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C O

-rmaXyYy A Al Roo GHBREE, F7Er ), 40, 200 36 KT 1000 mg/kg % 1
TEMEMESS 12 750D Cr1:CD(SD) T » MC, HET v Mokt U CIEERREERT, REHEB L OREZEZ &
Teit 42 AR, #ET v MIxEUTIEARECAT, A8E K OYEIREIR, 72 O ONIWE 5 H £ ToHIfH
BAE L, HEMEE~ 0 EREIC L D8, MBI O AT LU IR DR A RIE T
EIZOWTHRR L, £72, 0 IR 35 L0V 1000 mg/kg 12OV T, MEBIDIESE 5 TLE2 R L.
WEENIIAT b IEZBNCERT, 42 HIRIOBRERTH 14 HEOKREIC L SEHETIZSWTH T
Bt L7,

1. RAE#R5EM

—RoRREEI Tk, B EHIEH 200 mg/kg TEIZBWCHE TS L OBIEN 22 1 #il,
fH CHEHR 22 H O/ HRBRAARTIZAE U238 1 BIS A H 317z, 1000 mg/kg AECrXMEmECHgE, AT.MJE B/
S RGBT, RIRE S I RENBIE SN, EOICHOR TS 5 HE & ULl
23 H oy tiic &g 1 BBl Sz,

R —ARIRAEBI R S L UOMEEERRE Ol MRk S DR EIR S ICBET A LB X b A Kk
TN THOEREGEHIB W THEA LR T,

RE IS L OMEAE BT DUV T, 1000 mg/kg TEDMETHE- 7 H LIRS H & THRENH BICEK L,
Feh-1-42 B OREHNER L OREMNEZR 5 NS 5-3 H ORI R EMEA D S i,
BI85 1 Fe D AR B et FR T & Hei L CH SR IRE T h - 7oy, (REEINES L O EBINRTA
HRARETHY ., MEERH D L0 L EZ O, METIEREICEZDLNRDoT120, HE
4 HOBHEICHBEREER A,

PRERALTIX, 1000 mg/kg REDF G- 6 IBOKA T, MEMETIK pll OIXME, HETHREDSRENS L
nie,

MEAHIRRAE TIE. 1000 mg/kg BEOHETHR G R TR FEHR MR AR I K O 7R MRk~
/0 ECRICARREMP SO0, MTIIHRYEREGICEES S5 LE 2 b 5810
NOBEGEIZBNTH A LR 2Tz,

AL Z2RORR A T, BESHIRE THHZ, 1000 mg/kefE DMEETA/GLLB LT VT 2 4
ORERBEBLIOR- a7 ) Um0 A ERIEME, A THETAST, ALT, 747 2 &
DHEERGMBLRa -7 a7 ) ULk, RalLxFa—, AV A 7a—)LB LU0
U OAEREE, MTREBEEZBIOINL Y Y LOAERIRER A LI,

FIFRTIZ, 1000 mg/kg BEICIBWT, GBI THRACHEME & O AiTE ORIEIRE S LOE 055
IR DS I DAL T=,
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AEERTIE, RGHFETRIZ 1000 mg/kg #f THEME & b iTlES L OBBOMSERICHEE
A= RN g W

TR B AR CHE, G-I T HRIZ 200 mg/kg REOMETHITE O R B RGBT O F £ 84
BEOEIMEM A A S 417z, 1000 mg/kg BETIL, ML HRIHORFE LEBEA S ESEO T L
— RTRFICBE SN, &5 IZHTE ORI TR O SEERIZE R X U8 0B & O M-k
BOBTER O ABEMERE T, 72 6 ONTATE ORI TR O K IED R A E S THEIZHENL
7oo [RIHEHIFHE TRRIZIE 1000 mg/kg #ETHIE OR¥ LB (7 L—F 830 2585ET 5 4
3 il MET A BRI AR BN, Z— RE L ORABFEE DK T EEOME AR 5
i,

MEDFET BV OIRERFAIRAIZ IV T, 200 mg/kg FETIIMEBRMER G ICEET S L H 260
DETRIEA IR 72,1000 mg/kg #E TIX B BER FICHET 5 B2 b5 E LT,
PRI AT E ORIREIER R L OV OERARIEE A, MR E O R FRE RS & UMK
THERE O ZOEMERIRSRA N 1 Bl ST,

RROBTIROBRE CIE, B5 R THIZ 1000 ng/kg HTATFT—VE~X I BLOX I
~XIVIZET 5L b MBI A B REEN A BT,

[EAE AR IR & bR B MM & AR OIERITGRO b iviehr oz, Eio, RIFEE, MRT
HRRA, MIRIEFHIRR A, TR, BB ERS LB RO ATV TR 58I T REZ 1000
mg/kg FETHOLNEL & FROLIE, WTFHLOEBIZBWTHEEBERK TRICIEA 2
Mol UEDFRERMO ARBREHTICE T 27 a0y Ay n ] ROMEEE (NOEL)
[ LHEE & $ 17 40 mg/kg/day EE X Hiv,

2. ETEIEA M

AFRRERM A TIE, BIEHIMRR, RBFR, ZMR, HER, EEMMBS LOWE 4 A ORE R,
BEMORES, BEE. FERE, DHRELIOHE RS L NCHEROMR, HEROAETE
Wik, AR, A% 4 AOAEFRE. FrAEREGFE, FERO—RREL LOHRIZIZ, Wi
DRGBIZ OB ERGICBEET 5 LB NI EITRBD Lo T,

200 mg/kg #E TIXWBAAARTICIE LA | B4 DTz, 1000 mg/kg #ETHL, iz 3E T2 1 f
FH o, EHIZ 1000 mg/kg BT, MREMRE (ERIEIEN) OWIMMER I L OREE O
HIMEMA A NIz, Fo, FEROEEZ, £% 0, 1 BLU 4 RIZBWTHERE S AR
(ENP7NSY gl el

PLEDORRENS  KRBREGTFICB T2 2-7nu_y M 7u ) ROERGIC L2889
DEFIZRT DB (NOEL) X 40 mg/kg/day 3 K OBAE R ORALIZRd 5 2R (NOEL)
1% 200 mg/kg/day &Ez Lz,
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=1

&

(]

-rnuaRy ANl Fae, 0 (FREE, M7 m 3 iH), 40, 200 35 KO8 1000 mg/kg/day
DOHET, 1 BEHEMA 12080 Crl:CD(SD) T v Mo, HET » MO L CIEARRE AT, ZZEHIM B &
OB & S tedt 42 AR, MET v M3k U CrEsChlnl, Rfdk L OEIRMM, 720 CISHE 5
HECOMBERAKE L, HHEM~O ARG K5 28, s 04T L OF AR 0%
B RIET B OWTHR Lz, F£720 0 CHREE) 36 LT 1000 mg/kg (2oWT, HEBMWMIZAE 5
PRtk U, MEEMITAS b L2 RlicigiT. 42 HM OG5 #E T# 14 HIEOIKRFEIZ LS EHEMEC
WT bR TRT LT,

e K OH A
1. #HBRYE
N 2=y A)nsal) R
b ¥4 (IUPAC) : 2-Chlorobenzoyl chloride
Iz - ER oY R
CAS YNo. : 609-65—4
L E AbEIE (3)-62, (3)-1409-Z2fiiE 4-(7)-345, 4-(7)-1733
N2V : CIC H,CoCl
A : CH,CL,0
gz : 0
Cl
.8
DR . 175. 01
WA DAMEL S FH IR
s 4C
Wil 235~238C
Gk 5 124°C

EbEE  ; 1.3788 (20/20)

AT ; 1.5720 (n20/D)

T BRCKE DB L ViR OET D, T a— VR E NS
95,
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HE (GC) - 99. 2% (Appendix 1-1)

A DB EE 0 0.8% WELIEAH)

AFE : 1500 mL (BEEERER & iz —HE% A)

PRAT S0 SRR AR, IR (EENEFEER - 2~101C) L7,
PRAFEPT RS LAY E SVEFERT O RIS RS

B EOER R, BEB X OKIRICS NI DT, FREITAZ EnnEiHiz
WYIRREEAER L, ROk E OFEf AR T, RO CERE
L7z, F72, 7aa— VA, BEAl, MR &L OBtz 72,

VNN CEEBE YTV E LT, B g EIL, ARABEER OERHMRTESICR
Tl
et D BB A B ERBREEOK TR, R LRy E osE BT 5

SINTHAE 2 AT L, HERE ORI P O EME 2 e Lz
(Appendix 1-2), T DHFHTIEHN CLP TIThh iz,

FEARBRIE OALE - BERER LS 0T R T ORBRIRIER TH, BT 572010, FEERE
L LCEIN LT,

BEGE ACEMBE G LRET —F v — b,
2. WK

foswavil (oy NEE VIE3R2T2, T H T4 7 AR E) AL L THREROR
BUTEER L=,

3. REBDARE L LES

(D MARGE RBREAER LORESE
FIRIEIZOWT, BB L, FTEORIL L 2D & 5 TR EZMARS Uiz, #ild
15 AREC 1 BELEOEE TITo 7, RREITECSERGICAN TERFASF (GHHIEH : 23
~25C) L., 14 RUWNITHEA Lz, #BHEILY U — 0 XU FRATIHY, FROBRIZIE T A
FRELVOC=AZ2E5H L. WORAARY | IR, BER IOREUC N2V L S iC L, &R
DEGHIT, BRI DT EEREFED & L THEIL LT,

(2) WG O —M, LEMR J ORI

BeL-BHAARTIC, 0.5 BT 200 mg/nL DIRMEDOFBEGKIC SV T &2 M L. #HRWE DR
BRI BT DY —MB L O=ERF 15 A GAMA%Z 0 AL LTRELE) OoLEMLZTE
B L7 (Appendix 2-1 B L1 2-2),

7177



SRO6171

X5, ERBREEOBH~OFEGIZHANDHE], 5P 1R L O RO %2
EORERIZHOWNT, BB ORELY /ST L., GHEENREEED 90~110%ThHHZ &%
EEL L7~ (Appendix 2-3~2-5),

(3) HEERIE ALK OFREE AT Sk
1) il
EEIIA s i~ /5 7 (HPLC)

UV Detector L-4000 RStk B LRYERT
Intelligent Pump 1.-6200 PRt B BERT
Column Oven 655A-52 Bt BLRYERT
Autosampler AS-2000 PR ett B r BT
Degasser ERC-3315 « At A =T —o—
T — 4 AL Empower 2 AARY 4 —&—X K&t
BT RILRRE GH-202 BREth =— TR FA

2) HEEME (EET. MBENIZRA)
22—y ANral R EEBRYE)
b (FLEE 1. 3788),
Lot No. GKO1 HAbRR T ¥Rt
3) I
T hI b T T v (RERIARE)
EEEA s a~w N7 T 7 RISt T A1k

FREE K SR~ 757 H FGHISE T kSt
T = kUL Bk o~ 7T 7 RIS T RS

4) FAR (LLT oFlIE TR

a) FEVERSWL (F9 20 4 g/mL)
2—ruauRy AN r7aY KO 4ul %200 FDOA AT T AIHEIL, 2— 7 na~y
AN a) FOBERYILHEIZED & o7, 7 hIb Fa 7T 0 TERLTH 1000 1 g/ml #&
RERMMU L FFHERRK), ZOWR Lol ZIERIZ 0L ADA R T T A THRL, T hot
R 7J 0 TERL TR 20w g/mL ISR E Le GEREIR), FWRUEL 1B, HPLC ~DEAIL3
BT > 7, PAREITY ARICER L,

b) FBHAIR DR
HRERE TR BUR DB BUR L, IR HRERBR B L O B MR IC S W TSR B R R O
RIS 3AE L, H—ERBRIZOWTIIgEmERRO L, F, TEME»HE3
ADFH9 m & Ule, BEMRBRIZHIT 2R 0 Hofficix, B—MWRBRo R 3 R0k
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REHWT,
O HERYEFRIR BRI L, BRI E DO FAIREE D 20 p g/mL, BEARDEIS D 5%LLT & 72
HZEOZT I N T I UEMRATDEREHAR - LT,
@ AREHRROFEL 1 FUz>Z 1 [\, HPLC ~DOEAIS L B -7,
c) BEMEB XA — M7 T g
TER=FU600 mLICAERAK 200 ML IBIOY FTk R 750200 mL 2Mx, +421
BELELLOEBEMEE Lz, RHZERETRFL, 156 BLNIEMRLZ GRB%Z0A
ELTHRE),
d) P AVEAR
FRIe k79020008 EERAFEARE L,
5) HPLC 4&f4:

5 A : SUMIPAX ODS-A-212, 5um, 6.0 mm I.D. X150 mm,
MRSt Ehatrz sy & —
BEhH T b= R UV/EEAK/T T e KT (600 1 200 : 200)
A= 7 THEER T b= MU A/EREK/T FTE Ka 7 Z (600 : 200 : 200)
et FHIE AR Sl N il N = B
HEW R : 246 nm
T LEE 1 40C
it e : 1 ml/min
FEAE c10uL
A= 7R : 10C
G AT R ] 184y
6) FHE
Empower 2 % AW THEHERIRO ©— 7 EfE L IRIE D DAL L2 EM L D | S30RHER ORI

ERIEERD, UTOXE 0 RET OB ERE, ZBRE,. ARSI UERFAREELD
L7z,
BRI B IR E (ng/mL) = [RIERIE (1 g/mL) X FHURE] /1000
EENVRE (%) = (FFHERR 22/ FHIE) X 100
B F(%) = (BeSR B i [ A8/ S RGE O 2R IR IE) X 100
AR (%) = (BRTFHL D MR G iR K T 2 (8 /AR B ey O B T i 2 S-S MED X 100
7) FMEDOKIR
a) MERROREIFAEELIOREH L. WELAL THHET SHICLD T GHREA,
b) R OB BEIRIIIMEETA U TAHEF SHTICALD T, 72720, SHTEL B L 7
DS AR TR I AL, BETRRLE,
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o) BEMRE. FHRBLUOFRTRIINBIA L TMURLLTE LA 7z,
8) HIEAUE

a) REEMERRER  BH RN 90~110%, FEREN 5% U TOBEE#EE Lz,
b) ZEMEAER  : RTFEN 90~110%, LERED 5% UTOHEAGEE L Lz,
o) B -MERER - BEMRED S%UTOSBE R & L,

4. RBRAE
(1) HEBRFR
RERIIE, AARF v — R - UN—KRREHERGET 7 —4HEED Cr1:CD(ED) KT v b
(SPF) DMfffEZ R, MAEME=X ) 77— %, BAEEEELOVAFELE, T b
FZOEOHBRTEEAVWONLTWAEMHETHY | BHIRENLE LTV I & &Y%
AR A2EREXBT = BRATELZE N D ZORKEEE LT,
ME 53 DL, ff 64 VT& 2007 4F 8 H 8 AIZ 8 MM TR AT, S ARFOEM OINEFFAIL, K
T 241~276 g, WET 167~203 g ThH-oT,

(2) B¥ek L UKL
ZAE, H 2 OEDIZONWT 2 BRI ORERL KCBIE 21TV, ZoR kg4 1 B 119
BEL, MEZEMAH, WEBIUBIE 8 A2 b IR L UHHEEHF R B ICHE
L7z, S BIZHEEMIZOWT, BEZITETO 9 BRICHES A A 7BHIEIZ L0 A BRA 21T
o7, BER J UL, —fBeREBOBE TIRWTOBMIC L BRE AL LNah o1,
IREHE OFE R TIIEMRO LEPURVED 1 F 2 HivTe, 7RO R GEEIERTE -
BRI 7 AL EREE L TAHABND) 25 L#lA G, Zh b OMEIRESITICBA LR

277,

(3) #EHT
B LOBIMEIRRE R (S BRMERT~ B) 1o, IO, 7ol 1 filds L OWE
FIEIRE OfE 1 B% R TR TOBPOEREIZIE ST, BILRELTIHEIZ LY SHEOF
BEENY =25 LR T 2T ole, TR O OEMOETEMIL, #T 342~407 g,
T 204~249 ¢ TH Y, EIYKE (B, 376.5 g ; M, 225.8 g) OX20%LUNTH -7, &
WINT-EOERGBREERTH O—FREBOBE TR, BRFEEIALNR o, EHNOHAN
TZENIIRER D B IRAME . HEEZ LE 2 TLIZ W THUARRAE O 72 08I Lz, § T OH)
M DONWTHEAREZBE LI th, =— 7 VRER T CHUILIC L D ZEFESE, 2O 0HE - Al

WA NIRMICHE Lz, Rk, ik - BEORMAIThA o712,

,20,
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(4) Bk X OV — T O

BEWIE, BRI 7 =L bR TRICHI Z A TR 217 - 7o, B TR
A BT IR IE S & . L H T ICRENEARRNE 5 &2 ANE LT, B AR DU CIRfE 5%
WZz2ATI72 T,

fi B r— I oW T, BT RTERI B ) Lz 7 ~ULIZRBRE 5B L OARFO
BE S AL L, &7 — VORIENIER Us, BT RISPERIEIZ T Lis T~ LIci
BRE S, BB LOEMESLHLL, &7 — VORTHEICER LT,

(65) BWEE
1) fRERK

9% 3 K OISR 72 & QNI RBREIR B, B3R AR 2243°C, ML 50120%, #RIEHK
10~15 [E] /HFRD, FRBAEERT 12 BFRD (8:00~20:00 ; ATLME) DRV 7 v A7 L OEMWHE
BE (309 5=) THT L7, BETEORERS IOWELEAER L, EREFIZZN
Fh21~25CHB LV 44~69% TH - 77,

2) FEEBMEB L UERT HE

MERERNC 7T o h ARG B BLGHER - — 7 (300WX 410D X 200H, mm) (&, 33 LWL
BIRIAFIR 1 70 2 P8, BRI 1 DUINA UTe, ZOBCRFITIE L M4 1 PL3° o, IE B O
MEE 1 EER IS LT, 77— VB LORMERIIREES TS 1 BREFREE O O L ML, £
OBIE 28I 1 E (=72 L, ZEEOHEREIIC OV T, EIE0 AR LT 14 AID) &
UTre LT 2 BIACHA Lo, BEE/KISE OKILE 13 | H30 L, ks Z2EH L~
Hetd, 2 AE720X3 AT 1 B0 CagH Uiz, 4R 17 A LIRS K OB IR ofEL,
[ — ¥ DERER &/ MZ A R 2 T, Bkt & L CERBAKRSE (KU1 h7Lr—2 0 A
AF v — R - YRR 2R U TolEHE 2 To 7, IV ILOZHITIEIR
20 HiZAT > 72, BMEHENOERBS LOREERETE L B | BOHETEB L, 1F
REBICELTL, BEREFEREB L U EREFEL | BREA CRAEICER L,
3) fakt

AV = ZOVERR TR SRR BIRE R ETE CRF-1 % | B IHRIEA 2 AV CH Il
WCEIRE T,

RBRICEPEL RIETTANO S DIEEMEONHTH D D ITMEDREL FEALZ2 v b
(070405 3 L TN 070709) DOFPEHZDUVNTHEHE Lz, {ERE O ST XVRIE A B AR5
TUR— EIMAEMREITA ) = U X VR TEKRSEN TR EN T 7, OfTHEE &
AR A S LA WL MR OIRERAE FIEE L U e, DT ORER. WTho
HAILOHAE SN RELB X DEIEGRO LV o 7= (Appendix 3-1-1, 3-1-2, 3-2-1
BLU3-2-2),
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4) FBbK
LRI AGE KA, BEGASEE £ 703Gk 2 AV CEHICERE W72,
RRICEREL RETRNO D DIGYE OG54 200747 H 2 H, 2007410 A 1 H.
L2008 4 1 A 7 HIZYUEEAEE & RRMRELE ORRN (306 5E) 26l BE L
CTE L, 03 BAEARRESLICB O TIT» 72, OB & FFEERAST LAY
TRV O EREFIEEICER L2, D ORR, WINOEBICHHE S FFE
% 8 2 DR S/ -7 (Appendix 4-1~4-3),

(6) BB DO

WERENE MIROMICERBEIN D AIEEMEEZEE L, OECD BREBRIEN 1 KT 12 (422) 12
PE->T, 1B 1, HEZOWTITAN 14 ARTE Y 42 AR, HEICDUWCIEAQNERT 14 A X
OSRBRRAL E TOREMM, & HICZRBERHIIITRMER L OWHE 5 HE TOHM., Mk
25 B F THWARD LRV LB W TR 25 B £ TOHIM, [MEREHZ VT
42 A, 9:00 2256 11 : 52 O (=721, BEGHHIGBF ThH o 28T, K T# 13 -
10 FTOM) T 4 AR—BFTNAVE U TEBLOT 4 AR—HF TV D% Tl
CHRICRARE L., BERIC YW, EESME 2R GHHEE& TH% 14 BRE LT,

