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7L637

CE S

1-Z7002- (ZOooAFI) ROECE2, 10BXUS0 mgkeg/day DHET SD %
Sy~ (Crj:CD(SD)IGS) DMEHEICIRBLAT 14 HANSRELZR THILE 45 B, M
TR, HRERTHE 3 BETROKS L, RERSEEBIVEEREFHIION
THRELZ. 1 BOBYEIIMRS 12 L& L, SREICIIIEAE (0.1 % Tween80 /KB
W) OHEHRELE.

1. RERGENE

50 mg/kg B OMERHE THREMIICEERINNH S L OEEERD, HTHIBEE QRN
NBD SN, WHERETIE, 10 mgkg L LOBEORE, BXT 50 mgkg B QM THI
BEEOIE, RELEOME, U5ABIEENEDSNE. £/, 50 mgke RO
OB TIREMRME ERICHB T S TFHILE OMRDSEBD SNz, BOmKFERE
MKECEREBLIVREEE TRHHEBMEICERN T 22 ERD s e 2.

2. EIEFEAE

BHEMORRER, ZRE, BEE, BRE BRER, 2RE, HER, EERHER,
BB L OHETENIIRBRYEICER T 2EL3@EBD s Nah o7z, MERORETHE,
HEEVE Sk, HPEARRE, MhEb, HIAR, #4ARO 4 BERR, SE, —KRRE KEDS
FOHRICIIHBRMEITER T 2 RLIEBD s Nisiro .

PLEDRERNS, AFEBREHETICRTS 1-7002- (ZooAF)) XECORE
BEHEEICET L EEERITED 2 mgkeg/day, HED 10 mg/kg/day, AFEFEE B ICH
ITLEMERTHEBYBIVEFNED 50 mgkgday EEZS5NS.



7L637

~14,

i

allf

1-7002- (OO AF)) NE 35k, B, BEEBLUVEEZRET ST
FERTHO ", KECHIEICN LRBE2E T2 METHS . BHEREL TR
I hOBOKEITES LDy EIZHAY 951 mg/kg, MDY 783 mg/kg TH D Z ENHWE
SNTVEHN Y, RERSEECEBERBRESRIIDOVTRIEZAEANSNTHARN,

4ME, OECD IZX2HMFLENHOREURARIBRDIFRRAEFRORELT,
v hEAWTKERSSEN - FEREFHMFEERREERL, EENO—EFHE
PRI EB XU - RECRIETHEIDVWTRALZOTHRET 5.




TL637

MRt X

IR
Mo ENAE 17002 (ZOogAFiL) X
> (B&%R : OCBC, CAS No. 611-19-8, 0w + &S WE 99.65 %) ==,

EHTHREL, FALL. ERUWEITREOLES, BEX, FTFEZATHIHRA
213 ~ 214 C, LLE 1.033, BKE 25°%C/0.18 muHg, MITREE, MSOBLOT &
ZETRTL, KBTI, BERRVWOTLEBKETHS.
BB ORENIL, URYERKELDLEREZRIETLERZAFL, R
L7 (RTERD.
%4 . 2- 7Ry rns1 R

M ¢

C}/CHZCI

TFE :161.028
R 1-7004- (FOoaAF)) XL 0.16 %
1-700AF)2- (o AF)) XL 017 %

AR EY)

HARF v —)LZ « U)N—N5 1997 4F 11 H 5 HITSD % T v b+ (Crj:CD(SD)IGS,

SPF) MEMESE 54L& AF L.

B AR, 6 HERE - BEL, WINOBMHLREERENRFTHZD L%
MR U7z, BERGATH ICAERN B EFERMEEICX > TERHOKEMNTIZY—
ETRBEDWTHAT UL, 1 HOBYRGHES 128 Uiz, #R56AR ORERNT
MR &% o R, (REERIIHEDY 320 ~ 366g, HEAS 200 ~ 242 TH Tz,

BNACFiEC > THYEBEEH L. & -V 3RS, RYES, B
WER, MR, AE, SWEBIUCRKEDELE SV 2Tz,
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TL637

UL NS

R - B 2 S O2MENHEZE O T, BE 22 £ 2 °C, HMRE 55 = 15
%, &K 128, BB 12K H (7:00-19:00) ICEVE L E S 2 EH L
BRI O BE BIRE B L OHAMBE OFAEE, 22 ~ 23 C, 31 ~ 63 X TH
o7

B, EREVARE R—FF o7, BEFr—ILRA - UN—H) 2z
RYA—RF— bET— (265W X 426D X 200H mm, »FT7EEEMEE) 12
—UHTOBESTRIT 1 E, REHRGHES 1L, mEHREL I BTREL, R
F—IVEEEE (MFURZEME) LICRBEL THEE L. REICEXAT LA
BTG EL AGAHER (M FURZERK) =, KR U I —Rx— MEBKR
(700 mL, bFFTRESEME) EZHEMLE. 57— (R, HERB LUK
BIdA—r 27 L—TREL, H1EHL .

iR, b2 L—TUREL-EZREYAEREE (CRF-1, AU T F)V
BERTER), 5 unD7 )Ly —FEiBE, SRARBHLUIZKEKZBRICERSE
7o, fAREE R KIOE 1 ERR# L 7.

fABHIOy b8, RBIIEMNICKEBRESOHEEMERED, YA TE
DIEHEEITHEEL TWA I 2R L. £z, BAKSKERIZERL 72KER
BETHICERL, SFENEEICEEL TND I EEHEL TS,

% 5
KERBIIHTARSA - T, ROKRE L L. #5 AR & B CECR]
14 B, REHME, BIOHIFRATE X TO 45 BHE, MIIKER, Fik 2
BERTHEIHET W ~48 B &L, BV >FEBWT1H1E, Faif
CERERORE L. ZEL, RZEEMIZHIRATE £ TOR 41 BERE L.
RERBITHABOKEEZSBICRE L. Thbb, #BEMEE 20, 100,
500 BLTX 1000 mgkg DAET, SDR Ty FOBFMMEZNEFN 3ILIC 14 BHEIK
BIEE UMER, 500 mgkg LA LDOBTIET &5 WIBESLHE R DS ERE 261 T
WOLN. 100 mgkg HOMME TIIEFEBK FBIORE, FERDD SN
REEMEGH, #TBRELSBRMERNED 50/, £z, 100 mg/ke B OUEMHE 71,
20 mg/keg BEOME 1 HITHIE QU5 A - 188, BIOIREHMHESFIC R 5Nz,
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6.1

6.2

TL637

INSDOERBLUOKREMEZEZEL, SHEFFA LM RRENRD SN/ 100
mg/kg DFBTH S 50 mgkg &L, BAFALS THE 10 BXV 2mgkg D 3 HEZ
BMELR. Fiz, WHREICIIEAE (0.1 % Tween80 KBEW) DHZEHRG L. &5
WEIE Smikg &L, BLHICAE LU AAKREICEDWTER L.

HBRYERERAEI T TN eEE LERB 28T Tween80 (Difco :
0w hBH 85887IB) D 0.1%KBAMICHALE Bz, REWRIT 1 EMIZ 3 ~ 4 EFAR
L, HECHTHIETHR - BARELADOZ, #HEE 3 HUNIKCERLE. B
5WF OWBME DO —M%E 04 55 200 mg/mL OEET, HE - WHXREFESRET
TOREMZ 0.4 mg/mL T3 HME, 200 mg/mL T 8§ HEW TN HIXEFRMARTICHER
Uk, 7z, YIERARKCSHEROBRERESML, REBEDO L 10 XLANT
BB EEHR L BRITERD.

