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SRO6112

O

2-rvung Fax /) P AFLT—F1n0GHR, b 7Em 3 l) 40,200 3 L TF1000 mg/ke
% 1 BEMEMEZS 6 IEoD Cr1:CD(SD) 7 » R, 28 HIRER DL L CHMERROF LS L OED
MRS A R Lm, 512, 08 LTV 1000 mg/kg 12DV T 1 #EMEMES 6 P RIEREZRIT, G
TOEHNG 14 HHBIE 2k LIREEIC K 2 BP0 EE M2 0 TREt L LR OGRS 72,

L. —RIKRETIX. 1000 mg/kg % EHEORE 2 Flds L OWE | BiLIZHE 3 BICKADE B THRD
LT,

2. REHERE CIEZ, 1000 mg/keg BE5HEOHEICATBEINIMEIRERD bz,

3. RARATIL, 1000 mg/kg BEHGHEDOMERE L LIZABEELZMED pl BEORHEOIK T2 5 NTIR
EOHIN, MICRHEORBRIE TR b,

4. MR FPOIRRA TiL, 1000 mg/kg &% G-FEDOMEITHEAR MEREL DA E Ao g K OTEME(LES -
nVURT T AT URROEBRERPRD bz,

5. IMIE(L MM TrX, 200 mg/kg Fe G FETIIBEZ o, 70 7Y Vo EHLE LU ALT O&HE,
MEZT AT I BRLORa VAT a— L ORERRD LT,
1000 mg/kg ¢ 5-IF TLImEME & HITHE R, ALT, v-GTP, Ba L AT n— LB LTI LY
LADEME, EASEICBT D 0,707 ) VOFBREENIRED L,

6.  FIRRPTR TIL. 1000 mg/kg G REOHEME & b IZFEORE B A L TIER1 O bil,

7. #WEEETE. 200 mg/kg e H-REOMEME & & T HFIE ORI EROA E L& #E, 1000 mg/kg ¥
GEEOMEME & & IZHFIROMER I L OB E R OB BBl HOBRIZHESEROFERD
EAFED LT,

8.  JRELEME AHIMATTIE. 1000 mg/kg HGREOMEME & & IZIFIRO/NEPLOIEITRBIRAE R, B
(BB O UT L R AN R O T 48 L OMTEEME/IME (=7 2 7 ) RR A 5E) 3388 BTz,

9.  EHEMIMK MRS DA, WL EEMEARD bz,

10.  FEME7e —MoRREEISE . MAERAER L ORI & T, WSRmE & 512 BE LB o
o i,

PLEDZ Emb  ARBREAMETICBIT2 2700 FaXx ) o P AFLT—F L OELER
(NOEL) I #EME & & 12 40 mg/kg/day & & % HiLT-,
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SRO6112

2-rmundg Fa¥x ) P AFNa—7000CH, b yER 2 4H) (40,200 3 L TV1000 mg/kg
% 1 BEREMER 6 PToD Cr1:CD(SD) 7w MZ, 28 AMKEM OB G L CHEERBOARE I VD
WEA B L, 52, 0385001000 mg/kg \oOVNT | BEREMES 6 PCORIERES T, BE&
TOEHADNS 11 AR & ik UIRSRIZ L 2 B0 RIE N & 8 TRE LT,

MBS LA E
1. HEBEME
BB 1L, -7 aung RaFk ) P AFLom—T7 1 WEE - 99.2%
(Appendix 1-1). 1 2500 gfEALT, AL, ARIL,

BATER U CMEEET (RHIEE 1~8C) iR E LT,

BEME T LT, M1 g ZERERL, RABRKROBEEMREEICRTE Lo, BRERIFK
T, BROWRME O ER L CME DS 24T, R T ORIEL et 2 s L
(Appendix 1-2), MiXBEH T A=, FEERE#EEY L L CEIR L 7Z,

PR E DR fE WA LU NIRRT,

Z2as c2-Zunong ¥/ P AFrm—T )b
pliEa c1l-7vme-2,5- A FIRX¥ L Benzene, l-chloro—2, 5—
dimethoxy—?

2,5-U A ¥ ruuPr ;2 5-Dimethoxychlorobenzene®

CAS No. : 2100-12-7
bEEE RN TEHE T - (3)-918
AP (HEIE L) :(CH,0),CsH,C1 2
Cl
HaC u] CHy
57 :CgHyC 10,7
A =N (172,61 (T XLV EH)
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B MR DML B EAORIK?
AR ;8. 1CY
Wi 247°CY
FhE 5 1.23g/cn’ v
AKSJE ; 0. 108mmHg"
LogPOW ; 2. 69V
Vgt s REKVARREE 301 mg/LY, AKIZAREE?

2. K
BRI E ORISR, Pyt (z v FES V6R2129, AT A T AT R A4 B
AL, 7=, RO ERE LTHEMN L,

3. BEBRDFME L LFEDT
(1) #HHEOFR
WRDE ZREFE L, PIEDRE & 722 X5 [CBHRZIINE, s,
WEMEIL R 7 NNTER, #AROBKICIE~A 7, FREEFEAL, BA, R, &8
B L OLIRE & Ol AT 7o, RBENE T R & — T — I TH—IZ LT3 A TVRIC o3 1T
iR Ar GEAELR 22~24C) L., L 9 RUNICHER G ICAW ., BROFEIRIT, BRI
ST AT, EEREDE LTEINLT,

R BRI AT Bl &5 R R

FRELA (mg/mL) (g) (mL)
2007 %4 A 9 A 1 0. 6002 150
IR e T2 e 20 3. 0016 150
100 22. 0037 220

200744 H 13 A 4 0. 8400 210
20 4. 2002 210

100 31. 0004 310

2007 #£4 4 20 H 4 1. 0407 260
20 5. 2008 260

100 40. 0014 400

2007 -4 A 27 A 4 1. 1202 280
20 5. 6005 280

100 12. 0008 420

200745 H 1 H 4 0. 8003 200
IS R ER R fE 20 4. 0000 200

100 30. 0001 300
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(2) BHHEDOALESHT

B HBARNIC, RO BEORKIBER L ORESRECHETABRGRPICEST 5 ML
OZEMEE MR LTz,

4 3 X100 mg/ml. OFRPEMBIKIZHOWT, BH—HR L ICERMRF 9 A G A %
00& LCER ORTHE MR LA, 4 BLU0100 mg/mL OFRBEF T, L@ - F)F -
TREICBTAEIREIFNFN0.6 BLN L% THY ., T/, HARIIERSAF 9 HHE
T99.0BLTN100.0% ThoTo, ZORREN L, HBYEITHEKH TH—TH O, ho=E
RRFTI RMIZEETH D & W U7z (Appendix 2-1 B LT 2-2),

WA L ORAEEIREEOT T O GIIC OV T, SRE OBRE 250 L7 S, 4,
20 B X100 mg/ml FHEGEOEZARIL, FIE OREITK L CTHIEIFIRIF T 107. 3, 107.5 33
V110, 0%, ARG T 104.8, 103.5 BX W 104.0% THo7=, TN HOK5E TN
TS EELF & Lz 90~110% DFHFANIZH O . M OLEEMRE S 0.5~1. 6% THED 5%
UTFThofzZ &, FHRNRO IR E I5E E & F)Er L7 (Appendix 2-3 38 XU 2-4),

(3) BT 7 HE

EYEME & LT, BRmE & v,

BEERIR (R B0 pg/ml) c 27 rang Rax ) O AF LT —F O 16ul 8L, &
BAER, 200 L BAARAT TR AN, T FIe FuT77TERL., #1000 4 g/nL
BRZ L 7= (EERR) . EEFERO 1ol Z FEIZ 20mL KO A AT 2T |ZTHERL, 7
FZEe a7 7 CERL TG0 u g/mLIAE & LT (BEHEVAR)  BEHEASR O 1 8LE 1 [A] HPLC
A~OFENT3EE Uz, FERBIIARICHEE L CYRPIZHER L,

BER : AREEKA400nL 172 b= R U L4450 nL BL T R T K75 1650ml 200 %,
FACTIRA Lz, TOR 1000l F Y =F LT 2 B L OFRE S Il iz, oI’ E
L7=bDEBEFE S Lz, FARBRIIRETRAEAL, 13 BESINICEN LI-GERAELZ 0 A &
LCRER),

A= b T THREHR AR 30 mLIZTE h= YA T0 nl 2%, FSICEALED
DEA— WU T TP E Uiz, HRBIIERTHRT L, 13 AMUAICER Lz GIRLA
#0H & LTHRERE,

EFMUEAK . 7 N e R 73 020802 MIEAK E Lz,

REHSR O - YRR OBREBUIEOL. IREMAERREB L ORENRRIZ oW T
IR E PRI O TIEAHEN D 3 M & L H—MHERBRIC OV T B ERRR O b,
TEMENLE 3RO 9 R E Lz, ¥ MR B ORE 2 2@ MR OFREED 5347
fEFR & LTz,

BB BT & PR L . BRI E O BRI E DY 10~100 12 g/mlL, K FREEHEEDEIE DS 5%
PLFE2BE957 o a7 2M2b0raaBEKR E Lz, ARSI OFRE T |
JUZD & 1al, HPLC ~DEAIEE 1l & Lz,
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HPLC v AT AB L OESRBIZLLTOED TH D,
KA v 7 Z 7 (HPLC)
EdiEAR s o~ k7 7 (HPLC)

UV-VTS Detector 1.-4200 pRA st BOLRUERT
Intelligent Pump  L-6200 L Saee A RVAL LS (B
Column Oven L-5025 BE St BB ERT
Autosampler AS-2000 MASH Br®ERT
Degasser ERC-3315 o At A —T ——
T — A AL e E Empower 2 AR 4 —&—X HAS4E

il S
7T I : TSK-GEL ODS-80TM, 4.6 mm T.D. X150 mm, H > —fk&tt
FEENFH CAREAK TR R=RIA T RS RR TS NUZFAT

I EERE=400 : 450 : 150 :1:1
A= bV T R CAREK/ T h= VU (30 :70)

el AR Al N N = RN
BE R : 294 nm

T NRIE : 40C

Ningcen : 1 mL/min

EAR :10uL

A= b T IRE TC

Gy AT IR 184y

Empower 2 ZH W TEMERKOE — 7 TR L EBET. () Z2RINOER LERERL Y.,
FAREHAROWEREZ KD, LTOR K 0 KT OWBRWERE, ZERE. 5L
FORTFREREH L,

HERRE (1 g/mL) X FAIRERE

B L W FE (mg/mL) = 1000
. PR %
R . 00 =
BEFH (%) = — g X100
, Ty ;—‘\/ A
g (o) - EBMERETE

AR DFRIRIRE

o AR OB TR P
REED) = o pmmaEEThE 0
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ARSI
(1) #RERHR

AR, ARF vy — R« U= St EAREE ¥ —4RED SPF Crl:CD(SD) 7 v
MW, Ty MIFEEARGE THFEHN O TWIEETH YD . HUtTErT COfE FARER
MEETHDLTENDIORKERT L,

HHEMES 12 DU CRTER FEMES 10 PT) & 2007 74 H 4 RIZ 1 @ETHEA L7z, ZARFOEY O
REFEP T, HMET82~95 g, MET61~T76 g THoT,
(2) WefE® L OEIE

A&, i 2 OO THETBIME 6 H (ZARZBIE 1 A& LTRE) T, M8k 7

HET, —foRiBBIgs 1 A 1R S5 AH ERER L OBHEMBR T B BT R Ik
FHAELER -, ZOMKE., BER L OIEBTICRETRD bghroT,
(3) W4T

e ds K UBIMBIRERE i, R 4 HEMES 42 VU7~ 6 36 PLZ gk LT, b B TRl
(At U7, MR KOWIHEBIFA T B (53T~ B) OEREIZE SV T, BLEEL Tk
C XD BBEOTFHERENE 2722 L O WCHS T B T o7z, BSUTREOBYOMBEEHMA L, &
T 135~150 g, HET 107~120 ¢ TH V. FHIKE (FE 143.8 g, M 113.3 g) DL20%LUNTH
ST, BN SN B HEMES 6 BHTRBRD BRI L CTLEIE L Lz, 28, @kEn-E)
WOV TR GBGARET B I — R BB I BT e W2 & AR L7,
(4) YR LT — 05