BHARIE 5 ml/kg & L, BEEORSIRETES BIZELTWEER OREICESNT
BHL~,

(7) PABRTEE DOHERL

Behf I i (@ ERE)
R (mg/kg) (mg/mL) i3 i
< FHERHE >
xR 0 0 12 (101~112) 12 (151~162)
ligzERse:s 40 8 12 (201~212) 12 (251~262)
o B 200 40 12 (301~312) 12 (351~362)
EE RN 2 1000 200 12 (401~412) 12 (451~462)
< [EIfERE>
pagiickiza 0 0 5 (103, 105, 5 (163~167)

107, 108, 109)

e B 1000 200 5 (403, 404, 5 (463~467)

407, 409, 410)
X OBMIZIT, PRMBE R GHE L FROGETEE O 2 &G LT,
MHEREORENL, TR & RIS T IR G 35 H OREIZIE SN T, &R0
T 2 & 9 BRI O RAED BDIZALET 2B & B#ED D 5 IL§ D5k LT,
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(8) #WEHMEOFEEOBREMMN

FETHE M L T AR (B5E 0, 30, 100, 300 38 L 1U8 1000 mg/ke/day, HMEMES 5 PT/RE)
DOFEF, 1000 mg/kg FHZ I\ CTHEDKEINNER J UM b N AT R ORI A B i,
EOIHEDR pH DR THA BT, MORMEEB LONE S v U EORKE, gD Y
7 Ut FOFEE, #FE & TIIMEDFIEL L OBIBRE RO, Sk CHEBEDO2FI/T
H ORIEIEE G bivlz, 300 mg/kg F TILATH OANEIEE N HE 1 pllc@igish, DY
T VU RIZEERA BT, 30 BX T 100 mg/kg B TIIHERWE & 5124 5 L Hbh

DEACITRD HIIg o Tz, LTz ido T ARBR T 5 B O FE [ &% B LT, 1000 mg/kg/day
BimAEE L, BATAK 5 T LT 200 8 XU 40 mg/kg/day #FRE L12, £ DIENITHEAMA
DI FREOFIE TR G150t BEEA 5% T 72

(9) Bl MERLOREER
1. R 5N

BB EHES 1HEREL, &b, ERBBEOMIIZEM B AR 0 B, Sk
TRZWEO0R, REHOMHEIZT 12 AOBRAZME 1A EEE L,

1) —HeRiesiE

BENZOVTE S 1 A HERAE T, #x OB OEIE, SMEL FTENTIZ OV TR 580
BLOBGHOR AR 2 B, EEMERILTRER LT %O B RIK 2 B, J8 8 3T
Fizhmd &b 1 LT,

2) FEMZR— e e e

2R ONT, BB L &G 7, 14, 21, 28, 3R X V42 A, BXQEETE
L4 Bic, FRBEHOMIIRE 422 HUES L E/BEOBE T, 7r— U0 LER5 IRIEH
SH. PMRUR, EEE - RREE WEITE) (FlER - BERD . BEATE) (A1) 2o T, F— U b E
DHTRECERV LS &, WS X, TR, LB, $EORRE. K&, IBEREH., BEARE,
BIAREEL, R, WE. (RICOWT, A—Tr 7 0 — RNTRE, #17. BRTREE,
R, B, EEATE (B - BRE) ., BETE (BHRE - BT FRICOWT, 1
FNHOLPUOEDTAaT Vo TERRAWTEDRA T Rk LT,

3) PEREMRA

HEVXEHMERE & U Tk L2l 2 S8 &#E 5 Flic 20T, [RE#OMIIEFIZ >N TEREL 6

B (Fb 36 H) BLOEE 28 (E# 1L A) 0, FRBEHEOHISHA DR WL DMNLIE
WCRE L7 RE S B (R UME T TRENFEL Lzp2R<) 2ME 4 AIRE L,
MAES ECHRE LR . MR (BERLUR) . BER (FICkT2505) . WRE (BRE &
i2), BEAEZAERIS GREIEE O OWR) , ZPIEARKFIZONTELNLHEDRAaT
Uy ZEEHWTEHEL, Z0Aa 7% L, RIZ, CPLA—Y (TA a—zr =7
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v BRREH) ARV RIS TOMEOE A% 3ERIE L 1 g BTk Lz, KT,
BREHEY BREHERE S AT L (R—r3—= X v 7 28 LU CompACT AMS,  ZERTHEH#R =0
2t ZMWCHIE L, 7F— & OIERREZ 10 4> & LT 1 REREE L7z,
4) RERE
M L OEEREOMO 2 OWT, #4510 30 5, 7, 10, 14, 21, 28, 35 BL 42 H
O¥EHT, FE 7B L4 B, TRBREEOMIERE 1, 3, 5, 7, 10, 14 H OFEHiI, TR 0,
1, 3, 5, 7, 10, 14, 17H X 20 HOHEGAI, WHE 0, 1 BLT 4 BOE G/ 6 ONTHIR
HiZ, BT EMARE (6X-2000, FAEfHtT— T R F4) ZHWTHEE L,
KBRS L OMAEHIMFE U TOFRERIC LD RE L,
CERBRFEDTE>
IKERME = ($ 542 AIAE) — (7 1 BKE)
REH IR =R ER N5 1 HARE X100
CERBRRE DM
PEURRATE: 54
IKERME = ($ 514 RIAE) — (5 1 BAE)
REH IR =R ER N5 1 HARE X100
SRR
PRE I M = (4R 20 H{RE) — (W% 0 B KH)
IKEHIIIF = (A ERINE 4R 0 BIAE X 100
et & M)
REHINE= (W7 4 AEE) — (W5 0 AKE)
PRI IS N = (R HE N8 - T 0 H AR X 100
<[HIEHE
REHINE= (B8 14 HEE) — (&5 42 AR
IREBEINR = (RERIIE &5 42 AR X100
5) BEFENE
BHENZONWT, REHMEFMRA B I OMEOMT 0 AZRE, KREHER & U AIZERE
L7, #ME R, BT MR (6X-2000, BEAtto— T K- F4) ZHNTES
—VOMGREERENE L, RERPLEREZBUZ%, | AOEERE2HEH L CEH
B (g/rat/day) & L7=,
fEAR R (g/rat/day) = {(fa 58 (g) — & (0)} “HIEARMD A
6) IRIRE
HEVIRRRER A L [ — D &HE 5 Bl oW T, MEXRIEREO&RE 5 Bllc >\ T, &5 618 (&
5 40~41 1) BIONEME 28 (EHE 12~13 U), HEETTT v PHIE I — (KN-646,
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B-1 7, HRASEE BEUER) 2V TRR L, REERPLH3HHOFR TO~O%, %
7R 21 R OF IR COB L OO % T L7z, TRERUZRITHAE THRBEIE L,
BAEFHEB LUOHRESIE

OpH FRERARTE (IVTAATAYIA, N ATV T 400)
®Z%% A (Protein) RERAIE FVTAATAvIA, N ATV F7400)
@¥E  (Glucose) FABRHIE GVTAATAIA, N ATV FF400)
@4 k4K (Ketone body) FRERAE FVTAATAIA, N ATV F7400)
®vury /—%4% " (Urobilinogen) FRIRHIE GVTAATAIA, N ATV} 400)
®r Yt (Bilirubin) FRERHE (RVFAATFAIA, N ATV T 4h0)
M M5 (Oceult blood) FRBRARIL (IVTARTAYI AL N ATV A7 400)
® 1138 (Color) P IR 44

@R E: (Urine Volume) RERE

@t (Specific gravity) JEITEHE UR IR ITET2) 28, 7Fa7)

7) MIRFHIRR A

TIRRIFIC—BE (16~21 WEf) #B., 7 v MExm—7 VRRER L, 85 HIRE TREORELE]
TR I HERE R A W =B LIS D S BV & 5 D& DI 8 L7248 6 . RHESIMET
BEDTEITATE 5 BlEp], MEITHEERE WA 5 BlIlc >V CREEREIR HERMm L7z,
O~WIZ 2V T EDTA-2K (X Y 7 P THEZERME ., 7T CTOE L7z ik
1 mL 2V, OBLO@IZOWTIE3.8% 7 =B b U 7 A CHRER L7 MK 1~2 mL %
3500 [B]#5/4> T 10 RO OB L TEL - miEs A, RAKTH%, Boh-miks

JOAEEBEZE LT,
BMATHB L UOWAFE
(D7 i Bk % (RBC) ARG R (B 8 M BREF B & F-820, YARy/R)
@~= k7Y v HMEHL) BRI L (B 8BRS E F-820, YAA9/A)
@) ~F 71 BN (Hb) T LA MNESu U E
(B BBk FHECEE F-820, VAR9TA)
@I TR M ER 7 F (MCV) RBC, HtfE L v &H

(B BN EREH B E F-820. YAR9/A)
OFEHFRMER~E 7 2 ¥ L & (MCH) RBC, HbfE & v 5

(B BN EREH B E F-820. YAR9/A)
OB FRILERA~E 7 2 B % (MCHC)  Ht, Hb A& v R H

(B BN EREH B E F-820. YAR9/A)

@MAFRMLEREL (Reticulocyte) Brecher ¥ (&5if#)
@il iE (Platelet) BRI L (B Bl ekat 20k F-820, YAA9/R)
@ B\l EkE (WBC) BRI L (B Bl ekat 2k F-820, YA 9/R)
B IER T 4 bk May—Griinwald-Giemsa 40 ($5K7)

(Differential count of WBC)
@7 = b B RER (PT) [N =V N S AN S

(i EeE B BT EERE KCA 778, M=~ A4797)
QEMALE S v o R T AF R 5 O kE
(APTT) (AR EEE B Bl TS & KC4 7 Ve, M=Fq -~ 14797)
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FIRRRRIC— IR (16~21 WERE) #agth, 7 v bE2x—F VR L, MIRFENRE L F—0%
FEMEREZ 1200 5 Bl DWW TR KBk L VR L7z, QB L U@ 20Tk, Mg 1 nl &
T~ o F R oA ()Y o R U D AENIBROFE |, 1000 BAZ/mL, O RS
#9 20 HLALCULPRE, 3500 [BlEL/ 4y T 10 3 O OO BETHE L vz miE e AV Thd Le, fit

DI IOV TIRAHAIA Y B

(Br$2 Y= RTSFHREH) ICIREERR L,

3500 [Hliiz/4y C 10 SSEOE OB CEON-MEE2 AV THRA L, §oh-migs L om
TEIIMREKR TH%-20CLL FCHEMRE L., L ER|H%GEET D,

WAL LORAESIE

(DAST

@ALT

@F A Y EKRAT 74—+ (ALP)
@ vy -GTP

G a—A (Glucose)

®f = L A5 11— )L (T-Cho)
@KUY ZYEY RO6)

®% Y L E L (T-Bil)
Q@RFLEF V)

W7 L7 F =2 (Crea)
@7+ kY v (Na)

@H Y LK)
@7 ue—1(Cl)

@A N7 I (Ca)
G > (IP)

®#EA (TP)

OEH7HE

(Protein fraction)
@A/G L (A/G ratio)
@77 2 2 (Albumin)

JSCC % (B B AT & 7080 J£, HNLAMF) ey -17)
JSCC iE (BB AT & 7080 2, HNLAMF))uy™ -17)
JSCC iE (B B AT & 7080 J£, HNLAMF) ey -17)
L-y -7V HIN-3-HNViEF—4-=taT7=U K
B E (BB HTEEE 7080 T, H M7 oy -17)
~F Y FF—Pik

(BB HTEE®E 7080 JE, H M7/ )0y -17)

B (B BT EE 7080 JE, BIM7))ny -20)
W7 ) o — ARk

(B BT EEE 7080 J&, HNM7))0y -17)
TV LY R

(B BT EEE 7080 J&, H M7/ )0y -27)

7 L7 —¥ -GLDH i

(BB #HTEEE 7080 J&, H M7/ )0y -17)
Jaffe 1k (BB HTEERE 7080 JB, HSIMFI/ ey -x7)
A 7 RN EM ([SE) 5

(BB #TEEE 7080 JE, H M7/ )0y -17)

A 7 RN EM (ISE) %

(BB HTEERE 7080 J&, HNM7))0y -27)

A 7 RN EM (ISE) 5

(H B HTEERE 7080 . HIIMT)/ny —27)

OCPC ¥ (B BV TLEE 7080 %, H S(7)/ny"—=17)
Fiske-Subba Row £

(H B HTEERE 7080 JE. HIIMF) /0y —27)

B Ly hE

(H B HTEERE 7080 JE. HIIMF) /0y =27)
o —A7 T — MEERKENE

(B EEXIKENEEE ABS320, B4V v /3R)
EASE LD EH

MEOLEASE LV EH

9) i

HERXEERE A2 RN TR G 42 ADF A

I ERBEEOMD 5 Lo mEIIME4 A0 A4 A (I

B 6 H) (&, 4R 25 HE THOMIERD LW AZRASTHITETIR 26 Bio. [EIERE oMt &
HIEE 14 AOZRICEFNZ W TR Uiz, FETHNIR RBELHR Lz, KL 2E
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2 L7, =T VRBE T THUMIZ L D BRI SE, REORBE - e ARMICEIZE Lz,
R TR, LUTORE - ikt 10%TIEEE S V< U CEE « REFE LT, FTEARRE

L7z, BRERBIOAN—F—BUIT By RY VR TREE - R77 L, BRBIORBRE KT TT
VETCREE, 0% 4 ) —/VCIRIE LTz, FADOH DEEITAA L bIRTF LT,

Mo ORIBE. /s K OVNAS) . FFdE. TEMA. M. BRI (BRU/MAZRET) . BIE. M
fig, O, BB, . I BB, 2. 2 B O = ARE ST . E. K.
BN, KB, ML BN, DL, KB, REEL BAA. AR, HEEE (EREIRETe) . IR, FE (A
s LOER) . kB LOAN—F =R, IR CHIEM) . KiE (BfEEade. ). BRI
ULoSEn, BT Y U8, AE RS K ORIRMEFE AL (EEERE OBERTET),

10) #EHEE

MR HIRR A & Rl — DFFE S BlZOWT, FIMREHICE N EILRFE (ER-180A, #halssfh—
—TURFA) ZHAOTUTOBRBIZOWTHBANE L, 7770, BRI UORE
FRIZOWTIERBIER LTz, ELADH5F3BEICOWTIE, LA THIE L,

M, O, FFRRE. RN, RRAE. RIR. MORR. RERL. IR RIK. SRR

{2 OFFE O EE L FIRY AIZHIE LEERENGUTORIC L VS ERELZRE L,

et T8 (%) = #{fef & -+ AT X 100
11) R R AR A

EHNCONTHIRIFIZEE - R7F Lo 2fE - ka7 7 0 EERETIL, ~v b
VUV m AT YA ERL LT, dHIRERRS L O BREOMEREE e B (MR
BIREE & W —4) 72 6 ONTETEN) (EMDE 5 352, 461, 463) I[ZDOWTHMR L7, HEDORHR
WOWTIIREFRILT A IV ERE LT, ATV R8EIT> T, H£AT—VORME 5 A
COWTHRELZFHE L, =610, 5 @GTE) KoV Tid, BHER CHIRMRELRAL
nizi-bekoto 26z BmaE L7,

o, IR CTERERALNIEMORE L M L ot WIRoZEG (@8HE S 160) .
E (EES 163), 40 mg/ke #f ; RIBOM=E EHES 203), BT (@WES 254) : 200
mg/kg B ; BB (E&EE 300) . PElE. ATiEGS L OV igoms (@& 5 360) : 1000 mg/kg
# WE @WES 107, 457),

0. AN
1) PEESRE
ME2BNZOWT, & 5-PIAG A 70> 6 ERERIF IR F T, BEAETE 14 B OB R OH
B ETOEP | FLPROIC L DIBIRBHIEAR 2R L O FBME T TR OB (38
THRTH, REY. RERYR LORERLEE) OHELTV., HAHOEERE 4 Ab 6
HOMBCTHYVIRTbOZER SHE L, EIEHMMRBZEL L, FEMIKEH 7 1Bk
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ft L CH BN D EI LR IETEE & LR &HE LT,
2) HEMED A THRERTY

BB 14 BOH Jint, ARBRBEEN OIS 151 CRER—%F5) Tl AMEREL LT
AR EE7, REOBRIL, BRERIIZM EICE T LEEE, B2 WIIEEA A TEART
DEFVPHRINTHEEE L, WTRPDHO LN HEITR 0 H & Ui, MEIRR ORERE
T, SROFHEE LOEIRERICTFEROERBORFEEZRRDL Z LiIckoTTo 7, 2KBF
BLOZBRELUTORICL O ET L,

ZZJZ# (Copulation index, %) =78 LI=MEE /2 1XMEDH -+ RE S 721 F 7= 13 D%k X 100

e (Fertility index, %) =S2MEMII B U7cHEE 721 3MED K X 100
3) Stk L OB IRAEBIL

AR TR B Rt ST, L. Ik 21 BD 256 AETHEAD AL
EH3E (9:00, 13:003FBLT17:00) #BEL7z, 9:00 ICREMWARZBOHFICEDTH
DOTFIHZAALTODDOEBERTHZ LI > TR T 2R L, ZTOEEZMHET 0 B L
Too 1VELL FOAFIRZHE LD EFHES Uz, HE 0 BIC, ERICAFREB LW
U A A, WERIE, HEROHNB XU LEBLZE Lz, EFREBS LU C K
DEFEHEREE L, BREotti, LM EAMEEOR O RS CHIE Lz, AHEDIp
BoOBEEER SO ERNOEFEREOHE WIRAIZ A TRtdk Lz,

PHRMM AR 0 H2bHE 0 HETOHEE LT,

Eio, HER, DR, ARR, HAER HE 4 BOWMERBLOMEZUTORIVE
H L7,

HIERR (Gestation index, %) =42 HEEMESL - AEHRMERL X 100

% (Delivery index, %) =HEE R +FREHX 100

FERF (Implantation index, %) =KEk + # A%k X 100

i3 (Live birth index, %) =HFERAETERE - HIE R EX 100

HE % (Nursing index, %) =7 4 ACAETIR & R oL A R /S X 100

PELE (Sex ratio) =HEH{E R &+ (REH R+ MEHE IR0
4) BrAERO—BRRERLR S L UEFR

EHNCONT, A% OHENLAEKRABETIHE LB, AEBLIURHTERZE L, —iREE
BEUOSNEIZOWTHEIEE LT,

BIEMRO OB AERAGFREUTOALY | AL TR L,

PrAERAEFRViability index, %)=/ 4 A OAFRE - HERATIVE X100
5) FARORERE

ZHNZONT, A% 0, 1 B4 AICE AR LMRFE (6X-2000, kAt — T F -
TA) EHGTHEEERNC 1 L L O TO0.1 g BZTHIE L, & ICHEMER] O SFEEE % K
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»,
6) FEIR DO

BHNZONT, FECFNIIEREHESLICHIR L, whole body & 10% FHERE R L~ U |
TEE « BRI LT, EFEFICOWTIE, £tk 4 BICEAR (RERNEZED) 28l8%,
EIRFBWAEIC LV ZRIE S, EHOHE - ERAARNICBIERE L, REIHD LN
BRI, Whole body % 10% HEREME AL~ U AR CREE - RTF L7,

5. #EErEMAE

#7, AZESR, (KE, REHENES JOWIR, #IER, RE, MRFEAR4E, okl
FHRA, AREOH R L O EE, RBRORE TR, BEMME, B0R8 SREE
FOERR, HERK, HEROAEFIE O E TR, SR, HAER, M, IR,
At 4 BOEFEREB LOHAEREFRORKEIZ DWW TESES L OUEERELZEH L.
Bartlett OMEIE ATV, S ML AT LTz, 0O A1 Ll Bk THET L.
NEFBOBEIL Kruskal-Wallis OEL THAT LTz, —JiBLED AT ORER. AEAED
F O HE 1 Dunnett DRETE &2 FIV T IREE & DLk 21T - 7o, Kruskal-Wallis O
DFE R, HBENA LN BA1E Mann-Whitney @ U-REEE FOHBEE & OB EIT - 72,
FAEROMAR, L, FAERAEFRS LOBEIREIZ O TIE, 1| BEEARME LTR
L,

PN —RTEBIAR B L ORA S EOMERAOBSIIE, RBRAEOEMWTE, RiER
ORI ED 5 6 2 B LD 7 L — RBRBO LT RICHOW T, BHEEOM
1% Kruskal-Wallis OREE THRAT L, AEANH HNT23EE 1T Mann-Whitney O UAREES
AW CxRREL DB A1T > 72,