HERERK
b33 i3
ﬁ % 2 a2
B EWEs B  #WEs

Xt Hd 12 00101 ~ 00112 12 50101 ~ 50112

2 mg/kg 12 00201 ~ 00212 12 50201 ~ 50212
10 mg/kg 12 00301 ~ 00312 12 50301 ~ 50312
50 mg/kg 12 00401 ~ 00412 12 50401 ~ 50412

RERGHEICET 282 - REHEE

ROBFEZERE U2, 723, HORTIIMRE & SREFNHIIEERKEZE 0 A,
¥, BOKBRIBZ2EE0H, 2T THEBFOOH &L,
— IR EE

1H2E (&, %) BELUE
h B

M & O RERGE, BRERIKE 3, 7, 14 HBXUEO%HE 1 B, KEBL/KH
YR 0, 7, 14, 20 HBLXUVWE 0, ¢4 BICEF LMK (EB-6200S, EB-32008 :
WEREER) 2HWTHE L., 72, REMNETHTIRSHEDOKRES
FAEIT, WETIEE AR, IMRAMB IO EMBOZNENERESMBRE, TR

12



6.3

6.4

7L637

OHBLVIHE O HOREEFLETHH L.
AR

MR & BB GHAH, REHBE 3, 7. 14 HBIUF OBMEIATE M P 2
T 1 E, RREUZEIEERO, 7, 14, 20 HBLUMWE 0, 4 HIC LRAFEAW
THESAHERZRIEL, 1LH2D0 1 BEEEHEEZEHL -
O MEFRE
BEOREFFMITONT, BRESH (FHRBE 4 B) »58 20 BEfEX
B, FARY—INFRUT L (SRF—), BDHER) OBEBERESICX5H
R T, BREIREOFWLU 2RO —ER%, KEEFHLE% EDTA2K TUEEL, T

FHOEEEREL .
B H ) %
(1) FRICERE(RBC) P—=ATO—DCA P E—F 2 AT
(2) NEFOEEEHD) SLS NEJ D E %
3) NI hrZUw MEHY FRINER )V 23 B AR
(4) FHRMIRAERMCV) (1), Q)LDEH
() FHEFRiMmER 3R EMCH) 1), @)LVEH
(6) FHFRIMLERM AFEEREMCHC) (2), Q)L DEMD
(7) MEIRAR I EREK T Uh-¥ - & N2 70- 3 M) -3
(8) ML/MRE(PLT) P—AT70—DCA P E—F 2 Ak
(9) BEMEB(WBC) RE/DC 1 > E—4 > Ak
(10) HIMRESE Wright BEBEHERIZDWTHELE
B HE 2R

(1)~@3), (), (9): NE-4500, HE:[EHE T
: R-2000, HIEFHE T
: MICROX HEG-70A, F A0 )

(7)
(10)

6.5 HOMKREIZERE
HOEEFEMIIONWT, MBIH (BGRKE 45 B) CERLZNDKEZRT
P NEEBBRELDEEL, Bon-nEEZAVWTTEOEEZRAIEL -

H H 73 ¥
(1) ASAT(GOT) UV-rate % (JSCC R %)
(2) ALAT(GPT) UV-rate # (JSCC B RI%)
3 7rGT 70 W e p-shuyI) N R (SSCCHEE)
(4) ALP p-2PO7LWVEREE L (JSCC B ERIK)
(5) MEUIE> %1% (BOD &)
(6) REEH B3%-UV L (Urease-GLDH %)
(7 ZVr7yF=r Jaffé %
8) ZIva—2 B#3-UV /& (Glck-G6PDH #)
(9) HaLzZrFo-—Jb BE327% (CES-CO-POD %)
(10) FUTUEIA R B¥327% (LPL-GK-G3PO-POD %)
(11) #EH Biuret i%
(12) 7IWT 2> BCG %

13




7L637

(13) AG L ADB LUK DEH
14) FIV T L OCPC 7%

(15) HEREV > F#3# % (PNP-XOD-POD %)
(16) FHUTL A F BERE ML

A7) AT A A 7 EREMIE

(18) 7 —)b A F ERERIE

BIEHESS - H3IL 736-10 7, #RE SLRMERR
6.6 FEEMRE
1) REMEIRE
M e HRERBESHEOEA (i ; H5HB% 45 B, M ; BSHBHE 41 ~ 48
H) 2, 22FENEF IRV F NI T LADEBRNKSICXZMEE T TE
KENRZDIW - U, LIS B, SRl 7z RSB M & R
IZEIBRL 7.
2) REER
EEFEFMIDOVWTIEOHEEERELZE T IR (AEG-120, BREHEERT
ERWTRAIELRE. 2, MEHOKRBEICEDWTHNERZ CHEELL) Z2HMN
L7z,
Fig, BN, BB, BOER, JREE, EE, KEE LK
3) WEAR R
EFYOTELOHRE M ZHIML, 10 %M CBEFARIL<Y DR TEE
U, RELZ. 72720, BERBLUON—F-RIIFERY D, MEBIUHER
HRGT T W TEE L.
W, THEME, BE - N—F I8, EEE (F5E ~E§'F§, Mg, U8 (R
e BREE, [E, I, &E, 8, BE (=, =k BE 8§5 &
B, B, FIRER - DR/ME, DB, FFIR, B, R, BB, BT, B
¥R, BRLE BoS, BiIREE, %, TE, B BH (KBRE), %
B, B, WIRNRFIML
IR RER, WREL S0 mykg BOMESBIOTEORE - M, 28
VOAHIBMEFETML 2 EHERR > TAI MFI ) > - T4V O RBEARZERL,
s APyl
B, &, OlE, TPIE, Wl BhE, 208, WH, KRR, PIRRORE I
REDER, MHEOEBIVOHOBIRTHRMEITERT 2 EEbN D)

14



7L637

RO BENIZIZD, 2 BLTN10 mgkg HEOYUZBEIXDODVWTHREL .

7. HEFEAFMICE T 5EE - REH
7.1 HEFEEE
BERNTH 1 1 OREX 2RV, REHBER 14 BOIFNERE 7 HEBR
RAESE, HOBEZEHFINTICERL, FLATRELTERLE. BRH DV
REEERAFICEFIRD SN EHRREREMRILEL, TOHEEERE 0 BE L.
INSDOERNSROEHZEH L.
(WREFFEHK : RRERKEE, KERRILETICELERK
QIR £ TITit L2 RIEH O EI%
QXREE (%) : RESME FREESHME X 100
@OEZRBRR (%) : (B ZESME) X 100
72 B K OERE
RRELUMR Sz BRSHEETz. TRl 9 ROBR THBRNTZET L TW3EHY
EUZHAMEL, TOHEWE 0 H& Lk, HEREZEEZ L%, HERE4E
%4 H (FE4H) ETHEIE, 8, 28 AROFESOWEFRELHHE
2L
BEITHRFFICINREB L OTFE 2R L TERRB I OEREEREL 2.
INLDORERNSROEREZREH L.
(ORI 4348 0 B 5 MR I hi- B E T
QHER (%) : (ERHEMS ZKREL X 100
GYERE (%) : (BRR EEE X 100
(AR (%) : (RHEREKR/ERE X 100
73 FEROESE - RE
1) #HrER o
HE 0 HICHERS (HEERH, HCRE), HIBIUNEREEDOREEZR
Lz, Z0%3, —RIRE, RCOAHEELHE 4 BETEHBARLE. WEO
BLUP4 HOEFEENS, ROBEEZEHLZ
(HHAERE (%) D (HEAIRE FHHERZ) X 100
QFAERD 4 BEBFEE (%) : (HE 4 BAEREHEEEE) X 100

&

15




7L637

2) & HE
HE 0BLV4 HEL4EFRABAZEICRE Lz, £z, REBNMEITHE O
HOKREZELECEH L.
3) ¥ W
HE 4 HCEEFROORZ2EUNAREREL 2%, HEBYERKICL TERHE
FEEE, Rl BUBMIERETRECHARNWDDOZRE 10 %HHEY >
BARE R SRICERE, EE L%, EEERET TEHRL .

