHEBELTZ 7Y ) —FrRiEEERLE.
BEEHMBRTEEOER

ML S, AL 640 mg/kgH  CVTHhOREEA R LENRED O DN L b oz,
mikELERE

mMiRELERERK R % Table 8 3B L U Appendix 7 2R LT,
&Eﬁ;ﬂf‘ivk‘rﬂ#o#%

ML b, MNEBH L HBRDERERHL COThOREERICLENED LR o .
EEMMATEORR

MedE S b, MEEEL 640 ng/keB e TV TN OREHEE I LERRBO LA RN o1,

_.21_.
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R B &
RBERKSR % Table 9 B &L U Appendix 8 TR L 7.

BREBMKTHEOFESR
.3 A MBELIERDERER L TV TRORERBIZLERRD O 2o,

EEYMETROFER ‘
ML D, HEBEL 640 ng/keBi L TV THhOBRERBZLENRRDO O A»-.

=EEK |
BeE&% Table 10 3 & 8 Appendix 9 IR L 7.

BENMMETHORKSE ﬁ'
BT, SRBLEBDERISRL COVTFTROSEERNLERBD LN k. i
T, HREICHEBLT, 640 ng/keE CHBREROEEABRD AL,

BB TRORER
L BICHEBELERDERESHL TV THhOREERICLVERBDOOARZP .

LPEER-FHEK
e Eg - KAEN (ExEX) % Table 11 3 XU Appendix 10 TR L 7.

BEYRKRTHROESR
BT, SRBCHEELT, 10 BXU 160 ng/kgBCHREAFEEOWBELRR DL

ned, ARICHBELEETIE Lo,
BT, HEBICHELT, 640 ng/keBECTHIANEEOEM BB O L.

EHEBMRTREORESR
HETIIMBEIC B LT, 640 ng/kgBE TN EROREIB DO LT
BETIIBRERIC LB LT, 640 mg/kgBE CHIBRHENEROFBELIR D L.

FREFENRE
HWMBT R % Table 12, 13 B X U Appendix 11 {2, #M#BFAOFTR % Table 14, 15
B X Appendix 12 IR L7z,

. BIRETR

BEMBKRTHORIE YL, BB, 10, 40, 160 BL UV 640 mg/keB D & BEME
58 ThHhot. £, BIEMMARTHEORIEIYIZ, HFREB LV 640 ng/kgBE0 &
BltES I TH - /.
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%5 1R T RE B AR R B

MEBHECEBR L THBRDEREH TEL ADNEFRRITI AN .

L, BEOXTEERE, 10, 40, 160 B LT 640 ng/ke®¥\T, MOBAEE ./ XKEN, %
nENsSHIFO, 2, 1, 2BIV2HIC, MOKREE /KEMX, TALFho0, 0,
1, 1BIV1I1PCHEEShEZ. ZOMOFEERZVTRL b DHEMH 2 VT EREICE
mahi,

[ 75 340 0 44 T e B 1o A7 30 55 4 ‘
HARBICLBR L TERDERERCELL LD EFTREBBE S h o k.

. HEATR

BEYEKETREEALNEY

B OGS ERAENEPHEOR BB TS AT 2 FlICd U 640 ng/kgBf T 5 AL L DY b
WHEROBEMBEH b,

TofM, HEBFCUBZLTHRDEARERTEL ADNEFIRIZ A o R, oM
m, #MREHE, BIRFEEE, BRORMEFEENL, V2 RRE, FRORKE
B, VUORNERBBLICIAFELZEPABEBIUCREHICBEESNLE.

B4 # R 44 T B S E ARSI B i

WNBRHICHEBLTHRDEREETEZL AN RIIL2oN, ol LTV
MiaEE, BRoFEE/L, FEEIN ERICY U ARRBEREDOREHBK TR
ERHADHICBRENEFRLBERSFEOMAER, BRI UCREHZHRESL:.

¥, RHBEB IO 640 ng/keE oA RF (B4 FE S : 1002, 1008, 1403, 1404) O

CBRICOWT, ae2p a7 Y rHiE (FHRRKZEFEN, EF CERIVSE) KX

ZREMEBECERERZERELEL. ToRR, FRRABTNICERERZFRBRENE
(AP FH/IE) PEBEREERLE.
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14. BEBIVEW :

—BRRBOFEE T, MHHELDH 640 ng/kRgBE THREBETRB LT L 5D &HTH,
EHIUHTHITERIBOON, BRVRBRFORBLIEIOLL.

BT, B 640 ne/keBE TR EMME L ICEBER AR bh, BEMMICENT
CEOEREE LT, BELBED bR RN ok bDOLUB SRk, 7, O 640
me/kgBEiC 350 T b 5 MM I E BRI A8 bk 28, EEMMEIC HEESED b
ni. |

EEENTEORE, MELLESHBAIICEVWTE, #RYRBREZI2EREIRDLL
Rihot. 2B, BIHEHEOMD 640 ng/kgBEOHBEIZ, KEBMICHELEZHO

Tdhoi. 9

SE SR, HEHEE BT 640 mg/kgBE TEELSBRO Lh, ERMH T TIIMHEL LA
i ZzX2hoie.

MEFHREORKR, RENMMKRTHORETCRIMBL LERDAREICL 2RI
Wobnedot. EIHYBARTEICZED 640 ng/keB TMCVAEMEARL, HMEK
BUAWEZRLEDYS, WThLHREMBARTHRIZEIBDIONARP-ELTHIZ L,
EILOBRELREBILTHDII D, HRDEABRSECIDZEETR2VWEHEELT.

MEEEEREORKR, MO 640 mg/kgBETT 4 7V / — S U BHEZ T LR,
REBEBPR 7o - VYRV BREIYBEETIRENVEDEN NI b, FHRRT
D747V ) —FUOrEBHBEORRBIXRAL TRV,

' MEACEBLICRRETHE, B LREHMMBIVCEHENMMZEC THBTER @
RoonT, ZRHRBEOEBIR» .

RBEBERMETIE, O 640 ng/kg THBRBRBECREB T I2ELLBIALNDMA
BREEROEEIBDOOhN, BEMMBRTHRIIREROELIER L. 27,
AECHRENEEORBELIBOLNLY, ABBTOLBALLFBIVCREFHNRE
THERBENOER L Z3ELELIIAISHARABDONR»oT. LEL2NL,
FRANEEOREIEEPEATHIIRVWTLROLONATEY, BEEFHEERR
ATHLIBRBEBRYREBREICLIRERRREAL. o, IEMMRTRICHED
640 mg/kgBE TREMEROBEMLRDONLY, REMEURTHRICIRAETRD DL
o ELTHY, HBRHERSICLDIESTRIRVEHET ST

REXMOREBEORBR, MBHLILUKBLTRERCHLMIE ALRTHRARII 212
. BB, BTRAKEOFHEIN AN BRHIKE~ATEEARECOPMIZLAER
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shil. ZOBBOFEBEEANE [SFE T hyaline body D 1L XT3 ® ] i,
c2p 707V UOFEEPERENRTVEY . DTy PCd-U T X VRPEHAN Y Y
YR EDILEDEERET B & EMRMENICEFBEENEREET bR T
5. ARBRTOLABEAISLTHENTZI 50N 2R, HEENICES R
MPRBEOHEBIBAEINRTVARY., £k, a2p a7V vk L 3RERET
b, WRMEREBECZONTFBE/NME (A4 DV G BHBELRBIE
’rﬁﬁrﬁ’a}a‘ﬁr:&m&»*&z%ﬁ%ﬁ&#@%@&m%i bhzdroil,

—F, BRERTHROMBHRRCB VW TCRIIBORERCEL BELZFOBAK, /K
i, EE I~2 mBEOBALIVREGHAO NS REANE—H I3V RLEER
BENbOTHY, MEFNICIIMBBEOHN, 2o EERE~DRXEMRESEEL
ETHASIIBELEBXbNE., ThbOMBERIE, MBELLRERBLIORE
KHMORELRZEZAbhRbokl b, ¥RHEREICLZ2EILTEEL, B
MR LM REREE XL, , . .
%@ﬂiﬂcﬁ%ﬁéhv‘:ﬁﬁﬁ%%&é%ﬁizﬁfiﬁt:ﬂ?i*ﬁﬁé’r&lzyiﬂ&b DNTTRTERE
EMERELEIbNE. -

LEDRER, MELH 640 me/keB THRBYERSOFENBERIEBDONLEZZ EHM
B, PUAFNAYT ) —VOEEEE (NOEL) IX 160 mg/kg/dayd M| X 7.

_25_




15.
1)
2)

3)

4)

5)

Exp. No. 3220

3 £ X ®:
ESFIEMS, MILESL  EXRXLMEFELLHE, No.32, p.21 (1990)

YOSHIDA, M. : J.J. Soc. comp. Stat., 1, p.111 (1988)

EOWH, 1991, WRB/FR, BHEFREE, WIRE, HBEMR, p 229, #HAFE,
R

FERMETT, 1994, B, BF ZHHEE, p. 200, FILEE, EK.
Carl L.Alden and Charles>H.Frith, 1991, Urinary System, Handbock of

toxicologic pathology, Wanda M. Haschek and Colin G.Rousseauk, pp.340-342,

Academic Press, Inc., San Diego.

