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B2

B b E OB AR 2B T 5720, NN-PF)b-m- VT 2
RO 0D a— A A VDOZIEE), 60, 200 3 LT 600 mgkg/day & 7
N DOZZELRT 14 B 2> 6B, TIREIMIR K OWE 4 B F Cllfoasit o

BE5 L, RERSEHEBIOATE - BEICKITTEELRET L.

ZORERITRDO XS IZBHEIND.

1) KiEREEMH

RO W ThOREHTHRD LN o7, —RIKEDE
& LT, HERED 600 mgkg B THREZIC—BHEDORENREI N, 1
® 600 mgkg B THEHIMIC BRERHKT, HAHETRLUIRETENE
B IR E RS X 5 PRMmEWER AR, BETIL, O 600
mg/kg B CHARBAM O LA TAREEINESI 23580 bz, FBEERITIT
MR & HIBRE R EOFEIIRD bNd ol MIKFERE CTIItkRY
BEHREIRE U IR b d - T, MiRALSHHRE TR 200
mg/kg DL DR EHETHR I L AT 0 —/LDOEE, MO 600 mgkg B ClikED
EENERD b, HEORBRE T 60 mgkg LA EDORERETREOBEMMN
OO, 200mgkg UL EOERERE TR pH 055EEL R LTz, WEFRE
FHRBIUREER) T, D 60 mgkg LA LR X UMD 200 mgkg PAE
DOEEEETHIRDIEKX, HED 60 mgkg LU DB LR TBROIERSEILER X
Nz, R TR S b IFROFIRERSEEZ S, BETLE
b & U TRRIROIEIE LIRS ANBIR AN, BETBRBROITAIRAEE
Iy 707 Y LB LA FEEEOEEIREINZ. o, HED
600 mgkg BETKIG (BB, B BB OWMRBIONEREIN, HRY
BREOREN TR IS, MIZlE, BIBORRKEIERPEEINT:.

2) ATERRAEM

YA, KRR X UMW E RS ORBIIFRO b o T,
SR LOHEREORE IBEE SN T, MRS, MRS, FRE,

HEERS, HEARE, HERB IUMHIZ LB ER S OB

biipinole. HARDEERLES X UOEFRIIEBMEREG OB
HophoTe. HERDIKRE, FECTRBIUEE 4 HOFIKRTIE,

WRMEREDHBLEEZ ONDREFTRITRD N2 T
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ULDZ &6, NN-UZF)b-m- bAVT 2 ROARRBREETIZRIT 5 E
HEEIIRETIL 60 mg/kg/day R, M TIE 60 mgkg/day & HIEFE iz,

AFEREIZ RIS BN IR & B ICER O DIV T BRI 600 mg/kg/day &
Hrshiz., REMOREIKITTEELRFIIRD b T BRERIT 600
mg/kg/day & FEr X7z,
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i
i

NN-TP=F)bom- hVT X Ri35I4 DEET &FET, B, 73728 DER
SR E LT RHDWNEEMIIZA AV BTV A,

KA OV TR L EMRBR B ER SN T\ 5 V. Atttk
DWTHE, T v FORAEEIZ XD LDsfED 2170~3664 mg/kg, 7 HFD
REHEIZ X D LDs fEAS 4280 mgkg MG SN TWA. £z, BEMER X
OZRRFEMELRTT — 23R, —RIIEZLRMEEMEEZ LTV A,

4[E], OECD 2 X 2B L FEWE DR S SRR I BT XD~

BELTNN-VZF)N-m- MLVT X ROAETE - BAEZBHIZOWTRHRIT LD
TEDOREREZBET A.
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14. ABIFB L O
141, BERWE
NN-ZTF)b-m- b LT X K (CAS No. 134-62-3, B,
Lot No. MEE 99.4 wt%, 53 F & 191.27) IZBEFEHORETHY,

AR CTHBREREEIRE L. NN-UoF am- VT 2 ROSE
[ZOWTHOM Lz kR, Reference data 1 1R LT, #BWEII=—F
AN (FHTA4T 2 IS, Lot No. V2M8974) 1TIRfREL, FARLLT-.
WRIE DO a— A N TOREME, 5 BLV400 mg/mL OOV
TEREE, 7 BRWE (K 4°C) IRFHRERKE 24 FFEITRETHDH Z L
VYL F—ZTBWTHSRENTWS [HBREE : 6394 ( 115—165 )].
L2 oT, BERIIREZ TEHREATITRTFL, FAR% 7 BURNIERL
7-.

B ERDBELSHTIL, FIER L ORKRFARRICHAR L -2 TORBRED
BERIZOWT T Tz, FOFER, RNEEITS LYIEFAREET 104.0~
104.2%, EHEFABEF T 99.7~100.8% T -7 (Referencedata2). L7z73-o
T, BERIIIZIFTEED NN-P=F -m- VT 2 RRERE IR TS
DRI

B EH T #ICBNETIORA U BRI EIZOWT, RETTHLIT L
FER, MEIL94 wi% THY, HERHEIIBREHHFITLETHo7Z &N
FESR I 7z (Reference data 3).

142. EREMWRE X UEREESM:

HBRITIX, BARFr—AR - UR—BH AL (EAFETELZ—) 25
BEA L7-4E7% 8 o> CD(SD)IGS [SPF] RMifES » &R L. AL
7-E8E 7 BRI - BULERS L%, BREHBRS X UO—RIREICEEN
D LIS Te b DR LT RETIZEIT L.

B3, 1BEE 24+3°C (ERNE : 22.1~25.8°C), 1BEE 55£20% (ZEHVE :
39~75%), HRIEEK 15 B /R, FREE 150~300Ix, FREAREFR 12 BFR (&
AT 7 BEAUT, -4 7 BRVHAT) ICRRE SN TV RT LD 505 SFE=E
(W57xD100xH25m, 1425m’) TEHE L7-. HRRAESHEFTHFr—
2D BEKSEREEREFERAL, TAILBE SRXA T LV AEBERAE Y —
Y (W158xD23.8xH160cm, fAES— « ZA~—2 6017 cm®) (2B
1T OELEE L. 72720, BHIZEHRP, 70 I8 - K
ATV ABEEBE S —Y (W368xD25.0xH160cm, By —Y - X
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A= 14720 em’) WZUNA L. HHE 18 HUBOBEMIIHE 4 B T
N IEEIE - RAT VUV AMBEE 7 —Y (W36.8 xD 25.0 xH 16.0 cm)
B FL—BIOBRBARF ¥y — LR « ) AA—BRAESHBORED MR (3
Y7 L—7) BEANTEEBLE.

RE 7 —VIIREE 1 B, HGEEEE 1 BT L.

fEHY, AV = 2 NEER T EKNSHEEED CRF-1 ERERE (B
WEEEIE ; Lot No. 020906, 021105) Z#EA L, FAFHMTEBIZERIYE
7z, ARBRIZAWEEIOERMEOSITE, vy MESEICMEIEAR
KBS Z—TEMLT-. FORBE, AAERTWEEHESEDH
REEFENTHDZ L 2R LT, DHFERIX Reference data 4 [Z7R L7z,
BOKIZ, AEKREHA ANV BHICERIEZ. KEKOKEIZS
WTIE, KEEIZESSBRERZ 3 v A1 |, &t ara - V9—
FCEMLZ. TORE, SOP ISEEHINTWD EAGEKEELE (FRR 4
F12H21 BEEEARE 69 5) OEEENTHLIZ L ZHER L. BER
B Reference data 5 iZ/R L7,

L7=doT, fMEHEY, T—2OEEEICEEP RIFLIZEBbhd
RIEBEROEIZ -7,

143. BT - BRI

BT ITHERE L IR - BILEIRIE T, 8 BRITFHEAE LI 10
BEETIT o7z, 72720, MEIEES TN 8 BRIOHEHEELITY, EF
IR BT 2B R BES TRV

B TR OB DEEITHE S T RN O % 2 O T FEHEED 20%LA
PIZINE > TERY, BT TEROMEES, HET332~389 g, #ET 204~250
g DEFHTH 7. HEBA A OEE L EICEESMEIEIZL Y 1 B 420
MERER 12 IR IR Y 5310 7. BED TR OB OFBBNIEMIBEE SR L OB
N&E S & AET D & KT — VICBEWIEES (Animal ID-No.) DI} 7=.

2L, BESTRIE TIHEREMERICIVER L.
LREWITREENT AT X O I E BT,

144. REE, HER BREHHBLIORESE
TERWEDT v N AWCAEROEERR ERES 639) T,
LDso fEiTMERE & HIZ 2000 mg/kg UL EEHE SN, ZORBEREZSEIC
LT, 0, 30, 100, 300 B XTX1000 mgkg DAETTHAER NN-D=F
Vem- bVT X RDT y hERAWLIREROKEENE - £FRRAETEHER
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Br—2 BRIR S Tk GRERE S 6395) | &3 Lz, T OER, #a 1000
mg/kg BETIIRE 3 BIT 1/6 BINFET L=, —fRREEBOBER T, MHEE b
FE{EE LT 300 mgkg UL EOBRERFETRENSBEIN. KF, B
B, MkFER X OMREEEREIZIIA O MR R E R 5 O EIIER80
bivehot=. MREILFRRE TIIMED 300 mgkg L EOBRERETRI L
2T —/VORENED L. S 6IZ, D 1000 mgkg B#ETIXI RY 77V
U K, y-GTP BLGANLT T ADOEE, BUN BXUZ L7 F L ORIE
DO LAz, TR TIX 1000 mg/kg FHEDOLETHIRDORE AL, M TR
KBBE I, [EEE TIIMERED 1000 mgkg 238 X UMD 300 mg/kg B
T, HREEOHEDFBO L. I bHETIX 300 mgkg UL EDREEE
THEBEED(KME, 1000 mgkg # TBBEEDOREN T D bz,

ULDZ 20, ARBRTIITFHEARICEAREHMVERINDZ L
ZERBLT, 600mgkg #BARICREL, UTAKM 3 TRL, 2008 X
W60 mgkg ZFHB I MERAESE L7-.

BRE5RRIKIT, OECD HA FTA 2 422 THRRENTWARERKIZED
THRHRO®RE L L.

BEREIZ, FE100g47~Y 05mL & L, XERHTR X USEHRT O
BT, EEBNCEIE L RFBEICESWTER Lz, /2, R
MR L OEE IR oMY, TR0, 7, 14, 20 BXUWHE 0 BIZAIELZ
BEEBIFAEICESWCERLE. &E5®IE, BY 7280 T1 B 1B
AT 8 BF 40 43 ~11 B 59 ITEFE R/ E L7z, sHREEZII=—0F A D
FHEERE LT

BEHIRNT, BEIZERRT 14 AR & RECHAR 14 H R JOSEHIRIKRT
% 20 BfOERTE 48 Bff & L7-. MEIIASECAT 14 B & REHIFE D (BRE 14
AR BLUORBRMHEIHELR 28 U T OWE 4 BET 42~
56 BfE) & Uiz, 7o, RBRBARRIMESW LRVEIIIER 25 B OFHIETE
T (40 BfE) & L7~
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15. B8, HEBIURE

15.1.

15.2.

15.3.

154.

—RRIRRE DB

MEREL b, MBr—CELICEONE, F—CNTOITE), B8R E
B4 5HLELIEMOBLEEEE2L, HOFREBIUHRRBEEDORE %
R L. 2 oW CHEBREIMbER 2 B E FRRBIX 1 ED) 1TV,
BEEBIOECOEELTTH L.

(LN

XRS5 1 (& 568%68), 8, 15, 22, 29, 36, 43, 48 B L V49 B (H
BE) ICHEL, #E1 1548 BETOBREMEZEH L.

TR E 1 (REBEFAR), 8 RBXTNIS BIZHEIEL, BE 1B 158
TOBEENEZEH L. 7, REBHRSIEOMEIE, IR0, 7, 148X
20 BiZ, e L7-HEIMS 0, 4 BXU'S H FIRRBE) ITHIEL, £h
%hﬂ%0ﬁ®20Eki@@*0#64Bi?®¢E%Mi%§&Lk.
BIEIZEFRFEPG2002-S (A FT—+ b L Ft) ZRVWTITV, FEg L7,

1231120 s

I35 1 (&5BEB), 8, 15, 22, 29, 36, 43 BL 48 B GHlA&HT
A) IZEEEEZAIEL, BEBNLROEIER E TOEMEELROFEY 1
HEEEAZEHTALEBIIRE 1 LIS ABIVOERE N2 B 48 BET
ORBEEEZEH Lz, MRS 1 (REHHAR), 8BXV15 BICEHE
EXAIEL, AIERPLROAIER ETOEREELRDFY | RIEEES
BHTHEEBITHEE 12515 BETORBEEEZEH L.

