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4. EH

1-7ruxAFl4-=buaxXv¥ro 28 BRKERNEBREEEREREL 6 B0
Sprague-Dawley 2 SPF 7 » } (Crl:CD(SD). 1 BEMERER 6 XX 121) ZAWTERL
fro BEEITO0 (0.5WV% A F B0 — R KER : XHBE) 8. 40 X200 mg/kg &
L. $£7, xBR#H L 200 mgkg REFHO—HOMEE (1 FHMEES 61L) oW T
EHEKR T % 2 BROKRENM 2R, BHEELOWHEERF Lz,

hE, BEE, BERERCENCERDERSOEEIL LRI T,

—BRIREE I, FREED 200 mg/kg B EHOMRECTH R I,

M —RREEOBE TR, I 200 mg/kg REFHOMBET, AT T 41—
FRBEICBIT A B2 Y BEOEMED 200 mgkg T EEHETRO LN,

HREBE T, KED 200 mgkg BEHOMTRD bz,

RRE BAKEZEL) T BAEOEED 200 mgkg HEFEHOBETHAD N,

MRFBRETIT, BROKEBOBEMEN 200 mg/kg FEREDMHRE T, AMEREROHF
PERB DO BEED 200 mg/kg REFHOMKET, FMKE, ~ET V& ~< b7 Uy
M R OV AR i BK i €8 35 18 FE O KB A 200 mg/kg | 5-BEOMETRD bz,

MIBILZFERE T, A/G LLDBEED 200 mg/kg TS FHEOMME T, EHBY VRVOT NV
72V OBEMEN 200 mgkg HEHOHETRD LN,

REZERE TR, BRIV, ARFENICHEL ORBEE R ORRE DM
28 200 mg/kg M EHOMREICFED O, HIIHMEEOEEL# 72, FEICBWNT
¥, BRI KEEDS 200 mg/kg TS BEORBETAHA L, HBZEAICH UEHETHRE
KB 200 mg/kg WEBEOHEETA LN, EITENRUHEMNEROSE L, HITHEIE
BEOBELZ#E-TRODLNE, BIZBWTIX, RIBMICHTE ©Bffbd’ 200 mgkg ##
HEEOMECTHADN, HEBFAICIIRIE OO AR 200 mg/kg FEHOBET, CEHE
RYELERBEFREN 8 mg/kg P EOEEROMETRD L,

ERUEEDI B, 22— 7 4=V FRBIEIZRBIT 326 B3 Y R, ME=E
RECBT AWEARMEKE, REERERZBIZ2BOEMICOWEKRERIZLRD LN
ZHO0, WTFNLREHMPH D2NITREHEE TR ~TER L, BEEERR
BENT, BB, FOMOEIZTOVWTIIHKREL L IZHEE LEERZTR LT,

UEDHER 1-700AF b= baXuProARBREETIBITAEREET
MR L LIREEREOEIZE BB, D 8mg/kg/day # THISZ LHE SN 2L,
40 mg/kg AT OHEFEOMEREIZE D SN =BT ERHE ORBICER T 5 E{ko A
Tholz, T, BEZI-TEUREELE, WTFRLEREIZL2EEESTDLN
77o
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FEELBE ERXELR FEFTER 2URELHBEEDOHEICLY, 1-7 02 A
Fhd-=bu B %5y ME 28 BEIEEROKE L, 20RESFHLN: TS
B, 2 AMKEL. BEOMHIRZRAROCEORRLBET S, B, &
RBHERSE R VY —F 2 ¥ -~ EREBLOERLZIT T3,
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6. HERHHERUGE

6.1 WRMERUVEK
6.1.1 HERME

ARBRICER LB EOn v bES, MESIKRORBY Thd, £z, ABRK
BEZRMNER 1ITRLT,

AR : -ZoaAF =¥y
B4 : alpha-chloro-4-nitrotoluene
B4 : o= buERJN rmy R
CAS &5 : 100-14-1
5FK : C;HgNO,Cl
&R
CH,CI
NO,
SFE : 171.58
iR : 99.9%
AFE : 525g (250g %224 L 25g% 1)
PEIR : BOWRA~BE, Ba~0E
HwFFIE : SRR (RTREN. A% 11~10°C, EHIHE :3~8°C) .
AR
TEM BERTHR, ERYEICHSOWTRBRSHESE CHRALE
R, BREThoT- (BANEE2) .
RIFHET HERHET HROEREERVE | FERERY
BV LEOEE v A7, PREMRERELER L,
KERBIF 2 EDFKIEHES T, BRI & o
ZREVT T,
Pl WEBRME 1 g 2 REFARAB L LTRELE, oA/

G LR BEOREIREE L, £, #RYE
DEEIETEEZHBER, T 3THEELL,
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6.1.2 273
2% : 0.5 Wiv% A F LB B — R KB
RBARRBRIZEL> TERLZHERETO 1-7ua A F 4. baxU B0
EME - AR FEREE  A-2167) TBWT, 0.5wh% A F LBl o—RKER
FCORBRMBEOREMR U —HICBRFRERPB/LN TSI b, HiEL L
T 0.5 W% AF AL —RAKGBRERIRLE,

6.2 BEROAR
6.2.1 HHEDRAH
RBGIE : AF A m—R (400cP, FIYEMIRTEEASH.
oy &S ; EWMI1974) ZESAK (MKXESEKRE
BT oy FES ; 9E70) IZHEMEL. 0.5w/v% A
FAEeLO—AKEBEKE Lz,
REHE : @ (WBEN. FAEH ; 1~10°C. EAE : 5~6°C)
AR L FRR% 3 AUNICERMERNCER L,

6.2.2 HERBEOFH

BEZLICHEEBOHBRME ZIERIZEIR L, 0.5 ww% X F o — X KEBERIZ
BB L C 1.6 mgmLiK (EFERRK) . 8 mg/mLiE (FAERRK K040 mg/mL K
(BRHERRK AL, #RFI S 1IENLOEETHAL, #ARE 7L
AIZER LT,

6.2.3 BEBRORERE
BERT 1 BLESTOEGHRICHOEL., ERARE CHIT (WBREN. FAHE -
1~10°C, EHIME : 3~6°C) . EXTHREFEL:,

6.2.4 Wik THOREME

ABEBPHED 0.1 KT 200 mg/mL BB (LA : 0.5 wivle A T L B — R AHIR)
X, BET (RBEN. FFEHE ; 1~10°C) | EXT 8 HE. ZTOREET 24 FE%E
EDoB—Tho 2 L REREHRY U F—F £ o ¥ —HBBHEH CRB ST
5 (RBRES : A-2167, BRAHEH3) .

6.2.5 BERRDBRE - 15— RS

BE1RBL 4ABOREICAVALIRBEEOHRIRICONT, ZORE - H—HEHKEX
SRV —F o ¥ — HBGEFEF CHPLCEEAWTHR L, TORR. £
TRMEIZXT 2 BE OIS X 100.8~107.8% (A : RARMEIIH T2 F1E;100+10%) |
B)— 1T 0.6~3.2% (BFAEGH : CVI0%ELT) TH Y . WIFh bFERESEANTH > 72 (B
&R 4-1 ROV 4-2) , ITEOER EZKRISRT,
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1 BENT Y OBRRA#H R OCERE
3A&A (B, PROTENLOEER) . 1 ARZ2% 10 mL

e : I-ZagAF 4. bas¥r

vy MNEE : FHNO1

REFEFE : HEFET (WEREN, EJNE : 2~8°C) | B

RIFHEET : RS RT HRYERFEROCEETEZEEDE

RESH
HPLC HIES&H
BT A : Cosmosil 5Cs-MS-I1
(4.6 mmx150 mm , Spm, ;I T AT X7 HERE&EH)
F15 LMEREREERE
: 30°C

BENH : Rk AZ ) — (416, viv)

mE : 1.0 mL/min

it : UV (HIEFEE 254 nm)

REHEAE : 10 pL

F—=+Y T —RERE

: 10°C
pag il : 94
EANERF :
EANER EA B EANE

1 3 EERE AT ESHR)
2 3 EEnw (EER)
3 1 REEMERL (1.6 mg/mL-+E)
4 1 BlEEMAL (8 mg/mL- L&)
5 1 BlEEZREEL (40 mg/mL- EJE)
6 1 HEEARB (1.6 mg/mL-TE)
7 1 HEERRF (8 mg/mL-FE)
8 1 REERRE (40 mg/mL-FJE)
9 1 BlEERREE (1.6 mg/mL-T/8)
10 1 HZEERRE (8 mg/mL-TE)
11 1 AEERRS (40 mg/mL-TE)

R R OB E RRFRE O RIE X, HEA% 24 BRRELL
PMICER Lz, 28, NIF—a RERT, A—F
P77 —RNIZBITD 24 BREREROZTEENER
EhTwsg,

14
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6.3 HERBYERURHOERER

BEHERBRIETA FIACEYV Ty b2 AVWERBRBLEL ESNRTVD, ZOER
CERSNIZRFEOT v MIERL<HOh, EREHPEETHDZEMHER
L?L.o

6.4 FHEREMRUHSIT

Sprague-Dawley & SPF 7 » b (Crl:CD(SD), BAF ¥ —1L R « Y X—FER&tt, E
AEF ¥ —) MRS 47 % SSBECTAFL, YBrT9o HEBRE -B{LEF L.
—REBOBE (E/H) | GEME GE) RUHMZ—BREBOBRE 1 H) 217
VN, EEENE, —RREBRUHERL - RREBOBEBICEEXAONTEREL BN
DHRERER 36 L (EREE U CHEMES 241k, EIEREE U CHERER 12[8) 2B, 6 @k
TRERICH U, B5HMEE ORESRBEIL, BT 188~214 g, T 154~180 g ThH o
. BV - BRI T O FEEMNEIC K D EER., BOTEE (REBBEO 2
BED) OBREIZESHNT, SEOEWEENTEIRETHELRZLIEHEBRL
2o BEOEIMTIZayYa—22AViET a0y 7BEEERCEESBHEORAY

(Fay /7RBECTHEREZER L. RREERCHENOBEEKES L EESICEHET

72) WE0ITol, Fio, REBITRERG B ICRBRM LR LI,
E) . RREEEFCE, ECTRIMRE 45 I Th o 7208, EBICITMRES 47 EAMA SN,

6.5 MWEEH
B I TIEE 20~25°C (FFA#EMR : 23+3°C) | MAXHEE 37~69% (FFAHLH : 50£20%) |
BRI 1 RER] 10~15 6], BB 1 B 12 8/ (07:00~19:00) OEMRAEE (FF=X
5301 5E) T, 7797y hR&BRE S — (W 250xD 350xH 200 mm : BA&
— VX&) CENAT L. £0 1 BoORAEERNOER % £ Lz, BFE CRF-1
(F V) = ZVERTERNSH, oy FEE 090805, 090902) (34 EEERZ AV T,
Fio. HESHEAKEKERKRIZE Y BHICERI S,

6.6 fHRUKRHKPOEAME

BRI ORAMEICE L TIfEA T » MI-2VW T Eurofins Scientific Analytics T4y
FEATV. Flo REPKICOWTIRREBHRE | - & — BRSO EHRICER Y
LARERELZEHNIC (F4E) EKELE, ZhooalEEZAFEL, HBRERMA
WCEERRNWZ L EER LR, ELERFLL,

6.7 BMOBEARUVIT—I~ADERT

B IX ARTRRC/NE I EAE 2 558 U CEEAER Uiz, AT OHESTRTE TORMIX
RBREES. IRV EEZESEFHRE L —Y 70 E 2072, BoiT®RiIL, 3k
VCHEZ: (HRE. € PROBHAEHOIE) K 4T0ESEOT T, ZOHBE,
1000 OALIXEE, 100 OALiEME (0 FZHE, 1 F2MHE) | 10 & 1 OMREEESE L,
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ZEES -V, BHOTRIECHERALES -V 7 V0RICHE B JLicy
F L7001, HBRES, RERE, REE, . 99FS, FEESERUE
RTEBEZATL LIz, 2L, Fle—RREBEOBE, BERE, BHIKTERES
BAETIR., BEECH L TREDEREHRT 2720, F—Y 7N E2EERLTRA
BES, EHIRVERESFOHEZRR L,

6.8 BEER. BE5HHE. BERBERUVERERRF L T LORREH
EURBRIETNA FIA VL, #ERRIEIROBRS 2RI, 54328 B
&L, BEEBIIRER SRR T—REITORTWA 1 B 1E (7E/MAE) & L,
EEHEIIEEORHE LR TADICERLEZLNS 2HM (MBHE) &L, Z
DORE‘EE TR,

6.9 #&EFEK

BREFEIT SmL/kg FEEL L, BY U 7F2RAVTHEBREARS L (08:00~12:14
D) . MBEERITITEE (0.5 wh% X F Lo —RKBK) ZRECRELEZ, #
KL OBRERBIIRFORELEREH L,

6.10 BREERUVZORERMIL CICEHER

-7 2AF b= huRUBUrD 0 (0.5 wv% A F el —ZKEK) 100,
300 % 101000 mg/kg/day % 1 BEHERES SIED T » M 14 ARIREROBRE L-EREY,
EREAE LT, 1000mgkg REHOMBETHTRALNTE, £, FERYWERSE
BEOMETHRICBWTELAR LR Z Ehd, ARBRICBIT2BEEIX. 200
mgkgBEHEFEHESL L, AL S TRL, 40mgkg Z+HAEIZ, Smygkg X {EHEL
U, XBEEELMZ 4B ET5, 1 U OB E T8 CIIMERS 6T, [BIER
TRARBEEVCEHEH CHES 6ILLT %, HERRZROE 1ITTT,

= 1. BEpE

REATE BEE | B E | R5FE s ES B | #E B
(mg/kg) | {(mg/mL) | (mL/kg) B BES | SR &=
B 6 1001~1006 6 1007~1012
xR 0 0 5 w6 1101~1106 | 6 1107~1112

. HE 6 2001~2006

15 & 8 16 > | 6 2101~2106 -

\ | 6 3001~3006 ; -

R R 40 8 3 e 6 3101~3106 . ;
. . i3 6 4001~4006 6 4007~4012
mARER | 200 40 > we | 6 4101-4106 | 6 41074112