CHEERAYOEO TR, KRR, ZMHFE, HER, WE 4 AOMER, 726 CNDHEAERE
FHRRED 5 6 L BFED 7 L — RRBD LN RICHOW TR, 30 1 ZR/RRTE1T,
ZOFRRAEADPEO LN HEITIL 2 BB A _SE TRIBRE L OB AT o 72 72721,
2B A TRRTICREA OBAITIE Fisher OFIEHRBRITIEL AV,

SHIRAE L DHEBREIC OV T, ABKEDL 5% & Lz, M EEICET 5408 5k

Appendix 5 2/ R,

,29,
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I. RERSSH

1. —feikEs

—RAIREED )i A Table 1 1K TN2, TNDIVIDUAL DATA 1-1-1~1-3-2 {27~
(1) FREBRBEHE

KIFREE RS KON 40 mg/kg BETIERF IO L2 o7, 200 mg/kg BECILFREE, R L
FEAZNZI 1 IS H B ATz, 1000 mg/kg FECid, WiHE, ALFTJE B/ AMRE O 8 FRHEETE G,
IR F 7o T TR EE N MR G-I 2 38 U T 3~ 12 BliCBE S,
(2) TRABRREME

XPRERE T B IR AR E O E B EG RS 1 FIS A BTz, 40 mg/kg RETIX, MRS &
O EEIRICBED | BB X7z, 200 mg/kg BECIE, AHRATOHBIIL B XA 50720
ST, FENR 22 B OOy iBRARRIIZFE DS 1 il (B &5 352) A biviz, WEEMIMICIZARE
| BRI 1 A BTz, 1000 meg/kg BECIE, WEESBES B 218 U T 3~6 #lic
DAL, GEIRATO BRI IIAT IS B/ A AR B R A G £ 723k b 4~8 FlicH biviz, &
T AHREIEIC IR 1 BllcA DTz, S DR 23 HOSMHHICHEIC L D & E X HiILDHIE
LA 1B (s 461) Bl S vl
(3) MIfETEHE

[RIE IR T 1000 mg/kg RETHED 1 FIA bR, ZOMOBMMITITRE ITRD b
o,
(4) RIS RTHE

SRR CIL, BRI PICBFEERD Se o, BIEHIEHICHEN 1 il b,
1000 mg/kg FETIX, HGHMTIZ, | OB @ES 463) 25 1 B2 b 4 B ORICH
BE. TVRBH/ AL )E B/ RE O R PRI G RLHRE /R, IR BREHORT.
FAD - HaL, 5 5 AIZSEL Uiz, EOMOEMY TR 5 M I iRiE, AP0/ RE A
JE PR B YE & 721 38RAE Y 1~3 Bl BTz, 1000 mg/kg B CIEEMEHIHIFIIZEREILRD 5
oz,

2. FHHT—IREEE

AR — MR TE B O A A Table 3-1~3-3 36 JL 0 4-1-1~4-2-3, INDIVIDUAL DATA 2-1-1
~2-18-6, AT Y 7 OEAES Appendix 6 1TRT
(1) ERBRTELE

BGMFE P OGS T, WTROEDIZH 10, 200 35 KT8 1000 ng/kg & & HREFOHICA
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BREEH NIRRT,

(2) LABRREME

B S MhoBETIE, WTROFE IS 40, 200 B3I T 1000 mg/kg & &t REEORICH
BREFHR NI Tz,

(3) [BIfEREIE

1000 mg/kg FEDOEHEMIE P OBETIZ, WTNOIERICH AR L LB L TREREITA L
nizinois,

(4) [EIEFEME

1000 mg/kg #EO e THIF S L CEHEBIF T OB T, WIhOTEIZ X IRE & i LT
BRAEZH NPT,

3. HEERE

HEREMA OB % Table 5 35 UY6, INDIVIDUAL DATA 3-1-1~3-10-2, A7 U 7/ OHHE
% Appendix 7 12”7,

(1) FERAELE

5 6 BOMAETIT, WTNOHBIZH A ERME R G L ARBEORICAR AT LN
ot

(2) EABRBEME

M 4 BOMATIE, WTILOEHBIZ LA WBRIE R T/ L RBEORICAERAETA LN
Ipinoiz,

(3) IR #ELE

1000 mg/kg FEDEIE 2 1 O TId, Al D DT IREE & LB L THAERIRER 2 b7,
HREHRICIIARLEIA LR 2T,

(4) [EIE Rt

1000 mg/kg #E Tix, &L 6 WOREIZBWTERKOBRANICAERSHELIALNTZ, £/, A
FEBEORIT T, PITBEAT 20-30 43, 50-60 0B L URESHE CHRERBERA LI,
16 2 W OMAE T, MERNLEHE 50-60 200 AREB EOAE/REEN A SN,

4. KREH®

{RTiHERE % Figure 1~3, Table 7~11, INDIVIDUAL DATA 4-1-1~4-5-2 {2579,

(1) ERBR#ELE

40 35 X U8 200 mg/kg #E CIAAHEHERS, REEINED JOEEBMEOWTIIC & REEEE L
B L THEREIA LI >T2, 1000 mg/kg #FETIE, &5 7 ARSI A £ THRENAEIZ
K<, 5 1-42 HOFEB/NES LOEEBINRICHERKENA DI,
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(2) TRUBRAEME

BB ELL G OV T RO W T G AZEAT, ZECHIR], (RS LU EME T 28 LT
BEHER, REINER I UMKERMSIIIIRE L i L TR BRI A Do T,

(3) REHERELE

1000 mg/kg #¥ TiE, MBI P OMREIIREE & L L THEAREIETH > 7208, (REHN
ERLOFERBENRIFELR&HETH T,

(4) Il HetE

1000 mg/kg B Tk, &GP L OEEMA S 2@ L THREAER, REE IR L ORE
BRI IRAE & i L TR BB A BT,

5. M=

A4 Figure 4~6, Table 12~16, INDIVIDUAL DATA 5-1-1~5-5-2 {Z/"9,

(1) FFkBRELHE

40 B LT 200 mg/kg BETIE, AHMBEL IR L CTHERETA DN N7, 1000 mg/kg B
T, &7 3 BICAEREER A BT,

(2) EFRBREEME

40 3 X T 200 mg/kg BETIE, ZACAT, MR L OVHE MM T 2@ L CTAERBRA L)
272, 1000 mg/kg BETIE, ARRLATI L OEERMBE PICITAERZT A ONRD o720, HE 4
A BRI BT,

(3) EIERERE

1000 mg/kg #E Tk, [EHEHIM IS KHREE & ik L THER AL B 2T,

(4) Bl FEE

1000 mg/kg #£ Tk, &5 10 AR L TR 7 RICxR#E & ik L TAEZREMEA A LT,

6. RIEE

JRREE D fAE % Table 17~20, INDIVIDUAL DATA 6-1-1~6-4-2 {259,

(1) ERBR#ELE

B5 6 BORETIE, 40 B L0200 mg/kg BETITWTHOERB 120 REE & L L CHE R
FIIH BRI 2T, 1000 mg/kg #TIX, R BAAEIZKET L, RENAEICTHM LT,
(2) EIERERE

1000 mg/kg #EDRIE 2 WOKRE TIX, RESTECRD L,

(3) EIEREME

1000 mg/kg #EO BT 6 WORAE TIL, R pl SHIIREE L B L THEIER T Uiz, Bl 2
ORE TIINTROEAIC bR & B LU CHBREEA LN o T,
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1. MKRFHRE

MRFERTEDAE%Z Table 21~24, INDIVIDUAL DATA 7-1-1~7-4-4 (27”7,

(1) FBERAELE

P G ARIAE THREIZ 1T, 40 B8 X 10200 mg/kg BETIX VT NOBREIE B IC G R L B L TH
EREEL LN T, 1000 mg/kg FETIL, VERMEREE MCV) B X OEERMER~T
ot MCH) ORERBENAH LI,

(2) FHERAEME

e 5 M THRIZIE. 40 38 L0V 200 mg/kg BETIXIWTNORAETEBIC bR L i L CAH
BRFZA LN D 5T, 1000 mg/kg BETHE, M/ IMEOA B A28 L OVEHAT S b e v
KT T AF W (APTT) OFEREMNA LT,

(3) [mIfE RERE

[EI1E HA R HE THEOD 1000 mg/kg FF Tl RFRERE & LEdR U T/ MBI O A B ZRARER 2 b7z,
(4) RIS FEE

[EITE MR THED 1000 mg/kg FETIE, ML L T o be U UiH PT) OFE
RERENI BT,

8. MiKILFMIRE

AL 2R A DR % Table 25~28, INDIVIDUAL DATA 8-1-1~8-4-4 (Z/”7,

(1) FHERAELE

B 5 MM TR, 40 mg/keFE TIIMRBEL LB L T B-7 17 U VB (%) DA R E
B2 Z BTz, 200 mg/keHE Tld o =7 1 7 U o3I L (%) DA B RARMED 2 57, 1000 mg/kg
BT, TATIVE (g/dl). MGERBIOT AT I U HEKL (%) OFBEREMAR 5NN a -
a7 ) rBXOB-ra7 U pmith (%) OFERIEMEN A BN, & 52, ASTE X TALT
DEERBE, B3 LATa—L, HY VLA 7 a—ABL0EEY v OFERE[SR b
77

(2) TABRREME

B GWIRTE TREZIE, 40 36 XUV 200 mg/kg BETIXWVT N OREHBIZ S X RAE L R UTH
BEREZH N> T2, 1000 mg/kg #ETIX, A/GHBIOT VT I U REE (%) DR ERE
BB LB -7 7Y ot (%) OFERBEER A LN, 610, REEEBICI LY
U AOFBRIRMENR A DI,

(3) [mIfE #ELE

[EIE IR THRED 1000 mg/kg BETIIWTNOBMAEE B IC b RS LR L THERZEIZ A
IR Tz,
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(4) [EEREME

FIEMAERE THED 1000 mg/keft Tl o ~7' 7 U U 0ELE (%) OFERBERBI Ry -7
TN T E L (%) OFBERIREN A LN, 2. DY v ABIRY v— L OFEKE D A
STz,

9. BlIAR

HIM T R % Table 29~31, INDIVIDUAL DATA 9-1-1~9-4-2 |Z7R9,

(1) ZEABREERE

& G HIFRE TR OFIRR T, 1000 mg/kg B#EIZ IV TRITE OFEBNEED 7 Fl&Fz A Hiv, Tl
Z THOBESFIED 1 licd bilz, Z Oz, 40 mg/kg £ TEIBBOMED 1 41 & 200 mg/kg
FECTHLED 1 iz BT,

(2) EABRBEME

B G EIFAE TR OTRR TiE, 1000 mg/kg BEIZIS\VNT, BB OREEREIZ S 12 il 11 FlT A5
. M2 THOBEFSIED 6 flicH bivlz, Oz, <R TRTHE ORIEILE & iR D%
fEAY 14, 40 mg/kg #ETIRE DL HEMERIRABTI LOWLEDN 1, 200 mg/kg BETHIE OX5HE
RalIsrAs 1 i, FFRR. RS L OV IR ORE A 1 41, 1000 mg/kg BECRLED 1 HllcAH B,
FECEMWOFRTIL, 200 mg/kg #ED 1 ] (BYHE 7 352) ITITFENITERIED 16 B LT
FETCHRIE 15 IBA BT, Z DM REITA LR 272, 1000 mg/kg #D | #i (EHES
461) ZIXFBWNICERIED 12 A5 HiL, FERE 10 P, BEAIZIECIRR 1 IBR A b7,
FIMPT R & U CIEnT B ORMEALE, B OSEARBRALE R L O E DR IRL B R A BERBIE s
77

(3) [EMEHERE

[ IR TREOFIRR Tik, HBAETIZERERT LIIA b8 > 72, 1000 mg/kg #£ TIIME
DB LNTZDIHTH T,

(4) [EI1E #EE

Fe5-5 RICHET L7z 1000 mg/kg BED | 4l (Ehipk = 463) Cid, /M3 L OGERAICHENR T H
i, R & OB, IRE RO X OGERL, REOK RN EEB SN,
[E1fE HARI R TREDFIRTIiL. 1000 mg/kg BETRFFT RILRD b e o, ZOftic, <l
HTHEN LHALNT,

10. &/REEE

S Offet T SO O MAE % Table 32~35, INDIVIDUAL DATA 10-1-1~10-4-4

R,
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(1) FFRBREELE

Pe AL THEIZ, 40 38 L TR 200 mg/kg BECIE, *IFGREE LR L CHEREZA DN -
2o 1000 mg/kg BETIE, JIFME, BIEIS K UHEER OIS E &I IR & Il L TH B & 7
biviz,

(2) FHERAEME

Pe 5 HRHE THEIZ, 40 38 LT 200 mg/kg BECiE, *IFGREE HER L CHBEREZA DN -
72,1000 mg/kg &f T, IS K OB o 48 5 B Bl e BREE & bk U CHEZR RN A BT,
(3) EIERELE

[E17 B A TR, 1000 mg/kg #ETIL, HIRRIFOIKEOHE 2 EAE A2 & OIS & O
Hot HEICA B RRER A BT,

COMNIEIL-Fizd

B EAMRIRE THEIZ, 1000 mg/kg BETid, XRBEL LB L CTRHERZETA ORI o T,

. RIEBARPHRE

R PR AR A KOS RO AT DR % Table 36~41, INDIVIDUAL DATA 11-1-1
~11-8-2 B L 12-1-1~12-2-4 {Z~” T,

(1) FPERAELE

SHRBESS LU0 mg/kg BEIZ BT 2 RTH ORE TIXEFE XA L7 h - 72,200 mg/kg BE T,
ATE O EEGEBFZRLAS 12 il 4 Fi, I TR O RIEMEMARIZIEN 2 F, R TR O A
FEAS L, JEIEDS LBl A BT, ZuhOFARLICIIIRE & i U CHERZETA LI
IRInoTH L R IB L o FE A SR T AME M A 7R L7e, 1000 mg/kg #ETIEATHE O ¥ L
RBIRA S ESED T L— RT 7 HIRHICH G, & ISR PO RIEMEMARE 5
B, BOBEFEROREERBBMAS 7RI LIV, 2 ORAEMETIIXIRE L L TR
I U7, INZC, AT ORERE TR O AR 3 B, KRR T HLRR O I ZEIEAY 3 #1138 L OE
BN 1 BlcAH LN, FOMIZ, xTHREER KT 1000 mg/ke BEZ W CTHFIRO /A ZEEE, BIE
DIRME EEOTAZEORT ANHR S,

IR O PIREY BT RIS W T, 40 mg/kg BETHEIBOEE, 200 mg/kg #E TEIEDZER
BEREN LA BN,

RO TH)EOMAE T, 1000 mg/kg #E TAT —VPE~X I BELOX T ~XIVIZB T 5t
v b VMBI R & i L THBERIRER S b, o, AT =Y 1 ~VID/ %7
R, VI~V 7 U L7 b7 CHIE RN, X~X T o L7 b7 o HIRHa S L OVSF
T USRI, XTI ~XIVONAFT UHERRT « e 7 RO b Y S 7=
0D OBICHEBERBENRHE LN, AT =Y 1 ~VIBLUVI~VIZE W TS0 N U i K
fHm 23 A b,
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(2) FBERAEME

STREFEORTE O T, | BRI, KR TSRO SMEM MRS, AER &
ORFREDN T DALz, 40 mg/kg FETHREE THE#E O WER MR 1 FIZIA 17z, 200 mg/keg
BECIIATE ORFE LRGBS 2 6], REE TR O SAEVERIARIZ S 2 61, AKAEDS 2 4, TE5
23 1 flds K OWZETZERAS 1 BT A HALTEM, & OFEEBHIEIT R IRRE & bk L T E 27213800
HvRmoTz, 1000 mg/kg FHETIE, BIH OB RIS S ESEDOT L— FT 11 Hil4aHl
IZH DAL, S DITHEETHRERE O RIEVEMITIRIEAS 7 6, KR TR ORI 6 1], B O
DR LIRS 11 Bl Sh, € ORABE TR L iR L THEIEM L, Nz
T, ATE ORBETHEBEORNFLRN b A LI, EOMIZ, xHRR#EDS KO 1000 mg/kg #F
WBWTTFRO/ A IEE, RO IIEOIEINEZEDOH A BRI,

FELEM)TiL, 200 mg/kg BEOD 1 6] (B 5 352) ITILLIBE fitiod 9 > A S 47z, 1000
mg/kg BED 1 ] (EHE S 461) (ZiTATH ORI FEGBIER, FEIE FHBRORAEVEMITRE L
FOFED S ~MPNBE Xz,

FIE D ARAY L H T RAC DWW CIE, *TREECTRIE ORI FIZEEAES L OO 58 24
23161, 40 mg/kg FECTEREDZEMN, 200 mg/kg FE TR/ NN L OBIES . A1E OEE.
Wl oD PV DVFRE R B DN BB O AR, 1000 mg/kg BETERBDOEM B LN L 1 BB
nre,

(3) EIERELE

1000 mg/kg B THIE DR EEOEBER (7 L— K 880 N 3FIch b, £ OMizidg
R E e G B L7 R D WIS ABIL O E R RITGRD bk o 7e,

B O PIRAY B HET RIS W TIE, 1000 mg/kg #E TEEOZER I L OIEEN L HlIcA LR
7o

RO BN OBRE TIE, 1000 mg/kg BEDO AT — 1 ~VIIZEBIT 56 kT (round) 4%
WRTIRRE L el U CHEREMEN A LD, A b UMY 0 OBICITEERZTA LI
o, MUZIIE AT~V E L ARREIIA LN T2,

(4) EIE Rt

1000 mg/kg #ETRIB OMFE LEGREM (FL— F 880 B 1A LN, ZOMIZidhl
BB B G BEE U 72T R D WSS OB & 53T RISERO bz o 1,

45 RIZFET L7z 1000 mg/kg #ED 1 6] (T#EZ 463) Tik, /Mdk K OREREIZBIIRO H
i, MR BB DM, IO OEBEOEM. WO T £ — 7 VRO REDTED 5
S MABEE I,

[ AR TREDFIRRIC BT 2 IR BRE T AIC SV Cik, SR CEROZER 1 #ilic A
b,
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I. 4iEFRESHE
(1) A FERERR Y

ATERERMR A O RkAE % Table 42 38 KT 43, INDIVIDUAL DATA 13-1-1~13-2-2 B L 14-1~
14-4 \ TR,

EEMEYZ R T M BER RENMFE, 22RER, HER MRS I OWE 4 H O
BRIIIWTNOEBRYER SEHIC DR L Wi L CHEERERA Lo T, ZIREIC
DWW, 1000 mg/kg B TIR TN A S vz,

P B R A Gl RS A & I SRS 1000 mg/kg BEIZ 33U C RABREE T 12 il 3 filds
L OEERET 46T 1Bl BT,

BEHRDSERANE L7270 7o MEAS P REBEIZ 1 B33 TN 1000 mg/kg BEIZ 4 BllZAH BT, GEIRD AR
NELToMED S B, 200 mg/kg FETILARLR 22 B O MBAMARAITIC, 36 KUV 1000 mg/kg FE TIdidR
23 BOSMEHRICENER L BT ORTRAL LN, EFICHELZMOS L, E4HETD
2R REE, 200 B X V1000 mg/kg BETENEN 1 FIF oA bNT,

(IR, Srie. WEIRE L O A R AR

PEHR. orih. BRI L ONHTAEIRAEFRORIE 4L Table 44, INDIVIDUAL DATA 15-1~15-4
VR,

FAEL AERE. AR, OffeR, HEREK, HEROML, HEROAEFRE, AR,
Atk 4 HOAFREL BrAERAFRICE, SERWERGH L AMBFEOR THERETA LN
ot

(3) BT AR o— ik ae

BFAERO —RIRRED)LkfEE Table 45, INDIVIDUAL DATA 16-1~16-4 {2/~

A% 0 AL A% 4 BETOMMORTEIIAH (BEHICRENZEBELLND) BB
FORIOEIE L TOINI Ry ROBLNZVIENGREELZ S LA THASNZ, 20
filiz. 200 mg/kg FEDOMETHHALI L OERED | Hillc A b7,

(4) FrE IR OIREAERS

FAEROKREHES S Figure 7. Table 46, INDIVIDUAL DATA 17-1~17-4 (2,57,

40 IR 200 mg/kg HETIL, XPHRHE L PR L CHERZXA LR D o7, 1000 mg/kg #E
Tk, A% 0. L BLOA HOERTIZHERE & & 0t B & ik U CRBRIRER A v,