F7, RV LR 0, 7, 14 BXUN20 BT, e L7t
HE 0LV 4 BICEEEEZRIEL, BIERMN %fk@{ﬁﬂm H ifﬂ)?ﬁﬁﬂa
EROEY 1 AEHEZEHT 5 L & HITEIR0 M5 20 B F COREREE
BEXEHLE.

BIEITEFRFLPG2002-S (A FT— - ML Fth) ZHAWVWTITY, &L
2. 728, REHETFORBEMIIBEEEZRIE LR T.

AR

REUIZIECAT 14 B EOMWEIBEE1T - 7 & BN OREE 1% 1 T
2 EMERFAESY, B, Bl IBETOBTHERE b o TRE
e L, TOBREMERO B E L.

HEPBRIIZERI B £ TITV, BENLGROBEHE TOMDAB
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B ttEM e E LCESE 2B L. £, HEAMESER b
REMES @ 72035 AL OMESE) RERR [(EEHEAY 2R TS,
Y BREMED) < 100] ZEH L.

RERERP BRI OVWTRERE [(REBMEME FEEHE) x
100] ZE L7,

155. BROHEBIUVHEROEE

15.5.1. BHEDOBIE

IHREMIIE T RRSR ST,

BRI D IRIREEDBIER A 1T o T2, DIROMER LR 20 225 25 B
DR 8 BE 30 43 ~10 BEDRENZAITV, = ORFEIZ AR =T LTWA I &
EHERL-EMB I UOSHLZBEE L 8InthsTETEL, #0R%
ME 0 BHE L. 4R 10 FE2BE Toth s Bts Lo GS 3B R 2MHE 0 A
LT iz, R MEO0BOEARNSIHRO0 BROEABREZEL
=R, ZRE [(ZhRewi  KERSEMWEL) *100], HESR (R
HEPEMERR, ITIRMERD < 100], ERZE [ EHRER SHREARS) x 100],
SR [(RHERS EHREH) x 100], HAR [(HEAIRE HHRE
IRE) x 100] ZEH U7, R 25 B ORI 9 B TIZOBDO AR S
IR L, ZERIEDORD bRVGEES @& S 2007, 2209), 4F
PRANERSL & HIE L7z, E 5 BICREMDITRERARS L, BB IUSERK
B 5 R WIRRICRE OFEL .

1552, HAER (F1) 0OF%£

HEER, HERE EFRESECR) 258, HAROHEZHEL, &
e (B M) ABEHLE. ¥, ARBEOFEEZF-. iz, HAER
DOIFEIT, FE 0 38 L4 BIZHEREEAR 2 EFRFE PG2002-S (X b T —-
ML Rt ZHAWTAIEL, 1 EOMRBERFIREZE N L.

HARITES 4 BIC2f2o—F VR T CHRILEEFE S Y, BF -4
MORNIRBELIT o, E, WMBHHPOFECRIZIT 7 ARICEEL,
BE  HEBORRBIREEM U, 72, HERD4 BAERER [((HE4R
AIREHEAIRE) x100] #EH L.

156. EEERIRE
MRFERE, MKREEERER S OCLBRECFREIRES KO ERS %
L7zMEDBIREE (549 B, M : &S5 B) IC8BHOLRFICOVWTE
FELT-. BRiL§ 2128720, B30 16 FEEiER S B 7.
-18 -
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W E = —7 LV CREMEBRIE L, BRI KER LM L. EL, &
W& 2103 | IR MERBRRE: U= 720, MKFER & OuikkEEaeE i
VINVORBUSTE T, RENEBETE o7z,

15.6.1. MiKFHRE
FEEER] (EDTA-2K) AVEMEA L &/y 7 -E (BEKMEEIESRKS
) ICEFREML A ERE L, BEMRFRERE ADVIAI20 (1T %
BAWTHMERE (WBC: 7u—¥4 hA hU—), FRfLERE (RBC : BFR
BiRiE), ~E/ o8& HGB: V7 A MANEIRE V), ~v M
Yw ME (HCT : RBC, MCV LYV &EH), FHRMIKEE MCV : BHREF
WiE), FHRmERMmE&EE (MCH : HGB, RBC Xk WEH), EHRMERE
- FEE (MCHC : HGB, HCT LY &H), m/MkEk (PLT : RFREFRIE),
HMERFEDE (Za—FA bA M) —) BIUKERMEKE (Reticulocyte :
RNA Zra1k) ZHIELT-.
HIMERE 4> RITATR OBES THIE L7228, BIRMIRBHEARZ/ERIL,
AL e TV a2 TN XAVRELTRELE.
15.62. MiREEEREMRE
PUEEER] B.13% 27 =BT MY U LKBKR) AVBRILEN U= b
(T EBEREM) ICMEZEE L72#%, 3000 tp.m. T 13 = LoBEL T
B EREICAV V.. 2B BREERARIELRE STA Compact (1
att) ERAVWTI m ha v UEE (PT : BEELRESFR) BIOVE
MALERSY S a AR T T AF SR (APTT ¥EER L 5) 28IE L.

— 15.6.3. MikAELFERE

BMEA Ny SQ FEKEFETESESEM) ChEETRR L%,
3000 rp.m. T 7 HfEhE OB L TEB-MEZBEIC AV, ZTEEALER
BB B 7170 (&t AL &ERT) ZRAVWTHRER (T protein :
Biuret ¥%), 7/V7 X (Albumin : BCG %), A/G G1E{E), Mm¥E (Glucose :
HK-G-6-PDH i£), " {%AgEH (Triglyceride : GK-GPO i#5Bf~ V + u— /{8 %E
%), ¥8a L 25 a—/L (T. cholesterol : 2 L A5 1 — L4 % & —+¥ HDAOS
%), REFEEFE BUN: L 7—F GLDH ), 7 L 7F = (Creatinine :
BEHEE), MY UL E Y (T biliubin : ST U EEEELE), 7TANSNT XU
TR T725—€ (AST BER-UVIE), 752=VT7I/ bT R
7x7—¥ (ALT : BER-UViE), TLAAHVEKRARTZ77HZ—¥ (ALP:P-=}h
7=V Y) VEBEERE), v-IAEIININTUARTFH—F
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(Gamma-GTP : L-y -7 /W& I V3- I VAR FV-4NA 1), DAy T h

(Calcium : MXB %), #E#Y > (I. phosphorus : PNP-XDH %) 38 L OWAAE

B (T.bileacid : BERY A 7 ) 78 %, BAPERAIELEE EAOR (B

ST AT NT 4 =) ZRAVTT R U U A (Sodium : A A L BIRERRE)

7Y w2 (Potassium : A A BIREMRIE) BLOUEEFE (Chloride : A A28
REMRE) ZRE L.

RIGE

B EHIMETHRIZ, BBEENTH 5 F @ES 1001~1005, 1101~1105,
1201~1205, 1301~1305) DOHEEMIIZ OV TREZIT- 72,

HRRE - KK DOERBET TERIRF — T2 BV T 3 IR (R 10 B B4
1 BFE T, 7272 LEMWES 1104 |391% 5 K7 28 43 F T) B L UM 24 RfIIR (7
AT10BEL LR EFATI0RFET) Z2EERL.

3RFARERVT pH, ¥, ¥, EAH, 7 bR, BV AECVBIRY
by ) —FUERELE. BREICIIN-~ILT A AT v 7 A2 SG (N
TV AT 4 AINVEREH) AV, HIEIIRSTERE CLINITEKS00 (3
A T )VF) TiT-o7.

4 FFRRERAVTRE GHE) BLOEHR (BR) 2RELEE, RE
R, 1500rpm. TS5 HpEhELL, EEBIUOEBICSBE L. EEERAV
T Auto&stat OM-6030 (BEREHLT—27 LA 777 v —) TREBE Gk
RETE) 2RE L.

TRERFIRE
HRBLURETEE

FREITIIEMDONE, DRE, BILBXUEEAEE, B, B IUHED
SN L U, RORE, RERER L OUVBRRIE L 20K, BRI OMBREER XU
BERELE. AFEREIZOVTUEL, BIZEBEZHVRBRELZ. 2TOH
RROREIZOWNT, B, KREX, BEXREAFTHEL-.

#EEEY, BEEEAEHAEEXFE PE360 (X FF— - FLF#) %
BWTHIEL, Z20OHELFEH L. EEZAELZHEIZOWVWTIE, 28
BEE/MEELR (EMNEER) 280 -HRAOEERBIVSREEEND
BHL [((@BEEE/AHRBOEE) x100].

OrEEM)

48 BR%EA%, Y 215> 047 16 BREHER S - %= —7 /VHE T TR

BIESHTe. #/E - HEOWIRBIEZITo 7%, M, MR AP B
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g, B, BEBIUHEEKEERZAIE L. £/, 28HiconT
BRE, RAR, ) NE, KEE, ME, B MR K% M (REX%E
w1, Lig & BPRE ER/ME BE B, +2ER ME KB,
FPig, R, RRBE, EEE RIE, BERE, REEE, RISZAR, MY, TEME, FEE
BRER, N—F R, SEHRBIVCHIRCTEERENGBDLNZRE - #
% 10 vol% P MERBET L~ U LRI, B L ORR LEL2 77 IR TRl
BEE L7z, 10 vol%HHEEE /L~ VIRICEE LTz,

@B R LT

'HE 4 B OF%E%R, 2051 16 BERHER S ¥ % T —T VT CF
MEFEFEIWT. BE - HBRORIBREEZITo%, M, MR, Ak =
g, fElg RIBRLUYMEEEZAIEL, BEXEEZEHLE. £, 2
EWICOWTEE, AR, VL ovEn, KEBEE, BE, B BR KT,
i (REXEET), O & PR ER/ME RE, 85, +21E85,
B, KRG, BRE, PR, bR B B, Rt SRR, 7E, B MK,
T, T, BB, ~—F IR LEHERBSIUCHIRCTREREND
LNT-ERE - KB 10 vol%e THHRE R L~ U LIKICEE LTZ. 128, ik
RRIZ B ASS L OB FRES R 7. '
QBRSO L2V (BiES 2007, 2209)

R 25 BIZ, ©=—T VEREET CHRILZEFL SE, 32F - Ao RIREIs
21To71%, OIRLELTOREREZFRICEE L. WihoEy
HFERICERENTRD bR Do T2 - DR & HE Lz,
OLRFTORD LN @EER 2310)

ATFRETORTIHERINZE (HE 2 B) IZ=—7 VERET Chtf
RERSE, BE - HMBORRBELTo-%, OIRLEETOEER
BEERRICEE Lz, 7o, TIRRRRCERESES L OSERERE R~ .

15.7.2. JRIBMEBFRE

TRRIZIRU T 28I SV R BRI FRE A2 EM LT~
HBRIIEBITE-TRT 7 4 VR EERIL, ~~ T ) FY
VR LT SERTCIOREORESE, BEIZOWTRELE.

2B, QBIUV@OREEIZOWVTIL PAS + ~v MU s LUV
T XY ZFTUREB LT, N MRV Y AU URELER
TR EEZREL, PAS - ~~v ) VIREERCHETHEYA 7L
(VIE7-13V) #E 21, BRI OWTTaw /0T ) Bl L
SRR L. OOFIRE X ORI OV IO AT O Ed X E U1
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Yot % FEhE LEER L7z,
OzRFECEY @ES 2310)

SEEHE. 12171, ER/MEICOWTITEBIEARERIB IR LT T
DI FARENER TX o7z,
MR % RN X 71

XTRREE L B ERE DS 5 F (BW%ES 1001~1005, 1301~1305) D2[H
Ea BB L ENLSORETREL R (7 . 2ipEE 1006, AHiE : &%
%5 1012, 1108, 1109, 1211, 1212, 1306, 1307, 1308, 1309, 1310, 1311,
Bhg : &R 1108, 1112, 1206, 1208, 1210, 1211, 1306, 1307, 1308,
1309, 1310, 1311, f&fi& : EpES 1108, BRI CHER LA  $iHES
1308, V1 /3Ei : EMHES 1310).
@B RS LT

KRB L SHEROSE 5§ @MHES 2001~2005, 2301~2305) D2
Ea BB L ONENLISNOEFEIREEAERE (AT . &5 2306, 2309, JP
B . #BES 2112).
OIRZ L S B R Do T (EWES 1007, 1209) X UMHRAREILO
M (EhEE 2007, 2209)

BEIAEER, fRBR M, RBE, iR I OEERESAR (i : g
FE1209). IR, FEBIOURE.