_26‘

e




Figures, Tables



Male (%)

100 & & o & 2 S 4 100
u N
80 r <4 80
60 4 60
n i
40 -4 4D
20 F 4 20
Administration Reversibility
i i ! 1 i i
05 ] 7 3 y 4 3 3 e 0
%) Female (%)
00 & e ? F S 4 100
g F 1 80
8 1
- 4 60
- 4 40 @
= -]
-~ 4 20
Administration Reversibifity
i B )] A L ] 1. G
1 2 3 4 4 k) 6 {weeks)
!p: NO. 3220 (l }5*07?) Dose !QVQ‘ (mg/kg)
-...—.Q_.._ 0
Enan *anesd 10
B 40
—— 160
—e 840
jure |, Survival ratio
PER—— -
e
-



An-Pyo Center 9384 rage 1
. —
) D,
Table 1. Survival and mortality Exp. No. 3220 (115-077)
Sex Dose level Weeks of experiment Mortality
(mg/ke) 1 2 3 4 %)
Male 0 10710 10/10 10/10- 10/10 0.0
10 55 5/ 5/ 5/5 0.0
40 55 b5/ 55 5/5 0.0
160 55 &/ 5/5 5/ 0.0
640 10/10 10/16 10/10 10/10 0.0
Female 0 10/10 10/10 10/10 10/10 0.0
10 55 &/ b/B BS 0.0
40 5/5 5/5 5/5 B/ 0.0
160 /5 b5/5 5/ 5/5 0.0
640 10/10 10/10 10/10 10/10 0.0
Number surviviﬁ / Number per grou;i.
Significant difference from control group: *: P=0.05 #*: PL0.01




1005d i+ G0'0Sd ‘¢ !dNOIB [OI3U00 WJ gm%wv JUeITITUBIS

Jod Joquny / BUTATAINS JoqROY
00 S5 S5 b9
0°0 &5  9/¢ 0 aemy
0°0 &5 /9 ov9
00 &5 o/ 0 atey
%) Sy/n
£ 1TEI0H JeNLIS O SYEON ool oshg  xog

(LLO-GTT) 022e ON ‘dxg . A)1T0108 pUR [EATAINS DONUTIUOO- T OGEL



Table 2. Clinical observation

Sex : Male

An—pyo Center  (OBWS2) 9959

\

Exp. No. 3220 (115-077)

Findings of clinical Dose level Days of experiment
observation (mg/kg) 1 2 3 4 5 6 7 8 ] 10 11 12 13
normai/number per group 0 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10
10 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 8/5 5/5 5/5 5/5
40 5/5 5/5 5/5 5/5 5/5 5/5 6/5 5/5 5/5 5/5 5/5 5/5 5/5
160 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5
640 $/10 2/10  2/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 _0/10 0/10
decrease spon.motor act. 0 0 0 (V] 0 0] 0 0 0 0 0 o 0 0
10 0 0 0 0 0 0 0 0 0 0 0 0 0
40 0 0 0 0 0 0 0 0 0 4] 0 0 0
160 o] 0 4] 0 4] 4 4] 0 4] 0 0 ¢] ]
640 0 7 1 10 10 10 10 10 10 10 10 10 10
staggering gait g 0] 0 0 4] 0 0] 0] 0 o 4] 0 0 0
10 0 0 0 0 ¢ 0 0 0 0 0 0 0 0
40 0 0 0 0 0 0 0 0 0 0 0 0 0
160 0 0 0 0 0 0 0 0 0 0 ¢] 0 0
640 1 1 7 0 0 0 0 0 3 5 3 4 5
gait difficulty 0 G 0 0 0 0 0 0 0 4] 0 o 0 4
10 0 0 0 0 0 0 ¢ 0 0 0 0] 0 0
40 0 0 0 0 0 C 0 0 0 0 0 0 0
160 0 0 0 0 0 0 0 0 0 0 0 0 0
840 0 0 0 0 0 0 0 0 0 C ] 0] 0




Table 2. ~continued Clinical observation Exp. No. 3220 (115-077)

Sex : Male

Findings of clinical Dose fevel Days of experiment
observation (mg/kg) 14 15 16 17 18 19 20 2t 22 23 24 25 26
norma!/number per group 0 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10
10 5/5 5/5 5/5 5/9 5/5 5/5 5/5 5/5 5/5 5/% 5/5 5/5 5/5
40 5/5 5/5 8/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5
160 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5
640 /10 o0/t0 0710 3/10 4/10 6/10 10/10 2/10 3/10 7710 3/10 0/10 2/10
decrease spon.motor act. 0 0 0 0 0 0 0 0 0 0 (¢] 0 0 0
10 0 4] 0 0 0 0 0 0 (4] ¢] 0 0 4]
40 0 0 0 0 0 0 0 0 0 0 0 0 0
160 (o] 0 0 s} (N 0 0 0 0 0 0 0 0
640 8 10 10 6 6 0 4} 4 4 2 5 10 8
staggering gait 0 0 0 0 0 Q 0 (¢] Q it 0 0 0 ¢
10 0 0 0 0 0 ¢ 0 0 0 0 0 C 0
40 0] 0 0 1] (¢] 0 0 0 0 0 0 0 0
160 1] Q 4] V] 0 4] 0 0 0 o] 0 0 Q
640 5 1 8 2 5 4 1] 8 4 3 6 3 1
gait difficulty 4] 0 0 4] 0 0 0 ] Q 0 0 0 Q0 0
10 0 4] 0 0 0 4] 0 0 0 0 0 0 0
40 0 0 0 0 0 ] 0 0 ] 0 0 (4] 0
160 0 0 0 0 0 0 0 0 0 0 v 0 0
640 0 0 0 0 0 0 0 0 0 0 0 1 0
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Table 2. —continued Clinical observation Exp. No. 3220 (115-077)
Sex : Male
Findings of clinical Dose level Days of experiment
observation (mg/Kg) 27 28
normal/number per group 0 10/10 10/10

10 5/5 5/5

40 5/5 5/5

160 5/5 5/5

640 3/10  0/10
decrease spon. motor act. 0 0 0

10 0 0

40 0 0

160 0 0

640 3 3 .
stagger iné.-gait _ 0 0 0

-10 0 0

40 g g

160 0 0

640 7 10
gait difficulty 0 0 0

10 0 o

40 0 0

160 0 0

640 0 0




Table 2. ~continued Clinical observation Exp. No. 3220 (115-0772)

Sex : Female

Findings of clinical Dose level Days of experiment
observation (mg/kg) 1 2 3 4 5 6 7 8 9 10 i1 12 13
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/t0Q
10 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5
40 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5
160 5/5 5/8 5/5 5/5 5/% 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5
640 7/10  3/10 3/10 0/10 o0/10 0/10 0O/10 O0/10 0/10 0/10 0/10 0/10 0/10
decrease spon.motor act. 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 0
10 ] 0 0 0 0 0 0 0 0 0 0 0 0
40 g 0 0 0 0 0 ] 0 0 0 0 4] 0
160 0 0 0 0 0 0 0 0 0 0 0 0 0
640 0 5 3 10 i0 10 10 10 10 10 10 10 10
staggering gait 0 ] 0 0 0 0 0 0 V] 0 0 0 0 0
10 0 0 0 0 0 0 0 0 0 0 0 0 0
40 0 0 0 0 Q 0 0 0 0 0 Q 0 Q
160 0 0 0 0 0 0 0 0 0 0 0 0 0
640 3 3 7 0 0 3 0 1 2 3 4 5 2
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Table 2. —continued Clinical observation Exp. No. 3220 (115-077)
Sex : Female
Findings of clinical Dose l{evel Days of experiment
observation (mg/kg) 14 15 16 17 18 19 20 21 22 23 24 25 26
normal/number per group 0 16/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10
10 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/8 5/5
40 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5
160 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5
640 2/10  0/10  o0/10 5710 73/10 I1/10 1/10 0/10 3/10 8/10 3/10 3/10 0/10
decrease spon. motor act. 0 0 0 0 0 0 0 0 0 0 0 0 0 0
10 0 0 0 0 0 0 0 0 0 0 0 0 0
40 0 0 0 0] 0 0 0 0 0 0 0 0 0
160 0 0 0 0 0 0 0 0 0 0 0 0 0
640 6 10 10 2 3 0 0 5 7 4 4 7 10
staggering gait 0 0 ] 0 0 0 0 0 0 0 0 0 o 0
10 0 0 0 0 c 0 &) 0 0 0 0 o) 0
40 0 0] 0 0 ¢ 0 0 0 0 0 0 0 0
160 0 0 0 0 0 "] 0 0 0 0 0 0 0
640 5 3 5 5 3 3 3 10 4 4 7 1 0




Table 2. —continued Clinical observation Exp. No. 3220 (115-077)

Sex : Female

Findings of clinicai Dose level Days of experiment
observation (mg/ke) 27 28
normal/number per group 0 10/10 10/10
10 5/5 5/5
40 5/5 5/5
160 5/5 5/5
640 4/10  0/10
decrease spon.motor act. 0 0 o
10 0 Q
40 4] 0
160 o] 0
640 3 2
staggering gait 0 0 0
10 0 (]
40 0 o
180 0 0
640 4 10
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Table 2. —continued Clinical observation Exp. Neo. 3220 (115-077)
Sex : Male
Findings of clinical Dose level Days of experiment
observation (mg/ke) 29 30 31 32 33 34 35 36 37 38 39 40 4
normal/number per group 0 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5

640 5/5 5/5 5/5 5/5 5/5 5/5 5/5 - 5/5 5/5 5/5 5/5 5/5 5/5
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Exp. No. 3220 (115-077)

Findings of clinical
observation

Dose level ODays of experiment

35 36 37 38 39

40 4

normal/number per group

5/5 5/5 5/5 5/5 5/5
5/5 5/5 5/5 5/5 5/5

5/5 5/5
5/5 5/%




/% o9
g/8 0 dno.3 J4ad Jsequnu/jewsou
42 (3% /3w) U1 3eAIBSqO
jJuaw}Jiedxe jo shAeq |eAa) aesog |eotul |2 jo s3U|pu; 4
ajews4 : xo§
(LLO~Gi1) 0228 "ON "dx3 UOI3BAJSSQO (EBDILE(G  penuijuod- ¢ oiqel




600

480

360

240

120

(q)
450

360

270

180

a0

\

Administration

Reversibility

— ?