a2
HERKCETATF -1, SR TEICBERLZRERZZEABNELE. 1B,
RIZEEY O DI E B RITF O R0 5 R LTz
FrET— 14, Bartlett IEICKDEDHMEDORIEZT VY, DENELWEEIE—T
FREDBH, 9BN%EL < BWEEIE Kruskal-Wallis OWREZ1T > 72, HEICE
BENRD 5 N/ZH AL Dunnett 5 FE 7213 Dunnett O LB L2757z, —H DA
H 1 Kruskal-Wallis DRRED 570, HEICH BEZ2ZD 5 N/25513 Dunnett 2D
ZEIBRZTo7. REMBFRETEONFRT—Fid a X b Dy * REZST
W, HEEVEDSNZEHEIT Amitage D x P REIC & 0 MR & S HBRMEES
HEORET> /. TOMODEHET — 514 Fisher DEBHERKICLVRE L.
FEKETS XU T ELE. HEHFNETORKERIITILOBO THD.
LELBWRE : KE, FEENE, BHEE, IRPRE, KELERE, #
HER, AR, ARK HERK
ﬁﬁﬁ%ﬁ;ﬁ&éz REMERY, RBRIETITHRLZRERK, TR
I, BRE, SRE, HER, FELD 4 HEFR

xr TREB LY REMBERE
Armitage % #RTE

Fisher OEEHERE : RER, RIAR, HER, Mt @ )

16



1.1

1.2

1.3

1.4

71637

R

R &G ET
—fxIREE (Table 1-4, Appendix 1-4)

MERE & DITWTNOREFITHIET H D WISHEEYIIRD SNah o7z,

M & BT 10 mgkg A EDOBE THEEEZORENEE I NN, WFNbRER
THAPNIEELZ., AR, 10 mgkg HOME TIZ—iBiEH D NITB RN
BARIEEB TH o720, 50 mgkg BHOBTIIHREHBZ 1 AN S, HTIHRSHE
AHNOERGRTIRETHHRMNICRR T 26280 T, BEpITRDSNZ. £
7z, 50 mgkg B TIIREGMMMET T 212080, BEED S HRET 546 L8]
gq/INk.

ZOMOERELT, REORENSH TR INLD, 50 mykg HTEHTS
EHEABSNRN T ENG, BHRYE & ORI/ WN &P L.

& E (Fig. 1, 2, Table 5-12, Appendix 5-12)

H#ETIE, 50 mykg B THREMAE 3 BBXU 7 BOKEEMENSKEE & LbE
BB EERLUER, DRBIIAELGEMERD ENBho /. T, 50 mgke B
THRIBREE & AT ENICE R TRl o 208, B55k% 3 BT, 7 HTIK
EERLE.

Z DM, 10 mg/kg HTHE 0 H OEREITRREE S LRBEEBEMEERLED, 50
mg/kg BETIA BESRO S NN oI END, BREMNLREL EHIL -

EfHEE (Fig. 3, 4, Table 13-16, Appendix 13-16)

BT, 50 mg/kg BTHREMBE 7 BOEEENNRBEEUNEGEREMEEZRL
72, DABBVEINIERRE S RIRRICHER Uiz, METIE, 50 mekg BECHREHB%RIBBX
U7 BICEEERZR L 22, DRI BREE & kiR L.

HEOIMAEFERE (Table 17, Appendix 17)

50 mg/kg B TH IR S & OB E T ORI AU IR & L~ B
BEZRL.

ZOft, 2 mgkg B THRIKRIMIRBAHRE EHREEREEZRLZA, 108
ET 50 mekg BETIFB BEBAN S/ &M, BRILEL & HIW L7,

17




1.5

1.6

1.7

1.8

7L637

HED MR AE{L#HRAE (Table 18, Appendix 18)

WP OEEIC bR SR B SR S OMICE BRERRD Shah oz,
SYEHEE (Table 19-22, Appendix 19-22)

50 mg/kg BEOME TIFIROEMERNHRE AT EREMZRL, NEET
WEIMERDRD 5N, BT, WThORBRBNWTHEMNEES JUHENE
Brb, MREIERNERSHEOBMIIERREIRD NN L.

ZIRRFT A (Table 28, Appendix 28)

AIBEEDIEEDN 50 mgkg HOMLHAICED SN, T HICHBEMERELIA 10
mg/kg BEOHE 1 1 (No.00307), NS ABIUOMEERD 50 mgkeg BHOMES 1 4l

(50402, 50411) 2D 5N,

ZOfM, WHEBEEZFUEHTELOENEEINLD, WIndbIy bZ2HV
FEERBICBWTIHRTRD SN BRREROELTH D, HBRYERGEIIL
HITHHEMMEAHSNRN 72 Ens, HBRYHE & OBEIRR W SRR L.
JRIRAFRFT R (Table 29, Appendix 29)

HWRMEITER T 52N MEORTE BRITHEOBER TRD 51z, 7T TR,
ATUEZE SR LR OBEEDN 10 mg/kg BEOHE 141 (00307) & 50 mg/kg BEDRE
e, Mo FITEEIN, ML b ORTBEENNEBE S AE BN ERL
. TD5H 10 mgkg BEOME 1 #l (00307) & 50 mg/kg BEOUE 2 #1 (50402,
50411) TREIBEDOUSAHD2NWLEBOBRD SN, BOBBTIE, EARME
LR B BRTFIHLE OB 50 myke BICRD 5 N7, BT O 30 BE
TRETEETH>720ITML, 50 mgkg B TRIZIZEFAINPEEORLERLL.

SICRIBE TIIF B/ MEOFRGEENABHE S LLXERITEML, FHEEM R
EORGFEIHRELUNEEZRZIED N2 EDOD, BMERLEZ. Z
NS DEMCITNTNDIEMRMEICRITZETHD, 205 BFHRENMRIIHET
TALE OBVWRME ICRR T EmICH o7, £z, BERIRRMAEDN 50 mg/kg D
4 FlizHEN, BEENRD OGNz, ZORLITEICREEEFRILORMEICEDS

N, B - & UZRBE LERMRICERT 20 Ebi/.

TOM, MEBEHEZEOMESE TR OEENEEINLEN, Wb Ty M
ANEHEERRICBNWTRTRD SN BRFEEROLLTH D, HRHERSH
CERTHEMIIHENBN o722 EMNS, HHRWE & ORI S HETL 7.

18



2.1

2.2

23

D

2)

3)

4)

7L637

HEFEFE A b
H:JEFERE (Table 23, Appendix 23)

KR 2 mgkg M EDEETENETN 1 RERELTOHTRIL, KEER, XE
FTEAY, KRR ETIKRLZRENOERB L OZHEE OB ELENEE
RERRD NN .

DB X OIEEIRE (Table 24, Appendix 24)

BRIV EFNEERMEERL, ERNAN, B0, BKEK BKRER,
DHRBIVHERE D ICTRB EHRYERER EOMIIEREREZRZRD 5NR
Molz. iz, EEVWTNOREBMOHETEICET RO S NRho 7.
HERANORE
4 7% (Table 25, Appendix 25)

HEEVR S, HIEAIEE, ik, HAERBIOHAERD 4 HEGFRE DITHEREEE
WHRYERGR L OMICE Be2R3RBD shah ol
NEB LUV fIREE

NERE LT, EHEN2 mgkg HO 11E (50202) ORTIE 1 FITHE N
N, 1 PIOHBDREBETHZIENG, HRREROR(L LKW L2, Toft, &5
MZEBEEZSNDREOWREN 2 mgkg B 117 (50203) T1H#IRINZ. *
7o, RIFILENBFETHEINED, BEAERNERICERANTED 5N/,

f& E (Table 26-27, Appendix 26-27)

SWRWEB SO S b, A I & A B AR 5 o e
B &

EFRTIHBERIIRD 50 mgkg BD 118 (50405) T2HlicBRINL. FETIE
TIEMIRSERRE D 2 mykg D 118 (502100 T1HICBEINE. WTEhbH
AR TRIEFRED SNZERREMOELTHD, HRYEBREBRIIELRT SERA
BFHSNBMoEIENS, HERYMEEOBEITR N L.

19




7L637
ERP IO

1-7002- (OO AFI) XEXE2, 10BKUS50 mgkg DABTSD A7 v
h OUEHEIZRECRT 14 B0 5ACE AR THELAET 45 HIE, MESEEIR, DMz THE 3
AETHEL, REZSHEMEBICEBRESFHICOWTRE L.

