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P030098

.

L1-E A ftert-7 FA—F % [-33,5- b U AF 7 a~FH R MEET ~ M2 0 CaHBEE, 4,
20 TR 100 mg/kg OB T 13 M E /203 52 BEFER AR L Lin.

1. — kAR

REHIR 2 LT, 26 THEBMER S ISER L3 b v o

2. k%
WS 2@ LT, BERYE R SR TR & I ZIF R O 2R L.

3. B 8HE

HEEHZE LT, SHRERTH CEBRMERSICER L2230 bhino .

4. RfR#
5 13 RS2 HORE L iz, FHEBRYERSH CHEBRYERSIGER L2 bixsmd b
nizhoio,

5. MRS HIHRER
13 B RS K TRHORE T, SEBRDERSH CHBRDERSICER L2 iR oh
VAL ISl el |
52 BRI 5H T REORA TIE, 100 mg/kg FEOHET [ L ERELIE ONE A M ERTZ BB R O 47 PR
B, U UoSEREL, PHEEERE, BERER ORI G RIS O S E R A S, MCV R U MCH
DAEAT, PT RN APTT OIEERFEO L. £/, 20 L0100 mgkg BEOMC~E/u s &
DI A5, 100 mgkg O T~ b2 U o FOKERFED L.

6. MIRAALTHIRE
13 BB R SFE TR ORAE TiE, 100 mgkg HORETA-Z a7 ) OB LY 72— L 0ik
b, FEOMTAGEEROT AT I O, B-7/ar Y RO a L AT a—L



P030098

OEEPRD L. &5, 20mgkg HOM TR VAT o —/LOSHENED L.

S2 M B G TREORE T, 100 mgkgBEOMETA/GIEE T VT I U HDOBMER L 50,
ar-Zud Uk, a7 ) R NALT OBRENED bz, £77, RE O T AIG
TATIEOT P TADRMRA LR, MERE, o u T )k, BT ok,

AL AT = RO CIEEOREPBRRD .

R

13 BRI SR TR OBRA TR, 2 THEBDER 5 RN L2 iTBo oo,
52 BB G r RO T, 20 mg/kg BEORE 11, 100 mg/kg HEDHE 4 441 & UM 3 511G R
DB, 100 mg/kg FEOHE 1 B TEURDIEA AR Bl

8. B HEE

13 BT 5 TR DR TIE, 20 mekg BEOMECIFRAD IR ER OB, 100 meke BEOUE
HECRTIE O R ORI R OEENER D biviz. £72, 100 mgkg B OME T2 g <t B
DEEAZRD Bt

52 MRS T RFORE TIX, 4 mgke BEOHE GO ER, 20 mgkg BEDMEN N
100 mg/kg BEDMERE TAFERO MK R MR BROSENRD Shiz. £, 100 mgkg BEORET
B TR 0D Rt R OV B B D i B 457 B0, 100 merkg BEDIME TR O e X BB D EE TR b
.

B TR AR

13 IAE G TRORE T, SRWERG ORI U2 ORGEIE U o S5 iR
oA, NTETHE, 20 me/kg FEOME 2 #, 100 me/kg BEOHE 2 FI R OME 9 61 C/NGEFLMED
BRA I LRSS O FFRIRRAE K 358D DL, JER L7 MBI S5 st oy — el E % 4H L
Tz, BBRIRE U 2 HiCHE, 100 me/kg FFOKE 2 F TUME 1 4] TEEEE DTIAHIIOERTR D358 b
.

52 PR GH TIFORE Tk, #HRYERSICER L7220, Mg EiEk By >
SNERTHI AT, S, 2R, ABAUEBTHRO b, BT, 20 mg/kg HEOMf 4
%, 100 mg/kg HEORE 2 F1 K% M T/ NEROMEDOBE 200 U EE OTHIRAIER 235 & fex



P030098

FH LN, ZHBITMAT, SHRBEOHE 6 5 K UME3 #, 4 mg/kg HEOMERES 1 4], 20 mg/kg
FEDFE 4 150 K UWHE 2 41, 100 mglkg BEOHE 5 (1 UNE 7 51 C/NEED AT DT RIIE DR E 2o L
SR ORI 2 DAy, SERBE L H<T 100 mg/kg BEOMETHBICHITR Ln. 72, shBdRy
DOMEHES 11, 20 mg/kg BEOMERES 2 Fl, 100 mg/kg BEORE 7 51K OME 1 5] CRRPL /v L%
EOREE OB A B, STRREEL T 100 mgkg BHEOMCAEBICHM L. X5HiT,

20 mg/kg BEORE 2 #1 B OWME 1 137 ONZ 100 mg/kg BED RERA K OME 9 #1) CEEIR DR FE 20 L
SR OBWIKNIER A B O, FORAICITY BB HD D, BT, B
HES P, 4 5T20 mgkg FEORES 5 HIRTOHES 3 1, 100 mg/kg #EOE 9 7} UME 5 ] Clpg i
T2 U DT R PRARAE 232 & 2, S RRAE & =T 100 mg/kg TEDOME THEITHR L /-

AR Y »RERTHE, 20 mekg BEOHE 5 Fl M O 3 i, SFETNT 100 mg/kg BEO MEMESH]ClgE
ROWLEEOBRFEMBERENS EEF DO, P TIE, 20 mgkg #HEOME 1 Fl RO
100 mg/kg BEOMEMES 4 T O HRIREE R OB IEEE OB v L& OJaIk IR ETE 25
o, TR, 100 mg/kg BEOMEHES 1 5, 2SR5 TIX 100 mg/ke T OHE 8 5 K OV 6
B CHEBEE A e OB OVEIR MRS B0 bhv/c. EIGTIE, 100 mg/kg BEDOHE 6 51 K% UM 1
B CHEREE A T8 OB DR HIBIEETE, 100 mg/kg FEORE 3 HI S OME 1 T/ 31 T ARRDERIE D
JRHINAERE ST bz,

PUEDz ah, RRBREMHTICBITS 1,1-E Atert-7 FAsS—FF%31-3,3,5- U AF )L
oAt DR (NOEL) (38 Tt 4 mg/kg/day, METid 4 mg/kg/day T & HIWr L7-.
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ABRATEL & O 5 1%

1. BRI B R OMELAA
FUBREENZ LI-E A ftert-7 FA—FF133,5- U AFL TS o~
XHL (2y FEY , CASEE : 6731-36-8) ZfJH L7z, APt 5 & 98.8 wt%
MEAEHDORIETH D (RATEE 1. B P OWBRYEOLEMIC W ORI T
ML, ZETCHHZERMR L MEICE by ayl (0 v RS V2B6838, V3G3918,
V3K4725, V3T0445, VAAL1005, T A4 7 A7) 28 L. 28, #SeE KO
1RO PRI S E IR B R I EIR TR L7z GEINEE; 1625 °C).

2. i ahi) M OMA & Ao

5 @I O Cri:CDESD)GS 7 v b (AARTF v —IiL 2 « U _N—hA ot HAFEEE & —) 2l
TR 85 PLREA L, HEIZ 7 R, MEE 8 HREDOMEBILZIT -7, Z ORI, £fNZ oW T—f%
WHED B AR IKENT 2 ER L, BENSLZNIEE2HA L-0L, Mk 80 ILA2®AT 6
Ty CRBICHER L. B OBERF ORI IIHEAS 193.8-231.9 g, HEA 138.4-173.4 g Th o /-,
Bhidnix, 1REE 24 °C GrA#6F 21~27 °C), 1BEE 55 % (FFASIPA 35~75 %), MRET 12 KeRI (Fai 7
R~ 2P 7 BF) ROMERIEIEL 13~15 B/RRICRRE LTe S ) 77— 2 27 A C RIBROSEE 87 %
TRF L ARF =R H—r— (W260xH200xD380 mm) (2, BEBEHIR Pz 1 77—
DIz 2~3 0L, BEMERL 11— 1 ERE L TRE Lz, 58P, r—V%8E8% 1
BRI CHAETEL ARV ICBEISY, B—T—3 50 &2Tok. 2B, RBRHEhORED
FEREE RS 26 °C, &K 22 °C, WEDEAMEILIES 61 %, &K 49 % ThHo7. FEHIEE
AR BIALEE U/ [EPETEL (CRF-1, AV = ZUBERF TS %, SuKidk iR
MU AEEM (82 ppm) LcIFPAKE BEMGKEE (RIERRIHRAR) L0 2hehBh
R S, SEHIMEEAN BARRROTE ¥ 0T, BRKEBER S E BB R

VA TSI EITY, DTSR RAECEA L TCWAZ 2R L. fMERMILEER
ERE L LOREHALE. 4 U8RI RIC 1 E, F0% 4B8EIC 1~2E, »—I%
BEASCTRELS 1 0, #F otk 2 B 1 E, ZUETE 2-3 BOMEETENETNABTH & L Hi,

MERIEHERL, HEEEZE LTy 7THER L. WHERITRAERR ) v AkT
AT A QEE)Y 2 1 EFIEICEX THW.

11
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3. BRREAERR, BEERTEORILETES T

AR E TRIOR LI,

e B8 B KHEE i
B R EL7/E R
(mg/kg)  (mg/mbL)  (mL/kg) B
_ J 20 501~510", 511~520”
STHEEE 0 0 5 : -
a 20 601~610", 611~620”
. J 20 521~530", 531~540?
A& 4 0.8 5 5 ;
{ 20 621~630", 631~640"
o ' 20 541~550", 551~560%
HA 20 4 5 5 ;
& 20 641~650", 651~6607
e g 20 561~570", 571~580%
i = 100 20 5 D )
£ 20 661~670", 671~680

1) #4513 MORE S
2) ®BE 52 BOBEICHER
JRlCFERE Lo 28 ARER SHMMER (HEEA Rt v & T, REF
B C-98-017) ZEIZERE L. 3725, MR TIE, BhRoxH 228 L LT, 100 mgkg
LL b OB OHECHALRME (T B AFSE NS AEOHB A A 54, 300 mg/kg LL RO OHE &
1000 mg/kg BEDMECEIREE OB MRS Dhiz. EIZxT 282 L LT, 300 mgkg L LD
DEEL 100 mgkeg LA LD O THBEEOEME CV/NER LEDOITFHIBIERA & i,
100 mg/kg LI EDFEDHET A/G LK T RO PINREAEMEDIE L RO bhie. £z, BIEICx
T AHEEL LT, 100 mg/kg BA EOF DM CRIE M DOMEIRR SRS b, L EDRERMN
5, ARBO®BRERIIHFHDERSCID2ALHEEENRDLND L TR END 100 mgkg &
ERELL, UTAkS %L 5T 20 KW 4mgke * FRAER KA EICERE L.
AR BRL 3 MEFFICHRBEL A TEH4 R U, REE bEE 13 ROKE 52 BoHK
T HEVI R MEEES 10 L8 LTz,
BEAy I, MEREE B0, BEBRAATHICE OB QR ES B8 Bk MVEA ik ¢ 0ot L.
AT HROBMITN, BES AN LEHREAROMFiT 5 & & bic, RRES, BEs, &
HERHERNEZRLR LI 7 SR8 — P ORimc A 7z,

4. $e5RERS, Be5 ik, HE HIRKL ONEE B

¥ HREEIE, OECD R A R4 0 THRTESN TN HIRERKTHY, E-FHEIN
Al FADRERBO—DTHhHLIENFKEL L., BREIIZEFEZHY, 1 H 11, 387 B

12



P030098

BETIBEE 2R L. B5FEIES mLkg L L, dBBICIRAEOBRE Y &
1L, BHEEIRFOAEZEICEHLZ. 4R, RE5EADLZEE 1 B, BR5EGHE K
N R Y

S. WEERME L R & OIRGHra R B OV S

WSHRHE R EREIEICHEREREBEL Ty Er 3 VN L, 08, 4 KN 20 mg/mL i
ZAERLU 2. AN AR 1TV, PR LIRS YRR R E 7 i AT I O A
EOHRBEMCECT CHRIFMRGE Le EHRRE, 1-8 °C). 7od, hveaa izl
L1-E A [tert-7 F /=2 % 2133,5- b U AF /L7 a0 0.8 KON 20 mg/mL il LIEYE,
WHTRAA T C8 HRIZETHD 2 ENFEREINTWD (RMER 2). £/, ¥IE (5 1 8,
B AR (526 B0 ROYR R (%5 52 1EF) FRBLEN T2 TORSMINT DWW TR B
ST L, BUEEOXI0%UNICSH 5 Z & 28 LIz (IRGTEE 3).

6. B2, MEXROCHIEDCHEEIF R KL
1) —RRIREEDOBE
SRR T DO EIIONT, BHERSRIETRERLN 1~-3 R0 2 BEE L 7-.

2) {REBE
BE BETCIXEIE, B5 14BLEIZ 4B HOEETHEL, 513 RO5258
BTHICOLDBIELRE. £, 3% B OSSR EM) B O P ERENIZ DUV IR R E 2 )
FEL-.

3) EiFEOBE
5 13 A ECIOE 1, %5 4BEUBIT 4 BEIC 1 EORECREL, &5 13 RO52#
7 RIZHAIE Lz, 13~17 BRiC BB R AN el 2 frE L Cr—Yicky L, BADK
24 BERIRICHRERER B r — Vb IO I L, BREANELL. ZOELEE 1 UL 0E
BIE L L. Zeds, BEEORTRIE, BEORAERE L.

13



4) fRigE

P030098

513 R BOERESREY ZOWTEM L. B —2% VTR 8~12 BF D

Il (R 5AD OFEHREZRINL, J1&EEH 24 R FRIR 2RI L 72

TR BRI REARERIRR ATV, BOUKEDER Y S 2 7.
MEMB LA SRS TRIR LT,

72k, TRIRA D

BSLE iR

B B 5 ik

PREE AR Y o F—HE mL
B FIIRAOELE

REEE KRBT R OSMOMETER OM801, VOGEL £ Osmvkg
LhE FEr=Rik B, a7y o

F U DA BRI PVA-alll, #R:CSHTHT - (V220400 mEq/24hr
HU A Bk PVA-alll, BREEFETHIFAIN- L AINAY mEq/24hr
7= BEMEE PVA-alll, BRI ETTIT 000 4720040 mEq/24hr
bR 7HEEERRENCORELE.

pH RERHUE 5~9
EHE FRERMEIE NI
TR AERIE et
i bk IR ML -
YA RERARIR bt
Wi HERHIE GNEIR
o) s =4 Rk <l, 1, 4, 8, 12 mg/dL

Plbo 7 EBBRHEERAEBANTIT L7 A b Sall (FIYEMERTEMNSH) LD RE L.

WRIEE - B U HELR Y 470xg T 5 SEELCTEEL, /SO ERERL, LTOXECHEL
7=, BRRIL, Bk (100 ) TERFFBEL, EANOBEMRSBEWEIISH L TNWE D
EERBEE L. BT, BIEK (400 15) TEEDTAZBEL, ARRSOABEEECEES

FToi-.
- + ++ 4+
LR #mER VHREFIC3EERR |1 HEBRC 3 @EELE (1 1R 10 ELLE 20(1 tREFIZ 20 ELLE
10 MBI (BESE
TR Bk REIC 10 B |1 BEI 10 FHLLE| T HREIC30MMEL B 1001 HREFICRMIRASE D
30 B AT AT B, BERETHK
7 DIEFEN R A BE72 58
A ik | BRI 3 AR |1 BERIZ 3 LA |1 FRERIZ 20 ML E 40(1 FIEFIZ 40 ML E
20 {8 9 e
M TR TORIFICEE | T X TOHRE T 1
HEY } )
FERINTEEE™® |1 4REFT 10 B |1 HHERC 10 0L E|14REFIC 20 L E 301 BB ICK AP ER Y

20 B

ST

P

(o> fe 1 R o

=3 N L P LA
R DA TTHE i &

i 22400

*ECHTIE, B

i

I

Bt
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5) Mg FHIRRE

B 13 RO 52 BEETROTRSREMMIC OVWTER-LEZ, SV bV EZ—L - F |k
U v L 30 mehkg ZEENICIE L CRRER L 72 %, #%RFRIRIERS L 0 ik 2~2.5 mL #8E L
o WREEERMAIE, 3.8% 7 = MU 7 A 01 mL &2 AR R EREICMIK 0.9 mL %
L, 1,870xg T 15 S3HmEOOH (94 C) LTEHELNIER VW, thomEici
0 oIl %E EDTA-2K 2 mg JIERIM B2 (SB-41, R A w7 ARKE4) 2o EL=bo%
Rz, B, BRATIC 18 BERGLL EAE R S Jeds, RTINS oV T b RRRIC R
iro7z.

HIEWH R URA RS FRIR L.

HOH ik B A7
[ Bk L3 _ 10*/uL
FRMEREL (RBC) LSk 10"/uL
~EZ 0B (Heh) T A NSO g/dL
~= k& Yy ME (Het) (RBC = MCV) / 10° %
iR~ L —¥ =5k 10%/pL
TR LR AR (MCV) Lk fL.
AR MRS (MCH) (Hgb / RBC) x 10° pe
FEEFR LR AFRE (MCHC) {(Hgb / (RBC x MCV)) x 10° g/dl,
BMEREERE (BB R HRE) L YRk - BRI ATORERELEESEE 1070
AR R IR (eaf IR« IR =) RNA B b — P — IR 10%/uL

PLE® 10 EHB IR S ERELREE (ADVIA 120, Bayer Diagnostics Manufacturing Ltd.)% W CTEIE L 7=.
ek, MEBHERS LCOMREERERCIRRFOIREHEZ/ERIL .

7u ho R P BCEL IR = i
EHLES oy B7 S RF UM (APTT) BELEREF v

LLEm 2 1B E M4 BB R EEE A ELE (Sysmex CA-5000, ¥ AX v 7 AAEH) ZAVTRAIE L

15
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6) MikA(FRIRE
W5 13 BUS2 EER T EHOSIMEEMIC O W TER L. MikFHREHOR M3
EHC X BRI T IO R ERIRIE S & 0 B U 72 gAY 3~5 mL % 2810 TR 60 2 IR B 14, 1,870xg
T 10 MR (4 C) LTROATMBEERAE. 28, BHSREIC ST b RS
A EIT > 7.
BB R ORAE L TRICORLE.

I\ B Kk BOAf

WEHEHE (T.Protein} Biuret £ g/dL
# U Ay (T.Bilirubin) Vanadate oxidation & mg/dl.
AST UV-rate £ 1U/L
ALT UV-rate 15 /L
TAHVPET 4 RT 7 HZ—F (ALP) p-Nitrophenylphosphate 81k IU/L
o1 L 25 o —J (T.Cholesterol) COD-HDAOS % mg/dL
rUZUESZA R GPO-IIDAOS %, glycerol blanking # mg/dL,
U Choline oxidase-DAOS & mg/dL
Fa— R Hexokinase-G-6-PDH {& » mg/dL.
RFEFR (BUN) Urease-GLDH {% mg/dL
VT F=y Jaffé mg/dL
EHY L (IP) PNP-XOD i mg/dl.
BN b (Ca) MXB J% mg/dL
LibEo 13T B EEAWER (7170, #kRsik BSr8UERT) AV THIE LE.
MiEE S E 5 E Cellulose acetate B R IKENFE %
A/G bt MEEAQESE LY B
Lo 2 ER 2 BEVERIKESITEEE (FED-II, =3 A E#Kt) 2AVTRIELE.
F R U 7.5 (Na) BHRIE mEq/L
AV wh (K) BRI , mEq/L
7 w—b (Cl) EEEIEE mEq/1.
VLB 3 EHEEBAESITER (PVA-lll, BT TV T A H0 - A LAY AR YY) BN THIE
L.
7 #k

B5 13 RO 2 BEEER TEOMBSEEICOWTER L. FRMLETHID, HRunEE s
H, ERAE U TR TORT RO W TEEOTELRA L. 2B, AR
USATERREI- 2T HMERICHRA L.