16
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6.11 BERVRENDHH
ENENERSNEHRHICBRROREEFM L, RRAOEEICEL TITE
DEY L LK,

#E 1 H (day 1 of administration) : | EFER
#5138 (week 1 of administration) BE 1 LERE5TH
B 1 B (day 1 of recovery) : BEREE (REHEKTOEAR)
[E18 18 (week 1 of recovery) -EE12LEETH
6.11.1 — RO

EEECOVTEREHMTIIEE 3R REMEREERR UM 2RME (EL,
KB LEEMR—RRBOBRE, RERE, BARVHREDEAE 2 EH T 5RITHR
Bt EEZO 2E) | EEHMPEER 1E (Faid) | SR, REBERE, &
B, TR 2 EO—RRELBEL,

6.11.2 HEL—RREOHR., BitRE,. EHARUVEREHEONE

HEM—RREBEOBESI. 2oV T, BRERKENIC 1 E, BEHMMPRUE
EHEPIEEE 1 BEER Lz, £, SERE, BHRVBEBEEHREOREILX. &S
48 (Ex#E5200, HZEE278) ROEE2E (FE 12 B) Z{Tok, xR
—RREOBEERUBEREIC OV TIREAED ZWIZRA a7 LZEREEF AW,
7R, BERUBRERIREDEREEIR (7714 Fb) L, 8% 707 AICERE
L7ZRETITo 72,

6.11.2.1 HHLT—BREOBRER
1) F—AFr—THEE
rRE Rg, BRETH
2) FREFoTOBIE
F=UhrLOWMYELYTE, #HE - KEOWKE., R - 2058, IRk (R
H. IREGPASUIRER) | FIRKSIE., BEMPEME (IR, 1B, BEAE RE. ¥
) . N RY TR B R
3 A—TT7 44—V FREZE
RERREE, B, EE1TE. FETH. $17. €8, W\, ¥HEXVEEK,
fdn (BEER, PR

6.11.2.2 BitaE
RS, BERIG, BRIG, BERS, B, ZHhERKE. &HEEEE

17
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6.11.2.3 EBAhEE
CPU 4" — < MODEL-9502A (7 A a—x= =7 ) v 7HREHL) 2HAVWTHIEE
VEREOBHZHE LT,

6.11.2.4 BHEBEHEORIE
EREWA E B EH = —NS-AS0l (BkRXestt=ma—pHd Az R) ZHWVWTH
REHEFHE L BIEIZ 1R E L 10 SRR AT 0~60 S DOBIEEEEE LT,

6.11.3 {RERIE

2EEIZHOWT, BEHBPIX®’S 1, 4. 7, 10, 14, 17, 21, 24 R* 28 A
e, BEE#MEPIIEE 1, 3, 7. 10 RN 14 BIZBEIE L7, BIEX 08:15~10:28 D
BT o7, SR BICIENBEEEEHOLD, ATALOH 16 BRERIEZED
AREZREE L (07:58~08:16) ,

6.11.4 EeERE

2FEFEIZONT, BEHMPIE®RE 1. 7. 14, 21 XU 28 HOEEHIIC, EEHIH
X[EE 7 RO 14 BICHIE Uiz, HIERK 08:23~10:12 OBIZ T o 77, 23, BEHME
PRI ESERERAOREXRIANOD 1 BEE, #E7HIZ 6 AROREERES., £
D®%IZTAZLICTBHORBEERELEEL., 1B 1 AEZEH L, EE 1RIX
B 1 B0b7HETO 6 BFRORBEERIESZ., T0#%IiX 7 BMOREERELHE
L. 11 BEZEH LT,

18
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6.11.5 RRE

BE5 4 REOEHE28IZIT- 7,

#5438 (%522 BORER) ZLEKICOWT, BiE2E (EE 8 H) IXEER
DEFEERIZONT, REYARKZhENRRBEZ LY L —VIIEL, R -
EBREAKT C4BERREZ KW CTHHER BHBEXKT TZEOHRDO20MREREER L,
FKL2OHEH L -EERUHFEICLVBREL:, £/, BAEIZ, BRFA—JIRIEL
CRETHAENOD 1 BY- ) OFAKEE. fHAEEZBWTHE L.,

®2 REEOEB., AIERERVERABSRLTE

1) ABRBERIZOVWTORE

BREEH HEFHIE

pH A= a AT 4 v 7 AIEARBRK Y (7T—7 LA HREH)
A AE A= a v RT 4 v 7 A TEARBRK? (7—7 LABKRNESH)
rhofk F—a v AT 4 v RJEARBKY (7T—7 LA BRSH)
Ina—2R F—=La v RT 4 v P ATEARBRKY (F—7 L4 HX&4D)
B A= a VAT 4 v 7 ATEARBRK Y (7T—7 L1 HRNE&H)
YAy F—varRT 4 v RTEARBRKD (7—2 LA HREH)
vreY ) =4y F—a VAT 4 v 7 RATEARBRK? (7—27 LA HRXEH)
&R WHIREE

RE (4HHE) # BEMAE o YEEBOARAE (BAL: mL)

2) 20EERRICOVWTCORE

BREEH REFE

RE& (Q0mMER) ® ARAVY o F—BOEARAE (B mL)

BBE KEABRTHED (B 0 mOsm/kg)

{35 I B 15

a) : AUTION™ MINI AM-4290 (7 —2 L A Bk S 4h)

b): BENEEEREERE F—FF U FRZ Y FOM-6030 (77— LA HREH)

) ABEOREL 20BEOREFSFH LT 24 BHORE (mL/24h) 2EH LUK,

19
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6.11.6 &R
BEHFROEELHHESE T OB A OFEHRKIC, AR —K (16~20 KH) #
BEIRE2BEICONT, =T VKRBT CHE L. BERERY» S EDTA-2K MM
L (SB-41: VAR v 7 AKAE4) ITmiE (B 1mL) 28HELEZ, So5hzmRic
DONTEID) CERLEFEBROFECLIVBRE L, FiZ, MK (09mL) % 3.8%
X UBEF Y T AEENMRRE (MK IFICHL 1 FEOEE) [CHEERL, #0508
(3000 rpm, 1580xg, 10 77[]) IZ KV B LT MmFIZ >N THK 3.2) IZFEH L-HEE
ROFBECLIIVRELL, 2B, SHRICEI2BEBCH L., 2EKICOWNT
May-Griinwald-Giemsa 41512 & 2 MRBHEARZER U2, ERICK HRERIIF
BEHIT L. SERRITE Lok,

=3 MAEFBREOEB., ABERVERBRGE
1) EDTA-2K Mz -2\ TORE

REHER MEHE Bifit
FRMERE (RBC) 2EEL—F—Ta—H A b ARNY—E? 10*/uL
~ES g (HGB) VT UARNES LR ED g/dL
~<% 7Y v ME (HCT) RN E CESRDRER/ N SER Y %
SEERIMER AR (MCV) 2RELV—F—Ta—¥ A A NY Y fL
TEHFRMRMLEEE (MCH) FOERERONES L EHOE Y g
R EFEE (MCHC) ~E/a bV BRUAN M7 Yy MEDOEHY g/dL
FRMERE (Retic.) RNAR@IZ LBV —Y—Tu—H AL hAFY—Y %
/g% (PLT) QF/EL—F—Tu—H A PR FY—1R? 10°/uL
HMLERE (WBC) QAEL—F—Tu—P L FARY—E? 10%/uL
HILER T 45 R® AFF VRl BT —% 4 bR MY —i %
DAEL—F—To—F A b AR Y—1E? 10%/uL

2) 7B N Y O AINMED b OB LT I OV T ORE
BEIRE BEFHE BfL
7u ha R (PT) zway hig® s
EHEEER S b e R

75 RF R (APTT) zuay hED s
7479 )48 (FIB) ferRTSRAFUEY mg/dL
135 PR I RE A 2%

a) : RAMEFRERE T KU 17 120 (Siemens Healthcare Diagnostics Inc., Illinois, USA )
b) : MEEE B BHIEIEE ACL Elite Pro (Instrumentation Laboratory, MA, USA)
&) o UroEk (LYMP) | SRR (NEUT) | FEEER (EOS) | IR (BASO) . ¥k (MONO)
BEORBFERER (LUC) , £, BANRESRL AOKRENLEDBEOERLE L,
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6.11.7 mEEERE

MFEFREARE EFRICER LK W4ml) 2EEREFADRRE (X
VxZ MI-A— by 7 FAEKRRAESH) [CER L, RO5BE (3000 rpm, 1580xg,
10 5/0) L. Bohi-lmiBiconT, £4.1) CRHELAEBROFECIIREL
Too Flo, ~A2N) UIIREBRE (MK 1mL 729K 20 BT~ V) [ZER Uzl
W (392 mL) 2@04558 (3000 rpm, 1580xg, 1040M) L. HohmigizonT
F42) CERLEEBERCFHFECLVBEL,

R4 MRECFREOEB. ARERUVERBSRLE

D) AEELEMLEIC OV TORE

BEEA HiESE BT
ALP Bessey-Lowry & 9 1U/L
¥ =2 L RFa—) (T-CHO) CEH-COD-POD ik ¥ mg/dL
MY ZUESA R (TG LPL-GK-GPO-POD % ? mg/dL
U VHgE (PL) PLD-ChOD-POD # ¥ mg/dL
Breyarvy (T-BIL) v rddL—riE? mg/dL
T a—2x (GLU) Fra—2xRFe Fafr—~FPEe mg/dL
RFEZEH (BUN) Urease-LEDH # ® mg/dL
27 V7 F = (CRNN) Creatininase-creatinase-sarcosine oxidase-POD & ¥ mg/dL
FrY oA (Na) A Z U BIRERE Y mmol/L
AV s (K A4 F U BIREGE Y mmol/L
EFE QD A A BRERE? mmol/L
HAT s (Ca) OCPC mg/dL
'Y v (P) Y TFUBREY mg/dL
BizABE (TP) Biuret i ¥ g/dL
FAT7 I (ALB) BCG ¥ 9 g/dL
A/G e (A/G) BI-ABERERTANTIUNHER

2) ~RY UMRES» LA LRI OV TORE

BREER e Fik BAfT
AST UV-rate ¥ ¥ IU/L
ALT UV-rate J& ¥ IU/L
LDH UV-rate & ¥ /L
y-GTP Lyy-Z A ¥ IN3-AAERX 4= buaT =) FiEY IU/L
o FH R

V. BRIEFBBOIEE TBA-120FRE (Fitts : EEAF 4 IV AT A XBRAREH,

B4 BREHEEE)
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6.11.8 REZRE
6.11.8.1 iR

TRTOBPIT 2V, RMBEREIRGIENIC L 0 OB SR, FoE - B -
Mg - EH 2SS 0ORE  BEORBIC X 2FEMRREMAN 2TV, BR2EE
L7z,

© 6.11.8.2 BREERAE

TRTCOEPIZHOVT, RIDTIHBEOEE BEXEER) ZRETHLEBHIT, ¥
WNEELIBRBOEENSEKE 100g 472V OMETEELZEH L.

2B, *HEMALIEAAMEOSBEIC DWW TIIELAR X ICRIE L. FOA3HE M
L7z,

B, B, BRAR. BEIE. OB, FPER. B, R, BE L+ SR FE

6.11.8.3 RIBABERE

TRTOB/EIZOWTRIZTATHRE - HBEERL, U VBERE 10 viv%ii<ly
VIBTCHEE Ui, 72720, Btk Y U EREE 1ovivy%eri L= U VIR R R A, IRERE O
HRITY VEBEER TR L 3IW% I A EALTAFTE F25vw%kA< U VKT
BEE®. BRERKUBELELEIIZT 7 VERTCEE LG, #hEh, U VBRREE 10 viv %
R= ) VIECTREL, X5 74088 LE, 20%, GIFELTA= YT v
AV OREEREERL, EHOMBHEERCEHAER (RRHEFHAIZOV TR
2F]) oW TERLE, *CRLEBREREICOWTCIREMZHH LR, Sk
BEMDOHI T, B, BRDERSEOEENEDON-HEOITFE, B R OBRIC
DN THER O AERY CICEEROEEEIC OV TSR L,

KA. /DS, FhE () . LFME*. IRk, TERE, BRER. ER/ME* Bl
B, MIRR, IR, BT YU oNE, BRIEY OojE, L. RE. I (REXEET)
B. +Z8B. 5. B (M uikzat) . BB, 5. BB, TR, Bigx,
BERE, fEE*. R L&+, aiazig, SR+ 7. e (F#xS0) . KBF (B
BEEETe) *RUOKRBRE B *

fitiz, HER* (RERIXBERESHEET, ~~ b XV ) v 2 F DV REERE
RECEMMLIZ, ) . N—F B+, XK, T, BE. ETR, T TR FEE.
fE, RBE. LR (BEE) * KF (B&EW) *, HBERUEERIEE (BN) /%
HLUTRELE,
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6.12 #EHARHT
F—=T 74—V FREEOEENER BEREICRITA2EENEE EBHHEIE.