RiE®REGEM

WRHEOREHRSICL D —REEENFEE LT, 50 mykg FOMMETHR S
IAREBMIHE S X CEEEHANRD SN ARG IICED SN2
T, UBEEELUMNBREEIFRRICHEBLZZE0S, REORELL TEEELRDD
EEZOLND. WHEERETIE, #HBRYHEICERT SR8 OEMLN 10 mgkg ALOD
BEOHEB LN 50 mg/kg ODMET, BIROZE(LA 50 mgkeg BEOMTRD SN/, TR2O
5, BIE TIERFIRICBWTHTEEORENGR N, AMNCIIERL, 5ABK
DRMEERENA SN, MFENICERE LEOEE, U5 ABINNRIBENRD 5N7Z.
BRI EEORBII LR 2T T 5 2 EMMENTNS » Zens, HBRY
HORBMIEIIH T 2EZENRIBERICE > TELEDDEBZISNDS. F, #HO
T TIOEAL RS ERRICH T DI FIHLE O¥RNRD sz, KRB D HIZ
FRE L= &M, BBOEYCEYHOREGITIDET v MTRREMICRITS
a7 07U EE O NCEML B LEEZ oD, MTIHOIE BRIz > 2R
M L RIS, - R D "2 s THE D, ARBRTRD sz BENR
PRFJEEVIZEM: - Bidk U7z ERGHIRE2VEERED & L TIRMIEB TIrE L 2 0 & b, #f
B RAE I - RF T T 2BAROELESBEZ 5N, TOM, a7
CMERD EE X SNBFBIENMEY DEDSN TS, BEER T, 50 myke B
Ot THIB OHMEROEMB LI OHMEROWEMEMED SN, Lrl, HE
AR RGBS NRN oIS, BEORELLTIEHIEERDDEEX
5N5.

DMK ERE T, 50 mgkg B THOEZLIRL (6.4%) BLUERBMBETORE
REREDN A L7z, UL, DEZEROFEEZ 5 R & i L 7= S Emic 2 kg
BENTIEFEBERRERL TN &, IHIMMD/NNT XA—FIZEN /<, 4

MR OERT —4 (DEZIRETEY 104%0R/N-RK 3.0-16.0%), 1991-1996 £E) AN

20



7L637

DEBHTHB NG, BRNBRELEEALSNS.

KRG EROMEN 10 mgkg ML EOR O THEI N, AZ{LE, WINBFHEER
BIHPNICERELTSBY, —HICIREGDODRE LR SBICRRT 56
ROoNz. WRYEIKECHBEICE LRIBEEE TR 2 L/MeNTNVS . &
DT ENS, FRRTHASNLZMEIHRYEORBIERICEI>TELEDbDEED
N, REBREICXZ2BHZRETHEATIIRNEEZSNS.

HEIER A EME

BRBMORETIE, REER, ZWHE, BEK, FRE BRE, SR, HEE,
PRI, AEBLXCHETE E B ICHBRYEICER T 5EERBD s ano k.
¥z, FERBORETIIHE S, HEARE, i, 4R, HAERo 4 HERFE,
Nz, —RRE, AREBIUHRICHEBRMEICERT 2EIRD sNah o,
L7ed> T, BBRMEICL BB OEFEEE, Dk - WERESIORIROFESE
NOEE I NWEEZ SNS.

ok aiz, RBRTREIKERGICEIS-HBBEHEEMNFEELT, 50 mgkg BT
it TR S O R BRI B L OEERRED, #TRRBOMBE L, TR
EBOEM, E/2, 10 mgkg LEOBOREB IV 50 mg/kg B QM THIE OMBZE L
MNRD 5Nz, AJE - BEICKITEEIHEIMBLIVEHMEDITERD NN >
. LE®oT, ARBEATCB U ARERSHERICHE T2 B ERIIEN 2
mg/kg/day, HEAY 10 mg/kg/day, HFEFEFHICH T HEZERBIIHBYBLVEDY
&E®H 50 mg/kg/day EE A HND.
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4) Greaves, P. (1990) :Urinary tract, Kidney, "Histopathology of Preclinical Toxicity
studies" edited by Greaves, P., p. 497-554, Elsevier, Amsterdam.
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(1986) : Histopathological Properties and Origin of Eosinophilic Bodies in Kidneys of
Normal Rats, Toxicology Letters, Suppl. to Vol. 31, Abstracts of the Fourth

International Congress of Toxicology, Tokyo, Japan.
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Table 1 . Study No. 7L637
Table Continued

Clinical Sign (F0 before Mating) - Summary

Sex : Female

Test Substance o /Dag
i Dose(mg/kg) Findings 1 2 3% 4 5 6 7 8 9 10 11 12 13 14
* 0CBC Number of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
\ 0 No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
‘ 0CBC Number of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
2 No abnormality 12 12 12 12 12 12 1z 12 12 12 12 12 12 12 11
Loss of fur 1
0CBC Number of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
10 No abnormality 12 12 12 12 12 12 12 11 11 12 12 12 12 11 11
Salivation 1 1 1 1
0CBC Number of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
50 No abnormality 9 10 12 12 10 9 11 7 9 9 9 9 8 1T 9
Salivation 3 2 2 3 1 5 3 3 3 3 4 5 3
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Table 2
Table Continued

Clinical Sign (F0 Mating) - Summary
Sex : Male

Study No. T7L637

Test Substance /Da

Dose(mg/kg) Findings 40 41 42 43 44 45
0CBC Number of animals 12 12 12 12 12 12
0 No abnormality 10 10 10 10 10 10
Loss of fur 2 2 2 2 I 2
0CBC Number of animals 12 12 12 12 12 12
2 No abnormality 10 10 10 10 10 19
Loss of fur 2 2 27 2 2 2
0CBC Number of animals 12 12 12 12 12 12
10 No_abnormality iz 12 11 12 11 12

Salivation 1 1
0CBC Number of animals 12 12 12 12 12 12
50 No abnormality 6 7 3 4 5 10
Loss of fur 2 2 2 2 2 9

Salivation 4 3 8 & 5




Table 2 Study No. TL637
Table Continued

Clinical Sign (FO Mating) - Summary

ex : Female
Test Substance : /Da
Dose (mg/kg) Findings 1% 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 385 36 37 38 39
0CBC Number of animals g & 3
0 No abnormality 9 8 3
0CBC Number of animals i 9 4 1 1 1 1 1t 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
2 No abnormality $ 8§ 3 00 0 1$ 1 1 1 1 1 1 1 1111 1+ 1 1 1 1t 1 1
Loss of fur 1 1 1 1 1
0CBC Number of animals 117 105 2 1 111 111 111 1t 11 1 1 1 1 1 1 1 1
10 No abnormality 1710 5 2 1 1 1 1 ¢t 11 1 1 1 11 1 1 1 0 1 1 1 1 1
Salivation 1
0CBC Number of animals 11 4 2 2 2 +y t+t 1 ¢t 1t 1t v i oriorot 1t 1t 11
50 No abnormality 11 8 3 2 2 0 1 1 1 1 1 1 1 1 1 1
Salivation 2 1 2




Table 2
Table Continued

Clinical Sign (F0 Mating) - Summary
Sex : Female

Study No. TL637

Test Substance oo /Day
Dose(mg/kg) Findings 40 41
0CBC Number of animals 1 1
2 No abnormality 1 1
0CBC Number of animals 1 1
10 No abnormality 1 1
0CBC Number of animals 1 1
50 No abnormality 11

10



Study No. TL637
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Table 4 Study No. TL637