WL, BT RNIZ ARRIZYE 7 = v b CTRENCEI A T, B TR ENICE ) E
TERARL, MEKEREZIT o7,

B — 0, BRI EIC s T L7 SICERBRE S B L& 54 L.
& — VOIS Ls, BEDTRIZS O B2 R L,
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(5) BYEE
1) E1HBREE

B TIREE 22+ 3°C (FEMEE 21~24°C) . 1REE 50+20% (FEHIFEPE 41~52%) . #k(E]
25 10~15 [A] /B[, RRBARER 12 FEf (8 : 00~20 : 00, A T.REA) OB 5 2 (302 5-5)
THIE LT,

2) FERM B L UERE HFIE

77y A& B AR — 2 (260W X 380D X 180H, mm) (2, &3 L OB I i
HEMERILZ 3 PLd D BEP T 0T L DB DU L7z, 77— V8 L O RE SR I RE /0 1T L L[|l
ZO%IL 2 W 1 RIS L, BZIE 2 PISEHHRETE 0 b O L R LT, HEIKEE
B OKKE ITE | FI%EM L7, BEEENOFERBS L ONERERE. LA 1 FEERE L7,
HIRHEZICE LT SR RHEERB L0 a U R REEN A 1 EM AL TR BICHT Lz,

3) fakt

AV T B NVEERTERASHE, v BN ETAE CRF-1 2, B RGEIER 2 AV T
HHEIZEBRESET,

ABRICEEEL I TRNO LD HEME S 2 W IMAEMOREZ, fH Lz v b
(070117) DEIEHZ DWToHAMT Lz, BB OSITIIHEEN BRSOt 2 —I
BT, MAMREIZMABEEENZNETNIT o7, OVERB & FRHEITHRASHE b
DM OFE BB EFIR T ICHEIL L 7=, T OBER, WIhOEHICHLHAEL
H 2 HIEILEE D B L7 7= (Appendix 3-1~3-2),

4) ERBK

FLIRTKEAKZ . HEfaKEREZ VT A RICEIRES Bz, 72720, IRRAERIZIERK
AR LT,

BRICESEELY KITTRNDO S DIERWE0F ®4E, 2007 F 1 A 2 BER L2007 4 7
A 2 BICYUEMEE & FRMELE OB AN (301 TZ) 0 BRBI 2B L CTobr Lz, oFr
LB AE AR T o 7c, OTEA &R EIIKRASH (LEWE 2R JERT D AT 1E
BEFRINEICHEI L7, DWOBEE., WTFhoTEIZ & FAEE B 2 2 HEITRD SR
- 72 (Appendix 4-1 3B LTV 4-2),

ﬂt—l
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(6) BRAEDOHERL
HERAMOER L EHOBME S L2 UTITRT,

wh& R i (B )
AR (mg/kg) (mg/mL) e i3
<R >
T HREE 0 0 6 (101~106) 6 (151~156)
2R 40 4 6 (201~206) 6 (251~256)
&R 200 20 6 (301~306) 6 (351~356)
mHEH 1000 100 6 (401~406) 6 (451~456)
<[Bl1E M ER R >
pgiitic 0 0 6 (107~112) 6 (157~162)
& H &3 1000 100 6 (407~412) 6 (457~462)

XFRREEIZIL, OB L RO T L TR D A A HK G LTz,
(7) #BEMmEORE

1) B&G5REORE
| Bz X RS 3PSO SD &R T > b [Cr1:CD(SD) 11T, h 7 o = U IMIC AR S W 7= 485k
WE O 0(xFHR) . 100, 300 F8 LT 1000 mg/kg % 14 AREIKEROES L TERER (SR
06 112P)YDFER, 300 mg/kg OMEME & HIZIFIROMX 2 WITHATEEDOH e m
fERCEER/R A, HEZ ALT DA EREEA A B, 1000 mg/kg R GHEDREME & & ITRATED
AWWHEORY, BEA, ALT BLUR 2 VAT 0— VOB E & Eeam i m, FFEoRs
e bds L ONTIRO KXt & 2 WIS EEOA B SECEEEM AR ok, b
D ENe, 28 AMKEROHEGHEERR T, BSHMARFKIZARZZ L E2ZE L, 1000
mg/kg/day ZixE HEIZRE L, ULTFAK 5 TEBRL, 200 38 L1040 mg/kg/day & H &3
FOMEREICERE LT, 7ok, <R XL UV1000 mg/kg/day @ 2 AEIZ-OWTIE 28 AH
B 5-4% 14 ARMAIRIC X 5 EHE M & it 5 B R EE 2 5 0E LT,
2) Beh
PERWENE MIRROWIZRE SN D AL ZE L, ORCD RERIEN A R Z A 2 (407)
WZE->C, 1 0 1[E28 O, 9:00~12: 00, RIRERFIL 11 : 30~12 : 00 DREIZT ¢ AR
—PFITNE YV TFBIOF 4 ZAR—T T L) oDk AW THREIRICERICR OB S L,
BEARIT 10 nL/kg & L, FEEOEEREIIRG AICE BIEWIIER OREICED
WTEH L,
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(8) #lgz, WEk LUMRAIEH

D RIS

BHNTOWTHE &~ OB OES, AL ITEVEIZOWT, BREBBHERE 1B, &5
28 AOFAZFPE 1AL LTRAEL, &5 1 ANOHKRA (&5 28 AHHVIEFIE 14 A
OB O) £ TRATEGAN BLOFHO 1 O 2 FE, S 0IRFRTFIC 1 E8lg Lk,
2) FEMR—RRIREEBIER

BHENZONT, TEGBBTIR LI EG 7, 14, 21 BI W28 H, ME 7B LT 14 HIZ,
M —OR BB A T o7, BEEB X, S YA RE RS PR, R -
g HIRITTEY/ IS - BERL, BREITE/ BEICOWT, F—UnbEY RS L
G E, Bnsh s, IR B, HEORE, E. IRBREH, B, [HRIR, IR,
FHE, WIRIZOWT, A= 7 )V RN TR, &7, RERRE, R, .
ITEY/BRE - AR E | WHEITHEY/ R I798E « 75 BRICOWT, ZRENH LN LDE
DA a7 ) o TEERWTRAa T &5k L,
3) MEReind

BN HONWT, Kh 4 BB LOEE 2812, HRERES LU FOEE o7, BT
AL THR (BEEOR) . R B . R GRCxd 2 KI5) . mR (BRI 2 Hde) |
B S 28 OG5 GREEZ D b OB . BHERMFICOWTHLNLDED AT U v
THEERNTHEEL, #0ORa7 2Lz, £=, BHOBIOHBEHELRIE LT,
AL CPU 7D (T A a—x =T Y TSI 2 AV CTRIEB L OB O 1%
HI3EHEL, | g B TRk L7z, BREDRIIAREDENEEE (X ——RX v 7 X
¥ LU CompACT AMS, EERTHEME RS 2 WTHIEL, 7 — X OWERMEZ 105 & L
T L RERRE L7,
1) KEHE

EHENZONT, BE 1, 7, 14, 21 BEL V28 A GHT, FE 7B8L 14 BAR5VNZ
ke BIZE -2 L MRFE (6X-2000, RSt h—=— - T U F - FAOEZRAWTHAIEL, 1gH#
AL TREsk LT,

T ORIZ L0 RESINER L ORTEIENR LR L,

K 5 307
RERE () = 528 HRE () — 5 1 HIKE (o)
L REHNE )
RS0 = e g O
I
WEHENE (o) = [1E 14 A{KE (g) —¥5 28 A{KE(g)
HERNE ) = — R 10

#5528 HIRTE ()
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5) BEEME
RN ONT, BE 1, 7, 14, 21 BL 28 AORERT, FE 7BLCN14 AiZ, &
X EM KA (6X-2000, BFXEftr— T U R« TAO)ERWTETF— VOB ERLEEES
HEL, 1 g B TiEgk Lz, LTFORIZ X YR (g/rat/day) ZHH L7,

WHEE (g/rat) — 4% & (g/rat)
M Ao A %k (day)

BAE & (g/rat/day) =
6) PRAE A
EHNCOVTHRS 4 \B L OEE 2 82, MR T TT v P HR#ES — 2 (K646, B-1
MO BEHEWERD 2V TERIR L, BEEZNHON 3 RMNOER TO~®%., 72/ 21
FOFRTOBLO@EFEM L7, BRI RITBRER THEERE LT
REEE B L OREHSIE

OpH FRERHCIE (RNVFARTL9IA, N AT A5 140)
@#&EH (Protein) REBRARIE (VFAAT LI A, N AT A7 100)
Q¥  (Glucose) PRERAKIE (IVTAATAVIAL N AT A7 400)
@7 k4K (Ketone body) BB (RVTAAT 49T A, N AT AT 1AN)
®unuv'l s —% 2 (Urobilinogen)  FRERHKIE (RVFAATA9IAL N ATV 277 400)
®r U/ Bilirubin) FBRMCIE (VT AAT (90 AL N ATV T 1hV)
O s (Occult blood) RBRARTE (RVTARTA9IA, N AT AT 4AN)
® £ (Color) PR 22

@JR & (Urine Volume) wReERE

M (Specific gravity) BT RHE R TR ITREa) V-8, 7437)
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7) MR AR A

EENZ DOV THIRIEIZ 16~19 R OHER N TT v b —7 LEREEL | BEEIREINRE Y
B L7z, O~OIZ2W Tk EDTA-2K(_ )/ Y= 7 P T EZERME, 7/ EHRREH) TR
PR iR 1 mL 2, @, @20 TIE3.8% 7 = b U o A CRUEE LTz Mk iy
1~2 mL % 3500 [8]fx/43C 10 43 s O A L T b 7o itz vz, o/ £
DM AR T RS LT,

BREEHBE B L UORESIE
@7 . Bk % (RBC) BRIRPUE (B Bhifn BREHECE & F-820, YAAy)A)
@~ h7 VU v MHEHL) BARRPE (B B M ERFHECEE F-820, YARy)A)
@~F/ 1t & (Hb) VT A SNET O

(B By BREHBELE F-820, YAky)A)
@ 4R I BR %A (MCV) RBC, HtfE & v &M

(H B M ERGHECE 1 F-820, YAky)A)
OFHFIER~F 7 1 £ & (MCH) RBC, Hb fE 0 B H

(H #) M ERFHECERE F-820, YAiy)A)
O AR MER~T 7 7 B ¥ (MCHC)  Ht, Hb fEX 0 B H

(B i ERF B F-820, YAiy)A)

DR MEREL (Reticulocyte) Brecher ¥ (85F%)

® /)M (Platelet) B XUETUE (B B M EKF S & F-820, YAAy)R)
M 1L ERF (WBC) BRIRIE (B B EkF S F-820, VAAy)R)
HIMER T 53 Lk May—Griinwald—-Gicmsa ZL & ($548)
(Differential count of WBC)

@7 e b e B R (PT) ke RTTAF Uk

(L& SR IE B Bhil] & KCAT M, M =Fq N A459))
Q@EMALES S v R 7T 2AF R T DR
(APTT) OlL ke B BT LS KCA7 Vi, MN=71 -1 4F79))

_22_



SRO6112

8) LA F A

EHNZ DN THIRIFIC 16~ 19 BRIHR ST v 2 —F LRREE L., BEEEREIIRL 0
i L7z, MAEHEEO S LOBIUOIZ2WW T 1 nl. H7=9~U F b U 7 A~
RY 2 R Y T AENBROSE ] 1000 BAT/mL, BROSERASHL) £ 20 BAAL CHLER% . 3500
[El#x/453 T 10 23 Oi DAy EETH O 7= Mt &2 AV TR Lz, foIEH IZ- oW Tisr B
AIA Y RERE (B2 V= SRSt [T iR 2 2R B L. 3500 [EI4:/ 43T 10 43
Dz O HE TR DAL IS 2 W TRE Ue 5 S 72 s L O g 3 i 7% .-20C
AT CHAEMAE L, REmEERLE, BHFET D,