(5) FrA R oH

AR OFR OGS Table 47, INDIVIDUAL DATA 18 35 KUY 19-1~19-4 {25,

L ROFRTIL, HIRAEE21E 200 ng/kg # T, WL RENEY., BRILRFORT LA
BR S, A% 4 BOAEFROFM TIL, dtREOCHE TITIO | B AL 1 A b7, 200
mg/kg #EDHETHRIZEILIB LOMEN L LIV 1 fITIXZEOMIZEFIIH Lo Tz,
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-rmaXyYy A Al Roo GHBREE, F7Er ), 40, 200 36 KT 1000 mg/kg % 1
TEMEMESS 12 750D Cr1:CD(SD) T » MC, HET v Mokt U CIEERREERT, REHEB L OREZEZ &
Teit 42 AR, #ET v MIxEUTIEARECAT, A8E K OYEIREIR, 72 O ONIWE 5 H £ ToHIfH
BAE L, HEMEE~ 0 EREIC L D8, MBI O AT LU IR DR A RIE T
EIZOWTHRR L, £72, 0 IR 35 L0V 1000 mg/kg 12OV T, MEBIDIESE 5 TLE2 R L.
WEENIIAT b IEZBNCERT, 42 HIRIOBRERTH 14 HEOKREIC L SEHETIZSWTH T
Bt L7,

1. RAE#R5EM

—RRFEIC DWW, R E RS ICBEET 5 & B2 b A8k LT, #5 B 200 mg/ke
BEOHETHYERS X AT E N4 1 BZH DLz, METITEER 22 B Oy MBRARTIZIE LA 1
BlCA DTz, AN IESMNRE SRR R0 1 o2 BT, 1000 mg/kg TETIX, HET
TRV, RTFAJEER/ SN RE 1 E BRHETG Y, REIRAE 3 72 1 RdRAE 23 B 51 438 U T 3~12 BlC#isE
Sz, MEOERERBE T, ML EEHIMZ B U T 3~6 Fllci b, AERATOHIRIZILATM
JEBR/ A RE D R BRHRIF Y F 713 RIE S 4~8 Bllc B b i, & LITHENR 23 H O i EEE
LD EEBZONHEEN L BlicBlgE sz, HNCERE LT 1000 mg/kg TEOMEDOEIETETIX, 1
BlOBPIIRE 1 BA0 4 HOMIZHEE, D JEE/ATMEE/ S 0E 0 R B EIGY, REIRE/ 4k
., RIRIKT, BREBDOIRT, WAL O, &5 5 BIZET L, ZOMOEY Tlik5H]
WA FREE, ATFYJE /MR E O R R BTG & 72 T8RS 1~3 B O 7o, [RIFE AT AT
HEL L FFROIERITRD SN2 o T, TOMIC, BFHEOBEE TR BN EA S0, 5
ABEMMENZ L OB BERGICEE LBk B bR,

7 —ACRABBIZ T, BBWMEREDOWTIORICE W THMME L LR L OBICER
IRFAAITH BRI 2T,

PEREAR A TIZ. 1000 mg/keg FEDOEDEIE 2 RiCH T 2K DI I DOAF BARBEAIC O N TIE, &
5.6 BORE CTREROELD I LR -T2 2 ENLBRYER G L B0 R NWVELEE XD
hiz, EEFOHORE 6 BB 5R%IOETD DR BEREMIZOVWTIE, BiThd I &b
BHFICERO WAL E B X bz, £7z, 1000 mg/kg BEDOEIERFOMEOE S 6 M35 L OV
H2HOREICST S ARESEOEM (5 68 ; WERA% 20-30 43, 50-60 473 L UWIE
g (A1 2 08 ; RIEBRLATE 50-60 43) 12OWTIE, ERBREEOM TRIEEO LI b s
el EMBBE AR LEZ BT,

REHERIT OV TIL, 1000 mg/kg #EDOHETH S 7 A LSS A £ TORER L ITRE 1-12
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H ORERNER L OREMINBICEE RN L, R ERGICBET L EEZD
Hur=, 1000 mg/kg BEDHED [EIE MM P O EIIHREE & Bl L CHERRRME TH o 723, IREH
e X MAEBNMRIIFAEREETH Y, FEENRSL D LB b, HETIE, 40, 200
35 LT 1000 mg/kg BEDFHHAR] P72 B TNZ 1000 mg/kg BEDEIE AN b DR TR IC, BRHE
& GAZEET H LT A IR o T,

HANETIX, 1000 mg/kg BEORETH -3 HB L OMETHE 4 HICABRIEENA LIV, #HHRY
B GCEET 22 b L B A BT, 1000 mg/kg FEDOHEDRIERETIZHK G 10 BB L OREIE 7 H

WXHERE & U CHERESER A LR, SETHD Z N bEMFRERITRNEZ XL
i,

PRIRAE Tid, 1000 mg/kgfED# 5 6 i, MM CRpHOIKME, HETREDSEN A LN, H
1 2 WIZITHED IR BEOARME D F2 H 2072, IRoHOARAE I TE7RERY 0 1000 mg/kehEDMET H e
NTNDHZED, HBRMERGICHET AL EEZ BN, HEORBEOREEIZOWTIE, #
BRWVE R ED B U | —AIRTE TS L OYR B 1R & TR B IZRIEYE D E L 8]
HINTWDLZENBHKEMEML TWA LD EHERINT, ZNbOHEBIZHSWTEIE 28
AR DO EALR A SR o Te 2 D REEIC L D ESMZEIET AL EB 2 b, [blE
2 EORBOBEEICOWTIE, YilBlik 0 iT—% (F:16.9 nL:#iH;8. 8-32. 4 nL) D#G
FNTH D Z &EMOLMERREB L EX b,

MFFARIRE TIE, 1000 mg/kg FFDOHETHR G WM THHOFHRIMEKARE MCV) 3 LU0
TRIMERA~E 7' B8 (MCH) IZH B REAEN 2 54, BERWE R - & OBREMEARIE 7o s,
MBI A~ b7V MEBLUOANTE /2 BEOWTRICHEERA LN TN &5,
F ORI L B 2 bz, 1000 mg/kg #EOMETIX, M/ MREICA E 72 EMHE I K OVEELR 5
ha o RT T AF KR (APTT) 1A B RERMENH bV, EE R TR, 1000 mg/kg #¥
DEETII/MIBEOAERKME, T2 e BV PT) OREREMEIALRER, Wi
LRI FAREIC SO TR L7 P &2 O DT RN LW & BEESRIE B OFE
ZOWTIHEERERNZ LN &6, BRYERS LEEEORWE LB X b,

ML FARE TiE, HG MK TEIC, 1000 mg/kefEDMERETA/GEEB LT AT 2 U4
(%) O EREES X OB -7 27 ) Vo E L (%) OF E R EME, I0x THETAST, ALT, 7v
TIVE (/L) OFELREEB L Ra -7 27 Y UAHEE (%) B VAT =L Y YA
7 a—NVEBIOREY COABERIKME, ETRIEERBLIOINV ST LOAEREENS G,
WTH bR ER G ICBEET 58 E B X Hivlz, 1000 mg/keff CIXAREHANIIHE], FRHEERHK
i, Afligds L OBIROAASEROEM, #TICKIEEOREMEE TR BH LN TND Z &d
b, MR FAIREIE B QLB IR E OREHHRIL S 2 WITH A OBEESEICED o
LHEE SN, T LB, HHEHIREK TRICIIBE SR o7 2 N LIREIZ L Y HIE
THEEEZ BN, £z, 1000 mg/kgfEDHEDEIEHIEK TROMETH Y VLB IO/ 1
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— A EREEN BT, BEHIRR TRICEIEN IR DR -T2 2 & B RFRRRY R EH)
LEZ BN,

B GBI TS S AL 40 mg/keFEIZIBIT D B2 1 7V 45T E (%) DS EIZ DWW T
HEMEBERA RN & D 200 mg/kgBEICBIT D o =7 T Y VB (%) OIEELC
DWTIEM O GBI D RN L LR ER G- L BE L 2WEh B2 b, 8
B TR A B2 D 1000 mg/kgffIZIIT D o =2 07 U U EI (%) DEfEE v-7 a7 )
VAT (%) DARIEIZ DWW TR, 8B GBI TRHIZIL B R SR o 7o Z L bR ER
EenweBZ b,

HIRRClE, R ER 5SS 2 L E X L5 e LT, 1000 mg/kg #ETH G- 81/ T
(ZHERE & & ATH OAGIRIEE R L OHE OB IEER S b iz, it b OBy E ORIEIC
X3 AR E SRR T A EE X O, ESIMET RIS ICE TR T
HEIZ L - CEIET L EX SNz, MOXTEMOFIRTIE, WRHERSICHEEYS S L
Zz b5 E e LT, 1000 mg/kg # TEBBRAED 1 HUIATE OFIRIEIZR S L OE ORFRIEE
DEEINT, ZOMIC, BEOHEITHEICERORME, DEFORRPEAL IS, BAE
BAFE MR Z & 0 BB E I GBI L2 W & B 2 Bz,

MEER T, BRI TIIZIE 40 B L0 200 mg/ke FEDMERE & &R L B L THE
RFATH BT, 1000 mg/kg FETIR, MERE & & IFIES L OB RO ERICAE RS EN
FOiv, HBRMERGICEET L4 EB L LT, £, BEORBOMMEEIZAZR SN
BT, [EEHIFHE THRIC 1000 mg/kg REOHEDRTEFS & O Ot BBl AT B 7R IRE A 2 &
Nin, EORMEIZFE S ZRIE LB 2 b, MOREEBME TRICIZE(EAR b o
o2 b, O TEICA OIS K OV RE & oI ARKIZ L W RE T 2 E T
HHEBZ LN,

ATE R AR E IO A T, SO IRIAE TRRZIT 40 mg/ke #EOKEME L b YR E & 5128
W5 EEZ LNDHETROFEABEOEINIED Lo lz, 200 ng/kg FEOHETIZATHE DR
o ERARIEIR O AEBAIE AA B R AT A DR o To S EAMER & 2R L7z, 1000 mg/kg #F Tl
MERE L LETH ORFE LB NREE S ED S L— FCaplicBlE SN, S HICHITE OB T
FAAE O JIEMERE 5 L OVE OR AR O LRI OF B E A HERE T, 225 CNZRTH O
B TR O KIE OIS NHETHBEIZEM U 72, 2315 OZALIZ#BRYE OREEI T 5 )
WEdH D NIEEEICERT 5B EE 2 vz, BEIESIRE TRHZIX 1000 mg/kg #ETHIB O
RO (7L — R 8 EEC s Bt 3 Fl, MET 4GP L BlIcH LR, S —F
¥ K USE M DAR R 7> 6 WIE DA 2358 6D 63177, 1000 mg/kg B TIE# OAIZAFIB O /A FFIE,
BB O RME EFEOFAZEOFASBE SN2, BREATHFECTH V BAHAE LR &
PO E R GICEE LW LB LIV,

D IE T B D IR ERALR T AR (238 T, 200 me/ke BETIISRE R GICBEET D L E X
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LILAFTRITH LR -T2, 1000 mg/kg FETIX, HRWERGICHEET L LEXONHHTHR &
U CHITE OE BB RRE KOS LR O R AEVEHBR IS 1 flicBlg S,

B G HMS TROBREROBFEROBE TrE, 1000 ng/kg HETAT—VK~X [ BLUX I~
XIVIZEIT 5L N MBI xR L i U TR BERIBES ALz, £, AT —V 1 ~VI
D% T CHIERR, VI~NVIO L L7 T BB, X~X 1OV N7 YR
BLOUSE T VMRS, XTI ~XIVONET M E 72137 « 7 a7 CHERMIROE L R
MBS 72 0 OBICABARBEI R L, 26 b U BN F 7= i a2 AL R4

HELEEZ B, HBRHERS L OBEENRY X, B THREOR RO T RO
RATIE, 1000 mg/kg DA T — 1 ~VIZEIT DKM (round) BT HREE & bl LCH
BREERALNZN, BV R MIEY =0 OBICIIFEBRETA LN b2 b, -85
HMS TRICRBROEIZA LN hoTo 2 b, MR AREE EZEZ 0N, LR o T,
B HHRHE THRC A O o' 0 B U BB OEMEIMRIEKIC LY EE T 241k & B X b,

UraEedd b, 2-7nuxyy A rr7n ) FORKEREICLYD 40 ng/kg B TIIEBRYE
I ME L7 B0 S ek T, 200 me/kg PA RO GEEOHEE 72 1M TR GBI I
e, FETFEDOFT RN LA, 1000 mg/kg FEDOMEME TRE £ 72 3B | O, /R pH DOIRIE,
MEALZEIRRAE T A/G IBLXOT AT I R OBEHS I OB -7 a7 ) v ormbh o, &
eds L OY BN 7 A2 C R R D RAEMEZE (b, TTRRES JL OVE B O HH 6 T £ D (=i 55 D 4Bk
WE G EE Lo bR HivTe,

LER-T, KRBREMTICBITL2-7nn_uy A0y 0l ROoEsse (NOEL) 1TrE &
H1Z 40 mg/keg/day &EZ bz,

2. ETHFE AN

AFHRERA TI3, RITHIRIE, RE, HER, MR, WHE 4 0 OWER, B8P0k
3. FHEEL FBEFR, SMFES I OHERE R b N HER oM, HERFOAF IR, HAR,
Atk 4 BOATERK, FERATR, FARO—MIRER L OFRIZIZ, WThoRGRIC LY
BB GICEET S B ONAEIITFRED bR o7,

PEJE B R COERE RIS & HIT SRS 1000 mg/kg BEICIR W CERBREE T 12 #I9 3 #B &
OEE#ET 4 FlF 1A B, FBAESEEOEIMAR 2R Uiz, SEHEINCARRAZIA LR
WHEDD, MR TIERAED RN & bR ER G & OB e s v,

TEARZNRAL U 72 o T EDS S ERAEIZ 1 B35 L TN 1000 mg/kg #EIZ 4 BIC A H4L, 1000 mg/kg #E
TR TERN A DIz, RO LMD 9 5, 200 mg/kg B CIIALIR 22 H D435
BATIZ. 36 LT 1000 mg/kg #ETIHAEAR 23 A OIS ENZN L FITORTR A S, Frifls
DERBEIIRTE L PIOHORALETH L2 PR ERE ICEET 2 TEEREZ bk, £/, Zh

7/‘[17



SRO6171

HORGHETH LN BRI ONTE, FRFTLREL TS 2 ENLBBRMERE L O
BEAEIA TH -7,

HAERLOKRETIE, 1000 mg/kg FEIZHWTAERK 0, 1 RBLV 4 HICHME S AR REMENAS
., SEBMELREICEETIZ(LE B BN,

LiEZEE®D D L, 40 mg/kg BECIIBBIM O ATERER L O A R OB ATy E 52 B
L7288 B dr - 7z, 200 mg/kg #F TIISREM O 53 SRBAAART D FE LAY 1 1A & 47z, 1000
mg/kg B CIIBENN D43 P OIETAS 14, VEE MR DHEIME M 36 L OVR LB o 8 I a) 72
B ONTHAER OREORMEN A DI,

L7cido T ARRBREHTIZBITD -7 vy Anrnl FORERGIZELSBEH DA

BIZxhd 5 M AR (NOEL) 1% 40 mg/kg/day 38 X UVHIAEROR AT 5 AR (NOEL) 1%
200 mg/kg/day & &z Hiviz,

2275 3K

1) BE#WEE 2-7nay ANl ROTy MBI A REER G « AR AZMG
R CPiERE) GRERE S SR0O061711D1), 2007.
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Figure 1 Body weight changes of male rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test (SR06171)

*; Significantly different from the control at p=0.05.
**: Significantly different from the control at p=0.01.
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Figure2 Body weight changes of female rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test (SR06171)
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Figure 3 Body weight changes of female rats in 14-day recovery test following 42-day repeated oral dose with 2-

chlorobenzoyl chloride in the combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test (SR06171)
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Figure 4 Food consumption of male rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test (SR06171)

**; Significantly different from the control at p=0.01.
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Figure 5 Food consumption of female rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose
toxicity study with the reproduction/developmental toxicity screening test (SR06171)

*; Significantly different from the control at p=0.05.
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Figure 6 Food consumption of female rats in 14-day recovery test following 42-day repeated oral dose with 2-

chlorobenzoyl chloride in the combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test (SR06171)

*: Significantly different from the control at p =0.05.
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Figure 7 Body weight changes of pups in the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test of 2-chlorobenzoyl chloride in rats (SR06171)

**: Significantly different from the control at p=0.01.



Table 1  General appearance of male rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR06171)

_[g_

Group Findings Administration period® Recovery period®
0 mg/kg Number of animals cxamined 12 5
No abnormal findings 12 5
40 mg/kg Number of animals examined 12 -
No abnormal findings 12 -
200 mg/kg Number of animals examined 12 -
No abnormal findings 9 -
Alopecia 1 -
Salivation 1 -
Soft feces 1 -
1000 mg/kg Number of animals examined 12 5
No abnormal findings 0 4
Alopecia 0 1
Salivation 10 0
Soil of perianal fur 9 0
Soil of perigenital fur 0
Mucous feces 3 0
Soft feces 12 0

Values are the number of animals with findings.
a: Including autopsy day.
-: Blank.
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Table 2  General appearance of female rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test (SR06171)

Group Findings Before gestation period Gestation period® Lactation period®
0 mg/kg Number of animals examined 12 12 11
No abnormal findings 12 12 10
Soil of perigenital fur 0 0 1
40 mg/kg Number of animals examined 12 12 12
No abnormal findings 12 11 11
Alopecia 0 1 1
200 mg/kg Number of animals examined 12 12 11
No abnormal findings 12 11 10
Soil of perigenital fur 0 0 1
Found dead 0 1 0
1000 mg/kg Number of animals cxamined 12 12 7
No abnormal findings 1 6 4
Alopecia 0 1 0
Salivation 6 5 3
Soil of perianal fur 4 0 0
Soil of perigenital fur 7 0 0
Soft feces 8 0 0
Found dcad 0 1 0

Valucs arc the number of animals with findings.
a: Including autopsy day. Mated female that delivered no live pups until gestation day 25 were autopsied on the following day.

(To be continucd)
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Table 2 General appearance of female rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study with the

reproduction/developmental toxicity screening test (SR06171) (Continued)

Group

Findings

Administration period

Recovery period®

0 mg/kg

1000 mg/kg

Number of animals examined
No abnormal findings
Alopccia

Number of animals examined
No abnormal findings
Salivation

Soil of perioral fur

Soil of perianal fur

Soil of perigenital fur
Mucous feces

Soft feces

Hypothermia

Decrease in locomotor activity
Prone position

Found dcad

[ S L L VS T N S N - T Y ) S L

— B

[l e B e 2 = RN e I e R e e e

Valucs arc the number of animals with findings.
a: Including autopsy day.



Table 3-1 Detailed clinical observation of male rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study with
the reproduction/developmental toxicity screening test (SR06171)

(Observations in the cage)

_vg_

Number Stereotype Bizarre behavior
of Category Posture Ptosis Respiratory pattern  Tremor / Convulsion Rolling Circling  Selfmutilation

Period Group animals No. 1 1 1 1 0 0 1
Pre 0 mg/kg 12 12 12 12 12 12 12 12

40 mg/kg 12 12 12 12 12 12 12 12

200 mg/kg 12 12 12 12 12 12 12 12

1000 mg/kg 12 12 12 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 12 12 12

40 mg/kg 12 12 12 12 12 12 12 12

200 mg/kg 12 12 12 12 12 12 12 12

1000 mg/kg 12 12 12 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 12 12 12

40 mg/kg 12 12 12 12 12 12 12 12

200 mg/kg 12 12 12 12 12 12 12 12

1000 mg/kg 12 12 12 12 12 12 12 12
Day 21 0 mg/kg 12 12 12 12 12 12 12 12

40 mg/kg 12 12 12 12 12 12 12 12

200 mg/kg 12 12 12 12 12 12 12 12

1000 mg/kg 12 12 12 12 12 12 12 12
Day 28 0 mg/kg 12 12 12 12 12 12 12 12

40 mg/kg 12 12 12 12 12 12 12 12

200 mg/kg 12 12 12 12 12 12 12 12

1000 mg/kg 12 12 12 12 12 12 12 12
Valucs arc cxpresscd as the number of animals. (To be continucd)

Prc: Pre-administration.
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Table 3-1 Detailed clinical observation of male rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study with
the reproduction/developmental toxicity screening test (SR06171) (Continued)

(Observations in the cage)

Number Stereotype Bizarre behavior
of Category Posture Ptosis Respiratory pattern  Tremor / Convulsion Rolling Circling  Selfmutilation
Period Group animals No. 1 1 1 1 0 0 1
Day 35 0 mg/kg 12 12 12 12 12 12 12 12
40 mg/kg 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12
Day 42 0 mg/kg 12 12 12 12 12 12 12 12
40 mg/kg 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12
Recovery 0 mg/kg S 5 5 5 5 5 5 5
day 7 1000 mg/kg S 5 5 5 5 5 5 5
Recovery 0 mg/kg 5 5 5 5 5 5 5 5
day 14 1000 mg/kg 5 5 5 5 5 5 5 5

Values are expressed as the number of animals.