Clinical Sign (F0 Lactation) — Summary
Sex : Female

Test Substance /Da%
Dose(mg/kg) Findings 1 2 3 4
0CBC Number of animals 12 12 12 12 12
0 No abnormality 11 11 11 11 1
Loss of fur 11 1 1 1
0CBC Number of animals 11 11 11 11 11
2 No abnormality 10 10 10 10 10
Loss of fur 1 1 1 1
0CRC Number of animals 11 11 11 11 1
10 No abnormality 7 10 9 10 10
Loss of fur L1 111
Salivation 1
0CBC Number of animals 11 11 11 11 11
50 No abnormality 6 6 7 6 10
Loss of fur 1 1 1 1 1
Salivation 4 4 3 4

|
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Table 5 Study No. TL637

Body.Wel%ht (FO before Mating) — Summary

Unit : g
Tost Substanco - o i -
Dose(mg/kg) /Day 3 7 14
0CBC Mean 350.9 369. 5 388. 4 410. 3
0 S.D. 9.5 11.5 16.4 17.9
f 12 12 12 12
0CBC Mean 350. 17 368. 2 384.7 409. 1
2 S.D. 8.5 13.4 19.0 21.6
1 12 12 12 12
0CBC Mean 349.4 363. 9 380. 8 403.5
10 S.D. 10.8 12.8 15.6 19. 1
n 12 12 12 12
0CBC Mean 348.8 360. 8 372.1 394.8
50 S.D. 11.6 12.4 17.0 19.6
n 12 12 12 12 )
Significantly different from control » %, P<D.05; %, P<O. 01,
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Table 5 Study No. TL637

Body Weight (F0 before Mating) - Summary

Sex : Female Unit : g
Test Substance
Dose (mg/kg) /Day 0 3 7 14
0CBC Mean 223.0 227. 4 232.0 243.8
0 S.D. 11.2 11.9 13.5 20.3
n 12 12 12 12
0CBC Mean 222.5 227.17 234.4 245. 3
2 S.D. 11.6 11.9 13.5 18. 2
n 12 12 12 12
0CBC Mean 222.6 225.8 232.8 240.0
10 S.D. 8.7 7.6 8.9 9.3
n 12 12 12 12
0CBC Mean 224.2 223.8 229.1 241.5
50 S.D. 7.4 9.0 10.7 14. 17
n 12 12 12 12
Significantly different from control o %, P<0.05; %%, P<O.01.
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Table 6 Study No. TL637

Body.We1%ht (F0 Mating) — Summary

Unit : g
Aiest Substance
Dose(mg/kg) /Day 21 28 35 42
0CBC Mean 428. 4 452. 4 469.1 482.0
0 S.D. 20.6 25.6 25.9 32.8
n 12 12 12 12
0CBC Mean 431.3 455.8 477.1 497.0
2 S.D. 21.3 21.6 23.8 30. 1
n 12 12 12 12
0CBC Mean 423.9 440. 5 458.1 475.8
10 S.D. 18.1 19.2 19.4 21.7
n 12 12 12 12
0CBC Mean 418.3 441.0 459.3 479.8
50 S.D. 18. 4 20.8 24.1 25.3
n 12 12 12 12 o B
\1gn1flcantly dlfferent from control : %, P<0.05; %% P<0.01.
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Table 7 Study No. TL637

Body Weight (F0 Gestation) - Summary

Unit : g
Test Substance
Dose (mg/kg) /Day 0 7 14 20
0CBC Mean 251.6 293. 3 328.1 405. 6
0 S.D. 14. 9 20.2 24.°5 29.9
n 12 12 12 12
0CBC Mean 251.0 292.5 327.3 405.1
2 S.D. 18.0 21.0 23.17 25.9
n 11 11 11 11
0CBC Mean 246.3 284.5 319.8 396.8
10 S.D. 9.1 15.0 18. % 26.4
n i1 11 11 11
0CBC Mean 248. 9 281. 7 317.7 399.9
50 S.D. 14.3 15.6 19.1 22.3
n 11 1 11 11
Significantly different from control © %, P<0.05; %%, P<0.0L.
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Table 8 Study No. 70837

Body Weight (F0 Lactation) - Summary

Unit : ¢
Test Substance
Dose{mg/kg) /Day 0 4
0CBC Mean 297.5 323.5
0 S.D. 22.4 25.1
n 12 12
0CBC Mean 292.1 314.4
2 S.D. 27.5 29.0
n 11 11
0CBC Mean 273. 5% 302.2
10 S.D. 21.3 25.2
n 11 11
0CBC Mean 276. 5 313.2
50 S.D. 14.0 15.2
n 11 11
Significantly different from control » %, P<0.05; %%, P<0.01
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Table 9 Study No. TL637

Body We1%ht Gain (FO before Mating) — Summary
: Base : Day 0 of Treatment

Unit : g
Test Substance

Dose (mg/kg) /Day 0 3 7 14
0CBC Mean 0.0 18.6 37.5 59.3
0 S.D. 0.0 4.2 10.8 14.6

n 12 12 12 12
0CBC Mean 0.0 17.5 34.0 58.4
Z S.D. 0.0 6.6 13.1 16.0

n 12 12 12 12
0CBC Mean 0.0 14.5 31.2 54.1
10 S.D. 0.0 4.3 7.9 9.9

n 12 12 12 12
0CBC Mean 0.0 11. 9%% 23, 3¥x% 45. 9
50 S.D. 0.0 3.5 8.8 13.4

n 12 12 12 12

Slgntflcantly dlfferent from control ¥, P<0.05; %%, P<0.01.
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Table 9 Study No. T7L637

Body Weight Gain (FO before Mating) - Summary

Sex : Female Base : Day 0 of Treatment Unit : g
Test Substance
Dose (mg/kg) /Day 0 3 7 14
0CBC Mean 0.0 4.4 9.0 20. 8
0 S.D. 0.0 4.0 5.3 13.0
n 12 12 12 12
0CBC Mean 0.0 5.2 11. 9 22.8
2 S.D. 0.0 7.9 8.8 12.38
n 12 12 12 12
0CBC Mean 0.0 3.2 10.3 17.4
10 S.D. 0.0 3.7 4.8 6.6
n 12 12 12 12
0CBC Mean 0.0 -0.4 4.9 17.3
50 S.D. 0.0 4.4 9.8 11.6
n 12 12 12 12
Significantly different from control : %, P<0.05; %k P<O.01.
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Table 10 Study No. 7TL637

Body Wel%ht Galn (FO Mating) - Summary )
: Base : Day " of Treatment Unit

© 8
Test Substance
Dose(mg/kg) /Day 21 28 35 42
0CBC Mean T7.9 101. 5 118.8 131. 1
0 S.D. 18.0 22.6 22.2 28.2
n 12 12 12 12
0CBC Mean 80.6 105. 2 126. 4 146. 3
2 S.D. 15.3 15.3 17.2 23.3
n 12 12 12 12
0CBC Mean T4.5 91. 1 108.17 126. 4
10 S.D. 10.2 11.5 13.3 16.9
n 12 12 12 12
0CBC Mean 69. 4 92.2 110. 4 131. 0
50 S.D. 13.3 15.2 18.5 20.1
n 12 12 12 12
Significantly different from control : %, P<0.05; %% P<0.01.
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Table 11 Study No. TL637

Body Weight Gain (FO Gestation) - Summary

Base : Day 0 of Gestation Unit : g
Test Substance
Dose(mg/kg) /Day 0 7 14 20
0CBC Mean 0.0 41.1 76.5 154.0
0 S.D. 0.0 9.8 12.7 17.2
n 12 12 12 12
0CBC Mean 0.0 41.5 76.3 154. 1
2 S.D. 0.0 7.4 11. 8 15.1
n 11 11 11 11
0CBC Mean 0.0 38.3 69. 5 150.5
10 S.D. 0.0 9.1 12.8 21.9
n 11 11 11 11
0CBC Mean 0.0 32.8 68.8 151.0
50 S.D. 0.0 6.0 10. 7 14. 4
n 1 11 11 11 -
Significantly different from control - %, P<0.05; %% P<O.01
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Table 12 Study No. TL637

Body Weight Gain (F0 Lactation) - Summary
Base : Day 0 of Lactation

Unit : g
Test Substance

Dose(mg/kg) /Day 0 4
0CBC Mean 0.0 26.0
0 S.D. 0.0 14.9

n 12 12
0CBC Mean 0.0 22.3
2 S.D. 0.0 16.3

n 11 11
0CBC Mean 0.0 28. 6
10 S.D. 0.0 20.2

n 11 11
0CBC Mean 0. 36. 6
50 S.D. 0. 14. 4

n 11 11

Significantly different from control : %, P<0.05; %% P<0.01
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Table 13 Study No. TL637