Administration

A\ 4

LN
CH-

4

.&jgﬂdpjgzﬁ

Reversibility

Exp, No, 3220(115-077)

Figure 2, Body weight
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Table 3. Body weight

Exp. No. 3220 (115-077)

{unit : g}
Sex Dose level Weeks of risent
ne/ke) o 1 2 3 4
Male 0 151 ¢+ 4 207 £+ 7 264-+ 13 315 + 13 359 18
10 151 £ © 205 + 14 259 + 21 300 £ 20 343 + 38
40 151 + 6 207 £ 13 258 + 24 302 £ 27 340 + 36
160 151 + 3 205+ 6 259 + 8 304 + 10 11
640 151 + 5 205 + 10 258 + 12 298 & 12 333 £ 23
Female 0 128 + 4 162+ 9 187 + 15 207 + 20 228 + 20
10 128 + 4 162+ 6 185+ 5 210+ 6 230 £ 10
40 128+ 6 161 + 14 188 + 20 213 + 22 233 + 26
160 128+ 5 160 + 8 186 + 10 204 + 10 226 £ 12
640 128+ 5 162 £ 10 182 + 11 199 + 14 213 + 17
Mean £ 8.0,
Significant difference from control group; *: P=0.05  ==: PS0.01
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Table 3. ~continued Body weight Exp. No. 3220 (115-077)
{unit : g}
Sex Dose level Gain
(ng/kg) 0~ 4)
Male 0 207 + 17
10 192 + 36
40 189 + 35
160 193 + 11
840 182 + 25
Female 0 100 + 18
10 102 + 7
40 105 + 20
160 98 +11
640 85 +15
Mean + S.D.

Significant difference from control group;  *: P<0.05  *+: P<0.01
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Figure 3. Food consumption




Table 4. Food consumption Exp. No. 3220 (115-077)

(unit : g/week )
Sex  Dose level  Weeks of experiment | Total
(mg/ke) 1 2 3 4 0 — 4)
Male 0 156 + 12 159 & 18 166 & 16 170 19 650 + 60
10 153 + 12 158 + 17 156 + 15 163 + 35 630 + 73
40 157 + 12 157 + 18 161 + 14 159 & 21 634 + 59
160 153 + 8 154 + 8 161 + 13 160 + 11 629 + 32
640 161 + 9 170 + 10 172 10 178 + 21 682 + 4
Female 0 122 + 13 119 + 18 120 + 17 119 + 17 479 + 60
10 131 £+ 11 129 £ 10 131 £ 9 135+ 5 525 + 18
40 126 13 130 + 16 132216 123 +24 511 + 68
160 123+ 8 121 + 8 120 + 6 124 & 11 488 + 23
640 120 + 8 124 & 8 182 11 134 1 15 519 ¢ 35

Mean +S.D.
Significant difference from control group:  *: P=0.05 *==: P=0.01
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Table 4. ~continued Food consumption Exp. No. 3220 (115-077)
( unit : g/week )
Sex Dose level Weeks of experiment Total
(mg/ke) 5 6 (5 — B)
Male 0 190 + 20 193 + 16 382 + 34
640 185 £ 19 181 + 14 366 + 32
Female 0 123 + 19 126 + 9 248 + 25
640 146 + 8= 146  16% 292 + 24*
Mean +'S.D. °

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




Table 5. Food efficiency Bxp. No. 3220 (115-077)

(unit : ¥)
Sex Dose level  Weeks of experiment Mean
(mg/kg) 1 2 3 4 00—+ 4
Male 0 36.0 £+2.7 35.8 +2.5 3.1 +4.2 25.6 +3.9 32.0 +1.8
10 35.3 +6.0 34.1+23 26.6 + 3.8 25.4 +5.8 30.4 +2.7
40 35.8 +4.9 31.8 +4.2¢ 27.2 + 4.3 23.8 +4.0 29.7 +3.1
160 35.3 3.2 %.0 +1.7 27.9 + 2.1 25.3 £1.7 30.7 +0.4
640 3.7 £6.0 30.9 + 1.8 23.5 £ 3. 4% 19.0 £ 5.8+ 2.6 £ 2.4%=
Female 0 27.4 £3.9 21.4 £3.9 16.4 £ 6.9 16.6 + 8.5N 20.7 £ 1.8
10 26.3 +1.8 17.4 + 4.1 19.5 1+ 2.8 14.5 £ 2.7 19.4 £ 1.9
40 25.8 +4.5 20.9 £ 2.6 19.2 £ 2.0 16.0 £1.5 20.5 £1.6
160 25.8 +2.9 21.4 + 3.6 15.4 £+3.7 17.0 £ 6.6 201 £1.9
640 2.2 +4.8 16.5 £+ 4.7+ 12.5 +5.3 10.3 + 6.7 16.4 £ 2.4«
Si@iﬁmt difference from control group; =: P<0.05 = P50.01
N: Non parametric analysis
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Table 5. ~continued Food efficiency Exp. No. 3220 (115-077)
{wmit : %)
Sex Dose level Weeks of experiment Mean
(mg/kg) 5 6 6 — 6)
Male 0 16.5 +3.1 17.6 £ 2.9 17.1 £+ 2.4
640 13.1 £5.1 16.1 +1.2 14.6 £ 2.9
Female ] 1.9 £8.8 12.6 + 4.4 7.5 1+5.4
640 13.7 £ 5.6% 11.9 £+ 4.6 12.8 £ 2.0
Mean £ S.D. .
Significant difference from control group; *: P=0.05 *x; P<0.01



Table 6. Bematology Ex. No. 3220 (115-077)
Week : 4
Sex Dose level ¥o. of BCY HGB v MCB MCHC
(mg/ke animals [§3) (g/dl) (x%u’) () (pg) %)
¥ale 0 5 4.8 +1.2 156.0 £ 0.1 7.23 £+ 0.24 63.3 £ 2.5 20.8 £ 0.5 ~32.8+ 0.8
10 5 4.1 £ 0.6 15.0 £ 0.1 7.25 + .21 62.3 &+ 2.2 20.7T £ 0.6 3.2+ 0.5
40 5 45.4 £+ 0.4 15.2 £ 0.2 7.42 + 0.18 61.3+ 1.3 20.5 £0.3 3.5+ 0.3
160 5 44.9 £+ 1.5 15.1 £ 0.5 7.28 +0.29 61.8 + 3.1 20.8 £1.2 33.6 + 0.5
640 5 45.8 £+ 0.7 15.1 £ 0.2 7.35 £ 0.31 62.4 + 2.9 20.6 £+1.0 3.0 0.3
Female 0 5 44.3 +0.9 15.4 £+ 0.3 7.43 +0.29 .6 + 1.4 20.7 £ 0.8 34.8+ 0.5
10 5 43.6 i2.6 15.0 £ 0.7 7.41 + 0.54 8.9+ 1.4 20.3 £ 0.6 4.5+ 0.4
40 5 44.3 £ 0.5 15.4 £+ 0.2 T.49 £0.21 59.2 + 1.7 20.6 + 0.6 4.8+ 0.5
160 5 42.4 + 1.5 15.0 + 0.6 7.16 + 0.22 53.3 ¢+ 1.5 21.0 £ 0.3 3.4+ 0.6
640 5 45.2 +1.6 16.4 £ 0.5 7.52 £0.25 60.1 + 1.2 20.5 £ 0.3 4.1+ 0.3
Mean i+ S.D. '
Significant difference from control group; *: P<0.05 == P50.01
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Table 6.  ~continued Hematology Exp. No. 3220 (115~07T)
Week: 4
Sex Dose level No. of PLT WBC Differential leukocyte counts (%)
(mg/kg animals {3030°/mi’) {x10°/mr’) NEUT LYMPH MOKNO EOSN BASO LUC
Male 0 5 1168 + 96 8.6+ 39 T+ 1 81+ 2 1+ 0 0+ 0 0+ ¢ 1+£1
10 5 1081 + 96 391 4.2 T2 91+ 1 0 1 0z 0 0+ 0 0+ 0
40 5 1114 + 109 10.8+ 3.2 T+ 2 92z 1 11 1+ 1 0+ 0 0+ 0
160 5 1110 + 119 11.3 + 4.2 104 B8z 4 1+ 1 1% 1 0z 0 1+1
640 5 1271 + 151 9.7+ 3.8 11+ 4 87z% 4 1+ 0 00 0% 0 0+ 0
Female 0 5 1279 + 83 6.6 £ 0.7 11+ 3 87x 5 1+ 1 11 00 01
10 5 1226 + 116 6.8+ 1.2 9+ 2 8z 4 11 10 00 1+ 1
40 5 1163 + 58 6.0+ 1.2 12+ 4 8=+ 3 1+ 0 1+ 0 0t 0 1+ 0
160 5 1160 + 90 5.2 + 2.7 12+ 6 8% 6 1+ 0 1+ 0 0x 0 1+ 0
640 5 1181 + 149 43+ 1.4 14+ 3 88+ 3 1+ 1 1+ 0 00 01