16
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8) B EEDHIE

9)

Htk, TROHKEEE (EXTEE) 2ME L. S0, HRAOKRES KICKRELSE
BEE (BHES) *EIHL. 2B, ECSMROSRPHRENIC-2VCH RERICHIE % £
L7z, 708, 380 L7= No.554 (20 me/kg #f, HE) TIXTERAKDK M EFIESA O, THEALE
B ERBPEE LW D binh, FEELMOEEESY ERCE ot $i2, B
L7z No.651 (20 mg/kg #F, W) TR DOIR BEEBA A G, MIROIERE & OESRS LT
Wi Z G, MROEERIEZ Ef &b/,

It it (REXZET) HHE
TEE HT B RSB LA
HORIR (ER/MAZEG Ty B JHEL
Y1 X ik =
Fea i )

HAH AR

KEOERBE - MEkE 10%THEERE R~ ) VR (2721, IRER, SRR UUN—F—
WL 2.5% 7 N E— VT AT e FEIRT, MEREOWHE LKIIT 7 Vi cEnEhmikEE) <
BELTHRELE. BEROBHEN IO WIS 7o B FE LEDL, ~v hX
Vy -xATr (HE) RAERELCERLE. FORE, 13 BREESKETRHORE CIX
100 mg/kg BEOUEHE TS, BIBECIEEBEY Lo @B E R 5 B8R 5 :E 2 605
BEHBBEDH LN ED, 20 mgkg BEOMEMEDIERY 38, 4 kU020 mg/kg B DM
OIFEE BRI OVWTRBICRELER L. £k, 52 BERERTHRORETIE
100 mg/kg BEDMERETIFIR, W, ISEIEY o 58, M + 305, 2R ORI sy
BHRSIGERT2 B2 0NAEBRO LN LD, 4 TR 20 mg/kg B O MERED TR,

ICRE A EM U2, £, SIRIFICER E 7 R ODHESED b flicon T, [ERk
WWHRELZER L. X510, 100 mgkg BEOHE 1 4] (No.564) DMIZEPN K H A EE IO\ T
PTAH efa 2 EHi LTz, 7285, 4 mgkg BEOWEREO+ 1605, 2SR OEM, IEUNC 20 mg/kg
FEOMED BRI DV TR EER U728, + 28, & OER Trk 20 mg/kg B CfT
SR B LI &, BIRRIC-OUV TR 100 mykg BECHBRBER 508N L7
BB BN Dol Z vk, AL ER Uo7z, 723, 20 ROV 100 me/kg #FO1E Tt
REIRAHE - ANREIC A FRATEF D Sz Z &b, K HEORE 3 HIllZ- 2T, Hlag,-globulin
Tk E Az g r EfR L.
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PNt ED (g

/i )i AL

SERE HF Hisk R IR

TR Tk R

FHE (R R O o3 eSS

R ER il FE

WAt i i

=R U] KIE (H B Z ZTe)
FERER Y 23 G W (ERE R B L)
7 TR ' + 58k FLIR

LT 22 BLRE (T REED)

H TR [ETH% KEIR )
BRI Bl AR i

EpE bl PN L Vi)

Lo (LN &I G2 Li)
Bl (RAEXEFTe) eI U < 6372

[E fa Rt

7. HEHFER L

R, SR, RAd (FEM), DEEORE, KA FEORE, SEEEROYREL
SHEEIZOWVWTIL, SHFD LIS L REERZE L KD, Bartlett #5IZ X 0 oMoy %
BRAE Uiz, 3 8kd3 ) — 7235413 Dunnett O E R E 2 N C, GBI~ 7285413 Steel
DS EHBRTEZ AV THBER L OLEE1TTo72. RREOHBRREICL 2HE, kR
RILEIZOWTIE, 7 L— FEEEICER LD Steel DL EILEREIC L 0 XTIREE L DL
WERITor. £, SHROBERIZOVTHE Fisher O IEREFERMEIC L1, FIBAGLI0R
#E (Flagy-globulin FLiEZ2 AW o RERADERZIR) OFERIZ-OVTiE Mann-Whitney @
URREEIC LY RBHEL OB 2IT o7, WTINOHEbHEKEL 1 KU5%E L, Ml
EL L.

R B

L T Lo o FhE
#4585 A LREZE (No.526) B3EAG) -y 7 2R S = &2 L A RGN
A U7z, FO0ORGHOBERNTLEILITA O 2/cb 00, FH (586 O) ([T
FE ARG E L Q- &, BB S U7 AV B T B TERVEHRT LA Z &b,

18
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HBORP THR L. JRTiE, SR AY) > TGRERSETZY U T BRREN S BT TF
BL, Yo7 OB L Oz B RSE CRall, SEimiasse i U Cu 7z IR B REIE Gy R
tEARRD DI, E 5, FHIE T ORBRAMLRD bt/ AENT-OVWTEE, i
PR 21Ty, MEERIRE R ML RO 2 FE M L 720%, A O 23R 5834 L0

Z ik, HEROFE - T DGR Ui, Ad, SWEEREAO R 1L U e o 7.

2. —ROIRIR DB E
2t A Table 1 & U Appendix 1, 2 (/R L7z,
1) 47745
SRR % S TR B OMEME CHUIKA D DAL, IS, MECIIRTBEE S B, 4 me/kg BE S
1, 20 mg/kg #F 5 FL T 100 meke #% 6 Fl, MeTIIoet BBEE 3 I, 4 ma/ke BE 2 f, 20 mg/kg
B L BR TN 100 mgkg BE3BITH LA, BHELOHMEBREN. 2055, xtHE#E
DOWERES 151, 4 mg/kg FEOHE 2 #], 20 mg/kg BEOHKE 2 #1], 100 mg/kg BEDHE 1 FITriElIE
L7cb DD, ZOMOEY Crii 5 MK TR TR N, BHKIISHREE 2 & T Bt
TERH B, HFRREEE s U CHER E R 5 CRABE OB S 2V SRR E O8I 585 2
LiVieinole T &, oKl D RS IR A TR B SR A L7 2B
LiiphofZ &b, HRBEMOTLE AW L7, £/, HRBBEEOMERES 1 #1, I
24, 20 RTN100 mg/kg BEORER 1 Bl TIEBIPFEDO LN, D55, 4 mgkg BEOME 1 41
(Mm%)TmbEmtEﬁfi@FﬂﬁBﬂ BB B O & B 5 EASZ I E
WS b, AFITRE, KEED, BREORVEHHET LR DO, EENLOH
iz 7B L EZ b, EEHBEEZSDEH TR O, SHHEEEE il LTk
BER G CRABEEMENG 5 WTREOCHRA A LN TZ b, okl b
FEBA AR TS ER SRR LB ERRO bhiho 2 bk, HERRA
MWD LK Uiz, ZOiEh, 20 mgkg BEORE 1 ] (No.560) TIRE 350 H XL 0 UL DfE
IR (%R ONERR), 100 mgkg FEOME 1 1 (No.674) THS 357 B X 0 MU DMEE (A
WM 2580 bR, MEES 1 FOROELTEHS 2L, Momild sk
EUMEE CHBRE R S I BR LI bR RO SN D kb, wWRER S & 11
WO ST U7, RPREETIE, BE 1 B No.507) CHe 585 H J 0 HIAREE (13 WY
BT FTEIREROBEILE AR Sz,
2) ISR B OFE 4
BEMMITIC, 4mekg BEOHE 1 B, 20 mg/ke BEOHE 2 4] ) O 1 61, I ONT 100 mg/kg

19



P030098

BEOHE GIFET L, 4 me/kg BEORE 1 4 BEFE & I U, BBUET TR L7z, FETHIK
UHESER St BRE 2 B e A TRO O, #HBRWERSICL2WBRBEA LN TRV L,
0T SRR IR A CRHE L 2 0 O ZEEMERSISEN L erRmd bHh
TWRWZ E0h, BERFEENORICLD b LKL,
[sEf]
. No.536 (4 mg/ke F¥, #HE)
Beh5 343 BICFETS Lz, AHICH, #5152 HIZVHERRSLALA T HDD, 0
fls D— AR IRITAT & AITRR D e do 7.
- No.551 (20 mg/ke 1%, HE)
Feti 256 BICHET Uiz, AFITHR, #5207 BXOBER AL TV bon, +0
fih.D — R BRI 4o & B ITFR D LR b 72,
+ No.554 (20 mg/kg BE, HE)
W5 202 BICFETS Lie., ABITE, T TO—MRRBICM LR bivZe o
pia '
- No.651 (20 mg/kg BE, )
Be5- 303 WICET Uiz, ABITH, #5299 REV, EEMART, BEzUPN RO E
MERDH b,
- No.564 (100 mg/kg &, #E)
Bh 86 BIZFET ULz, AETIE, FECAHTHICIEEMHET, WERER, TEIMHERE
R EERBIRBO O,
[ i)
- No.537 (4 mg/ke B, HE)
el98 B L OISEHEK F, TREMIGYE, LA BT (BKOE) ROFRER (R
B Bl -~T /by SRL LI, &5 100 BIQEFRR ORIz, W
PR, REEUAUHEET AR LA &b, BBE &Rk L, WBRdT ol L
7.

3. R
IKEOHERE, BITRS % Figure 1, 2, Table 2 TN Appendix 3, 4 2R L7z,
Rebi il 2@ L T, SERYERSEECHIREE S R L CHEREITRD Lo T,
BRI, No.638 (4 mg/kg B, M) T 344 K1%364 A, No.673 (100 mg/kg #f, ) TH
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5 364 BIZHRERAD VRS bV, E£/, BT L7z No.564 (100 mg/kg B, #) Ti%, FETHIB
(%585 A) \(HERDDBED .

4. BATEORE

T EOHER, WMERE % Figure 3, 4, Table 3 U Appendix 5, 6 {2 L7z,

100 mg/kg HOBET, &5 57 KU 85 RICEHAENSEZ R LY, —BHOEMTHL T
Einh, HERWER G LISl & L T

{H51THY, No.638 (4 mg/kg B, Hff) CTF& 364 MITEEMTRD LN, ABITIEAKRKE
PEORERE AR L 700, TP 5 LRSI BB DN TND I Ehh, 2 RED
HEAIC PR - = ZE &I L. F 77, No.564 (100 mg/kg BE, ME) CiE, FETATH 0L 85 110
EIFOEEMNFRD b,

R
MER R % Tabled, 5 KUY Appendix 7~10 {278 L7z,
1) 13 WA 5#& T8
BB E R S TR E R 5ICER LS TR o T,
2) 52 MR G# B
20 mg/kg BEDOHETIE, R pH OEEEMI~OBITHRD B0, 100 mg/kg BE T H 25k
DHLITWRWZ &b, B EIRE &I IRRE DRV L & HIlT L.

6. ML FHIRE
WA R A Table 6, 7 & TF Appendix 11~15 278 L7z,
1) 13 B &K G# T
100 mg/kg BEOME TR, BMBERFERE TIRAM RKAMAEOBEINMNRERD G i n,
A L ER AR R OV A M B RS RR AT DL ORI IS DS B RN Z &b, HBRMERE L
B DI L LRl LTz,
2) 52 BERSHET
100 mg/kg FEORETIE, BIMEREAE N F i SERBRE D IF Rk, U v S8RkE, 4TE
FeBiEr, BEERECR OFER AR R o &, MCV KUY MCH D&M, PT LU APTT
DIERATED b, F£7, 20 BT 100 mgkg HEOME T~ 7 0 © o BOMMA, 100 mg/ke
BEoOMET~< b7 U » PO HED Hiviz. BT, 4 mg/kg BEOME | #] (No.638) T
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B BREQE O QB SR OB EREL, A PEREL, U LoSERE, HEEEREL, BEREK
RO HREHIAR OB, ~Er/ ey, ~< b2 Uy ME, M/ OEE, PT
OV APTT OEHEAED LD, A TIIBRBAEMLOIERENHEL RV, 0D
5EMONHHMBFTED LN TNDZ Enh, REREBOB(CITHE - =48 & k7=
B, 4 mghkg BOMT~v F27 Uy FORERFED bR, 5k UZREREOME 1 4
(No.638) Z & < DEEICEEROL{ERH HILTWRN T &0 s, WRME RS & 13
DIRWEAL LT L. 2 iEhy, 100 mg/kg BEOMETIL PT OFEMNED L 7-h, APTT
WEAEDBB BTN RN L, POEMTHS I Linh, BEFMERD VAL &
L7z,
3) bR

No.537 (4 mg/kg #, #) Tk, AmBY, KOk, ~Es/ver& ~< 270y
i, WRARMIRE K O/ MR DOIERIE, PT BTN APTT OMER, AHEEEREL, #F Bk, U
SRR CHEREOIREARD b/, 2 b 0L IREMBRENRE CH LR B
=01 FE AN E oY ol O [ o[ O A

7. MR RO
BERE R % Table 8, 9 &KUY Appendix 16~20 |27 L7z,
1) 13 B &S TR
100 mghkg BEOHETIX, -7 07 ) U HORERDZ a— L OEESRD b, Rt
DHETIE, AGHREUT AT I EHOEE, 8-707 ) VHEUKRI VAT n— /L OEfE
REH LN, 5, 20 mgke BOHETHE, Ra L AT e— L OEEBRRERD LA, =
DD, 100 mg/kg HEOMTRE D AL EDRMERA LN, KETHDZ &, HoREK
RENTHD Z P OLEEENERD 2L &I L.
2) 52 B GHT EF
100 mekg BEOHETIE, AG HEROT AT I VHOIE, arZa7Y vt -2
U U ALT O@EERRS b, S, RO C A/G t, 77 I Wk b
U AOEE, MEAY, oYk, §-ZuF U, Ra AT LR
VIEBEOEENED N, £, BRITIE, 4 mgkg BEOWE 1 HIT (No.638) Ta,-7'n
TV, B-Fud ) bk, TARVET A AT E8, REFER, WU L, S
U7 AR a— A ORENRTRD LR, REITIXEABENOBRSEEE 2D, &
DERAID 5 & B D BRSO b TWA Z Ennh, EEIREOHICIZ - 722k &)
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L7
3) P E A
No.537 (4 mg/kg #E, HE) TiE, BREAHE, AIGE, TATI U, I T AR 11—
VORI, o7 a7 ) b, arxrZrT Y bk, BT Y sk, e VLYY, AST,
ALT, TABIHT R T 7 4 —F, RalbRTa—1L, M ZUEI4F, V)Y,
FRBELEZR, 7VT7F=r, BE) RN ) 7 AOGENRED LN, ZhbHOITR
AR AR AR T A4 O N BEME B IR IR - T4 & L7z,

8. Hl#k
BTG 4% Table 10, 11 KU Appendix 21~26 127 L7=.
D13 BE SR T
100 mg/kg BEDME 1 $I1C T EEDIERDAD LR, 1 BIOHRDEE DI ThHh 72
DD, WBRMERE LB OB LRI U, Z0IEDs, 4 mg/kg BEOHE 1 IR
BEoOJEK, 20 myke BEOM 1 FICRE BAORABEENED bR, Wb
100 mg/kg BETHOILTWRWELTH D Z &b, FHRWERS L IXMEO RV L E %
Z bz, EEETIE, #E 1 BICEIREROBEILE R 23780 Sz,
2) 52 & 5T
20 mg/kg FEOHE 1 1), 100 mg/kg BEOEE 4 5] X UM 3 5] CHIRD IR A3 2 H 3L, 100 mg/kg
FEORE 1 ) CHEOEXPFED v, 72, 4 mg/kg BEOME 1 61T H IO B K H3E 22
N33, 20 RO 100 mg/kg B OME CIIFREOELBRD DR hol=Z &, I oKEITIx
RS TARRAM O SBE L Y, TOEMAD L B A HIL bR b
TWAZ b, ZOWMICtEs =Bk &Rl U7z, 70, SREER O 4 mg/kg BEOMEX 1
FIE TN 100 me/kg FEORE 1 B CHIRORARCENRBO LR, ok bx
JBRE & Lol U TR E R S CREBEDOHEMD 5 W ITREDEMRB A L2 ho e Z
LD, HHRMERS EIIBEO R L IR L7, X5, 20 AT 100 mg/kg BEOIE
F B THFEREOERBED LA, BHAEOE{LThH-TmZ b, HRMERS
& AR D 2R EE(L &I LTz
EERICMA T, BREOMRASCRIROAEEA L b, STREBEOM 1 HIR 0 4 mgkg
fFEOHE | HICTEBOBE LR, 4 mghkg FEOHE 1 #I TRIBORKOME(LBFEO Liviz. £
fr, STERREDME 751, 4 mg/kg BEOMERES 1 F8F TNT 20 LT 100 mg/kg HEDOMER 3 Fl-CH
NR DL AT EE, XEREEE R TN 4 mg/kg TEDMESS 1 41, 20 mg/kg TEDMEMES: | $3E TNZ 100 mg/kg
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BEOHE 1§l T FERAFEDOFREE, 4 mgkg BEOME 1 3N 20 T8 100 mg/kg BEDHES 1
FC T RRAEOREREIER, SREOLE 1 Fl, TR, 4 R ON20 mg/kg BEOIES 2 #ildF Nz
100 mg/kg BEDOME 3 Il CR T OIR AGAIERNSFED b, X 52, STBEELOHE 4 6] K O 2
i, 4 mghkg BEOMEMES 2 494, 20 mg/kg BEDHRE 2 ) K O 1 #5136 ONT 100 mg/kg BED I 4 )
T O 2 8GR DK, 20 mg/kg REOHE 1 FIK T 100 mg/kg BEDME 1 Hil T O ME K28
Do b, ZHRBIIMEAT, SRR T 20 mg/ke BOBE 1 FI RO, 20 mg/ke #f
O 1 TREROUER B i, HRBEOME 4 #1, 4 mg/kg BEOME 1 51, 20 mgke BED
HE 2 BN TRT 100 mg/kg REDME 1 61 CRIFE O, sEREEOME 2 #CRIF OB &R
b, L, Ziuh O BTV S e REE & ik U CRR i 51 TR A
BEOEME B VITREOHEMN R LR hoTe 2 &b, HWEHRYERS L ITBE D24
b & T L.

ZDIEM, 4 mg/ke BEOME 1 B CREROIK B @SS, 4 mg/kg FEOME 1 Hl TRIFOIEK,
4 mg/kg FOMHE 1 HITFHOIEK, 20 mekg HOMKE 1 FlCRIREROIK B AR HFED bl
0%, DPTROZED 100 mgkg HETHLNLTWRNWELTHEZ Lhd, HRHERS
LB I L I LT, PIREECRY, B 1 OO K AR, 1 BT
@%H’ﬂbs SNy el

R R R OME g A 5]

WS FIZ, 4 mg/kg FEOHE 1 ], 20 mgkg BEOHE 2 FI R UME 1 41, TN 100 mg/kg
FEOHE 1 FINFET L, 4 mg/ke BEORE 1 A ML KK L, RBRBRP THRLE. FEEHIK
CHESEEIS REE 2 & LA RETRD O, BRWER 5IC X 2 WMBAH LA TN &,
Hroib T S REABRFHRE TRA L 2V I 2HBRMERSICER LIcZEn@B bh
TWRWZ ED, BRBAEMOEMICLI DD EHB L. £z, 4mgkg FEOHE 1 %
FEiRRIC L Y, ABukT CHRLE.

[zt i)
- No.536 (4 mg/kg #E, #E) TIE, FEOEK, BigEOMRE, RiRORREl, BIEOBE

REOCHBEOHIRSED b,

+ No.551 (20 mg/kg BF, ®E) Tk, HEROMK, MO/ KO DK FRD Hi

7.

- No.554 (20 mg/kg B, M) Tk, TEAROKACEMAAL LIV, FIREDOER &KW

DI T IR DIE AR AL K OV R0 BTz,

- No.651 (20 mg/kg B, M)y TiE, WIROK DGR 7 6h0, MROME L OFE E O
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#F, WEREO.OEKDOIFE R MO R E/L1FR0 b,

- No. 564 (100 mg/kg #, #) Ti%, WENOKAGIERE, MAERAKDITE, %REEIRIEE
D e & CHIEORE KM Haivic.