Fz, QIZOWTUIIRARROKE, Mg g FRESIORIEIC
WERMEREOREENGEDLONT-), THHDHRBIZOVTIHERB LU
BEHLE S AT OREBEAEBLZ. OOV TIIBAEROE, ik
BRE L ORI, £EETEMO/NG, KIBEB X UOBBICEBRERS DR
ENREDLDNT-T2D, ZTRHOREIZOWVWTIHEB IO HEERLE 5 414
DOIREE EH L.

FEEHAET

BE, FEHENE, RIEE ZREEEE THOEERH, Bk BFFRE
%, IRER, EEIREL, FEREIRER, tEbh, BRE, HAS, HRE, 4
FREFEHBE, HERDO 4 BAGFER, MRFREME, MRKEEEREE,
MRECFREE, REEE (REBIVREZT), SFEEER LU¥EX
HEIZOW T HEIBIER Y2ty RN Bartlett DESBRE Y% E
Wi L7z, 55 OBA T Dunnett D E BT VCxIBREE & SR ERE D
BEZERE L. Bartlett DEHHBRE TRESE DB A1 Steel DIRTE ©
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TR BB EHBOFEEZRE L.

HEE, TREBLOZBRIZOVTI REEZAV .
REMBRER, TIRFTRB X OREMBIT RORAERIZOWV T
Fisher O EAEMHERMTEE "THRIE L.

TREBHRRRT R0 9 BIREOBESENERD ST Rid—% 11, +1 % 2],
+2 % 13, +3 % T4 2%V 24T Mann-Whitney ® U H2E % £ L 7~.

FKYEIT Bartlett D4R TEIZOVVTIL 5%, F DMOEIX 5% &
O 1% DRI E T L7z

2L, HEEREMHED 1 BIC & 2 FILLTOBE, FEEREIXTOAR
Motz

7B, WEHBFOHAERICETAREIL | BAENSY OFHE 1 ER
ELUTERLE.
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16. FRERFER
16.1. HEMW (FO) [ZKIETRE

16.1.1.

16.1.2.

16.1.3.

TR LU—iREE (Table 1-1~1-4, Appendix 1-1~1-4)
FECEMWIIHEREDO WT OB BRI RO biviedo 7.
—HRAREEDE L & LT, HETITFES 200 3L Y600 mgkg HETFNE

N1BIO1246] (£6) [CBERINZ. Z0M, BEEE)SBRFEAM

EEZLGNBETRE LT, IRWHH 60 38 L TN200 mgkg BT 1 51, 4+

&3 200 mg/kg BET 1 FliCBIER Shiz.

METIZRERE 2B U T, FHED 600 mgkeg BET 8 BIZEERSNT-. 7=
7ZL, SRRSO bz 8 Bl 1 FIIRERTHAMOL DR TH o7z, M
BHMTIL, WE 48 EKERS5%) 12600 mgkeg BT 1 FICIRETER
KU IHET, o 1 FliBREBEBETB LOHMET RO N, &
7z, 2WRIETH 600 mgkg FED 1 HITHE 2 BIZERO LN, ZOEMHT
X, B 1 E72032 BHDAWIIFE RIS TEREBRT, XA 4T,
ARER T2, WIRAFEZRLHM, HIE, #HEOHENR XUCHEITED LN
F O, HEHEENSBRBEMELEX ONAFTR & U UHRBIRICTE
DIXTRREET 1 3, HREHREIZE UHERT (D/EER 7% 600 mgkg BT 1 #iliC
gqEanr-.

MEREIZ B U CER O b=, £ < I13&E1% 30~60 53 DRI DAZE
HEMBEINT. OB TR ERT) LD RIRNEER I N,

{KE (Figure 1~2, Table 2-1~2-2, Appendix 2-1~2-2)

T, REHMLZBUT, R LEBRYERGE L OMICEEZI
O bR

HETIE, HRREFIZ L~ 600 mg/kg B CHEREIMIR Y (MR 14 BLARR) i
KEERARD o, R0 725 20 B OKRERNE L REERZ R L.
600 mg/kg B TILTRHIMICAERE L CE B T b REES BRI L~
(B 2R L7223, WESERORERMEIIIEITRD bivied -7,

fEfEE  (Figure 3~4, Table 3-1~3-2, Appendix 3-1~3-2)
MERE L I, BREGHIEZE U CRE L B ER G L OMICEEES
3D Lot
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16.1.4. EEFRME

16.14.1. mMKFRE (Table4-1~4-2, 5-1~5-2, Appendix 4-1~4-2, 5-1~5-2)

HEOMRFIRE TIL, STEBEEZEE 200 mgke B CYHFRMER N & 318
EXFERKE, KREEREMELRAEEREEEZ L. LML,
THOHAEEL OBREEIIR LTI R ERE L EE LRWELE
EZz bz, 600 mgkg BT/ IMRE BB EE R LT2AS, BHRE
ETH Y BHEFHIERIT 2V AW L7z

MEDMEFHRETIL, WTNOREEEB I G REE - R E R 58 &
DRIZEITRD bz o7z

MFEEERE T, MEE LIV THOREEBIZ L XREE LR
EHRE5HLOMIZETRO N o7,

16.14.2. MRAELFERE (Table 6-1~6-2, Appendix 6-1~6-2)

HETIE, #a VAT a— /a3 BREEIZ L~ 200 mg/kg BECEIEMER, 600
mgkg HCHERBEL TR L. TOM, I D LM 200 mgkg B TRE
ERLTED, BAEICHE LWL TH- 17

BETIX, ¥ LT a—/USRIERERIZ L 200 38 £ 10 600 mgkg BETH
EREE, mEES 600 mgkg B TEELZR LT,

16.1.43. JRIRZE (Table 7, Appendix 7)

24 BFEIDREDTHREEIZEEN 60 B LT 200 me/ke B TREMER, 600
mgkg HTHERBELZTRLEZ. BRIIETOEYNIKER TH-T-. pH
VIXTRREEDS 8.5 I TH D DIzxt LAEDHEINI N 6.5~7 FHTIZE{L L
7. R¥E, EA, F AR BIAECRBIVYREY ) —5 AR
EREIZLAELIIRD N oT. JRIEEEIIR BRI L~ ykBriE
BEHCEMEEMZR Lz, ¥ T3 200 mgkg B0 1 FINEE (3+) %
IRLTZDS, ZOEM) @EES 1202) 13RIR B OBRSHZICRIFEOINMEDER
BTV, SMED SO HMASRFITEA L FTREMAE X b,

16.1.5. JREEFRE
16.1.5.1. ZFEEE (Table 8-1~8-2, Appendix 8-1~8-2)

HETIL, XTEBBEIZEE 200 B L0600 mg/kg B CHER L OB lgDOEER
EBLHMEENFERSMEE TR L. BRIV T, 60 mgkg BT
FEXTEE, 600 mgkg B CEREEBIUMENEENEMEE R L.

HETIE, 600 mgkg FECHROERERR J UMM EENMEE, BIEOER
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ENEEER, AMEENESMEET R L. 200 8 X1 600 mgkg & THED
FEERBIUHENEENBEZ R L.

HIRAT R, (Table 9-1~9-5, Appendix 9-1~9-2)

R % RO S BT ETIE, FFIROBERAS 60, 200 33 KT8 600 mgkg BT
ZTNEN3, 4 BLO B, BEOERSZENEN 3, 9BLO 11 FlizE
8BxNiz, REEZH 200 B X600 mg/kg BETIIMAT RORBRENE
EREEEZR L. 2O, BEOER, V2 EORK, MOEER,
Xigk, AFIROZENE, FHEMRIEREE, BRO/NUE, BEEEOZERB IO,
INEHEAS DTS BEHEIZBIE ST

XTRREEIS LU0 200 mg/kg BEDIHIRE BRI W72 0o 7o R 1 Bl (@S
21007, 1209) TiE, AFEOIEXA 200 mgkg BETHEIN-.

E S BICEHEfES] L2, FAIBRORERD 600 mgke BET 4 FIIZE
823N, MBI FTELEEL T L. ZOfh, 600 mgkg B
THIRD AR/ Rif, FEORKER L OREO/KE % 1 6], 60 mgkg
BECUNEOFERN 1 FIBRIN:. WL REEE)D SERYE RS
CITEE LRV LEE X T

SHREEFS LN 200 mg/kg BEDITIRTNEAL DR 1 61| (B 5 2007, 2209)
TIE, 200 mgkg 3 TFEONEILRBRBO 7.

2RO/ bz 600 mgkg BED 1 | (B 5 23100 Tik, A
DOHEBEH, XK, BROREH,XIR, BEROREANTHITE, FEON
RIS, EORBHNEDETER I UBIBOBERSBEE ST,

#AREFTR. (Table 10-1~10-6, Appendix 10-1~10-3)

IR % AL SR T T, IO HERERE R (BREE S 72 13h%EEE) (Photo
1, 2) 2360, 200 ¥ XN 600 mgkg BETENEILS/7, 57 BLO VI HliZ
B, MREBILER2TCOREH TRV EREREELZRTEL
12, BEOHEEMPED N, FRROEIE LEMIgEE (Photo 3, 4) 2%
60, 200 35 £ TF 600 mg/kg BETENEN 2/5, 3/5 BLWNS/S5 i, K (BB,
R, EAB) OHERAEY (Photo 5, 6) 2% 600 mg/kg BET 5/5 FlICEIR &
n, WL XTEBEAIZE~ 600 mgkg BF CRIEHDRELZ TR Lz, Bigo
PRADE IR EACIT 200 mgkg DL EOREEETHEE, IEARME OFHE
It% (Photo7, 8) i% 60 mgkg LA EDRERETHERE, 200 mgkg LA LD
ERTCRBEORE CThHoT=. BIROINLIRME OWFRILEL, Xt
IZHE 200 mgkg LA EDOHRGH TEEREBEOHERIRBD LN, F,
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BB OBIRTFAEK (Photo 9, 10) 7% 600 mgkg BT 1 FITIAH I NBERS
Nz, Zofh, OiEO/NRZEE, iR ARRER S ORENEnTTE, M
AROER, FOMRFHRER, NRIEES I OE(LE, BORIEIGE, B
BBSN S IER D/ NIEERE, RTigOO/KEE, REih(b, BUREESE, HAHAREESE, &)
WRZe, /NAZERE, AFRRMRREDREENES L OWRE A, BIROMFHRE, REE
IRB L O o ERIEHE, BERED ) L BRiRE, B AR TREEE,
AISLARD U 2 " ERIFERS L ORESBR I N

BRI LTI, AR ATHBARAR ALY 200 mg/kg BETEREEDS 1 41,
600 mg/kg BECEREENS 4 Filds L OSN3 FUICEIER S, 600 mgkeg BT
FERBEROBES LUREOERIFBDO LN, I, BIBOE
HAERAS 600 mgkg BT 1 HUZBEINT-. 7z, 600 mgkg BET—HRIRRE
DEF L LTIHIZRD bz DESORENL, RELEIEE TH o/,
Z O, FEIRORESMEMTIE, MOIRIRMIERE, KER L OVINAZFE,
B D/NREFRE, BRERS R/ NAZERE, KEBOMIETE, FigoshL,
FFHERaEEsE, /NAZEIER L OBENER, BRRORMEFEREL, R, R
MIEYLGR, AIKILER LUK, DRI, TEREAOER, FRRO
TRk b R ARRIE A JS L OMBERIAERR, BIBORKEIEXPBEINTE.