Food Consumption (F0 before Mating) - Summary

Sex : Male Unit : g/animal/day
Test Substance
Dose(mg/kg) /Day 3 i 14
0CBC Mean 28.8 28.2 28. 6
0 S.D. 2.0 2.1 2.2
n 12 12 12
0CBC Mean 28.4 27.3 28. 17
2 S.D. 2.3 2.3 2.6
n 12 12 12
0CBC Mean 26.8 26. 2 27.2
10 S.D. 2.5 2.0 1.4
n 12 12 12
0CBC Mean 27.1 25. 8% 26. 7
50 S.D. 1.2 1.8 2.1
n 12 12 12
Significantly different from control o % P<0.05; %%, P<0. 01.
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Table 13

Food Consumption (F0 before Mating) - Summary

Sex : Female

Study No. TL637

Unit : g/animal/day
Test Substance

Dose(mg/kg) /Day 3 7 14
0CBC Mean 18.4 18.1 19.9
0 S.D. 1.1 1.8 2.0

n 12 12 12
OCBRC Mean 18.3 18.1 20.3
2 S.D. 1.1 2.1 2.2

n 12 12 12
0CBC Mean 18.0 18.3 18. 3
10 S.D. 1.2 1.2 1.2

n 12 12 12
0CBC Mean 16.6 16.9 20.1
50 S. D. 2.4 2.0 1.9

n 12 12 12

Significantly different from control

. %, PCO.05; %% PCO. 01,
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Table 14 Study No. TL637

Food Consumption (FO Mating) - Summary

Sex : Male Unit : g/animal/day
Test Substance
Dose (mg/ke) /Day 28 35 42
0CBC Mean 27.9 27.8 28.1
0 S.D. 2.1 2.1 2.5
n 12 12 12
0CBC Mean 28.9 29.4 29.5
2 S.D. 2.2 1.8 2.1
n 12 12 12
0CBC Mean 26.4 26.5 26.8
10 S.D. 1.8 1.2 1.6
n 12 12 12
0CBC Mean 28.1 28.3 28.9
50 S.D. 1.3 2.3 1.4
n 12 12 12
Significantly different from control < % P<0.05; %%, P<0.01.
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Table 15 Study No. TL637

Food Consumption (FO Gestation) - Summary i ]
Unit : g/animal/day

Test Substance

Dose (mg/kg) /Day 7 14 20
0CBC Mean 24. 4 25. 17 27.17
0 S.D. 2.6 2.9 2.4

n 12 12 12
QCBC Mean 24.9 26.3 27.1
2 S.D. 2.5 3.1 2.7

n 11 11 11
0CBC Mean 22.5 24.9 26.5
10 S.D. 2.1 2.1 2.8

n 11 11 11
0CBC Mean 23. 4 25.2 27.2
50 S.D. 1.6 2.1 1.7

n 11 11 11

Significantly different from control : %, P<0.05; %%, P<0.01
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Table 16 Study No. 7L637

Food Consumption (FQ Lactation) — Summary Unit Janinal /d
nit : g/animal/day

Test Substance

Dose(ng/kg) /Day 4
0CBC Mean 36.9
0 S.D. 5.8

n 10
0CBC Mean 36.1
2 S.D. 6.4

n 11
OCBC Mean 33.8
10 S.D. 9.1

n 10
0CBC Mean 36.5
50 S.D. 5.4

n 11

Significantly different from control . % P<0.05; #% P<O.01.
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Table 17 Hematology - Summary Male D001
Test Substance RBC Hb Ht MCV MCH MCHC Reticulocyte PLT
Dose (mg/kg) Ratio
x10% /el g/dl % f1 Pg % %o x10% /ul
0CBC Mean 848. 2 15. 63 44.75 52.82 18. 44 34. 93 21. 47 91. 63
0 S.D. 38.5 0.35 1.47 1. 84 0. 65 0.56 2.97 11.13
n 12 12 12 12 12 12 12 12
0CBG Mean 849.4 15.58 44. 90 52.93 18. 36 34.73 24, 77= 92.28
2 S.D. 46.0 0. 42 1.62 1. 63 0.70 0.59 3.42 11.70
n 12 12 12 12 12 12 12 12
0CBC Mean 858. 9 15. 74 45.38 52.89 18. 36 34.70 21.63 92.31
10 S.D. 42,17 0.52 1.74 1.89 0.92 0.74 2.08 14. 40
n 12 12 12 12 12 12 12 12
0CBC Mean 851.3 15. 65 44.85 52.71 18.40 34.91 21.43 98. 10
S50 S.D. 24.17 0.5%4 1. 84 2.00 0. 69 0.54 3.49 12. 30
n 12 12 12 12 12 12 12 12

Significantly different from control

© %, PO 05; e, PLOLOL.
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Study No. 7L637

Table 17 Hematology - Summary
Test Substance WBC Lymphocyte Neutrophilic Lymphocyte Neutrophilic Neutrophilic
Dose (mg/kg) Segmented Segmented Band
*x102 /el % x102 /41 x10% /el x102 /g2l
0CBC Mean 77.87 80. 8 11.9 0.3 Lo 0.0 6.1 62.9 9.3 0.2
0 S.D 18.42 5.0 5.1 0.9 1.3 0.0 3.8 16.9 4.2 0.4
n 12 12 12 1 1 1 1 12 12 12
0CBC Mean 89.58 82.0 11.7 0.6 0.8 0.0 4.9 73.8 9.9 0.4
2 S.D 26. 81 6.3 5.3 0.8 0.8 0.0 3.8 23.3 3.7 0.5
n 12 12 12 1 1 1 1 12 12 12
0GBC Mean 102. 36 82.3 10.0 0.4 1.1 0.0 6.2 82.8 1.3 0.3
10 S.D. 40.18 9.4 5.1 0.7 1.4 0.0 5.4 24.8 11.8 0.5
n 12 12 12 1 1 1 1 12 12 12
0CBC Mean 85. 28 84.3 6. 4+ 0.4 0.7 0.0 8.2 72.1 9. 2% 0.4
50 S.D. 18.5% 14 1.2 0.7 0.8 0.0 2.6 17.0 2.2 0.1
n 12 12 12 1 i 1 1 12 12 12
Test Substance Eosinophil Basophil Monocyte
Dose (iig/kg)
x10% /pel x10% /el x102 /4l
Day 46 Day 46 Day 46
0CBC Mean 0.8 0.0 4.6
0 S.D 1.0 0.0 2.8
n 12 12 12
0CBC Mean 0.8 0.a 4.8
2 S.b 1.0 0.0 5.0
n 12 12 12
0CBC Mean 0.9 0.0 7.7
10 S.D. 1.3 0.0 10.8
n 12 12 12
0CBC Mean 0.5 0.0 6.9
50 S.D. 0.5 0.0 2.7
n 12 12 12

Significantly different from control

s 2, P<0.05; o, P<O. 01,



Study No. 7L637

Table 18 Blood Chemistry - Summary
Test Substance ASAT (GOT) ALAT (GPT) 7GT ALP Total Urea Creatinine Glucose Total Triglyceride
Dose (mg/kg) Bilirubin Nitrogen Cholesterol
/1 u/1 U/1 U/1 mg/dl mg/dl mg/d] mg/d1 mng/dl mg/dl
06GBC Mean 95.7 34.0 0.0 305.8 0.01 16. 67 0.43 126.7 62.8 33.8
0 S.b 20.4 8.0 0.0 69.9 0.03 2.13 0.05 8.1 12.8 21.5
n 12 12 12 12 12 12 12 12 12 12
0CBC Mean 92.8 36.6 0.1 364. 8 0.00 16. 55 0. 45 126.1 65. 4 3.7
2 S.D 40.7 14.4 0.3 115.8 0.00 3.20 0.05 11. 4 10.7 13.5
n 12 12 12 12 12 12 12 12 12 12
0CBC Mean 77.8 34.2 0.7 326.3 0.02 15.08 0.43 120.9 64.3 3.3
10 S.D. 11.4 5.5 2.3 61.2 0.04 1.73 0. 09 7.7 10.0 12.0
n 12 12 12 12 12 12 12 12 12 12
0CBC Mean 88.7 34.9 0.0 330.6 0.02 17.53 0.47 126. 4 64.8 44,0
50 S.D. 31.3 14.5 0.0 51.6 0.04 2.09 0.05 11.1 14.2 16.5
n 12 12 12 12 12 12 12 12 12 12