L& sl

- No.537 (4 mg/kg B, HE) TiE, MR L CTEO—EBHER L, ST i s
FEL T, Ehi, BRSO RRER R ORREROYE, MoBREal, RO
ek OO/ VR EbRD bz,

9. #7 B HEOHE
HIERE R4 Table 12, 13 J2 U Appendix 27~32 121 L7z,
1) 13 A [ -4 T EY
20 mg/kg BEDOMETIIATIE O XS HEORME, 100 mg/kg B OMERE TS O M M OH
STEBEOEMER B, & 52 100 my/kg BEOHMETIIBROM S B RO SMENRD Hivs
Z DED>, 100 mg/kg FEOHETHURIR R Ol DT E EOEERFED G/ h, %ikT 5%
HAL AR T LB A BT RW T S h, BEME RS & B 202
&R L7z
2) 52 TR 5% T s
4 mg/kg FEDOME TR O EE, 20 mg/kg B OMEW TNT 100 mg/kg FE D MERE TR D
%R BRI EEORMEAFRY b, £, 100 mg/kg #EORE CHURIROMRT &R QAT EE
DOEAEAH B, 100 mgkg FEOM TIXBEOESEEDOBMEBRD Sz,
3) PR B OhA B
[3tHi)
No.554 (20 mg/kg &, #E), No.651 (20 mg/kg &, M) KT No.564 (100 mg/kg £, M) T
HREORBREAKENKENED L.
[ finl )
MMW@mM%ﬁ HEy Tik, PIREGOBMEEOIRM, ITHROMSTEROSHE, M
BB o fs R O TR B O EE, IR NS R ORI B E ORI TR bz,
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10. AR RO
WA E R % Table 14, 15, Appendix 33~39 U8 Photo. 1~10 IZ7R L 7=,
1) 13 AR G- TRy
PR EREICER U222 AT, BIER CUBRIE D o REciio b,
Il THE, 20 mg/kg #EDME 2 51, 100 mg/kg BEDORE 2 ] K O 9 il -C/NE DM OB & 7
W U EE ORI R A38D b, HEK U2 RERAR I 55 tE o B — 2 il g # /L ¢
Wim E T, AREEORE 3 W OME 1 6, 4 me/kg BEOME 3 B K OME 1 5], 20 mg/kg B HE
5 19 B OMHE 2 BI3E U 100 me/kg BEOHE 3 451 M OME 4 ) CoNEED 8 O R AR D g 15 25 14 203
P HALTaLs, XTEEEL 100 me/kg FEE DM CEERENRD GNIhoTzZ o, #f
B E L B O W L LR Uiz, ZoiEhy, 4 RUV20 mg/kg BEO M 1 4TI
AR O HLREEZE, 20 mg/kg BEOKE 2 FIT/NEP LI ORFANE O JEIZEME, 20 mg/kg #f oD
1 (Il CHAZREE A b2, 100 mgke BHETHOLNTWRWENTHDE Z Ehb,
BRI E B G & B O AW E b ORI U . RHEREE T, HE 1 I CREHE LD R D ST,
B CRE, 20 mg/kg BEOME 3 B U 100 mg/kg BEOHE S B CIEALRME FIZ AR O
D FBUENRD LI, 725, 20 RTR100 mg/kg BECTHD bV I RAIE LR
@E%%iréﬁ W, $To-globulin Huifd WV fiEdeta |l LV BRI L, 2 OBMERISIIHE
DR KV Y A A A ERD Sivic. $£72, 100 mg/keg BEOHE 1 4] TR &L O BEZHIIR
#, 100 mg/kg BEOME 1 FITHERAAMENFED SN, WTIhb 1 HOLEDELTH-D
Lind, HERMERS L IEEOR VBB L. S, HRBEOME4 B, 4mgke
BEDHE3 ), 20 mg/kg BEDHE 2 FINF TN 100 mg/kg BEOHE 4 51 K OME 2 451 C 1 1 B FR
B, SEEBEOME 1 IR 100 mgkg BEOHE 3 Bl TRE OJVEILE, XTHEBEE, 4 R ON20 mgkg
BEOHES 1 BIIETNZ 4 mg/kg BEOME 1 51K T 20 mg/kg HEOME 2 I CREE OB I E D3FR 0D
CHERED, WO LR EBE L 100 mgkg BEE OB TAEREBIITRO LN Aok o
Lk, WERMER G S IEEEORNE LRI LT, T 0iEDy, 4 me/kg TEORE 1 HITHE
B oER, 20 mgkg #HEOHE 1 F CREE ORMEL DR L2, 100 mgkg BETA LAV TW
BRWELTH DI D, SEBRWHERE G & IZBEED RV L L HIE LT
BRI U o /3T, 100 mgrkg BEOHE 2 1K OME 1 41 TR DOVaikMIRER S50 b |
7.
LI EDiEDs, 100 mg/kg BEOME 1 5] CRERIEORIRZENE, 100 mg/kg #EOHE 1 FCTF K
SFEDOEINMAED S s, FEEOMOBEICIREROZELI 2, Wihb 1 FloArdzk
b THolrZ bnh, HBEWMEEYS L XEEOZWE(L LRI L7z, $7-, STHEFEOHE |
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50 B TOVEE 2 3, 100 mg/kg BEDOHE 4 G O 2 BUCRREIMAROSLE LSS, XTRBEEOHE 1 FIR O
M 4 BTN 100 mg/kg BEOKE 3 1K OUE 1 1 CHURIRO B (KRS, STHRBEDME 3 f1 K
T 100 mg/kg FEDKE 2 (4| THEOE (LA, ot FFE K T8 100 mg/kg #E00 BES- 1 4l CRiARPY D Jaik
AARLETE, HPIBHEOME 1| HI T 100 mg/kg BEOHE 2 F1CO0ME DML, xtBRIEDHE 2 4
B U 100 mg/kg REDOHE 4 41 C.OERO BAZHIENRE, STEREEOME 3 #1 K O 100 mg/kg #EODHE 2
B CRISZIRO BAZ AR N 6 L7228, WL b AL 100 me/kg BE & O
THEREREAR DS L, WRIERS & IXBED IS E L HIWT L. SRRET
v, o2 GLRCONME 1 TR D BR O BREEME, B 1 B CIFRR o0 FB AR M UM T BRI,
B B CRITE O BLR O BB MR, B 1 GIRRERIERL O BRI, M 1 FCRE M B D P 3
HEAFED Lz,
2) 52 B G- T

W B I AER L s, I, BRECIBREEY o 8@iomz <, Mg, +—
e, EBEAXOEIETLED I,

i T, 20 mg/kg BEOOME 4 i, 100 mg/kg FEDKE 2 41| fo UMER 4] C/NEP.OMEOFRFE 72
W UREEOMEIEAN 13 BE#HRSETROKREICS| ERE#EO N, Zhbioii
T, SHRAEOHE 6 5] B UM 3 1, 4 mg/kg BEDMERES 1 4], 20 mg/kg BEDHE 4 51 K UMK 2 1,
100 mg/kg BEDHE 5 i B OME 7 41 C/NED RIS O RIS OEREE 72 v U EE E D AR B2 23 7.
Hiv, xHREE & YT 100 mgkg BEOMETHEICHM L. £, STBEEOMRES 1 41,
20 mg/kg BFOMEFES 2 51, 100 mg/kg BEDOHE 7 7 X QM 1 FlCERE 2V U E DR D
%ﬁﬁﬁ%ﬂ,ﬁ%ﬁ&m&THMmygﬁ@ﬁﬁﬁﬁK%%bﬁ.éBK,mmygﬁ
OHE 2 Gl R UM 1 FHETNT 100 mg/kg B D HERHI K UME 9 G CEIRICERE 2V LR EED
MEIRER S A BN, FORBENCIRY KRR L. T oiEh, STEREOME
1%,4m@gﬁ®m3w&0M1%,MMmy@ﬁ@ﬁQWf%E&wb*%&wﬁmm
DB, FTBBER O 4 mgkg FEOMES | §] CUFE MBI, 100 me/kg BEOHE 1
T MR R AR, S IREEOME 1 HIRY 100 mg/kg BEOHE 1 HIC LB IEEATED B
R, WO LR L 100 mgkg #E L ORI CHBREIL R 212 L0 b, #
B ¥ 5 L IABhEO WA IR U7 E T, HERBEL TN 4 mg/kg BEORES 1 BT/
FERLIRONFRR OISR, XIREEORE 2 HIK O 20 mgkg BEORE 3 #]CHEE MR,
A mgikg FEOME 1 I THIAE DL, 4 mg/kg AEOME 2 HIl THIM AR D 73, 100 mg/kg €
HOENTWRWEILTH L Z b, HRMERG LITEED L Ll L, i
Bovr), e HlCIEESRD b,

27



P030098

BN T, 100 me/kg BEOHE 3 Bl TUrLFRAE L EOHIRE OB E O FIRILE 5| & & 3R
Hhhdz. ZhICZ T, sHBEEOHES F, 4 RON20 mg/kg REORES 5 61 K OMER- 3 41,
100 mg/kg BEDKE 9 B K O 5 FICRREE 72\ U SR O QPR PR RIS 23 2 65 4L, RPHRTE S
2T 100 mg/kg REOHMETHEIZHEME L. 20130y, 100 mgkg FEDORE 1 41 T IRANE
FRAROEIERNRD SR, BEEOEL ThoTn 2 2 b, HRMERS & 0l
HEAR B O SHW U, F7, BREEOME 2 B OME 1 6, 4 mg/ke TEOMERES 2 41,
20 mg/kg FEDHE 4 41 B OWME 3 1 CNC 100 mg/kg BEOHE 3 51 B OV 4 B CE P FE, 4 me/ke
BEDHE 1 ], 20 mg/kg BEOME 4 Fil K TY 100 mg/kg BEDHE 2 W CREDFREINE, xREED
I 2 4, 4 me/kg TEOHE 4 B, 20 mg/kg TEOKE 1§l R UME 7 BINETNT 100 me/kg REDE 4 44
THEOHIEILE, SEHEOHE 1 #130N 4 RO 20 mgkg TEOMES 2 #1 T8 F OFLE LS
DO LR, WITNORLLRIBEEL 100 mgkg #E L O THERZER ool &
Db, WRMERS SIIEREORWE L E R Lz, =51, SHREEOMEMES 1 F, 4 mg/kg
B OMERES 2 I TN 20 mg/kg BEOHE 1 5 TR RBIT L ORI, *HREEOMERES 1 4
WO 4 08 20 mgrkg BEORER 3 (I CHE & 0 BUZHIRRISTE, STERBEDME 1 6], 4 me/kg B
e 2 B UNT 20 mg/kg BEORE 1 91 CRUE O BRI, S ERIEOMRES 1 F, 4 mg/kg
BEOHE 2 FF CNT 20 mgikg BF O 3 7] TR FRIEO M T EREH, 20 mg/kg BEOHE 1 ] TimiL
B DHE, 20 mg/kg BEOME 1 I TR ZOHMAFRD G 7h, W oz b d 100 mg/kg
HTHLNTWRWETHDZ Lo, BMERE LITEEDORWELEEZ DI,
XEEE T, BRIERUCHE ORI S 1 flTRD L.

BERIEL Y L oNEI T, 20 mg/kg BEOHE 5 515 OME 3 41, I TNZ 100 mg/kg H#E D MERE 5]
TEREZWV LEEORFMRERSS| EHEERDO L.

R TIE, 20 mg/kg BEORE 1 IR TN 100 me/kg BEOMERER 4 41 C RSO AR IFE & V&
BEDBEEE 2p\ s UHPAREE OVASRARIERE SR Hivlo. ZDIED, 4 mg/kg BEOME 2 BIN T
20 mg/kg BEDME 1 HCRAEIMAERD BILAAY, 100 mg/kg BETH LIV CWRWELTH S
ZEDD, BB G LI ORWE &I U, PBREETIE, M 1 Bl THE O 2
MR b,

+Z¥ENG T, 100 mg/kg BEOMEHRES 1 41, 2905 Tl 100 mg/kg REOHE 8 6 O 6 ] C
FEREEI AT )88 OWR AL OIRIAMIEER SRS Hie. WIETIE, 100 me/kg FEDME 6 41 K UM 1
{5 C RSB AT R OOUR B OV LK HIFAE R, 100 me/kg REOHE 3 B OVME 1 51 C/31 T LAl 08

B DY A RIRRER AR D b,

L EDFA, 100 mgikg BETIE, BEEORBMR LA, Ao RMBEOMBME L, BT o8
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MR, TEEMECER, TEREREEOIRER CIRERABOIEILE B HES 1§l THh
L, FEAROER, ILROLRE, TEARREOZFTMAR RERERED RERE IR
ERABAE O BIRFRE 2R 1 B CRD LI, i, FURIFICIE I OSER LTV 72 100 me/kg
REOME 1 FlTRSRIREBRSRD b, ThboELEIWThb 1 HloimozEl
TholeZ Einh, #HBRMERS & IXBEDRWE L & HIl Lz,

ERITh AT, ®BRELOHE 10 ] & O 9 HIEONT 100 mg/kg FE D MERE 51 TRl O 2546
RFRH BN, Eir, XMBELOHE 5 FIROWME 2 FIEUNT 100 mg/kg BEOMERES 3 #]THE
DJRHERRIR, STREEOM 3 #1&RTF 100 mg/kg BEORE 1 4] CRAR O HUR DRREEZERE, <TIES
DMEHER- 1 BT 100 mgkg FEDOKE 2 FICIfEN OTEIRMER, XTHEEEOME 4 # RO
100 mg/kg BEOME 2 Bl O 1 B TIENIROSLE RS, XTRALOHE 6 & UME 1 1O
100 mg/kg HEOHE 5 51 K OME 1 5] C Ol BEAZGHRRE, st BREEORE 8 FISE TN 100 mg/kg
BEOKE 1 IR O 6 W CIIRONRE,H% OYLaR, xtFREEOMERES 2 F &% T° 100 mg/kg B
DI 3 I TEIRIROEZ TR, REEOHE 1 FI% T 100 mg/kg RFOME 1 41T CHEDR
POBTERE, st BRBEORE 1 R UWME 2 H13F 0N 100 mg/ke #EOME 1 6] © T BANRTEE D HbRE
ok, SHEREEDHE 6 FI3F TN 100 me/kg FEOHE 1 F & OME 3 41 CRIE B BRI O BRI
RO L, EHIT, FREEORE 2 15k 100 mgkg FEDHE 1 B CRERR D FAR DR 5Z
HRLE IR, ﬁ%ﬁ&oqwmygﬁwm%smfwﬁﬁwﬁﬁm xf FEAE & O 100 mg/kg
BEOMHS 1 FITELROBZMIEME, SRBEEOHE 3 F1& T 100 mg/kg #EOME 2 Hl TFE
HR_E RGBS ERARA, STRREEOME 4 F1KR T 100 mg/kg FEDOME 1 F CREREIE D RKZE
M, STPBBEOME 7 BR8N 100 mg/kg BEDOHE 8 il TRIB O MEENRD N, ZNHD
fth, FBEFCEEOBIER S O, YEICEELRD L. L, With
DEHRIBEEL 100 mg/kg B L OB THEREI 2722 L0 b, HBRWMERE LI
B D22 L & Bl Uc. STHRBE UL, BB R MR O AT BRI B K OV o (b AR A3
S 2 #, BROE L, BEOKMBEFFELACMEOEE, HE LAROBCRr, THEE
BEOT Y A— R, BIFORR O EMADIER & OB S O A (LA ENHEA 1 )T
B, BEEOZFEEEIRK R P TFEREO T 7 BOHMLAHS | fI TR LT,

3) IR A B OB R R 51

[ZET:f1)

- No.564 (100 mg/kg B, KE) Ci, MPERNITHRBGRBERES O Hivie. £, MM
PTAH 45 Clg *r%ﬁ“ﬁﬁ@’m L. X HIT, R E RS, ERYEREC
RELZERE LT, ADEROM O OFFHIRRIC A ORBERE U > EiomEE O
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ISRHRERS R bhic. ZoEn, BREIRERO i, RO b, FokiE,
RO FE/NE L B OV R AR OB (R B TR A2 bz,

- No.551 (20 mg/kg B, HE) Tid, MOKERED L2 &0, BREENRIB XN
T3, FEHRERETHIIIE LR, T, EHEGE RN, SRpER IR
L7gfe e UC, IBRIRY o B oREOEFRERER RO bk, £k, DEDE
OO IR, FEERTEED BARBIZR, (OlRO Hg5m IR R OO Fh g Ok
#Melb, RaNRoOWM, FREMRDOILE LS K CRILOBE D bk,

+ No.554 (20 mg/kg B, M) Tik, TEAOBSESFEO B, 7z, MHO/AKRERE OYiiE
BRoOGE S, MR, /HEFOHOIMIOIEITEMSE, HRROM%EEZNR
BT, ‘

- No.651 (20 mg/kg £, HE) Tik, EREMBRESTRD 6. Z0iEd, OAEOEHEE
b, Bi0> KBS R OSPBANR S5 TV 3 B CRARROD 257550 L7

- No.536 (4 mg/kg £, M) Tik, WMOKERRBD o2 &inh, HBREEIREB IR
B, RRERFTTDITEIEL RN T, 7, INEIBEH O MIaOIEIENE, BIFO
BRI BRI, MROH I, RO Y v SERIZE, BRE O e
D /NERDFLE LS K ORI OTRIE 3 58D H 7.

[ Pl ]

- No.537 (4 mg/kg B, HE) TiX, BHMHAOMRIRBO bz, £, MR, BRREE O
FHEDOH L, BEREDREAT _LBGHE OB R, BN UL RAE DM R ik X OB LS,
EEALRMIE OIER, MR OAREEESE, Mio/KIE, BIBHCIKHET O RUE AN o BE gk
FER URROEREIRD b,

L1-E R ftert-7 F Lo =4 % 2133,5- b U AF N7 o P o 2 #iED » M 0 CHRED, 4,
20 B LN 100 megkg OFART 13 £72id s2 BEREROF S L.

—HEIHE, WE R CMEER TR, REHA®B LT, ERYEREICERIC LB TR 6
WA IRl

TR BRSO ER L2 2 ey, 13 BREEEGE TR O, Bk ORI Y 7o i 6 i,
& 52 52 EME R CRECIINTIR, B ORI Y 3 A TME, RS, RO
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BB CTHEED L.

JPIE T, BRSSPI T 13 ROV 52 BRI G4 TR 20 mg/kg LU EDOBEDMERE T/ NEH
CE DR 2342 X 41, 100 me/kg HEOMETIL 13 MR B T RIS AT 52 BB 54 T
e ¢ DBREDHETR L TV (Photo. 1~3). AFMADAEKIL, AYWSRBHE %5 v M2 28 ARKE
B b Le BB E O o 22 13 EEKERES Le BB TbL S STk Y, Eyfines
DFYUPFRENTVE 2 KR CHED SRR S, SRR DY) — 7 NS %
ALTWDZ EdDL, HE/MUROEN, T2bbiEMRHMEOFTEL M LIZb0LEL L
niz. &5, 5218 m&#%rﬁwummwgﬁmmfwﬁmﬂ%&m Mt /NS DR O HTHA
Rl DAGHAZSPEAS S FA TS & bl U CHBEICIEIR LTV 2 (Photo. 3, 4). ZH6ICMAT, BHX
52 BB G5 T IR D 20 mg/kg LA OBEOHEN T 100 mg/kg TEOME CIFISONE KA L 530, BEE
RoCiE 13 BERIE T4 THED 100 mg/kg #EOMEL N 20 mg/kg DL EOBEOMECHTIRE 2 D e g,
PR 5 T RO 4 mg/kg BEOMETHTIR OB X B &, 20 mg/kg #EDOMENE TNT 100 mg/kg FEDMERE T
FHR O B G EEOBESRD i, TNLOEL, WRMEs EMRET 252 L0
L AIFHRE~ DB ERETH L0 LE X bz, E5HIZ, 100 mgkg HEOHETH BT FURIRD
Mok B O B O RE THE, WP HRE TR O AR L 6o lob Do, Bk &
D YRR OFEPABINTNDZ b, ZOEMRHBEROFEIE-E
{bEEx2 bl Fiz, %ib7 5 MKFAIRA TH ST 100 mg/kg #f O HED I TRIEEE R 0O 458D,
MRAEFHIRE TH b7z 20 mgkg FEOHEE T 100 mgkg FOMBEOEORKUOIEER /YT
A —F OEEBIHBTH OB o b D B X Hiv.

i T, WAEETRIBRE T 13 BRREK TEFO 20 mgkg UL EOREORE, 52 B G THRF
7 100 mg/kg FEDHETITALRARE LB MNE DFE LA 2 BIEE 41 (Photo. 5), ITALFRANE F 4R
FORFRILER B LN BT ogy- globulin OTFENFER SN, 7 Doy 1 7 ) ORI
HEPED » MIZBFERERTHY, b P TRIBRLERWVI L6, SENLRME TH LN E-FiR
WHEC DWW, BEBRWER G L OB RV Sl Uiz, —07, GRERMERMEE, 13 F
M 5-3 TR ST HREE & 100 mg/kg B & ORI CHEREREBIZ R b2 Teb DD, 52 MRS THRIZ
i3 100 mg/kg #EOMECTHEIZHER L7 (Photo. 6). AFHTEVEIRMIEIE, JEICFEM L7- 28 AMRIE
BEORBERBR TCIIORGGRD O, RAZOHEABELEZLRLTHE Y. LivL, BT
VAR S RS ORI O R RE L TR Y, O T a2 globulin A S22WEREECO
BE~OBER D D L ETRETA LD EFZ LN, HBRASIRD LT, BAEMFE
FrET 5 LT aholohd, $RMELRNKRGT LI LICK BB~ DREE "ET 5
DEEZ LN IALICINAZT, 13 RS2 EEELSHETROSRE EET, 100 mykg REOMET
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BB EIUENERORMENRO LN, OB ERVEORMEE2TRE LB ke
Ezbhic.

IR U 2 A~ CiE, WEARREERIIRE C 13 MR 5/ TIRFO 100 mg/kg BEOMERE, 52 F £
BT 20 mg/kg SL L OFEDMERE CIRIAMIZERN 2 by, 13 MERER FiFICE~T 528
B354 T R R O BIN K IR E O vz (Photo. 7, 8). 7z, 52 M# 5 #
TR, [Pk yaEHiaERI 20 mg/ke DAk OB O MEMECITREOIEIR, Mo A< & ONa
B, 100 mg/kg BEDOMEME TG (28, R OEIE) ORSEAE R O =R T HEEE
iz (Photo. 4,9, 10). & BHIZ, JRIROZRMESE R O EMEIC & E OIRIKMIROERmN 2 b h iz
100 mg/kg HEOHE 1 BT, I CHIEOIERHED bk, REHRWEIX F ve o ol E g
EUTHOBE SN TND D L, WRIESRUIEE ORI O BRI, b
BB TR & h, Uy oY% 2R THIRCIRILAZ, BERLETIOEIRLS b0 D VEHR s
o, —HOWMKMIEERIC OV T, AR U R R ORE LT 80 L H I shikz
ENG, RMESETHRN S TNDZ E, 0%V TS 5 W TS E N -85
BCHRNICIY AFENTOUEINTWALZ EE2RMLTWA LD EE X Lvs, TERMILERS
DX 13 BRI G TR E T 52 BRI SR TRFCIR L T e, 208, o sk
EREB O ) BB OV, BENERITITHA LK.

EREofth, MEFERIRETIE, 52 BRRS& TIFO 100 mg/kg FORE T H MERBEE ONZ B 1L ER
FRERE DI HERE, U SERE, AR, BIREOR U E M RTIK O BIE, MCV,
MCH, ~EZn bR U~= 7 U v MEDK({HE, PT XU APTT OERDIEDH b, F,
ML EIRE TR, 13 BRI SR TR 100 mgkg BEOHT -7 07 ) U HOBERVY
o — /L OIEE, RO TAGHERT AT I VHORE, B-7/u7 ) VHRURaI L AT o—
NDOEAESRFZ 5H, 20 mghkg FEOM TR L AT o LOEMESRD b, 51, 52 BRE#
B THED 100 mg/kg BEOHET AG LR OT LT T U OME, a7V bk, B-Zury
VEHRTPALT OEENRAR LI, REEOMTA/GH, 747 I HEOF U oADK, BER
H, a-/m7 YUk, B-rudUslE, R AT o— A RN VREEOSENED L.
R, FRARETE, 13 RO 52 BHEEK TROMRE & b2, $BRWER IOER U B{hidss
LoXSY AR A vl el

BEDz &g, RERETIZBIT S L1-Y Altert-7 F A/ 3—F ¥ 2]-3,3,5- M) AF 7
mAX L DEREE (NOEL) 12Tk 4 mg/kg/day, HETrE 4 mg/ke/day i & HIMr L 7=
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3C R

1) BEETRSED (2000) : 1L,1-E A ftert-7 FNA—FF ]33,5- b U AF L rua~Fdong
N &5 28 B RBER O 5B (10112 14 H), MEEAERERLT LT v & —F8
HFFEHT.