NEUT: Neutrophil LYWPH: Lymphocyte MONO: Monocyte
Mean £ 8.D P e

Significant difference from control group;

EOSN: Eosinophil  BASO: Basophil
*: P<0.05  #+: P<0.01

LUC: Large unstained cells




Table 6.
Week: 6

-continued Hematology

Exp. No. 3220 (115-077)

Sex Dose level No. of BCT HGB RBC MV MCH MCHC
(mg/kg) animals %) (g/dl) (x10°/wid) (a) pa) %
Male 0 4.5 1.1 5.7 £ 0.3 7.82 +0.13 58.2x 1.1 20.1 £ 0.4 4.5 0.7
640 5 45.7 1.8 15.8 + 0.5 8.12 £+ 0.33 56.3 + 1.2+ 19.4 + 0.6 4.5+ 0.8
Fexale 0 42.8 £ 1.4 15.1 £ 0.5 T.45 £ 0.23 .5+« 1.8 20.3 £ 0.6 3»%.3: 0.2
640 5 43.5 £ 0.8 15.4 £+ 0.4 1.76 £ 0.27 6.2 + 2.2 19.9 £ 0.9 35.41+ 0.6
Mean # S.D.
Signifticant difference from control group; x: PS0.05  =x: P<0.01
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Table 6. —continued Hematology Exp. No. 3220 (115-077)
Week: 6
Sex Dose level No. of PLT WBC Differential leukocyte counts (%)
(mg/kg) animals {x10°/u’) (x10°/mnf) NEUT LYMPH MONO BASO Luc

Male 0 1134 + 95N 1.1 2.2 91+ 3 8z 3 1+ 1 1+1 0+ 0 120

640 5 1114 £ 11 145+ 2.0% 8+ 3 8+ 14 2+ 1 1+ 0 0+ 1 1+ 0
Female 0 1187 + 86 8.0z 3.3 11+ 98 8+ 9N 1=z 1 i+ 0 0+ 0 6+ 1

640 5 1279 + 29 9.9+ 2.3 7+ 3 91z 2 1+ 0 1+ 0 0z 0 1+ 0

NEUT: Neutrophil
Mean £ S.D

.. .
Significant difference from control group;
N: Non parametric analysis

*: P<0.05

=+ P<0.01

LYMPH: Lymphocyte MONG: Monocyte [EOSN: Eosinophil BASO: Basophil

LUC: Large unstained cells




Table 7. Coagulation

Bxp. No. 3220 (115-077)

Week: 4
‘Sex  Dose level No. of PT APTT Fibri
(ng/kg) animals (sec.) (sec. ) (mg/d1

Male 0 5 13.7 £ 0.5 23.3 £1.7 238 + 21
10 5 13.6 £ 0.5 23.7 + 1.2 230 + 15
40 5 13.4 1.2 22.5 £+ 1.6 218 + 14
160 5 13.9 £ 0.7 23.2 +1.1 250 + 16
640 5 18.5 £ 0.3 22.7 £ 0.5 272 1 13+

Fesmale 0 5 14.3 + 0.4 22.2 +2.3 191 1 14
10 5 14.1 £ 0.8 22.2 + 1.2 203 + 15
40 5 14.6 £ 0.6 21.1 £ 1.0 191 + 15
160 5 14.2 £ 0.5 20.9 1.3 204 + 14
640 5 14.3 + 0.4 20.7 + 1.0 205 + 10s+

%‘%ﬁ% difference from control growp:;  *: PS0.05  =+: P<0.01
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Table 7. -continued Coagulation
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9984 Page 1

Exp. No. 3220 (115-077)

Week: 6
Sex Dose level  No. of APTT Fibrinogen
(me/ke) anipals (sec.) (sec.) (mg/dl?
Male 0 14.2 £ 0.7 24.3 £2.0 253 + 28N
640 14.1 3 0.4 24.6 £2.6 24+ 5
Female 0 14.2 0.4 21.1 +1.1 189 + 21
640 14.4 £ 0.2 20.8 +1.1 207 + 10

Mean +S.D.
ISilgnificant difference from control group:

: Non parametric analysis

*: P<0.05 #%: P<0.01



Table 8. Blood chemistry
Week: 4

Exp. No. 3220 (115-077)

Sex Dose level No. of Glucose T. cholesterol Triglyceride
(mg/kg) animals (mg/dl) (wg/dl) (mg/dl)
Male 0 5 139 £+ 15 49+ 9 37.4 + 8.3
10 5 148 + 12 4 + 8 38.1 £ 13.6
40 5 136 + 13 52+ 9 50.3+ 7.0
160 5 124 + 13 53+ 6 51.4 £ 21.4
640 5 122 + 19 62 +10 43.0 + 11.5
Female 0 5 105 £ 15 5l +12 31.7+ 5.0N
10 b 134 + 27 5+ 9 34.5 £18.3
40 5 125 + 17 5 +13 32.2+ 8.6
160 5 127 + 14 54 + 10 29.0 + 3.3
640 5 117 £ 15 61 + 13 30.8 + 4.5
¥ean + S.D.

Significant difference from control group;
N: glI-Ilon parametric analysis

*: PS0.05 == P<0.01
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Table 8. ~continued Blood chemistry Exp. No. 3220 (115-077)
Week: 4
Sex Dose level  No. of BUN Creatinine T.bilirubin T. protein Albumin
(ng/ke} animals (mg/d1) (ng/dl) {ng/d1) (g/d1) /dl)
Male 0 5 10.7 + 1.2 0.58 + 0.08 0.18 +0.01 5.57 +0.17 3.19 +0.10
10 5 10.0 + 1.2 0.55 + 0.04 0.18 +0.03 5.27 +0.26 3.05 £0.16
40 5 9.5+ 1.8 0.55 + 0.10 0.19 +0.02 5. 47 + 0.00 3.15 £ 0.09
160 5 10.6 + 1.4 0.58 + 0.08 0.19 £ 0.03 5.48 + 0.09 3.17 +0.04
640 5 12.3 + 1.4 0.62 +0.08 0.19 +0.02 5.60 £ 0.20 3.92 +0.13
Female 0. 5 140 + 1.4 0.56 + 0.05 0.23 +0.03 5.67 + 0.20 3.43 £0.20
10 5 13.6 + 1.5 0.55 + 0.06 0.23 + 0.07 5.69 + 0.31 3.43 £ 0.20
40 5 1.7 + 0.9 0.47 +0.06 .23 + 0.05 5.68 £ 0.31 3,40 £0.23 -
160 5 140+ 2.5 0.48 £ 0.09 0.21 +0.01 5.60 + 0.36 3.33 +0.27
640 5 12.9 + 0.9 0.54 + 0.10 0.21 +0.03 5.80 + 0.14 3.45 £0.10
lé‘??m“i?iégt difference from control growp;  #: PS0.05  +*: P<0.0L
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Table 8. —continued Blood chemistry Exp. No. 3220 (115-077)

Week: 4

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

(mg/ke animals (mmol/1) (mmol/1) (mmol/1) (mg/dl) {mg/dl)

Male 0 5 145.4 + 1.3 4.96 +0.85 107.2 £ 1.2 9.73 +0.49 .11 £0.94
10 5 143.7 + 1.5 4.42 $0.31 106.3 +1.2 9.34 +0.37 8.18 + 0.59
40 5 143.9 £ 1.0 4.73 £0.29 106.7 £ 1.7 9.59 +0.24 8.54 + 0.67
160 5 144.1 £ 0.6 4.38 £+0.25 107.4 £ 0.9 9.52 £ 0.18 7.98 +£ (.38
640 5 143.3 £ 1.4 4.38 £ 0.46 105.8 +1.8 9.4 £0.34 8.37 £ 0.46

Female Q 5 143.1 + 0.4 414 £0.12 108.6 +1.1 9.67 +£0.22 6.79 £ 0.28N
10 5 143.1 £ 1.6 4,32 +0.51 108.8 £ 0.6 9.68 + 0.42 T17 £0.94