Significantly different from control

oo, PO 05; e, PLO.
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Study No. 7L637
Table 18 Blood Chemistry - Summary Male
Test Substance Total Albumin A/G Ratio Calcitm Inorganic Na K Cl
Dose (mg/kg) Protein Phosphorus
g/dl g/dl mg/dl mg/dl mmol/1 mnol/1 mmol/1
0CBC Mean 6. 66 3. 40 1. 045 9.59 6. 98 144. 2 4,34 101.7
0 S.D. 0.20 0. 10 0.051 0.21 0.43 1.3 0.21 1.8
n 12 12 12 12 12 12 12 12
0CBC Mean 6.73 344 1.049 9.69 7.08 143. 8 4.38 100. 8
2 S.D. 0. 27 0.08 0.075 0.23 0. 48 1.6 0.20 0.9
n 12 12 12 12 12 12 12 12
0CBC Mean 6.63 3.42 1.068 9. 60 6.98 143.95 4,37 100.6
10 S.D. 0.35 0.17 0.061 0.28 0.56 1.3 0.18 1.8
n 12 12 12 12 12 12 12 12
0CBC fean 6.74 3.38 1. 009 9.66 7.400 143.5 4.30 100.5
50 S.D. 0.30 0.15 0.051 0.19 0. 47 L0 0.14 1.4
n 12 12 12 12 12 12 12

12

Significantly different from control

o %, P<0.05; *=, P<0. 01,
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Study No. TL637

. Male

Test Substance
Dose(mg/kg)

Organ Weight — Summary (F0)
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Study No. TL637

y (FO Delivered-on Weaning)

Organ Weight - Summar
: Female

Sex
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Study No. TL637
. g/100gBW
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: Male

Test Substance

Relative Organ Weight - Summary (F0)
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Sex
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: g/100gBW

Study No
Unit

Relative Organ Weight - Summary (F0O Delivered-on Weaning)
. Female

Sex
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Table 23 Study No. TL63T

Reproductive Performance (F0) - Summary
Mating Stage : 1st

Incidence of Mating Period
Number Mean Females
Test Substance of Estrus with Irregular Number of Day of Copulation Fertilit
: Dose (mg/kg) Pairs Cycle Estrus Cycle Estrus Conceiving Index (%) Index (%
0CBC Mean 0.0 2.1 100.0 100.0
0 S.D. 0.0 1.2
n 12 12 12 a) (12/12) b)) (12/12)
0CBC Mean 0.0 2.8 91.7 100.0
2 S.D. 0.0 1.1
n 12 12 11 (11/12) (11/11)
0CBC Mean 0.0 3.2 91. 1 100.0
10 S.D. 0.0 1.1
n 12 12 11 (11/12) (11/11)
0CBC : Mean 0.1 3.3 91. 7 100.0
50 S.D. 0.3 1.5
n 12 12 11 (11/12) (11/11)

3 Number of copulated females / Number of pairs
Number of pro%nant females / Number of copulated females
S1gn1f1cantly difierent from control ok P<0. 09 %%, P<O.01.
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Table 24 Study No. TL63T

Delivery Data (F0) - Summary

Test Substance Number of Number of Implantation Delivery Gestation
0se Gestation Length  Corpora Implantation Total Number Index Index Inde§
(mg/kg) days Lutea Sites of Offspring %) (%) %
0CBC Mean 22.3 16.4 15.5 14. 6 94.83 94.03 100. 0
0 S.D. 0.5 1.7 1.2 1.6 6.45 6. 78 (12/12) a)
n 12 12 12 12 12 12
0CBC Mean 22.2 16.5 15.7 14.8 95.21 94. 8 100. 0
2 S.D. 0.4 1.9 1.7 1.0 4. 45 7.89 (11/11)
n 11 11 11 11 11 11
0CBC Mean 22.6 15.9 15.2 14.9 95. 43 98. 22 10
10 S.D. 0.5 1.3 1.4 1.4 3.97 3.05 (11/11)
n 11 11 11 11 11 11
0CBC Mean 22.5 17.3 16. 4 15. 7 95.02 96. 14 100. 0
50 S. D. 0.5 2.0 1.6 1.7 4. 46 5.49 (11/11)
n 11 11 11 11 11 11
a) :Number of pregnant animals delivered live off spring / number of pregnant animals
S1gn1f1uant1y different from control %, P<0.05; %% P<0.01.
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Table 25

Litter Size and Viability Index (F1) - Summary

Study No. TL637

Number of Live

after Cﬁfiing -

Viabilit
Index (%

Total Number Number of Live Number of Live Offspring on Day 4
Test Substance of Offspring Offspring e e
Dose at Birth at Birth before Culling
(mg/kg)
M F Total M F Total
0cBC Mean 7.4 1.2 14.6 1.4 7.1 148 .
0 S 2.1 2.0 1.6 2.1 2.1 i1 2.
n 12 12 12 12 12 12 1
M/F)  (89/86 ) (189/85) (
0CBC Mean 7.8 7.0 14.8 1.8 5.7 142 1.
2 D 2.0 1.9 1.0 2.0 2.1 1.4 2.
n %1 11 11 11 11 11 !
(M/F) 86/77 ) ( 82/74) (
0CBC Mean 7.2 7.7 14.9 6. 9 7.5 14 6.
10 S.D. 1.9 1.7 1.4 2.2 1.8 1.8 2.
n 11 11 11 %1 11 1 1
M/Fy  (79/85 ) 76/83 ) (
0CBC Mean 7.0 8.7 157 1.0 8.5 15.% 7.
50 S.D. 2.0 1.7 1.7 2.0 1.8 1.6 2.
n 11 11 11 11 11 1 1
M/F)  (17/96) (77/94 ) (
9

Sigﬁificantly different from conirol © %, P<O.05; &% PC




Table 26

gody‘Wel%ht of Offspring (F1 before Weaning) - Summary

Study No. TL637

Unit : g

Test Substance
Dose

before Culling

/ after Culling

(mg/kg) /Day 0 4
0CBC Mean 6.2 10. 3
S.D. 0.7 1.2

n 12 12
0CBC Mean 6.1 9.9
S.D. 0.3 0.8

n 11 11
0CBC Mean 6.4 10. 1
S.D. 0.5 1.1

n 10 11
0CBC Mean 6.2 9.6
S.D. 0.6 1.2

n 11 11

Significantly different from control

1 %, P<0.05; #k P<O0.01.
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Table 26 Study No. T7L637

Body Weight of Offspring (F1 before Weaning) - Summary )
Sex : Female Unit

L8
%est Substance before Culling / after Culling
0s€
(mg/kg) /Day 0 4
0CBC Mean 5.9 9.8
0 S.D. 0.6 1.2
n 12 12
0CBC Mean 5.8 9.4
2 S.D. 0.3 0.7
n 11 11
0CBC Mean 6.0 9.5
10 S.D. 0.5 0.9
n 10 11
0CBC Mean 9.1 8.9
50 S.D. 0.6 1.1
n 11 11
Significantly different from control : %, P<0.05; %% P<0.01.
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Table 27

Body Weight Gain of Offspring (F1 before Weaning) — Summary

Study No. TL637

Sex : Male Base : Day 4 after Birth Unit : g
gest Substance before Culling after Culling
0s€e
{mg/kg) /Day 0- 4
0CBC Mean 4.0
0 S.D. 0.7
n 12
0CBC Mean 3.8
2 S.D. 0.6
n 11
0CBC Mean 3.5
10 S.D. 0.8
n 10
0CBC Mean 3.3
50 S.D. 0.9
n 11 .
Significantly different from control . %, PC0.05; *% P<0.01.
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Table 27 Study No. TL8&37