2) =HHEL 1T A (1992) @ 1,1-Bis(r-butylperoxy) 3,3,5-trimethyl cyclohexane M~ 7 R {2 361T % 13 3
AR MR, FARERATHRE, 110:42-48.

3) WHREEZITH, BER (2003) @ WHikesk, 07 KL F, pp296-34). VIRENG, M.

4y BEIBHAE (1978) : 3, £FZ ppdd7-469. GE, H.
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Clinical signs
Male,Female
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Clinical signs
Male, Female

1 - continued
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Study No.P030098
Table 1 - continued Clinical signs
Male, Female
Group o ) Days
Sex and Clinical sign
dose 44 4 46 47 483 49 50 51 52 53 54 55 56 5T A8 H9 60 61 62 63 64 65
Male Control Number of examined 20 20 20 20 20 20 20 20 20 20 20 20 20 0 2 20 20 20 20 20 20 20
No abnormalily 20 20 20 20 20 20 20 20 20 20 20 20 0 W 2 20 20 20 20 20 20 20
Dyscoria 0 0 0 0 0 0 0 0 ] 0 0 0 0 0 0 0 0 0 0 0
Corn 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4 mg/ke Number of examined 20 20 2 20 2 20 20 20 20 20 20 20 20 2 2 20 20 20 20 20 20 2
No abnormalitiy 20 20 2 20 2 20 20 20 20 20 20 20 20 2 2 20 20 20 20 20 20 2
Dead 0 0 0 0 0 0 0 0 0 0 0 0 0 ) 0 0
Imninently sacrifice 0 0
Bradypnea
Hypoactivily

Soiled lower abdomen
Shuffling gait
Reddish urine
Hypothermia

Pale skin

Corn

20 mg/kg Number of examined
No abnormality
Dead

Corn _
Swelling of limbs
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No abnormality
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Table 1 - continued Clinical signs
Maie,Female
Group . . Days
Sex and Clinical sign
dose 66 67 68 69 70 71 72 3 MW v 76 7T 78 79 80 8§ 8 8 84 8 86 87
Male Conitol Number of cyamined 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 0 W 20 0 20 20 2
No abnormality 20 20 20 20 20 20 20 20 2 20 20 20 20 20 20 20 20 20 20 19 19 19
Dyscoria 0 6 0 0 0 0 { 0 0 9 0 0 0 0 0 0 0 0 0 | l 1
Corn 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mass 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
4 mg/kg Number of examined 20020 20 20 20 20 20 20 2 20 2 20 20 20 20 20 20 20 20 20 20 19
No abnormality 20 20 20 20 20 20 20 20 20 20 20 20 20 200 20 20 20 20 20 20 19 19
Dead o 0 0 0 0 0 0 0 0 0 00 0 0 0 0 0 0 0 0 0 0 0
Imminently sacrifice 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
Bradypnea 0 0 0 0 0 0 90 60 ¢ 0 0 0 0 0 0 0 0 0 0 0 1 0
Hypoactivity 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Seiled lower abdomen ¢c 0 o0 o0 o0 o0 9 0 0 0 0 0 O 0 0 0 0 0 0 0 0 0
Shuffling gait 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Reddish urine 0 0 0 0 0 0 0 0 0 9 ¢ ] 0 00 0 0 0 0 0 0 0
Hypothermia 0 0 o0 0 ¢ 0 0 6 0 0 0 0 0 6 0 0 0 0 0 0 0 0
Pale skin 0 0 0 ) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 )]
Corn 0 0 0 0 0 0 0 0 0 0 0 0 ] 0 0 0 0 0 0 0 0 0
20 mg/kg Number of examined 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20
No abnormality 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 20 26 20 20 20 20 20
Dead 0 0 0 0 0 0 0 6 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Corn ) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Swelling of limbs 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 ma/kg Number of examined 0 0 0 20 0 0 0 0 20 20 20 0 0 0 0 0 20 0 0 0 0 9
0 0 0 20 20 0 0 0 20 20 20 0 0 0 20 0 20 0 0 9 9 9
0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 l 0
0 0 0 0 0 0 0 ¢ 0 00 0 0 g 0 0 0 0 0 1 0 0
0 0 0 0 0 0 0 ¢ 0 9 0 0 0 0 g0 0 0 0 0 [ 0 0
0 0 0 0 0 0 0 6 0 0 0 0 0 6 0 0 0 0 0 { 0 0
0 0 0 0 0 0 0 6 0 0 0 ] 0 0 0 0 0 0 0 ] 0 0
0 0 0 0 0 0 0 6 0 0 0 0 0 6 o6 0 o0 0 0 0 0 0

Corn
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Clinical signs
Male, Female
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Study No.P030098

1 - continued

Table

Clinical signs
Male, Female
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Study No.P030098

Clinical signs
Male, Female

1 - continued
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Study No.P030098

Clinical signs
Male, Female

1 - continued

Table

322 323 324 325 326 327 328 329

—
-~a
o
]
@
o
=2
et
w | o
>
2]
s} ==}
—
o
[
—
]
<]
ot
g
L
—
e
el
ot
o
o
—
o
[~ ]
—
o
—
o
=]
—_—
]
(=1
[
o
O
o
on
=
1]
—
wa
—
]
o
—
o]
-
(]
=N
g @
=R
—_=
[l o]
Ll
WL
(0]

- —
——
O —
—_—
O TN —
ot
=g e Faue N R
—
O = (2 N vl
—
[==T R = Fou P
—
O L OO O v
—
D= N
—
3 L €05 G vaumr
—
[e=J o dlam ol R
—
COT— D —
—
COR OO —
—
O OO —
—
= O
—
O O —
yo—t
CRAT= DI —
—
OO —
—_—
DO —
—
= OO
—
OO0 —
—
OO~ N —
—

OO —
—

=
<€
=
a—
= -
€D e
e —
w
=4
Tt F £
D O
=
s £ D
LSRN~ SR - 75 )
<~ 3 =t
=2 oo
DO
-
—t
(=
et
—
[
)
o}
=]
[iney
3
=

THOODODODOODDODOOo

OO oO OO OO oMm

WD DD RO

OO OO OO

BN DD DO TR

€7 QLD D €25 8 D KD Dy D IR K EVD

WO OO EIO

N DO O DO ED YD

R DO OO O

RO DO O T O

RO OO OO OO

RO OO OO OO

NI OO OO OO OO

CUD DO OO OO OO

WO RO OO OO

CHUN OO OO O RO

RO OO0

[or = X len Lome Yo J o oo Jome L 0 6

RO O OO OO OO

(ol = R Lome Lone Yo N - o R e o o)

NDWOOO OO

RO OO OO OO

5] =
[ a
a— =
=} Cotwd =
<5} - =]
= St =2
— % Q —
= — o —
£ v [2-] R =
-] [ — [ S
=] — oS O b)) D3 S e
Gt By — ) et p—
oo o g e O
= Q© O LTI G U
| SV -] £ O D S o el e
W eI D O o T QD
-~ g S Or— S £
EODE O QO
MNDIBHSSRHD!C
=%}
=
T
=12]
=
sl

19

OOV

SO O

O LIS D v

COLRD O MO

O LL D I

LD D SV D

OO LD D O D

DOLDITIODCD

SO LD DD

OO LMD

OO LD oD

OO LD IO DD

[+ o ¥ ollanrJorm R

QLR CDCVIED

O LD D DO

O CDEDCD

OO LD O

O LD O D

CLOS O

SO LD MO

SOLUD OO

SO LD DD

= 2

] ]

= =]

— « ot

=— —_

S —

Dt st [

em <&

St Smd on

<2 =
= —

= —

W T e

o) I ft LD

B O OO

= ealowLn

=z

&

™~

jahi]

=

[l

-]

OO
—
SO OO
—
O D OO
—
(== sl Ko Yam R f 0]
—
OO IDD
—
COL= DD IO
o
Or= SOOI
—
D= O OO
—
[l K e K o Ko R Lome By o
——
= OO ORI
"
CO DD OV
—_
OO OO OO
—
[~ § e Jounr Roue Rotve us R0 o]
—
OO COCD OO
vt
OO OO
—_
DO DO
—_—
OO OO
—
OO OO
—
DO
—t
DO OO
—
[l up d e X ome Youn Lo T o
ot

OO I
—

=

5

=
= =]
as = o
nu b-]
S S —
=R <
e [ =
et — o QD —
@ o R 3

= o O W
Cet i A s —n £,
oo =
= (SRR L]

[ e oD a0 A
W T O
e [« e B LR S
f= R B K S o Y e Y o B o
D= YT e 60
=
oo
=~
.r[l
b
=
<
=
—_




Study No.P030098

Clinical signs
Male, Female
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Table 1 - continued

Clinical signs
Male, Female

)

Study No.P030098

Group
Sex and
dose

Clinical sign
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1 - continued

Clinical signs
Male, Female

)

Study No.P030098
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dose
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1 - continued

Clinical signs
Male, Female

)

Study No.P030098

Sex

Group
and
dose

Clinical sign
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Clinical signs
Male, Female

1 - continued
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Clinical signs
Male, Female
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Clinical signs
Male, Female
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1 - continued

Clinical signs
Male,Female
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Clinical signs
Male, Female
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Tabie 2 Body weights

Male, Female
Group Body weight () on day
Sex and
dose 1 8 15 22 29 36 43 50 57 64 71 78 85
Male Control N 20 20 20 20 20 20 20 20 20 20 20 0. 20
Mean 212.9 276. 8 333.8 378.3 426.4 465. 9 495.0 526.4 548.1 566. 7 585. 6 601.7 615.6
S.D. +8.9 +14.2 +18. +22.3 +26.5 +29.5 +33.2 +39. 4 +40.7 +42.5 +46. 8 +49.7 +49.9
4 mg/kg N 20 20 20 20 20 20 20 20 20 20 20 20 20
Mean AR 273.4 325.9 367.17 412.5 449, 1 475.6 504.5 524.0 542.1 559.0 574.5 590.4
D. +9.0 +14.9 +21.7 +27.1 +33.4 +40.2 +47.6 +53.3 +£55.1 +57.8 +59.8 +61.3 +63.6
20 mg/ke N 20 20 20 20 20 20 20 20 20 20 20 20 20
Mean 211.2 277.0 333.4 376.8 421.3 458.5 487.3 514.8 537.1 557.7 576.2 596. 2 610.6
S.D. +4.7 +17.4 +25.2 +29.8 +34.6 +40.0 +44.4 +47.7 +49.3 +52.9 +56. 2 +59.9 +62.0
100 me/kg N 20 20 20 20 20 20 20 20 20 20 20 20 20
Mean 210. 4 281.7 342.1 389.9 439.0 478.1 506.9 536.8 560. 2 580. 3 601.8 620.5 630. 5
S.D. +8.8 +15.4 +23.0 +28.7 +32.5 +36.9 +38.8 +43.4 44,4 +46.8 +50.3 +52.6 +56.0
Female Control N 20 20 20 20 20 20 20 20 20 20 20 20 .20
Mean 157.2 186.0 215.5 233.2 252.7 263.2 277.1 286. 1 294.5 304.1 309. 2 316.3 321.0
S.D. +5.9 +8.8 +11.4 +13.7 +17.1 +17.3 +18.5 +20.5 +23.4 +23.2 +25.8 +26.3 +28.9
4 mg/ke N 20 20 20 20 20 20 20 20 20 20 20 20 20
Mean 157.3 186. 3 215.4 233.8 250.0 263.3 274.2 283.4 290. 7 300. 3 305. 4 3111 315.8
S.D. +7.4 +10.5 +12.4 +12.3 +14.4 +15.4 +15.8 +14.8 *17.2 +17.3 +19.4 +19.6 +20.4
20 mg/kg N 20 20 20 20 20 20 20 20 20 20 20 20 20
Mean 156.7 186.7 217.4 233.2 251.7 264.7 274.9 284. 5 291. 8 301.4 309.3 315.5 319.5
S.D. +7.6 £9.8 +13.9 +14.9 +15.7 +15.9 +19.7 +20.0 +21.8 +22.7 +25.2 +25.0 +26.0
100 mg/kg N 20 20 20 20 20 20 20 20 20 20 20 20 20
Mean 156. 8 189.1 218.6 237.0 254.3 266.4 279. 6 289. 2 296. 8 303.9 309.9 317.3 321.3
S.D. +8.6 +10.9 +17.0 +17.6 +22.3 +21.3 +23.9 +25.4 +27.0 +27.1 +27.8 +29.7 +32.6

Not significantly different [rom control.
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Body weights
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Table 3 Food consumption

Male,Female
Group Food consumption(g) on day
Sex and
dose 2 8 15 22 29 36 43 50 57 64 1 78 85
Male  Conirol N 20 20 AL 20 20 20 20 20 20 20 20 20 20
Mean 23.3 25.1 25.2 25. 6 26.0 25.5 24.2 25.1 23.4 23.5 22.9 22.9 21.9
S.D. +I1.6 +2.0 2.7 +2.2 +2.5 +2 +2.0 *3.1 +2.4 +2.17 +3.1 +3.0 +2.4
4 mg/kg N 20 20 20 20 20 0 20 20 20 20 20 20 20
: Mean 23.0 23.9 24.6 25.0 24.5 25.0 23.3 24.0 3.2 22.9 21.9 21.8 22.8
5.D. +1.6 +2.3 +3.1 +2.8 +3.8 +2.9 +2.8 +3.4 +3.1 +2.8 +3.2 +3.0 +4.0
20 mg/ke N 20 20 20 20 20 20 20 20 20 20 20 20 20
Mean 24.1 25.1 25.5 26.2 25.4 25.7 25.0 25.1 24.7 24.6 24.0 23.5 23.5
3.0 +2.6 +2.8 +3.0 +3.2 +3.4 +3.0 +3.3 +2.8 +3.1 +3.0 +3.4 +3.3 +3.2
100 mg/kg N 20 20 20 20 20 20 20 20 20 20 20 20 20
Mean 24. 1 24. 8 26.5 26.8 26.3 25.9 25.12 25.8 26. 1% 24.5 24,17 24.6 23. 8%
S.D. +1.7 +2.6 +2.8 +4.0 +3.4 +3.3 +2.4 +2.6 +3.2 +3.3 *3.9 +3.4 +6.2
Female Conirol X 20 20 20 20 - 20 20 20 20 20 20 20 20 20
Mean 16.0 15.4 16.4 16.4 17.2 15.6 17.5 16.0 16.5 15,7 15.2 6.5 14.5
S.D. 1.7 +1.9 +2.3 +2.3 +2.1 +2.1 +2.1 +2.0 +2.7 +2.2 +2.2 +2.3 +2.3
4 me/ke N 20 20 20 20 20 20 20 20 20 20 20 20 20
Mean 16.2 16.0 16.4 16.4 16.6 16.4 16. 17 15.3 15.9 15.8 6.3 14.9 15.1
S.D. +1.5 +1.9 +2.3 +I1.7 +3.0 +2.4 +3.0 +2.4 +2.1 +1.6 +2.3 +2.7 +2.5
20 mg/kg N 20 20 20 20 20 20 20 20 20 20 20 20 20
Mean (6.2 15.2 16.6 16.2 16.9 16.7 16.5 16.9 16.4 15.8 16.4 16. 7 15.6
S.D. +2.2 1.9 +2.3 +2.17 +3.0 *2.5 +2.5 +2.8 3.0 2.7 +2.8 +3.1 +3.1
100 mg/kg N 20 20 20 20 20 20 20 20 20 20 20 20 20
Mean 16.5 15.7 16.9 16.9 18.3 16.6 17.2 17.1 17.5 15.5 16.1 17.3 15.7
8.0, +1.2 +1.3 +2.5 +2.17 +3.7 +9.7 +2.7 +2.4 +72.6 2.4 +3.2 +2.9 +2.9

%: P0.05 (significanily different from conirol).
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Table 4 Urinary findings
Male, Female, 13w

q Grgup Urine volume Osmotic pressure Specific gravity -Na K (1
ex an
dose {mL/24hr) (0sm/kg) (mBa/24hr)  (mBq/24hr) (mBq/24hr)
Male Control N 10 10 10 10 10 10
Mean 13.4 1.512 1.048 0.944 2. 187 1.256
S.D. £5.1 +0.439 £0.015 +0.273 +0.502 £0. 401
4 mg/kg N 9 9 9 9 9 9
: Mean 17.6 1.452 1.048 0.852 2. 145 1.250
S.D. +14.1 +0.596 +0.023 +0. 416 +0. 777 +0.59%
20 mg/kg N 10 10 10 10 10 10
Mean 15. 4 1.506 1.047 0.988 2,433 1.422
S.D. +7.5 +0.433 +0.015 +0.297 +0. 387 £0. 387
100 mg/kg N 9 g 9 9 9 9
Mean 14.5 1.454 1. 047 1.027 2. 449 1.488
S.D. +4.7 +0.294 +0. 009 +0.456 +0, 440 +0. 357
Female Conirol N 10 10 10 10 10 10
Mean 12.5 1.200 1.039 0.755 1.679 1.101
S.D. 7.6 +0.479 +0.017 +0.359 +0. 490 +0.490
4 ne/ke N 10 10 10 10 {0 10
Mean 12.8 1.206 1. 040 0.919 1. 846 1.267
S.D. +17.1 +0.410 +0.014 =0, 240 £0.507 +0.318
20 mg/kg N 10 10 10 10 10 10
Mean 8.8 1.617 1.054 0.774 1. 908 1.204
S.D. +3.3 +0. 385 +0.013 +0.300 0. 463 +0.315
100 mg/kg N 10 10 10 10 10 10
Mean 12,3 1.169 1.03% 0. 883 1. 807 1.231
S.D. +5.3 +0. 400 +0.014 +0. 232 +0. 368 +0.196

Not significantly different from control. o ) A )
One male in the 4 mg/kg group was imminently sacrificed when moribund and one male in the 100 mg/kg group died.
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Table 4 - coniinued

Urinary findings
Male, Female, 13w

—

;

Study No.P030098

Group Number Color pH Protein Glucose Ketone body
Sex and of

dose animals

PY Y 55 6.0 6.5 7.0 80 8.5 - + - -

Male Conirol 10 0 10 0 0 0 1 8 1 5 3 10 10

4 mg/kg 9 1 8 0 0 0 1 6 2 2 4 g 9

20 mg/kg 10 | 9 0 0 0 0 8 2 4 4 10 10

100 mg/kg 9 0 9 0 0 0 2 5 ) 0 ) 9 9
Female  Control 10 1 9 0 2 0 4 3 l 8 2 10 10

4 mg/ke 10 1 9 1 0 0 0 7 2 10 0 10 10

20 mg/kg 10 0 10 0 0 1 0 8 | 9 1 10 10

100 ng/ke 10 ] 10 0 3 0 l 4 2 10 0 [0 10

Not significanily different from conirol. A
Abbreviation: PY, pale vellow; Y, yellow; YB, vellowish brown; B, brown.
trace; r, slight; +4, moderate; t+++, severe; +tt, very severe

Grade sign: -, none; sli der v .
One male in the 4 mg/kg group was imminently sacrificed when moribund and one male in the 100 mg/kg group died
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Table 4 - conlinued

Urinary finding
Male,Female, 13w

S

)

Study No.P030098

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

dose animals

- - <

Male Control 10 10 10 10

4 me/ke 9 9 9 9

20 mg/ke 10 10 10 10

100 mg/ke 9 9 9 9
Female Conirol 10 10 10 10

4 mg/ke 10 10 10 10

20 mg/kg 10 10 10 10

100 mg/ke 10 10 10 10

Not significantly differenl [rom conirol.
Grade sign: -, none; &, trace; +, slight; ++ moderate; +++, severe; ++tt, very severe

One male in the 4 mg/kg group was imminenily sacrificed when moribund and one male in the 100 mg/kg group died.
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Table 4 - continued Urinary findings
Male, Female, 13w
Group Number Urinary sediment
Sex and of :
dose animals Epithelial ce Erythrocyles Letkocytes Casis Crystals
- - - - -+ #
Male Control 10 10 10 10 10 9 1 0
4 mg/ke 9 9 -9 9 9 T b ]
20 me/kg 10 10 10 10 10 8 2 0
100 mg/ke 9 9 9 g 9 8 0 I
Female Conirol 10 10 10 10 10 10 0 0
4 mg/kg 10 10 10 10 10 10 0 0
26 mg/ke 10 10 10 10 10 10 0 0
100 mg/kg 10 10 10 10 10 10 0 0
Not significanily different from control.
Grade signs are as follows.
Epithelial cells: -, < 3/field,; + 3/field = a 0/1i 10/field = 20/1 , = 20/field.
Erythrocytes / 3 -4, 30/ nd < 1 41, countless.
Leukocyies s - ¢ 3/Hield: +, “3/lield < a O/fleld H, 20/1ield <'m < 40/11 , = 40/ield
Casts : = 1/all field.
Crvstals - 10/tield; +, 10/field < and < 20/field: +4, 20/field < and §k3 field: +++, countless.
Mg/ K8

One male in the 4 mg/kg group ¥as imminently sacrificed when moribund and one male in the 100

roup died.
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Study No.P030098
Table 5 Urinary {indings

Male, Female, 52w
Grgup Urine volume Osmotic pressure Specific gravity Na K Cl
Sex an

dose (mL/24hr) (0sm/kg) (mEq/24hr)  (mEq/24hr)  (mBq/24hr)

Male Control N 10 10 10 10 10 10
Mean 8.7 1.714 1.058 (. 506 1.594 0.684
S.D. +3.4 +0.415 +0.019 +0.203 +0. 380 +0.309

4 mg/kg N 8 8 8 8 8 8
Mean 10.4 1.435 1,050 0.501 1.395 0.652
S.D. +5.7 +0.527 +0,019 +0.183 +0.232 +1{. 285

20 mg/kg N 8 8 8 8 8 8
Mean 11.3 1.388 1.048 0.611 1.583 0.834
S.D. +£5.9 £0, 446 +0.017 40, 457 40,560 +9.569

100 mg/ke N 10 10 10 10 10 10
Mean 13.0 1.275 1.044 0.701 1.648 0.832
S.D. +4.8 +0.259 +0.011 +0.356 +0.246 +10. 365

Female Control N 10 10 10 10 10 10
Mean 14.2 0.992 1.034 0.844 1. 831 1.134
S.D. £5.7 +0. 280 +0.010 +0. 254 +0.377 +0.301

4 mg/ke N 10 10 10 10 10 10
Mean 15.1 1. 046 1.037 0. 891 [.930 1.193
.D. +7.3 +0. 469 +0. 019 £0. 281 +0.372 +0. 388

20 me/kg N 9 9 g 9 9 9
Mean 18.0 0.810 1.028 0.879 1.971 1.228
S.D. +5.7 +0. 256 +0.009 +0.278 +0. 410 +4{. 369

100 mg/kg N 10 10 10 10 10 10
Mean 13.8 1.158 1.042 0.834 1.927 1.152
S.D. +7.1 +0. 417 +0.017 +0. 244 +0.416 £0.315

Not significantly differeni {rom control. . N
One male in the 4 mg/kg group died and one male in the 4 mg/kg group was imminently sacrificed when moribund.
Two males and one female in the 20 mg/kg group died.
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Table 5 - continued Urinary findings
Male, Female, 52w

Group Number Color pH Protein Glucose
Sex and of

dose animals

PY Y 50 5.5 6.0 6.5 7.0 7.3 8.0 8.5 -+ + + ++4 -

Male Conirol 10 0 10 0 0 0 0 0 2 7 1 0 l 6 2 1 10

4 mg/kg 8 0 8 0 0 0 0 0 3 4 I 0 1 5 | 1 3

20 me/kg 8 0 8 0 0 0 1 ? 3 2 0% 0 0 3 4 l 8

100 mg/kg 10 0 10 0 0 0 0 5 1 4 0 ] 2 1 5 2 10
Female Control 10 0 10 1 1 0 1 3 0 4 0 4 3 | 2 0 10

4 mg/kg 10 2 8 0 2 0 I 3 1 3 0 2 4 2 2 0 10

20 mg/kg 9 2 7 2 1 2 2 2 0 ] 0 2 1 2 4 0 9

100 mg/ke 10 2 8 0 2 0 0 4 0 4 0 2 l 3 1 3 10

%; P<0.05 (significantly different from control).