EREHEOHE. FAE (FEHMEEZST) | BHE, BKkE, RBEOEENE
B. MRFRE, MKEERERVBEEERT —Z 120\, WBHELSERDER
R L ORI CHREHEN 21T o7, K7, EBITOWVWTIE Bartlett REIC X Y EMED
REZIToT (FEAKME: Bl 1%) . BN E LWESIX Dunnett 52 V¢, FE%
PR D3E X Dunnett B D meanrank test Z AW T, HBE L SR EREHEL OM
TREXToT (FEKE : ARISER1I%) ., 2B, BERICOVTE, FREICEK
DEHODBOY—MHORE (FBAKE: Al 5%) 2fTo7-, ZORER. Stk
BERDOLNTHEITIIXRE L RO ERER L OEBHHEOEIZSVT Student D t
WE (BEKE WAl S R 1%) 2 EHBERRD Lo 72856 121E Aspin-Welch
DIRE FHEAKE: @RAISER1%) 2Fo72 9,
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7. BHEBRER

71—k

&%#& % Table 1-1~1-3 2 U Appendix 1~10 IZ/R L7z,

1) HEHM

PREEDS 200 mg/kg HTe GEEDOMERE TR 5 17 BURBICER I,

2) [EEHE _
MEENTLOTMIZBNTS, BEHBZE L TCREIEIRDON2» o7,

7.2 FHEMLG—BRE. BERE. BEHARUBERESE
7.2.1 M — ARk e
Fk#E % Table 2-1~2-18 J2 U} Appendix 11~70 {Z7R L7z,
1) #&5Hi/H
(1) #5148
WThOREHEBICBWTHREEII R, ML bRELSERYERSHLD
FICHEBEIIRRD N o7,
2 %528
WTFROREHEBIZBWTHRF IR, HEL bRELZERMERSELD
FMICEEZERRO L1072,
(3) ®E38
FILF->TOBEBIIBWT, BEHDZWIEIPEEOFTIEN 200 mg/kg BEFHOH
412F L HEIR2BICRD BN, £, AT 74—V FRE8IZBWVWT, X5k
230 FEEOFERMEMD 200 mg/kg EBHOMIZRD b, '
4 ®’548E
FULR-TOBEIIBWT, BELHAVIIFEEOREN 200 mg/kg HEBHOHE
SN2 Gl L 2N2 BIZRD bl
2) EEHRA
(1) EE 18
A =TT 4= FRBRIZBWT, b kX EHROEERKMEDN 200 mg/kg %
HEOMIIRD T,
(2) EE2E
WFILOREBEEBRICBWTHEFIT 2, B bR L 200 mgkg S LD
BllcERERRD o T,

7.2.2 iR E

Fk#& % Table 2-19, 2-20 & " Appendix 71~76 {27~ L7z,

D %548
WITNOREERBICBWTHEF TR, HEL bRELEERMERSHLD
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MIZEBZIRD NPT,

2) [EE 24
WTNOREBEEBIZBWTHREFIL K, ML LATREL 200 mgkgREFHEL O
MIcEEZRROD Dol |

7.2.3 #h

FAE % Table 2-21, 2-22 & UY Appendix 77~82 {27 L7z,

D ®&548E

MEREL HXPREE L BB ERSH L ORICERERIIRO NN T,
2) EME2HE

MR L Bt HREEL 200 mg/kg B EBEL OMICHABZRIRD O o7z,

7.2.4 BHREEE

FR#&% Fig. 1~4, Table 2-23, 2-24 & O} Appendix 83~88 {Z;R L7z,

1) #5438

BIER LA 0~10 DB ICA B RARED 200 mg/kg B EHOMIZERD Bz,
2) EE2#H

ML L RREE L 200 mg/kg B EHEE ORMICERZERRD DL o T2,

7.3 HKE

FR#& % Fig.5. Table 3-1, 3-2 KT Appendix 89~94 {Z R L7z,

1) ®EHM

HEREE bR L A ERYERSHEOAEIXIIFRICHERZ L, FEEIIRDLN
Bhol, £, BREHFHTOREEMELFEEIRDO NN,

2) EEHE

R L b ot BEE L 200 mg/kg REFHOFEIXIZEIFRRICHEZ L, AREIRED LN
mholc, £k, BEHMFOFEENELEEEZIREO N,

7.4 [Efig

FXAE % Fig.6, Table 4-1, 4-2 % TF Appendix 95~100 IZ7R L7z,

1) &EHIM

200 mg/kg MEHOBTHERKENRE 7RI, AERBEIFRE 21 R 28 A
ICRD BT,

2) [EEHIME

HERE & bR RREE L 200 mykg WMEBHOBHEIIIZIIFHKICHEBE L, FEEIRDD
N hoiz,
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7.5 RRE (BEXKE80)
A& % Table 5-1~5-8 & O Appendix 101~118 125K L 7=,

1) ®548
BABOEELEMEN 200 mgkg HEFHOBIZRD LT,
2) EIE2E

*PHREE & 200 mg/kg B EBEOMERE & L EMNEBICEF IR LT, RE, 8K
ERCRBEICOLFRIEE 200 mgkg BEH L OBIICARZIRD Aoz,

7.6 MERRE

% #% % Table 6-1~6-6 % 1" Appendix 119~136 (7R L7z,

1) BE5HIEKETR

WARMEREOHE R EMED 200 mg/kg ¥ 5B OMEHIC, BMEKE L AMKRIEICE
T B FFERBEOBEEREMED 200 mg/kg EFHOREIC, FMKE, ~EeroUE,
~% b7 Uy MERUEHRMIK I ARBE DR E R{EMED 200 mg/kg B EFHEOHEIC
BObNT,

2) EIEHRE TR

RILKBE KR F~E T L BOFBREM L BROLEKEOFRLFEMA 200 mg/ke
BEHOBIC, BORSEIZRBIT 2D VREREROFEEREOEEREEN 200
mg/kg B EFEDOHEIZRD b,

7.7  MEEERE

FA&E % Table 7-1~7-4 K U* Appendix 137~148 {27~ L7z,

1) BREHMETR

W= A BEOFEREMED 40 mg/kg B EEH DRI A/G OB E 22 B {EN 200 mg/kg
BESROMRC, EEY L ETAT IV OEEREMED 200 mg/kg B EBEOREIC, &
U7 ADHEREMED 200 mgkg EHOMEIZRD b,

2) [EEHIMK TR

T — ADEFEREMEN 200 mg/kg HEFOMHIZRD Hh T,

7.8 H®REEE
F#& % Table 8-1~8-8 J2 UF Appendix 149~172 IZ5R L7z,
1) BEHE®ETRE
P B : ot R O EEOF EREED 200 mg/kg #E5FHO
HEZ. EEEOREREMEN 200 mygkg B E5FH DM
(N8 2RV ¢ Wy ral
etk : X EREOFERBMEN 200 mgkg B EFHOHEIZRD
bz,
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2) EIEHEE TR

HBE : X R U EREOHE22SED 200 mg/kg T EREIT
RN,
7.9 BIBRmAR

FXA&E % Table 9-1, 9-2 2 TX Appendix 173~244 IZ7R L7,
1) BEHHERTE

= : A8 O BELD 200 mg/kg REBDOHESHIZFERD S
iz,
FrF g : KEMEDS 200 mg/kg Fe H-BEOHE 2/6 BT D DL,
2) [EHEHIRIKTR
= : BB OB 200 mg/kg HBEFEOM 1/6 Bz, BIE

D BAREDN 200 mgkg B EHOHE /6 flICBO bR,

710 REHBFERE
F##& % Table 10-1~10-4 & O} Appendix 173~244 {257 L7z,
1) BEHIMKTE
WRUMERSICL D L %x LN SR, §RUIFRICRD bhi,
Jefig : B s M A3 % RBE O MERER 1/6 B, 8 mg/kg B S REDE
1/6 i}, 40 mg/kg ¥ 5-BE D HE2/6 51 & IHfE 1/6 B TEHIT
200 mg/kg & G- BEDHEEM & M 5/6 Gl CEMN OCBE L:
FbHiv, 200 mg/kg BEBHEOMBICRREBEERCRERE
DOERPF O iz,
= : HRICBWTEIE 0 BB H vz 200 mg/kg &5
BHOMER 262 EHUTORRARA bR, BHULR
AIE OUD AD 200 mgkg BEBEOHE 4/6 HliC, B
2 HHEEOVEBERFE ERBIAR 8 mgkg &KE#
DHE 3/6 ) & M 4/6 ], 40 mg/kg LA LD 5B O MERE
EEFICERD bz,

g : FRIZBWTKREE R A bz 200 mg/kg R 5-BEDHE
216 Bl EHRUTORABA LN, BMARUEBERF
AR AER A3 200 mg/kg X 5 BE DHE 5/6 B & M 3/6 BillZFR
Hbhit,
BEMMBR TECTRUTICRIFRARO O, ZOoHBERERENLWTR
HIRREOE/ LM LT,
T : B0 5 A BEOM 1/6 BHIFRD bz,
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FOR AR
P

i (REXzEt)

Fr ik

2) [EEHRKTR

%ﬁ@@%%@@bmﬁﬂmmygﬁﬁﬁmmzm%
LI 1/6 BlIZR D LT,
%ﬁ&éﬁmﬁmﬂ%ﬁ®MUmm2mmyg&ﬁﬁ
Dif 2/6 BHIFRD T,

B ) o NERRES X RBEEORE 1/6 FliC, B
RHRR DEFE X RALO M 1/6 1, 200 mg/kg & 5HED
HE 1/6 Bic, SRS TRIBHED IR 3 RHRBEDHE 1/6 1
IZRBD LT,

B2 REME MR E S X REEDORE 1/6 1, 8 mg/kg
EREDORE 1/6 B, 200 mg/kg T S5BEOME 1/6 Filiz, &K
RIRE DD S RMILIRY X RBEE O 1/6 HlIRO oI
7o

BRI N SERES S EREEOHE 2/6 B & 4/6 . 8
mg/kg B EFEDOMERES 1/6 H], 40 mg/kg B EEE O
& 1/6 5. 200 mg/kg ¥ 5-BEDHE 4/6 H & 1 5/6 HliR
Db, £, B FRE RO =S %
FRBE DME 3/6 .8 mg/kg I G-BEDHE 1/6 4] & M 4/6 .
40 mg/kg 5B DME 3/6 7. 200 mg/kg T EFEDHE 1/6
B o,

B2 IRAE OGRS X RO 1/6 . 200 mg/kg
B EREOHE 1/6 Flic, BMRBERMEI BRI
1/6 B & i 2/6 . 200 mg/kg B 5-BE O 3/6 P, B
W R HEAES 200 mg/kg WEFEDRE 1/6 BT,
R EALEOHLEILED RO 1/6 ]2 ¥ 2/6
%, 200 mg/kg B S5-BEDHE 2/6 FlIZ, 4% 72 RBIERRKE
LB R BEEDHE 1/6 HIIZFRD Bz,

B Y R EMRRES X REED 1/6 Fi, 200
mg/kg T ERED 2/6 FIIZRD Tz,

B2 R RERTRE S 0 RBE O MERES 1/6 1. 200
mg/kg B EREDHE 1/6 FlIZR D bhiz,

TRMEREICX D &f%z LD EH R OB IR b,

FERRR

|

BRI BE 515 I A3 ot BREBE O HE 2/6 ], 200 mg/kg 53
DHE 5/6 B & M 3/6 IR D B iz,

FIRIZBWCHIE O BB A b7z 200 mgkg &
BHOM 1/6fFlL, BiIBOBAENA LI 200 mg/kg
REROHE 1/6 Gl aH»UTOFRRARD b, &
MR EERELERIBEES 200 mgke HEHOK

28



B-6578

3/6 51l & 5/6 BlIZFBD bz,
EEHMRAE TETEIUTIORTRAIRD oS, TOHBRREZELLWHTH
bIBFEEDOEAL & HET L7,

e i B ARILES S BEEOME 3/6 51, 200 mg/kg ¥ 58
DHE 4/6 FLZTZDH bl

= : B REERRZEEABEOMHES 1/6 FlIZRD
HivT,

i : B0 7 PIIRE BT 0 ZZ R b S BRBE D 1/6 1.

200 mg/kg I 5 BEDMERES 1/6 BIZ B D 5V ITRE
RN RZEREDS ST ERBE O HE 1/6 51 & M 2/6 51, 200 mg/kg
REREDORE2/6 B L i 4/6 BHIARD D,
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8. EE

I-Z7BaAF)h4-=brREBro 28 ARRERORESHERREZ 6 @0
Sprague-Dawley & SPF 7 » I (Crl:CD(SD), 1 &M% 6 XiT 12[8) ZHWTERL
Tro BEEIZO (0.5WN% A FEla—ZKEEHE © xHBREE) 8. 40 X1 200 mg/kg &
L. £72, XBH#HL 200 mgkg EEHO—HOMEME (1 BHMHES 6IT) [THOWTIEE
EHEKT% 2 BROREMMEZR T, BEEOTHEEERE LT,

— AR EE T, WIS 200 mg/kg WEBEDOMME TR S 17 BBRICEB R Sz n, &
SHBFOHDENTH oI,

MR BOBE T, BENOHEEOTRIEN 200 mg/kg B EHOMRE TR
E3RVC4BIZEBREINZIEN., —T 74— FRERIIBWTAEL R Y EE
DARED 200 mg/kg B EFHDOMETERE 3 BICRD bz, b B Y B OEMEIT 200
mg/kg BEFHOMETHEIE 1 BIZHRO LN, BIE 2BICIXHEE L,

BERERCEN CIIERVEREOEZEITIA r‘o:nt,crb:oto —F., BREHED
{EEAS 200 mg/kg T EEHOMCHR S 4 BORITERL 0~10 5%IZFED v, FRE UK
HHRROBRBERBECREFTZIEEINL TV ARNLEDD, %&&%E&“% & O REE A
S‘bhi,

EEROEERETIE, 200 mgkg REFEOHE TEEROKMENERSE 7 BIZ, SEN
BE21RV 2 BZBODBNENR, WThHLIKRETHY ., FELELRHZLNT
WRWZ Enh, BEENERIIRWV AR L,

RBRE BKEEET) T, REEFERD NP7, EBAKEOFEHED 200
mg/kg T EBHDOETHE L 4 BIZRD LN,

MEFRETIX, REPEETHROELE LT, BROLEREROSHED 200 mg/ke &
EROMET, ROKKE, ~FES/ob &, ~~ b7 Uy MEK USSR MR 6538
BEOKMED 200 mgkg BEHDOHECTA LI, BB REBINT, £/, BMLEkEK
V' HMERSE BT DT EREOBMEDN 200 mgkg REBFHOHETLRD LN, [EIE
R TRROE L LT, fRIMKEOFMED 200 mg/kg B EHEOBE TR O bizds,
&5%ﬁ%7ﬁmw&fﬁﬁbto%®m’%mﬁ&&wA%ﬁu3y%®ﬁﬁﬁ
200 mg/kg BEBHOBETHMERSEIZIIT S U U BRER CHFEEREOEEDN 200
mg/kg BEHOMTRD b3, u\'ﬂm%) TKBETHY, BEHBFIZIIELS
HHENTWRWZ Ehb, BREELHE L,