SRREEIS LY 200 mg/kg BE T | AR Z B S8 o 2R IO
SEYRANESLDOMETIS, BEDOXEREE TRISLARO MG MIARIRE, 200 mg/kg BET
R/ NRZERETS K OWTFHERRRE R, HED 200 mgkg BETTBERB L OEDON
PR ERE SN, Lo L, RS & 72 DB LITER b e o7z,

2RFTORD NI M EMPES 23100 T, HRE R S H#D
DVTEARL LM CHEINZTR EBEETIELE LT, X (B
BB, e, EiR) OLRMRFERLE X OREEL, B (EE) o
ERMfaEEEA, N (+2EEE, BB OME®RS (Photo 11), AT
DOFFERIER (P%E) MEEREINTT. Zof, BHOZENET, MiREo
EHE, FOvaIRMaER, BOREILE, HiBOEHLE (FEE) 8LV
BEEI DT DRTHREE (PEE), BRORME LREOZEREN (BE)
(Photo 12), M#tE (FFE), AIKILE, RME LREE, BIBOIRIRFE
KPBEINEZ. 2B, B oW TEB LI ayw 727 ) U RERER
FORF VMBEEORERIINT LB TH o7, FIRFFCBRINF
B ORNIRIEE DIEBBIIEE RABHZDOTFE Tho7203, RIROEEIE
Bgqaxnr.

KTFREERS K UF 600 mg/kg BEDITIRZ RO I W72 R 5 B, STEREERS IO
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200 mg/kg BE IR A BRI S ¥ o1 (EMES 1007, 1209) BLO
600 mgkg B CHREICEY (UL KRR LN EEE 1308) O
FERIZDOWT AT — DVI~VIOREE O ER R 2 RIE LI-ER, &
AR (type A), L U7 b7 UEERMRE, T R, AR
BT-HIAER Z OV b Y MBIV TN b STERRE E FRRETH Y, #ERY
EHRE5OEEBIIRD bl

ATEFEAEM

BRI L UZHEEE (Table 11, Appendix 11-1~11-2)
REIIREHEZELETCOREHTEFNKIL L. ZRITBER &
T* 200 mg/kg B TH 1 FIBNEHSLETZIERITENEN 91.7%, fOBETIIW
THhb 100%TH o7z,
HESEETIY, EEHERLZ RTEWI X REE, 60 33X 600 mgkg
HTE 1 BUIERD LN, BEMHRAMBEARICEIRDLNT, FHMKE
BRI b REE L B E R 5 & OICEITROD 6o Tz,

531533 L UVHE  (Table 12, Appendix 12)

HREZ SOV TIOREH THATRREBICERIIBESh oz
BEOMIEMM, B, FREL, HEREE L OHEARBITIZIER
RMEZTRL, HER, BRE, SR, HAER MESIUEH® 4 BA
FRICHBZIIRD O -7z. HE 0 BIZFET RN REERS I T 600
mgkg BETEE I, 7z, BERED 600 mgkg BETEHEIN.

RO, (KEIS X USEIRRET R (Table 13, 14, 15-1~15-2, Appendix 13,
14, 15-1~15-2)

FAEROARKRETIE, BIRBISTREEORET 14, ERESMEEXIED 60
mg/kg BEDMET 1 FIZERD LTz,

FEELTIE, WE 0BLUV4 B L bR LIEBRYERER L OMT
ZIIFb onihotz.

BT OETIROTHRTIE, BRILFRD 200 B LT 600 mgkg BED
HTENEN 1 BIO3HITEED bivlz (Table, Appendix (Zid7R LTV R
V).

HE 4 B OFRTIX, BERIRIHEEE, 60, 200 36 X T 600 mg/kg FED
HETENENS, 5, IBIU3 G, MTENENS 1, 3BXV2H, R
EYBRVHET4, 0, 5BXTV6HI, HET3, 0, 1 BLTOFITEE SN,
UL, METRE bRBFBICHEREMED 2, R ERYERER
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EOMICEEEZELRDOLNRNWZ D EARKAEMOETLEEZ B,
FOM, AFIROFEERDS 200 mgkg BEOMERETE 1, FRIRE IS HIREEDME
T 14, FoBEIE,/ KA SREEOET 1§, IREROKEBIOKED

P A 60 mg/kg BEDMETE | FITEER SN,
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17. ZEB L U0H

17.1.

R 5%
FETHITEAEREAR 208 CHEE T OREF T HRO bhied o7z,
HERED 600 mg/kg BETEEMB, HED 200 mg/kg BET 1 UTIRENBRE SN

7o, TBEIIHE1% 30~60 DB —BHEIZHIAT IRE ThH-o7=08, 28

A% ETFHABRIZB VTS 300 mgkg U EOREHTHEIN WA L

D ORBROEI G BE LI R L E B bive. MED 600 mg/kg BETH%K

BITIEH 2 0NHELRIC BRERET, HHETELUEBRTENEES

Nz, EHIERFTORDLNT 1 FITITL A HTHLEEINT.
BHEHET, BRTERSIOLADEHTIL2 BERETHRERD 1000

mgkg BETOERBNBEIN, 7/, HET v h~EORE (750 mgkg)

LB EITHRIERDBED 5TV E Do Lok, KRB CTORERE(L
HOBBITORH TILSH 2P EBRYE R 512 L 5 PHRMGHER R SEbi .

2T OO LN B TIIPRRLSN DL & U T RAEREZR L,

HIEE, SEOHENBLIURKENSEEINEHFRENSELLL TNV EEXD

.

BRETIE, B L UIEBRER S ORBIIRD b o7z, i
L Tid 600 mg/kg & CHIRHAM D% YLIRIZ T 0 Tlidd 5 MEAEER)
NERH LI, WERWEREIT L A EEREMINGEI N EHIT-.

BEEE T, ML O ITHBRWER S OREIFRD LN o7,

EERARE TiY, MIRFREICRBVOTRD LNZE IV Th bRy
B 5 L OBEMSITRVHOLHET L, HBRMEREOREIIRD LN
Dol MRACFEREIZIBVTHERED 200 mgkg U EDOFT S TR L
AT —)VORERERD LNz, D 600 mgkg BETERD b~ MEED S
BIZDOWTIE, BFIITRATH IR HBRYERSOEELEX L.

FRAZZE T 60 mg/kg B0 6 AAEIZEEE L2 REDEMEDFED Sy
BREOREELHW LT-. £z, REBFEICOVWTUIRELMBEL TEE
ZRLTEY, ROBHEMNIEETHS EE2 b, 728, 200 mgkg LA
EOREFETRDOLNIRD pH OFLIZOWTIIHERIE R 5 DF N
TFREIND B DOOEFIITRHETH -7,

JREEFRAE T, 200 mgkeg LA OB EFECHEOITIREE, HOBKE
ENEEEZTRL, FIRRETR CREORE Z OBIRIZ- OV T 60 mg/kg LU L
DGR, MEOFFIEIZ DV Ti 600 mg/kg BTV S IERAEED bz,
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FBRFRE ISR T 2T R & L THIRO/NEF DT HRRIER &
BB OIEALRME ORI E N BE SN, FFBRERIIHETIE 60
mg/kg LA L, HETIZ 200 mgkg A EOBERETBE INTD, EBFERES
MEAECFREICS O THEE L T 5FTRARD bR o7c T &
LEMNHRERFE L LBV EOBREEZ 2 DN, 2B, BED 60
mg/kg LA_E D 5RER S OMED 600 mg/kg BE TERER I - BIRIROIER LR
FERREEAE T, RO BHIERFEIC L > TILHF D Ty, THREMET L,
RHT 4 T T 4 — K239 71T & o T TSH WA 0 U BRI b F7 )31
AL EEZOND. BETHEINZBRBOEMEHE IR T AHETREIL
EBIIAEEBEFNIZ an /0T U UBHBASNIZI END, Vb5 ay,
a7 ) VBETHD ZENHERINE. £, 200 mgkg UL EDOERERT
PEEORMEFEELRFED 5N, WTRLHEFEILEORE DR
VMEETRDONEZ b, ZBDa, ZuT U L IREIC L DRAEE
FIS| &< BEBEE XA OGN, BED 600 mg/kg & THHLE LR DMHE
Rl B EBLAE CBEIN, WBRYERS OFENTR IR, BF
IZOWTIIRETH -7z, MED 600 mgkg HCRIREENSHEE R LE.
BB OBESRE TIIERIRE O IR IMRED 600 mgkg BETEBIEIN, #
BRYE R 5 OREN TR ENT=D, BFICOWTIIRBATH -7, MED 600
mgkg B THBREENKELZ R L. WROERETICEE LI FREFER
REEFRIGBED DN oT20, HBRMEREORELEZ L. [
D 60 1 X TN 600 mg/kg B CIUREENBME L /R L7z, Fikk OB
BECIIEET A REIIZRD b o7-. 2 BRSSP HRABR CHR&ED
TR D SN TWARNZ L DR ERS L BE LWk & BT L
7-.

PUEDz &b, NN-YVF)bom- VT I KD 600 mgkg/day D5
£V HETIHEEEIMPISHER SRS b e, MRECFERE TIIMERES
200 mg/kg/day L E T2 L AT 0 — L3 EEE R Lz, TEORBRE TIX 60
mg/kg/day L ETREMHEM L7, FEFRETIIERRELE LTHED 60
mg/kg/day LA E, D 200 mg/kg/day LA ETHFBIZ, BED 60 mg/kg/day LAk
TRIBIZEENED LN, Lo T, ARBREEHTIZRITA NN-U=T
Fem- b NVT I RORBEBREIZLH2EEEEIIHTIIHERTET 60
mg/kg/day i, HHETIX 60 mgkg/day & HIEF X7z,
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ATER AT
WA, REEBIUOZREBICEBRYERSOREEIIRD bR
Dot BEMEIHIKERE, 60 L0 600 mgkg BETH 1 BICBIZ SN
7c. 60 mg/kg BED 1 FITIIFBIRIEHADS 12 BRFFV TRV AFEE L Tz
EEZ BN, 600 mgkg BED 1 FICITREE AR & U TRBRIER 5 B
W 8 BB 1 EERD bz, UL, HBEED 1 FITHLREEM L
LT 6 BORMBEOoNTRY, BEMEHORBRIERYERE LD
BRI AR & L7z
“ﬁ%ﬁ%fi SEREEORE IV THOBREHTHLRD LN -
B HAE Tl 600 mgkg BT 1 FliC2RETHR O bz, 2T
wwant IIERE L UHRRBFERE T, ERELTER SN -EIES
DOEFPREICERE L= E(NLLBOH LN, T7h2bh, HERBIUOSHL
HECERINZFROBERE & LT, FEOFHIIEX, X5 (515,
G, BB O_LRRFERLE X OSSR, /NE (ERS) oLk
RAHERA L, /D (18R, BB ORERESVSBEINE. MO
REIXZ OBPLSMIBE SN TNV, WERIE DSHEIERE M 4 H 4
B LMD, BMOEFBIER LM LEESOWBLGRIC L A HBRME O
BRREREEZ BN, Fi2, FHBRCTHEEDOERIELN 5 HREEFEN
RO LNT=, FFBO—ERIZT TH Y, IR EFRICES LD HE
EOEMLHALNTRWI b, #BMEOEEBIZL D b0 TS,
FHICLABREENFEREE X O, S OO RE%E DAL
DEEINTEY, XEBELFEORERFFOBREN TR INZ. BT
TRME R DZERREMERA BN, BIRETHBETH -2 2 bisH
ERIEENT-. RHE OIS OMIZ RAE RO, FIKitE, 4%
EOMENSBEINTEY, HIEN - BRENEFELIHERINLD, TOMH
EREIZOWTIIALA TRV, BHROEMETRED b, FHE
%ﬁjéﬁt%ﬁiwaﬁA%%thfimw#ﬁﬁkioﬁﬁ%ﬁﬁ
DU T HEMEEZ "R TS LITBEINTWRNI b,
%%%Lié—ﬁ@@@ﬁ?ﬂ%K%ﬂt FIIREME I DV TIT 2T IREE
DEALIZERTA LD EEZ bTZ. FOMOBTRIZOWTIE, HE - &
PeIZBhET H2ABEIEH D VIZERBERELE X b, LL,
BB S\ EEY OB TENCREL KIE Lz LTl T e oz
XPRREEFS L 1Y 200 mg/kg B THARARRAL & HIE S - MEEDEMIZ DUV
T, WEFRE CIIRRERNET AT RSO b7z, L, st
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R THRBO LILTWND Z & LIRS IR E & 5 & BhED 72\
BRA7RERG LB LTz