HMEEB B L ORESE

DAST JSCC ¥ (B B4 HTEEE 7080 T, H i 77/ny —27)

@ALT JSCC 1 (B B M B 7080 2. H XEMF)/ny —=17)

@7 NHIVERRAT 7 A —F JSCC 1= (H B TS 7080 F&. H Sinf7) /ey —-27)
(ALP)

@ v -GTP L-y -7 NVEIN-3-INARFy—4-=rn7=) FEE

% (A MR 7080 2, B Vi 77/ ey —20)
G 7Nz — A (Glucose) Y Pk

(B @M EE 7080 2. HALMTI /ey =27)
Gz 1 A5 2 — /L (T-Cho) BEFEVE (HEVOHTIEE 7080 JB. A7) /oy =17)

DLV ZUERY F(T6) Wl U v — Al Rk

(B ATiEiE 7080 2, B NEA(T))ey =17)
®mr Y e (T-Bil) TYEU L E

(BB #TEEE 7080 f2. O S2M77/ny —27)
ORFEZEFE LY) % L7 —¥ -GLDH ¥

(B @ hrEkiE 7080 2, B Nin(7)/)uy =27)
@27 L7 F = (Crea) Jaffeé i (BB SATEEE 7080 B, A7)/ 0y =27)
@F F Y 72 (Na) A Z 2 FIREME (ISE) ¥4

(HEhrhrEkiE 7080 2, B Nin(7)/)uy " =27)
@AV v LK) A F R B (1SE) %

(H B HTEEE 7080 2. HAZ/M77/ny " —27)
@7 z—n1(Cl) A BRI EM (ISE) &

(EEATEEE 7080 Z, HSTMTI)ny =17)
@A I (Ca) OCPC % (B BhAy AT 3@ 7080 F&. H i 7)/ey -27)
EHEY > (IP) Fiske-Subba Row %

(EENATEEE 7080 2, HSTMTI 0y =17)
®#E A (TP) vy Ly MERB TR 7080 2, H NM77 /0y -17)
OE A Tu—RT 57— BRI

(Protein fraction) (B BiEERUKENEEE AES320, =541 /3 x)

@®A/G L (A/G ratio) EESHE LY EH
@7 /7 2 (Albumin) WEOEEASBEL Y EH
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9) kg
2HNZONT, &5 28 HOBHBLUEE 14 BOERICEIR L, B FeBligl .

T—7 VR CERIME . Buillz K 0 2R S, 25 ORE - MHiks: AIRIICEILE LT,

F7. LT OSE M 10% PHEE R L~ U VIRICEE-RE L, 728, ek Lo

N=F—ET Y Y R THEE-PRAFE L, R I ORR LRIEXT T AR THEE. 70%

B )= VRTE LTz, B DWW TIREER 2 EARRIBEE L Lz, EADHDHEWEIC

SWTHL, BRAlE LCERE BEE - RIF LK,

FE R I ORIN, /DINdS I OMERR) . T IEIK, BRE. MR, IR, BRUNMAL dl
B, MR, GOBEL T R0E. B IR, BRI - FERE. ZERB. AR (A
TIOVREELe) | B, G, EE, BREEY o 8, BT Y o E RE
Afi. DR, BEME. REHL, REEL B RUSIIR. RE EERET) . INR, 7
B, B, IR, ~—F R KBRE (BRET. A, LEFHRB LUAIR
RIFR AL E LT, 14 (No. 456) ORA OB DAL IEFE MR & o8 7
oMl GERR T (il - - FLE - DR - R - RERRAR - BEMIRRAK)

16

10) B EEHE
BHNC VN, RSB ML RAE (ER-180A, Mt m— - 7o R« S A) &2 H
WTEL FOBREIZOWTEERARTE Lz, 2B, FEOHILIWEIZOWTIE, FEEabYE

THIE LT,
B4 M. FEER, FRIR. BB, M. DM, TR, B, AR, . KR R
AINAAR, B GGRERET) ., R, 758

UTONC KO EEZRT L,

A LB ()

HBRHFE R

Xt (%) =

11) JHEAM AR A

BRI B R E L7220 O28RE  MERIC W T T 7 ¢ i) L, ~v b &
YUY VYA RER L, MREERS L OEAEROREN OV TER L,

BIR ORISR, HRMER G DOFE L EZ SN DB DR b TFIER L OB I oW
TiE, ZOMOBEREOEMI >N THEFIFER Lz, £7-. ARER JOSHEREOR
FZHNZDONWT, R EBIZED a7 7 ) 2 (R&D Systems, Inc. ;L. #=a « xS
R &t LSAB2 % /HRP) DHERRZAT - 72,

2B, ME 1B (No. 106) 38 L OME 7 6] (No. 151~154, 156, 254, 255) DFI&IZ ST 0il
red O YetaiZAR G MM L, HPERRRE OF A B L7z,
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. HETEM A &

BB RILEEREOBIS E & TEH L,

7/, BREHE, FE, FEENES JOWNR, BiiE, RE, MWKFORE. MK
(LR AL, 2R E O BB L O E R ORI OV TESEE SO ERE B H L,
Bartlett ORREEIC K EHBMEEAMRT LTz, F0H(0>0. 05) OH A I —mBlE 5 T
TR L. REOB(p=0.05) OEFLIE Kruskal Wallis OREE THMT L1z, —ohlESY
BN OFER, AEENRD SNZHE (p=0. 10) 1% Dunnett OMEREE AW CRIBRE L O
HE &7 o7z, Kruskal-Wallis IEOMHTOR TR, BEANRD HN72HE (p=0.10) X
Mann—Whitney 0> U-#E{L % v et BiAE & oLl 217 - 72,

M — AR BB L OV RE MR E OBILTHR | SRIRE O EMERITR H 5 L YR HE O FAg
(22T Kruskal-Wallis OREE TR L. AEEPRD LAHE (0=0.10) 1
Mann—Whitney @ U-TREEE HWWTxBREE L OB AT - 72,

xtHREE & OHEMEIZ DWW TIE, ABEAKMELE 5% & LT, 2B, HElPMAFIECET 2%
s~ J7¥% INDIVIDUAL DATA @ §HEIZRT,
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1. —ikae

— AR BE D JEIE A Table 1 3 XN 2, INDTVIDUAL DATA 1-1-1~1-2-4 2R,
[#% 5-#fH]

XTPREEZR B ONT A0 mg/kg W SRETIE, HEMEE HICEW RO 2o T,

200 mg/kg ¥GRETIL, M 1 6] (No. 356) TG 12 BIZANRIE HEFOBEEHRRD Hh
oo HEZIIERSHE PRI RE IR ko Tz,

1000 mg/kg #% H-EETIL, KE2 Bl (No. 403, 411) TH L 3 HIZ L ADESTRRO Lz, M
T 11 (No. 456) TG 3 BIC L AHEHITHARD b, iz 2 1 (No. 456, 461) THRIE
JRBR DY BTG N DS HUL STz,

(=118 #1fH]

KPFRFERS KON 1000 mg/kg DOHFEME L HICERFITRD b o7,

2. FMGT—RCKERERE

FEA A — IR BEB 22 DR AE & Table 3~8. TNDTVIDUAL DATA 2-1-1~4-14-2 |29,

[4x 5 4]

RGO L HIZ, WTNOBRERFIC O ABETEEICTREE R L THERZITRD
b, Fo, EE BHEL D WIIMTHREEFOMBITIFHNRAET LR DI -T,

[ =115 HA R |

1000 mg/kg W LGREDHEME L HIZ, WTHOBRARHZ G ABLEH B IR L LB L THER
ZIIERO LT, i, WELLIWHTEREFESOMRITEFTHNRET RO 1T,
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3. HEERE
MERERR A DS % Table 9~12. INDIVIDUAL DATA 5-1-1~6-4-2 {27753,
[F25- 4 38]

40 mg/kg B GRETIEL, M0 O FEEE & TRIEPIAATE 0-10 0T FREE & ik L TR E W
MED LA, WETITABERAITZB O bhieh o7z,

200 mg/kg R 5RHETIX, HED H#E & THIEB A 20-30 I A ERRENR D b,
MECIIT BB TR b h oo,

1000 mg/kg P& EHE T, REMED B EBE T, METHEER AL 40-50 /71T, X 0-10 B &
T 1020 ST B ARRIE DR D Tz,

[[F175 2 i ]

1000 mg/kg $¢ GAEOME THAK ORI XT BRI & Ik U THERIMEN RS bz, T
FIEE) B CHIE LA 40-50 32 H B @M 7RD b,

4. REH®

REHEB % Figure 1 381002, Table 13 33 LT 14, INDIVIDUAL DATA 7-1-1~7-2-4 {Z/R T,
[# G- #1R]

40 33 L 1Y 200 mg/kg B H-TECTIE, HEME L ©IOEHEE, KEEMOEERINES L OUEINE
IR L i L TR EREITRD b Rho T,

1000 mg/kg #H5RETIL, HETHRE 7 HLURRGHR T £ CHERIRMAMER L CE® b, #&%
LM R ORI L OHIMNEIC S FBEREERED b, MIZIZAERATRD N
o,

[[=]45 451181

1000 mg/kg ¢ GREOME T, BEMMPICT] S RIEBIE P & AL & i L THEKE
DR ST A, IE M O R BN X ORI B m i b, M2
TR E, (B R T O RERINER L ORI A B ETRD Lo 7,
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5. BfEE

FEEE% Figure 3 3B LU0 4, Table 153 L T8 16, INDIVIDUAL DATA 8-1-1~8-2-4 |Z/R7,
[#2 5-Hi1H]]

40 mg/kg B GRETIL, HMEME L &SRR L I L CTHERZETR D b o7z,

200 mg/kg HEHETIEL, HETERE 7 DICHBERIRERRO bivk, MIITAFERETRD S
Nnizoi,

1000 mg/ke B GRETIE, HEMEE HI2IRE 7 BICH ERIEMRRD b,

[T=l15 43 |

1000 mg/kg 4% GREDOMETEIE 7 FICKIIARE &L Wi L CHEAEMARO b, BECEAE
RATRD N7,

6. RRE

R DS A Table 17~20, INDIVIDUAL DATA 9-1-1~9-4-2 {Z-"7,

[$¢ 5 4 34]

40 3B L0200 mg/kg P 5-FE Tk, HEME S IS EE & BB L CHBERE(LITRD bhvias -
77

1000 mg/kg BEGIETIE, HEMEL L ICHBEZEL D R ol BLORBEHOK Tl b IR ED
HASRD biTo, Fio, MEITAEZELM D IREEEDE T &3O L7,

[[F145 2 4]

1000 mg/kg & 5-HEDOREME & HITKTHIEE & B U THEREIERD bivie o7z,
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1. MBEZHRE

MK FRIE O AE % Table 21~24, INDIVIDUAL DATA 10-1-1~10-4-4 {257,
[#2 5 HRD e T B

40 B E T 200 mg/kg | GHETIL, HEHEE B ICHERZMITRD o T,

1000 mg/kg LTk, MEUCHRILERE DA E 2wl L OEHLE S b R T T RF
Fr O BRERARD b, HITFERELITRBD bhaho T,

(I 6 1 e T ]

1000 mg/kg ¥xB-BEDHET BMLERE 73 FE D73 BENZAF T ER L SR | T FARE & LB L TH B RES
FOU SERIERICAERIEREN RO b, #ETIE, ERLREDOAELRSE, 7n o
E U OA BREE L OEMACE S b e R TS AF UM OE B RIEERRD bz,

UTIE, FERECORD SNIZHBIZOWTHERT —F 27,

T v b, 9Bk G T R I i3

HH SEEE Hi P SEEE aelia)
AR ML ERE (%) 27 12~43 23 10~36
EMELESY B u AR5 R F R 26.9 20.9~34.5 19.8 16.4~23.3
(sec)

Z v b, 116 - EHEMIMK TR i3 i3

THH EEE #0i JH SEHIE i ]
8 7R 1L B H (%) 23 13~33 22 10~34
7u b v R (sec) 16. 6 12.3~22.5 14.9 11.3~18.5
EMHACESY b R T R R 26.3 21.0~32.9 19.5 13.6~25.4
(sec)