Abbreviation: PY, pale yellow; Y, yellow; YB, vellowish brown; B, brown.

Grade sign: -, none; £, frace; +, slight; ++, moderate; +++, severe; ++++, verv severe.

One male in the 4 mg/kg group died and one male in the 4 mg/kg group was imminenily sacriliced when moribund.
Two males and one female in the 20 mg/kg group died.
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Table 5 - continued Urinary findings
Male, Female, 52w
Group Number Ketone body Bilirubin Occult blood Urobhilinogen
Sex and of (ng/dL
dose animals
- - - <
Male Contirol 19 10 10 10 10
4 me/kg 8 8 8 8 8
20 mg/kg 8 8 8 8 8
100 mg/ke 10 10 10 10 10
Female Control 10 10 10 10 10
4 mg/kg 10 10 10 10 10
20 mg/kg g 9 9 9 9
100 mg/ke 10 10 10 10 10

Not significanily different {rom conirol.

Grade sign: -, none; -+, trace; +, slight; ++, moderale; t+t, severe; f+++, very severe.

One male in the 4 mg/kg group died and one male in the 4 mg/kg group was imminently sacrificed when moribund.
Two males and one femafe in the 20 mg/kg group died.
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Table 5 - continued

Urinary findings

Male, Female, 52w

g

)

Study No.P030098

Group Number Urinary sediment
Sex and of
dose animals Epithelial cells Erythrocyles Leukocyies Casts Crystals
- - -+ H - -
Male Control 10 10 10 § 1 0 10 10
4 mg/ke 8 8 8 ) 2 0 8 8
20 mg/kg 8 8 8 6 2 0 8 8
100 mg/ke 10 10 10 9 l 0 10 10
Female Control 10 10 10 9 0 1 10 10
4 mg/kg 10 10 10 10 0 0 10 10
20 mg/kg 9 9 9 9 0 0 9 9
100 mg/kg 10 10 10 10 0 0 10 10
Not significantly different from control.
Grade signs are as follows.
Epithelial cells C 3/tield; + 3/f1eld < and < 10/[ield; ++, 10/field = an 0/tield: ++4, = 20/field.
Erythrocytes 10/field; ¥, 10/field = and < 30/field; ¥, 30/field = 00/field; ++4, countless.
%eu%ocytes 3/f1$]d:>+ /3/f1?]d < and < 20/field; +, 20/field < an 0/field; ++f, = 40/11eld.
as ne =
Crystals 10/tield: 4, 10/tield "< oand < 90/field: +, 20/field < 0/field; +++, countless.
One male in the 4 mg/kg group and one male in the 4 m g/kg group was 1mm1nen11y sacrific moribund.

Two males and one female in the 2

mg/ke group died.
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Table 6 Hematiological findings
Male, Female, 13w

g Grgup Leukocvtes Erythrocytes Hemoglobin Hematocrit MCY MCH MCHC Reticulocyle Platelels
ex an
dose 10> /pl)  (10* /ul) (g/dl) ) (fL) (pg) (g/dL) (1= /uly (10 /L)
Male Control N 10 10 10 10 10 10 10 10 10
Mean 10.08 853 14.5 42.8 50. 1 17.0 34.0 17.7 112.6
S.D. +3.06 +35 +0.6 +1.9 +0.6 +0.2 +0.5 +2.3 +15.8
4 mg/kg N 9 9 9 9 9 9 9 9 )
Mean 9.09 363 14,6 42.8 49.7 16.9 34.0 17.8 109.0
S.D. +2.08 £33 +0.4 *1.3 +1.2 0.7 +0.7 +2.5 +12.4
20 mg/ke N 10 10 10 10 10 10 10 10 10
Mcan 10. 35 846 14.5 42.1 49,9 17.2 34.4 19.5 113.6
S.D. +1.88 +32 £0.6 +1.8 +1.5 £0.5 +0.7 +3.2 +10.9
100 mg/ke N 9 9 9 9 9 9 9 9 9
Mean 9,28 857 14.4 42.0 49, 1 16.8 34.2 18.0 111.6
S.D. +2.21 +38 +0.3 +1.1 +1.7 +0.7 +0.5 =2.4 +11.3
Female Conirol N 10 10 10 10 10 10 10 10 10
Mean 4,61 789 14.1 40. 3 51.1 17.9 35.0 14.5 115.1
S.D. +1.47 +48§ +0.5 £1.7 +1.7 +0.17 +0.5 +4.1 +13.9
4 ng/kg N 10 10 10 10 10 10 10 10 10
Mean 4,65 784 14.1 40.0 51.1 18.0 35.2 13.3 119.8
S.D. +1.08 +37 +0.3 +0.8 +1.8 +0.7 +0.4 +2.2 +11.4
20 mg/kg N 10 10 10 10 10 10 10 10 10
Mean 5.84 772 13.17 39.4 5l. 1 17.8 34.8 15.5 115.3
S.D. +0.67 +40 +0.6 +1.6 +1.4 +0.5 +0.5 +2.8 +14.5
100 mg/kg N 10 10 10 10 10 10 10 10 10
Mean 5.53 778 13.9 39.1 50.3 17.9 35.5 14.6 120.1
S.D. +1.57 +18 +0.6 +1.5 +1.4 +0.6 +0.7 *+2.5 +13.1

Not significanily different {rom control. o ) .
One male in the 4 mg/kg group was imminently sacrificed when moribund and one male in the 100 mg/kg group died.
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Table 6 -~ continued Hematological findings
Male,Female, 13w

Group PT APTT
Sex and
dose (sec) (sec)
Male Control N 10 10
Mean i3.8 22.1
S.D. +1.3 +1.9
4 mg/kg N 9 9
Mean 15.2 24.6
S.D. +2.3 +2.6
20 mg/kg N 10 10
Mean 14.4 22.5
S.D. +1.3 2.0
100 mg/kg N 9 9
Mean 14.7 24.4
S.D. =0.7 *+2.3
Female Control N 10 10
Mean 12.7 19.1
S.D. 0.6 +0.7
4 ma/kg N 10 10
Mean 12.5 19.3
S.D. +0.6 t1.1
20 mg/kg N 10 10
Mean 12.5 19.5
S.D. +0.4 +0.8
100 mg/kg N 10 10
Mean 12. 4 20.1
3D +0.5 +1.3

Not significantly different from control. o _
One mafe in the 4 mg/kg group was imminently sacriliced when moribund and one male in the 100 mg/kg group died.
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Table 6 - continued Hemaiological findings
Male, Female, 13w
Group Differential leukocyte count
Sex and - - - -
dose Eosinophils Neuirophils Lymphocytes Basophils Monccyles Large unstained cells
(02 /uly (02 /pl) 02 /ply (02 /pLl)y (02 /uL) {10% /1)
Male Conirol N 10 10 10 10 10 10
Mear 1.4 18.6 17.9 0.3 1.8 0.8
S.D. +0.5 £3.1 +29.8 +40.2 +0.8 +0.6
4 mg/ke N 9 9 9 9 9 9
Mean 1.9 5.9 70.5 0.2 1.6 0.8
. S.D. +0.4 +5.9 +18.3 +0.1 +0.5 +0.6
20 mg/ke N 10 10 10 10 10 10
Mean 1.5 20. 6 8.3 0.3 2.0 0.9
.D. +0.6 +9.5 +13.9 £0.1 +0.7 +0.4
100 mg/ke N g 9 9 9 9 9
Mean 1.7 18.8 69.5 0.3 1.1 0.8
S.D. +0.5 £5.1 +19.3 +90.2 +0.5 +0.4
Female Control N 10 10 10 10 10 10
Mean 0.8 5.7 38.6 0.1 0.7 0.3
S.D. +0.3 +1.4 +13.2 +0.1 +0.3 *0.2
4 mg/ke N 10 10 10 10 10 10
Mean 0.7 6.1 38.4 0.1 0.7 0.4
S.D. +0.2 +2.17 +9.0 +0.0 +0.2 +0.3
20 me/kg N 10 10 10 10 10 10
Mean 0.7 6.5 49.7 0.1 0.8 0.5
S.D. +90.2 +2.3 +6.5 +0.0 +0.4 +0.2
100 mg/kg N 10 10 10 10 10 10
Mean 0.9 6.0 47.0 0.1 0.8 0. 6%
S.D. +0.3 +1.5 +15.1 +0.1 £0.4 +0.3

%: P<0.05 (significantly different from control).
One male in the 4 mg/ke group was imminenily sacrificed when moribund and one male in the 100 mg/ke group died.
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Table 7 Hematological [indings
Male, Female, 52w

g Grgup Leukocytes Erythrocytes Hemoglobin Hematocrit MCY MCH MCHC Reticulocyte Platelets
ex an
dose (10% /ul)  (10* /¢L) (g/dL) *) (1) (pg) (g/dL) (0% /ul)  (10* /ul)
Male Control N 10 10 10 10 10 10 10 10 10
Mean 1.21 840 14.0 45.0 53. 6 16.7 31.2 15.6 103.4
S.D. +1.47 +47 +0.9 +2.9 +2.2 +0.6 +0.5 +3.9 +38.3
4 mg/ke N 8 8 8 8 8 8 8 3 8
Mean 7.42 843 14.2 45.2 53.1 16.8 31.4 16.1 103.4
D, +1.08 +67 +1.1 +3.0 +2.3 *0.6 +0.5 +4.2 +14.2
20 mg/kg N 8 8 8 8 8 8 8 ] 8
Mean 7.51 843 13.6 43.6 51.6 16.1 31.2 17.5 113.3
S.D. +7.15 +91 £2.3 +6.1 +3.9 +1.8 +1.4 +10.1 +33.6
100 mg/ke N 10 10 10 10 10 10 10 10 10
Mean 11. 94%4 381 13.4 43.1 48. 9%% 15. 2% 31.0 17.6 110.5
S.D. +12.51 +45 +0.8 +2.3 +3.0 +1.0 +0.6 +2.5 +10.5
Female Control N 10 10 10 10 10 10 10 10 10
Mean 4.75 747 13.9 41.8 56.0 18.6 33.2 14.4 98.8
S.D. +0.80 +39 +0.5 *1.7 2.6 *0.7 +1.0 +3.7 +15.1
4 me/kg N 10 10 10 10 10 10 t0 10 10
Mean 7.10 657 12.2 37. 3% 57.2 18.7 32.7 17.6 97.3
S.D. +6.88 +117 +2.0 +5.2 +3.6 +0.5 +1.3 +9.2 +23.9
20 mg/ke N 9 9 g g 9 9 9 9 9
Mean 4.24 676 12.7% 38.6 57.5 18.9 32.9 20.9 109. 1
S.D. +1.17 499 +1.6 +4.1 +4.3 +1.0 +0.9 +18.6 +23.7
100 mg/ke N 10 10 10 10 10 10 10 10 10
Mean 5.33 693 12. 4%% 3. % 54.5 18.0 33.0 13.7 105.3
S.D. +1.78 +61 +0.9 +3.2 3.4 +1.2 0.5 £5.2 +10.9

: P<0.05, #%: P<0.01 (significantly different from control),
One male in the 4 mg/kg group died and one male in ihe 4 mg/kg group was imminently sacrificed when moribund.
Two males and one female in the 20 mg/kg group died.
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Table 7 - continued

Hematological findings
Male,Female, 52w

Study No.P030098

Group PT APTT
Sex and
dose (sec) (sec)
Male Conirol N 10 10
Mean 14.2 22.1
S.D. +1.2 +1.3
4 mg/kg N ] 8
Mcan 14.8 21.7
S.D. +1.4 +2.1
20 mg/kg N 8 8
Mean 14.2 21.9
S.D. +1.4 +1.5
100 mg/ke N 10 10
Mean 19, 0%# 2. h*#
3.D. +3.0 *2.1
Female Control N 10 10
Mean 12.6 18.1
S.D. 0.6 +1.9
4 ng/kg N 10 10
Mean 12.0 1.1
S.D. +1.3 +1.9
20 mg/kg N 9 9
Mean 12.2 18.2
S.D. 0.4 +0.8
100 mg/kg N 10 10
Mean 11.6% 17.9
S.D. 0.7 +1.6

#: P<0.05, #*: P<0.0L (significantly different from conirol).
One male in the 4 mg/kg group died and one male in the 4 mg/kg group was imminently sacrificed when moribund.

Two males and one female in the 20 mg/kg group died
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Table 7 - continued Hematological findings
Male, Female, 52w

g Grgup Differential leukocyte count
£x an
dose Eosinephils Neutirophils Lymphocyles Basophils  Monocytes Large unsiained cells
(102 /ul) (02 /pl) (102 /pl)y (02 /pl) (02 /ul) (102 /L)
Male Control N 10 10 10 10 10 10
Mean .3 22.6 44.8 0.1 2.7 0.7
S.D. +0.2 +10.3 +7.3 +0.0 +0.9 +0.3
4 mg/kg N 8 8 8 8 8 8
Mean 1.2 21.3 ©48.4 0.1 2.2 0.9
S.D. 40.3 £8.2 +8.5 0.1 +0.4 +0.3
20 ng/ke N 8 8 8 ] 8- 8
Mean 1.1 25.5 44.9 0.1 2.6 0.9
S.D. +0.5 +14.5 +16.1 +0. ! +0.6 £0.6
100 me/kg N 10 10 10 10 10 10
Mean 1.4 41. §%% 70. 6%% 0. 2% 4, 1%% 1. %%
S.D. +0.5 12,1 +19.9 £0.1 +0.17 0.4
Female Conirol N 10 10 10 10 10 10
Mean 0.8 14. 8 29.9 0.1 1.6 0.4
S.D. +0.2 5.5 +6.0 0.1 £0.5 +0.2
4 mg/ke N 10 10 10 10 10 10
Mean 0.8 32.3 33.6 0.1 2.7 1.6
S.D. +0.3 +44.1 +20.1 +0.2 +2.5 +3.0
20 mg/ke N 9 9 9 9 9 9
Mean 0.8 13.3 26. 2 0.0 1.7 0.5
S.D. +0.3 +5.1 +8.5 +0.0 +(0.5 +0.1
100 wg/ke N 10 10 10 10 10 10
Mean 0.7 13.5 36.0 0.1 2.1 0.9
S.D. +0.3 +7.3 +12.6 +0.1 +0.8 +0.8
£: P<0.05, %%; PL0.01 (significanily different from control).

One male in the 4 mg/ke group died and one male in the 4 mg/kg group was imminently sacrificed when moribund.
Two males and one female in the 20 mg/kg group died.
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Biochemical findings
Male, Female, 13w

8
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%2 PC0.05, #%: PL0.01 (significantly different from control).

One male in the 4 mg/kg group was imminently sacrificed when moribud and one male in the 100 mg/kg group died.
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Table 8 - continued Biochemical findings
Male, Female, 13w
g Grgup ALP T.Cholesterol Triglycerides Phospholipids Glucose BUN Creatinine [P Ca Na
ex an
dose {1u/1) (mg/dL) (mg/dL) (mg/dL) {mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mEq/L)
Male Conirol N 10 10 10 10 10 10 10 10 10 10
Mean 197 73 60 123 132 12.5 0.5 6.2 10.1 145.4
$.D. +49 +16 +30 +23 +21 +1.4 +0.1 +0.5 +0.3 +0.8
4 mg/ke N 9 9 9 9 9 9 9 9 g 9
Mean 208 79 45 128 124 12.6 0.4 6.1 10.2 145.3
S.D. +26 +25 +16 +34 +13 +1.§ +0.1 +0.6 +0.5 +0.7 -
20 mg/ke N 10 10 10 10 10 10 10 10 10 10
Mean 167 75 49 124 129 13.2 0.5 6.3 10.2 145.7
S.D. +28 +10 +22 +14 +14 *1.0 +0.1 *0.6 +0.4 *1.1
100 mg/kg N 9 9 9 9 9 9 9 9 § 9
Mean 167 79 47 129 132 12.7 0.4 6.3 10.4 145.3
S.D. +40 +9 +19 £i6 +15 1.7 +0.1 +0.5 +0.3 +0.6
Female Conirol N 10 10 10 10 10 10 10 10 10 10
Mean 99 79 30 154 120 16,1 0.5 4,9 10.5 143.3
S.D. +£20 +13 +13 +23 il ) *3.0 +0.1 +1.2 +0.2 +0.8
4 mg/kg N 10 10 10 10 10 10 10 10 10 10
Mean 85 82 24 154 118 16.6 0.5 5.3 16.7 142.8
S.D. 121 *16 +3 25 =13 +2.6 +0.0 +0.9 +0.3 +0.8
20 mg/kg N 10 10 10 10 10 10 10 10 10 10
Mean 89 93% 22 172 123 15.1 0.5 5.4 10.8 142.9
S.D. +32 +5 +11 +10 +8 +2.6 +0.1 +0.8 +0.3 +0.8
100 mg/kg N 10 10 10 10 10 10 | 10 10 10
Mean 88 99% 25 172 118 16.8 0.5 5.3 10.6 142.9
S.D. +27 +12 +22 +19 +9 +3.5 +0.0 +1.1 +0.4 +0.8

%: P0.05 (significantiy different from control). _
One male in the 4 mg/kg group was imminently sacrificed when moribud and one male in the 100 mg/kg group died.
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Table 8§ - continued Biochemical findings
Male, Female, 3w
Group K Cl
Sex and
dose (mEa/L) (mEq/L)
Male Control N 10 10
Mean 4,40 104.5
S.D. 0.1 *1.1
4 ng/ke N 9 9
Mean 4,29 104.1
S.D. +0.28 +2.0
20 mg/kg N 10 10
Mean 4,38 104.3
S.D. +0. 20 1.1
100 mg/kg N 9
Mean 4,49 102. 64
S.D. +0.16 +1.3
Female Control N 10 10
Mean 4,01 105.3
S.D. +10.30 +0.8
4 mg/kg N 10 10
Mean 4,02 104. 6
S.D. +0.23 +1.3
20 mg/kg N 10 10
Mean 4,02 104. 7
S.D. +0.18 +0.8
100 mg/kg N 10 10
Mea 4,05 104.2
S.D. +0.32 +1.9

%: P<0.05 (significantly different from comtrel).
One male in the 4 mg/kg group was imminently sacrificed when moribud and one male in the 100 mg/kg group died.
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Table 9 Biochemical findings
Male,Female, 52w

g Grgup T.Protein A/G ratio o1 -Globulin o= -Globulin B-Globulin 7 -Glabulin Albumin  T.Bilirubin AST ALT
ex an

dose (g/dL) €3 @ 3 9] ® (mg/dL) (1u/L) (10/L)