- - 40 "5 142.5 £ 0.9 4,37 £0.32 108.4 + 0.6 9.63 £0.21 6.73 +0.62

160 5 142.9 + 0.8 442 +£0.37 110.2 £ 2.0 9.61 £ 0.38 6.87 £ 0.37
640 5 109.7 £+ 1.9 9.43 £0.21 7.87 £1.51

143.8 £ 1.1

4.40 +0.40

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

N: Non parametric analysis

*; P<0.05 =+: P<0.01



Table 8. ~continued Blood chesistry Ebcp No. 3220 (115-07T)

Weck: 4
Sex  Dose level No. of GOT GPT ALP Ganma—GIP
{mg/kg) animals /1) /1) /1) /1)

Male 0 5 52 + 12 13+ 2 136 + 29 0.1£0.2
10 5 52+ 5 12+ 1 160 + 45 0.1 0.1
40 5 53 + 10 13+ 3 166 + 28 0.1 £0.2
160 5 41+ 5 12+ 1 157 + 29 0.3 +£0.3
640 5 53+ 9 15+ 3 134 + 52 0.1 £0.2

Fesale 0 5 41 8 13+ 4N 94+ 17 0.6 +0.4
10 5 45+ 10 15+ 6 9+ 16 1.2 £1.0
40 5 47+ 9 11+ 2 107 + 36 0.7 £ 0.3
160 5 49+ 13 10: 2 101 £ 35 0.9 £ 0.5
640 5 43+ 8 10 1

89+ 26 0.6 £0.3

Mean + S.D
Sigmfwant difference from control group; *: PS0.05 =+ P£0.01
¥: Non parametric analysis
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Table 8. -continued Blood chemistry Exp. No. 3220 (115-077)
Week: 6
Sex Dose level No. of Glucose T. cholesterol Triglyceride
(mg/ke) animals (mg/dl) (mg/dl} (mg/dl)

Male 0 5 144 £ 11 48 + © 41.2 £+ 10.8

640 5 138 + 15 4+ 7 43.5 £ 11.8
Female 0 5 131 + 15 62 + 15 48.5 + 18.1

640 5 138 + 10 66 £+ 9 54.7 + 11.9

Mean + S.D

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



Table 8. -continued Blood chemistry

Bp. No. 3220 (115-077)

Week: 6
Sex Dose level No. of BUN Creatinine T.bilirubin T.protein Albumin
(mg/kg) animals (mg/dl) (mg/dl) (mg/dl) (g/dl) (g/dl)
Male 0 5 11.1 + 2.1 0.55 +0.13 0.14 +0.03 5.60 +0.23 3.14 £0.18
640 5 10.3 + 0.9 0.55 £ 0.04 0.15 £+ 0.03 5.59 £ 0.18 3.08 +0.10
Female 9 5 14.6 + 2.3 0.96 +0.10 0.21 £+ 0.02 572 £0.39 339:0.2
640 5 13.9 + 2.4 0.53 +0.04 0.18 £ 0.03 57 +0.30 3.33 +0.16
Mean £ S.D.
Significant difference from control group: *: P£0.05 *=: P£0.01
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Table 8. ~continued Blood chemistry Exp. No. 3220 {115-077)
Week: 6
Sex Dose level Yo. of AG
(mg/ke) animals

Male 0 5 1.28 ¥ 0.07

840 5 1.23 £ 0.04
Fepale ¢ 5 1.46 £ 0.12N

640 5 1.37 £+ 0.03

Mean + S.D.

Significant difference from control group;  *: P£0.06  #x: P=<0.01
N: Non parametric analysis




Exp. No. 3220 (115-077)

Table 8. © —continued Blood chemistry
Week: 6
Sex Dose level  No. of Sodium Potassium Chloride Calcium . te
(ng/kg) animals (mmol/1) (mmol/1) (amol/1) (xg/dl) (mg/dl)
Male 0 143.5 + 1.4 3.84 £+0.34 106.8 + 1.0 9.77 + 0.23 7.38 + 0.60
640 143.4 + 1.2 4.06 £ 0.23 107.2 £+ 1.8 9.75 +£0.19 7.79 £ 0.57
Female 0 142.9 + 1.4 3.98 +0.22 109.1 + 2.2 9.70 £0.22 6.06 £ 0.49
640 142.4 £+ 1.3 4.08 £ 0.29 109.1 £ 0.7 9.63 +0.24 5.88 £+ 0.70
Mean £ S.D.
Significant difference from control group; s: P£0.05 s+: P£0.01
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Table 8. -continued Blood chemistry Exp. No. 3220 (115-077)
Heeck: 6
Sex Dose level  No. of GOT GPT ALP Ganna—GTP
(me/ke) animals (u/1) {Ur1) Us1) U/1)

Male 0 5 Bt 5 11 + 123 + 22 0.2 £0.2

640 5 3B+ 5 13+ 4 127 + 19 0.1 +£0.1
Femsle 0 5 28+ 2 8+ 3 62 + 14 0.1 £0.1

640 5 23x 4 9+ 2 82+ 22 0.3+0.2

Mean 1 S.D. . .
Significant difference from control group;

x: P<0.05 = P<0.01



Table 9. Urinalysis Bp. No. 3220 (115-077)

Week: 4

Sex Dose level No. of Volume Specitfic Gravity
(mg/kg) animals (al)
Male 0 5 b+ 5 1.051 +0.018
10 5 13+ 3 1.052 + 0.013
40 5 14+ 4 1.056 + 0.012
160 5 5+ 3 1.054 £ 0.009
640 5 17+ 4 1.062 £ 0.010
Female 0 5 12+ 4 1.051 % 0.013
10 5 10+ 4 1.060 x 0.017
40 5 12+ 6 1.066 + 0.019
160 5 10+ 5 1.069 + 0.026
640 5 8+ 3 1.073 £ 0.016
Mean 4 S.D.

Significant difference from control group; *: PS0.05 = PS0.01




An-Pyo Center (ctql) 9984 Page 1

o

= -,
Table 9. —continued Urinalysis Exp. No. 3220 (115-077)
Week: 4
Sex Dose level No. of Color pH Occult Blood
(mg/ke animals 123456T28 91011 555665775885 =28 - =1+ 2+ 3+

Male 0 5 5 113 4 1

10 5 5 1 i3 5

40 5 5 2 1 4 1

160 5 5 1 1 5

640 5 5 211 1 4 1
Female 0 5 5 11 21 4 1

10 5 5 1 11 11 5

40 5 5 i 1 3 5

160 5 5 2 11 1 5

640 5 5 1211 4 1

Color : 1= Colorless, 2= Slight 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.



c—as T ~continued Urinalysis Exp. No. 3220 (115-07h
Weok : 4

Sex  Dose level Mo, of  Ketones Glucose (g/d}) Protein (ag/d1)
mg/ke)  animals - +/- 1+ 3+ 3+ 4 - 0.1 02505210 - +/-30 100 2300
Male 0 5 11 3 5 11 3
10 5 11 3 5 131
40 5 12 2 5 4 1
160 5 3 2 5 4 1
640 5 1 4 5 1 4
Fenale 0 5 3 2 5 1 31
10 5 2 3 5 1121
40 5 2 2 1 5 1 2 11
160 5 2 1 2 5 2 1 2
640 5 1 2 2 5 14
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Table 9. -continued Urinalysis Exp. No. 3220 (115-077)
Week: 4
Sex Dose level  No. of Bilirubin Urobilinogen (E. U. /dl)
(mg/ke) animals - 1+ 2+ 3+ 0.11.02.04.08.0 212

Male 0 5 4 1 1 4

10 5 5 1 4

40 5 5 3 2

160 5 5 1 4

640 5 2 3 5
Female 0 5 5 4 1

10 5 5 2 3

40 -- 5 5 1-4

160 5 5 2 3

640 5 5 2 3




Table 9. ~continued Urinalysis : Microscopic examination of sediment Exp. No. 3220 (115-077)

Week: 4

Sex Dose level No. of Erythrocytes ith. Cells Casts Fat glob. M. threads others
(mg/kg) animals = 1+ 2+ 3+ - 1+ £+ 3+ B I+ 2+ 3+ -+ L gl e el

Male 0 5 5 5 5 5 5 5 5
0 5 5 5 5 5 5 5 5

40 5 5 5 5 5 5 5 5

160 5 5 S 5 ] 5 4 1 5

640 5 5 5 5 5 5 5 5

Female 0 5 5 5 5 5 5 5 5
10 5 5 5 5 5 5 5 5

40 5 5 5 5 5 5 5 5

160 5 5 5 5 5 5 5 5

640 5 5 5 5 5 5 5 5

others : Crystals
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Table 9. -continued Urinalysis Exp. No. 3220 (115-~077)
Week: 6
Sex Dose level  No. of Volume Specific Gravity
(mg/ke) animals {ml)
Male 0 5 24+ 3 1.044 £ 0.9003
640 5 21+ 4 1.051 + 0.012
Female 0 17+ 4 1.042 + 0.011
640 24+ 8 1.031 + 0.015
Mean + S.D.
Significant difference from control group;  *: P<0.05  #=+: P<0.01



Table 9.