FHEROARRETIE, IREMERERKER L OFRREDSTEERS IO 60
mgkg BETHEEINTD, 1 fIOLDHEBRTHD Z &M LEBRMEREDE
BLIIZBZ oo, BEROWE 0 BLOV 4 B OBEMEICHERDERS
BHTEGROONT, A% 4 AEFERITLEEIRD N7,

HEHMFOFETIER L UWE 4 BOAFROHBRTIL, HRYERE
WWERRT 5 EEBIONDEFITZFRO N o7k,

ZF Ol EIREAR, REERE L OB R ORI E R 5 ORI
DT, HERE, HEARE, HEBIOCHERICLEEIIERD LN
otz

2B, BEICEM SN AERDE OBREERR VB I UATERAS
MHERER DT H IR IR T B IR STV

PibEDZ Lint, NN-PZF-m- VT 2 ROATEREIZ RITT 8 I

HEE HITERD HIVTERERIT 600 mgkg/day & ¥ Xz, BREMHDORAE
IZRITTRELFICED N TEZERIT 600 mgkg/day & ¥l Shi-.
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Table 1-1. Clinical observations in male rats Exp. No. 6396 (115-167)

Days of experiment
Signs Dose level Total
(mg/kg) 8-14 15-21 22-28 29-35 36-42 43-49 ( 1-49)

.
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ag No. of animals with clinical sign in group
b) Total no. of animals with clinical sign in group
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Table 1-2. Clinical observations in female rats Exp. No. 6396 (115-167)
(Before and during mating period)

Days of experiment
Total
8-14 15-21 22-28 { 1-29)

Signs Dose level
(mg/kg)

t
~l

number per group 68
200
600

normal 0
60
200
600
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ag No. of animals with clinical sign in group
b) Total no. of animals with clinical sign in group
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Exp. No. 6396 (115-167)

Clinical observations in female rats
(Gestation period)

Table 1-3.

" 12

10

Days of gestation

Dose level
(mg/kg)

Signs
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Exp. No. 6396 (115-167)

(Gestation period)

-continued Clinical observations in female rats

Table 1-3.

Days of gestation
14 15 16 17 18 19 20 21 22 23

13

Dose level
(mg/kg)

Signs
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Table 1-4.  Clinical gbservations in female rats Exp. No. 6396 (115-167)
Lactation period)

. Days of lactation
Signs Dose level Total
(mg/kg) 1 2 3 4 5 ( 0-

o

5)

number per group 68
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Table 2-1. Body weight change of male rats Exp. No. 6396 (115-167)
Unit @ g
Dose level {(mg/kg) 0 60 200 600
No. of animals 12 12 12 12
Mean = S.D. (N) Mean £ S.D. (N) Mean = S.D. (N) Mean = S.D. (N)
Days of experiment 1 360 £ 17 (12) 359 + 15 (12) 360 £ 15 (12) 359 £ 16 (12)
8 382 £ 22 (12) 382 £ 19 (12) 385 + 22 (12) 376 £ 25 (12)
15 403 = 26 (12) 406 = 21 (12) 407 £ 26 (12) 399 = 31 (12)
22 422 = 27 (12) 427 £ 24 (12) 427 £ 29 (12) 423 = 36 (12)
29 440 = 30 (12) 444 £ 28 (12) 445 £ 34 (12) 41 £ 39 (12)
36 461 £ 35 (12) 464 = 31 (12) 466 £ 39 (12) 461 £ 42 (12)
43 479 £ 35 (12) 481 £ 35 (12) 483 £ 42 (12) 482 = 44 (12)
48 486 £ 35 (12) 488 £ 34 (12) 491 £ 41 (12) 490 = 44 (12)
49 463 £ 35 (12) 466 £ 33 (12) 465 = 40 (12) 463 £ 42 (12)
Gain 1-48 127 £ 21 (12) 129 = 23 (12) 131 £ 28 (12) 131 £ 31 (12)
Significant difference from control group; *p =005 ¥ p = 0.0
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Table 2-2. Body weight change of female rats Exp. No. 6396 (115-167)
Unit : g
Dose level (mg/kg) 0 60 200 600
Before mating period
No. of anima?s 12 12 12 12
Mean * S.D. ( N) Mean = S.D. (N) Mean = S.D. (N) Mean *+ S.D. (N)
Days of before mating 1 226 £ 13 (12) 226 £ 13 (12) 227 £ 13 (12) 226 £ 14 (12)
8 236 £ 15 (12) 232 £ 12 (12) 237 £ 14 (12) 230 £ 20 (12)
15 243 £ 15 (12) 21 £ 15 (12) 243 £ 19 (12) 239 £ 21 (12)
Gain 1-15 17 %+ 7 (12) 15 6 (12) 16 £ 9 (12) 13 9 (12)
Noo ot Gang° "o 11 12 1 12
Mean = S.D. (N)  Mean £ S.D. (N)  Mean = S.D. (N)  Mean £ S.D. (N)
Days of gestation 0 246 £ 18 (11) 253 £ 17 (12) 253 £ 19 (11) 244 £ 23 (12)
7 275 £ 23 (1) 282 £ 17 (12) 281 = 23 (1) 274 = 28 (12)
14 309 & 28 (11) 312 = 19 (12) 313 &£ 28 (11) 301 £ 31 (12)
20 381 £ 36 (11) 381 £ 25 (12) 384 £ 36 (11) 363 £ 38 (12)
Gain 0-20 135 = 23 (1) 128 £ 17 (12) 130 &£ 25 (10 119 = 19 (12)
hg?tg}lggmgeriod 1 12 IR 12
Mean = S.D. (N)  Mean = S.D. (N)  Mean £ S.D. (N)  Mean = S.D. (N)
Days of lactation 0 303 £ 34 (1) 298 £ 21 (12) 302 £ 32 (11) 286 £ 26 (12)
4 309 £ 30 (11) 310 £ 14 (12) 314 £ 30 (11) 293 £ 32 (1)
5 289 £ 27 (11) 290 £ 16 (12) 292 £ 26 (11) 274 £ 30 (11)
Gain 0- 4 6= 12 Q1) 12+ 16 (12) 12+ 13 () 7 x 9 (n
Significant difference from control group; * p = 0.05 *: p=0.01
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Table 3-1.  Food consumption of male rats Exp. No. 6396 (115-167)
Unit : g/day
Dose level (mg/kg) 0 60 200 600
No. of animals 12 12 12 12
Mean *+ S.D. (N) Mean *+ S.D. (N) Mean * S.D. (N) Mean *+ S.D. (N)
Days of experiment 1- 8 21 * 3 (12) 21 + 1 (12) 21 + 2 (12) 20 + 2 (12)
8-15 20 = 2 (12) 20 = 2 (12) 21 2 (12) 21 £ 2 (12)
22-29 21 £ 2 (12) 20 = 2 (1 21 £ 2 (12) 22 *+ 2 (12)
29-36 20 £ 2 (12) 20 £ 2 (12) 22 £ 2 (12) 2 £ 2 (12)
36-43 20 = 2 (12) 20 = 2 (12) 22 = 2 (12) 22 + 2 (12)
_ - 43-48 19+ 3 (12 19+ 3 (12) 20+ 2 (12) 21+ 3 (12)
Cunulat ve consumpt|on1£?% 284 + 32 (12) 285 £ 19 (12) 291 £ 28 (12) 287 £+ 25 (12)
22-48 524 £ 53 (12) 518 £ 46 (11) 554 £ 51 (12) 570 £ 48 (12)
Significant difference from control group; ¥'p =005 ¥ p = 0.01
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Table 3-2. Food consumption of female rats Exp. No. 6396 (115-167)
Unit : g/day
Dose level (mg/kg) 0 60 200 600
Before matin? period
No. of animals 12 12 12 12
Mean £ S.D. (N) Mean £ S.D. (N) Mean + S.D. (N) Mean £ S.D. (N)
Days of before mating 1- 8 15 ® 2 (12) 15 % 1 (12) 16 * 1 (12) 15 %= 3 (12)
) ~ 8-15 15 * 2 (12) 16 = 2 (12) 15 £+ 2 (12) 15 = 2 (2)
Cumulative consumption (?)
1-15 209 + 24 (12) 217 £ 21 (12) 217 £ 22 (12) 208 + 32 (12)
Gestation period
No. of dams 1 12 11 12
Mean £ S.D. (N) Mean *+ S.D. (N) Mean + S.D. (N) Mean = S.D. ( N)
Days of gestation 0-7 18 = 3 (1) 19 = 1 (12) 19 = 3 (n 19 = 3 (12)
7-14 20 = 3 (1 20 = 2 (12) 20 =+ 4 (11) 20 = 3 (12)
) - 14-20 21 £ 3 (1 20 = 2 (12) 21 £ 3 (1 20 £ 3 (12)
Cumulative consumption (g)
0-20 395 = 59 (11) 389 = 32 (12) 400 = 64 (11) 394 = 47 (12)
Lactation period
No. of dams 11 12 11 12
Mean *= S.D. (N) Mean = S.D. (N) Mean *+ S.D. (N) Mean = S.D. (N)
Days of lactation 0- 4 27 3 (1 28 =+ 5 (12) 31 % 7 (1) 28 =+ 6 (11)
Significant difference from control group; ¥ p = 0.05 *; p =< 0.01
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Table 4-1. Hematology of male rats Exp. No. 6396 (115-167)
Dose level (me/ke) 0 60 200 600
No. of animals 12 12 12 12
Mean £S.0. ( N) Mean £S.D. ( N Mean £S.D. ( N) Mean £8.D. ( N)
WBC (x10°/mm’) 9.2+3.7 (12) 9.1+x23 (12) 10.5+x24 (1) 10.9+34 (12
RBC (x10%/mm) 883045 (12) 876 £0.30 (12 8.80 £0.35 (11) 8.80 +0.45 (12
HGB (g/dL) 15006 (12 15004 (12) 14806 (11) 147 £0.3 (12)
HCT (%) 44.8 + 1.8 (12) 45.1 £ 1.5 (12) 44.9 £ 1.5 (11) 44.5 £ 1.4 (12
MCV (m®) 5.7 1.3 (12 5.5 1.7 (12 51012 (1) 50.7x20 (12
MCH (pg) 17005 (12) 171 +£0.4  (12) 16.8 £0.4 (11) 16807 (12
MCHC (%) 33504 (12 33305 (12 329 0.4« (1) 33108 (12
PLT (x10°/mm’) 1150 £ 136 (12) 150 £90 (12 M7 +£60 (11 1282 + 115%x ( 12)
Differential leukocyte
counts (%)
NEUT 155 (12) 15 =4 (12) 157 ( 11) 21 = 8 (12)
LYMPH 81 =5 (12 82 + 4 (12) 80 =8 (11) 75 £ (12)
MONO 2 +1 (12) 2 £1 (12) 2 1 (11) 2 £1 (12)
EOSN 2+1 (12) 10 (12) 11 (11) 11 (12
BASO 0x0 (12) 0£0 (12) 00 (11) 0x0 (12)
LUC 0x0 (12 1+0 (12) 1x0%x  (11) 10 (12
Reticulocyte (%) .9x02 (12 2003 (12 1.9+02 (11) 2102 (12
T P, S0, 0 P P | B0 LG Lo g el



) )

2i-1

Table 4-2. Hematology of female rats Exp. No. 6396 (115-167)
Dose level (mg/ke) 0 60 200 600
No. of animals 1" 12 11 11
Mean £ S.D. ( N Mean £S.D. ( N Mean £S.D0. ( N) Mean £8.D. ( N)
WBC (x10°/mm’) 10.7+29 (1) 1m.5+29 (1) M.3£36 (11 nox25 (11
RBC (x10°/mm’) 6.66 £0.32 (11) 6.69 £0.29 (11) 6.54 £0.40 (11) 6.77 £0.57 (11
HGB (g/dL) 13005 (11) 12807 (1) 12506 (11) 13.2 0.7 ( 11)
HCT (%) 38211 (1) 3.4 +£2.1 ( 11) 3.2x1.4  (11) BsgLt22 (11)
MCV (m’) 57.4 £ 2.1 (11) 5.0x1.6 (11) 572029 (1) 57.6 £3.9 (11)
MCH (pg) 19508 (11) 1991+06 (11) 19.2+1.0 (1) 19.6 1.2 (11
MCHC (%) 34008 (1) 107 (1) 33608 (11) 340+08 (11)
PLT (x10%/mm’) 1326 £ 187  ( 11) 1423 £103  ( 11) 1494 + 121 (11) 1563 £ 334  ( 11)
Differential leukocyte
counts (%)
NEUT 297 ( 11) 36 £38 (1) 30 £12 (11) 271 = 11 (11)
LYMPH 67 + 6 (11) 60 £ 9 (11) 66 *+ 12 (11) 68 + 12 (11)
MONO 31 (11) 31 (11) 31 (11) 3 £1 (11)
EOSN 11 (11) 11 (11) 1£1 (11 1x1 (1)
BASO 00 (1) 0+0 (1) 00 {11) 0x0 (1)
LUC 1T+1 (1) 10 (11) 10 (11) 1+1 (1)
Reticulocyte (%) 7.5x20 (1) 6.517 (11 .5+£22 (1) 7851 (1)

NEUT : Neutrophil LYMPH : Lymphocyte MONO : Monocyte EOSN : Eosinophil BASO : Basophil LUC : Large unstained cells
Significant difference from control group ; ¥ p =005 % 0 p S 0.01
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Table 6-1.