IR P EREE R (%) 5.2 1.3~20.4 5.5 1.9~15.9
U 2 REREEER (%) 89.9 81.7~98. 1 90. 3 82.5~98. 1

8. MiKILFHKRE

MG D k& & Table 25~28, INDIVIDUAL DATA 11-1-1~11-4-1 {277,
[$e 5-3)FI54 T ]

40 mg/kg PeH-RETIE, MEMEL HICXI AL & BEB L TR BERALITRED bivie o1z,

200 mg/kg | HHETIL, HEOBEANE Ta, /77 U EiE X TALT OF B2 EENRD
bz, METIZT AT I UoBLICRa L AT o — VO EREMENRD 5T,

1000 mg/kg B G-RETIL, HEMES LT ER, ALT, v GTP, a L ATFu—LBIXU0HI LY
A BlISETa, 707 U UAHEEOAEREMZ BTN AST O B 22AKME 580 T,
EbZ, T LT T =0, BE) CBXOERANED B S u T ) LB B EER
BUNZT VT I VA LOA/G LT EREME, MTET7A T I 0B aEmERNRD 5
iz,
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NEE -yl gt

1000 mg/kg R GREDOHET, Jba— ACHEREE & e L CHERKRE, B A8 ke
ERFEO LN, MTEH IV a—ABLUR I L AT e — /L IHERBERLICT AR YR
277 Z—BORBEREAENHD bz,

AT, RENDORD GNHBIZOWTERT — ¥ 25T,

Z v by 9EE BRI TR Jii3 HE

s LRI i) M el
&R (g/dL) 5.5 5.0~5.9 5.7 5.0~6.3
TNAT 2 (g/dL) 2.3 1.8~2.8 2.5 1.9~3.2
A/G t(ratio) 1.19 1.01~1.37 1.39 1.17~1.61
TIT 2 AR (%) 54.3 50. 7~57.9 58. 2 54.3~62. 1
a, 7 7Y A (%) 7.5 4.3~10.7 6.0 3.5~10.3
B a7l 4R (%) 14. 4 10.3~18.4 14.0 9.9~18.1
AST (TU/L) 68 52~85 64 45~92
ALT (TU/L) 27 18~36 22 14~34
vy —GTP (TU/1.) 0.5 0.1~1.7 0.8 0.4~1.8
WL AT a—(ng/dL) 60 36~85 63 35~92
7 L7 F = (mg/dL) 0.412 0.33~0.51 0.16 0. 36~0. 56
H AT 2 (ng/dL) 9.5 8.9~10.1 9.4 8.7~10. 1
LY o (mg/dL) 8.6 7.2~9.9 7.3 5.56~9. 1
Fow b 1108 < [RIE IR T R JAid ki3

HH SERE 71 B 71
ALP (TU/L) 357 223~571 185 99~271
7L 3—Z (mg/dL) 163 127~199 137 102~172
War A7 a—i(ng/dl) 61 35~87 67 15~100
AR T o (mg/dL) 7.5 6.2~8.8 6.0 4.6~7.9
. Bl

WM R %4 Table 29 38 X TX 30, INDIVIDUAL DATA 12-1-1~12-4-2 |23,
(4% 5 HA RET & T Hg ]
KHRHEZ2 HTNT 40 35 KTV 200 mg/kg B GAETIE, HMEE LICBER LIRS ko7,

1000 mg/kg £ 5-FF C 1, KEMES5] (MERES 6 51]) DIITFIRI 1B kA3 388 B AL JE 341 (No. 403,
105, 106) ¥ X UM 2 5] (No. 152, 453) THEARAFED iz, iz, #E 1 5] No. 104) DIEFER
DREKR, M1 5] (No. 456) (ZMIENRES S (it - B « =08 « D& - B - BRI - HERIfE)
DRIENTD iz,

(=145 B #& T 1R ]

STHETE T, MM & S ICREFTRITIRD b zhoTz,

1000 mg/kg #5-HFTrE, M 161 (No. 162) IZIFIRDOFABEALATED ST, BRI
RO B o T,
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10. BFEEE

B HEBEDORE R Table 31~34,

[#5¢5- ST T B ]

40 mg/kg T GRETIT, HEHEE &

INDIVIDUAL DATA 13-1-1~13-4-4 {Z/R79,

(CXTHRRE & bl L TR B R Z I

200 mg/kg WEHETIX, HEMEOIIROEXHEIZAEREENED b,
1000 mg/kg F5-FETI3. HEMEDITIR O Z6 L OFRXT H & IZ
BliE. AR LOHEOMENERICARRSME, AZROMES HEICA BEREMENTED b,

BHE TR DT BT
[I=14 ST [HD A T R ]
1000 mg/kg & H-FEDOHEC

WA BRSO btz

SRO6112

D Ej’btﬁﬁ‘o 71;0

Bl Efni@s b, Tk

ZXFHREE & L U TR L OERT EE O B R IKMAERD 6

Ao, MUCHENR. N, FHERB X URHEORSREEICA BREESES bz, T, MiEs &
DVLEO#ERT I L UM B2 EREENRD b, Mis, Mgz L Ol ofxs & &2 A7

BEREENTFED LI, B, HIRBROEREICAERIEKENTZO b,
LTS, FEREOBD LNHBIZOWTERT —Z 277,
F v b, 9BE  BEEIEKE TRE Ji3 i
gE| A i H S FiH
ATl Aot (g) 10. 710 7.331~14. 088 6. 412 4.953~7. 872
R E = (%) 3. 111 2.591~3.630 3. 059 2.612~3. 505
B ExtEE (g 2. 688 2.064~3.312 1.706 1. 390~2. 023
FE % E & (%) 0.785 0.657~0.914 0.817 0. 669~0. 964
B Xt E & (ng) 55. 4 39.2~71.6 65. 6 50.0~81.3
X E# (107°%) 16. 279 11.022~21.536  31.508 22.914~40. 101
¥ B ot B A (g) 3. 094 2. 585~3. 604 % X
HE > (%) 0.910 0. 686~1. 134 P P
AR HEXTE 2 (mg) 156. 9 224. 0~689. 7 P P
FB AT 2 (107°%) 129.926  80. 356~179. 196 P X
T by 11 8 R EIRERET IR 1 i3
THH A #iH EE faefEid)
fFE  HextE & (o) 13.110 9. 420~16. 800 6. 760 5. 239~8. 282
BT (%) 3.071 2.595~3. 546 2. 858 2.536~3. 180
Hhg  ExtEE(g) 3.108 2.417~3. 800 1. 771 1.437~2. 105
FEXIE & (%) 0.731 0. 625~0. 836 0. 750 0. 662~0. 838
JEi  AEsTEE(g) 0.716 0.189~0. 913 0. 166 0. 301~0. 629
FEXTEE (%) 0.168 0.124~0. 212 0. 198 0. 128~0. 268
LDl HoxtES (o) 1. 411 1. 142~1.679 0. 843 0.667~1.018
AT E = (%) 0. 332 0.281~0. 383 0. 357 0. 306~0. 407
il HaxtE & (g) 2.138 1.981~2. 295 1. 955 1. 809~2. 100
THATE & (%) 0. 505 0. 426~0. 585 0. 832 0. 694~0. 970
Mollg  fExhE & (ng) 557. 8 320. 2~795. 4 437. 4 258.3~616. 4
X E = (107°%) 131.878 83.774~179.981 184.796 123.048~246. 543
FEHE MotEE (g) 3.224 2.607~3. 841 P P
T EE (%) 0.762 0.591~0. 932 P3 X
e jexEE () 1.491 1. 053~1. 930 p3 pd
FE X R (%) 0. 351 0. 210~0. 162 P X
WAL L
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1. REERFENRE
AR T % Table 35 3 10036, INDIVIDUAL DATA 14-1-1~14-4-2 |Z/"7,
[#2 5 HRD e T B

HTI& : 1000 mg/kg #&G-HEOLEMERH (45 6 F)) (ZREE 2/ N AL OMERT IR IE X233 BTz,

A I E A G- T O REME & & 1O R & bRl LTRSS 7 L — RO EiR % k3 49k
RS BT,

i 0 1000 mg/kg & GRETIL, HERH (6 F)) (SRR 22 AL R MR LB O H T 3 L ORI
IMEDFED LI, Z O TER X OB MEICIE a2 v 7 Y ORISR ER
b,

A 1A B G- O REME & & (o FREE & i U TR IS 7 L — R ogR % or3 49k
IR LNIehoT,

T OMOZET « AR - KR EGREOHEME L b 10 FREE &l L CTRIBURINR 7 L — Fotima

ATEITRRD bR d o7z,
EEE LR

JHFiEE © 1000 mg/kg $e5-FEDME 1 Bl (No. 462) (ZHREE 72/ NEFUEF B RE R A35R D b Tz,
AT I B R G REOREME & & 1 BRE & ol LTRSS 7' L — R o #45f % 7~ 941,
HERO b oT,

gk : 1000 mg/kg 2 G- EEOMEME & & 120 IEEE & Pk U CRISOR IR 7 L — FO#iR & R34
fBiZsdBH ol

COMDATE « ik : 1000 mg/kg 5 HEOREME & b IR & e L THIBUE IS 7 L— K
DR E R T EITRD SR o T,
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LIS, A REEZ @ OB RSB DT RE TR T,

BT W D786 & =Bk
-7 onng Rax )P AFLre—7 )b
(mg/kg)
E - % FIERBREL Al R B
FHARA P R4 — K 0% 40 200 1000 0% 1000
<HE>
fili PR R MEARAHEA L + - P3 pg 1/6 - -
BAROILE I E + - x P - 1/6  2/6
JH i NERLOEFERE - - - - 6/6 - -
X
/NEETRTTERRRA L + 1/6 - - - - -
/INA 3R RE + 3/6 - 3/6  3/6 2/6  6/6
N R SRy i A5 + - P P - /6  1/6
R WA RME ERR O+ - - - 6/6 3/6  2/6
i
WTALRAE ERR o4l + - - - 6/6 3/6 5/6
[N
PRIV LR oA + 4/6 - - 2/6  1/6  4/6
H-HAE + - 1/6 — - - -
) + 2/6 - - - - -
RR JRy AR L + - - - - 1/6 -
FHE M DILIRE + - P P 1/6 - -
BT AR DAV A 2 + - P P - 1/6  3/6
BERLS [HIE: 2L + - ¥ pd - 1/6 -
<>
fifi TR DL + 1/6 P pd - 1/6 -
BROILEINE + 1/6 P P - 2/6 -
Bk + 1/6 P P - - -
PRalsE D Bl 2 1 5 -+ - P P 1/6 - -
WA ZERE R
BB SEO B EIEE + - D3 pg 1/6 - -
il ANEEHRLVERTARRAD - - - - 6/6 - 1/6
K
/N UAERR AL + 5/6  2/6 - - - -
/A EEIE + 4/6  3/6  3/6 2/6  4/6  4/6
LR DA D RIE + - PS % 1/6 - -
B i RS ERROFA + 1/6 - - 2/6  1/6 -
KRy AR AHEA L + - 1/6 - 1/6 - -
it B WO B REE  + - P pg 1/6 - -
R {1 i By a o WIFMENE % P P 1/1 % Pd
%
0% : fHRRE, XoHEEET., - %L, v RE. 4+ HE.