Body Weight Gain of Offspring (F1 before Weaning) - Summary

Sex : Female Base : Day 4 after Birth Unit : g
gest Substance before Culling after Culling
0Se —
(mg/kg) /Day 0- 4
0CBC Mean 3.9
0 S.D. 0.8
n 12
0CBC Mean 3.6
2 S.D. 0.6
n 1
0CBC Mean 3.9
10 S.D. 0.1
n 10
0CBC Mean 3.2
50 S.D. 0.8
i 11
Significantly different from control © ¥, PCO.0h; &% PO, 01,
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Study No. 71637

Table 28 Necropsy Findings - Summary
Sex Hale Female
Test Substance 0CBC 0CBC 0CBC 0CBC 0080 0CBC 0CBC OCBC
Organ Dose (mg/kg) 0 2 10 50 0 2 10 50
Findings Number of Animals 12 12 12 12 12 12 12 12
Number of Animals Examined : 12> (42> a2 VA <12 A2 12, 12>
Thymus
Small 1 0 0 0 1 | 1 2
Spleen
Deformation ] 0 1 0 ] 0 0 ]
Lung
Hemorrhage ] 0 0 0 1 0 0 0
Stomach
Erosion, forestomach 0 0 0 0 0 0 0 1
Erosion, glandular stomach 1 0 0 0 0 0 0 0
Hemorrhage, forestomach ] il 1 0 0 0 0 0
Raised patch, forestomach ] [i] 0 0 0 0 0 1
Thickening of wall, forestomach ] 0 0 12 0 0 0 0
Kiduey
Cyst 0 0 1 g 0 0 0 2
Dilatation, pelvis 2 2 1 2 0 1 0 2
Skin
Less of hair 2 0 0 2 ] 1 1 1
Abdominal cavity
Adhesion 0 0 i 0 0 0 0 1
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Study ¥o. 7L637

Table 29 Histological Findings (Non-neoplasms) - Summary
Sex Male Female
Test Substance 0CBC 0CBC 0CBC 0CBC 0CBC 0CBC 0CBC 0CBC
Organ Dose (mg/kg) 0 2 10 50 0 2 10 50
Findings Number of Animals 12 12 12 12 12 12 12 12
Heart a2 < <0 A2 A2 <0 <0 A2y
Mvocardial degeneration/fibrosis, focal 1 2 0 1 0
2 0 0 0 il
3 0 0 0 ]
Thywus <D < < <0 <1 <4 21 <
Atrophy 1 0 0 1 1 1
2 0 0 0 0 0
3 0 0 0 0 0
Spleen 42> < <1 az> a2 < 0 < O 12>
Extramedullary hematopoiesis, erythrocytic 1 2 ] 3 8 5
2 0 0 0 3 3
3 0 0 0 0 0
Fibrosis, capsule 1 0 1 0 0 1]
2 0 0 0 0 0
3 0 0 0 0 ]
Lung [ < <0 <0 <1 <4 < 7B
Hemorrhage, focal 1 1
2 0
3 0
Slomach <12 42> 12> <12 A2> 12> 112> 12
Erosion, forestomach 1 0 0 1 0 0 0 0 g
2 0 0 0 0 0 0 0 i}
3 0 {0 0 0 0 0 0 0
Erosion, glandular stomach 1 2 1 g 0 0 0 0 0
2 0 0 0 0 0 0 o 0
3 0 0 0 0 0 0 0 0
Hyperplasia, squamous, forestomach 1 0 0 1 11 0 0 0 Qo
2 0 0 0 1 0 0 0 0
3 0 0 0 0 0 0 0 0

<, Number of animals examined

1, Slight; 2, Moderate; 3, Severe

Significantly different from control

ook, PROL05; =, P<O. 01
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Study No.

71837

Table 28 Histological Findings (Non-neoplasms) - Summary
Sex Male Female

Test Substance 0CBC 0CBC 0CBC 0CBC 0CBe 0CBC 0CBC 0CBC

Organ Dose (mg/kg) 0 2 10 50 0 2 10 50
Findings Number of Animals 12 12 12 12 12 12 12 12
Stomach <A2> Az 12> 12 7127 2> a2 12,
Inflammatory cell infiltration. glandular stomach, focal 1 il 0 ] 0 i ] ] i

2 a 0 0 0 1 0 0 ]

3 0 0 ] il 0 0 ] 0

Ulcer, forestomach 1 1] 0 Q1 ] 0 i 1] 2

2 0 i} 0 0 0 0 0 i}

3 i} 0 0 0 0 ] ] il

Liver A2 <4 <O <12 12> [ (1 12,
Capsulitis 1 0 i} ] 1

2 il ] I ]

3 0 0 0 0

Faity change, hepatocyte. periportal 1 3 0 ] ]

2 0 0 8 ]

3 0 0 ] 0

Hemoryhage. focal 1 0 i § 0

2 0 g it ]

3 0 i 0 0

Inflammatory cell infiltration, {focal 1 0 0 2 0

2 0 i 0 0

3 0 8 0 0

Microgranuloma 1 2 2 0 i
2 0 0 ] 0

3 it 0 0 ]

Necrosis, focal 1 i} g 0 2
2 0 0 g0 0

3 0 0 it ]

<L Number of animals examined
1, Stight; 2, Moderate; 3, Severe
Significantly different from contiol

1o POL05; +e, PCOL0T
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Study Mo. 7L637

Table 28 Histological Findings (Non-neoplasms) - Sunmary
Sex Male Female

Test Substance 0CBC QCBC 0CBC 0CBC 0CBC 0GBC QGBC 0CBC
Organ Dose (mg/kg) 0 2 10 50 0 2 10 50
Findings Number of Animals 12 12 12 12 12 12 12 12
Kidney 4.2 42> 125 Az az> <1 70, 12
Basophilic tubule, proximal 1 2 1 1 6 0 0 1
2 i 0 0 1 0 0 0
3 0 0 0 0 0 0 0
Cast., granular substance 1 0 [l ] 4+ 0 0 0
2 i} 0 1} 0 0 ) 0
3 0 0 0 0 0 0 0
Cyst 1 0 ] 1 0 0 0 2
2 0 0 0 0 0 i] 0
3 0 0 1] 0 0 0 0
Dilatation. pelvis 1 3 1 1 2 0 1 2
2 0 0 0 0 0 0 0
3 i { 0 0 0 0 0
Fosinophilic body. tubular cpitheliwm, proximal 1 1 1 2 10+ fl N 0
2 0 0 0 () 0 0 0
3 0 {) ] i i 0 0
Hyaline droplet. tubular epithelium, proximal 1 8§ 8 11 (&3S {i 0 0
2 0 (0 0 1 ] 0 0
3 {1 0 0 0 i] 0 0
Inflammatory cell infiltration, interstitium, focal 1 i] 1 0 0 0 i 0
2 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0
Mineralization, corticomedullary junction 1 0 ] 0 0 1 0 0
2 0 0 0 0 0 8 0
3 0 0 0 0 0 0 G

N

<, Number of aniwmals examined

1, Slight: 2, Woderate: 3, Severe

Significantly different from control

: o+, P<0.05; =+, P<0. 01.
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Study No. 7L637
Table 29 Histological Findings (Non-neoplasms) - Summary
Sex Male Female
Test Substance 0CBC 0CBC 0CBC 0CBC 0CBC 0CBC 80BC 0CBC
Organ Dose (mg/kg) 0 2 10 50 0 2 10 50
Findings Number of Animals 12 12 12 12 12 12 12 12
Testis A <0 0> A2 <0 <> 70y <0
Atrophy, seminiferous tubule, focal 3 2
0 0
0 0
Vasculitis 0 1
0 0
0 0
Epididymis 42> < 0> <0 2> <0 <0 < <0
Decrease in sperm 2 1
0 0
0 0
Granuloma, spermatic 1 0
0 0
0 0
Ovary < 0> < <0 <02 <0 <1 <1 71
Adrenal 12> <O <0 12> 2> <0 < B 712,
Brain <2 <> <0 A2> 12 < 0 B 12,
Skin 0> < 0> <2 0> <1 <1 <1

<, Number of animals examined
1. Slight; 2, Moderate; 3, Scvere
Significantly different from control

vox PAOLOS; e, PLO. 01

<2
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