Table 3-2 Detailed clinical observation of male rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test (SR06171)

(Observation on the hand)

_9g_

Number Muscle  Pilo- Pupil Mucous Lacrima- Body
of Category Handling Treating tone erection Fur Skin Eyes size membranes tion Salivation temperature
Period Group animals No. 1 1 2 1 1 3 1 1 1 1 | | 2 3 1
Pre 0 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12 0 0 12
40 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12 0 0 12
200 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12 0 0 12
1000 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12 0 0 12
Day 7 0 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12 0 0 12
40 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12 0 0 12
200 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12 0 0 12
1000 mg/kg 12 12 12 12 12 10 2 12 12 12 12 12 10 1 1 12
Day 14 0 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12 0 0 12
40 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12 0 0 12
200 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12 0 0 12
1000 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 11 1 0 12
Day 21 0 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12 0 0 12
40 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12 0 0 12
200 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12 0 0 12
1000 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 11 1 0 12
Day 28 0 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12 0 0 12
40 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12 0 0 12
200 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12 0 0 12
1000 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12 0 0 12
Valucs arc cxpresscd as the number of animals. (To be continucd)

Prc: Pre-administration.
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Table 3-2 Detailed clinical observation of male rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test (SR06171) (Continued)

(Observation on the hand)

Number Muscle  Pilo- Pupil Mucous Lacrima- Body
of Category Handling  Treating tone erection Fur Skin Eyes size membranes tion Salivation  temperature
Period Group animals No. 1 1 2 1 1 1 1 1 1 1 1 2 1
Day 35 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 0 12
40 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 0 12
200 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 0 12
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 11 1 12
Day 42 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 0 12
40 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 0 12
200 mg/kg 12 12 12 12 12 12 12 12 12 12 12 11 1 12
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 10 2 12
Recovery 0 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 0 5
day 7 1000 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 0 5
Recovery 0 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 0 5
day 14 1000 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 0 5

Values are expressed as the number of animals.



Table 3-3 Detailed clinical observation of male rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test (SR06171)
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(Observation in the open-field) Bizarre behavior
Number Stereotype Walking Vocaliza- Respiratory
of Category Convulsion Gait Arousal Urination Defecation  Grooming Sniffing backward  tion pattern
Period Group animals No. 1 1 1 0 1 0 1 0 1 1 1 1
Pre 0 mg/kg 12 12 12 12 9 3 9 3 12 12 12 12 12
40 mg/kg 12 12 12 12 10 2 11 1 12 12 12 12 12
200 mg/kg 12 12 12 12 12 0 11 1 12 12 12 12 12
1000 mg/kg 12 12 12 12 9 3 7 5 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 9 3 11 1 12 12 12 12 12
40 mg/kg 12 12 12 12 11 1 10 2 12 12 12 12 12
200 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
1000 mg/kg 12 12 12 12 9 3 10 2 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 9 3 11 1 12 12 12 12 12
40 mg/kg 12 12 12 12 11 1 12 0 12 12 12 12 12
200 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
1000 mg/kg 12 12 12 12 9 3 8 4 12 12 12 12 12
Day 21 0 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
40 mg/kg 12 12 12 12 11 1 12 0 12 12 12 12 12
200 mg/kg 12 12 12 12 11 1 10 2 12 12 12 12 12
1000 mg/kg 12 12 12 12 10 2 9 3 12 12 12 12 12
Day 28 0 mg/kg 12 12 12 12 8 4 12 0 12 12 12 12 12
40 mg/kg 12 12 12 12 11 1 12 0 12 12 12 12 12
200 mg/kg 12 12 12 12 11 1 12 0 12 12 12 12 12
1000 mg/kg 12 12 12 12 10 2 11 1 12 12 12 12 12
Valucs arc cxpresscd as the number of animals. (To be continucd)

Prc: Pre-administration.
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Table 3-3 Detailed clinical observation of male rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test (SR06171) (Continued)

(Observation in the open-field) Bizarre behavior
Number Stereotype Walking Vocaliza- Respiratory
of Category Convulsion Gait Arousal Urination Defecation  Grooming Sniffing  backward  tion pattern
Period Group animals No. 1 1 1 0 1 0 1 0 1 1 1 1
Day 35 0 mg/kg 12 12 12 12 0 2 12 0 12 12 12 12 12
40 mg/kg 12 12 12 12 0 2 12 0 12 12 12 12 12
200 mg/kg 12 12 12 12 11 1 12 0 12 12 12 12 12
1000 mg/kg 12 12 12 12 11 1 11 1 12 12 12 12 12
Day 42 0 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
40 mg/kg 12 12 12 12 11 1 12 0 12 12 12 12 12
200 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
1000 mg/kg 12 12 12 12 10 2 10 2 12 12 12 12 12
Recovery 0 mg/kg S 5 5 5 4 1 5 0 5 5 5 5 5
day 7 1000 mgkg 5 5 5 5 50 5 0 5 5 5 5 5
Recovery 0 mg/kg 5 5 5 5 4 1 5 0 5 5 5 5 5
day 14 1000 mg/kg 5 5 5 5 5 0 5 0 5 5 5 5 5

Values are expressed as the number of animals.
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Table 4-1-1

Detailed clinical observation of female rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study

with the reproduction/developmental toxicity screening test (SR06171)

(Observations in the cage)

Number Stereotype Bizarre behavior
of Category Posture Ptosis Respiratory pattern  Tremor / Convulsion RollingCircling  Selfmutilation
Period Group animals No. 1 1 1 1 0 0 1
Pre 0 mg/kg 12 12 12 12 12 12 12 12
40 mg/kg 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 12 12 12
40 mg/kg 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 12 12 12
40 mg/kg 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12
Day 21 0 mg/kg 12 12 12 12 12 12 12 12
40 mg/kg 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12
Day 28 0 mg/kg 12 12 12 12 12 12 12 12
40 mg/kg 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12

Valucs arc cxpresscd as the number of animals.

Prc: Pre-administration.

(To be continucd)
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Table 4-1-1 Detailed clinical observation of female rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study

with the reproduction/developmental toxicity screening test (SR06171) (Continued)

(Observations in the cage)

Number Stereotype Bizarre behavior
of Category Posture Ptosis Respiratory pattern  Tremor / Convulsion RollingCircling  Selfmutilation
Period Group animals No. 1 1 1 1 0 0 1
Day 35 0 mg/kg 12 12 12 12 12 12 12 12
40 mg/kg 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12
Day 42 0 mg/kg 11 11 11 11 11 11 11 11
40 mg/kg 12 12 12 12 12 12 12 12
200 mg/kg 11 11 11 11 11 11 11 11
1000 mg/kg 10 10 10 10 10 10 10 10

Values are expressed as the number of animals.
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Table 4-1-2  Detailed clinical observation of female rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study with the reproduction/

developmental toxicity screening test (SR06171)

(Observation on the hand)

Number Muscle  Pilo- Pupil Mucous Lacrima- Body
of Category Handling Treating tone erection Fur Skin Eyes size membranes tion Salivation  temperature
Period Group animals No. 1 1 2 1 1 1 1 1 1 1 1 1
Pre 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 21 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 28 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12

Valucs arc cxpresscd as the number of animals.
Prc: Pre-administration.

(To be continucd)
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Table 4-1-2 Detailed clinical observation of female rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test (SR06171) (Continued)

(Observation on the hand)

Number Muscle  Pilo- Pupil Mucous Lacrima- Body
of Category Handling  Treating tone erection Fur Skin Eyes size membranes tion Salivation  temperature
Period Group animals No. 1 1 2 1 1 1 1 1 1 1 1 1
Day 35 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
40 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 42 0 mg/kg 11 11 11 11 11 11 11 11 11 11 11 11 11
40 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/kg 11 11 11 11 11 11 11 11 11 11 11 11 11
1000 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 10

Values are expressed as the number of animals.



Table 4-1-3  Detailed clinical observation of female rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test (SR06171)

_v9_

(Observation in the open-field) Bizarre behavior
Number Stereotype Walking Vocaliza- Respiratory
of Category Convulsion Gait Arousal Urination Defecation  Grooming Sniffing backward  tion pattern
Period Group animals No. 1 1 1 0 1 0 1 0 1 1 1 1
Pre 0 mg/kg 12 12 12 12 10 2 12 0 12 12 12 12 12
40 mg/kg 12 12 12 12 10 2 12 0 12 12 12 12 12
200 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
1000 mg/kg 12 12 12 12 8 4 11 1 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
40 mg/kg 12 12 12 12 10 2 12 0 12 12 12 12 12
200 mg/kg 12 12 12 12 9 3 12 0 12 12 12 12 12
1000 mg/kg 12 12 12 12 11 1 12 0 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
40 mg/kg 12 12 12 12 10 2 12 0 12 12 12 12 12
200 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
1000 mg/kg 12 12 12 12 11 1 12 0 12 12 12 12 12
Day 21 0 mg/kg 12 12 12 12 11 1 12 0 12 12 12 12 12
40 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
200 mg/kg 12 12 12 12 11 1 12 0 12 12 12 12 12
1000 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
Day 28 0 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
40 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
200 mg/kg 12 12 12 12 11 1 12 0 12 12 12 12 12
1000 mg/kg 12 12 12 12 11 1 12 0 12 12 12 12 12
Valucs arc cxpresscd as the number of animals. (To be continucd)

Prc: Pre-administration.
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Table 4-1-3 Detailed clinical observation of female rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study with the reproduction/

developmental toxicity screening test (SR06171) (Continued)

(Observation in the open-field)

Bizarre behavior

Number Stereotype Walking Vocaliza- Respiratory
of Category Convulsion Gait Arousal Urination Defecation = Grooming Sniffing  backward  tion pattern
Period Group animals No. 1 1 1 0 1 0 1 0 1 1 1 1
Day 35 0 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
40 mg/kg 12 12 12 12 11 1 12 0 12 12 12 12 12
200 mg/kg 12 12 12 12 11 1 11 1 12 12 12 12 12
1000 mg/kg 12 12 12 12 10 2 12 0 12 12 12 12 12
Day 42 0 mg/kg 11 11 11 11 11 0 11 0 11 11 11 11 11
40 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
200 mg/kg 11 11 11 11 10 1 10 1 11 11 11 11 11
1000 mg/kg 10 10 10 10 9 1 0 0 10 10 10 10 10

Values are expressed as the number of animals.
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Table 4-2-1

Detailed clinical observation of female rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study

with the reproduction/developmental toxicity screening test (SR06171)

(Observations in the cage)

Number Stereotype Bizarre behavior
of Category Posture Ptosis Respiratory pattern  Tremor / Convulsion Rolling Circling  Selfmutilation
Period Group animals No. 1 1 1 1 0 0 1
Pre 0 mg/kg 5 5 5 5 5 5 5 5
1000 mg/kg S 5 5 5 5 5 5 5
Day 7 0 mg/kg 5 S S 5 5 5 5 5
1000 mg/kg 4 4 4 4 4 4 4 4
Day 14 0 mg/kg 5 5 5 5 5 5 5 5
1000 mg/kg 4 4 4 4 4 4 4 4
Day 21 0 mg/kg 5 5 5 5 5 5 5 5
1000 mg/kg 4 4 4 4 4 4 4 4
Day 28 0 mg/kg 5 S S 5 5 5 5 5
1000 mg/kg 4 4 4 4 4 4 4 4
Day 35 0 mg/kg 5 5 5 5 5 5 5 5
1000 mg/kg 4 4 4 4 4 4 4 4
Day 42 0 mg/kg 5 5 5 5 5 5 5 5
1000 mg/kg 4 4 4 4 4 4 4 4
Recovery 0 mg/kg 5 5 5 5 5 5 5 5
day 7 1000 mg/kg 4 4 4 4 4 4 4 4
Recovery 0 mg/kg 5 5 5 5 5 5 5 5
day 14 1000 mg/kg 4 4 4 4 4 4 4 4

Values are expressed as the number of animals.

Pre: Pre-administration.



Table 4-2-2  Detailed clinical observation of female rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test (SR06171)

(Observation on the hand)

_L9_

Number Muscle  Pilo- Pupil Mucous Lacrima- Body
of Category Handling Treating tone erection Fur Skin Eyes size membranes tion Salivation  temperature
Period Group animals No. 1 1 2 1 1 1 1 1 1 1 1 2 1
Pre 0 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 0 5
1000 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 0 5
Day 7 0 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 0 5
1000 mg/kg 4 4 4 4 4 4 4 4 4 4 4 4 0 4
Day 14 0 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 0 5
1000 mg/kg 4 4 4 4 4 4 4 4 4 4 4 4 0 4
Day 21 0 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 0 5
1000 mg/kg 4 4 4 4 4 4 4 4 4 4 4 3 1 4
Day 28 0 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 0 5
1000 mg/kg 4 4 4 4 4 4 4 4 4 4 4 4 0 4
Day 35 0 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 0 5
1000 mg/kg 4 4 4 4 4 4 4 4 4 4 4 4 0 4
Day 42 0 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 0 5
1000 mg/kg 4 4 4 4 4 4 4 4 4 4 4 4 0 4
Recovery 0 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 0 5
day 7 1000 mg/kg 4 4 4 4 4 4 4 4 4 4 4 4 0 4
Recovery 0 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 0 5
day 14 1000 mg/kg 4 4 4 4 4 4 4 4 4 4 4 4 0 4

Values are expressed as the number of animals.
Pre: Pre-administration.
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Table 4-2-3 Detailed clinical observation of female rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test (SR06171)

(Observation in the open-field)

Bizarre behavior

Number Stereotype Walking Vocaliza- Respiratory
of Category Convulsion Gait Arousal Urination Defecation = Grooming Sniffing  backward  tion pattern
Period Group animals No. 1 1 1 0 1 0 1 0 1 1 1 1
Pre 0 mg/kg 5 5 5 5 3 2 5 0 5 5 5 5 5
1000 mg/kg S 5 5 5 3002 5 0 5 5 5 5 5
Day 7 0 mg/kg 5 5 5 S 5 0 5 0 5 5 5 5 5
1000 mg/kg 4 4 4 4 3 1 4 0 4 4 4 4 4
Day 14 0 mg/kg 5 5 5 5 4 1 5 0 5 5 5 5 5
1000 mg/kg 4 4 4 4 3 1 4 0 4 4 4 4 4
Day 21 0 mg/kg 5 5 5 5 4 1 5 0 5 5 5 5 5
1000 mg/kg 4 4 4 4 3 1 4 0 4 4 4 4 4
Day 28 0 mg/kg 5 5 5 S 5 0 5 0 5 5 5 5 5
1000 mg/kg 4 4 4 4 4 0 4 0 4 4 4 4 4
Day35  0mghkg 5 5 5 5 5 0 5 0 5 5 5 5 5
1000 mg/kg 4 4 4 4 4 0 4 0 4 4 4 4 4
Day 42 0 mg/kg 5 5 5 5 4 1 5 0 5 5 5 5 5
1000 mg/kg 4 4 4 4 4 0 4 0 4 4 4 4 4
Recovery 0 mg/kg 5 5 5 5 4 1 5 0 5 5 5 5 5
day 7 1000 mg/kg 4 4 4 4 3 1 4 0 4 4 4 4 4
Recovery 0 mg/kg 5 5 5 5 4 1 5 0 5 5 5 5 5
day 14 1000 mg/kg 4 4 4 4 3 1 4 0 4 4 4 4 4

Values are expressed as the number of animals.

Pre: Pre-administration.
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Table 5 Functional test of male rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test (SR06171)

(Observation on the desk)  Number Reactivity Righting
of Category  Visual Touch  Auditory Pain Proprioceptive  reflex
Period Group animals No. 4 2 1 2 1 1
Week 6 0 mg/kg 5 5 5 5 5 5 5
40 mg/kg 5 5 5 5 5 5 5
200 mg/kg 5 5 5 5 5 5 5
1000 mg/kg 5 5 5 5 5 5 5
Recovery 0 mg/kg 5 5 S 5 5 5 5
week 2 1000 mg/kg 5 5 S 5 5 5 5
Values are expressed as the number of animals. (To be continued)
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Table 5 Functional test of male rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test (SR06171) (Continued)

Number

of Grip strength ( g ) Locomotor activity count
Period Group animals Forelimb  Hindlimb 0-10' 1020 20'-30" 30'-40' 40'-50" 50'-60" 0'-60'
Week 6 0 mg/kg 5 Mean 1572.06 778.60 529.0 289.2 191.4 114.0 167.0 121.2 1411.8
S.D. 191.76 161.10 138.9 109.3 835 120.7 136.4 55.6 481.3
40 mg/kg 5 Mean 1645.74 840.20 541.4 279.2 128.0 92.4 80.6 79.8 1201.4
S.D. 175.96 349.06 132.2 101.5 55.0 73.7 514 47.8 266.5
200 mg/kg 5 Mean 1710.46 642.28 543.4 304.8 193.8 134.8 117.6 172.2 1466.6
S.D. 125.63 107.22 119.0 114.3 824 92.6 66.8 132.1 4393
1000 mg/kg 5 Mean 1451.40 695.08 476.6 298.6 163.8 78.6 124.2 136.0 1277.8
S.D. 104.61 48.93 170.7 131.7 127.2 90.4 79.7 65.1 596.5
Recovery 0 mg/kg 5 Mean 1557.86 797.46 397.2 201.6 206.2 138.0 126.4 62.4 1131.8
week 2 S.D. 78.34 182.01 131.9 61.2 95.5 73.4 64.9 41.0 326.9
1000 mg/kg 5 Mean 1355.74* 856.72 544.4 337.8 246.4 2124 178.4 116.4 1635.8
S.D. 154.76 68.06 229.1 182.5 2219 217.1 220.3 179.6 1146.0

*: Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's procedure).
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Table 6 Functional test of female rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test (SR06171)

(Observation on the desk)  Number Reactivity Righting
of Category  Visual Touch  Auditory Pain Proprioceptive  reflex
Period Group animals No. 4 2 1 2 1 1

<Main group>

Lactation 0 mg/kg 5 5 5 5 5 5 5
day 4 40 mg/kg 5 5 5 5 5 5 5
200 mg/kg 5 5 5 5 5 5 5
1000 mg/kg 5 5 5 5 5 5 5
<Recovery group>
Week 6 0 mg/kg

Recovery 0 mg/kg

5
1000 mg/kg 4
5
week 2 1000 mg/kg 4
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Values are expressed as the number of animals. (To be continued)
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Table 6  Functional test of female rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test (SR06171) (Continued)
Grip strength ( g ) Locomotor activity count
Period Group Forelimb  Hindlimb 0-10' 10-20' 2030 30'-40’ 40'-50' 50'-60' 0'-60'
<Main group>
Lactation 0 mg/kg Mean 1110.60 609.20 451.4 162.6 130.4 79.0 87.4 70.4 981.2
day 4 S.D. 152.10 177.43 112.3 77.9 170.2 122.6 79.5 1335 528.5
40 mg/kg Mean 1178.60 547.92 419.8 180.4 67.2 81.6 92.6 188.6 1030.2
S.D. 90.76 136.12 232.3 213.8 96.0 99.9 102.1 310.7 941.4
200 mg/kg Mean 1174.40 603.74 473.8 178.2 62.0 46.6 45.6 31.6 837.8
S.D. 157.47 75.85 2273 1153 70.8 57.7 29.4 33.1 355.7
1000 mg/kg Mean 1018.44 501.40 428.0 121.4 157.4 71.4 164.6 106.0 1048.8
S.D. 111.19 89.91 60.1 44.0 107.2 131.2 143.2 99.6 435.8
<Recovery group>
Week 6 0 mg/kg Mean 839.72 474.60 541.6 242.6 117.2 97.4 55.2 4.8 1058.8
S.D. 165.05 49.26 149.3 103.4 453 67.0 64.8 10.7 193.9
1000 mg/kg Mecan 1047.03 574.25% 643.8 334.8 230.0%* 158.0 113.0 121.8+ 1601.3%*
S.D. 77.53 77.08 352 48.5 44.7 51.5 73.0 65.4 129.8
Recovery 0 mg/kg Mean 1057.06 566.46 539.8 268.4 199.4 171.2 152.2 71.2 1402.2
week 2 S.D. 94.06 44.43 237.8 246.1 126.0 158.4 89.5 67.7 802.8
1000 mg/kg Mean 1085.83 620.98 732.3 386.5 269.8 263.8 249.8 180.8* 2082.8
S.D. 69.76 43.76 148.4 20.8 108.6 77.5 75.0 68.9 432.6

*; Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's procedure).
**; Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's procedure).
+: Significantly different from the 0 mg/kg group at p=0.01 (Mann-Whitney's U-test).
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Table 7 Body weight changes of male rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR06171)

Number Body weight gain Body weight (g) Body weight gain
of Body weight (g) on administration day Days 1-42 on recovery day Day 42-R14
Group animals 1 3 5 7 10 14 21 28 35 42 (& (%)* 7 14 (g) (%)°
(5) (5) (5) (5)
0 mg/kg 12 Mcan 3854 393.2 402.8 415.1 427.4 445.3 469.5 496.1 521.8 538.8 153.4  39.878 551.0 563.4 294 5.498
S.D. 17.6 18.7 185 19.8 21.3 21.7 24.4 259 27.9 29.7 23.4 6.241 14.6 18.6 6.3 1.129
40 mg/kg 12 Mean 384.6 393.9 403.2 414.6 425.4 440.8 464.7 488.6 514.8 530.2 145.6  37.846 # # # #
S.D. 14.4 16.8 16.2 19.5 19.6 20.6 23.6 26.8 30.5 31.1 23.8 5.842
200 mgkg 12 Mcan 383.7 3923 401.9 412.3 423.0 4379 462.8 485.2 507.4 522.0 138.3 35.963 # # # #
S.D. 16.2 16.5 18.3 17.0 19.1 19.5 25.5 29.1 36.8 393 28.5 6.800
(%) (%) &) (%)
1000 mg/kg 12 Mean 384.8 383.3 387.8 3941 *  400.1 ** 414.0 ** 4362 *¥* 4553 ** 476.5 ** 490.3 ** 105.6 ** 27.357 ** 506.6 ** 527.0 * 452 * 9378 **
S.D. 16.1 18.0 19.6 20.3 21.8 22.7 20.2 25.6 359 383 28.5 7.099 10.7 9.3 8.2 1.691

a: Body weight gain (%) = (body weight gain / body weight on administration day 1) x 100.
b: Body weight gain (%) = (body weight gain / body weight on administration day 42) x 100.