HFB O NEERDMERELIZ DWW TiE, B R ST D,
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#

2

-/ mundg FuaFx ) P AF =700, b e o il) 40,200 3 L UV1000 mg/kg
% 1 BEREMER 6 PToD Cr1:CD(SD) 7w Mz, 28 AMIREM OB G L CHEERBOARE I UZED
MEARF L, SHI2, 03B L1000 mg/kg i2OVVT | HEREMES 6 IEOEERELRIT. G
TOEANG 14 A MBI & LIRIEIC X 2 mtEolIE M & R Tt Lz,

—RRIKRECIE, 1000 mg/kg $EE-HEDHE 2 ik LOUME 1 HlICFe 5 3 BIC L ADE B THRRD LI
oo JHERRERILE LT TRRER Y i, FROZLIERD bhigh o’ BE OMEFHT
BOLNDEMTIERNZ D, HBRWERLECEHELZLEEZ b,

—J7. 1000 mg/kg B GAEDOME 2 B, 200 mg/kg FEHEOME 1 FUTIMRIE A JE FH O EH DT
DO, BBHAENMES, BB NTEraMEHTWA Z &b, R L HEREAY
BEEFZZ D, HRWEES & oMLV & LT,

(A1 16 0 T 490 0 2V oet B 3S OY 1000 mg/kg # G- BFOREME & B ICRFEIIER D HSivleino e,

M — RN BB TIE, AR EREOREME & b IT H GRS X OEHESIH OV s SR
BHEGICEE L2 biIsB o b v o 7,

BEEEMRA Tid, &5 4812 40 mg/ke W ETHEOHEZ B3 ET EOHIEF LA 0-10 SICHTERE
fE. 200 mg/ke $5-HEDOHEZ A FEE) & O M EFALAE 20-30 2538 LT 1000 mg/kg HEGFEDOHEC H
FTEE) & O W E B 4% 40-50 4y, HED 0-10 B L TN 10-20 A B REMARBD S fzs, »wi
b @B OREBBIZCAEAZDOALNBRWETH Y, HRWELS & OBEMIT RV EE

2 BT,
mHE 2 A%, 1000 mg/kg ¥ S REOMEC H 2 EB E ORI T LA 40-50 DI E B2 ESfEB L
HICBRROBIHOAERIEBERSRZD LN, ZOBTESEABICITRD LN TN RN &,

AR R BRI R A NBD SR TWARN I b, HERME RS L OS2 &
EZ o,

{REHER TIL, 1000 mg/kg £ F-REOBEIZEE 5 7 A AR 546 T £ CHE IR e L TR
b, T2, BEHEPOEREMNES LOWNRIZLHFBERIRESRO NI b, 20
AT B 5 G- B U 7 AR BN & B 2 s, FRREORFEREL, R
HIZ B kR L CRRO by, BIESIR O R EE &R LOWINREIA Rz R L, [lE
HERTHEDOLEEZ B,

7. METIEAHEGRE L b ISR G HI B X ORESIM O W-TIC S R E B G- B L 2
BB b le s oio,

FEALERTIT, 200 38 XN 1000 mg/kg & GEEDHEA: & TN 1000 mg/kg ¥ GREOMEZE G 7 A

BEREMEARD b, —BEORETH Y FEEENABERIT LV EBEZ DN, £, |

_34_



SRO6112

BRI TRED DN —BEOREIZ OV TS, BEHINR THICIIERERE08RBD 5T
WRWZ b, BRARAGEELELONT,

RERFECIE, 5 4 381C 1000 mg/kg ¥ 5 REOMEME & b I EZEZED R p B L OIREADK
T2 b NS REDOEMD D N MEICIFREEDHAERET RO T, 2N DED 6
BB B 51T L D BRE~ D BN B S LT,

LasU, 5118 2 81213 1000 mg/kg T G-REDMEME & b IZ A EREITRD ONT | BEKTID
L0 RAENEET RT D EEBEZ HNT,

MK FAIRRTE CrE, F5 IR rERFIZ 1000 mg/kg #&5-HE M2 IR M Bk ER O A B 7o M s &
OEMALE 9y v R T T AT RO ERIER RO Hiv, £, FHEHIFAE T R 1000
mg/kg $¢ 5 BEDORET HMLER (53 L D4y SERG AT HERIERICE B2 & L0 o EREEEIZFER
RME, MECRARMEEBOREZEE. 72 ha o B REOFERERES K OVEEEEH b e o
R T AF UREHI DR B IERBFES Hil, P EKGICEEL A EZE b,

M DR M ERECR L OVEE R OB DWW Tk, BEB I OEEO WO MK rEIC LR
DHNTWED, RILEKRD /ST A—=F —(ZBAEN RN &0 DB L & B 2 b T,

—Ji. HMEOBMEKRESHOENMITHOWTIE, ALRKEICAERBIPRD N2V Enb,
BEFHRERITRVEEZ LN,

MiEALFAIRRE TIE, G TR 1000 mg/kg I G- HEDOHEME & & I A, ALT, v —GTP,
WaL2ATa—ABIOIN Y LOFEREE, EASEIZBITD e, 707 ) OFERR
ERBO N, TNHOEITHE S SIZEDLNLTWAEZ L, HEWE, BT — % OFiH
EHRBTA2HEEANDDLZ E0D, BRYERGICEE LA EEZ LT, BREBBILONALT
OFERRa L AT 1 —)b BASBEOE7 5N y -6TP OFEIZ W CHEATIRE & O EER
SOVNERDENTRBBAD R 3B O 6T D Z L OITHEE DO TUEIZBE L4k & & 2 b,
F72. vy TP DBEIZHOW T, JIF - IER~OFEL R I NIz, AN T LDEEIZONT
T, FRIREESCHEO T VT I VREICEZEEARD B, Mo 7 L7 I R ESCREME D
MEERICARREENRBDOLNTNDZ &0, ZOMBEEBORMEIZEE L =21t L #gE s
A7z, 200 mg/kg W GHET O a, 70 7 U oy TTOVALT OR B mfE, HECT v 7 I v
BLOWa L AT o — L OFEREMENED LI, 1000 mg/kg BEHE L [AEROL(LTH D Z &h
LR B GICEE LEhE EX Lz,

—J7. 1000 mg/kg HEFEDHEIZ A/C B L VEAZEICBITHT AT IR0/ ard Y v O5E
HOAEREESD D WVITRE, MICEASBEICBITD e, 787 ) VOAERBENRD LR
M, ZOFEE, TATIVRENEEREMB TH IO LT NI I U HEHIZIER Th 55

CEDRNTEDOREEREELEZ DN, ok, RSB THIC AST DIRERTRO bz, 5
KRR - BEFHIERIT WV & L,

R TREORE TIiX, 1000 mg/kg HEHOMIZR 2 L AT 0 — VOFERELEHENED L
NN, BRT—XOHEANOEETH Y, FEEEZTRTHLOLEEX LN,
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—F. BN a—2ADFERKES IOEED D oREREE, T AR ) RAT 7 X —
YPOABREMER L OV a— 2RO BREMENRBD bR, 25T bERT—20
HHENOEMETHDLZ L, MEKTHICHERD LA TWARVELTH DL Z Eh D, BIEFNRE
O, BROLEIEEZ DT,

BT LTI, G HARMRE THRZ 1000 mg/ke G-I DO HEMEEHIZATIRO G tafk, 1 3 4l
K OME 2 B IFIROIER BB Hav, Wb S E BERSCMIRILFHREDOELE L) 2 Ln b,
PR ERSICEE L2 bt EX O, L L, Z0ZBRIE, [ HIR& T8 CEE 1 i
FFBO B A ENRBO LNIZDHTHY | HRHDWVITEBL TWD Z enb, AEtoZ ks
Ez oz,

7k, BEHIEKE TIREIZ 1000 mg/kg B GBEDHE 1 HIZ589 HAVTZRE RO ACK i) 35 L O
[ AR TIREIZ 1000 mg/kg ¢ 5-#EDOME 1 FIZFRD DAL= MIENERE O BEREIZ OV THEL,
WTFRG LFIOHRDFERTHD Z s, BROEKRIZERMED D DIZERREC LB, £
7o FAREPRERE O HgE X% G ORBEITRR T 5 AIaERE 2 ik,

FEER T GBI TR 200 mg/kg B G- REDHEME & & ICIFIBO MR EROF Z 22 HE,
1000 mg/kg #& 5-REDOREME & & IO B L UMM EEO A ERSMEI RO biv, BRmE
GicBhd L7 e X iz,

E72. 1000 mg/kg DHREDBIEDAHR EEICH B 2@ F80 B, HERH] 0B AL S
(RRATIZ 30T DR VTNL IR M R DR -3 K OB/ MARRD b= Z L h . HBRY
BERSICBEE LB LEEZ N,

1000 mg/kg DM THEIE O R EICH BERIKESTED Hiv, HRWERGICHEEL =8 EE
bz,

—J5. 1000 mg/kg FEGFHEDHEDNISLIZ A LT EEOF B R KESCHEOBRICA LN
M BEROFERBMEIZ OV, OB TIHORENMEETHD Z &, 1 FITEBE
DIERPBOHENTNDL Z & WFR R FER 22 b E o TnRnZ &b, ATk
DAEBEZLHER S, BETHRERIIRVESZ L,

[EE IR T RFC B, 1000 mg/kg 4% F-REOME FFROM RIS L OHEXI EROFT B AR EMAFED
LR, IO FEHHIIRGHR TRIV bIRETH DL 2L, F, HIEREIZOWVWTOLY
BT A ERMTOHETH D Z L0, HIEENRD LD &Lz,

B, SRV OREISRD 6N T DREFRRF EZCOW TR, BTG HIHE TR
2> HIREOEIES R LR v, —FF, MECIIRERICHBREE ERIZARE L 2> TWNDH D
ELWVWTRLERT-FORMANTH I Lnd, BEENERIT LV EELLNTL,

REAE AT CiX, EREEMOTD 57T T 1000 mg/kg Fe5-REDHEME & & 17 i
ANEERUDERTBAL K25, E72. 1000 mg/kg HF G-REOHEZ B IROTALIRABE L O FRidH X O
FREMEIME (a7 0 7 ) VG BB B, W bR E RS ICBE L 2B b & %
¥ e
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IO I, EEAER TREHIIZH R S 2 WVIEBIERSED L, Wb o2k s E
Z bR,

Ubokoic, HBRmEREICEE L4 E LT, 200 ng/kg LA EOFSREOREME & & 12T
RO EROMENRD LI, T, BCMEILAHNRAEICSIT D o, 727 U Uitk
L OALT AT Bz dfl, HECIMB LRI EICBIT 2T AT I v BLRI L AT 2 — VO E
TR E TR bl

1000 mg/kg X F-HETIL, —MRIET I AD EBITOEME & & ICBUL Shv, (KRB CREC KRN
I, A CHEME & b IC—IBMEOIRAE, R CHEMEE H12 pH B LB ADIK N2 5N R
O, MEZREEEOIN T, MK FHIRE THEICHEARMEREOSER LOEEL e RN T
AT REMOIER . ML FRIRE CHEM & & ICREH. v GCIP BL AL o T LD &, Itk
BT 5L CHREME & b ICATIR OB b K OMK, 28 EE CTRMO T EEE M, o BRICHE
XtEBEOH DM, FREEEARF AR CREME & b IR /NEE D FRIIR A K 3 K OB AL
PRAE BB DT T3 L OBt/ ME (o -7 1 77 ) CRARRIE) 23588 bz,

BB, ZNHOFEGHFHE TR O ZRIZiE, Wb RIEEARD L,

L= T ARBEETICRBIT2-70a( Fuax /) oY AF Lo —5 L8R (NOEL)
PIHERE & 50T 40 mg/kg/day & E X BT,
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Figure1 Body weight of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)
** ; Significantly different from the control group at p= 0.01 (Dunnett's procedure)
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Figure 2 Body weight of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)
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Figure 3 Food consumption of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)

+,++ : Significantly different from the control group at p= 0.05, 0.01 (Mann-Whitney's U-test)
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Figure 4 Food consumption of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)
* : Significantly different from the control group at p= 0.05 (Dunnett's procedure)
++ : Significantly different from the control group at p=0.01 (Mann-Whitney's U-test)



Table 1  General appearance of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)

Administration period (day) Autopsy Recovery period (day) Autopsy

Group Findings 1,2 3 4-28 day 1-14 day
Control Number of animals examined 12 12 12 6 6 6
No abnormal findings 12 12 12 6 6 6
Benzene, 1-chloro-2,5- Number of animals examined 6 6 6 6 - -
dimethoxy- 40 mg/kg No abnormal findings 6 6 6 6 - -
Benzene, 1-chloro-2,5- Number of animals examined 6 6 6 6 - -
dimethoxy- 200 mg/kg  No abnormal findings 6 6 6 6 - -
Benzene, 1-chloro-2,5- Number of animals examined 12 12 12 6 6 6
dimethoxy- 1000 mg/kg  No abnormal findings 12 10 12 6 6 6
Staggering gait 0 2 0 0 0 0

_vv_

Valucs arc number of animals with findings.
- : Blank value.