)

Blood chemistry of male rats

Exp. No. 6396 (115-167)

Dose level (mg/ke) 0 60 200 600
No. of animals 12 12 12 12

Mean £S.D. ( N) Mean £8.D. ( N Mean £S.D. ( N) Mean £S8.D. ( N)
T. protein (g/dL) 6.10 £0.30 (12 6.09 £0.26 (12 6.07 £0.17 (11 6.08 £0.26 (12
Albumin (g/dL) 377 +0.24 (12 3.68 £0.23 (12 370 £0.17  (11) 371 +£0.18 (12
A/G .63 021 (12) .53 £0.12 (12) 1.57 £0.18 (11) 1.58 £0.16 (12
Glucose (mg/dL) 148 £ 23 (12) 144 =14 (12) 163 = 18 ( 11) 157 £ 18 (12)
Triglyceride (mg/dL) 30,6 £13.9 (12 248 £11.2 (12 32122 (1) 36140 (12
T. cholesterol (mg/dL) 52 £ 11 (12) 53 £ 12 (12 64 + 13 (1) 68 £ 12%¢x (12)
BUN (mg/dL) 12817 (12 12723 (12 12319 (1) 124+15 (12
Creatinine (mg/dL) 0.30 £0.04 (12 0.29 £0.04 (12 0.29 £0.04 (11) 0.30 £0.04 (12
T.bilirubin (mg/dL) 0.04 001 (12 0.04 £0.01 (12 0.03 001 (11) 0.03 £001 (12
AST (U/L) nx1 { 12) 73 +12 (12) 70+ 9 (1) 66 = 6 (12
ALT (U/L) 28 +4 (12) 296 (12) 29 £5 (11) 28 £3 (12)
ALP (U/L) 474 £103 (12 446 + 76 (12) 424 + 99 (1) 444 + 63 (12)
G-GTP (U/L) 0.5+02 (12 0.5+02 (12 0.6 £0.1 (1) 0602 (12
Calcium(mg/dL) 9.79 £0.25 (12 9.86 +£0.35 (12 10.08 £ 0.22% (11) 10.05 £0.29 (12
|. phosphorus (mg/dL) 6.64 =0.63 (12 6.72+£0.68 (12 6.99 £0.61 (11) 6.83 £0.91 (12)
Sodium (mmol/L) 145.0 £ 1.4 (12 1446 1.0 (12 145.1 £ 1.1 ( 11) 144.8 £ 2.0 (12)
Potassium (mmol/L) 431023 (12 433 £0.31 (12 437 £019 (1) 4.49 £0.26 (12)
Chloride (mmol/L) 108.9+1.6 (12 107.7 £ 1.1 (12) 107.8 £ 1.1 (11) 107.8 1.3 (12
Total Bile Acid(umol/L) 194208 (12 358 £68.7 (12) 16.0£9.3 (11) 11.7x85 (12
Significant difference from control group ; ¥ :p =005 % . p =001
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Table 6-2.

)

Blood chemistry of female rats

Exp. No. 6396 (115-167)

Dose level (mg/kg) 0 60 200 600
No. of animals 1" 12 11 1

Mean £8.0. ( N Mean £8.0. ( N Mean £S.D. ( N) Mean £S5.D. ( N
T. protein (g/dL) 5890 £0.44 (11 585 £0.33 (11) 585 +0.36 (11) 5.94 £0.23 (11)
Albumin (g/dL) 3.58 £0.36 (11) 350 £0.33 (11 3.3 £0.27 (11) 3.49 019 (11)
A/G 1.95 £0.17  (11) 1.51 £0.18 (11) 1.53 £0.14 (11) 1.43 0.1 (11)
Glucose (mg/dL) 135 £ 13 (1) 140 + 13 (11) 141 £ 14 ( 11) 149 £ 14 (11)
Triglyceride (mg/dL) 4.4 £17.3 (1) 40.7£26.7 (11) 40.9 £20.3 (1) 55.6 =247 (11)
T. cholesterol (mg/dL) 57 £ 15 (1) 59 + 11 (11) 77T £10+x  (11) 88 £ 13%x ( 11)
BUN (mg/dL) 16.8 2.6 (11) 17.5+29  (11) 193 £6.9 (11) 16.3 3.0 (1)
Creatinine (mg/dL) 0.35£0.03 (11) 0.37 £0.03 (11) 0.35 £0.05 (11) 0.32£0.04 (11)
T.bilirubin (mg/dL) 0.04 001 (11 0.04£002 (11) 0.03 001 (11) 0.05 002 (11)
AST (U/L) 83 £12 (11) 87 £ 10 (1) 92 13 (1) 74 6 (11)
ALT (U/L) 395 (11) 47 £ 8 (1) 46 £ 10 (11) 46 = 10 (1)
ALP {U/L) 351 £100 (11) 358 £ 168 ( 11) 404 £ 165 (11) 407 + 218 ( 11)
G-GTP (u/L) 0.7x02 (1) 0.6 02 (11) 07x02 (1) .0£05 (11)
Calcium (mg/dL) 10.42 £ 0.40 (11) 10.27 £0.40 ( 11) 10.29 £0.36 (11) 10.65 £ 0.49  ( 11)
I. phosphorus (me/dL) 8.69 £1.24 (11) 8.26 £1.18 (11) 8.52 1.3 (11) 8.07 £0.90 (11)
Sodium (mmol/L) 141.9+15 (1) 141.8x1.4 (1) 1425 1.4 (1) 142.5 1.5  (11)
Potassium (mmol/L) 446 £0.39 (11) 415 +0.24 (1) 429 +0.32 (11) 420 £0.44 (11)
Chioride (mmol/L) 105.4 £2.5 (11) 105.8 £2.8 (11) 105.7 25 (11) 104.3 £2.2 (11)
Total Bile Acid(umol/L) 21.8 £15.8 (11) 29.7 £15.8 (1) 2227126 (11) 39.5 641 (11)
Significant difference from control group ; *:p =005 ¥ 1 p = 001
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Table 7. Urinalysis of male rats Exp. No. 6396 (115-167)
Dose level No. of Volume (mL) Color pH Occult blood
(mg/kg) animals Mean X S.D. 12 3 456 7 8 9 101 5 5.6 6 6.5 7 7.5 8 8.5 =9 - +/- 1+ 2+ 3+
0 5 19.6 X 6.8 5 1 4 3 2
60 5 22.3 *+ 7.3 5 1 1 3 5
200 5 24.5 = 4.6 5 1 2 2 2 2 1
600 5 36.4 £ 12,0 * 5 2 2 1 4 1
?mflcant d:fference from control group; *p = 0.0 ¥ p = 0.01
1= Colorless, SllcF]ht yellow, 3= Yel low- rown, 4= Red, Red-brown, 6= Dark red, 7= Dark brown, 8= Brown-black,
9= Milky whlte "10= Fluorescent green, 11= Blu
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Table 7. -continued Urinalysis of male rats Exp. No. 6396 (115-167)

Poseney® Momels €% 9% 05 210 Protein o800 2300 Osmot e nressyrg, (os/ka)
0 5 5 2 3 681 £ 264
60 5 5 1 1 3 534 + 168
200 5 4 1 3 2 503 * 189
600 5 5 2 3 519 + 155
Significant difference from control group; ¥ p =005 ¥ p =00
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Table 8-1. Absolute and relative organ weight of male rats Exp. No. 6396 (115-167)
Dose level (mg/kg) 0 60 200 600
No. of animal examined 12 12 12 12
Mean =+ S.D. Mean = S.D. Mean *x S.D. Mean =+ S.D.
Body weight (g) 463 + 35 466 + 33 465 *+ 40 463 + 42
Brain §g°) 2.21 *+ 0.12 2.24 + 0.10 2.19 = 0.1 2.19 *+ 0.12
g%) 0.480 =+ 0.040 0.482 * 0.027 0.474 = 0.036 0.476 += 0.035
Thymus Emg? 331 + 63 368 =+ 89 310 & 67 317 + 87
mg%) 71.280 £ 11.996 78.813 £ 16.976 66.918 = 15,182 68.074 &£ 15.325
Liver Eg? 11,75 =+ 1.38 12,02 + 1.34 13,33 £ 1. 46%* 15.25 + L Q4%
a%) 2.532 &£ 0.159 2.580 = 0.196 2.866 =  0.137%* 3.285 X  (.186%*
Spleen Ego) 0.61 %= 0.08 0.69 =X 0.09 0.68 =+ 0.07 0.71 = 0.09*
a%) 0.132 = 0.013 0.149 = 0.022% 0.146 = 0.015 0.153 = 0.017%
Kidneys Egg 2.81 = 0.29 3.12 = 0.35 3.21 %= 0. 39* 3.27 = 0. 28%*
a%) 0.609 = 0.063 0.671 * 0.063 0.692 * 0.086* 0.709 &+  0.062%*
Adrenals Emg? 58.6 *+ 8.2 54.2 + 5.6 57.1 * 8.9 58.9 * 5.9
mg%) 12.724 £ 2.047 11.693 £ 1.464 12,350 = 2,116 12.818 = 1.582
Testes Egg 3.17 =+ 0.25 3.26 + 0.19 3.39 =+ 0.31 3.22 &= 0.35
a%) 0.689 =* 0.079 0.704 * 0.062 0.734 * 0.086 0.703 = 0.106
Epididymides Emg? 1209 =+ 95 1254 = 91 1298 =+ 110 1221 = 166
mg¥) 262.521 £ 28.474 270.231 £ 21.821 280.574 * 28.059 265.685 X 40.332