Values in parentheses are the number of animals examined.

#: Blank.

*: Significantly diffcrent from the 0 mg/kg group at p =0.05 (Dunnctt's procedure).
*#%: Significantly different from the 0 mg/kg group at p =0.01 (Dunnett's procedure).
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Table 8 Body weight changes before gestation period of female rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose

toxicity study with the reproduction/developmental toxicity screening test (SR06171)

Number Body wcight gain

of Body weight (g) on administration day Days 1-14
Group animals 1 3 5 7 10 14 21 (2 (%)
0 mg/kg 12 Mean 230.8 231.7 239.7 239.5 247.8 254.3 # 234 10.168
S.D. 12.1 14.0 11.5 16.2 12.5 134 5.8 2.607
40 mg/kg 12 Mecan 225.0 234.5 233.8 242.0 245.5 251.7 # 26.7 11.942
S.D. 11.6 8.9 13.0 12.8 12.6 12.2 9.0 4.114
200 mg/kg 12 Mean 2247 229.8 232.6 237.8 239.7 245.5 # 20.8 9.326
S.D. 11.7 12.7 12.8 124 13.6 13.6 8.7 4.104

“)

1000 mg/kg 12 Mecan 225.6 228.4 229.9 234.0 238.8 246.2 272.5 20.6 9.099
S.D. 9.9 11.7 10.7 12.8 12.6 13.7 13.7 6.3 2.567

Body weight gain (%) = (body weight gain / body weight on administration day 1) x 100.

Values in parentheses are the number of animals examined.

#: Blank.
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Table 9 Body weight changes during gestation period of female rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study with the

reproduction/developmental toxicity screening test (SR06171)

Number Body weight gain

of Body weight (g) on gestation day Days 0-20
Group animals 0 1 3 5 7 10 14 17 20 (g) (%)
0 mg/kg 11 Mean 258.0 264.5 277.5 285.1 292.0 307.4 3273 3573 403.5 145.5 56.650
S.D. 18.2 14.9 16.4 18.1 19.2 21.2 22.8 23.0 22.6 14.0 6.969
40 mg/kg 12 Mcan 260.3 263.9 277.1 284.3 292.1 307.5 3283 362.3 406.5 146.3 56.438
S.D. 17.1 16.1 17.6 15.6 16.7 17.4 15.3 18.4 215 145 6.908
200 mg/kg 12 Mean 252.3 260.1 273.3 282.7 290.5 307.5 329.8 361.7 411.8 159.5 63.172
S.D. 12.1 14.1 14.1 13.8 16.4 15.5 17.5 21.0 279 18.8 6.034
1000 mg/kg 8 Mcan 259.4 265.6 276.8 284.1 292.1 304.9 3243 352.5 387.0 127.6 49.270
S.D. 232 23.8 24.1 25.8 25.7 29.1 30.5 35.2 39.6 247 9.119

Body weight gain (%) = (body weight gain / body weight on gestation day 0) x 100.



Table 10 Body weight changes during lactation period of female rats dosed orally with 2-chlorobenzoyl chloride in the
combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR06171)
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Number Body wcight gain

of Body weight (g) on lactation day Days 0-4
Group animals 0 1 4 6 (2 (%)
(10) (10) (10) (10)
0 mg/kg 11 Mean 299.3 300.7 325.7 290.9 238 8.091
S.D. 25.5 30.0 23.6 19.1 14.4 5.369
40 mg/kg 12 Mean 306.4 304.5 327.1 292.8 20.7 6.848
S.D. 19.6 21.2 20.3 18.2 13.4 4.527
(10) (10) (10) (10)
200 mg/kg 11 Mean 308.4 306.8 327.8 293.6 145 4.831
S.D. 24.7 27.8 19.5 12.5 20.3 6.572
Q) (6) Q) 6 (6)
1000 mg’kg 7 Mean 303.3 299.7 314.8 285.3 13.7 4.657
S.D. 322 50.6 34.7 34.5 11.3 3.697

Body weight gain (%) = (body weight gain / body weight on lactation day 0) x 100.
Values in parentheses are the number of animals examined.



Table 11 Body weight changes of female rats in 14-day recovery test following 42-day repeated oral dose with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test (SR06171)
Number Body weight gain Body weight (g) Body weight gain
of Body weight (g) on administration day Days 1-42 on recovery day Day 42-R14
Group animals 1 3 5 7 10 14 21 28 35 42 (g) (%)* 7 14 (g) ( %)b
0 mg/kg 5 Mean 227.8 228.2 235.0 238.2 237.0 242.4 256.2 264.6 268.0 269.2 41.4 18.156 276.8 280.6 11.4 4.300
S.D. 16.4 17.5 18.1 18.1 18.2 20.6 20.2 21.5 214 21.7 9.6 3.849 19.7 20.5 4.3 1.737
4 1G] @ 4 4) ) 4) )] ) @ 4) 4) “ )
1000 mg/’kg 5 Mean 228.8 216.2 237.8 2413 252.8 255.0 258.0 265.0 276.8 277.8 44.5 18.818 288.3 289.5 11.8 4,403
S.D. 14.6 28.7 13.9 14.2 15.2 17.8 20.7 20.5 25.4 30.7 18.5 6.777 25.0 26.2 54 2.356
a: Body weight gain (%) = (body weight gain / body weight on administration day 1) x 100.

b: Body weight gain (%) = (body weight gain / body weight on administration day 42) x 100

Values in parentheses are the number of animals examined.
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Table 12 Food consumption of male rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study with the reproduction/developmental toxicity
screening test (SR06171)

_8L_

Number Food consumption (g/day)
of Food consumption (g/day) on administration day on recovery day
Group animals 1 3 5 7 10 14 28 35 42 7 14
®) ®
0 mg/kg 12 Mean 25.75 23.29 24.33 23.21 23.18 22.55 22.09 22.22 21.93 24.82 26.92
S.D. 2.01 1.64 1.97 1.42 1.33 0.96 1.46 1.26 1.70 0.71 0.45
40 mg/kg 12 Mean 26.00 23.63 24.13 22.63 22.86 21.89 21.86 22.28 21.83 # #
S.D. 2.09 2.97 2.28 2.81 2.87 2.41 2.10 1.91 1.98
200 mg/kg 12 Mean 26.83 24.00 24.75 23.25 23.06 22.63 22.12 21.98 22.03 # #
S.D. 2.04 1.99 1.76 1.85 1.79 1.61 1.92 2.69 2.18
®) ) ®
1000 mg/kg 12 Mean 26.17 19.96 **  22.58 21.79 22.15 22.58 23.36 23.26 22.31 26.16 27.12
S.D. 2.44 2.55 2.77 2.43 2.66 2.40 247 3.11 291 1.91 1.26

Valucs in parcnthescs arc the number of animals examinced.
#: Blank.
**: Significantly different from the 0 mg/kg group at p =0.01 (Dunnett's procedure).



Table 13 Food consumption before gestation period of female rats dosed orally with 2-chlorobenzoyl chloride in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR06171)

Number
of Food consumption (g/day) on administration day
Group animals 1 3 5 7 10 14
0 mg/kg 12 Mean 17.25 14.63 17.33 14.04 16.64 16.29
S.D. 2.30 1.81 1.42 1.62 1.26 1.43
40 mg/kg 12 Mcan 14.75 16.50 16.33 15.75 16.09 16.48
S.D. 3.72 2.11 3.03 2.57 2.19 2.06
200 mg/kg 12 Mean 15.83 15.17 16.54 14.83 15.43 15.48
S.D. 3.35 2.61 1.98 2.19 1.72 1.83
1000 mg/kg 12 Mean 16.58 14.42 15.92 14.58 16.28 16.73
S.D. 2.75 2.43 1.49 1.82 1.39 1.80
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Table 14 Food consumption during gestation period of female rats dosed orally with 2-chlorobenzoy! chloride in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test (SR06171)

_08_

Number
of Food consumption (g/day) on gestation day
Group animals 1 3 5 7 10 14 17 20
0 mg/kg 11 Mean 14.73 20.09 19.91 20.36 20.91 21.28 21.21 19.96
S.D. 2.53 3.01 2.52 2.05 2.49 2.42 2.03 1.92
40 mg/kg 12 Mcan 14.75 20.21 19.79 20.17 21.40 20.91 21.93 19.86
S.D. 2.99 2.44 1.86 2.26 2.45 2.02 2.54 1.75
200 mg/kg 12 Mean 14.92 19.58 19.58 19.96 21.20 21.42 21.83 20.53
S.D. 2.57 1.41 1.59 2.38 1.84 2.05 1.90 3.08
1000 mg/kg 8 Mcan 14.88 19.56 20.00 20.00 20.08 21.50 20.96 17.65
S.D. 1.64 2.21 3.02 2.65 3.44 3.30 2.94 431




_[8_

Table 15 Food consumption during lactation period of female rats dosed orally with 2-chlorobenzoyl chloride in the
combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR06171)

Number
of Food consumption (g/day) on lactation day
Group animals 1 4
(10)
0 mg/kg 11 Mean 13.45 32.76
S.D. 6.89 2.37
40 mg/kg 12 Mean 15.08 32.36
S.D. 7.70 4.72
(10)
200 mg/kg 11 Mean 13.00 29.92
S.D. 6.94 5.04
1000 mg’kg 6 Mean 15.50 2722 *
S.D. 6.28 3.62

Values in parentheses are the number of animals examined.
*: Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's procedure).



Table 16 Food consumption of female rats in 14-day recovery test following 42-day repeated oral dose with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test (SR06171)
Number Food consumption (g/day)
of Food consumption (g/day) on administration day on recovery day
Group animals 1 3 5 7 10 14 21 28 35 42 7 14
0 mg/kg 3 Mean 17.20 13.50 17.20 13.50 16.06 14.76 15.58 14.56 13.92 13.56 16.38 16.94
S.D. 1.92 2.92 2.08 2.32 1.79 2.15 1.57 1.54 1.09 0.75 0.63 1.32
4 G O] @ (C)) @ 4) “4) 4 (4)
1000 mg/kg 5 Mean 16.60 9.00 15.63 16.00 19.15 * 15.95 14.95 15.53 15.75 15.13 18.23 * 17.65
S.D. 3.21 6.05 0.85 1.47 1.56 1.82 2.30 2.22 1.92 1.81 1.59 2.40

Values in parentheses are the number of animals examined.
*: Significantly diffcrent from the 0 mg/kg group at p =0.05 (Dunnctt's proccdure).
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Table 17 Urinary findings of male rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study with the reproduction/developmental toxicity
screening test (SR06171)

Number Ketone Urobili- Bili- Occult

of pH Protein Glucose body nogen rubin blood Color
Group animals 65 70 75 8.0 85 - + + - - 0.1 EU/dL - - A
0 mg/kg 5 0 0 1 0 4 0 3 2 5 5 5 5 5 5
40 mg/kg 5 0 0 0 0 5 1 3 1 5 5 5 5 5 5
200 mg/kg 5 0 0 2 2 1 0 5 0 5 5 5 5 5 5
1000 mg/kg 5 3 1 1 o of 2 2 1 5 5 5 5 5 5

Urine

Number Specific gravity volume

of 1.011- 1.021- 1.031- 1.041- 1.051 = (mL/21hr.,
Group animals 1.020 1.030 1.040 1.050 mean=S.D.)
0 mg/kg 5 1 1 2 1 0 13.20+5.30
40 mg/kg 5 0 1 2 2 0 9.60+2.92
200 mg/kg 5 0 1 1 1 2 11.90+2.53
1000 mg/kg 5 0 2 0 3 0 21.00+5.24*

Values are the number of animals with findings.

-, Negative; +, slight; +, moderate.

Color: A = Pale yellow or yellow.

*: Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's procedure).

5. Significantly different from the 0 mg/kg group at p=0.05 (Mann-Whitney's U-test).
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Table 18 Urinary findings of female rats dosed orally with 2-chlorobenzoy! chloride in the combined repeated dose toxicity study with the reproduction/developmental toxicity
screening test (SR06171)

Number Ketone Urobili- Bili- Occult

of pH Protein Glucose body nogen rubin blood Color
Group animals 60 65 70 75 80 85 - + + - - 0.1 EU/dL - - A
0 mg/kg 5 0 0 0 1 1 3 2 2 1 5 5 5 5 5 5
1000 mg/kg 4 (1 3 o o o o] 4 0 0 4 4 4 4 4 4

Urine

Number Specific gravity volume

of 1.011- 1.021- 1.031- 1.041- (mL/21hr.,
Group animals 1.020 1.030 1.040 1.050 mean+S.D.)
0 mg/kg 5 S T 14.8010.67
1000 mgrkg 4 0 2 2 0 16.00+2.00 (3)

Values are the number of animals with findings.

-, Negative; +, slight; +, moderate.

Color: A =Pale yellow or yellow.

Values in parentheses are the number of animals examined.

5. Significantly different from the 0 mg/kg group at p=0.05 (Mann-Whitney's U-test).



Table 19 Urinary findings of male rats in 14-day recovery test following 42-day repeated oral dose with 2-chlorobenzoyl chloride in the combined

repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR06171)
Number Ketone Urobili- Bili- Occult
of pH Protein Glucose body nogen rubin blood Color
Group animals 80 85 + + 2+ - - 0.1 EU/dL - - A
0 mg/kg 5 1 4 2 2 1 5 5 5 5 5 5
1000 mg/kg 5 0 5 0 5 0 5 5 5 5 5 5
Urine
Number Specific gravity volume
of 1.011- 1.021- 1.031- 1.041- 1.051= (mL/21hr.,
Group animals 1.020 1.030 1.040 1.050 mean+S.D.)
0 mg/kg 5 1 0 3 0 1 26.60+17.62
1 S
00 1000 mg/kg 5 0 0 0 3 2 11.80+2.08

Values are the number of animals with findings.
-, Negative; +, slight; +, moderate; 2+, severe.

Color: A = Pale yellow or yellow.
5. Significantly different from the 0 mg/kg group at p=0.05 (Mann-Whitney's U-test).
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Table 20 Urinary findings of female rats in 14-day recovery test following 42-day repeated oral dose with 2-chlorobenzoyl chloride in the combined repeated
dose toxicity study with the reproduction/developmental toxicity screening test (SR06171)

Number Ketone Urobili- Bili- Occult

of pH Protein Glucose body nogen rubin blood Color
Group animals 75 80 85 - + + - - 0.1 EU/dL - - A
0 mg/kg 5 0 3 2 1 1 3 5 5 5 5 5 5
1000 mg/kg 4 1 2 1 1 0 3 4 4 4 4 4 4

Urine

Number Specific gravity volume

of 1.021- 1.031- 1.041- 1.051= (mL/21hr.,
Group animals 1.030 1.040 1.050 mean=S.D.)
0 mg/kg 5 0 2 3 0 10.50+2.32
1000 mg/kg 4 1 0 1 2 10.75+8.23

Values are the number of animals with findings.
-, Negative; +, slight; +, moderate.
Color: A =Pale yellow or yellow.



Table 21 Hematological findings of male rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study with
the reproduction/developmental toxicity screening test (SR06171)

_LS_

Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet
Group animals 10%uL % g/dL fL pg g/dL 10%/uL 10%uL
0 mg/kg 5 Mean 885.0 44.90 16.34 50.76 18.46 36.40 120.2 109.42
S.D. 14.7 0.82 0.30 1.46 0.55 0.19 20.8 6.43
40 mg/kg 5 Mean 900.0 47.16 16.88 52.42 18.76 35.82 99.6 114.70
S.D. 152 1.50 0.42 1.66 0.38 0.61 11.5 18.50
200 mg/kg 5 Mean 881.6 45.72 16.52 51.84 18.74 36.14 111.8 100.64
S.D. 25.0 1.33 0.54 0.76 0.38 0.92 45.6 7.05
1000 mg/kg 5 Mean 855.8 45.82 16.66 5352 % 19.46 **  36.36 125.4 103.78
S.D. 18.7 .77 0.58 1.16 0.43 0.42 18.4 11.08
Number Reticu- Differential count of WBC (%)
of locyte PT APTT Neutrophil
Group animals %0 sec sec Stab form Segmented Eosinophil = Basophil Monocyte Lymphocyte  Others
0 mg/kg 5 Mean 22.6 18.08 26.00 1.68 13.84 1.12 0.00 2.32 81.04 0.00
S.D. 3.8 1.70 1.67 0.52 3.13 0.82 0.00 1.11 3.04 0.00
40 mg/'kg 5 Mean 21.6 19.18 27.94 2.00 11.52 1.12 0.00 0.96 84.40 0.00
S.D. 52 2.01 1.65 0.80 5.04 0.59 0.00 1.04 6.44 0.00
200 mg/kg 5 Mean 23.6 20.02 26.66 1.76 12.40 0.96 0.08 1.04 83.76 0.00
S.D. 3.1 2.25 2.81 0.96 7.26 0.61 0.18 0.61 8.40 0.00
1000 mg/kg 5 Mean 242 19.42 25.74 1.68 11.84 1.44 0.00 1.68 83.36 0.00
S.D. 7.3 221 2.86 0.66 3.93 1.08 0.00 0.77 5.95 0.00

*: Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's procedure).
*%. Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's procedure).
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Table 22 Hematological findings of female rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study with
the reproduction/developmental toxicity screening test (SR06171)

Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet
Group animals 10%uL % g/dL fLL g g/dL 10% no 10%uL
0 mg/kg 5 Mean 746.0 41.18 15.12 55.28 20.30 36.72 108.4 142.28
S.D. 354 1.85 0.48 3.62 1.06 0.89 104 17.31
40 mg/kg 5 Mcan 734.8 42.04 14.84 57.32 20.22 35.30 135.2 135.78
S.D. 35.1 0.63 0.33 2.32 0.64 0.56 327 10.11
200 mg/kg 5 Mean 762.6 41.94 15.04 55.06 19.74 35.88 106.0 124.60
S.D. 34.1 1.80 0.55 2.99 0.69 0.86 18.5 7.01
1000 mg/kg 5 Mcan 717.0 42.50 15.30 59.38 21.36 36.00 97.2 114.84 *
S.D. 39.6 1.71 0.44 341 0.80 1.08 26.9 15.71
Number Reticu- Differential count of WBC (%)
of locyte PT APTT Neutrophil
Group animals %0 sec sec Stab form Segmented Eosinophil Basophil Monocyte Lymphocyte  Others
0 mg/kg 5 Mean 81.8 17.16 20.74 1.28 20.80 1.44 0.08 3.44 72.96 0.00
S.D. 385 0.18 1.56 0.52 6.91 0.67 0.18 0.73 6.97 0.00
40 mg/'kg 5 Mean 83.8 17.94 19.30 3.04 29.60 0.96 0.00 2.64 63.76 0.00
S.D. 15.1 0.69 0.64 222 14.32 0.83 0.00 1.54 16.01 0.00
200 mg/kg 5 Mean 68.6 17.34 19.36 2.32 27.68 1.20 0.00 2.96 65.84 0.00
S.D. 10.7 1.00 1.53 091 6.68 1.20 0.00 1.22 6.45 0.00
1000 mg/kg 5 Mean 76.0 16.48 17.46 ** 1.28 12.64 0.64 0.00 2.80 82.64 0.00
S.D. 17.6 0.80 1.02 0.59 5.55 0.36 0.00 1.41 4.94 0.00

*: Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's procedure).