-continued Urinalysis

Exp. No. 3220 (115-077)

Weck: 6
Sex Dose level No. of Color pH Occult Blood
(mg/kg) animals 1234567891011 555665775885 29 - +/-1+ 2+ 3¢
Male 0 5 5 1 3 4 1
640 5 5 1 3
Female [t} 5 5 1 2 2 5
640 5 5 2111 5

Color : 1= Colorless, 2= Sli
8= Brown-black 9= Mi

t yellow, 3= Yellow-bromn, 4= Red, 5= Red-brown, 6= Dark red, 7= Dark brown,

white, 10= Fluorescent green, 11= Blue.
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—continued Urinalysis : Microscopic examination of sediment

An~Yyo tenter (ctql) 9bc4

Fage 1

Exp. No. 3220 (115-077)

No. of
animals

Tetkoc ith, Cells
553 Eoith. el

Fat glob. M. threads
-+ - +

others
-+

5

5
5 5

Table 9.
Week: 6
Sex Dose leyel
(mg/kg)
Male 0
640
Female 0
640
others : Crystals



Table 10. Organ weight : Exp. No. 3220 (115-07T7)

Week: 4
Sex Dose level No. of Body weight Brain Li Kidneys Spleen
B/k® . animals ® 7 @ ey @

Male 0 5 361 17 2.08 + 0.07 1.9+ 1.18 2.98 + 0.18 0.63 £+ 0.09
10 5 343 1+ 38 2.05+ 0.06 10.46 + 1.12 2.70 £ 0.10 0.54 ¢+ 0.14
40 5 340 + 36 2.05 + 0.03 10.67 + 1.69 2.66 £+ 0.20 0.59 + 0.15
160 5 M+ 11 2.05 £+ 0.06 10.19 + 0.65 2.68+ 0.24 0.57 + 0.05
640 5 347 + %5 1.98 + 0.05 11.69 + 0.98 293+ 0.36 0.60 + 0.10

Female 0 5 226 + 18 1.95 + 0.08 6.8+ 0.72 1.77T + 0.17 0.45 + 0.08
10 5 230 + 10 1.91 &+ 0.09 T.26 + 0.77 1.8 + 0.12 0.45 + 0.06
40 5 238 + 2% 1.92 + 0.03 6.82+ 0.79 1.96 + 0.17 0.4 £+ 0.07
160 5 226 + 12 1.94 + 0.08 7.16 + 1.10 1.91 + 0.22 0.43 + 0.07
640 5 209 + 19 1.87 4+ 0.03 7.2 + 0.58 1.75 + 0.07 0.3 £ 0.02

Mean + S.D.

Significant difference from control group; *: Ps0.05 *«: P=0.01
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Table 10.  -continued Organ weight Exp. No. 3220 (115-077)

Week: 4

Sex Dose level  No. of Adrenals Testes Ovaries Thymus

(me/ke) animals {mg) ® {ug) (mg)

Male 0 5 48+ 4 3.06 + 0.21 696 + 135
10 ) BB+ 6 2.92 + 0.31 618 + 113
40 5 47+ 5 2.98 + 0.20 550 + 100
160 5 5% 3 2.94 + 0.14 545 + 58
640 5 5B 9 3.04 £ 0.11 B67 + 100

Female 0 5 M+ 7 8 + 13 478 + 8N
10 5 70 + 8 8 + 15 442 + 16
40 5 B+ 12 8+ 10 459 + 87
160 5 ™+ 10 9 + 15 474 + 28
640 5 63 + 12 100 £ 31 355 =+ 26%

Mean + 8.D. ’

Significant difference from control group;  *: P<0.05 == P=0.01
N: Non parametric analysis




Table 10. ~continued Organ weight Exp. No. 3220 (115-077)

Week : 6
Sex Dose level Xo. of Body weight Brain Liver Kidneys Spleen
heAe.  amisyls @ @ @ o @
Male 0 5 422 + 23 2.16 + 0.07 12.45 £+ 1.35 3.010 ¢ 020 0.74 + 0.08
640 5 372 & 19+« 2.06 + 0.08 11.19 £ 0.91 2.87 &+ 0.33 0.68 £ 0.06
Female 0 5 248 + 17 1.96 + 0.08 7.07 £+ 0.64 1.81 &+ 0.04N 0.48 £+ 0.11
640 5 255 ¢ 19 2.01 £ 0.06 802 + 0.8 2.03+ 0.25 0.54+ 0.04

Mean + S.D. =
Significant difference from control group; =: PS0.05 +»: P<0.01
N:- Non parasetric analysis
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Table 10. ~continued Organ weight Exp. No. 3220 (115-077)
Week: 6
Sex Dose level  No. of Adrenals Testes : Ovaries Thymus
(me/ke) animals (mg) {® (mg) (mg)

Male 0 5 61+ 6 3.10 + 0.21 508 + 32

640 5 5+ 4 3.05+ 0.24 490 + 98
Female 6 5 ™+ 18 88 + 17 448 = 110

640 5 80 + 13 106 + 20 415 £ 61

Mean £ S.D. ]
Significant difference from control group; *; P£0.05 =*; P<(.01



Table 11. Organ weight per body weight Exp. No. 3220 (115-077)

Week: 4
WA Rl YRS W 8 g g
Male 0 5 361 + 17 0.578 + 0.040 3.187 + 0.294 0.826 ¢ 0.034 0.173 ¢+ 0.019
10 5 343 + 38 0.604 + 0.064 3.054 +0.103 0.793 £ 0.073 0.156 1 0.025
40 5 340 + 36 0.609 + 0. 066 3.123 +0.205 0.786 + 0.048 0.171 £ 0.028
160 5 344 + 11 0.597 £ 0.014 2.966 + 0.233 0.778 + 0.057 0.166 z 0.012
640 5 UT £ 25 0.574 + 0.041 3.367 £ 0.141 0.842 + 0.076 0.174 + 0.023
Female 0 5 226 + 18 0.865 + 0.074 3.036 + 0.083 0.784 + 0.048 0.197 + 0.029
' 10 5 230 + 10 0.829 + 0.031 3.151 +0.246 0.806 + 0.021 0.197 £ 0.027
40 5 233 + 26 0.831 + 0.097 2.931 +0.190 0.845 + 0.061 0.189 + 0.025
160 5 226 + 12 0.858 + 0.021 3.158 +0.322 0.842 1 0.055 0.192 £ 0.022
640 5 209 + 19 0.900 £ 0.076 3.497 £ 0.197+ 0.840 + 0.069 0.188 + 0.017

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

*: P£0.05

»x: P<0.01
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Table 11. —continued Organ weight per body weight Exp. No. 3220 (115-077)
Week: 4
Sex Dose level  No. of Adrenals Testes Ovaries Thymus
(mg/kg) animals %) (%) %) )
Male 0 5 0.014 + 0.001 0.848 £ 0.051 0.193 £ 0.033
10 5 0.016 + 0.001= 0.854 £ 0.078 0.181 1 0.031
40 5 0.014 + 0.002 0.881 £ 0.081 0.165 £ 0.045
160 5 0.016 + 0. 000« 0.854 i 0.042 0.158 + 0.013
640 5 0.016 + 0.002 0.879 + 0.062 0.163 + 0.024
Female ¢ 5 0.031 + 0.001 0.038 + 0. 004N 0.211 +0.029
10 5 0.030 £ 0.003 0.038 + 0.006 0.193 + 0.013
40 5 0.031 + 0.005 0.038 + 0.003 0.198 + 0.036
150 5 0.033 £ 0.004 0. 040 + 0.005 0.210 £ 0.015
640 5 0.0633 * 0.007 0.048 z (.014 0.170 £ 6.014
Mean % S.D. )
Significant difference from control group; x; PL0.056  *+: P=0.01

N: Non parametric analysis




Table 11. -continued Organ weight per body weight Exp. No. 3220 (115-077)
Weck: 6
Sex Dose level No. of Body weight Brain Liver " Kidne Spleen
Beke)  animals @ ) &) i ®)
Male 0 5 422 + 23 0.513 + 0.021 2.945 + 0. 161 0.713 = 0. 021N 0.175 + 0.014
640 5 372 & 19+» 0.555 z 0. 030« 3.001 0.129 0.771 £ 0.090 0.184 + 0.026
Female 0 5 248 + 17 0.793 £ 0.049 2.855 + 0.220 0.734  0.049 0.196 + 0.035
640 5 2585 + 19 0.794 + 0.059 3.142 + 0. 148« 0.795 ¢ 0.061 0.212 + 0.017
Mean + S.D.
Significant difference fros control group:; *: PS0.05 »=: PS0.01
N: parametric analysis
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Table 11. -continued Organ weight per body weight Exp. No. 3220 (115-077)
Week: 6
Sex Dose level  No. of Adrenals Testes Ovaries Thynus
(mg/ke animals 53] (%) (%) (%)

Male 0 5 0.014 + 0.002 0.737 + 0.063 0.121 + 0.011

640 5 0.015 + 0.002 0.822 £ 0.083 0.132 + 0.024
Female 0 5 0.031 +0.007 0.035 + 0. 005 0.181 + 0.043