(%) (Organ weight / bod¥ weight) x 100
Significant difference from control group; ¥ p =005 ¥ p=0.01
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Table 8-2, Absolute and relative organ weight of female rats Exp. No. 6396 (115-167)
Dose level (mg/kg) 0 60 200 600
No. of dams examined 1 12 1" "
Mean £ S.D. Mean * S.D. Mean = S.D. Mean £ S.D.
Body weight (g) 289 =+ 27 290 =+ 16 292 =+ 26 274 + 28
Brain Eg? 2.00 + 0.10 2.07 + 0.09 2.02 = 0.10 2.03 + 0.05
g%) 0.697 = 0.040 0.713 = 0.036 0.697 =+  0.060 0.750 = 0.079
Thymus Emgg 219 X 43 209 X 70 202 %= 81 164 % 33%*
mg’%) 75.813 £ 11.755 72.459 * 25.182 69.201 = 25.856 60.003 + 11.437%
Liver 592 9.60 =+ 1.15 10.28 =+ 0.90 11.00 *= 1.32% 13.06 £ 1, 74%*
g%) 3.324 = 0.167 3.545 + 0.285 3,767 = 0.243%* 4,767 £ 0.267%*
Spleen §g2 0.61 * 0.06 0.58 + 0.08 0.58 * 0.09 0.54 £ 0.12
g%) 0.212 = 0.026 0.202 = 0.031 0.199 = 0.024 0.197 = 0.044
Kidneys Eg? 1.86 £ 0.14 1.90 = 0.18 1.97 £ 0.22 1.90 + 0.19
a%) 0.646 = 0.050 0.656 = 0.059 0.674 = 0.046 0.697 = 0.052
Adrenals émgg 74.6 * 8.5 73.3 =+ 11.0 72.5 * 11.6 83.0 %= 13.2
mg%) 25.904 = 2.324 25.211 = 3.032 24.804 = 2.944 30.326 £  3.565%*
Ovaries Emgg 95 + 14 92 & 10 93 =+ 19 96 =+ 13
mg’%) 33.009 = 4.470 31.896 = 3.978 31.829 = 5.789 35.028 £  3.490
(%) (Organ weight / bod¥ weight) x 100
Significant difference from control group; ¥ p = 0.05 **; p =< 0.01
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Table 9-1. Summary of gross findings ( sacrificed, male ) Exp. No. 6396 (115-167)
Sex: Male
Dose level { mg/kg ) 0 60 200 600
No. of animals necropsied 1 12 12
Organ___ Findings
HEMATOPQIETIC SYSTEM
spleen deformed 0 1 0 0
lymph node enlarged 0 0 0 1
RESPIRATORY SYSTEM
lung brown patch/zone 1 0 0 0
DIGESTIVE SYSTEM
liver atrophic 1 0 0 0
enlarged 0 3 4% 11%%
hepatodiaphragmatic nodule 0 0 1 0
URINARY SYSTEM
kidney enlarged 0 3 9%x 11%%
REPRODUCTIVE SYSTEM
testis smal | 0 0 0 1
epididymis nodule 0 0 0 1
smal | 0 0 0 1

Significant difference from control group;

*

: P = 0.05

*%

1P = 0.0
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Table 9-3. Summary of gross findings ( sacrificed, female ) Exp. No. 6396 (115-167)
Sex: Female
Dose level ( mg/kg ) 0 60 200 600
No. of animals necropsied 1 12 n 11
Organ __ Findings
DIGESTIVE SYSTEM

liver enlarged 0 0 0 4%

white patch/zone 0 0 0 1

REPRODUGTIVE SYSTEM

ovary cyst 0 1 0 0
uterus nodule 0 0 0 1
INTEGUMENTARY SYSTEM

skin nodule 0 0 0 1
Significant difference from control group; * : P = 0.05 ** P 0.0
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Table 9-4. Summary of gross findings ( non-pregnancy, female ) Exp. No. 6396 (115-167)
Sex: Female
Dose level ( mg/kg ) 0 60 200 600
No. of animals necropsied 1 0 1 0
Organ . Findings
REPRODUCTIVE SYSTEM
uterus dilated lumen 0 - 1 -




92-1

Table 9-5. Summary of gross findings ( all pups died )

Sex: Female

An-Pyo Center (p79d) 12139

Exp. No. 6396 (115-

Page

167)

1

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

200 600
0 1

DIGESTIVE SYSTEM
liver white patch/zone

URINARY SYSTEM
kidney red patch/zone
urinary bladder
reddish

REPRODUCTIVE SYSTEM
uterus thick
vagina reddish

ENDOCRINE SYSTEM
adrenal gland hypertrophic
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Table 10-1. Summary of histological findings ( sacrificed, male ) Exp. No. 6396 (115-167)
Sex: Male
Dose level { mg/kg ) 0 60 200 600
No. of animals initially in study " 12 11 12
No. of animals necropsied 11 12 1 12
No. of animals examined histologically 7 8 10 "
Organ_ Findings 12 3 71 1 2 3 T 1 2 3 71 1 2 3 T
CARD 10VASGULAR SYSTEM
heart (5) (0) (0 (5)
microgranuloma 2 00 2 - - - - - - - - 0 00 0
HEMATOPOIETIC SYSTEM
spleen (5) (n (0 ( 5)
deposit, pigment 0 00 O 1.0 0 1 - - - - 0 0 0 0
inc., extramedull. hematopoiesis 000 O 000 O - = = - 1 00 1
thymus (5) (0 (0 ( 5)
cyst 10 0 1 - - - - - - - - 0 00 0
RESPIRATORY SYSTEM
lung , (6) (0 (0 (5)
accumulation of foamy cells 2 00 2 - - - - - - - - 2 00 2
microgranuloma 1 0 0 1 - - - - - - - = 0 0 0 0
osseous metaplasia 2 0 0 2 - - - - - - - 0 0O 0
DIGESTIVE SYSTEM
stomach (5) (0) (0) (5)
dilatation, gland 2 00 2 - - - - - - - - 0 00 0
exocrine pancreas (5) (0) (0) (s)
microgranuloma 000 O - - - - - - - - 1 0 0 1
large intestine (5) (5) ( 5) (5)
decrease, goblet cell 0 00 O 000 O 000 O 5 0 0%+ 54§
liver (6) (7 (7 (11)
edema 000 O 1.0 0 1 0 00 O 000 0
fatty change 100 1 10 0 1 100 1 0 00 0
necrosis, focal 0 00 O 10 0 1 000 O 0 00 0
single cell necrosis 0 00 O 000 O 10 0 1 0 00 0
arteritis 000 O 000 O 2 00 2 0 00 0
microgranuloma 5 00 5 6 0 0 6 6 0 0 6 1 0 0 N
hepatodiaphragmatic nodule 0 00 O 0 00 O 10 0 1 0 00 0
hypertrophy, eBatocyte 0 00 O 5 0 0** 5§ 3 2 0% 54 3 8 0%+ 1144
proliferation, bile duct 1 0 0 1 0 00 O 0 00 O 2 00 2
: slight 2: moderate 3: marked T: Total -: Not applicable.

1
{}: No. of animals examined microscopically at this site.
Significant difference from control group; Mann-Whitney #*:P < 0.05 **:P < 0.01, Fisher #:P =< 0.05 ##:P = 0.01
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Table 10-1. -continued Summary of histological findings ( sacrificed, male ) Exp. No. 6396 (115-167)
Sex: Male
Dose level ( mg/kg ) 0 60 200 600
No. of animals initially in study 1" 12 11 12
No. of animals necropsied 11 12 1 12
No. of animals examined histologically 7 8 10 11
Organ Findings 12 3 7T 12 3 7 123 T 1 2 3
URINARY SYSTEM
kidney (5) (7 (9) (11)
basophilic tubules 4 0 0 4 6 0 0 & 5 4 0 9 7 40 1
cast, hyaline 0 00 O 0 00 O 0 0 0 O 1 0 0 1
dilatation, tubules 000 O 0 00 O 000 O 2 00 2
hyal ine droplet 4 00 4 4 3 0 7 1 3 6%+ 9 0 9 2%+ 1
cellular infiltration, lymphocyte 0 00 O 0 00 O 0 00 O 100 1
urinary bladder (5) (0 (0 (5)
cellular infiltration, lymphocyte 0 00 O - - - - - - - - 1 00 1
REPRODUCTIVE SYSTEM
epididymis (5 (0) (0) (6)
spermatic granuloma 000 O - - - - - - - - 1 00 1
prostate (5) (0) (0) (5)
cellular infiltration, lymphocyte 300 3 010 1
inflammation 2 00 2 - 0 00 0
Enyrold gland " ( 5) ( 5) ( 5) ( 5)
yroi an
J follicular cell hyperplasia ' 000 O 2 00 2 0 3 5 0 0%+ 5if
adrenal gland (5) (5) 5) (5)
hypertrophy, zona glomerulosa 0 00 O 0 00 O 0 00 O 100 1
slight 2: moderate 3: marked T: Total -: Not applicable.

1;
(): No. of animals examined microscopically at this site.
Significant difference from control group; Mann-Whitney #*:P = 0.05 #*:P =< 0.01, Fisher

§:p < 0.05 ##:P = 0.01
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Table 10-2. Summary of histological findings ( non-pregnancy, male ) Exp. No. 6396 (115-167)
Sex: Male
Dose level  ( mg/kg ) 0 0 200 600
No. of animais initially in study 1 0 1 0
No. of animals necropsied 1 0 1 0
No. of animals examined histologically 1 0 1 0
Organ___ Findings 1 2 3 2 2 3 71 1 2 3
DIGESTIVE SYSTEM
liver (0) (n
microgranuloma - - - 0 0 1 -
hypertrophy, hepatocyte - - - 0 0 1 -
REPRODUCTIVE SYSTEM
prostate (n (n
cellular infiltration 100 - 00 O - - -
sl ight 2: moderate 3: marked T: Total -: Not applicable.

1:
(

: No. of animals examined microscopically at this site.
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Table 10-3. Summary of histological findings ( sacrificed, female ) Exp. No. 6396 (115-167)

Sex: Female

Dose level ( mg/kg ) 0 60 200 600
No. of animals initially in study 11 12 11 11
No. of animals necropsied 11 12 11 11
No. of animals examined histologically 5 6 5 7
Organ Findings 12 3 T 1 2 3 T 12 3 T 1 2 3

HEMATOPOIETIC SYSTEM

spleen (5) (0) ( 0) ( 5)
inc., extramedull. hematopoiesis 3 0 0 3 - - - - - - - - 3 1 0
RESPIRATORY SYSTEM
lung ( 5) (0) (0) ( 5)
accumilation of foamy cells 2 0 0 2 - - - - - - - - 2 0 0
inflammation 1 0 O 1 - - - - - 0 0 0
microgranuloma 0 0 0 O - - - - - 1 0 0
DIGESTIVE SYSTEM
stamach (5) (0) (0) { 5)
microgranulama 0 0 0 O - - - - - - - - 1 0 0
exocrine pancreas (5) (0) ( 0) (5)
microgranuloma 10 0 1 - - - - - - - 0 0 O
large intestine (5) (5) (5) (5
cellular infiltration c 00 O 10 0 1 0 0 0 O 0 0 0
liver ( 5) (5) ( 5) (7
fatty change 0 0 0 0 1 0 0O 1 0 0 O 0 0 0 O
necrosis 0 0 O 0 0 0 O 0 0 0 O 0 1 0 0
microgranuloma 3 0 0 3 3 00 3 5 0 0 5 5 0 0
extramedullary hematopiesis 2 0 0 2 1 0 0 1 1 0 O 1 4 0 O
hypertrophy, hepatocyte 0 0 O 0 0 0 0 0 1 0 O 1 4 3 0%
URINARY SYSTEM
kidney ( 5) ( 5) (5) ( 5)
basophilic tubules 10 0 1 10 0 1 0 00 O 3 00
cyst 0 0 0 O 0 0 0 O 1 0 0 1 0 0 O
dilatation, tubules 0 0 O 0 10 0 1 0 0 O 0 0 0 O
mineralization 0 0 0 O 0 0 0 O 1 0 0 1 0 0 O
fibrosis c 0 0 O 0 0 0 O 0 00 O 1 0 0
REPRODUCTIVE SYSTEM
ovary (5) (1) (0) ( 5)
cyst 0 0 O 0 1 0 O 1 - = = - 0o 0 O

RO [=] o ol robN

ROOOW

1: slight 2: moderate 3: marked T: Total -: Not applicable.
(): No. of animals examined microscopically at this site.
Significant difference from control group; Mann-Whitney *:P < 0.05 **:P < 0.01, Fisher #:P < 0.05 ##:P < 0.01
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Table 10-3. -continued Summary of histological findings ( sacrificed, female ) Exp. No. 6396 (115-167)
Sex: Female
Dose level ( m?/kg ) 0 60 200 600
No. of animals initially in study 11 12 1 1
No. of animals necropsied 11 12 1 1
No. of animals examined histologically 5 6 5 7
Organ_____ Findings 12 3 7T 1.2 3 71 12 3 7 12 3 7
ENDOCRINE SYSTEM
pituitary gland (5) (0) (0 (8)
cyst 100 1 - - - - - - - - 0 00 O
thyroid gland (5) (5) (5) (5)
follicular cell hyperplasia 0 00 O 0 00 O 0 00 O 1 0 0 1
ultimobranchial remnant 100 1 000 O 10 0 1 0 00 O
adrenal gland (5) (5) ( 5) (5)
hypertrophy, zona fasciculata 100 1 100 1 10 0 1 2 00 2
hypertrophy, zona glomerulosa 0 00 O 000 O 000 O 1 0 0 1
INTEGUMENTARY SYSTEM
skin (5) (0 (0 (5)
squamous cell papilloma - - - 0 - - - - - - - - - - - 1%
1;: slight 2: moderate 3: marked T: Total §: benign -: Not applicable.
(): No. of animals examined microscopically at this site.
Significant difference from control group; Mann-Whitney #*:P = 0.05 *¥:P 5 0.01, Fisher #:P =< 0.05 ##:Pp = 0.01



2¢-1

An-Pyo Center (p82d) 12139 Page 1
Table 10-4. Summary of histological findings ( non-pregnancy, female ) Exp. No. 6396 (115-167)
Sex: Female
Dose level ( mg/kg ) 0 0 200 600
No. of animals initially in study 1 0 1 0
No. of animals necropsied 1 0 1 0
No. of animals examined histologically 1 0 1 0
Organ _ Findings 1 2 3 T 2 2 3 7 1 2 3
REPRODUCTIVE SYSTEM
uterus 1) (1)
dilatation, lumen 000 O - 0 1 - - -
vagina (1) (1)
dilatation, lumen 0 00 O - 0 1 - - -
1: slight 2: moderate 3: marked T: Total -: Not applicable.