**: Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's procedure).
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Table 23 Hematological findings of male rats in 14-day recovery test following 42-day repeated oral dose with 2-chlorobenzoyl chloride
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR06171)

Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet
Group animals 10%uL % g/dL fLL g g/dL 10% no 10%uL
0 mg/kg S Mean 913.0 46.74 16.80 51.24 18.42 35.96 131.2 118.98
S.D. 554 1.95 0.73 1.88 0.65 0.37 24.8 9.14
1000 mg/kg 5 Mcan 877.4 45.46 16.42 51.82 18.72 36.12 117.8 100.18 *
S.D. 22.6 1.00 0.34 0.64 0.29 0.25 16.7 14.68
Number Reticu- Differential count of WBC (%)
of locyte PT APTT Neutrophil
Group animals %0 sec sec Stab form Segmented FEosinophil Basophil Monocyte Lymphocyte  Others
0 mg/kg 5 Mcan 27.6 18.74 26.88 0.72 7.12 0.88 0.00 1.12 90.16 0.00
S.D. 5.0 1.43 2.36 0.33 3.14 0.52 0.00 0.66 4.05 0.00
1000 mg/kg 5 Mean 28.2 19.78 27.72 1.12 9.60 0.56 0.08 1.52 87.12 0.00
S.D. 3.6 0.98 1.00 0.95 2.79 0.46 0.18 0.33 3.77 0.00

*: Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's procedure).
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Table 24 Hematological findings of female rats in 14-day recovery test following 42-day repeated oral dose with 2-chlorobenzoyl chloride
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR06171)

Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet
Group animals 10%uL % g/dL fLL g g/dL 10% no 10%uL
0 mg/kg S Mean 836.4 43.82 16.14 52.42 19.30 36.84 614 125.28
S.D. 29.2 1.13 0.34 2.15 0.37 1.16 14.0 13.20
1000 mg/kg 4 Mcan 851.0 44.35 16.35 52.13 19.20 36.85 57.5 109.88
S.D. 16.1 033 0.06 0.78 0.34 0.30 9.9 11.42
Number Reticu- Differential count of WBC (%)
of locyte PT APTT Neutrophil
Group animals %0 sec sec Stab form Segmented FEosinophil Basophil Monocyte Lymphocyte  Others
0 mg/kg 5 Mcan 222 16.96 19.06 1.92 15.60 1.36 0.00 1.12 80.00 0.00
S.D. 5.7 0.59 1.90 1.04 10.53 0.67 0.00 0.59 11.07 0.00
1000 mg/kg 4 Mean 17.5 15.68 * 19.33 1.30 11.20 1.10 0.00 1.20 85.20 0.00
S.D. 2.5 0.88 0.92 0.82 7.55 0.68 0.00 0.73 6.56 0.00

*: Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's procedure).
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Table 25 Biochemical findings of male rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study with the reproduction/developmental toxicity
screening test (SR06171)

Number Protein fraction (%)
of TP Albumin A/IG Globulin AST ALT ALP v-GTP T-Bil
Group animals g/dL g/dL ratio  Albumin a o B v IU/L IU/L IU/L IU/L mg/dL
0 mg/kg 5 Mean 5.72 2.868 1.010 50.22 23.28 6.32 15.94 4.24 65.4 28.8 426.2 0.46 0.058
S.D. 0.13 0.101 0.048 1.23 1.84 0.57 0.52 0.54 9.5 1.1 78.3 0.26 0.011
40 mg/kg 5 Mcan 5.78 2912 1.016 50.34 21.66 6.82 16.66 +  4.52 62.8 30.0 360.2 0.44 0.064
S.D. 0.13 0.090 0.083 2.05 2.48 0.48 0.26 0.51 6.5 2.1 30.1 0.23 0.009
200 mg/kg 5 Mean 5.62 2.884 1.060 51.36 19.98 * 6.88 16.72 5.06 70.8 34.0 344.8 0.54 0.052
S.D. 0.16 0.109 0.091 2.15 1.59 0.48 1.36 0.24 11.5 6.8 77.2 0.28 0.013
1000 mg/kg 5 Mcan 5.50 3.054 * 1254 ** 5552 **F 19.02 ** 640 13.92 + 5.14 97.0 ** 346+ 536.6 0.48 0.044
S.D. 0.22 0.071 0.090 1.77 1.63 0.34 1.02 1.26 234 4.7 202.9 0.19 0.005
Number
of Glucose T-Cho TG UN Crea Na K Cl Ca IP
Group animals mg/dL  mg/dL mg/dL mg/dL mg/dL.  mEg/L mEg/L  mEg/L mg/dL mg/dL
0 mg/kg 5 Mean 182.6 64.4 53.8 13.26 0.578 143.4 4910 105.2 9.44 7.22
S.D. 36.2 10.7 38.5 0.36 0.043 0.9 0.112 1.1 0.45 0.26
40 mg/kg 5 Mean 171.6 66.2 542 12.52 0.588 144.2 4.808 105.8 9.56 7.26
S.D. 14.4 7.4 313 0.61 0.040 1.1 0.242 0.8 0.23 0.82
200 mg/kg 5 Mean 1542 60.2 51.2 12.34 0.552 144.0 4.606 105.4 9.40 6.92
S.D. 15.5 8.0 329 0.85 0.043 1.0 0.317 1.1 0.07 0.74
1000 mg/kg 5 Mean 159.6 48.6 * 65.2 13.08 0.600 143.8 4450 * 102.0 ** 9.20 5.78 **
S.D. 8.8 7.3 31.0 1.88 0.029 1.3 0.148 1.2 0.27 0.50

*: Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's procedure).
**: Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's procedure).
+: Significantly different from the 0 mg/kg group at p =0.05 (Mann-Whitney's U-test).
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Table 26 Biochemical findings of female rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study with the reproduction/developmental toxicity
screening test (SR06171)

Number Protcin fraction (%)
of TP  Albumin  A/G Globulin AST ALT ALP y-GTP T-Bil
Group animals g/dL g/dL ratio  Albumin a o B v IU/L IU/L IU/L IU/L mg/dL
0 mg/kg 5 Mean 6.60 3.376 1.052 51.14 19.54 7.20 17.86 4.26 60.2 22.6 176.0 0.66 0.062
S.D. 0.17 0.224 0.120 2.78 1.13 1.00 0.53 0.88 9.6 33 50.6 0.18 0.008
40 mg/kg 5 Mcan 6.40 3.250 1.034 50.82 19.54 8.20 16.90 4.54 63.0 26.0 222.0 0.96 0.064
S.D. 0.44 0.223 0.027 0.58 1.15 0.55 0.95 1.13 3.7 2.6 25.1 0.29 0.017
200 mg/kg 5 Mean 6.44 3.338 1.084 51.84 18.42 7.80 17.12 4.82 71.8 31.6 205.4 0.80 0.070
S.D. 0.18 0.169 0.109 2.48 2.18 1.05 0.59 0.36 19.8 18.1 325 0.21 0.010
1000 mg/kg 5 Mecan 6.24 3.422 1.216 * 5484 * 18.10 6.62 1598 ** 4,46 71.6 254 214.0 0.70 0.048
S.D. 0.15 0.140 0.099 1.99 1.13 0.70 0.72 0.77 12.3 3.0 54.5 0.29 0.008
Number
of Glucose T-Cho TG UN Crea Na K Cl Ca 1P
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL. mEgq/L  mEg/L  mEg/L mg/dL mg/dL
0 mg/kg 5 Mean 153.8 68.8 28.6 24.88 0.662 142.0 4912 102.6 10.72 9.10
S.D. 14.0 14.2 12.5 1.72 0.054 1.9 0.637 22 0.50 0.69
40 mg/'kg 5 Mean 157.8 75.6 37.6 23.88 0.674 141.2 4.752 102.2 10.60 9.22
S.D. 9.8 20.8 153 2.00 0.051 1.6 0.309 23 0.35 0.79
200 mg/kg 5 Mean 151.8 91.8 30.0 27.36 0.672 139.8 4.828 101.8 10.72 9.20
S.D. 10.3 10.1 11.3 2.36 0.062 1.5 0.176 1.8 0.34 1.10
1000 mg/kg 5 Mean 154.2 85.2 48.8 19.86 *  0.620 142.6 4.634 102.4 10.02 * 8.76
S.D. 12.0 124 20.0 3.87 0.067 24 0.164 1.1 0.23 1.15

*: Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's procedure).
**: Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's procedure).



_€6_

Table 27 Biochemical findings of male rats in 14-day recovery test following 42-day repeated oral dose with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test (SR06171)

Number Protcin fraction (%)
of TP  Albumin  A/G Globulin AST ALT ALP y-GTP T-Bil
Group animals g/dL g/dL ratio  Albumin a o B v IU/L IU/L IU/L IU/L mg/dL
0 mg/kg S Mean 5.96 2.996 1.014 50.30 22.76 6.00 16.18 4.76 60.8 25.8 327.6 0.26 0.072
S.D. 0.13 0.055 0.034 0.81 2.07 0.46 1.09 0.80 9.9 2.6 38.4 0.24 0.015
1000 mg/kg 5 Mcan 6.04 3.080 1.044 50.98 22.28 5.86 15.80 5.08 59.8 28.8 298.2 0.10 0.064
S.D. 0.18 0.132 0.091 2.02 1.91 0.30 1.08 0.69 7.5 5.0 71.8 0.17 0.005
Number
of Glucose T-Cho TG UN Crea Na K Cl Ca IP
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL
0 mg/kg 5 Mcan 175.6 73.8 62.6 15.70 0.552 142.2 4.682 104.6 9.60 6.98
S.D. 7.9 12.2 30.4 2.10 0.043 1.5 0.450 0.5 0.17 0.51
1000 mg/kg 5 Mean 164.2 67.2 54.6 14.06 0.550 143.0 4.400 104.2 9.60 7.24

S.D. 8.5 12.6 13.2 224 0.037 1.9 0.373 0.8 0.24 0.43
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Table 28 Biochemical findings of female rats in 14-day recovery test following 42-day repeated oral dose with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study

with the reproduction/developmental toxicity screening test (SR06171)

Number Protcin fraction (%)
of TP  Albumin  A/G Globulin AST ALT ALP y-GTP T-Bil
Group animals g/dL g/dL ratio  Albumin a o B v IU/L IU/L IU/L IU/L mg/dL
0 mg/kg S Mean 6.58 3.688 1.274 55.96 17.46 5.02 14.72 6.84 71.4 29.6 150.0 0.32 0.094
S.D. 0.40 0.327 0.135 2.46 1.65 0.30 1.03 0.32 13.0 5.9 36.6 0.30 0.015
1000 mg/kg 4 Mcan 6.85 3.340 1.273 56.05 19.98 * 4.60 13.33 6.05 * 69.5 27.8 133.5 0.35 0.075
S.D. 0.37 0.271 0.052 0.93 0.85 0.35 0.21 0.38 29.8 15.7 41.7 0.13 0.017
Number
of Glucose T-Cho TG UN Crea Na K Cl Ca IP
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL
0 mg/kg 5 Mcan 151.6 70.4 22.0 16.66 0.600 142.4 4.422 106.4 9.98 5.36
S.D. 10.4 154 18.6 1.05 0.042 0.5 0.139 0.5 0.32 0.44
1000 mg/kg 4 Mean 155.3 87.8 15.0 16.30 0.633 142.5 4243 * 1055 * 10.08 5.38
S.D. 9.2 28.6 3.9 1.07 0.022 0.6 0.059 0.6 0.26 0.32

*: Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's procedure).
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Table 29  Gross findings of male rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test (SR06171)

End of administration End of recovery
Group 0 mg/kg 40 mg/kg 200 mg/kg 1000 mg/kg 0 mg/kg 1000 mg/kg

Number of animals examined 7 12 12 7 5 5
No abnormal findings 7 1 11 0 5 4
Organ: Findings

Forestomach: Thickening, mucosa 0 0 0 7 0 0
Stomach: Thickening, limiting ridge 0 0 0 1 0 0
Tleum: Diverticulum 0 l 0 0 0 0
Skin: Alopecia 0 0 1 0 0 1

Values are the number of animals with findings.
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Table 30  Gross findings of female rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR06171)

Group 0 mg/kg 40 mg/kg 200 mg/kg 1000 mg/kg
A B C D T A B C D T A B C D T A B C D T
Number of animals examined 10 1 1 0 12 12 0 0 0 12 10 1 0 1 12 6 1 4 1 12
No abnormal findings 10 0 1 - 11 11 - - - 11 9 0 - 1 10 0 0 1 0 1

Organ: Findings

Forestomach: Thickening, mucosa 0 1 0 - 1 0 - - - 0 0 0 - 0 0 6 1 3 1 11

Recessed area, mucosa 0 0 0 - 0 0 - - - 0 0 1 - 0 1 0 0 0 0 0

Stomach: Thickening, limiting ridge 0 0 0 - 0 0 - - - 0 0 0 - 0 0 2 1 2 1 6

Glandular stomach: Black patch, mucosa 0 0 0 - 0 0 - - - 0 0 0 - 0 0 0 0 0 1 1

Dark red patch, mucosa 0 0 0 - 0 1 - - - 1 0 0 - 0 0 0 0 0 0 0

Thymus: Atrophy 0 1 0 - 1 0 - - - 0 0 0 - 0 0 0 0 0 0 0
Intra-abdominal regions: Adhesion, papillary process of caudate

lobe of liver, pancreas and kidney 0 0 - 0 0 - - - 0 1 - 0 1 0 0 0

Vagina: Remain, fetus 0 0 0 - 0 0 - - - 0 0 0 - 0 0 0 0 0 1 1

Skin: Alopecia 0 0 0 - 0 1 - - - 1 0 0 - 0 0 0 0 1 0 1

Valucs arc the number of animals with findings.
Fate: A, animals nursing pups until lactation day 4; B, animals showing total litter loss; C,non-pregnant animals; D, animals found dcad during dosing period; T, total (A+B+C+D).
-: Blank.
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Table 31  Gross findings of female rats in 14-day recovery test following 42-day repeated oral dose with 2-chlorobenzoyl chloride
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR06171)

Group 0 mg/kg 1000 mg/kg

A B T A B T

Number of animals examined 5 0 5 4 1 5

No abnormal findings 4 - 4 0 4
Organ: Findings

Cerebellum: Hemorrhage, submeningial 0 - 0 0 1 1

Medulla oblongata: Hemorrhage, submeningial 0 - 0 0 1 1

Thymus: Atrophy 0 - 0 0 1 1

Spleen: Atrophy 0 - 0 0 1 1

Glandular stomach: Black patch, mucosa 0 - 0 0 1 1

Thinning, mucosa 0 - 0 0 1 1

Urethra: Dark red discoloration 0 - 0 0 1 1

Skin: Alopecia 1 - 1 0 0 0

Values are the number of animals with findings.
Fate: A, animals euthanized at the end of recovery; B, animals found dead during dosing period; T, total (A+B).
-: Blank.
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Table 32 Absolute and relative organ weights of male rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test

(SR0O6171)
Number Body
of weight Liver Kidney Spleen Heart Brain Thymus Adrenal
Group animals g g % g % g % g % g % mg 107% mg 107%
0 mg/kg 5 Mean  504.2 13.424 2.660 3.146 0.626 0.760 0.150 1.440 0.288 2.228 0.442 368.4 73.784 61.8 12.298
S.D. 40.5 1.250 0.073 0.221 0.059 0.053 0.014 0.116 0.022 0.151 0.043 75.8 17.691 5.9 1.365
40 mg/kg 5 Mcan  493.4 13.544 2.740 3.012 0.612 0.710 0.144 1.424 0.290 2.202 0.450 398.4 80.202 61.6 12.506
S.D. 38.2 1.722 0.152 0.262 0.055 0.067 0.013 0.132 0.033 0.123 0.056 113.4 19.775 8.9 1.777
200 mg/kg 5 Mean  481.2 12.604 2.622 3.284 0.684 0.766 0.156 1.478 0.308 2232 0.468 3388 69.628 61.2 12.750
S.D. 50.8 1.310 0.077 0.330 0.038 0.218 0.034 0.136 0.018 0.104 0.031 89.1 12.014 11.6 2.260
1000 mg/kg 5 Mean 453.8 15.068 3.286 ++ 3.536 0.778 **  0.844 0.188 1.468 0.322 2.124 0.470 3274 71.318 63.6 14.288
S.D. 53.1 3.503 0.405 0.394 0.028 0.137 0.028 0.227 0.022 0.063 0.043 93.9 13.471 6.3 3.024
Number Body
of weight Testis Epididymis
Group animals g g % g %
0 mg/kg 7 Mean 515.9 3.423 0.666 1.354 0.263
S.D. 38.6 0.250 0.065 0.095 0.029
40 mg/kg 12 Mean  503.6 3.498 0.698 1.309 0.260
S.D. 30.6 0.220 0.060 0.090 0.024
200 mgkg 12 Mcan  496.8 3.467 0.699 1.347 0.273
S.D. 40.1 0.223 0.049 0.095 0.032
1000 mg/kg 7 Mean  465.6 3.563 0.766 **  1.297 0.281
S.D. 47.8 0.367 0.057 0.109 0.023

**: Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's procedure).
++: Significantly different from the control group at p=0.01 (Mann-Whitney's U-test).
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Table 33 Absolute and relative organ weights of female rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test (SR06171)

Number Body
of weight Liver Kidney Spleen Heart Brain Thymus
Group animals g g % g % g % g % g % mg 107%
0 mg/kg 5 Mean 289.2 10.306 3572 2.066 0.714 0.694 0.240 1.024 0.352 2.058 0.710 274.4 94.404
S.D. 18.8 0.507 0.255 0.135 0.035 0.096 0.046 0.115 0.023 0.041 0.043 88.2 27.769
40 mg/kg 5 Mcan 279.8 10.284 3.680 1.856 0.662 0.676 0.244 0.950 0.340 2.012 0.718 188.4 67.188
S.D. 11.1 0.206 0.142 0.108 0.019 0.054 0.019 0.074 0.019 0.074 0.038 48.9 16.844
200 mg/kg 5 Mean 295.0 11.130 3.772 1.982 0.674 0.652 0.222 1.014 0.346 2.088 0.710 208.8 70.814
S.D. 15.8 1.190 0.309 0.115 0.042 0.144 0.046 0.046 0.013 0.059 0.057 114.5 38.719
1000 mg/kg 5 Mean 281.6 11.972 4238 ** 2204 0.782 * 0.686 0.240 0.996 0.352 1.992 0.716 254.0 88.890
S.D. 372 2.004 0.269 0.329 0.053 0.220 0.060 0.204 0.029 0.022 0.083 101.5 27.345
Number
of Adrenal Ovary
Group animals mg 107%% mg 107%
0 mg/kg 5 Mean 70.0 24.202 108.0 37.356
S.D. 7.3 1.974 10.4 2.649
40 mg/kg 5 Mean 71.6 25.646 99.0 35.404
S.D. 7.0 3.017 11.9 4.205
200 mg/kg 5 Mcan 68.0 23.102 1094 37.166
S.D. 5.2 2.098 9.2 3.741
1000 mgkg 5 Mean 67.8 24.188 94.2 33.492
S.D. 104 3.503 14.7 3.464

*: Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's procedure).