Table 2  General appearance of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)
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Administration period (day) Autopsy Recovery period (day) Autopsy
Group Findings 1-2 3 4 5 6-8 9-11 12 13-28 day 1-14 day
Control Number of animals examin 12 12 12 12 12 12 12 12 6 6 6
No abnormal findings 12 12 12 12 12 12 12 12 6 6 6
Benzene, 1-chloro-2,5- Number of animals examin 6 6 6 6 6 6 6 6 6 - -
dimethoxy- 40 mg/kg No abnormal findings 6 6 6 6 6 6 6 6 6 - -
Benzene, 1-chloro-2,5- Number of animals examin 6 6 6 6 6 6 6 6 6 - -
dimethoxy- 200 mg/kg ~ No abnormal findings 6 6 6 6 6 6 5 6 6 - -
Soil of perigenital fur 0 0 0 0 0 0 1 0 0 -
Benzene, 1-chloro-2,5- Number of animals examin 12 12 12 12 12 12 12 12 6 6 6
dimethoxy- 1000 mg/kg  No abnormal findings 12 10 11 12 11 12 12 12 6 6 6
Soil of perigenital fur 0 1 1 0 1 0 0 0 0 0 0
Staggering gait 0 1 0 0 0 0 0 0 0 0 0

Valucs arc number of animals with findings.
- : Blank value.
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Table 3

Detailed clinical observation, in the cage, of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)

Stereotype Bizarre behavior
Number Respiratory Tremor/
of Posture Ptosis pattern Convulsion  Rolling Circling Selfmutilation
Period Group animals Category 1 1 1 1 0 0 1
Pre Control 12 12 12 12 12 12 12 12
Benzene, 1-chloro-2,5-dimethoxy- 40 mg/kg 6 6 6 6 6
Benzene, 1-chloro-2,5-dimethoxy- 200 mg/kg 6 6 6 6 6
Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 12 12 12 12 12 12 12 12
Day 7 Control 12 12 12 12 12 12 12 12
Benzene, 1-chloro-2,5-dimethoxy- 40 mg/kg 6 6 6
Benzene, 1-chloro-2,5-dimethoxy- 200 mg/kg 6
Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 12 12 12 12 12 12 12 12
Day 14  Control 12 12 12 12 12 12 12 12
Benzene, 1-chloro-2,5-dimethoxy- 40 mg/kg 6 6 6
Benzene, 1-chloro-2,5-dimethoxy- 200 mg/kg 6 6 6
Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 12 12 12 12 12 12 12 12
Day 21  Control 12 12 12 12 12 12 12 12
Benzene, 1-chloro-2,5-dimethoxy- 40 mg/kg 6 6 6
Benzene, 1-chloro-2,5-dimethoxy- 200 mg/kg 6 6 6
Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 12 12 12 12 12 12 12 12
Day 28  Control 12 12 12 12 12 12 12 12
Benzene, 1-chloro-2,5-dimethoxy- 40 mg/kg 6 6 6 6
Benzene, 1-chloro-2,5-dimethoxy- 200 mg/kg 6 6 6 6
Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 12 12 12 12 12 12 12 12
R-Day 7 Control 6 6 6 6
Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 6 6 6 6
R-Day 14 Control 6 6 6 6 6
Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 6 6 6 6 6

Values are expressed as the number of animals.

Catcgory :

The catcgory number obscrved in cach item.,

Pre : Pre-administration.

Day 7 : Day 7 of administration.

Day 14 : Day 14 of administration.
Day 21 : Day 21 of administration.
Day 28 : Day 28 of administration.

R-Day 7 : Day 7 of recovery.

R-Day 14 : Day 14 of rccovcery.
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Table 4 Detailed clinical observation, on the hand, of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)

Number Muscle Pupil Mucous Body
of Handling Treating tone Piloerection Fur Skin Eyes size membranes Lacrimation Salivation temperature
Period Group animals Category 1 1 2 1 1 1 1 1 1 1 1 1
Pre Control 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzene, 1-chloro-2,5-dimethoxy- 40 mg/kg 6 6 6 6 6 6 6 6 6 6
Benzene, 1-chloro-2,5-dimethoxy- 200 mg/kg 6 6 6 6 6 6 6 6 6 6
Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 7 Control 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzene, 1-chloro-2,5-dimethoxy- 40 mg/kg 6 6 6 6 6 6 6 6 6 6
Benzene, 1-chloro-2,5-dimethoxy- 200 mg/kg 6 6
Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 14  Control 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzene, 1-chloro-2,5-dimethoxy- 40 mg/kg 6 6 6 6 6 6
Benzene, 1-chloro-2,5-dimethoxy- 200 mg/kg 6 6 6 6 6 6 6 6 6 6
Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 21  Control 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzene, 1-chloro-2,5-dimethoxy- 40 mg/kg 6 6 6 6 6
Benzene, 1-chloro-2,5-dimethoxy- 200 mg/kg 6 6 6 6 6 6 6 6 6
Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 28  Control 12 12 12 12 12 12 12 12 12 12 12 12 12
Benzene, 1-chloro-2,5-dimethoxy- 40 mg/kg 6 6 6 6 6 6 6 6 6 6
Benzene, 1-chloro-2,5-dimethoxy- 200 mg/kg 6 6 6 6 6 6 6 6 6 6
Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
R-Day 7 Control 6 6 6 6 6 6
Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 6 6 6 6 6 6 6 6 6 6
R-Day 14 Control 6 6 6 6 6 6 6 6 6 6
Benzene, 1-chloro-2,5-dimcthoxy- 1000 mg/kg 6 6 6 6 6 6 6 6 6 6

Values are expressed as the number of animals. Day 7 : Day 7 of administration.

Catcgory : The catcgory number obscrved in cach item. Day 14 : Day 14 of administration.
Day 21 : Day 21 of administration.

Pre : Pre-administration. Day 28 : Day 28 of administration.

R-Day 7 : Day 7 of recovery.

R-Day 14 : Day 14 of rccovery.
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Table 5 Detailed clinical observation, in the open-field, of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)
Bizarre behavior
Number Walking Vocaliza- Respiratory
of Convulsion Gait Arousal Urination  Defecation  Grooming Sniffing backward  tion pattern
Period Group animals Category 1 1 1 0 1 0 1 0 1 1 1 1
Pre Control 12 12 12 12 0 2 8 4 12 12 12 12 12
Benzene, 1-chloro-2,5-dimethoxy- 40 mg/kg 6 6 6 6 4 2 6 0 6 6 6
Benzene, 1-chloro-2,5-dimethoxy- 200 mg/kg 6 6 6 6 5 1 4 2 6 6 6
Benzene, 1-chloro-2,5-dimcthoxy- 1000 mg/kg 12 12 12 12 11 1 7 5 12 12 12 12 12
Day 7 Control 12 12 12 12 12 0 12 0 12 12 12 12 12
Benzene, 1-chloro-2,5-dimethoxy- 40 mg/kg 6 6 6 5 1 5 1 6 6 6
Benzene, 1-chloro-2,5-dimethoxy- 200 mg/kg 4 2 5 1
Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 12 12 12 12 12 0 11 1 12 12 12 12 12
Day 14  Control 12 12 12 12 11 1 11 1 12 12 12 12 12
Benzene, 1-chloro-2,5-dimethoxy- 40 mg/kg 6 6 0 6 0 6 6 6 6
Benzene, 1-chloro-2,5-dimethoxy- 200 mg/kg 6 6 6 3 3 4 2 6 6 6 6
Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 12 12 12 12 12 0 11 1 12 12 12 12 12
Day 21  Control 12 12 12 12 11 1 11 1 12 12 12 12 12
Benzene, 1-chloro-2,5-dimethoxy- 40 mg/kg 6 1 1 6 6
Benzene, 1-chloro-2,5-dimethoxy- 200 mg/kg 6 6 6 2 2 6 6
Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 12 12 12 12 11 1 11 1 12 12 12 12 12
Day 28  Control 12 12 12 12 12 0 12 0 12 12 12 12 12
Benzene, 1-chloro-2,5-dimethoxy- 40 mg/kg 6 6 6 5 1 6 0 6 6 6 6
Benzene, 1-chloro-2,5-dimethoxy- 200 mg/kg 6 6 6 4 2 6 0 6 6 6 6
Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 12 12 12 12 12 0 11 1 12 12 12 12 12
R-Day 7 Control 6 6 0 6 0 6 6 6 6
Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 6 6 6 6 0 6 0 6 6 6 6
R-Day 14 Control 6 6 6 5 1 6 0 6 6 6
Benzene, 1-chloro-2,5-dimcthoxy- 1000 mg/kg 6 6 6 6 0 6 0 6 6 6

Values are expressed as the number of animals.

Catcgory :

The catcgory number obscrved in cach item.

Pre : Pre-administration.

Day 7 : Day 7 of administration.

Day 14 : Day 14 of administration.
Day 21 : Day 21 of administration.
Day 28 : Day 28 of administration.

R-Day 7 : Day 7 of recovery.
R-Day 14 : Day 14 of rccovery.



Table 6 Detailed clinical observation, in the cage, of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)
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Stereotype Bizarre behavior
Number Respiratory Tremor/
of Posture Ptosis pattern Convulsion  Rolling Circling Selfmutilation

Period Group animals Category 1 1 1 1 0 0 1
Pre Control 12 12 12 12 12 12 12 12

Benzene, 1-chloro-2,5-dimethoxy- 40 mg/kg 6 6 6 6 6 6 6 6

Benzene, 1-chloro-2,5-dimethoxy- 200 mg/kg 6 6 6 6 6 6

Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 12 12 12 12 12 12 12 12
Day 7 Control 12 12 12 12 12 12 12 12

Benzene, 1-chloro-2,5-dimethoxy- 40 mg/kg 6 6 6 6 6 6 6 6

Benzene, 1-chloro-2,5-dimethoxy- 200 mg/kg

Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 12 12 12 12 12 12 12 12
Day 14  Control 12 12 12 12 12 12 12 12

Benzene, 1-chloro-2,5-dimethoxy- 40 mg/kg

Benzene, 1-chloro-2,5-dimethoxy- 200 mg/kg 6 6 6 6 6 6 6 6

Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 12 12 12 12 12 12 12 12
Day 21  Control 12 12 12 12 12 12 12 12

Benzene, 1-chloro-2,5-dimethoxy- 40 mg/kg

Benzene, 1-chloro-2,5-dimethoxy- 200 mg/kg 6 6 6 6 6 6 6

Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 12 12 12 12 12 12 12 12
Day 28  Control 12 12 12 12 12 12 12 12

Benzene, 1-chloro-2,5-dimethoxy- 40 mg/kg 6 6 6 6 6 6 6 6

Benzene, 1-chloro-2,5-dimethoxy- 200 mg/kg 6 6 6 6 6 6 6 6

Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 12 12 12 12 12 12 12 12
R-Day 7 Control

Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 6 6 6 6 6 6 6 6
R-Day 14 Control 6 6 6 6 6 6 6 6

Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 6 6 6 6 6 6 6 6
Values are expressed as the number of animals. Day 7 : Day 7 of administration. R-Day 7 : Day 7 of recovery.
Catcgory : The catcgory number obscrved in cach item. Day 14 : Day 14 of administration. R-Day 14 : Day 14 of rccovery.

Day 21 : Day 21 of administration.
Pre : Pre-administration. Day 28 : Day 28 of administration.