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



eg-1

An-Pyo Center (p82d) 12139 Page

Table 10-5. Summary of histological findings ( all pups died ) Exp. No. 6396 (115-167)
Sex: Female
Dose level ( mg/kg ) 0 60 200 600
No. of animals initially in study 0 0 0 1
No. of animals necropsied 0 0 0 1
No. of animals examined histologically 0 0 0 1
Organ Findings 123 T 12 3 T 12 3 T 1 2 3
HEMATOPOIETIC SYSTEM
bone marrow (1)
hematopoiesis, decreased - - - - - - - - - - - - 1 0 0
thymus (1
atrophy - - - - - - - - - - - - 10 0
RESPIRATORY SYSTEM
lung (1)
accumilation of foamy cells - - - - - - - - - - - - 1 0 0
DIGESTIVE SYSTEM
stomach (1)
dilatation, gland - - - - - - - - - - - - 1 0 0 1
small intestine (1
basophilic change - - - - - - - - - - - - 10 0 1
fusion, wvilli - - = - - - - - - - - - 1 0 0 1
duodenum { 1)
fusion, villi - - - - - - - - - - - - 10 0 1
large intestine (1)
basophilic change - - - - - - - - - - - - 1 0 0 1
decrease, goblet cell - - - - - - - - - - - - 1 0 0 1
liver ( 1)
fatty change - - - - - - - - - - - - 01 0 1
necrosis - - - - - - - - - - - - 01 0 1
hypertrophy, hepatocyte - - - - - - - - - - - - 0 1 0 1
URINARY SYSTEM
kidney (1)
cast - - - - - - - - - - - - 01 0 1
degeneration, vacuoclar - - - - - - - . - - - - 00 1 1
mineralization - - - - - - - - - - - - 10 0 1
necrosis, tubular epithelium - - - - - - - - - - - - 10 0 1
ENDOCRINE SYSTEM
adrenal gland (1)
hypertrophy, zona fasciculata - - - - - - - - - - - - 1 0 0
1: slight 2: moderate 3: marked T: Total -: Not applicable.

(): No. of animals examined microscopically at this site.
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Table 10-6. Cell type and number per Sertoli cell in seminiferous tubules of rats at VII - VII

stage of spermatogenesis during dosing period (successful pregnancy, male)

Exp. No. 6396 (115-167)

Dose level (mg/kg) 0 600
No. of animals examined histologically 5 5
Spermatogonia type A 0.14 £ 0.01 0.14 *= 0.03
Preleptotene spermatocyte 305 = 0.12 306 * 054
Pachytene spermatocyte 480 * 0.35 460 + 043
Round spermatid 921 £ 0.78 925 +* 0.67

Mean + S.D.
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Table 11. Copulation and fertility results in rats Exp. No. 6396 (115-167)
Dose level (mg/kg) 0 60 200 600
No. of pairs mated 12 12 12 12
No. of pairs copulated 12 12 12 12
No. of pregnant females 1 12 1 12
Copulation index (%) 1) 100.0 100.0 100.0 100.0
Fertility index (%) 2) 91.7 100.0 91.7 100.0
Estrous cycle )
No. of animals examined 12 12 12 12
MeanXS.D. ( N) Mean£S.D. ( N) MeantS.D. ( N) Mean+S.D. ( N)
Mean estrous cycle 4.4% 0.5 (12) 4,2+ 0.3 (11) 4,1% 0.1 (12) 4.6 0.7 (12)
trregular cycle a) (%) 3) 1 (8.3) 1 (8.3) 0 (0.0) 1 (8.3)

No. of pregnant animals / no. of animals with successful copulation) x 100
No. of animals having irregular estrous cycle / no. of animals examined) x 100
No. of animals haV|n? irregular estrous cycle

r

§ gNo. of animals with successful copulation / no. of animals mated) x 100
ignificant difference from control group; *: P = 0.05 **: P = 0.01

1
2
3
a
S
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Table 12, Findings of delivery in dams(FQ) Exp. No. 6396 (115-167)
Dose level (mg/kg) 0 60 200 600
No. of dams observed 11 12 1} 12
No. of dams delivered |live pups 11 12 1 12
Duration oE gestatéoB ) 22.4 £ 0.5 22.5 £ 0.5 22.6 * 0.5 22.3 *+ 0.5
Mean
No. of tot?l corpora sttea 184(16.7+ 3.0) 204(17.0% 3.6) 217(19.7% 4.8) 224(18.7% 4.6)
Mean =&
No. of tot?& |mpL§ntStjons 156(14.2% 1.9) 165(13.8+ 2.6) 164(14.9+ 1.9) 171(14.3% 3.0)
ean £S.D.
No. of tot%l pups gosn) 143(13.0% 2.4) 158(13.2+ 2.6) 152(13.8%+ 2.6) 158(13.2+ 3.1)
Mean
No. of tot?l live guBs born 141(12.8% 2.6) 158(13.2%x 2.6) 152(13.8%x 2.6) 140(11.7+ 3.9)
Mean =
Male 725 6.5+ 2.73 78% 6.5+ 2.0; 67E 6.1% 2.03 65§ 5.4+ 3.1;
Female 69( 6.3+ 2.4 80( 6.7 2.9 85( 7.7 1.3 75( 6.3+ 2.2
Sex ratio {Mean *S.D.) 1.31%£ 0.85 1.43% 1.45 0.81% 0.29 1.00£ 0.74
No. of total live guBs on day 4 140(12.7%+ 2.6) 157(13.1% 2.6) 151(13.7+ 2.5) 129(10.8+ 5.2)
Mean
Male 722 6.5+ 2.7; 772 6.4% 2.0; 665 6.0% 1.8; 625 2+ 3.3;
Female 68 2.3 80( 6.7t 2.9 85( 7.7 1.3 67( 5.6F 3.1
No. of tot?l dead guBs 2( 0.2% 0.4) a) 0( 0.0%x 0.0) a) 0( 0.0+ 0.0) a) 14( 1.2+ 2.5) a)
Mean
No. of total cannlballsm 0( 0.0+ 0.0) a) 0( 0.0% 0.0) b) 0( 0.0% 0.0) b) 4( 0.3+ 0.9) a)
(Mean =*S.D.)
Gestation index % 100.0 100.0 100.0 100.0
Implantation index (%,MeanXS.D.) 2) 86.4 £12.9 83.9 *£21.0 77.5 £10.7 78.9 £17.6
Delivery index (%, Mean+S.D.) 3) 91.5 *+10.5 95.9 + 7.8 92.5 =10.4 92.6 * 8.7
Live birth index (%, MeanXS.D.) 4) 98.5 X 3.4 a) 100.0 + 0.0 a) 100.0 £ 0.0 a) 88.2 +21.2 a)
Vlabl|lty index of total llve Bu S
n day 4 (%, Mean=£S. ? 99.2 *+ 2.5 99.4 + 2.2 99.4 + 1.9 86.2 +30.7
Male 100.0 = 0.0 a; 98.6 * 4.8 ; 99.0 £ 3.4 a; 90.6 +28.8 ag
Female 99.0 * 3.4 a 100.0 £ 0.0 100.0 £ 0.0 a 82.3 +38.6 a
1) (No. of females with live pups / no. of pregnant females) x 100
2) (No. of implantations / no. of corpora lutea? x 100
3) (No. of pups born / no. of implantations) x 100
4) {No. of live pups born / no. of pups born) x 100
5) (No. of live BUDS on day 4 after birth / no. of live pups born) x 100
a) It could not be analyzed by Bartlett’s test
b) It could not be anal¥zed statistically
Significant difference from control group, TP =005 ¥ P =001
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Table 13. External observations on live pups(F1) from rats Exp. No. 6396 (115-167)
Dose level (mg/kg) 0 60 200 600
No. of litters 11 12 1 12
No. of live newborns examined 141 158 152 140
No. of live newborns with 1 ] 0 0
external anomalies {%,Mean%tS.D.) a) 0.5 1.8 0.6 1.9 0.0 0.0 0.0 0.0
Type and incidepce of external
axgmalies ?%) 1?
absent eye bulge 0 ( 0.0) a) 1 ( 0.6) a) 0 ( 0.0) b) 0 ( 0.0) b)
thread-like tail a) 1( 0.7) 0( 0.0) 0 ( 0.0) 0 ( 0.0)

1) (No. of live newborns with external anomalies / no. of |live newborns examined) x 100
a) It could not be analyzed by Bartlett’s test

b) It could not be analyzed statistically

Significant difference from control group; *1p = 0.05 *»* p = 0.01
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Table 14. Body weight change of pups(F1) from rats Exp. No. 6396 (115-167)
Unit : g

Dose level (mg/kg) _ 0 60 200 600

No. of litters 1A 12 1 12

val Mean * S.D. (N Mean £ S.D. ) Mean £ S.D. ) Mean + S.D. (N)

ale

Days after birth 0 6.8+ 0.6 (11 6.9+ 0.5 (12) 7.2+ 0.6 (1) 6.5+ 0.8 (12)
4 10.0 = 1.2 1) 10.7 * 1.3 (12) 10.4 = 1.1 an 9.6 £ 1.3 an

Female

Days after birth 0 64% 0.6 (1) 6.5+ 0.5 (12) 6.7 £ 0.5 (1) 6.3+ 0.7 (12
4 9.6 =+ 1.4 (11) 10.0 £ 1.1 (12) 9.8 = 0.8 (11) 9.2 £ 1.3 (10)

Significant difference from control group; ¥ p=0.05 **: p = 0.01
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Table 15-1. Summary of gross findings of pups(F1) from rats ( sacrificed, male ) Exp. No. 6396 (115-167)
Sex: Male

Dose level (mg/kg) 0 60 200 600
No. of pups necropsied 72 77 66 62
Organ_______ Findings

DIGESTIVE SYSTEM

liver nodule 0 0 1 0
URINARY SYSTEM

kidney dilated pelvis 5 5 9 3
ureter dilated lumen 4 0 5 6
INTEGUMENTARY SYSTEM

tail thread like tail 1 0 0 0
Significant difference from control group; *p=0.05 ¥ p=0.01
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Table 15-2. Summary of gross findings of pups(F1) from rats ( sacrificed, female ) Exp. No. 6396 (115-167)
Sex: Female

Dose level (mg/kg) 0 60 200 600
No. of pups necropsied 68 80 85 67
Organ_______ Findings

RESP IRATORY SYSTEM

lung brown patch/zone 1 0 0 0
DIGESTIVE SYSTEM

liver nodule 0 0 1 0
URINARY SYSTEM _

kidney dilated pelvis 4 1 3 2
ureter dilated lumen 3 0 1 0
SPECIAL SENSE SYSTEM

eye absence 0 1 0 0
INTEGUMENTARY SYSTEM

skin scab 0 1 0 0
Significant difference from control group; *p = 0.05 *: p = 0.01
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