MRILFERETIZ, BEHRKTROELE LT, A/GHLOBEHED 200 mg/kg 25
BHOMHET, BRY VEOTAT IV ORED 200 mgkg REHOBTRD LN,
FOMIZAY T LAOEED 200 mg/kg BEHOMIZBD ONTA, T<RETHD.,
MOBMEIIIEERH LN TRV &b, BEELHELE, 2, BiZAA
BFOIRMED 40 mg/kg BREHDOHEIIRD ONZN, HBIEFELEELTRER o2,
EIEHERTEOE{LE LT, Za—XDEEDN 200 mgkg REHOMTRDO LN
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725, BEHEE TRIZIIA DN TOWARWI b, B3 & L -,

FFREFERAE T, BSHWMETRICME, FBRROE TEATd oz, g
BT, BB E M ORBTEE R URRE OB 200 mg/kg B 58 DR
RO L, AN EREOBELE-T, TOEMIMTER LA MEEREICBITS
Bl ~DRUNMEFILEEBEZ DN, AERYE CTH L= XU ETIRAELE
BEMEHXRITIEMRE N L LEMEEMA RN, FRICBWTIX, B
ARFYIZ KBUEAS 200 mg/kg & 5-BE DRETH b L B FERIIC b OB MEFFHERR AR A A3 200
mg/kg BEHOMETAHALN, BIIRAEUCHENEEOREY. HITEMIEEOSHE
o TROLN, LAL, MELFRER CIFREREOEEL RLT 5 L O RE
LI EEFHBERBIAL LTI - 72, BIZBWTIZ, RIEMCHTIBoa&L
A5 200 mg/kg B S REDHERE TH DAL, MEBEERITIIRTE OV H A 200 mg/kg ¥ 5-8
DOHET, VEMREEERBFREL 8 mykeg L EOBREHOBBETRD b, Zhb
DERIEAERDENBEES S WITHEEEZE T2 BMONTNEZ &N b,
BBRYERSICLIEENLTEICEI VAL DL EI O, FEHBKTEIC
BE AR L TR, Thbb, HIEMIZHTE OB &L 200 mg/kg ##
EHOHET, AR OBEEDN 200 mg/kg HEHOBET, HEFENHIZOEBERELEKE
TR 200 mg/kg WS- BOMREICRD SN, ZORIEED 2 WVITREIXREH
R TR Lz, £72. BIBIZBW T LB E M O RBEHEE OEMNRD 5
=D, EOREIIBREHBETIRICHSBE L, ZoMICBROEN X UHEMYE
BOEERALNEN, T BRERELTHYEEHBRTRICRA DA THARNT
EPBEREOE L HET LT,

ERLUAEERDS B, =774 —NA FRBEBIZBIT AL ERY K, MK
BEICRBITAMAMEE, REZRECBITIEOEICOWVIRERIZLRD LN
o000, WTFNRbLEREHE T H 2WITERSHBK TR STER L, BEHEEISR
BEN-, BB, FOMOEIZHOWTIIREL & biciEkL, BELZR LY,

LR, 1-708 AFld-= P rORRREETICBIT 2 BHEET
MR & LIREEREDEIC L AE(L D 8my/kg/day & FEH D LHEE SN 72771,
40 mg/kg UL T 0B S BEOMEMEITRD b B gBRmE ORI ER ST 2 8{kn s
Thol, ¥, BEZ Lo TAEUEEKIZ. WFRLKEIC L 2EEENED N
77
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1)

2)

3)

4)

3)
6)

Xk

-7 2Fl4=buaXErody FERAVWE 14 BRKERA
BEEHRR (FHEEAD) BXSHER VY —FEr 74— HBRES : C-B44d6,
2009 )

Snedecor GW, Cochran WG. Statistical methods.8th ed. Ames: Iowa State University
Press;1989.

Dunnett CW. A multiple comparison procedure for comparing several treatments with a
control.Y Am Stat Assoc 1955; 50:1096-121.

Dunnett CW. New tables for multiple comparisons with a control. Biometrics 1964;
20:482-91. .

AR (1977)  : FEZhFME — FHE & BT —1 R R EHES, TR,

EARIE (1981) - ZEZHEEAE — FHE & AR — 11 R RZE RS, B
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Fig.4 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks

Motor activity (Week 4 of administration period)
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Fig.? A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks

Motor activity (Week 4 of administration period)
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Fig.3 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks

Motor activity (Week 2 of recovery period)
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Fig.4

t
0-10 10-20

i |
20-30 30-40
Interval (minute)

I
40-50

A 2B8-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
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400
300k
- o —
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100+
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Fig.b A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks

Body weight
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A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats

with a recovery period of 2 weeks
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Table 1-1 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks

Clinical signs (Administration period)

Day of administration

Sex Dose Findings
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Male 8 No. of animals 6 6 6 6 6 [¢] 8 6 6 6 6 6 [ 6
No abnormality 6] 6 6 [¢] G 6 G G 6 [¢] G 6 6 6
40 No. of animals 6 6 6 6 6 [t} ) 6 6 6 6 5 [ 6
No abnormality 6 [ G 6 [ [] [ 6 6 6 6 6 6 6
200 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
] No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Female 8 No. of animals 6 6 6 6 6 6 6 6 6 [§] 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 [¢] 6 6 6 6 6
40 No. of animals 6 6 [ 6 [¢] 6 6 6 6 6 6 6 G 6
No abnormality [{] 6 6 G 6 8 6 [ 6 6 6 6 6 6
200 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 i2 12 12 12
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Table 1~2 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks

Clinical signs (Administration period)}

Day of administration

Sex Dose Findings
mg/kg 15 16 17 18 19 20 21 22 23 24 25 26 27 28
o No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Male 8 No. of animals 6 6 6 6 6 (] 6 6 ] 6 ¢} [ <] 6
No abnormality 6 [¢] 6 6 [§] 6 6 54 G 6 6 6 6 [
40 No. of animals [¢] 6 6 [§] 6 6 [§] 6] [¢] 6 6 6 6 [¢
No abnormality [¢] 6 (6] 6 G 6 [¢] 6 6 6 6 6 8 [
200 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 8 10 10 11 11 10 10 9 10 8 9 8
Salivation 0 0 4 2 2 1 1 2 2 3 2 4 3 4
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Female 8 No. of animals G 6 6 [¢] 6 6 6 6 6 6 5] 6 6 6
No abnormality (4] 6 6 6 6 [ 6 6 6 6 8 [¢] (¢} 6
40 No. of animals 6 8 6 6 6 6 6 6 6 6 [ 6 6 6
No abnormality 6 6 5] 6 6 6 6 6 6 6 G 8 6 [
200 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 7 10 10 10 11 11 10 10 8 9 8 10
Salivation 0 ] 5 2 2 2 1 1 2 2 4 3 4 2
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Table 1-3 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks
Clinical signs (Recovery period)
Day of recovery
Sex Dose Findings
ng/kg 1 2 3 4 5 6 7 8 g 10 11 12 13 14
Male 0 No. of animals 6 6 6 6 6 6 6 6 6 [ 6 6 6 6
No abnormality 6 6 6 6 6 ] 6 6 6 <] <] 6 6 6
200 No. of animals 6 6 6 6 6 6 6 [} 6 6 6 8 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 ] 6 6]
Female 0 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 [ 6 [ [ 6 6 [¢] 6 6 6 6
200 No. of animals 6 6 G 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 [¢] 6 [§] 6 6 6 6 6 [ 6 6 [ 6
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Table 2-1 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks
Detailed clinical signs home cage observations (Week 1 of administration period)
Sex
Dose (mg/kg) 0 40 200 0 40 200
Parameter No. of animals 12 6 12 12 [ 12
Posture
Normal 12 6 12 12 8 12
Convulsion
None 12 6 12 12 6 12
Abnormal behavior
None 12 6 12 12 6 12
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Table 2-2 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks
Detailed clinical signs home cage observations (Week 2 of administration period)
Sex Male Female
Dose (mg/kg) 0 40 200 0 40 200
Parameter No. of animals 12 6 12 12 6 12
Posture
Normal 12 [ 12 12 6 12
Convulsion
None 12 6 12 12 6 12
Abnormal behavior
None 12 6 12 12 6 12
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Table 2-3 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks
Detailed clinical signs home cage ohservations (Week 3 of administration period)
Sex Male Female
Dose (mg/kg) 0 40 200 0 40 200
Parameter No. of animals 12 6 6 12 12 6 12
Posture
Normal 12 G 6 12 12 6 12
Convulsion
None 12 6 6 12 12 [$) 12
Abnormal behavior
None 12 6 [¢] 12 12 [¢] 12
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Table 2-4 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks
Detailed clinical signs home cage observations (Week 4 of administration period)
Sex Male Female
Dose (mg/kg) 0 40 200 0 40 200
Parameter No. of animals 12 6 6 12 12 6 6 12
Posture
Normal 12 6} 6 12 12 6 6 12
Convulsion
None 12 6 G 12 12 6 G 12
Abnormal behavior
None 12 6 G 12 12 6 6 12
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Table 2-5 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks
Detailed clinical signs home cage observations (Week 1 of recovery period)
Sex Male Female
Dose (mg/kg) 200 0 200
Parameter No. of animals 6 [¢] 6
Posture
Normal 6 6 6
Convulsion
None 6 6 [
Abnormal behavior
6 6 [¢]

None
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Table 2-6 A 28-day oral toxicity study of alpha-chloro-4~nitrotoluene in rats
with a recovery period of 2 weeks
betailed clinical signs home cage observations (Week 2 of recovery period)
Sex Male Female
Dose (mg/kg) 200 0 200
Parameter No. of animals ] 6 6 6
Posture
Normal 6 [¢] 6 G
Convulsion
None [§] 6 6 6
Abnormal behavior
None (5} 6 6 6
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Teble 2-7 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observations (Week 1 of administration period)

Sex Male Female
Dose (mg/kg) 1] 8 40 200 4] 8 40 200

Parameter No. of animals 12 6 6 12 12 6 6 12
Ease of removal from cage
* Easy 12 6 6 12 12 8 6 12
Fur condition

Normal 12 6 6 12 12 6 6 12
Skin

Normal 12 6 6 12 12 6 6 12
Secretions-Eye, Nose

Absent 12 6 6 12 12 [ 6 12
Exophthalmos

Absent 12 8 6 12 12 [ 6 12
Palpebral closure

Normal 12 6 6 12 12 [¢] 6 12
Mucosal membranes

Normal 12 8 6 12 12 6 6 12
Lacrimation

Normal 12 6 6 12 12 6 6 12
Piloerection

Absent 12 6 6 12 12 6 6 12
Pupil size

Normal 12 6 6 12 12 [ 6 12
Salivation

None 12 6 6 12 12 6 6 12

Abnormal respiration
Absent 12 6 6] 12 12 [§] 6 12

Reactivity to handling
Easy .12 6 8 12 12 6 6 12
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Table 2-8 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observations (Week 2 of administration period)}

Sex Male Female
Dose (mg/kg) 0 8 40 200 0 8 40 200

Parameter No. of animals 12 6 6 12 12 6 [ 12
Ease of removal from cage

Easy 12 6 6 12 12 6 6 12
Fur condition

Normal 12 6 6 12 12 8 6 12
SKin

Normal 12 6 6 12 12 : 6 6 12
Secretions-Eye, Nose

Absent 12 6 6 12 12 6 6 12
Exophthalmos

Absent 12 6 6 12 12 6 6 12
Palpebral closure

Normal 12 6 6 12 12 6 6 12
Mucosal membranes

Normal 12 6 6 12 12 6 ] 12
Lacrimation

Normal 12 6 6 12 12 6 6 12
Piloerection

Absent 12 6 6 12 12 6 6 12
Pupil size

Normal 12 6 6 12 12 4] 6 12

Salivation
None 12 6 6 12 12 6 6 12

Abnormal respiration
Absent 12 6 6 12 12 6 6 12

Reactivity to handling
Easy
Slightly awkward 1 o} 0 0 ] (4] (o] 0
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Table 2-9 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observations (Week 3 of administration period}

Sex Male Female
Dose (mg/kg) 0 8 40 200 0 8 40 200

Parameter No. of animals 12 4] [} 12 12 6 5] 12
Ease of removal from cage

Easy 12 6 6 12 12 6 6 12
Fur condition

Normal 12 6 6 12 12 6 G 12
Skin

Normal 12 6 6 12 12 6 6 12
Secretions-Eye, Nose

Absent 12 6 6 12 12 6 6 12
Exophthalmos

Absent 12 6] 6 12 12 6 6 12
Palpebral closure

Normal 12 6 6 12 12 [¢] 6] 12
Mucosal membranes

Normal 12 6 6 12 12 [ 6 12
Lacrimation

Normal 12 [} 6 12 12 6 6 12
Piloerection

Absent 12 6 6 12 12 6 6 12
Pupil size

Normal 12 [¢] G 12 12 6 6 12
Salivation

None 12 6 6 8 12 <] 6 9

Slight 0 0 0 3 0 0 [¢] 3

Moderate 0 0 0 1 ] 0 0 4]

Abnormal respiration
Absent 12 6 [} 12 12 63 [} 12

Reactivity to handling
Easy 12 6 6 12 12 6 6] 12
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Table 2-10 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks

Detailed clinical signs : in~the-hand observations (Week 4 of administration period)

Sex Male Female
Dose (mg/kg) 0 8 40 200 0 8 40 200

Parameter No. of animals 12 6 6 12 12 6 G 12
Ease of removal from cage

Easy 12 6 [¢] 12 12 6 [¢] 12
Fur condition

Normal 12 6 6 12 12 6] 6 12
Skin

Normal 12 6 6 12 12 5 6 12
Secretions-Eye, Nose

Absent 12 6 6 12 12 6 6] 12
Exophthalmos

Absent 12 6 6 12 12 6 G 12
Palpebral closure

Normal 12 - 6 [} 12 12 6 6 12
Mucosal membranes

Normal 12 6 6 12 12 6 6 12
Lacrimation

Normal 12 6 6 12 12 6 6 12
Piloerection

Absent 12 6 6 12 12 6 6 12
Pupil size

Normal 12 6 6 12 12 6 6 12
Salivation

None 12 6 6 7 12 [ 6 10

Slight 0 0 0 3 0 0 0 2

Moderate 0 0 0 2 (¢} 0 (¢ 0

Abnormal respiration
Absent 12 6 6 12 12 6 6 12

Reactivity to handling
Easy 12 6 6 12 12 6 [ 12
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Table 2-11 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
. with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observations (Week 1 of recovery period)