640 5 0.031 + 0.004 0.041 % 0.005 0.165  0.036

Mean + 8.D.
Significant difference from control group; *: P<0.05  #: P=0.01
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Table 12. —continued Summary of gross findings ( sacrificed at 4 week ) Exp. No. 3220 (115-077)
Sex: Male
Dose level ( mg/kg ) 640
Yo. of animals necropsied 5

Organ Findings
RESPIRATORY SYSTEM

ling brown patch/zone 2

red patch/zone 1

DIGESTIVE SYSTEM
liver malformative nodule 1
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Table 12.
Sex: Female

=

—continued Summary of gross findings ( sacrificed at 4 week )

2

An-Pyo Center (p80a) 10059

Page 4

Exp. No. 3220 (115-077)

Dose level ( mg/ke ) 540
No. of animals necropsied 5
Organ Findings
HEMATOPOIETIC SYSTEM

lymph node enlarged 0
RESPIRATORY SYSTEM

lung brown patch/zone 0

thoracic cavity

Bass 0

mediastinum  mass 0
URINARY SYSTEM

kidney scarred 0
REPRODUCTIVE SYSTEM

uterus dilated lumen 1
MUSCULOSKELETAL SYSTEM

diaphragma nodule 0
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Table 12. -continued Summary of gross findings ( sacrificed at 6 week ) Exp. No. 3220 (115-077)
Sex: Female
Dose level { mg/kg ) 640
No. of animals necropsied 5

Organ Findings
REPRODUCTIVE SYSTEM

uterus dilated lumen 0

ENDOCRINE SYSTEM .
adrenzal gland hypertrophic 1




Table 13. Summary of gross findings with statistical analysis ( sacrificed at 4 week ) Exp. No. 3220 (115-077)

" Male animals Female animals
Dose level { mg/kg ) An Ba Cn Da Af Bf C Df
No. of animals necCropsied 5 5 5 5 5 5 5
Organ Findings
REMATOPQIETIC SYSTEM
1ysph node enl 0 0 0 0 0 1 0 0
RESPIRATORY SYSTEM
lung brown gghtc/:lv;;one 0 2 1 2 1 2 2 0
red patch/zone 0 0 1 1 0 0 0 0
thoracic cavity
Mass 0 0 0 0 0 1 0 0
mediastinua A3ass 0 0 0 0 0 1 0 0
URINARY SYSTEM
kidney scarred 0 0 0 0 0 1 0 0
REPRODUCTIVE SYSTEM
uterus dilated Iumen - - - - 0 1 0 0
MUSCULOSRELETAL SYSTEM v
diaphragea nodule 0 0 0 0 0 1 0 0

Am: O Ba: 10 le 40 le 160

Af: O Bf: 10 Ct: 40 DE: 160
Significant difference from control group; * : P = 0.05 = P 5001
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Table 13. ~continued Summary of gross findings with statistical analysis ( sacrificed at 6 week ) Exp. No. 3220 {115-077)
Male animals Female animals

Dose level _ ( mg/ke ) A Bpm Ca Dum A Bf Df
No. of animals necropsied 5 0 0 0 5 ) ¢ 0
Organ Findings

RESPIRATORY SYSTEM

lung brown patch/zone . 1 0 0 0 0 0 ] ]

red patch/zone . 1 0 0 0 0 0 0 0

REPRODUCTIVE SYSTEM

uterus dilated lumen - - - - 1 0 0 0
ENDOCRINE SYSTEM . .

adrenal gland hypertrophic 0 0 0 0 1 0 0 ]
Am: 0 Bmf 19 Cm: 40 Dmi 160

Af: O Bf: 10 Ct: 40 Df: 160
Significant difference from control group; =* : P £ 0.05 #* : P < 0.01

Ik



Table 14. Summary of histological findings ( sacrificed at 4 week ) Exp. No. 3220 (115-077)

Sex: Male

Dose level ( ) 0 10 40 160

No. of animals sacrificed at 4 week 5 5 5 5

No. of animals necropsied 5 5 5 5

No. of animals examined histologically 5 5 5 5

Organ Findings T12 3 T12 3 T12 3 T 12 3

CARDIOVASCULAR SYSTEM

heart . . { 5) {0) { 0) { 0)
fibrosis - 200 - - = =~ - - - - - - - -

RESPIRATORY SYSTEM

ling (5 {5 ( 5) (9
hesorrhage -~ 1060 - 200 -200 - 30090
cellular infiltration -000 -2900 -100 -200
cellular infiltration, lysphocyte -100 - 000 -0 00 -100
hypertrophy, media, artery -300 - 100 -200 -100

DIGESTIVE SYSTEM

liver {5) {0) { 0 { 0)
necrosis, focal -1060 - - - - - - - - - - - -
cellular infiltration -100 - - - - - - - - - - - -
cellular mﬂltratlon.lylphocyte -100 - - - - - - - - - - - -
wicrogranuloma : =200 - - - = - - - = - - - -
hepatodiaphragmatic nodule -000 - - - - - - - - - - - -

URINARY SYSTEM

kidney ( 5) { 5) (5 { B)
basophilictubules - 300 - 400 -500 - 300
cast, hyaline - 000 - 000 - 100 -~ 000
eosi ilic ~ 200 ~ 020 - 400 -3 20
mineralization -100 ~-000 -0 00 -0 090
oellulm'imutratim,lylptmyte - 3090 -200 -300 - 200

ENDOCRINE SYSTEM

adrenal gland . (5) {0) (0) (0
degeneration, vacuolar -300 - - - - - - - - - - - -

T:?b;or }‘shght 2: moderate  3: marked

=: ign

(): No. of animals examined ncroscopullly at this site. -: Not applicable.
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Table 14.  -continued Sumiiary of histological findings ( sacrificed at 4 week ) Exp. No. 3220 (115-077)
Sex: Male ’ '
Dose level _ { ) 640
No. of animals sacrificed at 4 week 5
No. of animals necropsied 5
No. of animals examined histologically - b
Organ Findings T 12 3
CARDIOVASCULAR SYSTEM
heart X . . ( 5)
_fibrosis =100
RESPIRATORY SYSTEM
lung (5)
hemorThage -3 00
cellular infilfration -3 00
cellvlar infiltration, lymphocyte -100
hypertrophy, media, artery -200

DIGESTIVE. SYSTEM
liver - { 5)_

necrosis, focal 10090
cellular infiltration - D00
cellular infiltration, lymphocyte - 100
microgranuloma -2 00
hepatodiaphragnatic nodule -100
URINARY SYSTEM - : : . - '
kidney . (5) ,
. basophilic_tubules -500
cast, hyaline -00¢0
eosinopnilic body - 320
mineralization | - 0040
cellular infiltration, lymphocyte -100
ENDOCRINE SYSTEM
adrenal gland . ( 5)
degeneration, vacuolar -2 00

T: fumor 1: slight 2: moderate  3: marked
=: benign #: malignant . L. .
(}: No. of animals examined microscopically at this site.- ~—: Not applicable.




Table 14.  -continved Summary of histological findings ( sacrificed at 4 week ) Exp. No. 3220 (115-077)

Sex: Female
Dose level { ) 0 10 40 160
No. of animals sacrificed at 4 week 5 5 5 5
No. of animals necropsijed 5 5 5 5
No. of animals examined histologically 5 5 5 5
Findings T12 3 T 123 T 12 3 T12 3
CARDIOVASCULAR SYSTEM
heart . ( 5) {0) {0) {0
fibrosis -000 - - - - - - - - - - - -
HEMATOPOIETIC SYSTEM
spleen deposit, piement {5 00 0 (0 )] (0
it, pigmen - - - - - - - - - - - - -
lysph node St piew _ ( 0) (1 ( 0) (o)
follicular hyperplasia - -~ - -100 - - - = - - - =
RESPIRATORY SYSTEX |
lwe heworrhage (51300 (5l200 (5)—100 (5)000
cellular infiltration - 200 -~ 100 - 200 -000
cellular infiltration, lysphocyte -100 -3 00 -0 00 -0 00
inflammatory infiltration - 000 - 100 - 000 -0 00
hypertrophy, sedia, » ~ 000 - 100 -100 -200
pleura ~ ({ 0) (1) ) {0
fat granuloma - - - = -100 - - - - - -~ - -
DIGESTIVE SYSTEM
esophagus L {0 (1) (0 (0
diverticula - - - - - 100 - - = - - - - -
liver . {5) (0 (0 {0
fatty , peripheral - 000 - - - - - - - = - - - =
microgranuloma -~ 4 00 - - - - - - = = - - - -
URINARY SYSTEM
kidney . { 5 (1) (0 (0
oL LS on, lymphocyte 2300 2900 D R
cellu iltration, - - - - - - - - - -
fibrosis, scar - 000 - 100 - - - - - - - -
REPRODUCTIVE SYSTEM
uterus ( 0 (1) (0} { 0)
dilatation, lumen - - - = -100 - - - = - - - -
MUSCULOSRELETAL SYSTEM
diaphragma R { 0) (1 (0 {0
‘ microgranuloma - - - = - 100 - - - - - - - -
T: tumor 1: slight 2: woderate  3: marked
=: benign  #: malignant L. .
(}: ¥o. of animals examined microscopically at this site. -: Not applicable.