#*: Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's procedure).
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Table 34 Absolute and relative organ weights of male rats in 14-day recovery test following 42-day repeated oral dose with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study

with the reproduction/developmental toxicity screening test (SR06171)

Number Body
of weight Liver Kidney Spleen Heart Brain Thymus
Group animals g g % g % g % g % g % mg 107%
0 mg/kg 5 Mean 532.0 14.584 2.740 3.344 0.628 0.816 0.152 1.564 0.296 2292 0432 326.0 60.778
S.D. 18.5 0.931 0.096 0.172 0.042 0.150 0.028 0.125 0.029 0.046 0.019 114.1 19.065
1000 mg/kg 5 Mcan 4952 ++ 13.058 * 2.638 3.272 0.662 0.740 0.150 1.530 0310 2.206 * 0.446 359.2 72.500
S.D. 4.7 0.423 0.087 0.299 0.063 0.088 0.019 0.078 0.016 0.067 0.015 48.5 9.431
Number
of Adrenal Testis Epididymis
Group animals mg 107% g % g %
0 mg/kg 5 Mean 61.8 11.604 3.938 0.742 1.582 0.296
S.D. 6.1 0.886 0.321 0.066 0.139 0.015
1000 mg’kg S Mean 59.0 11.914 3.574 0.722 1.418 0.286
S.D. 5.8 1.148 0.167 0.042 0.108 0.025

*: Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's procedure).
++: Significantly different from the 0 mg/kg group at p=0.01 (Mann-Whitney's U-test).
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Table 35 Absolute and relative organ weights of female rats in 14-day recovery test following 42-day repeated oral dose with 2-chlorobenzoyl chloride in the combined repeated dose toxicity
study with the reproduction/developmental toxicity screening test (SR06171)

Number Body
of weight Liver Kidney Spleen Heart Brain Thymus
Group animals g g % g % g % g % g % mg 107%
0 mg/kg 5 Mean 262.4 6.642 2.528 1.756 0.668 0.500 0.188 0.884 0.336 2.030 0.776 241.6 90.460
S.D. 17.8 0.660 0.129 0.108 0.008 0.053 0.018 0.112 0.023 0.098 0.065 94.1 30.140
1000 mg/kg 4 Mcan 273.3 7.210 2.640 1.780 0.653 0.473 0.175 0.940 0.345 2.090 0.770 228.5 83.435
S.D. 27.8 0.847 0.164 0.147 0.033 0.061 0.024 0.078 0.019 0.088 0.070 61.8 20.227
Number
of Adrenal Ovary
Group animals mg 1073% mg 107%
0 mg/kg 5 Mean 69.2 26512 87.6 33.622
S.D. 43 3.015 9.1 5.059
1000 mg’kg 4 Mean 68.0 25.023 82.5 30.435
S.D. 22 1.859 17.3 7.256




Table 36 Histopathological findings of malc rats doscd orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study with the reproduction/
developmental toxicity screening test (SR06171)
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Group 0 mg/kg 40 mg/kg 200 mg/kg 1000 mg/kg
Organ: Findings Grade
Lung: Accumulation, foam cell + 1 (5) - - 1(5)
Mineralization, artery + 3(5) - - 3(5
Forestomach: Squamous cell hyperplasia + 0(7) 0(12) 4(12) 1(7)Y**
++ 0(7) 0(12) 0(12) 4(7)
++ 0(7) 0(12) 0(12) 2(7)
Ulcer + 0(7) 0(12) 1(12) 07
++ 0(7) 0(12) 0(12) 1(D
Cellular infiltration, inflammatory cell, submucosa + 0(7) 0(12) 2(12) 5 (7)$
Edema, submucosa + 0(7) 0(12) 1(12) 3(7)
Granulation, submucosa + 0(7) 0(12) 0(12) 2(7)
++ 0(7) 0(12) 0(12) 1(7)
Stomach, limiting ridge: Squamous cell hyperplasia + 0(7) 0(12) 0(12) 7 (7)“
Tleum: Diverticulum <+> 0(5) 1 (1) - 0(5
Liver: Microgranuloma + 1 (5) - - 4(5)
Heart: Myocardial degeneration, focal + 0(5) - - 1(5)
Kidney: Hyaline droplet, proximal tubular epithelium + 1 (5) - - 0(5)
Eosinophilic body, proximal tubular epithelium + 1 (5) - - 0(5)
Regeneration, tubular epithelium + 1 (5) - - 2(5)
Prostate: Cellular infiltration, inflammatory cell + 2(5) - - 0(5)
Skin: Atrophy, hair follicle + - - 1(1) -

Values are the number of animals with findings.

Values in parentheses are the number of animals examined.

-: Blank.

Grade: +, slight change; ++, moderate change; +++, severe change; <+>, presence in "presence or not" basis.
5, Significantly different from the 0 mg/kg group at p=0.05 (Fisher's cxact probability test).

5. Significantly different from the 0 mg/kg group at p=0.01 (Fisher's exact probability test).

**: Significantly different from the 0 mg/kg group at p=0.01 (Mann-Whitney's U-test).



Table 37 Stages of spermatogenesis of male rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR06171)
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Stage 1-VI Stage VII-VIII
Number of Number of Number of
Number Number of Number of pachytene Number of Number of Number of preleptotene pachytene Number of
of Sertoli cells spermatogonia spermatocytes round spermatids Sertoli cells spermatogonia spermatocytes spermatocytes round spermatids
Group animals /ST /ST /SC /ST /SC /ST /SC /ST /ST /SC /ST /SC /ST /SC /ST /SC
0 mg/kg 5 Mean 23.64 20.88 0.886 48.80 2.078 121.52 5.170 21.24 2.36 0.114 40.32 1.900 56.72 2.672 115.64 5.454
S.D. 2.36 1.53 0.061 2.55 0.198 6.66 0.454 0.79 0.73 0.036 2.72 0.126 3.54 0.171 6.75 0411
1000 mg/kg 5 Mean 20.80 20.96 1.000 50.56 2432 * 123.88 5.948 19.72 2.48 0.128 42.16 2.138 ++ 53.16 2.700 115.60 5.876
S.D. 1.77 4.02 0.136 6.04 0.178 18.60 0.640 1.46 0.33 0.013 3.43 0.023 3.24 0.130 9.79 0.546
Stage [X-XI Stage X1I-XIV
Number of Number of
Number Number of Number of leptotene pachytene Number of Number of Number of Number of
of Sertoli cells spermatogonia spermatocytes spermatocytes Sertoli cells spermatogonia spermatocytes | spermatocytes 2
Group animals /ST /ST /SC /ST /SC /ST /SC /ST /ST /SC /ST /SC /ST /SC
0 mg/kg 5 Mean 26.32 4.16 0.162 44.88 1.714 60.04 2.288 24.88 4.28 0.172 46.96 1.906 61.92 2.506
S.D. 221 0.67 0.038 3.62 0.193 3.64 0.143 2.68 0.78 0.029 3.07 0.238 4.87 0.257
1000 mg’kg 5 Mean 21.56 **  3.60 0.168 43.72 2.028 *  56.00 2.592 ** 2124 * 3.88 0.182 43.96 2.074 62.68 2952 *
S.D. 0.77 1.26 0.061 3.88 0.128 4.63 0.142 1.09 1.06 0.056 5.06 0.254 7.33 0.319

ST: Seminiferous tubule.

SC: Sertoli cell per seminiferous tubule.

Spematocytes 1: Zygotene or pachytene spermatocytes.
Spematocytes 2: Pachytene or diplotene spermatocytes.

*: Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's procedure).
**: Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's procedure).

++: Significantly different from the 0 mg/kg group at p=0.05 (Mann-Whitney's U-test).
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Table 38 Histopathological findings of female rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study with the

reproduction/developmental toxicity screening test (SR06171)

Group 0 mg/kg 40 mg/kg 200 mg/kg 1000 mg/kg
Findings of dead animals
Organ: Findings Grade
Lung: Congestion + - - 1(1) 0D
Forestomach: Squamous cell hyperplasia + - - 0(1) 1D
Cellular infiltration, inflammatory cell, submucosa + - - 0() 1(D)
Heart: Congestion + - - 1(1) 0D
Uterus: Congestion + - - o) 1(1)
Findings of surviving animals
Organ: Findings Grade
Lung: Mineralization, artery + 0(5) - - 1(5)
Forestomach: Squamous cell hyperplasia + 1 (12) 0(12) 1(11) 2 (11))**
++ 0(12) 0(12) 1(11) 6(11)
+++ 0(12) 0(12) o(1n 3(1D
Ulcer + 0(12) 0(12) 1(11) 0(11)
Cellular infiltration, inflammatory cell, submucosa + 1(12) 0(12) 2(11) 7(1 1)$
Edema, submucosa + 1(12) 0(12) 2(11) 6(1 1)$
Granulation, submucosa + 1 (12) 1(12) 0(1D) 3(11)
++ 0(12) 0(12) 1(11) 2(11)
Stomach, limiting ridge: Squamous cell hyperplasia + 0(12) 0(12) 0(1l) 11 (11)%
Pancreas: Edema, interstitium + 0(5) - 1(1) 0(5)
Liver: Microgranuloma + 3(5) - () 2(5)
Capsulitis + 0(5 - 1 (1) 0(5)
Kidney: Regeneration, tubular epithelium + 1(5) - o) 0(5)
Mineralization, papilla + 0(5 - 0(1) 1(5
Capsulitis + 0(5) - 1(1) 0(5)
Thymus: Atrophy, cortex + 0(6) - - 1(5)
++ 1(6) - - 0(5)
Skin: Atrophy, hair follicle + - 1 (1) - 1(1)

The data of the dead animals were excluded from statistical evaluation.

Values are the number of animals with findings.

Values in parentheses are the number of animals examined.

-: Blank.

Grade: +, slight change; ++, moderate change; ++t, severe change.

5, Significantly different from the 0 mg/kg group at p=0.05 (Fisher's cxact probability test).

5. Significantly different from the 0 mg/kg group at p=0.01 (Fisher's exact probability test).

**: Significantly different from the 0 mg/kg group at p=0.01 (Mann-Whitney's U-test).
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Table 39 Histopathological findings of malc rats in 14-day recovery test following 42-day repeated oral dosc with 2-chlorobenzoyl chloride in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR06171)

Group 0 mg/kg 1000 mg/kg

Organ: Findings Grade
Lung: Mineralization, artery + 2(5) 2(5)

Metaplasia, osseous + 1(5) 2(5)
Forestomach: Squamous cell hyperplasia + 0(5) 3(5)
Liver: Microgranuloma + 3(5) 1(5)
Heart: Myocardial degeneration, focal + 0(5) 1(5)
Kidney: Regeneration, tubular epithelium + 2(5) 0(5)
Prostate: Cellular infiltration, inflammatory cell + 1(5) 0(5)
Eyeball: Atrophy, retina, focal + 1(5) 05
Skin: Atrophy, hair follicle + - 1 (D)

Abscess + - 1(1)

Values are the number of animals with findings.

Values in parentheses are the number of animals examined.
-: Blank.

Grade: +, slight change.
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Table 40 Stages of spermatogenesis of male rats in 14-day recovery test following 42-day repeated oral dose with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study with the reproductione/

developmental toxicity screening test (SR06171)

Stage 1-VI Stage VII-VIII
Number of Number of Number of
Number Number of Number of pachytene Number of Number of Number of preleptotene pachytene Number of
of Sertoli cells spermatogonia spermatocytes round spermatids Sertoli cells spermatogonia spermatocytes spermatocytes round spermatids
Group animals /ST /ST /SC /ST /SC /ST /SC /ST /ST /SC /ST /SC /ST /SC /ST /SC
0 mg/kg 5 Mean 21.08 20.28 0.974 44.16 2.110 115.96 5.526 18.28 2.32 0.130 37.48 2.062 50.88 2.804 106.60 5.856
S.D. 1.62 291 0.194 4.12 0.280 3.69 0.448 2.14 0.64 0.037 3.68 0.215 2.98 0.232 8.83 0.306
1000 mg/kg 5 Mean 22.68 19.12 0.846 49.08 2.164 124.16 *  5.482 20.32 2.44 0.120 40.28 1.994 54.32 2.696 108.16 5.376
S.D. 1.43 1.94 0.120 5.14 0.195 6.80 0.241 2.43 0.93 0.046 3.60 0.179 3.36 0.274 6.02 0.607
Stage IX-XI Stage X1I-XIV
Number of Number of
Number Number of Number of leptotene pachytene Number of Number of Number of Number of
of Scrtoli cells spermatogonia spermatocytes spermatocytes Sertoli cclls spermatogonia spermatocytes | spermatocytes 2
Group animals /ST /ST /SC /ST /SC /ST /SC /ST /ST /SC /ST /SC /ST /SC
0 mg/kg 5 Mean 20.04 4.00 0.202 40.72 2.036 53.64 2.702 22.32 4.40 0.198 45.32 2.036 66.16 2.976
S.D. 2.30 0.94 0.059 4.35 0.133 3.25 0.324 1.14 0.82 0.036 1.55 0.147 4.87 0.337
1000 mg’kg 5 Mecan 22.48 3.44 0.154 44.68 1.998 56.24 2.508 22.24 3.76 0.170 43.72 1.966 61.68 2.776
S.D. 1.62 0.33 0.024 4.72 0.268 5.04 0.222 0.95 1.37 0.063 3.21 0.110 3.10 0.120

ST: Seminiferous tubule.

SC: Sertoli cell per seminiferous tubule.

Spematocytes 1: Zygotene or pachytene spermatocytes.
Spematocytes 2: Pachytene or diplotene spermatocytes.
*: Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's procedure).



Tablec 41 Histopathological findings of female rats in 14-day recovery test following 42-day repeated oral dose with 2-chlorobenzoyl chloride in the combined
repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR06171)
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Group 0 mg/kg 1000 mg/kg

Findings of dead animals

Organ: Findings Grade

Pancreas: Decrease, zymogen granule + - 1(1)
Urethra: Congestion, muscular layer + - 1(1)
Cerebellum: Hemorrhage, meninx + - 1(1)
Medulla oblongata: Hemorrhage, meninx + - 1(1)
Spleen: Atrophy, white pulp ++ - 1(1)
Thymus: Atrophy, cortex ++ - 1(1)

Findings of surviving animals
Organ: Findings Grade

Lung: Mineralization, artery + 1(5) 1(4)
Forcstomach: Squamous ccll hyperplasia + 0(5) 1(4)
Liver: Microgranuloma + 3(5 1{4)
Kidney: Regeneration, tubular epithelium + 0(5) 1(4)
Cellular infiltration, inflammatory cell, renal pelvic mucosa + 1(5) 04
Skin: Atrophy, hair follicle + 1(1) -

The data of the dead animal were excluded from statistical evaluation.
Values are the number of animals with findings.

Values in parentheses are the number of animals examined.

-: Blank.

Grade: +, slight change; ++, moderate change.



- 801 -

Table 42  Reproduction performance in parental rats dosed orally with 2-chlorobenzoyl chloride in the combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test (SR06171)

Estrous cycle Copulation index Fertility Gestation Nursing
Normality Male Female index index Gestation index
Incidence Length Incidence Incidence Incidence Incidence length Incidence

Group (%) (days)’ (%) (%) (%) (%) (days)* (%)
0 mg/kg 12/12 4.19 12/12 12/12 11/12 11/11 22.6 10/11
(100) 0.39 (100) (100) 1.7 (100) 0.5 (90.9)
40 mg/kg 12/12 4.03 12/12 12/12 12/12 12/12 22.6 12/12
(100) 0.09 (100) (100) (100) (100) 0.5 (100)
200 mg/kg 12/12 4.03 12/12 12/12 12/12 11/12 22.5 10/11
(100) 0.09 (100) (100) (100) ©1.7 0.5 (90.9)

1000 mg/kg 9/12 4.48 12/12 12/12 8/12 7/8 223 6/7
(75.0) 0.50 (100) (100) (66.7) (87.5) 0.5 (85.7)

Normal estrous cycle = (number of females with normal estrous cycle / number of females examined) x 100.

Copulation index = (number of animals with succcssful copulation / numbcr of animals mated) x 100.

Fertility index = (number of pregnant females / number of pairs with successful copulation) x 100.

Gestation index = (number of females with live pups / number of pregnant females) x 100.

Nursing index = (number of females nursing live pups on lactation day 4 / number of females with live pups delivery) x 100.
a: Values arc means and S.D.
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Table 43 Estrus cycle of female rats in 14-day recovery test following 42-day repeated oral dose with 2-chlorobenzoyl chloride
in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test (SR06171)

Normality
Incidence Length
Group (%) (days)’
0 mg/kg 5/5 4.00
(100) 0.00
1000 mg/kg 3/4 4.20
(75.0) 0.17

Normal estrous cycle = (number of females with normal estrous cycle / number of females examined) x 100.

a: Values are means and S.D.
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Table 44 Pregnancy and litter data of rats dosed orally with 2-chlorobenzoy! chloride in the combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test (SR06171)

Number Number of Lactation day 0 Lactation day 4
of Number of  implan- Implan- Number of Number  Live Number
pregnant corpora tation tation Delivery pups Sex of live birth of live Viability
Group animals lutca sitcs index (%)  index (%)  dclivered ratio pups index (%) pups indcx (%)
Pup data
0 mg/kg 11 Mean 15.0 14.5 96.464 93.295 13.5 0.536 13.5 100.000 11.9 88.943
S.D. 1.4 1.5 6.185 5.215 1.3 0.146 1.3 0.000 4.1 29.686
40 mg/kg 12 Mcan 16.2 15.5 95.983 92.878 14.3 0.451 14.1 98.194 13.9 98.602
S.D. 1.2 1.2 4.715 10.295 1.4 0.115 1.6 3.292 1.8 3.279
(1 an an amn (11 (D
200 mg/kg 12 Mean 154 14.5 94.270 97.526 14.1 0.466 14.0 99.394 12.6 90.303
S.D. 1.4 1.4 7.109 4.695 1.5 0.157 1.5 2.011 4.4 30.017
) (M (7 @) (7 ) Q)
1000 mg/kg 8 Mean 14.5 14.3 98.385 91.691 134 0.596 12.9 95.919 10.0 75.110
S.D. 1.9 1.8 2.993 7.784 2.3 0.163 2.6 10.798 5.2 36.164

Implantation index = (number of implantation sites / number of corpora lutea) x 100.
Delivery index = (number of pups born / number of implantation sites) x 100.

Sex ratio = number of male pups born / number of pups born.
Live birth index = (number of live pups on lactation day 0 / number of pups born) x 100.

Viability index on lactation day 4 = (number of live pups on lactation day 4 / number of live pups on lactation day 0) x 100.
Valucs in parcnthescs arc the number of pregnant animals cxamined.



Table 45  General appearance of pups in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of 2-chlorobenzoyl
chloride in rats (SR06171)
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Male Female
Day of lactation Day of lactation
Group Findings 0 1 2 3 4 0 1 2 3 4
0 mg/kg Number of pups examined 79 79 78 78 74 69 69 67 66 59
No abnormal findings 79 74 74 74 73 69 59 58 58 58
Milk-band negative 0 4 4 0 0 0 8 8 1 0
Death or missing 0 1 0 4 1 0 2 7 1
40 mg/kg Number of pups examined 78 77 77 77 77 94 92 92 90 90
No abnormal findings 77 77 77 77 77 92 92 90 90 90
Death or missing 1 0 0 0 0 2 0 2 0 0
200 mg/kg Number of pups examined 72 72 72 69 68 83 82 81 73 71
No abnormal findings 65 68 68 68 68 73 70 70 70 70
Milk-band negative 7 4 1 0 0 8 10 2 0 0
Anury and anal atresia 0 0 0 0 0 1 1 1 1 1
Death or missing 0 0 3 1 0 1 1 8 2 0
1000 mg/kg Number of pups cxamined 56 56 42 42 42 38 34 29 28 28
No abnormal findings 50 37 42 42 42 30 21 28 28 28
Milk-band negative 6 5 0 0 0 4 8 0 0 0
Death or missing 0 14 0 0 0 4 5 1 0 0

Values are the number of pups with findings.
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Table 46 Body weight changes of pups in the combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of 2-chlorobenzoyl chloride in rats (SR06171)

Number Malc Female
of Body weight (g) on lactation day Body weight (g) on lactation day
Group litters 0 1 4 0 1 4
(10) (10)
0 mg/kg 11 Mean 6.89 7.51 11.35 6.39 7.00 10.73
S.D. 0.64 0.87 0.97 0.63 0.87 0.87
40 mg/kg 12 Mean 6.88 7.47 10.78 6.55 7.08 10.22
S.D. 0.56 0.69 1.55 0.40 0.48 1.08
(10) (10)
200 mg/kg 11 Mean 6.80 7.30 10.61 6.26 6.66 9.83
S.D. 0.77 1.06 1.62 0.56 0.86 1.38
(6) (6) (6) 6
1000 mg/kg 7 Mean 5.23 ** 5.65 ** 8.42 ** 4.99 ** 537 ** 8.07 **
S.D. 0.68 0.63 091 0.53 0.63 0.99

Values in parentheses are the number of litters examined.
**: Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's procedure).
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Table 47  Gross findings of pups in the combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of 2-chlorobenzoyl chloride in rats

(SR06171)
Male Female
Group O mgkg 40mg/kg 200 mg/kg 1000 mg/kg 0 mg/kg 40 mg/kg 200 mg/kg 1000 mg/kg

Findings of dead pups during lactation days 0-4

Number of pups examined 4 1 2 3 8 4 6 5

No abnormal findings 1 1 0 3 3 4 1 5
Organ: Findings

External: Loss, nasal region 0 0 0 0 0 0 1 0
Digestive tract: Black/dark red contents 2 0 2 0 5 0 4 0
Kidney: Dilatation, renal pelvis 2 0 2 0 0 0 1 0
Urinary bladder: Dilatation 1 0 2 0 0 0 1 0
Findings of pups euthanized on lactation day 4

Number of pups examined 73 77 68 42 58 90 71 28

No abnormal findings 72 77 68 42 58 90 70 28
Organ: Findings

External: Anal atresia 0 0 0 0 0 0 1 0

Anury 0 0 0 0 0 0 1 0

Liver: Yellowish white discoloration, 1 0 0 0 0 0 0 0

papillary proccss of caudate lobe

Values are the number of pups with findings.
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