Sex Male Female
Dose (mg/kg) 0 200 0 200
Parameter No. of animals 6 6 6 [}

Ease of removal from cage

Easy 4 6 6 6

Some resistance/avoldance 2 0] 0 0
Fur condition

Normal 6 6 6 [
Skin

Normal [$) 6 G 6
Secretions-Eye, Nose

Absent 6 6 6 6
Exophthalmos

Absent 6 [} 6 6
Palpebral closure

Normal 6 6 6 6
Mucosal membranes

Normal 6 6 6 6
Lacrimation

Normal 6 6 6 6
Piloerection

Absent 6 6 6 6

Pupil size
Normal 6 6 6 6

Salivation
None 6 6 6 6

Abnormal respiration
Absent 6 6 6 6

Reactivity to handling
Easy
Slightly awkward 0 0
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Table 2-12 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observations (Week 2 of recovery period)

Sex Male Female
Dose (mg/kg) 0 200 0 200
Parameter No. of animals 6 G 6 6

Ease of removal from cage

Easy 6 6 [} 6
Fur condition

Normal 6 6 [¢] 5]
Skin

Normal G 6 6 G
Secretions-Eye, Nose

Absent G 6 G 6
Exophthalmos

Absent 6 6 6 6
Palpebral closure

Normal 6 G 6 [¢]
Mucosal membranes

Normal 6 6 6 6
Lacrimation

Normal 6 6 6 6
Piloerection

Absent 6 [¢] 6 6
Pupil size

Normal 6 6 6 6

Salivation
None 6 6 G G

Abnormal respiration
Absent 6 6 6 6

Reactivity to handling
Easy 6 5} 6 6
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Table 2-13 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks
Detailed clinical signs open field observation (Week 1 of administration period)
Sex Male Female
Dose (mg/kg) 0 8 40 200 0 40 200

Parameter No. of animals 12 6 6 12 12 [¢] 12
Arousal

Normal 12 6 6 12 12 6 12
Convulsion

None 12 6 6 12 12 6 12
Abnormal behavior

None 12 6 6 12 12 6 12
Stereotypy

None 12 6 [¢] 12 12 [3] 12
Gait

No/minimal location 0 1 0 1 0 Q 0

Normal 12 5 6 11 12 6 12
Posture

Normal 12 8 6 12 12 6 12
Grooming

None 12 6 6 12 12 6 12
Rearing count (Mean+S.D.) 3+ 2 3+ 4 3+ 2 3+ 2 6+ 2 8+ 3 4+ 1
Defecation count (Mean+S.D.) 0+ 1+ 1 0+ 0 0+ 1 0+ 0+ 0 0+ O
Urination

None 8 4 3 10 12 5 12

Small amount 4 2 3 2 0 1 o]

No significant difference in any treated groups from control group.



Table 2-14 A 28-day oral toxicity study of alpha-chlorc-4-nitrotoluene in rats
with a recovery perlod of 2 weeks

Detailed clinical signs

open field observation (Week 2 of

administration period)

B-6578

Sex Male Female
Dose (mg/kg) 0 8 40 200 o] 8 40 200

Parameter No. of animals 12 6 8 12 12 [} [ 12
Arousal

Normal 12 6 6 12 12 6 6 12
Convulsion

None 12 [ 6 12 12 6 6 12
Abnormal behavior

None 12 6 6 12 12 6 6 12
Stereotypy

None 12 6 4] 12 12 6 6 12
Gait

Normal 12 6 6 12 12 6 [} 12
Posture

Normal 12 6 6 12 12 8 6 12
Grooming

None 12 (¢} 6 12 12 6 6 12
Rearing count {Mean*S.D.) 4+ 3+ 3 3+ 2 3+ 2 9+ 7+ 3 9+ 2 7+ 2
Defecation count (Mean+S.D.) 0+ 1 1+ 1 0+ 0 1+ 1 0+ 0 0+ 0 0+ O 0+ O
Urination

None 8 3 2 8 12 6 S 10

Small amount 4 3 2 4 0 0 1 2

Moderate amount 0 0 2 0 0 0 0 0

No significant difference in any treated groups from control group.
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Table 2-15 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks

Detailed clinical signs : open field cobservation (Week 3 of administration period)

Sex Male Female
Dose (mg/kg) 0 8 40 200 0 8 40 200

Parameter No. of animals 12 6 6 12 12 [¢] 6 12
Arousal

Normal 12 6 6 12 12 6 6 12
Convulsion

None 12 6 6 12 12 6 5} 12
Abnormal behavior

None 12 6 6 12 12 6 6 12
Stereotypy

None 12 6 6 12 12 6 6 12
Gait

Normal 12 G [¢] 12 12 68 6 12
Posture

Normal 12 6 6 12 12 6 [ 12
Grooming

None 12 6 6 12 12 6 6 12
Rearing count {(Mean+S.D.) 6+ 3 4+ 3 5+ 1 4+ 2 11+ 3 9+ 4 8+ 1 7+ 2%4D
Defecation count {(Mean+S.D.) 0+ 1 1+ 2 0+ 0 0+ 0 0+ 0 0+ 0 0+ O 0+ 0
Urination

None 11 4 6 11 12 6 6 12

Small amount 1 1 0 1 0 0 0 0

Moderate amount 0 1 0 0 0 0 0 0

#»* : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 2-186 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks

Detailed clinical signs : open field observation (Week 4 of administration period)

Sex Male Female
Dose (mg/kg) 0 8 40 200 0 8 40 200

Parameter No. of animals 12 6 6 12 12 6 6 12
Arousal

Normal 12 6 6 12 12 6 [ 12
Convulsion

None 12 6 6 12 12 6 G 12
Abnormal behavior

None 12 6 6 12 12 [} 6 12
Stereotypy

None 12 ¢} 6 12 12 6 6] 12
Gait

No/minimal location 0 0 0 1 0 0 0 0

Normal 12 6 6 11 12 6 6 12
Posture

Normal 12 6 6 12 12 6 (] 12
Grooming

None 12 6 6 12 12 [ 6 12
Rearing count (Mean*S.D.) 6+ 3 5+ 3 5+ 2 4+ 3 9+ 3 9+ 4 9+ 2 9+ 3
Defecation count (Mean+S.D.) 0+ 1 1+ 1 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 11 6 3 11 11 6 6 12

Small amount 1 0 0 i 1 4] 0 0

No significant difference in any treated groups from control group.
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Table 2-17 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks

Detailed clinical signs : open field observation {(Week 1 of recovery period)

Sex Male Female
Dose (mg/kg) 0 200 0 200

Parameter No. of animals 6 6 6 8
Arousal

Normal 8 6 6 6
Convulsion

None 6 6 6 6
Abnormal behavior

None 6 6 6 6
Stereotypy

None [ [¢] 6 6
Gait

Normal [¢] [§] 6 6
Posture

Normal 6 6 6 6
Grooming

None 6 6 6 6
Rearing count (Mean+S.D.) 6+ 2 5+ 2 11+ 2 G+ 2#eT
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 6 6 6 [§]

% : p<0.01 (Significant difference from control group)
T : Student’'s t-test
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Table 2-18 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks

Detailed clinical signs : open field observation (Week 2 of recovery period)

Sex Male Female
Dose (mg/kg) 0 200 0 200

Parameter No. of animals 6 6 6 6
Arousal

Normal 6 6 6 6
Convulsion

None 6 6 6 6
Abnormal behavior

None 6 6 6 6
Stereotypy

None 6 8 6 6
Gait

Normal 6 G 6 (]
Posture

Normal 6 [ 6 6
Grooming

None 6 6 6 6
Rearing count (Mean+S.D.) 5+ 2 5+ 4 10+ 2 9+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0O
Urination

None 5 4 6 6

Small amount 1 2 1] 0

No significant difference between treated group and control group.
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Table 2-19 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks

Manipulative test (Week 4 of administration period)

Sex Male Female
Dose (mg/kg) 0 8 40 200 0 8 40 200
Parameter No. of animals 12 6 6 12 12 [} 6 12
Auditory response
Normal 12 6 6 12 12 6 6] 12
Approach response
Normal 12 6 6 12 12 6 6 12
Touch response
Normal 12 6 6 12 12 6 6 12
Tail pinch response
Normal 12 6 6 12 12 6 6 12
Pupillary reflex
Pass, both 12 6 6 12 12 [ [ 12
Aerlal righting reflex
(Total score: Mean+S.D.) 0+ O 0+ 0 0+ 0 0+ 0 0+ O 0+ 0 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 57+13 61+20 66+12 53+18 46+ 8 45+ 8 50+13 50+10

No significant difference in any treated groups from control group.



Table 2-20 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks

Manipulative test (Week 2 of recovery period)

B-6578

Sex Female
Dose (mg/kg) 0 200 0 200
Parameter No. of animals 6 6 6 6
Auditory response
Normal 6 6 6 6
Approach response
Normal 6 6 6 G
Touch response
Normal 6 6 6 6
Tall pinch response
Normal 6 6 [§] 6
Pupillary reflex
Pass, both 6 6 5] 6
Aerlal righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0 0+ 0O 0+ 0
Landing foot splay {mm: Mean+S.D.) 73+18 64+10 54+16 53+ 7

No significant difference between treated group and control group.
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Table 2-21 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks

Grip strength (Week 4 of administration period)

Sex Dose Fore limb Hind )imb
mg/ke g g

0 No. 12 12

Mean 1048 498

S.D. 119 106

Male 8 No. 6 G
Mean 1059 494

S.D. 180 133

40 No. 6 6

Mean 1000 471

S.D. 45 74

200 No. 12 12

Mean 960 473

S.D. 75 65

(] No. 12 12

Mean 219 378

S$.D. 95 70

Female 8 No. 6 [¢]
Mean 930 385

$.D. 209 79

40 No. 6 6

Mean 973 395

S.D. 118 68

200 No. 12 12

Mean 906 367

S.D. 102 406

No significant difference in any treated groups from control group.
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Table 2-22 A 28-day oral toxicity study of alpha-chloro~4-nitrotoluene in rats
with a recovery period of 2 weeks

Grip strength (Week 2 of recovery period)

Sex Dose Fore limb Hind limb
mg/kg 4 g

Male 0 No. ] 6
Mean 1368 489

S.D. 69 148

200 No. 6 6

Mean 1272 519

S.D. 140 118

Female 0 No. 6 6
Mean 977 410

S.D. 87 85

200 No. 6 6

Mean 1044 442

S.D. 110 64

No significant difference between treated group and control group.
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Table 2-23 A 28-day oral toxicity study of alpha-chloro-4-nitrotcluene in rats
with a recovery period of 2 weeks

Motor activity (Week 4 of administration period)

Interval (minutes)

Sex Dose
mg/ke 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 12 12 12 12 12 12 12
Mean 402 352 335 328 277 214 1908
S.D. 64 58 68 81 128 145 424
Male 8 No. 6 6 6 6 6 6 6
Mean 397 368 352 325 245 206 1892
S.D. 16 42 47 120 152 157 370
40 No. 6 G 6 6 6 6 [
Mean 369 342 288 265 252 242 1757
S.D. 45 55 101 130 117 138 522
200 No. 12 12 12 12 12 12 12 .
Mean 358 329 323 258 244 124 1636
S.D. 58 60 50 80 63 135 225
0 No. 12 12 12 12 12 12 12
Mean 420 345 308 308 289 303 1973
S.D. 45 58 88 86 104 132 401
Female 8 No. 6 3] 6 6 6 6 6
Mean 398 304 233 252 220 269 1677
S.D. 55 56 107 118 82 53 290
40 No. 6 6 6 6 6 6 6
Mean 420 363 328 304 291 351 2055
S.D. 52 84 37 106 57 65 298
200 No. 12 12 12 12 12 12 12
Mean 364+ 324 295 258 262 270 1771
S.D. 63D 73 81 80 91 112 383

Unit : Count
# : p<0.05 (Significant difference from control group)
D : Dunnett's test
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Table 2-24 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks

Motor activity (Week 2 of recovery period)

Interval (minutes)

Sex Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
Male 0 No. 6 6 6 6 6 6 [
Mean 424 329 271 275 242 245 1786
S.D. 37 87 99 76 126 134 281
200 No. 6 6 6 6 6 6 8
Mean 413 343 350 289 325 298 2018
S.D. 22 45 45 36 33 76 135
Female 0 No. 6 6 6 6 6 6 3
Mean 375 268 233 241 276 241 1633
S.D. 91 114 119 58 107 133 503
200 No. 6 6 G 6 G 6 6
Mean 333 282 228 271 171 253 1538
S.D. 49 51 148 117 92 173 459

Unit : Count
No significant difference between treated group and control group.
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Table 3-1 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks
Body weight (Administration perjiod)
bay of administration
Sex Dose Gain
mg/kg 1 4 7 10 14 17 21 24 28 1-28
0 No. 12 12 12 12 12 12 12 12 12 12
Mean 200 225 252 279 308 329 352 368 384 185
S.D. T 8 9 9 10 12 12 14 15 13
Male 8 No. 6 6 6 6 6 6 6 6 [§] 6
Mean 201 227 254 281 308 329 351 368 381 180
S.D. 9 11 14 17 20 23 27 29 32 26
40 No. 6 6 6 6 G G 6 6 6 6
Mean 200 225 252 277 307 330 357 376 394 194
S.D. 9 13 19 24 35 39 47 51 56 47
200 No. 12 12 12 12 12 12 12 12 12 12
Mean 201 219 240 266 301 328 356 375 393 192
S.D. 7 10 17 18 20 21 25 25 27 23
0 No. 12 12 12 12 12 12 12 12 12 12
Mean 165 175 183 199 214 224 235 239 245 81
S.D. 7 7 11 g 11 11 14 14 13 13
Female 8 No. 6 6 6 6 6 6 6 6 6 6
Mean 1686 177 185 202 216 226 238 245 252 87
S.D. 8 S 11 11 9 8 8 10 14 16
40 No. 6 <] 6 6 6 6 6 6 6 6
Mean 165 174 189 204 216 226 236 238 248 84
S.D. 5 8 11 11 14 10 11 14 12 11
200 No. 12 12 12 12 12 12 12 12 12 12
Mean 168 177 183 199 212 224 237 243 252 85
S.D. 8 9 11 12 13 13 14 16 17 13
Unit : g

No significant difference

in any treated groups from control group.
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Table 3-2 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks
Body weight (Recovery period)
Day of recovery
Sex Dose Gain
mg/kg 1 3 7 10 14 1-14
Male 0 No. 6 6 6 6 6 6
Mean 389 398 418 433 445 56
S.D. 20 22 26 31 35 16
200 No. 6 6 6 8 6 6
Mean 386 396 418 434 450 G4
S.D. 26 27 30 31 30 8
Female 0 No. 6 6 6 6 6 6
Mean 250 253 260 271 275 25
S.D. 11 i2 10 11 12 9
200 No. 6 6 6 6 6 6
Mean 262 262 268 279 284 21
S.D. 15 19 18 18 21 10
Unit

No slénificant difference

between treated group and control group.