® &
#————— '
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Table 14. —-continued Summary of histological findings ( sacrificed at 4 week ) Exp. No. 3220 (115-077)
Sex: Female
Dose level _ ( ) £40
No. of animals sacriticed at 4 week 5
No. of animals necropsied, 5
No. of animals examined histologically 5
Organ Findings T12 3
CARDIOVASCULAR SYSTEM
heart . {5)
fibrosis -2 00
HEMATOPOIETIC SYSTEM
spleen doposit. pidment (5) 0 0
eposit, pigmen -
lymph node pos . (0)
follicular hyperplasia - - - -
RESPIRATORY SYSTEM
lung (5)
hemorrhage R -000
cellular infiltration -0 00
cellular infiltration, lymphocyte - 00790
inflampatory infiltration -0 00
hypertrophy, media, artery -1 090
pleura ) - (0)
fat” granuloma N
DIGESTIVE: SYSTEM (o)
esophagus
P diverticula . - - - =
liver . . ( 5)
fatty e, peripheral -100
microgranuloma -2 00
URINARY SYSTEM
kidney . {5)
basophilic tubules - 20040
cellular infiltration, lymphocyte -000
fibrosis, scar -0 00
REPRODUCTIVE SYSTEM . -
uterus T (1)
dilatation, ' lumen =190

MUSCULOSKELETAL, SYSTEM .
diaphragna . (0
microgranuloma . - - - -

T: tumér 1: slight 2: moderate 3: marked
=: benign #: malignant . . i
(): No. of animals examined microscopically at this site. ~: Not applicable.




Table 14. -oontinued Summary of histological findings ( sacrificed at 6 week ) Exp. No. 3220 (1150

Sex: Male
Dose level ( ) 0 10 40 160
No. ofamla%ssacri iced at 6 week 5 0 0 0
No. "of animals necropsied 5 0 0 0
No. of animals examined histologically 5 0 0 0
Organ Find T123 T12 3 T12 3 T12 38
REPIRATORYSYSTEK.
fong hesorrhage (8 2 0 - - - - - - -
cellular infiltration - 200 - - - - - - - - - -~ -
cellular infiltration, lymphocyte -0 00 - - - - - - - - - - = -
hypertrophy. media, artery - 000 - - - = - - - - - - - -
URINARY SYSTEM , '
kidney ' { 5)
ilic tubules - 200 - - - - - - - - - - -
g%;aiﬁlithkS -(l)gg - - - - - - - - - - - -
inophilic body - - - - - - - - - - .
celularinfiltration,lyﬂmyte - 000 - - - - - - - - - - - -
T: tumor 1 slifht 2. moderate  3: marked
=: benign
(): No. of amlals exalmed ucmscuplmlly at this site. ~: Not applicable.




=

Table 14. -continued Summary of histological findings ( sacrificed at 6 week )

Sex: Male

Dose level ( ) 640

No. of animals sacrificed at 6 week 5

No. of animals necropsied 5

No. of animals examined histologically 5

Organ____  Findings T12 3

RESPIRATORY SYSTEM

lung {5
hemorrhage - 10190
cellular infiltration -1 00
cellular infiltration, lymphocyte - 200
hypertrophy, media, artery - 200

URINARY SYSTEM

kidney {5)
basophilic tubules - 4 00
dilatation, tubules -1 060
eosinophilic body -4 0 0
cellular 1nf11trat10n. Jymphocyte -1 040

T: fumor 1: slight 2: moderate 3: marked
=: benign #: malignant
{}: No. of animals examined microscopically at this site.

~: Not applicable.



Table 14.  -contimued Summary of histological findings ( sacrificed at 6 week ) Exp. Ko. 3220 (115-077)

Sex: Female
Dose level { ) 0 10 40 160
No. of animals sacrificed at 6 week 5 0 0 0
No. of animals necropsied 5 0 0 0
No. of animals examined histologically 5 0 - 0 0
Organ Findings T12 3 T12 3 T123 T12 3
R%SPIRA’IORYSYSI‘B( (5)

cellular infiltration - 000 - - - - - - - - - - - -

cellular infiltration, lymphocyte -100 - - - - - - - - - - - -
REPRODUCTIVE SYSTEM
uterus (y

dilatation, lumen -100 - - - - - - - - - - - -
ENDOCRINE SYSTEM
adrenal gland (1)

hypertorophy, zona fasciculata -100 - - - - - - - - - - - -
T: tumor 1: slight 2: moderate 3: marked
: benign #: malignant _

() No. of animals mmed microscopically at this swe -: Not applicable.
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Table 14. —continued Summary of histollogical findings ( sacrificed at 6 week )
Sex: Female ' ' ‘ :

3

An-Pyo Center (p82a) 10053 Page 4

Exp. No. 3220 (115-077)

Dose level  ( mg/kg) 640
No. of animals sacrificed at 6 week
No. of animals necropsied_ .
No. of animals examined histologically
Organ Findings T1

NN

RESPIRATORY SYSTEM

lung o . { 5)
cellular infiltration -
cellular infiltration, lymphocyte -

REPRODUCTIVE SYSTEM
uterus {0)
dilatation, lumen -

ENDOCRINE SYSTEM
adrenal gland ) (1)
hypertorophy, zona fasciculata -

-
[T =)
=

T: timor ..  1: slight  2: moderate 3: marked

=: benign 4 malignant | i L. .
(): No. of animals examined microscopically at this site. -: Kot applicable.



Table 15. Sunary of hlstoloii% f)indings with statistical analysis Bap. No. 3220 (115-077)

{ sacrificed at
Male animals Female animals
Dose level ( ng/kg ) An By Cn Dm AF Bf Df
No. of animals nec 5 5 5 b 5 5 5 5
Organ g
CARDIOVASCULAR SYSTEM
heart
fibrosis _ 2 - - - 0 - - -
HEMATOPOIETIC SYSTEM
Yymph node
follicular hyperplasia ~ - - - - 1 - -

RESPIRATORY SYSTEM
lung

hemorrhage . 1 2 2 3 3 2 1 0
cellular infiltration 0 2 1 2 2 1 2 0
cellular infiltration, lyaphocyte 1 0 0 1 1 0 0 0
inflamwatory infiltration 0 0 0 0 0 1 0 0
N hypertrophy, msedia, artery 3 i 2 i 0 1 1 2
pleura
fat granuloma - - - - - 1 - -
DIGESTIVE SYSTEM
i diverticula - - - - 1 - -
liver s, _
necrosis, focal 1 - - - 0 - - -
Lular infiltration 1 - - - 0 - - -
oelllular intiltration, lymphocyte 1 - - - 0 - - -
microgranulosa 2 ~ - - 4 - - -
URINARY SYSTEM
kidney
basophihc tubules 3 4 5 3 2 0 - -
line 0 0 1 0 0 0 - -
jlic body 2 2 4 5 0 0 - -
. nnera ization 1 0 0 0 0 0 - -
cellular 1nf11tration, 1ymphocyte 3 2 3 2 1 0 - -
fibrosis, scar 0 0 ) 0 0 1 - -

REPRODUCTIVE SYSTEM
uterus ,
dilatation, lumen - - - - - 1 - -

An: 0 Ba: 10 Ca: 40 Da: 160
Af: Bf: 10 Ct: 40 Df: 160
S1gn1f1cant difference from control grop; + : P < 0.05 = :P <00

@ &
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Table 15. —continued Summary of histological findings with statistical analysis Exp. No. 3220 (115-077)
( sacrificed at "4 Week )
Male animals Female animals

Dose level ( mg/kg ) fm Bm Cn Dn Af B Df
No. of animals necropsied 5 [ 5 5 5 5 5 5
Organ___ Findings
ENDOCRINE SYSTEM
adrenal gland

degeneration, vacuolar 3 - -~ - 0 - - -
MUSCULOSKELETAL SYSTEM
diaphragma

microgranuloma - - - ~ - 1 - -
Am: 0 Bu: 10 Cu: 40 Dmg 160

Af: O Bf: 10 CE: 40 Df: 160
Significant difference from control group; =* : P £ 0.05 *=* : P < (.01




Table 15. —continved Supmary of histological findings with statistical amalysis Exp. No. 3220 (115-07T)
( sacrificed at 6 Week )

Male animals Fepale animals
Dose level  { mg/kg ) An Bm Ca Dm Af Bf Df
No. of animals necropsied 5 0 0 0

Organ__ _ Findings

RESPIRATORY SYSTEM
lung

hesorrhage 2 - - - Q - - -
cellular infiltration 2 - - - 0 - - -
cellular infiltration, lymphocyte 0 - - - 1 - - -

URINARY SYSTEM

idney basophilic tubul 2

ilic es - - - - - - -

eosinophilic body 3 - - - - - - -

REPRODUCTIVE SYSTEM

uterus
dilatation, lumen - - - - 1 - - -

ENDOCRINE SYSTEM

adrenal gland .

hypertorophy, zona fasciculata - - - - 1 - - -

fm: Q Ba: 10 : :
Af: 0 BE: 10 Ct: 40 Df: 160
Significant difference from control group; = : P £ 0.05 =* :P < 0.01
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