Male Control N 10 10 10 10 10 10 10 10 10 10
Mean 6.1 1.00 19.6 .1 17.1 5.8 49,8 0.0 80 37

S5.D. +0.3 *0.12 2.7 +1.2 +1.9 +1.3 +3.1 +0.0 +14 +23

4 mg/ke N 8 8 8 8 8 8 8 8 8 8

Mean 6.1 0.98 19.9 1.1 17.4 5.6 49,4 0.0 89 59

S.D. +0.7 +0.15 +2.1 +0.9 +2.2 +1.6 +3.8 +0.0 +45 +64

20 mg/kg N § 8 8 8 8 8 8 8 8 8

Mean 6.2 0.92 18.6 8.1 8.9 7.2 47.2 0.0 93 38

S.D. +0.4 +0.25 +2.3 +1.4 +4.1 +1.8 +6.7 +0.0 +25 +15

100 mg/ke N 10 10 10 10 10 10 10 10 10 10
Mean 6.0 0. 79%% 18.7 9, 2% 22, 3% 5.8 44, 14% 0.0 101 59%

S.D. +0.4 +0. 06 +1.7 +1.1 +1.9 +0.9 +2.1 +0.0 +34 +24

Female Control N 10 10 10 10 10 10 10 10 10 10
Mean 6.7 1.49 14.4 5.5 14.8 5.9 59.7 0.1 113 45

S.D. +0.3 +0. 16 +1.3 +0.9 +1.5 +0.9 +2.6 +0.1 +69 +56

4 mg/kg N 10 10 10 10 10 10 10 10 10 10

Mean 6.8 1.43 14.4 6.2 14.9 6.0 58.6 0.0 104 32

S.D. +0.2 +0.20 £1.2 +2.3 £2.0 +1.3 +3.6 +0.0 +44 +21

20 mg/kg N 9 9 9 9 9 G 9 9 9 g

Mean 6.9 1.42 14.9 5.6 15.1 5.9 58.5 0.1 86 32

S.D. 0.4 +0.18 +1.5 +0.7 +1.7 +1.0 +3.3 £0.1 £29 +17

100 me/ke N 10 10 10 10 10 10 10 10 10 10

Mean 7. 1% 1. 2144 16, 5# 5.8 17. 3%% 5.8 54, H%4% 0.0 82 3l

S$.D. +0.4 +{.14 +2.3 +0.6 2.1 +0.9 *2.9 +0.0 +14 +11

%1 P<0.05, ##: PC0.01 (signilicantly different from control). . )
One male in ihe 4 mg/kg group died and one male in the 4 mg/kg group was imminently sacrificed when moribund.
Two males and one female in the 20 mg/kg group died.
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Table 9 - continued Biochemical findings
Male, Female, 52w

g Grgup ALP T.Cholesterel Triglycerides Phospholipids Glucose BUN Creatinine 1P Ca Na
ex an
dose {1U/L) (mg/dL) (mg/dL) (mg/dL) (mg/dL) {mg/dL) {mg/dL) (mg/dL) {mg/dL) (mBq/L)
Male Control N 10 10 10 10 10 10 10 10 10 10
Mean 7 85 97 148 121 9.§ 0.4 4.9 10.3 146.0
S.D. +51 +11 +37 +121 +17 +1.3 +0.1 +0.4 +0.3 +0.7
4 mg/ke N 8 8 3 8 8 8 8 3 8 8
Mean 150 94 95 157 123 8.1 0.4 4.1 10.0 146.1
S.D. +47 +125 +50 +32 +13 +1.1 +0.1 +0.4 +0.3 +0.8
20 mg/ke N 8 8 8 8 8 3 3 8 8 8
Mean 142 8% 93 153 116 9.3 0.4 4.9 10.1 145.6
S.D. +57 +21 +66 +45 +20 1.7 +0.1 +0.4 +0.3 +0.9
100 mg/kg N 10 10 10 10 10 10 10 10 10 10
Mean 172 16 65 125 128 9.7 0.4 5.1 10.2 146.0
S.D. +63 *15 +30 +20 +19 1.6 +0.1 +0.9 +0.4 +0.8
Female Conirol N 10 10 10 10 10 10 10 10 10 10
Mean 62 99 52 190 114 13.0 0.5 4.8 10.5 145.4
S.D. +24 +16 +30 +30 +11 +2.1 +0.0 +0.9 +0.4 £0.6
4 nefke N 10 10 10 10 10 10 10 10 10 10
: Mea 117 106 56 197 105 14.0 0.5 4.7 1.1 145.9
S.D. +3235 +11 +26 +20 +15 +4.0 *0.1 +0.5 *1.1 +2.9
20 mg/kg N 9 9 9 g 9 g 9 ) 9 9
Mean 60 112 73 212 114 12.8 0.5 4.6 10.9 144.9
S.D. +23 +20 +33 +34 +13 +1{.3 +0.1 £0.5 +0.2 +0.6
100 mg/ke N 10 10 10 10 10 10 10 10 10 10
Mean 59 131%+% 90 228+ 116 11.4 0.4 4,8 10.9 144, 1%%
S.D. +27 £21 +80 +33 +10 +2.8 +0.1 +0.4 +0.3 +0.6

%: p<0.05, *%: P<0.01 (significantly different from control), . ‘
One male in the 4 mg/kg group died and one male in the 4 mg/ke group was imminently sacrificed when moribund.
Two males and one female in the 20 mg/kg group died.
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" Table 9 - continued Biochemical [indings
Male, Female, 52w
Group K Cl
Sex and
dose (mBa/L) {(mEq/L)
Male Conirol N 10 10
Mean 4. 37 105. 2
S.D. +0. 17 +1.6
4 mg/kg N 8 8
Mean 4,30 105.4
S.D. +0.16 +1.4
20 mg/ke N 8 8
Mean 4,42 105.7
S.D. +0.31 +1.4
100 mg/kg N 10 10
Mean 4,19 104.8
S.D. +£0.18 +1.4
Female Control N 10 10
Mean 3.91 105.4
S.D. +0.29 +2.8
4 ng/kg N 10 10
Mean 3.906 106.5
S.D. +0.30 *£3.3
20 mg/kg N 9 g
Mean 3.98 105.0
S.D. +0.18 +1.4
100 mg/kg N 10 10
Mean 3.99 104.5
S.D. +0.27 +1.9

Not significantly different from contirol. .
One male in the 4 mg/kg group died and one male in the 4 mg/kg group was imminently sacrificed when moribund.
Two males and one female in the 20 mg/keg group died.
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Table 10 Necropsy findings
Male,Female, 13w

)

Study No.P030098

Sex Female
Group and dose Control 4 ng/kg 20 me/kg 100 mg/ke Control 4 mg/kg 20 mg/kg 100 mg/kg
Organs and {indings Number of animals 10 9 10 9 10 ] 10 10
Genital sysiem
Testis NA NA NA NA
_ Enlargement 0 1 0 0
Epididymis NA NA NA NA
Nodule, light yellow 0 0 1 0
Endocrine system
Pituitary
Enlargement 0 0 0 0 0 0 0 l
Special sense organs
Eve
Dyscoria 1 0 0 0 0 0 0 0

Not significantly different from conirol.
NA: not applicable.
No apprcc1able changes in all other organs and {issues.

One male in the 4 mg/kg group was imminently sacrificed when moribund and one male in the 100 mg/kg group died.
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Table 11 Necropsy findings
Male, Female, 52w

Sex Male Female

Group and dose Control 4 mg/kg 20 mg/ke 100 mg/ke Conirol 4 mg/kg 20 mg/ke 100 mg/ke
Organs and findings Number of animals 10 8 8 10 10 10 9 10
Digesiive sysiem
Liver
Macule, dark red 0 0 0 1 1 1 0 0
Enlargement 0 0 ! 4 0 0 0 3
Mass, light gray ] 0 0 0 0 0 0 0
Pancreas
Mass, light gray 0 ! 0 0 0 ] 0 0
Hematopoietic system
Thymus
Small 6 8 8 10 10 10 g 10
Spleen )
Enlargement 0 0 0 1 0 { 0 0
Cyst 0 0 0 0 1 0 0 0
Urinary system
Kidney
Rough, sur{ace _ 0 1 0 0 0 0 0 0
Dilatation, pelvic cavity 0 | 0 0 1 0 0 0
Genital system
Testis NA NA NA NA
Sofiening 1 0 | 0
Small 0 0 1 0
Uterus NA NA NA NA
Enlargement 0 1 0 0
Cyst, endomefrium 0 0 1 1
Mammary gland
Retention, milk 0 1 0 0 7 14 3 3
Endocrine sysiem
Pituitary
Spot, dark red 0 0 1 l [ [ 1 0
Mass, dark red 0 0 1 I 0 1 0 0
Thyroid )
Nodule, light gray 0 0 1 0 0 0 0 0

%. P<0.05 (significantly different from control).

NA: not applicable. )

No appreciable changes in all other organs and tissues.

One male in the 4 mg/kg group died and one wale in the 4 mg/kg group was imminently sacrificed when moribund.
Two males and one female in the 20 mg/kg group died
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Table 11 - continued Necropsy findings
Male, Female, 52w
Sex Male Female
Group and dose Control 4 mg/ke 20 mg/kg 100 mg/kg Control 4 mg/ke 20 meg/ke 100 mg/ke
Organs and findings Number of animals 10 8 8 10 10 10 9 10
Endocrine sysiem
Adrenal
Spot, brown 0 0 ] 0 4 1 P 1
Enlargemenlt 0 0 0 () 0 1 0 0
Nodule, brown 0 { 0 0 2 0 0 0
Integumeniary system
Integument o
Mass, subculis, light gray 1 0 0 0 2 2 2 3
Others
Extremity )
Swelling, hindlimb 0 0 1 0 0 0 0 1
Corn, hindlimb 4 2 2 4 2 2 1 2

Not significantly different from conirol. .
No appreciable changes in all ofher organs and {issues

One male in the 4 mg/kg group died and one male in the 4 mg/kg group was imminenily sacrificed when moribund.

Two males and one female in the 20 mg/kg group died
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Absoluie and relative organ weights

Male, Female, 13w

Table 12
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One male in the 4 mg/kg group was imminently sacrificed when moribund and one male in the 100 mg/kg group died.

%: PC0.05 (significantly different from contirol}.



Study No.P030098

Absolufe and relative organ weights

Male, Female, 13w

Table 12 - continued
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One male 1n the 4 mg/kg group was imminently sacrificed when moribund and one male in the 100 mg/kg group died

£ P<0.05, #%: P<0.01 (significantly different from control).
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Absoluie and relative organ weights

Male,Female, 13w

Table 12 - continued
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One male in the 4 mg/kg group was imminently sacrificed when moribund and one male in ihe 100 mg/kg group died.

$: PK0.05 (significantly different from conirol).
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Table 12 - continued Absolute and relative organ weighis
Male, Female, 13w
Group Ovaries Uterus
Sex and
dose -
(mg) (mg/100 gB.VW.) () (g/100 gB.¥.)
Male Control N
: Mean
S.D.
4 mg/ke N
Mean
S.D.
20 mg/ke N
Mean
S.D.
100 mg/kg N
Mean
S.D.
- Female Control N 10 10 10 10
b Mcan 7.7 24.6 0.65 0.21
S.D. +10.4 +3.4 +0.15 +0.06
4 mg/ke N 10 ] 10 10
Mean 11.7 25.4 0.72 0.24
S.D. +9.1 +3.0 +0.17 +0.06
20 mg/ke N 10 10 10 10
Mean 82.4 26.4 0. 64 0.21
S.D. +10.2 +4.1 +0.11 +0.03
100 mg/kg N 10 10 10 10
Mean 8.3 26.5 0,61 0.20
S.D. +8.8 +2.5 =0.13 +0.06

Not significantly different from control.
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Absolute and relative organ weights

Male, Female, 52w

Table 13
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Study No.P030098

Table 13 - continued Absolute and relative organ weights
Male,Female, 52w
Group Lungs Thymus Liver Spleen
Sex gnd
0se
(g (g/100 gB.W.) () (g/100 gB.W.) (2 (g/100 gB.¥.) (@ (g/100 gB.W.)
Male Control N 10 10 10 10 10 10 10 10
Mean 1.93 0.23 0.11 0.01 20.37 2,40 1.01 0.12
S.D. +0.19 +0.03 +0.03 +0.00 +1.62 +0.15 +0.16 +0.02
4 mg/kg N 8 8 8 8 8 8 8 8
Mean .88 0. 24 0.09 0.01 19.58 2.42 1.05 0.13
S.D. +0.13 +0.02 +0.03 £0.00 +4.28 +0.33 +0.35 +0.03
20 mg/ke N 8 8 8 8 8 8 8 8
Mean 1.94 0.23 0.09 0.01 20.56 2.42 0.97 0.11
S.D. +0.20 +90.02 +0.02 +0.00 £5.01 +0.34 +0.19 +0.02
100 mg/kg N 10 10 10 10 10 10 10 10
Mean 1.97 0.23 0.10 0.01 20.21% 2, 86%% 1.32 0.15
5.D. +0.18 +0.02 +0.03 £0.00 +4.20 +0.27 +0.42 +0.06
Female Control N 10 10 10 10 10 10 10 10
Mean 1.30 0.31 0.10 0.02 10.00 2.34 0.60 0.14
S.D. +0.08 +0. 04 +0.03 +0. 01 +1.17 +0.27 +0.09 £0.02
4 mg/kg N 10 10 10 10 10 10 10 10
Mean 1.32 0.33 0.08 0.02 11.08 2.73% 0.72 0.18
S.D. +0.09 =0.03 +0.02 +0.01 +1.61 +0. 36 +10.30 +0.10
20 mg/kg N 9 9 9 9 9 9 9 9
Mean 1.36 0.31 0.10 0.02 11,77+ 2.71% 0. 04 0.15
S.D. +0.08 +0.03 £0.03 +0.00 +1.20 +0.19 +0.15 +0.03
100 mg/kg N 10 10 10 10 10 10 10 10
Mean [.37 0. 32 0.08 0.02 15, 66%# 3. 48%x% 0.74 0.17
S.D. +0.08 +0.07 +0.02 +0. 01 +3.19 +0. 4] +0.21 +0.05

£: P<0.05, ##: PC0.01 (significantly diflerent from control).
One male in the 4 mg/kg group died and one male in the 4 mg/ke group was imminently sacrificed when moribund.
Two males and one female in the 20 mg/ke group died.
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Study No.P030098
Table 13 - continued Absolute and relative organ weights
Male, Female, 52w
Group Kidneys Adrenals Epididymides Testes
Sex Snd
pse
_ (@ (g/100 gB.¥.) (ng) (ng/100 gB.W.)  (© (g/100 gB.W.) (g) (g/100 gB.¥.)
Male Conirol N 10 10 10 10 10 10 10 10
Mean 4. 70 0.50 63.4 7.5 1.43 0.17 3.87 0.46
S.D. +0.38 +0.05 +17.3 +0.7 +0.18 +0.03 +0.39 +0.06
4 mg/kg N 8 8 8 8 8 8 8 8
Mean 4.10 0.51 65.7 8.2 1.43 0.18 3.87 0.49
S.D. £90.46 +0.03 +12.1 +0.8 +0.15 +0.02 +0.33 +0.06
20 mg/kg N 8 8 8 8 8 8 8 8
Mean 4,23 0.50 64. 1 7.7 1.27 0.15 3.56 0.42
S.D. +0.73 +0.05 +6.1 +1.5 +0.25 +0.03 +{0.77 +0.08
100 mg/kg N 10 10 10 10 10 10 10 10
Mean 4.61 0.53 68.0 7.8 1. 31 0.15 3.83 0. 44
S.D. =0.68 +0.08 +13.5 +1.4 +0.15 +0.03 +0.54 +0.05
Female Control N 10 10 10 10
Mean 2.29 0.54 §3.8 19.7
S.D. +0.26 +0.10 +18.3 +4.5
4 mg/kg N 10 10 10 10
Mean 2.31 0.57 80.4 19.9
S.D. +0.30 *0.07 +12.6 +3.3
20 mg/ke N 9 9 9 9
Mean 2.45 0.56 7.1 17.9
S.D. +0.30 +0.06 +13.3 +3.8
100 mg/kg N 10 10 10 10
Mean 2. 7h%% 0.63 81.3 18.6
S.D. +40.33 +{0.12 +17.3 +5.5

$%: P€0.01 (significantly diflereni from conirol).
One male in the 4 mg/kg group dicd and one male in {he 4 mg/kg group was imminently sacrificed when moribund.
Two males and one female in the 20 mg/kg group died.
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. Study No.P030098
Table 13 - continued Absolute and relative organ weights

Male, Female, 52w
Group (varies Uterus
Sex and
dose
(ng) (mg/100 gB.W.) (2) (/100 gB.W.)
Male Control N
Mean
S.D.
4 mg/kg N
Mean
S.D.
20 mg/ke N
Mean
S.D.
100 mg/kg N
Mean
S.D.
- Female Control N 10 10 10 10
o Mean 51.4 12.2 0.95 0.23
.D. +10.3 +3.1 +0.19 +0.07
4 mg/kg N 10 10 10 10
Mean 48.7 1.9 1.22 0.30
+12.1 +2.3 +0.43 +0.11
20 mg/kg N 9 9 9 9
Mean 52.1 12.0 1.03 0.24
S.D. +15.8 +4.0 +0.25 +0.06
100 mg/ke N 10 10 10 10
Mean 56.8 13.1 1.03 0.24
S.D. *19.5 +5.2 +0.18 £0.06

Not significantiy different from confrol.
One female in the 20 mg/ke group died.
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Study No.P030098
Table 14 Histopathological findings
Male, Female, 13w

Sex Male
Group and dose Conirol 4 mg/kg 20 mg/kg
o Number of animais 10 9 10
Organs and [indings
- + ++ +++ Total - t t+ t++ Total - + ++ +++ Total
Digestive sysiem

Tongue NR(10) (0 ()

Esophagus NR(10) () (0

Slomach NR(10; (0) (0)

Duodenun NR (10 (0) (0)

Jejunum NR(10) (0 ()]

Ileum NR(10) (0) (0)

Cecum NR(10) (0) (0)

Colon NR(10) (0) 0

Rectum NR(10) (0) (0)

Submaxillary gland NR(10) (0) (0)

Sublingual gland NR(10) (0) (0)

Parotid gland NR(1D) (0) )

Liver . ‘ (10) 9) (10)
Degeneration, hepaiocyte, fatty, cenirilobular 0 0 0 0 0 9 0 0 0 0 § 2 0 0 2
Degeneraiion, hepatocyte, fatty, periportal 7 3 0 0 3 6 3 0 90 3 5 5 0 0 5
Necrosis, hepatocyte, focal 0 0 0 0 0 9 0 0 0 0 0 0 0 0 0
Hypertrophy, hepatocyie, cenirilobular 0 0 0 0 0 g 0 0 0 0 0w 0 0 0 0
Cellular infiltration, mononuclear cell 0 0 0 0 0 9 0 0 0 0 0 0 0 90 0
Fibrosis 9 1 0 0 1 9 0 0 0 0 10 0 0 0 0

Pancreas _ {10) (0) (0
Atrophy, acinus, focal § 2 0 0 2
Cellular infiltration, mixed 9 1 0 0 l

Respiratory system

Trachea NR(10) () (0

Lung _ (10) (0) 0
Metaplasia, osseous 1 3 0 0 3
Accumulation, foam celi, alveolus 9 1 0 0 1
Mineralization, artery g 1 0 0 1

Hematopoietic sysiem
Thymus NR(10) (0 (0)
Submaxillary lymph node NR(10) 0) )

Not significantly different from conirol.

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

NR: no remarkable changes. ) )

Figures in pareniheses are number of animals wiih tissues examined histopathologically.
One male in the 4 mg/kg group was imminently sacrifliced when moribund.
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Table 14 - continued Histopathological findings
Male, Female, 13w

)

Study No.P030098

Sex Male
Group and dose Control 4 mg/kg 20 mg/kg
) Number of animals 10 9 10
Organs and findings
- t + H+ Total - t ++ +++ Total - + ++ ++ Total
Hematopoietic system
Mesenieric Iymph nede (10) () (10)
Accumulation, foam cell 10 0. 0 0 0 i 0 0 0 0
Spleen NR(10) ()] gﬂ
Bone marrow (sternum) NR(10) 0) 0
Bone marrow {{emur) NRC10) () 0
Cardiovascular system :
Heart o _ (10) ® (0}
Cellular infiliration, mononuclear cell 8 2 0
Fibrosis, myocardium 9 { ] 0
Aorta NR(10) ()] 0)
Urinary system
Kidney . (10) 9 (10)
Tubule, basophilic . 6 4 0 0 4 6 3 0 0 3 & 2 0 0 2
Droplet,epithelial cell,proximal tubule, hyaline 0 0 0 0 0 g 0 0 0 0 T3 0 0 3
Cast, proteinaceous 10 0 0 0 0 9 6 0 0 0 10 { 0 0 0
Cvst,medulla . 0 0 0 0 0 8 1 0 0 l 10 0 0 0 0
Cellular infiliration, mononuclear cell,pelvis 0 0 0 90 0 g 0 0 0 0 0 0 0 -0 0
Fibrosis, medulla 10 0 ] 0 0 g 0 0 0 0 9 i 0 0 1
Mineralization, cortex 9 l 0 0 1 9 0 ] 0 0 10 0 0 0 0
_ Mineralization, medulla 9 0 0 1 § 1 0 0 1 I I
Urinary bladder o (10) ) )]
Granuloma, adventitia 10 0 0 0 0
Genital system
Testis NR(10) {0 (0)
Epididymis NR(10) (0) (0)
Prostate o _ (10) (0 (0)
Cellular infiltration,mononuclear cell 7 3 0 0 3
Seminal vesicle NR(10) {0 {i)]
Ovary NA NA NA
Uterus NA NA NA

Not significantly different from control.