B-6578

Table 4-1 A 28-day oral toxicity study of alpha-chloro~-4-nitrotoluene in rats
with a recovery period of 2 weeks

Food consumption (Administration period}

Day of administration

Sex Dose
mg/kg 1 7 14 21 28
0 No. 12 12 12 12 12
Mean 24 25 27 27 26
S.D. 2 2 2 2 2
Male 8 No. 6 6 6 6 6
Mean 24 26 28 28 26
S.D. 2 2 2 3 3
40 No. 6 6 6 6 6
Mean 23 26 28 28 28
S.D. 2 2 4 5 5
200 No. 12 12 12 12 12
Mean 24 23« 27 31s 29»
S.D. 2 3D 3 3D 2D
0 No. 12 12 12 12 12
Mean 20 19 20 21 20
S.D. 2 1 1 2 1
Female 8 No. 6 6 6 6 G
Mean 19 19 20 21 20
S.D. 2 2 1 1 2
40 No. 6 6 6 6 6
Mean 20 20 21 21 20
S.D. 2 2 2 2 2
200 No. 12 12 12 12 12
Mean 20 18 19 21 20
S.D. 2 1 2 1 2

Unit : g/rat/day
# : p<0.05 (Significant difference from control group)
D : Dunnett’'s test
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Table 4-2 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks
Food consumption (Recovery period)
Day of recovery
Sex Dose
mng/kg 7 14
Male 0 No. 6 6
Mean 28 28
S.D. 3 4
200 No. 6 6
Mean 29 29
S.D. 3 3
Female 4] No. 6 6
Mean 21 21
S.D. 2 2
200 No. 6 6
Mean 21 21
S.D. 2 2

Unit : g/rat/day

No significant difference between treated group and control group.
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Table 5-1 A 28-day oral toxicity study of alpha-chloro-4~-nitrotoluene in rats
with a recovery period of 2 weeks
Urinalysis {Week 4 of administration period)
1) 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
mg/kg 5.0 5.5 6.06.57.07.58.08.59.0 - 4~ + +e FEt et - - + o+ A At - 4= L e e T
0 12 1 0 0 0 0 7 3 5 4 3 0 0 0 1 6 5 0 0 o] 12 0 0 0 0 0
Male 8 6 2 0 o] 0 0 3 1 5 1 0 0 O 0 1 3 2 0 O 0 6 0 0 0 O [¢]
40 6 4] 0 0 0 (4] 3 2 0O 2 4 0 0 (4] 0 2 4 0 O 0 6 0 0 0 0 0
200 12 1 0 0 0 1 8 1 6 2 4 0 0 4] 3 3 6 0 0 0 12 0 0 0 O 0
0 12 0 0 (3] 0 3 1 2 12 0 0 0 0 0 10 2 0 0 O 0 12 0 0 0 0 0
Female 8 8 2 0 0 0 1 2 0 5 0 1 0 O 0 2 2 2 0 0 0 6 0 0 0 0 0
490 6 0 ] 1 0 0 3 0 3 2 1 0 O 0 3 2 1 0 0 0 6 0 0 0 Q 0
200 12 1 [ 0 1 0 7 0 4 6 1 1 0 0 6 5 1 0 O 0 12 0 0 0 0 0
1) - <10 mg/dL - 10 - 25 mg/dL + 26 - 85 mg/dL 4 86 - 250 mg/dL +++ 1 251 - 600 mg/dL +4++4+ 1 >600 mg/dL
2) - <5 mg/dL - 5 - 7.5 mg/dL * 7.6 - 30 mg/dL +4 31 -~ 70 mg/dL «++ 1 71 - 125 mg/dL ++++ 1 >125 mg/dL
3) - <30 mg/dL +- 30 - 60 mg/dL + 61 - 125 mg/dL 4+ 126 - 250 mg/dL +++ : 251 - 750 mg/dL ++4++ 1 >750 mg/dL
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Table 5-2 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks
Urinalysis (Week 4 of administration period)
4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Sex Dose No. —mmmmm——
mg/kg - 4= + e 44 - + 44 4 et + - 4+ 44 A e LY Y DY
0 12 12 0 0 0 O 12 0 0 0 0 11 1 0 O 0 012 0
Male 8 6 6 0 0 0 O 6 0 0 0 0 6 0 0 0 0 0 6 0
40 8 6 0 0 0 0 6 0 0 0 0 5 1 0 0 0 0o 6 0
200 12 12 0 0 0 O 12 0 0 0 0 11 1 0 @ 0 012 0O
0 12 12 0 0 0 O 12 0 0 0 0 12 0 ¢ O ¢ 012 0
Female 8 6 4 0 0 2 0 3 3 0 0 0 6 ¢ 0 O 4] 0 6 0
40 6 6 0 0 0 0 6 0 0 0 0 6 ¢ O 0O 0 0 6 0
200 12 11 0 0 1 O 10 2 0 O 0 10 2 0 O 0 012 O
4) - <0.03 mg/dL +- 0.03 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ : 0.16 -~ 0.75 mg/dL.  +++ : >0.75 mg/dL
5) - <0.5 mg/dL + 0.5 - 1.5 mg/dL ++« : 1.6 - 5.0 mg/dl. +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL
6) +- <2.0 mg/dL + 2.0 - 3.5 mg/dL. ++ : 3.6 - 7.0 mg/dL +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
7) LY Light yellow Y : Yellow DY : Dark yellow
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Table 5-3 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks
Urinalysis (Week 4 of administration period)
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Sex Dose No.
mg/kg - - + 4 4+ - 4= 4 A4 44 - - EE A R - - + 4 A4 - 4= - 4= L - 4= 4+ 4 4+
0 12 12 0 0 0 O 12 0 0 0 0 012 ¢ 0 12 0 0 G ¢ 12 © 12 ¢ 060 0 0O 12 0 0 0 ©
Male 8 6 6 0 0 0 O 6 0 0 0 0 0 6 O 0 6 0 0 0 0O 6 O 6 0 0 0 0 6 0 0 0 0
40 6 6 0 0 0 O 6 0 0 0 0 0 6 0 ¢} G 0 0 0 O 6 0 4 2 0 0 0 6 0 0 0 0
200 12 12 0 0 0 O 12 0 0 0 0 012 O 4] 12 0 0 O 0O 12 0 12 0 0 0 0 10 2 0 0 0
0 12 12 0 0 0 o 12 0 0 0 0© 12 0 0 12 ¢ 0 0 O 12 0 10 2 0 ¢ 0O 12 0 0 0 0
Female 8 6 6 0 0 0 O 6 0 0 0 0 0 6 0 0 6 0 0 0 0 6 0 4 2 0 0 0 5 1 0 0 0
40 6 6 0 0 0 0 6 0 0 0 0 0 6 0 o] 6 0 0 0 O 6 0 4 2 0 0 O 6 0 0 0 O
200 12 12 0 0 0 O 12 0 0 0 0 012 0 4] 12 0 0 0 O 12 0 6 6 0 0 O 9 3 ¢ 0 0
SEC Squamous Epithelial Cell - Negative
SREC Small Round Epithelial Cell +~ Slight
PS Phosphate Salts + Mild
Co Calcium Oxalate 4 Moderate

4+

Severe
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Table 5-4 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks

Water intake and urinalysis {Week 4 of administration period)

Water Urine Osmolality
Sex Dose No. intake volume
mg/kg mL/24h mL/24h mOsm/kg
0 12 Mean 31 9.8 1943
S.D. 4 3.1 309
Male 8 6 Mean 37 14.3 1851
S.D. 9 7.9 624
40 6 Mean 38 8.9 2234
S.D. 10 4.6 327
200 12 Mean 41lenw 11.3 1847
S.D. 6D 2.6 251
0 12 Mean 31 8.3 1789
S.D. 6 3.8 383
Female 8 6 Mean 28 6.3 2031
S.D. 6 1.1 345
40 6 Mean 33 8.8 1620
S.D. 6 3.2 321
200 12 Mean 31 7.4 1792
S.D. 8 2.6 408

## : p<0.01 (Significant difference from control group)
D : Dunnett’'s test
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Table 5-5 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks
Urinalysis (Week 2 of recovery period)
1) 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
mg/kg 5.0 5.5 6.06.57.07.58.08.59.0 - - + e At bt - - * rE ettt e - T R R
Male 0 6 o] 0 0 0 3 2 0 3 3 0 © 0 1 2 3 0 0O 0 6 60 0 0 O 0
200 6 0 0 0 0 5 1 0 1 5 0 0O 4] 1 1 4 0 O 0 6 0 0 0 O 4]
Female 0 6 0 ] 1 0 3 0 3 3 0 0 O 0 4 1 1 0 0 0 6 0 0 0 O [}
200 6 0 0 0 (¢} 3 2 2 4 0 0 0 0 4 2 0 0 O 0 6 0 0 0 0 0
1) - : <10 mg/dL +- 10 - 25 mg/dL 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ : 251 - 600 mg/dL PPN >600 mg/dL
2) - : <5 mg/dL +- 5 - 7.5 mg/dL 7.6 - 30 mg/dL ++ 1 31 - 70 mg/dL +++ : 71 - 125 mg/dL e >125 mg/dL
3) - : <30 mg/dL +- 30 - 60 mg/dL 61 - 125 mg/dL ++ : 126 - 250 mg/dL +++ : 251 - 750 mg/dL PRI >750 mg/dL



Table 5-6 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks
Urinalysis (Week 2 of recovery period)}
4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Sex Dose No.
mg/kg' - - 4 4 - 4+ b bk b - A A S A N Gy LY Y DY
Male 0 6 6 0 0 0O O 6 0 0 O 0 5 1 0 O 0 0 6 O
200 6 6 0 0 0 O 6 0 0 O 0 S 1 0 O 4] C 6 0
Female 0 6 6 0 0 0 O 6 0 0 O 0 6 0 ¢ O 0 0 6 ¢
200 6 6 0 0 0 O 6 0 0 O 0 6 0 0 0 0 0 6 0
4) - : <0.03 mg/dL 4+~ 3 0.03 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL. +++ : >0.75 mg/dL
5) ~ 1 <0.5 mg/dL + ¢ 0.5 - 1.5 mg/dL  ++ : 1.6 - 5.0 mg/dL +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL
8) 4+~ : <2.0 mg/dL + 1 2.0 - 3.5 mg/dL ++ : 3.6 - 7.0 mg/dL  +++ : T.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
7) LY : Light yellow Y Yellow DY : Dark yellow
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Table 5-7 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks
Urinalysis (Week 2 of recovery period)
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Sex Dose No.
mg/kg +- * ++ A4S - - L - - 4+ 44+ e - 4. + 4t res - e - - O - 4+ a4 hE+
Male 0 6 0O 0 0 O 6 0 0 0 O 0 6 0 0 O 6 0 0 0 O 6 Q 1 0 06 O 0 0 0 O
200 6 0 0 0 O 6 0 0 0 O 0 6 0 0 O 6 0 0 0 O 6 0 1 0 0 ¢ ¢ 0 0 O
Female 0 [] 0 0 0 O 6 0 0 0 0 0o 6 0 0 0 6 0 0 ¢ © 6 0 2 0 0 O 1 0 0 O
200 6 0O 0 0 O 6 0 0 0 0 0 6 0 0 O 6 0 0 0 O 6 0 0 0 0 O 0o 0 0 ¢
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- @ Slight
PS : Phosphate Salts + : Mild
co : Calcium Oxalate ++ ! Moderate

++4+ @ Severe



B-6578

Table 5-8 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks

Water intake and urinalysis (Week 2 of recovery period)

Water Urine Osmolality
Sex Dose No. intake volume
mg/kg mL/24h mL/24h mOsm/kg
Male 0 6 Mean 34 11.9 2010
S.D. 4 4.7 432
200 6 Mean 33 11.5 2016
S.D. 5 3.3 362
Female 0 6 Mean 39 10.2 1699
S.D. 8 4.4 411
200 6 Mean 33 9.5 1792
S.D. .5 2.3 352

No significant difference between treated group and control group.
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Table 6-1 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks

Hematology (After administration period)

RBC HGB HCT MCV MCH MCHC Retic PLT PT APTT FIB
Sex Dose No.
mg/kg X10*/ 1L g/dL % fL Pg g/dL % X10*/#L s s mg/dL
0 6 Mean 825 16.2 46.2 55.9 19.6 35.0 2.2 119.8 14.5 20.9 280
S.D. 36 0.8 2.6 1.4 0.3 0.5 0.4 6.7 2.3 3.9 11
Male 8 6 Mean 828 15.9 45.2 54.7 19.1 35.0 2.1 121.9 14.4 20.0 269
S.D. 26 0.7 1.7 0.7 0.4 0.3 0.5 13.2 2.9 2.5 11
40 6 Mean 805 15.4 44 1 54.8 19.1 34.9 2.7 118.5 13.7 19.3 285
S.D. 22 0.3 1.1 0.5 ¢.2 0.2 0.4 8.4 1.8 3.8 43
200 6 Mean 791 15.6 44 .8 56.7 19.7 34.7 3.8#% 131.9 13.4 22.0 285
S.D. 21 0.4 0.9 1.7 0.6 c.4 0.5D 17.2 2.0 6.4 32
Q0 6 Mean 791 15.4 43.2 54.7 19.4 35.6 1.8 137.0 11.6 19.2 217
S.D. 28 0.8 1.9 2.5 1.0 0.4 0.3 7.3 0.4 3.0 21
Female 8 6 Mean 817 15.4 43.3 53.0 18.9 35.7 1.8 125.5 11.3 17.0 210
S.D. 32 0.5 1.1 1.0 0.3 0.4 0.3 10.7 0.6 2.3 18
40 6 Mean 803 15.4 43.3 53.9 19.1 35.5 2.0 127.5 11.5 17.7 214
S.D. 30 0.6 1.7 1.1 0.6 0.3 0.5 12.5 0.8 3.1 20
200 6 Mean T25%% 14.0%+ 40,1« 55.4 19.3 34.9+ 4.0%+ 145.5 11.7 16.5 220
S.D. 32D 0.4D 0.7D 2.5 0.7 0.7D 1.1D 23.3 0.8 2.5 18