Table 7 Detailed clinical observation, on the hand, of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)
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Number Muscle Pupil Mucous Body
of Handling Treating  tone Piloerection Fur Skin Eyes size membranes Lacrimation Salivation temperature

Period Group animals Category 1 1 2 1 1 2 1 1 1 1 1 1 1
Pre Control 12 12 12 12 12 12 0 12 12 12 12 12 12 12

Benzene, 1-chloro-2,5-dimethoxy- 40 mg/kg 6 6 6 6 6 6 0 6 6 6 6 6 6

Benzene, 1-chloro-2,5-dimethoxy- 200 mg/kg 6 6 6 6 6 6 0 6 6 6 6 6 6

Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12 12
Day 7 Control 12 12 12 12 12 12 0 12 12 12 12 12 12 12

Benzene, 1-chloro-2,5-dimethoxy- 40 mg/kg 6 6 6 6 6 6 0 6 6 6 6 6 6

Benzene, 1-chloro-2,5-dimethoxy- 200 mg/kg 0

Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 12 12 12 12 12 I 1 12 12 12 12 12 12 12
Day 14  Control 12 12 12 12 12 12 0 12 12 12 12 12 12 12

Benzene, 1-chloro-2,5-dimethoxy- 40 mg/kg 0 6

Benzene, 1-chloro-2,5-dimethoxy- 200 mg/kg 6 6 6 6 6 6 0 6 6 6 6 6 6

Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12 12
Day 21  Control 12 12 12 12 12 12 0 12 12 12 12 12 12 12

Benzene, 1-chloro-2,5-dimethoxy- 40 mg/kg 0 6

Benzene, 1-chloro-2,5-dimethoxy- 200 mg/kg 6 6 6 6 6 6 O 6 6 6 6 6

Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12 12
Day 28  Control 12 12 12 12 12 12 0 12 12 12 12 12 12 12

Benzene, 1-chloro-2,5-dimethoxy- 40 mg/kg 6 6 6 6 6 6 0 6 6 6 6 6 6

Benzene, 1-chloro-2,5-dimethoxy- 200 mg/kg 6 6 6 6 6 6 0 6 6 6 6 6 6

Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12 12
R-Day 7 Control 0

Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 6 6 6 6 6 6 0 6 6 6 6 6 6
R-Day 14 Control 6 6 6 6 6 6 0 6 6 6 6 6 6

Benzene, 1-chloro-2,5-dimcthoxy- 1000 mg/kg 6 6 6 6 6 6 0 6 6 6 6 6 6
Values are expressed as the number of animals. Day 7 : Day 7 of administration. R-Day 7 : Day 7 of recovery.
Catcgory : The catcgory number obscrved in cach item. Day 14 : Day 14 of administration. R-Day 14 : Day 14 of rccovery.

Day 21 : Day 21 of administration.
Pre : Pre-administration. Day 28 : Day 28 of administration.
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Table 8

Detailed clinical observation, in the open-field, of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)

Bizarre behavior

Number Walking Vocaliza- Respiratory
of Convulsion Gait Arousal Urination  Defecation  Grooming Sniffing backward  tion pattern
Period Group animals Category 1 1 1 0 1 0 1 0 1 1 1 1
Pre Control 12 12 12 12 9 3 12 0 12 12 12 12 12
Benzene, 1-chloro-2,5-dimethoxy- 40 mg/kg 6 6 6 6 5 1 6 0 6 6 6
Benzene, 1-chloro-2,5-dimethoxy- 200 mg/kg 6 6 6 6 5 1 6 0 6 6 6
Benzene, 1-chloro-2,5-dimcthoxy- 1000 mg/kg 12 12 12 12 8 4 10 2 12 12 12 12 12
Day 7 Control 12 12 12 12 12 0 12 0 12 12 12 12 12
Benzene, 1-chloro-2,5-dimethoxy- 40 mg/kg 6 6 6 5 1 6 0 6 6 6
Benzene, 1-chloro-2,5-dimethoxy- 200 mg/kg 4 2 0
Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
Day 14  Control 12 12 12 12 2 0 12 0 12 12 12 12 12
Benzene, 1-chloro-2,5-dimethoxy- 40 mg/kg 6 6 0 6 0 6 6 6 6
Benzene, 1-chloro-2,5-dimethoxy- 200 mg/kg 6 6 6 6 0 6 0 6 6 6 6
Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
Day 21  Control 12 12 12 12 12 0 12 0 12 12 12 12 12
Benzene, 1-chloro-2,5-dimethoxy- 40 mg/kg 6 6 0 6 0 6 6
Benzene, 1-chloro-2,5-dimethoxy- 200 mg/kg 6 6 6 6 0 6 0 6 6
Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
Day 28  Control 12 12 12 12 12 0 12 0 12 12 12 12 12
Benzene, 1-chloro-2,5-dimethoxy- 40 mg/kg 6 6 6 6 0 6 0 6 6 6 6
Benzene, 1-chloro-2,5-dimethoxy- 200 mg/kg 6 6 6 6 0 6 0 6 6 6 6
Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
R-Day 7 Control 6 6 0 6 0 6 6 6
Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 6 6 6 6 0 6 0 6 6 6
R-Day 14 Control 6 6 6 5 1 6 0 6 6 6
Benzene, 1-chloro-2,5-dimcthoxy- 1000 mg/kg 6 6 6 6 0 6 0 6 6 6

Values are expressed as the number of animals.

Catcgory :

The catcgory number obscrved in cach item.

Pre : Pre-administration.

Day 7 : Day 7 of administration.

Day 14 : Day 14 of administration.
Day 21 : Day 21 of administration.
Day 28 : Day 28 of administration.

R-Day 7 : Day 7 of recovery.
R-Day 14 : Day 14 of rccovcery.
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Table 9  Functional observation of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)

Number Reactivity Righting
of Visual Touch Auditory Pain Proprioceptive reflex
Period  Group animals  Category 4 2 1 2 1 1
Week4  Control 12 12 12 12 12 12 12
Benzene, 1-chloro-2,5-dimethoxy- 40 mg/kg
Benzene, 1-chloro-2,5-dimethoxy- 200 mg/kg
Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 12 12 12 12 12 12 12

R-Week 2 Control
Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg

Values are expressed as the number of animals. Visual reactivity: approach response.
Category : The category number observed in each item. Touch reactivity: touch response.
Auditory reactivity: response to Galton's whistle.
Week 4 : Week 4 of administration. Pain reactivity: tail pinch response.
R-Week 2 : Week 2 of recovery. Proprioceptive reactivity: returning from enforced posture.

Righting reflex: landing performance from 30 cm above.
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Table 10  Functional observation of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)

Number Reactivity Righting
of Visual Touch Auditory Pain Proprioceptive reflex
Period  Group animals 4 2 1 2 1 1
Week4  Control 12 12 12 12 12 12 12
Benzene, 1-chloro-2,5-dimethoxy- 40 mg/kg
Benzene, 1-chloro-2,5-dimethoxy- 200 mg/kg
Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 12 12 12 12 12 12 12

R-Week 2 Control
Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg

Values are expressed as the number of animals.

Category : The category number observed in each item.

Week 4 : Week 4 of administration.
R-Week 2 : Week 2 of recovery.

Visual reactivity: approach response.

Touch reactivity: touch response.

Auditory reactivity: response to Galton's whistle.

Pain reactivity: tail pinch response.

Proprioceptive reactivity: returning from enforced posture.

Righting reflex: landing performance from 30 cm above.



Table 11  Grip strength and motor activity measurements of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)
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Number Grip strength
of Forelimb  Hindlimb Motor activity measurements (count)

Period Group animals (g2) (g) 0-10' 10'-20' 20'-30' 30'-40' 40'-50' 50'-60' Total
Week 4 Control 12 Mean 1265.04 427.20 453.1 329.3 217.6 125.5 117.9 93.5 1336.8
SD. 106.01 38.28 1125 75.4 89.4 71.2 61.1 50.8 3155

Benzene, 1-chloro-2,5-dimethoxy- 40 mg/kg 6 Mean 1190.68 473.83 723.2%% 4298 2345 183.3 138.7 88.7 1798.2

S.D. 9227 55.64 204.5 188.5 66.6 132.6 438 87.4 619.7

Benzene, 1-chloro-2,5-dimethoxy- 200 mg/kg 6 Mean 1249.07 442.33 319.2 236.7 98.2% 119.5 58.3 322 864.0

SD. 13274 20.22 156.8 103.0 96.2 52.1 29.8 35.1 356.9

Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 12 Mcan 1159.53 430.63 424.4 242.4 138.5 80.2 52.8* 43.8 982.1

SD. 14720 58.82 182.7 140.5 80.7 55.2 69.9 46.3 414.2

R-week 2 Control 6 Mean 1541.12 564.57 735.7 481.3 311.8 206.2 156.3 126.5 2017.8
S.D. 62.70 59.13 156.5 176.0 189.5 86.1 75.8 1113 497.9

Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 6 Mean 1568.67 502.73* 634.0 396.8 258.2 187.7 157.0 127.2 1760.8

S.D. 86.86 32.55 2529 156.6 128.3 1234 151.0 114.1 826.9

Week 4 : Week 4 of administration.
R-week 2 : Week 2 of recovery.

* : Significantly different from the control group at p=0.05 (Dunnett's procedure).
** . Significantly different from the control group at p=0.01 (Dunnett's procedure).



Table 12 Grip strength and motor activity measurements of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)
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Number Grip strength
of Forelimb  Hindlimb Motor activity measurements (count)

Period Group animals (g2) (g) 0-10' 10'-20' 20'-30' 30'-40' 40'-50' 50'-60' Total
Week 4 Control 12 Mean  969.59 326.10 723.6 628.3 458 4 3332 209.5 154.7 2507.6
S.D. 97.67 29.90 266.7 205.4 166.7 153.6 150.8 134.6 845.0

Benzene, 1-chloro-2,5-dimethoxy- 40 mg/kg 6 Mean 1009.57 312.05 785.2 562.0 457.2 285.0 289.2 320.2 2698.7

SD. 109.48 28.69 201.3 1954 170.3 104.0 89.2 138.6 753.0

Benzene, 1-chloro-2,5-dimethoxy- 200 mg/kg 6 Mean 1005.88 353.95 655.7 453.0 314.8 3253 316.0 168.7 22335

SD. 10528 36.40 2534 185.0 140.7 205.2 226.3 137.9 1044.6

Benzence, 1-chloro-2,5-dimethoxy- 1000 mgkg 12 Mecan  972.39 330.61 464.5% 396.8* 324.2 238.9 142.6 126.1 1693.1

S.D. 74.87 37.18 172.6 2173 169.6 194.5 161.9 219.2 821.6

R-week 2 Control 6 Mean 1190.73 409.57 864.3 697.0 443.2 248.0 303.8 208.0 2764.3
S.D. 70.21 36.32 143.6 86.8 449 74.5 137.1 77.8 216.0

Benzene, 1-chloro-2,5-dimethoxy- 1000 mg/kg 6 Mean 1185.45 396.55 806.5 704.7 552.5 403.2 533.7* 379.7 3380.2

S.D. 84.45 24.02 238.6 307.7 374.9 220.0 181.6 2157 1417.3

Week 4 : Week 4 of administration.
R-week 2 : Week 2 of recovery.

* : Significantly different from the control group at p=0.05 (Dunnett's procedure).
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Table 13 Body weight of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)

Number Body weight (g) Body weight gain Body weight (g) Body weight gain
of Administration period (day) 1-28 Recovery period (day) 0-14
Group animals 1 7 14 21 28 g % 7 14 g %
(6) (6) Q) Q)
Control 12 Mean 1633 2179 2779 334.3 373.3 210.0  128.760 418.0 446.5 64.3 16.952
S.D. 5.8 9.7 15.0 22.0 28.9 28.7 18.351 25.9 20.0 7.5 2.761
Benzene, 1-chloro-2,5- 6 Mean  162.8 216.8 271.3 3233 358.7 195.8  120.182 - - - -
dimethoxy- 40 mg/kg S.D. 4.9 4.7 8.8 17.7 21.5 18.2 9.706 - - - -
Benzene, 1-chloro-2,5- 6 Mean 161.2 210.2 268.7 327.2 367.3 206.2  127.940 - - - -
dimethoxy- 200 mg/kg S.D. 8.3 12.6 16.3 17.5 19.1 11.6 3.880 - - - -
(6) (6) Q) Q)
Benzene, 1-chloro-2,5- 12 Mean 1643 201.6%*  253.1%*  299.9%* 329 8** 165.5%* 100.908++ 364.7%%  404.3%* 81.0%  25.140**
dimethoxy- 1000 mg/kg S.D. 5.5 10.5 14.0 19.1 20.0 20.7 13.510 14.6 14.8 13.1 4.555

Values in parentheses are number of animals.