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

NR: no remarkable changes.

NA: not applicable. ) )

Figures in parentheses are number of animals with iissues examined histopathologically.
One male im the 4 mg/kg group was imminently sacrificed when moribund.
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Histiopathological findings
Male, Female, 13w

Table 14 - continued

N

7

Study No.P030098

Sex Male
Group and dose Control 4 mg/ke 20 mg/kg
o Number of animals 10 9 10
Organs and findings
-+ H H+ Total -+ o+t +H Total -+ ++ t#+ Total
Genital sysiem
Vagina . . . NA NA NA
Degeneration, epithelium, mecous
Mammary gland NR(10) 0 )]
Endocrine system
Pituitary _ (10) (0) 0)
Cyst.anterior lobe 0 0 0
Thyroid . . (10) ) 0
Remnant, ullimobranchial body 9 [
Parathyroid NR (10) i) (0)
Adrenal . 10) (0) (0)
Hypertrophy, cortical cell, focal 9 1 0 |
Nervous system
Cerebrum NR(10) 0) 0
Cerebellum NR(10) (0) )]
Medulla oblongata NR(10) (0) (0)
Spinal cord NR(10) () (0)
Optic nerve NR(10) (0) (0)
Scialic nerve NR(10) 0 0
Special sense organs
Eye _ ] (10 (0) 0)
Dysplasia, retina 9 l 1
Harderian gland NR(10) Q) 0
Musculoskelelal system
M. biceps femoris NR(10) (1)) (0)
Sternum NR(10) (0 (0)
Femur NR(10) (® 0
Iniegumentary sysiem
Inlegument NR(10) ()] (i)

Not significantly different from conirol.

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

NR: no remarkable changes.
NA: not applicable.

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

One male in the 4 mg/kg group was imminently sacrificed when moribund.
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Study No.P030098
Table 14 - continued Histopathological findings
Male,Female, 13w

Sex Male Female
Group and dose 100 mg/kg Control 4 me/ke
o Number of animals 9 10 10
Organs and [indings
~ +  t Ht Total -t +H +H Tolal - 4 t+ +t+ Tolal
Digesiive system

Tongue NRgg) NR(10) (0

Esophagus NR{9) NR(10) (0)

Stomach NR(9) NR(10) (0)

Duodenum NR(9) NR(10) (0)

Jejunum NR(9) NR(10) (0)

[leun NR (9) NR(10) 0)

Cecum NR(9) NR(10) O%

Colon NR (9) NR(10) 0

Rectum NR(9) NR(10) (0)

Submaxillary gland NR(9) NR(10) (0)

Sublingual gland NR§9) NR(10) (0

Parotid gland NR(9) NR(10) (0)

Liver _ _ ) (10) (10)
Degeneration, hepatocyte, [atty, centrilobular 9 0 0 0 ¢ 10 0 0 0 0 w o 0 0 0
Degeneration, hepatocyte, fatiy, periportal 6 3 0 0 3 g 1 0 0 1 ¢ 1 0 0 |
Necrosis, hepatocylc, focal g 0 0 0 0 10 0 0 0 0 g 1 0 0 1
Hypertrophy, hepatocyle, cenirilobular T2 0 0 d 100 0 0 0 w 0o 0 0 0
Cellular infiliration, mononuclear cell g 0 0 0 010 0 0 0 0 0 0 0 0 0
Fibrosis 9 0 0 0 0 10 0 0 0 0 w 0 0 0 0

Pancreas . ) (10) )

Atrophy, acinus, focal 9 0 0 0 0 g 1 0 0 !
Cellular infiltration, mixed g 0 0 ¢ 0 10 0 0 0 0
Respiratory system

Trachea NR(9) NR(10) (0)

Lung ‘ : ) (10) (0
Metaplasia, osseous T2 0 0 2 10 0 0 0
Accumulation, foam cell, alveolus 8 t 0 0 I 10 0 0 90 0
Mineralization,artery o 4 0 0 4 § 2 0 0 Z

Hematopoietic sysiem
Thymus NR(9) NR(10) (0)
Submaxillary lymph node NR(9) NR(10) ()

Not significantly different from conirol.

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

NR: no remarkable changes. ) o )

Figures in parentheses are number of animals with tissues exemined hisiopathologically.
One male in the 100 mg/ke group died.
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Table 14 - continued Histopathological findings

Male,Female, 13w

)

Study No.P030098

Sex Male Female
Group and dose 100 mg/kg Control 4 mg/kg
_ Number of animals 9 10 10
Organs and [indings
-t o+t Total -+t HHE Total -ttt +t+ Total
Hematopoielic system
Mesenieric lymph node ) (10} (0)
Accumulation, foam cell 7 2 0 2 100 0 0
Spleen NR§9) NR(10) )]
Bone marrow (sternum NR(9) NR(10) (0)
Bone marrow (femur) NR(9) NR(1O) )
Cardiovascular systen
Heart 9 (10) (0)
Cellular infiltration, mononuclear cell 5 4 0 0 ¢ 10 0 0
Fibrosis,myocardium 1 2 0 0 2 090 0 0
Aorta NR(9) NR(10) 0
Urinary system
Kidney . 9) (10) (10)
Tubule, basophilic ) ) b 4 0 0 4 10 0 0 0 w0 0 0 0
Droplei,epithelial cell,proximal iubule, hyaline 4 5 0 0 %% 10 0 0 0 0 10 0 0 0 0
Cast,proteinaceous 9 0 0 0 0 10 0 0 0 0 10 0 0 0 0
Cyst,medulla ' 9 0 0 0 0 10 0 0 0 0 w o 9 0 0
Cellular infiliration, mononuclear cell, pelvis 8 1 0 )] 1 90 0 0 0 10 0 0 0 0
Fibrosis,medulla 9 0 0 0 0 0 0 9 0 w o 0 90 0
Mineralization,coriex 6 3 0 0 s 1 0 0 0 0 w 0o 0 0 0
Mineralization,medulla g 0 0 0 0 100 0 0 0 § 1 0 0 I
Urinary bladder o 9) (10) )
Granuloma, adventitia 9 0 0 0 0 9 1 0 0 1
Genital system
Testis NR(Q; NA NA
Epididymis NR(9 NA NA
Prostate o . (9) NA NA
Cellular infiltration, mononuclear cell 2 0
Seminal vesicle NR(9) NA NA
Ovary NA NR(10) 0)
Uterus NA NR(10) ()

$%: PC0.01 (significantly different from control).

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

NR: no remarkable changes.
NA: not appiicable.

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

Oue male in the 100 mg/keg group died.
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Table 14 - coniinued Histopathological findings
Male, Female, 13w

)

Study No.P030098

Sex Male Female
Group and dose 100 mg/kg Conirol 4 ng/kg
_ Number of animals 9 10 190
Organs and findings
H o+ Total - H o+ Total -+ H HE Total
Genital sysiem
Vagina _ S NA (10) )
Degeneration, epitheliom, mucous 10 0 0
Mammary gland NR(9) NR(10) )
Endocrxne sysiem
Pituitary 9 (10 0
Cyst,anterior lobe 0 0 10 0 0
Thyroid . 9) (10) ()
Remnant, ultimobranchial body 0 0 b 6 0
Parathyroid NR(9) NRC10) (1)
Adrenal _ (9) (10) (0)
Hyperirophy, cortical cell, focal 0 10 0
Nervous system
Cerebrum NR(9) NR(10) ()
Cerebellum NR(9) NR(10) (0)
Medulla oblongata NR(9) NR(10) (0)
Spinal cord NR(9) NR(10) (0)
Optic nerve NR(9) NR(10) (0
Sciatic nerve NR(9) NRC19) (0)
Special sense organs
Eye ) . C) (10) (®
Dysplasia, retina 0 0 10
Harderian gland NR(9) NRGO) )
Musculoskeletal system
biceps femoris NR(%) NR(10) O]
Sternum NR(9) NR(10) (0)
Femur NR(9) NR(10) 0)
Integumeniary svsiem
Inlegument NR(9) NR(10) )]

Not significantly dlfferent from control.
Grade sign: -, none; +, m
NR: no remarkable changes
NA: not applicable.

; ++, moderaie; +++, marked.

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

One male in the 100 mg/ke group died.



08

Histopathological findings
Male,Female, 13w

Table 14 - continued

Yy

Study No.P030058

Sex Female
Group and dose 20 mg/kg 100 mg/kg
o Number of animals 10 10
Organs and f{indings
- + ++ +++ Total - t ++ +++ Total
Digesiive sysiem

Tongue (0 NR(10)

Fsophagus )] NR(10)

Siomach (0) NR(10)

Duodenum )] NR(10)

Jejunum (0) NR(10)

Ileun (0) NR(10)

Cecum (0 NR(10)

Colon {0) NR(10)

Rectum (0) NR(10)

Submaxillary gland 0) NR(10)

Sublingual gland (0) NR (10)

Parotid gland 0) - NR(10)

Liver ‘ . (10) (10)
Degeneration, hepatocyte, [alty, centrilobular 0 0 0 0 0 10 0 0 0 0
Degeneration, hepatocyte, fatiy, periportal - 8 2 6 0 2 6 4 0 0 4
Necrosis, hepatocyle, focal g 1 0 0 | 0w 0 0 0 0
Hypertrophy, hepatocytie, centrilobular 8 2 0 0 2 | 8 1 0 0%
Cellular infiltration, mononuclear cell 9 1 0 0 1 10 0 0 0 0
Fibrosis 0 0 0 0 0 10 0 0 0 0

Pancreas ) . () (10)
Atrophy, acinus, focal 0w 0 0 0 0
Cellular infiltralion, mixed 10 0 0 0 0

Respiratory sysiem

Trachea (0) NR(10)

Lung . () (10)
Metaplasia, osseous 10 0 0 0 0
Accumulation, foam cell, alveolus 10 0 0 0 0
Mineralization, artery 8 2 0 0 2

Hematopoietic sysiem
Thymus (0) NR(10)
Submaxillary lymph node 0 NR(10)

¥%: P<0.01 (significantly different from control).

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

NR: no remarkable changes.

Figures in pareniheses are number of animals with tissues examined histopathologically.
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Histopathological findings
Male,Female, [3w

Table 14 - continued

)

Study No.P030098

Sex

Group and dose

o Number of animals
Organs and findings

Female

20 mg/ke

100 mg/kg

10

10

- + ++ +++ Total - t ++ +H Total
Hematopoiefic sysiem
Mesenteric lymph node (10) {10)
Aceumulation, foam cell 10 0 0 0 0 9 1 0 0 f
Spleen 0) NR(10)
Bone marrow (sternum 0) NR(10)
Bone marrow (femur) 0) NR(L0)
Cardiovascular system
Heart o ‘ (0 (10)
Cellular infiltration, mononuclear cell 10 0 0
Fibrosis,myocardium 10 0 0
poria 0) NR (10}
Urinary sysiem
Kidney . (10) (10
Tubule, basophilic . . 0w 0 0 0 0 8 2 0 90 2
Droplet, epithelial cell,proximal tubule, hyaline 0 0 0 0 0 0w 0 0 0 0
Cast, proicinaceous 10 0 0 0 0 g l 0 0 |
Cyst,medulla ) 10 0 0 0 0 10 0 0 0 0
Cellular infiliration,mononuclear cell,pelvis 10 0 0 { 0 10 )] 0 0 0
Fibrosis,medulla 10 0 0 0 0 10 0 0 0 0
Mineralization, cortex 10 0 0 0 0 10 0 0 0 0
Mineralization,medulla 8 2 0 0 2 10 0 0 0 0
Urinary bladder N ) (10)
Granuloma, adventitia 10 0 0 0 0
Genital system
Testis NA N4
Epididymis NA NA
Prostate NA NA
Cellular infiltration, mononuclear cell
Seminal vesicle NA NA
Ovary 0 NR{10)
Uterus 0 NR(10)

Not significantly different{ [rom control.

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

NR: no remarkable changes.
NA: not applicable. ‘

Figures in parentheses are number of animals with tissues examined histopathologically.
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Table 14 - continued Histopathological findings
Male,Female, 13w

N

)

Study No.P030098

Sex

Group and dose

Number of animals
Organs and findings \

Female

20 mg/kg

100 mg/kg

10

10

+

t+ +++ Total

++ +++ Tolal

Genital sysiem
Vagina ) )
Degeneration, epithelium, mucous
Mammary gland

Endocrine system
Pituitary
Cyst,anterior lobe
Thyroid
Remnant, ultimobranchial body
Parathyroid
Adrenal
Hypertrophy, cortical cell, focal

Nervous system
Cerebrun
Cerebellum
Medulla oblongata
Spinal cord
Optic nerve
Sciatic nerve

Special sense organs
Eye ) )
Dysplasia, retina
Harderian gland

Musculoskeletal system
M. biceps femoris
Sternum
Femur

Integumeniary system
Integument

(0)
()

(0)
(0)

(0)
(0)

NN S N
fouse Yune Y Yo Yo Y oue)
R Nus e N

10

10

(10)
0 0
NR(10)

Not significantly different from control.

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

NR: no remarkable changes.

Figures in parentheses are number of animals with {issues examined histopathologically.
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Study No.P030098

Table 15 Histopathological findings
Male, Female, 52w
Sex Male
Group and dose Conirol 4 mg/kg 20 me/ke
‘ Number of animals 10 8 8
Organs and findings
-+ H HH Total -+ H 4 Total - 4 H +H Total

Digestive systicm

Tongue NR(10) (0) (0}

Esophagus NR(10) (0) (0)

Stomach (10) 0) 0
Dilatalion, glandular space,glandular siomach 5 5 0 0 5

Duodenun _ . . (10 (0 ®
Accumulation, foam cell, lamina propria 10 0 0 0 0 8 0 0 0 0

Jejunum _ . . (10) Q) (8
Accumulation, foam cell, lamina propria 10 0 0 O 0 8 0 0 0 0

1leun _ ) ‘ (10) () 8)
Accumulation, foan cell, laming propria w0 0 0 0 g 0 0 0 0
Accumulation, foam cell,peyer s patch 10 0 0 0 0 8 0 0 0 0

Cecum NR(10) 0) 0

Colon NR(10) (0) (0)

Recium NR(10) (0) 0

Submaxillary gland NR(10) (0) (0)

Sublingual gland NR(10) (0) (0)

Parotid gland NR{10) (0) (0)

Liver _ _ (10) (8) ®)
Degeneration, hepatocyte, fatly, centrilobular g 1 0 0 1 T 1 0 0 1 § 0 0 0 0
Degeneration, hepatocyle, fatty, periportal 4 5 1 0 b A S 1% 4 3 1 0 4
Necrosis, hepatocyte, focal 10 0 0 ¢ 0 5 2 1 0 R 8 0 0 0 )
Hyperirophy, hepatocyle, centrilobular w 0 0 0 0 g8 0 0 0 0 8 0 0 0 0
Hyperplasia,bile duet g 1 0 0 1 g8 0 0 0 0 6 2 0 0 2
Hematopoiesis, extramedullary 10 0 0 0 0 8 0 0 0 0 8 0 0 0 0
Focus, altered cell, basophilic 10 0 0 0 0 8 0 0 0 0 8 0 0 0 0
Focus, altered cell, clear 0 0 0 0 0 8 0 0 0 0 8 0 0 0 0
Angiectasis 10 0 0 0 0 3 0 0 0 0 8 0 0 0 0
Hemorrhage 10 0 0 0 0 8 0 0 0 0 8 0 0 0 0
Cellular infiltration, mononuclear cell 8 2 0 0 2 8 0 0 0 0 5 3 0 0 3
Accumulation, foam cell, sinusoid® w 0 0 ¢ 0 g§ 0 0 0 0 6 2 0 0 Z
Cholangioma 9 1 0 0 l 8 0 0 ¢ 0 8 0 0 0 0

%: P<0.05 (significantly different from conirol).

Grade sign: -, none; +, mild (existence of {umor); ++, moderate; +++, marked.

NR: no remarkable changes.,
a) with lymphocyte infiltration.

Figures in parentheses are number of animals with {issues examined histopathologically.
One male in the 4 mg/kg group died and one male in the 4 mg/kg group was imminently sacrificed when moribund.

Two males in the 20 mg/kg group died.
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. L Study No.P030098
Table 15 - continued Histopathological findings
Male,Female, 52w

Sex Male

Group and dese Control 4 mg/ke 20 mg/kg

Number of animals 10 8 8
-t 4ttt Total -+t Tolal -+ +t Ht Total

Organs and findings

Digestive systiem
Pancrcas

Atrophy, acinus, [ocal 1
Hyperplasia, acinar cell, focal
Focus, acinar cell, basophilic
Metaplasia, hepatocyte
Hemorrhage
Polyarteritis 1

10) (0) )]
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0
0
0
0
0
0
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Respiratory sysiem
Trachea NR (10) 0 (0
Lung . i

Metaplasia, osseous 8
Accumulation, foam cell,alveolus 9 1
Mineralization, artery 6

Hematopoietic sysiem
Thymus
Atrophy 0 7
Submaxillary lymph node
Mesentieric lymph node
Accumulation, foam cell 10
Spleen '
Hematopoiesis, exiramedullary 10
Cyst, capsule 10
Accumulation, foam cell,white pulp 10
-Accumuiation, foam cell, red pulp 10
Bone marrow (siernum
Bone marrow {(femur)

e
a2
~—
—
=
=
—
(=
Qg

=
g
—
<>
~=
—~
vty
N~
b2

GEE

~—
OOOOOO@OOOO
~—
S

oo o
cooo o
cOCOCOOD OO
OO (=)
OO (=1
oD
~ oo o
—— D OO [<a]
o R oo R s Y e Y e Yo Yo oY e F e o Y o)
OO =)
—— D e

=
—~
T
——~—
N

Cardiovascular sysiem
Heari _ (10)
Cellular infiltration, mononuclear cell 4 6 0 0
Fibrosis, myocardium 5 5 0 0

[ n R=r]
—~
<=
~
—
=
g

$%: P<0.01 (significantly different from control).

Grade sign: -, none; +, mild (existence of tumor); ++, moderate; +++, marked.

NR: no remarkable changes

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

One male in the 4 mg/ke group died and one male in the 4 mg/kg group was imminently sacrificed when moribund.
Two males in the 20 mg/kg group died.
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Table 15 - continued Histopathological findings
Male,Female, 52w

Sex Male

Group and dose Control 4 mg/ke 20 mg/ke

Number of animals 10 8 8
- + + +H Tolal - 1 ++ +++ Total + ++ +4+ Total

Organs and findings

Cardiovascular system
Aoria NRCOIO)

Urinary sysiem
Kidney
Hyperplasia, transitional epithelium, pelvis 9
Tubule, basophilic 5
Karyomegaly, epithelial cell,proximal tubule {8
0

—_
<
=
o~
o
Ry

—
=
Py
—
ey
~
Reivg)

Droplet, epithetial cell,proximal tubule, hyaline
Cast,proieinaceous
Dilatation,distal fubule 1
Dilatation, pelvic cavity 10
Cysi,medulla 10
Hemorrhage, pelvis . 10
Cellular infiltration, mononuclear cell,pelvis 9
Cellular infiltration, mononuclear cell,cortex g
Cellular exudation,pelvic cavity,neutrophil 9
Mineralization,pelvis 9
Mineralization,cortex 10
Mineralization, medulla 10
Urinary bladder
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Genital system
Testis 610) | | 0 ()]

Atrophy, seminiferous iubule 9 0
~ Edema, interstitium 9 0 0 1 1 '
Epididymis (10) 0 i)
Decrease, sperm, lumen § 0 1 0 |
Prostate o (10) (0) 0y
Cellular infiltration, mononuclear cell g 0 0 1
Fibrosis, inferstitium 10 0 0 0
Seminal vesicle NR(10) 0 )
Ovary NA NA NA

%: P<0.05 (significantly different from conirol),

Grade sign: ~, none; +, mild (existence of tumor); ++, mederate; ++, marked.

NR: no remarkable changes

NA: not applicable. ‘ )

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

One male in the 4 mg/ke group died and one male in the 4 mg/kg group was imminently sacrificed when moribund.
Two males in the 20 mg/kg group died.
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Study No.P030098
Table 15 - continued Histopathological findings
Male,Female, blw

Sex Male
Group and dose Control 4 mg/kg 20 mg/ke
) Number of animals 10 8 8
Organs and findings
- t +H 4+ Total - + ++ +++ Total - 1 ++ +++ Tolal
Genital sysiem
Uterus ] NA NA NA
Metaplasia,cpithelial cell, gland, squamous
Cyst, endometrium
Vagina ) ) ) NA NA NA
Degeneration, epithelium, mucous
Mammary gland (10) (1)) ()
Ectasia, alveolus/duct 10 0 0 0 0
Adenoma 10 0 0 0 0

Endoctine sysiem

Pituitary . (10) (®)] ()
fyperplasia, anterior lobe, focal 9 1 0 0 1
Cyst,anterior lobe 10 0 0 0 0
lemorrhage, Rathke s pouch 10 0 0 0 0
Gliosis,posterior lobe 9 L 0 0 1
Ectopic tissue,posterior lobe 00 0 0 0
Adenoma, anterior lobe 0 ¢ 0 0 0
Thyroid _ (10) ® 0
Hyperplasia, C cell, focal 9 1 0 0 l
Remnaut, ultimobranchial body 8 2 0 0 2
Parathyroid NR(10) ()] ()
Adrenal _ (10) (0 (0)
Hypertrophy, cortical cell, focal 9 1 0 0 1
Hyperplasia, cortical cell, focal 10 0 0 0 0
Angiectasis 10 0 0 0 0
Nervous syslem
Cerebrum NR(10) ) 0
Cerebellum NR(10) {0) (0)
Meduila oblongata NR (10) {0) (0)
Spinal cord NR(10) 0 ()]
Optic nerve NR(10) (0) (0)
Sciatic merve NR(10) {0) (0)

Not significantly different from control.