#« : p<0.05 ; #+ : p<0.01 (Significant difference from control group)
D : Dunnett's test



B-6578

Table 6-2 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks

Hematology (After administration period)

WBC Differential leukocyte counts (%)
Sex Dose No.
mg/kg X107/ 1L LYMP NEUT EOS BASO MONO LuC
[¢] 6 Mean 84.9 77.3 19.0 0.9 0. 1.6 0.9
S.D. 19.9 5.6 5.7 0.3 0.1 C.4 0.4
Male 8 6 Mean 81.4 76.5 20.0 0.7 0.4 1.6 0.9
S.D. 24.9 7.2 6.5 0.3 Q.1 0.7 0.4
40 6 Mean 103.4 74.8 22.1 0.6 0.3 1.3 0.9
S.D. 24.3 5.7 6.1 0.1 0.1 0.2 0.5
200 6 Mean 126.7» 74.5 21.1 0.6 0.4 2.2 1.3
S.D. 36.2D 2.9 2.6 0.2 0.1 0.8 0.4
0 6 Mean 63.1 78.4 17.8 1.4 0.3 1.2 1.0
S.D. 23.5 6.5 6.5 0.7 0.1 0.3 0.2
Female 8 6 Mean 67.9 72.5 23.7 1.3 0.2 1.5 0.9
S.D. 25.2 6.5 6.4 0.6 0.1 .8 0.4
40 6 Mean 73.4 79.1 17.1 1.2 0.3 1.5 1.0
S.D. 18.9 8.8 8.6 0.4 G.1 0.5 0.2
200 6 Mean 81.9 77.9 18.5 1.4 0.2 1.2 0.9
S.D. 7.8 8.0 7.3 0.8 0.0 0.4 0.2

LUC : Large unstained cells
# : p<0.05 (Significant difference from control group)
D : Dunnett’'s test
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Table 6-3 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks

Hematology (After administration period)

Differential leukocyte counts (X10?/4L)

Sex Dose No.
mg/Kg ) LYMP NEUT EOS BASO MONO LUC
0 6 Mean 66.3 15.5 0.8 0.3 1.4 0.8
S.D. 18.9 3.3 0.2 0.1 0.4 0.5
Male 8 6 Mean 61.7 16.6 0.6 0.3 1.4 0.7
S.D. 18.6 8.8 0.2 0.2 0.9 0.5
40 6 Mean 78.1 22.2 0.8 0.3 1.3 1.0
S.D. 22.0 4.5 0.2 0.2 0.3 0.4
200 6 Mean 94.9 26.1+% 0.7 0.5 2.7 1.7
S.D. 28.4 6.0D 0.3 0.3 1.4 1.0
0 6 Mean 49.9 10.8 0.9 0.2 0.8 0.6
S.D. 19.¢ 4.6 0.6 0.1 0.3 0.3
Female 8 [ Mean 48.7 16.5 0.9 0.1 1.2 0.7
S.D. 15.8 9.1 0.4 0.1 1.2 0.6
40 6 Mean 57.7 12.9 0.8 0.2 1.1 0.7
S.D. 14.6 2.0 0.3 0.1 0.5 0.2
200 6 Mean 63.9 15.0 1.1 0.2 1.0 0.7
S.D. 9.4 5.8 0.6 0.0 0.3 0.2

LUC : Large unstained cells
# : p<0.05 (Significant difference from control group)
D : Dunnett's test
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Table 6-4 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks
Hematology (After recovery period)
RBC HGB HCT MCV MCH MCHC Retic PLT PT APTT FIB
Sex Dose No.
mg/kg X10*/ 1L g/dL % fL pg g/dL % X104/ #L s s mg/dL
Male 0 6 Mean 863 16.0 45.3 52.5 18.6 35.3 1.8 103.0 14.5 19.6 286
S.D. 26 0.5 1.0 1.6 0.8 0.6 0.5 8.8 1.8 2.7 48
200 6 Mean 821+ 15.2» 43.7 53.3 18.6 34.9 2.6# 107.4 13.7 20.2 278
S.D. 30T 0.3T 1.5 2.6 0.7 0.6 0.3T 7.6 1.2 2.2 30
Female Q 6 Mean 799 15.1 41.8 52.4 18.9 36.1 2.2 130.3 11.0 17.4 216
S.D. 38 0.4 1.5 1.9 0.8 0.5 0.4 11.8 0.7 0.8 12
200 6 Mean 803 15.2 42.8 53.3 19.0 35.6 1.9 124.0 11.1 17.4 218
S.D. 12 0.4 1.5 1.5 0.4 0.3 0.7 17.5 0.3 2.2 36

+ : p<0.05 (Significant difference from control group)
T : Student's t-test
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Table 6-5 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks

Hematology (After recovery period)

WBC Differential leukocyte counts (%)
Sex Dose No.
mg/ ke X10%/xL LYMP NEUT EOS BASO MONO LUC
Male 0 (51 Mean 119.1 81.8 14.8 0.6 0. 1.6 0.8
S.D. 23.4 5.1 4.8 0.2 0.1 0.5 0.1
200 6 Mean 105.2 78.5 18.2 0.7 0.4 1.5 0.8
S.D. 26.6 4.8 4.8 0.2 0.1 .4 0.1
Female 0 [ Mean 56.5 68.0 28.8 0.8 g.2 1.5 0.6
S.D. 5.1 3.3 3.8 0.3 G.1 0.6 0.3
200 6 Mean 83.2 73.6 22.6 0.9 0.3 1.6 1.0
S.D. 32.7 8.9 8.5 0.2 0.1 5 0.8

LUC : Large unstained cells
No significant difference between treated group and control group.
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Table 6-6 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks
Hematology (After recovery period)
Differential leukocyte counts (X102/xL)
Sex Dose No.
mg/kg LYMP NEUT EOS BASO MONO LuUC
Male 0 6 Mean 96.9 18.1 0.7 0.6 1.9 0.9
S.D. 16.9 8.2 0.3 0.2 0.9 0.2
200 6 Mean 83.1 18.6 0.7 0.4 1.6 0.8
S.D. 24.2 4.3 0.2 0.1 0.5 0.3
Female 0 6 Mean 38.3 16.4 6.5 0.1 0.9 0.3
§.D. 2.6 3.1 0.2 0.0 0.4 0.2
200 6 Mean 60.5% 19.7 0.8 0.3+ 1.2 0.9
S.D. 21.2AT 13.5 6.3 0. 1AT 0.2 0.6

LUC : Large unstained cells

# : p<0.05 (Significant difference from control group)

AT : Aspin-Welch t-test
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Table 7-1 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks

Blood chemistry (After administration periocd)

AST ALT LDH v ~GTP ALP "T-CHO TG PL T-BIL GLU
Sex Dose No.
mg/kg IU/L IU/L Iu/L 1U/L 10/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 6 Mean 63 27 56 1 663 62 57 102 0.1 136
S.D. 5 3 5 0 71 12 23 15 0.0 7
Male 8 6 Mean 68 30 60 1 684 56 45 93 0.1 137
S.D. 5 1 17 1 97 15 23 15 0.1 14
40 6 Mean 85 27 52 1 641 55 58 94 0.1 132
S.D. 5 4 7 0 119 8 20 14 0.1 9
200 6 Mean 60 27 59 1 660 65 59 113 0.1 140
S.D. 8 4 9 1 178 9 19 13 0.0 12
0 6 Mean 61 22 52 1 370 62 11 107 0.1 105
S.D. 7 3 12 0 92 17 3 21 0.0 3
Female 8 6 Mean 69 24 52 1 429 63 11 110 0.1 108
S.D. 10 7 12 0 115 T 4 11 0.0 10
40 6 Mean 61 20 58 1 369 64 14 111 0.1 107
S.D. 4 4 11 0 88 19 6 28 0.0 11
200 6 Mean 61 21 58 1 296 72 15 117 0.1 95
S.D. 8 2 15 0 51 12 4 - 12 0.0 9

No significant difference in any treated groups from control group.
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Table 7-2 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks

Blood chemistry (After administration period)

BUN CRNN Na K C1 Ca P TP ALB A/G
Sex Dose No.
mg/kg mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 6 Mean 13 0.23 144 4.6 107 9.7 8.1 6.2 3.1 1.01
S.D. 1 0.01 1 0.2 2 0.2 0.5 0.2 0.1 0.04
Male 8 6 Mean 13 (.23 143 4.8 106 9.7 8.1 5.9 3.1 1.07
S.D. 2 Q.02 0 0.2 2 0.2 0.4 0.2 0.1 0.07
40 6 Mean 13 0.24 145 4.8 107 9.8 8.1 5.8# 3.0 1.09
S.D. 1 0.04 1 0.4 1 0.1 0.5 0.1D 0.1 0.11
200 6 Mean 13 0.23 144 4.9 106 10.0 8.8» 6.1 3.3## 1.22%#
S.D. 1 0.02 1 0.3 1 0.3 0.5D 0.3 0.1D 0.09D
0 6 Mean 16 0.28 142 4.6 109 9.8 7.7 6.2 3.3 1.10
S.D. 3 0.04 1 0.2 2 0.2 0.3 0.1 0.1 0.08
Female 8 6 Mean 15 0.27 142 4.6 109 9.8 7.3 6.2 3.3 1.12
S.D. 1 0.03 1 0.1 2 0.2 0.6 0.2 0.1 0.07
40 6 Mean 18 0.31 143 4.5 109 9.8 7.9 6.2 3.3 1.12
S.D. 2 0.05 1 0.3 1 0.1 0.7 0.3 0.1 0.08
200 6 Mean 16 0.28 143 5.0» 109 9.8 7.6 6.1 3.4 1.22+
S5.D. 2 0.02 1 0.3D 1 0.3 1.0 0.2 0.2 0.06D

#« : p<0.05 ; #+ : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 7-3 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks
Blood chemistry (After recovery period)
AST ALT LDH v —GTP ALP T-CHO TG PL T-BIL GLU
Sex Dose No.
mg/kg 1U/L IU/L 1U/L 1U/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
Male 0 6 Mean 63 26 46 1 564 56 [:3¢3 94 0.1 146
S.D. 5 2 6 0 115 9 38 15 0.0 15
200 6 Mean 63 28 50 1 497 63 81 105 0.1 139
S.D. 6 6 11 0 54 11 32 8 0.0 14
Female 0 6 Mean 58 20 42 1 278 70 24 123 0.1 136
S.D. 3 3 7 1 50 15 12 23 0.0 12
200 6 Mean 56 20 41 1 253 76 25 126 0.1 114+
S.D. 5 5 2 0 30 8 16 17 0.1 16T

* : p<0.05 (Significant difference from control group)

T : Student's t-test
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Table 7-4 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks

Blood chemistry (After recovery period)

BUN CRNN Na K Cl Ca P TP ALB A/G
Sex Dose No.
mg/ kg mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
Male 0 3] Mean 14 0.26 144 4.5 106 9.5 7.5 6.2 3.1 1.02
S.D. 3 0.02 1 0.1 2 0.2 0.3 0.3 0.2 0.07
200 6 Mean 14 0.26 144 4.8 106 9.7 7.8 6.1 3.1 1.05
S.D. 2 0.03 1 0.2 2 0.2 0.5 0.3 0.1 0.06
Female 0 6 Mean 15 0.29 143 4.2 110 2.8 6.9 8.6 3.5 1.11
S.D. 2 0.03 1 0.4 1 0.2 0.5 0.4 0.2 0.07
200 6 Mean 16 0.29 143 4.3 110 8.6 7.0 6.4 3.4 1.15
S.D. 3 0.03 1 0.3 1 0.2 0.6 0.3 0.3 0.10

No significant difference between treated group and control group.
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Table 8-1 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

Male
Body weight Brain Thymnus Heart Liver Spleen Kidney Adrenal
Dose {R+L) (R+L)
ng/kg g  g(g/100g BW) mng(ng/100g BY) g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) mg{mg/100g BW)
1] No. 6 6 6 6 6 6 6 6
Mean 351 2.03 400 1.21 10.08 0.67 2.47 58
S.D. 10 0.04 72 0.10 0.56 0.05 0.14 11
Absolute 8 No. 6 6 6 8 6 6 6 6
Mean 353 1.97 521 1.21 9.64 0.65 2.51 63
S.D. 33 0.09 188 0.16 0.95 0.13 0.33 K
40 No. 6 6 6 6 6 6 6 6
Mean 366 2.00 598 1.24 10.87 0.70 2.51 59
S.D. 55 0.08 229 0.20 1.95 0.16 0.46 10
200 No. 6 6 6 6 6 6 6 6
Mean 364 1.98 442 1.34 13.28w+ 0.78 2.62 59
S.D. 26 0.04 33 0.17 2.17D 0.09 0.16 4
0 No. 6 6 6 6 6 6 6
Mean 0.58 114 0.35 2.87 0.19 0.70 17
S.D. 0.02 20 0.03 0.14 0.01 0.03 3
Relative 8 No. 6 6 6 6 6 6 6
Mean 0.56 147 0.34 2.74 0.18 0.71 18
S.D. 0.04 46 0.04 0.13 0.03 0.07 2
40 No. 6 6 6 6 6 6 6
Mean 0.56 160 0.34 2.96 0.19 0.69 16
S.D. 0.08 40 0.02 0.21 0.02 0.04 2
200 No. [ 6 6 6 6 6 6
Mean 0.55 122 0.37 3.63%s 0.21 0.72 16
S.D. 0.03 i3 0.04 0.35D 0.01 0.04 1

% : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 8-2 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

Male
Testis Epididynis
Dose (R+L) (R+L)
mg/kg g(g/100g BY) mg(mg/100g BW)
0 No. 6 6
Mean 3.06 821
S.D. 0.14 45
Absolute 8 No. 6 6
Mean 3.08 855
S.D. 0.38 107
40 No. 6 6
Mean 3.06 808
S.D. 0.31 80
200 No. 6 6
Mean 3.13 818
§.D. 0.23 100
0 No. 6 6
Mean 0.87 234
S.D. 0.05 18
Relative 8 No. 6 6
Mean 0.88 243
S.D. 0.14 28
40 No. 6 6
Mean 0.85 223
S.D. 0.07 14
200 No. 6 6
Mean 0.86 226
S.D. 0.04 29

No significant difference in any treated groups from control group.
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Table 8-3 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

Female
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L) (R+L)
ng/kg g g(g/100g BY) mng(mg/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BY) g(g/100g BW) mg(mg/100g BW)
[\ No. 6 6 6 6 6 6 6 6
Mean 235 1.86 437 0.86 6.52 0.49 1.74 69
S.D. 20 0.07 138 0.07 0.71 0.08 0.21 6
Absolute 8 No. 6 6 6 6 6 6 6 6
Mean 237 1.92 482 0.88 6.70 0.51 1.72 78
S.D. 14 0.09 99 0.05 0.24 0.08 0.10 i1
40 No. 6 6 6 6 8 6 6 6
Mean 232 1.93 503 0.87 6.78 0.51 1.68 80
S.D. 11 0.03 160 0.05 0.39 0.11 0.19 8
200 No. 6 6 6 6 6 6 6 6
Mean 228 1.89 505 0.80 7.01 0.60 1.68 67
S.D. 15 0.03 92 0.08 0.50 0.05 0.17 7
0 No. 6 6 6 6 6 6 6
Mean 0.80 184 0.37 2.17 0.21 0.74 30
S.D. 0.08 47 0.03 0.15 0.02 0.08 3
Relative 8 No. 6 6 6 6 6 6 6
Mean 0.81 204 0.37 2.84 0.22 0.73 33
S.D. 0.05 40 0.01 0.09 0.04 0.03 4
40 No. 6 6 6 6 6 6 6
Mean - 0.83 216 0.38 2.93 0.22 0.73 35
S.D. 0.03 62 0.03 0.17 0.04 0.06 3
200 No. 6 6 6 6 6 6 6
Mean 0.83 221 0.35 3.08+¢ 0.26# 0.74 29
S.D. 0.06 31 0.02 0.14b 0.01D 0.04 4

* : p<0.05 ; ## : p<0.01 (Significant difference from conrtrol group)
D : Dunnett's test
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Table 8-4 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

Female

Ovary Uterus

Dose (R+L)
mg/kg mg(mg/100g B¥W) mg(mg/100g BW)
0 No. 8 6
Mean 098.8 423
S.D. 13.1 50
Absolute 8 No. 6 6
Mean 92.3 481
S.D. 20.0 99
40 No. 6 6
Mean 105.4 473
S.D. 20.2 85
200 No. 6 6
Mean 93.6 434
S.D. 16.8 75
0 No. 6 6
Mean 42.0 181
S.D. 5.2 31
Relative 8 No. 6 6
Mean 39.0 203
S.D. 8.5 38
40 No. 6 6
Mean 45.5 204
S.D. 8.2 35
200 No. 6 6
Mean 41.1 191
S.D. 7.3 35

No significant difference in any treated groups from control group.
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Table 8-5 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks
Absolute and relative organ weight (After recovery period)
Male
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L) {R+L)
mg/kg g g{g/100g B¥W) mg(mg/100g BW) g(g/100g BW) g(g/100g BY) g(g/100g BW) g(g/100g BY) mg({mg/100g BW)
Absolute 0 No. 6 6 6 6 6 6 6 6
Mean 412 2.05 398 1.35 11.33 0.69 2.79 65
S.p. 28 0.10 120 0.16 1.76 0.11 0.16 6
200 No. 6 6 6 6 6 6 6 6
Mean 420 2.03 455 1.39 12.74 0.78 2.88 60
S.D. 30 0.03 106 0.17 1.82 0.09 0.26 10
Relative 0 No. 6 6 6 6 6 6 6
Mean 0.50 97 0.33 2.74 0.17 0.68 16
S.D. 0.03 27 0.02 0.25 0.02 0.02 2
200 No. 6 6 6 6 6 6 6
Mean 0.49 108 0.33 3.03 0.19 0.69 14
S.D. 0.04 23 0.03 0.29 0.01 0.04 2

No significant difference

between treated group and control group.



B-6578

Table 8-6 A 28-~day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks

Absolute and relative organ weight (After recovery period)

Male
Testis Epididymis
Dose (R+L) (R+L)
mg/kg g(g/100g BY) mg(mg/100g BW)
Absolute 0 No. [ 6
Mean 2.89 1007
S.D. 0.26 82
200 No. 6 6
Mean 3.22+ 1080
S.D. 0.24T7 66
Relative 0 No. 6 8
Mean 0.70 245
S.D. 0.03 11
200 No. 6 6
Mean 0.7T%s 258
S.D. 0.02T 14

# : p<0.05 ; «## : p<0.01 (Significant difference from control group)
T : Student's t-test
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Table 8-7 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks
Absolute and relative organ weight (After recovery period)
Female
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L) (R+L)
ng/kg g g(g/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BW)
Absolute 0 No. 6 6 6 6 6 6 6 6
Mean 256 1.89 388 0.85 6.97 0.50 1.73 T4
S.D. 11 0.08 102 0.05 0.38 0.10 0.12 7
200 No. 6 6 6 6 6 6 6 6
Mean 264 1.90 467 0.87 7.20 0.55 1.81 76
$.D. 19 0.06 62 0.05 0.53 0.04 0.11 12
Relative 0 No. 8 6 6 6 6 6 6
Mean 0.74 161 0.33 2.72 0.20 0.68 29
S.D. 0.06 37 0.02 0.12 0.04 0.07 4
200 No. 6 6 6 6 6 6 6
Mean 0.72 177 0.33 2.73 0.21 0.69 29
S.D. 0.03 25 0.02 0.09 0.01 0.04 4

No significant difference

between treated group and control group.
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Table 8-8 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks
Absolute and relative organ weight (After recovery period)
Female
Ovary Uterus
Dose (R+L)}
ng/kg mg(mg/100g BY) mg(mg/100g BW)
Absolute 0 No. 6 6
Mean 92.1 539
S.D. 16.4 130
200 No. 6 [
Mean 87.6 534
S.D. 7.4 118
Relative 0 No. 6 6
Mean 35.9 210
S.D. 5.6 48
200 No. 6 [
Mean 33.2 203
S.D. 1.8 45

No significant difference between treated group and control group.



Table 9-1 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks

Gross pathological findings (After administration period)

B-6578

Organs Sex: M M M F F F
Dose(mg/kg) : 0 8 40 200 0 8 40 200
Findings Number: 6 6 6 6
Stomach
Discoloration,white, forestomach 0 0 0 6 0 0 0 6
Liver
Large 0 0 0 2 0 0 0 0

M : Male, F : Female
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Table 9-2 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks

Gross pathological findings (After recovery period)

Organs Sex: M M F
Dose(mg/kg): 0 200 0 200
Findings Number: 6 6 6
Stomach
Discoloration,white, forestomach 0 0 0 1
Focus,white, forestomach [0} 1 0 0

M : Male, F : Female
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Table 10-1 A 28-day oral toxicity study of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks
Histopathological findings (After administration period)
Organs Sex: M M M M F F F
Dose(mg/kg): 0 8 40 200 0 8 0 200
Findings Number: 6 6 6 6 6 [ 6
Cerebrum

Number examined
Not remarkable
Cerebellum
Number examined
Not remarkable
Sciatic nerve
Number examined
Not remarkable
Spinal cord,thoracic
Number examined
Not remarkable
Eye )
Number examined
Not remarkable
Pituitary
Number examined
Not remarkable
Cyst
minimal
Thyroid
Number examined
Not remarkable
Cyst,ultimobranchial
minimal
Parathyroid
Number examined
Not remarkable
Adrenal
Number examined
Not remarkable
Thymus
Number examined
Not remarkable
Spleen
Number examined
Not remarkable
Pigmentation
minimal
Hematopoiesis,extrame
minimal
mild
Lymph node, submandibular
Number examined
Not remarkable
Lymph node,mesenteric
Number examined
Not remarkable

dullary
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M : Male, F Female
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Table 10-2 A 28-day oral toxicity study of alpha-chloro~4-nitrotoluene in rats
with a recovery period of 2 weeks

Histopathological findings (After administration period)

Organs Sex: M F F
Dose(mg/kg): 0 8 40 200 0 8 40 200
Findings Number: 6 6 6 6 6
Heart
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Trachea
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 8 6 ¢} 0 6
Lung(bronchus)
Number examined 6 0 0 6 6 0 0 6
Not remarkable 4 0 0 5 5 0 0 6
Cell infiltration,lymphocytic 1 0 0 (o] 0 0 0 0
minimal 1 0 0 [} 0 0 0 0
Accumulation, foamy cell 0 0 0 1 1 0 0 0
minimal 0 0 0 1 1 0 0 0
Inflammation, focal 1 0 0 0 0 0 [ 0
minimal 1 0 0 0 0 0 0 0
Stomach
Number examined 6 6 [} 6 6 6 6 6
Not remarkable 5 3 0 0 <] 2 0 0
Dilatation,glandular,cystic 1 Q 0 0 0 0 4] [¢]
minimal 1 0 0 0 0 0 0 0
Cell infiltration, inflammatory 1 1 0 0 0 0 0 1
minimal 1 1 0 0 0 [¥] 0 1
Erosion, forestomach 0 0 0 4 ] 0 0 [4]
minimal 0 0 0 4 0 0 0 0
Hyperplasia,squamous,diffuse 0 3 6 6 0 4 6 6
minimal 0 2 2 0 0 4 4 0
mild 0 1 4 3 0 0 2 6
moderate 0 0 0 3 0 0 0 o]
Intestine, duodenum
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Intestine, jejunum
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 ] 6
Intestine, ileum{(Peyer's patch)
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Intestine,cecum
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 (4} 0 6
Intestine,colon
Number examined 6 0 0 6 6 4] 0 6
Not remarkable 6 0 0 8 6 4 0 6
Intestine,rectum
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Liver
Number examined <] 6 6 6 6 6 6 6
Not remarkable 4 4 5 (¢} i 2 2 1
Vacuolation,hepatocyte,periportal 0 1 0 0 3 4 3 1
minimal 0 1 0 0 3 4 3 1
Microgranuloma 2 1 1 4 4 1 1 5
minimal 2 1 1 4 4 1 1 5

M : Male, F : Female
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Table 10-3 A 28-day oral toxicity study of alpha chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks

Histopathological findings (After administration period)

Organs Sex: M M F F F
Dose(mg/kg): 0 8 40 200 4] 8 40 200
Findings Number : 6 6 6 6 6
Liver (continued)
Hypertrophy,hepatocyte,diffuse 0 0 0 S 0 0 4] 3
minimal 0 0 0 5 0 0 0 3
Kidney
Number examined 6 0 0 6 6 0 0 8
Not remarkable 4 0 [0} 1 4 0 0 6
Dilatation, tubular 1 0 0 1 0 0 0 0
minimal 1 0 0 1 0 0 [ 0
Regeneration, tubular 1 0 0 3 2 0 0 0
minimal 1 0 0 3 2 0 0 0
Urinary cast,hyaline ¢} 0] 4] 1 0 0 4] 1)
minimal 0 0 0 1 0 0 0 (1}
Mineralization,papillary 1 0 0 2 2 3] 0 4]
minimal 1 0 0 2 2 (o} 0 (4]
Fibrosis, focal 1 0 0 [ 0 0 0 0
minimal 1 0 0 0 0 0 0 0
Urinary bladder
Number examined 8 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Testis
Number examined 6 0 0 6 - - -
Not remarkable 6 0 0 6 - -
Ovary
Number examined - - - - 6 0 0] 6
Not remarkable - [§] 0 0 6
Epididymis
Number examined 6 ¢} 0 6
Not remarkable 6 0 0 6 - -
Uterus
Number examined - - 6 0 0 6
Not remarkable - - - - 6 0 0 6
Prostate
Number examined 6 0 0 6 - - - -
Not remarkable 5 0 0 4 - - - -
Cell infiltration, lymphocytic 1 0 0 2 - - - -
minimal 1 0 0 2 - ~ - -
Bone+Bone marrow,sternal
Number examined 6 0 0 6 6 0 0 6
Not remarkable 5 0 0 6 5 0 0 5
Degeneration,chondromucinous 1 0 0 0 1 0 0 1
minimal 1 0 0 0 1 0 0 1
Bone+Bone marrow,femoral
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Skeletal muscle, femoral
Number examined 6 0 0 6 [$] 0 ] [{]
Not remarkable 6 0 0 [{] 8 0 0 6

M : Male, F : Female
- : Not applicable
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Table 10-4 A 28-day oral toxicity study .of alpha-chloro-4-nitrotoluene in rats
with a recovery period of 2 weeks

Histopathological findings (After recovery period)

Organs Sex: M
Dose(mg/kg): 0 200 0 200
Findings Number : 6 6
Spleen
Number examined 6 6 6 6
Not remarkable 4 1 3 0
Pigmentation 0 0 3 4
minimal 0 0 3 4
Hematopoiesis,extramedullary 2 5 0 3
minimal 2 5 Q 3
Stomach
Number examined 6 6 6 6
Not remarkable 5 3 5 1
Cell infiltration, inflammatory 1 0 1 0
minimal 1 0 1 0
Hyperplasia,squamous,diffuse 0 3 [0} 5
minimal 0 3 0 5
Liver
Number examined 6 6 6 6
Not remarkable 4 3 4 2
Vacuolation,hepatocyte,periportal 1 1 0 1
minimal 1 1 ] 1
Microgranuloma 1 2 2 4
minimal 1 2 2 3
mild 0 0 0 1

M : Male, F : Female
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