Grade sign: -, nore; +, mild (existence of {umor); ++, moderate: +++, marked.

NR: no remarkable changes.

NA: not applicable. . .

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

One male in the 4 me/kg group died and one male in the 4 mg/kg group was imminently sacrificed when moribund.
Two males in the 20 mg/kg group died.
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Table 15 - continued Histopathological {indings

Male, Female, 52w

)

Study No.P030098

Sex

Group and dose

) Number of animals
Organs and findings

Male
Control 4 mg/ke 20 mg/kg
10 8 8

- + + H+ Total + +H +++ Total - t t++ 4+ Total
Special sense organs
Eye ) (10) ) 0
Atrophy, retina, focal 0 0 0 0 0
Dysplasia, retina 10 0 0 0 0
Mineralizalion, cornea 10 0 0 0 0
Harderian gland NR(1O) () ()
Musculoskelelal system
M. biceps femoris NR(10) (0 (0
Sternum NR(10) (0) (0)
Femur NR(LD) 0 ()
Integumentary system
Integument ‘ (10) () )
Cellutar infiltration, monenuclear cell, subcutis 10 0 0 0 0
Keratoacanthoma 9 1 0 0 1
Others
Extremity o 4) () ()
Formation, callus, hindlimb 4 0 0 0 0
Ulcer, hindlimb 0 4 0 0 4

Not significantly different from conirol.

Grade sign: -, none: +, mild (exisience of iumor): ++, mederaie: ++4, marked.

NR: no remarkable changes.

Figures in parentheses are number of animals with {issues examined histopathologically. )
One male in the 4 mg/kg group died and one male in the 4 mg/ke group was imminenily sacrificed when moribund.

Two males in the 20 mg/kg group died.



88

) ) )

Table 15 - continued ~ Histopathological findings
Male,Female, b2w

Study No.P030098

Sex Male Female
Group and dose 100 mg/kg Conirol 4 mg/ke
Number of animals 10 10 {0
Organs and findings
- F  H HH Total -+ Total -+ H HH Total
Digestive sysiem

Tongue NRng) NR(10) gﬂ)

Esophagus NR (10) NR(10) 0

Stomach (10) (10) ();
Dilatation, glandular space,glandular stomach T3 0 0 § 2 0 0 2

Duodenum . i . (10) (10) (0)
Accumulation, foam cell, lamina propria g 1 0 0 L1 0 0 0 0

Jejunum . . (10) (10) (0)
Accumulation, foam cell, lamina propria 2 8 0 0 B#+ 10 0 0 0 0

Ileun ' ‘ _ (10) (10) ();
Accumulation, foam cell, laming propria 4 6 0 0 6 10 0 0 0 0
Accumulation, foam cell,peyer s patch T3 0 0 3 1 0 0o 0 0

Cecun NR(10) NR(10) (0)

Colon NR§10) NR(10) (0)

Rectum NR(10) NR(10) (0)

Submaxitlary gland NR%IO) NR(10) (0)

Sublingual gland NR(10) NR(10) (0)

Parotid gland AR (10) NR(10) (0)

Liver . . (10) (10) © {10
Degeneralion, hepatocyte, [atly, cenirilobular 0 o 0 0 ¢ 10 0 0 0 0 w 0 0 0 0
Degeneration, hepaiocyie, fatiy, periporial > 3 2 0 5 T3 0 0 3 9 1 0 0 1
Necrosis, hepatocyte, focal § 2 0 0 2 g 1 0 0 1 g 1 0 0 I
Hypertrophy, hepatocyte, centrilobular g8 2 0 0 2 10 0 0 0 0 0 0 0 0 0
Hyperplasia,bile duct 3 o 2 0 = 9 1 0 0 1 0 0 0 30 0
Hematopoiesis, exiramedullary 0w 0 0 0 0 10 0 0 0 0 g 1 0 0 l
Focus, altered cell, basophilic 0 0 0 0 0 9 1L 0 0 1 g L 0 0 [
Focus, altered cell, clear 9 1 0 0 P10 0 0 0 0 w 0 0 0 0
Angieclasis 9 1 0 0 ] g 1 0 0 | w 0 0 90 0
Hemorrhage 0w 0 0 0 0 10 0 0 0 0 8§ 2 0 0 2
Cellular infiliration, mononuclear cell 0 0 0 0 010 0 0 0 0 0 0 0 0 0
Accumulation, foam cell, sinusoid® 0 2 8 0 1% 10 0 0 0 0 w 6 0 90 0
Cholangioma w o 0 0 0 10 0 0 0 0 w o 0 0 0

x%: P0.01 (significantly different from contrel).

Grade sign: -, none; +, mild (existence of tumor): ++, moderate; +++, marked.

NR: no remarkable changes.

a) with lymphocyie infiltration. _

Figures in parentheses are number of animals with {issues examined histopathologically.
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Table 15 - continued Histopathological findings

Male, Female, 52w

)

Study No.P030098

Sex Male Female
Group and dose 100 mg/kg Control 4 mg/ke
Number of animals 10 10 10
Organs and findings
-+ t +++ Total -+ H +++ Total -+ ++ +++ Total
Digestive sysiem
Pancreas . (10) (10) 0
Alrophy, acinus, focal 9 1 0 0 1 7 3 0 0 3
Hyperplasia, acinar cell, focal 9 1 0 0 | w 0 0 0 0
Focus, acinar cell, basophilic 10 0 0 0 0 10 0 0 0 0
Mefaplasia, hepatocyte 9 [ 0 0 l 10 0 0 0 0
Hemorrhage 10 0 0 0 0 10 0 0 0 0
Polyarieritis 10 0 0 0 0 § 1 0 0 1
Respiratory system
Trachea NR(10) NR(1D) {0
Lung . (10) (10) (0)
Metaplasia, osseous 10 0 0 0 0 10 0 0 0 0
Accumulation, foam cell, alveolus 3 2 0 0 2 9 1 0 0 1
Mineralization, ariery 8 2 0 0 2 10 0 0 0 0
Hematopoietic sysiem
Thymus : (10) (10 )]
Atrophy 0 6 4 l 8 |
Submaxillary lymph node MR (10) NR(10) )
Mesenteric lymph node (10 (10 am
Accumulation, foam cell 0 3 6 1 O¢x 10 0 0 0 0 w 0 0 0 0
Spleen o (10) (10) (10)
Hematopoiesis, extramedulliary 10 0 0 0 0 10 0 0 0 0 8 1 1 0 2
Cyst, capsule ) 0 0 0 0 0 g 1 0 0 l 10 0 0 0 0
Accumulaiion, foam cell,white pulp 6 3 1 0 4 10 0 0 0 0 100 0 0 0
Accumulation, foam cell, red pulp 6 3 | 0 4 10 0 0 0 0 10 0 0 0 0
Bone marrow (sternum) NR(10) NR(10 0
Bone marrow {femur) NR(10) NR(10 )
Cardigvascutar system
Heart o ) (10) (10) )
Cellular inliltration, mononuclear cell 5 5 0 0 5 9 l 0 0 l
Fibrosis, myocardium 5 4 1 0 5 10 0 0 0 0

: P<0.05, ##: P<0.0L (significantly different from control).
(exisience of {umor); ++, moderate; +++, marked.

Grade sign: -, none; +, mild
NR: no remarkable changes.

Figures in parentheses are number of animais with tissues examined histopathologically.
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Table 15 - continued Histopathological findings

Male, Female, 52w

)

Study No.P030098

Sex Male Female
Group and dose 100 mg/kg Control 4 mg/ke
Number of animals 10 10 10

Organs and findings

-+ b Total

+

tt ttt Total -

++ +t Total

Cardiovascular system
Aorta NR(10)

Urinary sysiem

Kidney . . - .
Hyperplasia, iransitional epithelium, pelvis
Tubule, basophilic ]
Karyomegaly,eplthellal cell, proximal tubule
Droplet, epithelial cell, proximal tubule, hyaline
Cast,proteinaceous
Dllatatlon distal tubule
Di]alation,pelvic cavity
Cyst,medulla
Hemorrhage pelvis
Cellular infiltration, mononuclear cell,pelvis
Cellular infiltration, mononuclear cell, corlex
Cellular exudation,pelvic cavily, neuirophil
Mineralization,pelvis
Mineralization, coriex
Mineralization, medulla

Urinary bladder
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Genital system
Testis
Alrophy, seminiferous iubule 10
_ Edema, interstitium 10 0
Epididymis 10
Decrease, sperm, lumen 10 0
Prostate {10
Cellular infiliration, mononuclear cell g 0
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Fibrosis, interstitiom g 0
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Not significantly differeni from control.

Grade sign; -, none; 4, mild (existence of tumor); ++, moderaie; +++, marked.
NR: no remarkable changes

NA: not applicable

Figures in parentheses are number of animals wiih tissues examined histopatholegically.



16

)

Table 15 - continued Histopathological findings

Male,Female, 52w

v

Study No.P030098

Sex

Group and dose

o Number of animals
Organs and findings

Male Female
100 mg/kg Control 4 mg/kg
10 10 10

++ t++ Total

++ 4+ Total -

.|.

H +++ Tofal

Genital system

Uterus )
Metaplasia, epithelial cell, gland, squamous
Cyst, endometrium

Vagina , ‘
Degeneration, epithel ium, micous

Mammary gland
Bciasia, alveolus/duct
Adenoma

Endocrine system

Pituitary
Hyperplasia, anterior lobe, focal
Cyst,anterior lobe
Hemorrhage, Rathke s pouch
Gliosis,posterior lobe
Eclopic tissue,posterior lobe
Adenoma, anterior lobe

Thyroid )
Hyperplasia, C cell, focal
Remnant, uliimobranchial body

Parathyroid

Adrenal
Hypertrophy, cortical cell, focal
Hyperplasia, cortical cell, focal
Angiectasis

Nervous system
Cerebrum
Cerebellum
Medulla oblongaia
Spinal cord
Optic nerve
Sciatic nerve

—_—

———
[owr Jouw) OO

— —_
[ o= e

[l e G0 D 0 et ot [

D s &

NA

oo OO oo

NR (10)

o —

—_, O —

oo

— — — — —_
oo oo o0

—
[ e =]

L0 ) - [l FE

(ST ) OO

~—~o

(10)
0

0
(10)
0
(10)
b
0

—
=
—

=z
=
oA A OO O~
(S
(=)
~—

—_—
o —
~—

NR(10)
NR(10)
NR(10)
NR(10)
NR(10)
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Not significanily different from control.

Grade sign: -, none: +, mild (existence of tumor): ++, moderate; +++, marked.

NR: no remarkable changes.
NA: not applicable.

Figures in pareniheses are number of animals with tissues examined histopathologically.
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Table 15 - continued Histopathological findings
Male,Female, b2w

Study No.P030098

Sex Male Female
Group and dose 100 mg/kg Control 4 ng/kg
Number of animals 10 10 10

Organs and [indings

-+t HE Total -+ H #H Totad -+ H tH Total
Special sense organs
Eye ' (10) (10) (0
Atrophy, retina, focal 10 0 0 0 0 1 0 0 0 0
Dysplasia, retina 10 0 0 0 0 1w 0 0 0 0
Mineralization, cornea 9 l 0 0 1 1 0 0 0
Harderian gland NR(10) NR(10) ()]
Musculoskeletal system
M. biceps femoris NR(10) NROLO) {0)
Sternum NR(10) NR(10) (0)
Femur NR(10) NR(10) (0
Inlcgumentary sysiem
Infegument _ _ (10) (10) (0)
Cellular infiltration, mononuclear cell, subcutis 9 [ 0 0 1 10 ¢ 0 0 0
Keratoacanihoma 10 0 0 ! 0 W o ¢ 0 0
Others
Extremity o (4) @ (0)
Formation, callus, hindl imb 4 0 0 0 0 2 0 0 0 0
Ulcer, hindlimb 0 4 0 0 4 0 2 0 0 A

Not significantly different from control.

Grade sign: -, none: +, mild (exisience of tumor):; ++, moderate; +++, marked.

NR: no remarkable changes. _ ' _ i _

Figures in parentheses are number of animals with {issues examined histopathologically.
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Histopathological findings
Male, Female, 52w

Table 15 - continued

)

Study No.P030098

Sex Female
Group and dose 20 mg/kg 100 mg/kg
o Number of animals 9 10
Organs and findings
- f  H b Tolal - 1+ Total
Digestive sysiem

Tongue 0)] NR€10)

Esophagus (0) NR(10)

Stomach 0 (10)
Dilatation,glandular space,glandular stomach 7 3 0 0 3

Duodenum ' . 9 (10
Accumulation, foam cell, lamina propria 9 ¢ 0 0 0 9 1 0 0 1

Jejunum . . . 9 (10)
Accumulation, foam cell, lamina propria 9 0 0 0 0 4 ] 0 0 f¥%

[leum ) (10)
Accumulation, foam cell, laming propria g 0 0 0 0 9 1 0 0 1
Accumulation, foam cell,peyer’' s patch 9 0 0 0 0 9 | 0 0 |

~ Cecum O NR(10)

Colon 0) NR(10)

Rectum 0) NR(10)

Submaxillary gland 0) NR(10)

Sublingual gland (0) NR(10)

Parotid gland (0) NR(10)

Liver _ » 9) (10)
Degeneration, hepatocyte, fatiy, cenirilobular g 0 0 0 0 0 0 0 0 0
Degeneration, hepatocyte, fatty, periporial 7 2 0 0 2 3 3 4 0 T*
Necrosis, hepatocyte, focal g 0 0 0 0 10 0 0 0 0
Hypertrophy,hepatocyle cenirilobular 5 4 0 0 4% 0 0 10 0 10%%
Hyperplasia, bile duci 7 2 0 0 2 9 | 0 0 1
Hematopoiesis, extramedul lary g 0 0 0 0 10 0 0 0 0
Focus, altered cell, basophilic g 0 0 0 0 10 0 0 0 0
Focus,altered cell,clear g 0 0 0 0 10 0 0 0 0
Angiectasis 9 0 0 0 0 10 0 0 0 0
Hemorrhage 9 0 0 0 0 10 0 0 0 0
Cellular infiltration, mononuclear cell 9 0 0 0 0 10 0 0 0 0
Accumulation, foam cell, sinusoid® g L 0 0 1 r 7T 7 0 9% ¥
Cholangioma g 0 0 0 0 10 0 0 0 0

%: P<0.05, #%: P<0.01 (51gn1f1canily different from conirol).

Grade sign: -, none; +, mild (existence of tumor); ++, moderzie: +++, marked.
NR: no remarkable changes

a) with lymphocyte infiltration.

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

One female in the 20 mg/kg group died.
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Table 15 - continued Histopathological findings

N

)

Study No.P030098

Male,Female, 52w
Sex Female
Group and dose 20 mg/kg 100 mg/kg
Number of animals § 10

Organs and [indings

+

+ +4 Total -

++ +++ Total

Digestive system
Pancreas

Atrophy, acinus, focal
Hyperplasia, acinar cell, focal
Focus, acinar cell, basophilic
Metaplasia, hepatocyte
Hlemorrhage
Polyarieritis

Respiratory system
Trachea
Lung
Metaplasia, osseous
Accumultation, foam cell, alveolus
Mineralization, artery

Hematopoielic systiem

Thymus
Alrophy

Submaxillary lymph node

Mesenteric lymph node
Accumulation, foam cell

Spleen
Hematopoiesis, exiramedul lary
Cyst, capsule
Accumulation, foam cell,white pulp
Accumulation, foam cell, red pulp

Bone marrow (sternum

Bone marrow (femur)

Cardiovascular system
Heart
Cellular infiliration, mononuclear cell
Fibrosis, myocardium
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$: P<0.05, *#: P<0.01 (significantly different from control).

Grade sign: -, none; +, mild (exisience of tumer): ++, moderate: +++, marked.

NR: no remarkable changes

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

One female in the 20 mg/ke group died.
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Table 15 - continued Histopathological findings
Male, Female, b2w

Sex Female
Group and dose 20 ng/ke 100 mg/kg
Number ol animals g 10
Organs and findings
- 4 ++ +++ Total - + ++ +++ Total
Cardiovascular sysiem
Aoria () NR(10)
Urinary system
Kidney . . o _ © (10)
Hyperplasia, {ransitional epithelium, pelvis 8§ 1 0 0 ] w 0 0 0 0
Tubule, basophilic ) 6 3 0 0 3 5 5 0 0 5%
Karyomegaly, epithelial cell,proximal tubule 9 0 0 0 0 w 0 0 0 0
Droplet, epithelial cell,proximal tubule,hyaline 9 0 0 0 0 10 0 0 0 0
Cast,proteinaceous 6 3 0 0 3 6 4 0 0 4
Dilatation,distal tubule 8 1 0 0 1 10 0 0 0 0
Dilatation,pelvic cavity 9 0 0 0 0 10 0 0 0 0
Cyst,medulla 9 0 0 0 0 10 0 0 0 0
Hemorrhage, pelvis i g L 0 0 l 1000 0 0 0
Cellular infiltration, mononuclcar cell,pelvis 9 0 0 0 0 0w 0 0 0 0
Cellular infiltration, mononuclear cell, cortex 9 { 0 0 0 10 0 0 ] 0
Cellular exudation,pelvic cavily, neutrophil 9 0 ) 0 0 10 0 0 0 0
Mineralization, pelvis 7 2 0 0 2 10 0 0 0 0
Mineralization,coriex 9 0 0 0 0 10 0 0 0 0
 Mineralization,medulla Z 7T 00 % 6 4 0 0 4
Urinary bladder i) NR(10)
Genital system
Testis o NA NA
Airophy, seminiferous tubule
Edema, interstifium
Epididymis NA NA
Decrease, sperm, lumen
Prostate _ NA NA
Cellular infiltration, mononuclear celi
Fibrosis, interstitiom
Seminal vesicle NA NA
Ovary 0 NR(10)

$: P0.05 (significantly different from conirol}.

Grade sign: -, none: +, mild (exisience of tumor); ++, moderale; +++, marked.

NR: no remarkable changes.

NA: not applicable. . . _ ) _

Figures in parentheses are number of animals with tissues examined histopathologically.
One female in the 20 mg/kg group died.
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Table 15 - continued Histopathological findings
Male,Female, 22w

)

Study No.P030098

Sex

Group and dosc

. Number of animals
Organs and findings

Female

20 mg/kg

100 mg/kg

9

10

+

H ++ Tolal

++ +H+ Tolal

Genital sysiem

Uterus . ) ,
Melaplasia,epithelial cell, gland, squamous
Cyst, endometrium

Vagina
Degeneration, epithelium, mucous

Mammary gland
Bctasia, alveolus/duct
Adenoma

Endocrine sysiem

Pituitary
Hyperplasia, anierior lobe, focal
Cyst, anterior lobe
Hemorrhage, Rathke s pouch
Gliosis,posterier lohe
Ectopic tissue,posterior lobe
Adenoma, anterior lobe

Thyroid ]
Hyperplasia,C ¢cell, [ocal
Remnant, ultimobranchial body

Parathyroid

Adrenal )
Hypertrophy, cortical cell, focal
Hyperplasia, cortical cell, focal
Angiectasis

Nervous sysiem
Cerebrum
Cerebellum
Medulla oblongata
Spinal cord
ptic nerve
Sciatic nerve

)

()
0

(0)

O (=3 Ki=je ol

COrm (TR S

CaD —t

[ X e Y]

(10)
0

0
(10)
0
(10)
3
0

[ K] <> o

10)

[ Y-} OO

NR(10)
NR(10)
NRCLO)
NR(10)
NR{10)
NR{10)

D e COCD DD

Ty r—

Qo Co D

Not significantly different from conirol.

Grade sign: -, none: +, mild {existence of tumor): ++, moderaie; +++, marked.

NR: no remarkable changes.

Figures in parenibeses are number of animals with fissues examined histopathologically.

One female in the 20 mg/kg group died.
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Table 15 - continued Histopathological findings
Male, Female, 52w

\/

Study No.P030038

Sex

Group and dose

o Number of animals
Organs and findings

Female

20 mg/ke

100 mg/kg

9

10

t +H +H Total - t ++ +++ Total
Special sense organs
Eye () (10)
Atrophy, retina, focal 9 l 0 0 1
Dysplasia, retina 9 1 0 0 1
Mineralization, cornea 10 0 0 0 (]
Harderian gland (0 NR(10)
Musculoskeletal system
M. biceps femoris ) NR(10)
Sternum (0) NRgIO)
Femur (0) NR(10)
Integumentary system
Integument () 10
Cellular infiliration, mononuclear cell, subcutis 10 0 0 0
Keraloacanthoma 10 0 0 0 0
Others
Exiremily ) (0 ®?)
Formation, callus, hindlimb 2 | 0 0 I
Ulcer, hindlimb 1 2 0- 0 2
Not significantly dlffereul from control.
Grade sign; -, none; +, mild {existence of tumor); ++, moderate; +t+, marked.

NR: no remarkable changes

Figures in parentheses are number of animals with {issues examined histopathologically.

One female in the 20 mg/kg group died.
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