* : Significantly different from the control group at p =0.05 (Dunnett's procedure).

** . Significantly different from the control group at p =0.01 (Dunnett's procedure).

++ : Significantly different from the control group at p =0.01 (Mann-Whitney's U-test).

- : Blank value.
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Table 14 Body weight of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)

Number Body weight (g) Body weight gain Body weight (g) Body weight gain
of Administration period (day) 1-28 Recovery period (day) 0-14
Group animals 1 7 14 21 28 g % 7 14 g %
(6) (6) Q) Q)
Control 12 Mean  126.5 153.8 179.0 203.9 223.5 97.0 76.636 236.2 2435 24.0 10.907
S.D. 4.5 8.0 10.8 9.9 12.2 9.1 6.063 12.7 14.0 3.6 1.329
Benzene, 1-chloro-2,5- 6 Mean 1253 147.3 176.3 195.3 2135 88.2 70.222 - - - -
dimethoxy- 40 mg/kg S.D. 6.9 12.3 17.4 22.1 26.5 233 17.571 - - - -
Benzene, 1-chloro-2,5- 6 Mean 127.7 155.3 181.2 205.5 221.8 942 73.820 - - - -
dimethoxy- 200 mg/kg S.D. 4.5 6.5 10.8 10.9 14.0 13.0 10.395 - - - -
(6) (6) Q) Q)
Benzene, 1-chloro-2,5- 12 Mean 1263 143.3 174.2 200.2 219.2 92.8 73.446 238.5 252.2 28.8 12.960
dimethoxy- 1000 mg/kg S.D. 4.7 16.7 14.7 12.5 13.5 10.7 7.524 18.4 17.4 5.8 2.851

Values in parentheses are number of animals.

- : Blank value.



Table 15 Food consumption of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)

_89_

Number Food consumption (g/rat/day)
of Administration period (day) Recovery period (day)
Group animals 1 7 14 21 28 7 14
(6) (6)
Control 12 Mean  21.08 21.28 21.20 21.33 19.99 24.33 27.13
S.D. 1.38 1.33 1.31 1.72 2.45 2.67 2.31
Benzene, 1-chloro-2,5- 6 Mean 20.67 20.70 20.32 20.32 18.78 - -
dimethoxy- 40 mg/kg S.D. 0.52 0.77 0.42 0.93 1.29 - -
Benzene, 1-chloro-2,5- 6 Mean 20.83 19.75+ 20.20 21.18 20.52 - -
dimethoxy- 200 mg/kg S.D. 1.33 0.91 0.97 1.25 1.13 - -
(6) (6)
Benzene, 1-chloro-2,5- 12 Mean 21.50 17.54++  19.67 19.76 19.28 24.53 28.40
dimethoxy- 1000 mg/kg S.D. 1.45 2.47 1.95 1.88 2.35 1.81 2.18

Values in parentheses are number of animals.

+ : Significantly different from the control group at p =0.05 (Mann-Whitney's U-test).
++ : Significantly different from the control group at p =0.01 (Mann-Whitney's U-test).
- : Blank value.



Table 16  Food consumption of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)
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Number Food consumption (g/rat/day)
of Administration period (day) Recovery period (day)
Group animals 1 7 14 21 28 7 14
(6) (6)
Control 12 Mean 17.33 15.11 14.06 13.88 13.74 17.50 18.93
S.D. 1.23 0.99 1.20 1.12 1.13 1.24 1.07
Benzene, 1-chloro-2,5- 6 Mean 17.00 14.22 14.25 13.88 13.10 - -
dimethoxy- 40 mg/kg S.D. 2.61 1.48 1.58 1.58 2.14 - -
Benzene, 1-chloro-2,5- 6 Mean 17.67 15.58 14.87 14.67 14.00 - -
dimethoxy- 200 mg/kg S.D. 1.03 1.07 1.01 1.41 2.26 - -
(6) (6)
Benzene, 1-chloro-2,5- 12 Mean 16.50 12.05++ 13.74 13.78 14.14 19.70%* 20.83
dimethoxy- 1000 mg/kg S.D. 1.73 4.11 2.12 0.94 1.42 1.78 1.86

Values in parentheses are number of animals.

* : Significantly different from the control group at p =0.05 (Dunnett's procedure).

++ : Significantly different from the control group at p =0.01 (Mann-Whitney's U-test).
- : Blank value.
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Table 17  Urinary findings of male rats in 28-day repeated dose oral toxicity test of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)

Number Ketone Urobili- Bili-

of pH Protein Glucose body nogen rubin
Group animals 60 65 70 75 80 85 - + + ++ - - 0.1 EU/dL -
Control 12 0 0 1 0 1 10 0 0 4 8 12 12 12 12
Benzene, 1-chloro-2,5- 6 1 0 0 0 0 5 0 0 4 2 6 6 6 6
dimethoxy- 40 mg/kg
Benzene, 1-chloro-2,5- 6 1 0 0 1 2 2 0 0 5 1 6 6 6 6
dimethoxy- 200 mg/kg
Benzene, I-chloro25- 12 [ 0 5 0 3 4 0 ]+ [0 2 9 1 & 12 12 12 12
dimethoxy- 1000 mg/kg

Urine

Number Occult Specific gravity volume

of blood Color 1.011- 1.021- 1.031- 1.041- 1.051= (mL/21hr,
Group animals - + A 1.020 1.030 1.040 1.050 mean=S.D.)
Control 12 12 0 12 1 1 0 6 4 10.04 + 8.27
Benzene, 1-chloro-2,5- 6 4 2 6 0 0 0 2 4 6.67 = 1.40
dimethoxy- 40 mg/kg
Benzene, 1-chloro-2,5- 6 5 1 6 0 0 1 3 2 9.08 £2.58
dimethoxy- 200 mg/kg
Benzene, 1-chloro-2,5- 12 11 1 12 0 0 4 3 5 14.79 + 4.69++

dimethoxy- 1000 mg/kg

Values are number of animals with findings.

- ; Normal, + ; Slight, + ; Moderate, ++ ; Severe.
Color : A; Pale yellow or yellow.

++ or [ ++ : Significantly different from the control group at p=0.01 (Mann-Whitney's U-test).
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Table 18  Urinary findings of female rats in 28-day repeated dose oral toxicity test of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)

Number Ketone Urobili- Bili-

of pH Protein Glucose body nogen rubin
Group animals 60 65 70 75 80 85 - + + ++ - - 0.1 EU/dL -
Control 12 0 0 1 2 2 7 2 5 4 1 12 12 12 12
Benzene, 1-chloro-2,5- 6 0 1 0 1 1 3 1 1 3 1 6 6 6 6
dimethoxy- 40 mg/kg
Benzene, 1-chloro-2,5- 6 1 1 0 0 2 2 2 2 1 1 6 6 6 6
dimethoxy- 200 mg/kg
Benzene, I-chloro25- 12 [ 0 1 4 4 2 1 = [ 10 1 1 0 ]+ 12 12 12 12
dimethoxy- 1000 mg/kg

Urine

Number Occult Specific gravity volume

of blood Color 1.000- 1.011- 1.021- 1.031- 1.041- 1.051= (mL/21hr,
Group animals - + + ++ A 0.010 1.020 1.030 1.040 1.050 mean+S.D.)
Control 12 11 1 0 0 0 12 0 0 0 3 7 2 642+ 1.78
Benzene, 1-chloro-2,5- 6 5 0 0 0 1 6 0 0 0 1 4 1 6.17+ 2.66
dimethoxy- 40 mg/kg
Benzene, 1-chloro-2,5- 6 5 1 0 0 0 6 0 0 0 2 3 1 7.25+ 2.58
dimethoxy- 200 mg/kg
Benzene, 1-chloro-2,5- 12 12 0 0 0 0 12 |: 2 4 2 1 3 0 :|++ 38.46 £ 27.29++

dimethoxy- 1000 mg/kg

Values are number of animals with findings.

- ; Normal, + ; Slight, + ; Moderate, ++ ; Severe, +++ ; Very severe.

Color : A; Pale yellow or yellow.

++ or [ ++ : Significantly different from the control group at p=0.01 (Mann-Whitney's U-test).
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Table 19  Urinary findings of male rats in 14-day recovery test following 28-day repeated oral dose of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)

Number Ketone Urobili- Bili- Occult

of pH Protein Glucose body nogen rubin blood
Group animals 8.0 8.5 - + + ++ - - 0.1 EU/dL - - +
Control 6 0 6 0 0 4 2 6 6 6 6 5 1
Benzene, 1-chloro-2,5- 6 1 5 0 1 5 0 6 6 6 6 5 1
dimethoxy- 1000 mg/kg

Urine

Number Specific gravity volume

of Color 1.031- 1.041- 1.051 = (mL/21hr,
Group animals A 1.040 1.050 mean+S.D.)
Control 6 6 2 2 2 13.08 +4.57
Benzene, 1-chloro-2,5- 6 6 2 2 2 13.50 £ 2.85

dimethoxy- 1000 mg/kg

Values are number of animals with findings.
- ; Normal, * ; Slight, + ; Moderate, ++ ; Severe.
Color : A; Pale yellow or yellow.
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Table 20 Urinary findings of female rats in 14-day recovery test following 28-day repeated oral dose of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)

Number Ketone Urobili- Bili- Occult

of pH Protein Glucose body nogen rubin blood
Group animals 65 70 75 80 &5 - + - - 0.1 EU/dL - -
Control 6 1 0 0 1 4 2 0 6 6 6 6 6
Benzene, 1-chloro-2,5- 6 0 0 0 2 4 1 1 6 6 6 6 6
dimethoxy- 1000 mg/kg

Urine

Number Specific gravity volume

of Color 1.011- 1.021- 1.031- 1.041- 1.051 = (mL/21hr,
Group animals A 1.020 1.030 1.040 1.050 mean+S.D.)
Control 6 6 0 0 4 1 1 1233+ 424
Benzene, 1-chloro-2,5- 6 6 1 1 3 0 1 22.92+12.12

dimethoxy- 1000 mg/kg

Values are number of animals with findings.
- ; Normal, + ; Slight, + ; Moderate.
Color : A; Pale yellow or yellow.
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Table 21  Hematological findings of male rats in 28-day repeated dose oral toxicity test of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)

Number

of RBC Ht Hb MCV MCH MCHC WBC Platelet
Group animals 10%uL % g/dL fL pg g/dL 10%/uL 10%uL
Control 6 Mean 810.5 47.90 16.82 59.08 20.78 35.13 143.8 120.42

S.D. 47.0 2.95 0.75 1.31 0.55 0.61 60.1 10.53

Benzene, 1-chloro-2,5- 6 Mean 797.7 46.35 16.48 58.13 20.68 35.57 134.7 114.58
dimethoxy- 40 mg/kg S.D. 29.0 1.35 0.48 1.68 0.53 0.46 36.6 10.15
Benzene, 1-chloro-2,5- 6 Mean 791.0 46.28 16.38 58.57 20.73 3543 147.0 120.38
dimethoxy- 200 mg/kg S.D. 454 2.45 0.66 2.28 0.55 0.82 44.0 8.97
Benzene, 1-chloro-2,5- 6 Mean 809.8 47.73 16.77 58.95 20.72 35.15 128.7 124.15
dimethoxy- 1000 mg/kg S.D. 22.1 1.35 0.34 1.78 0.54 0.50 25.0 15.30

Number Reticulo- Differential count of WBC %

of cyte PT APTT Neutrophil Lympho-
Group animals %0 sec sec Stab form Segmented Eosinophil Basophil Monocyte cyte Others
Control 6 Mean 28.8 17.38 23.67 0.93 9.13 0.53 0.00 2.47 86.93 0.00

S.D. 5.0 1.86 2.32 0.41 3.23 0.55 0.00 1.35 4.31 0.00

Benzene, 1-chloro-2,5- 6 Mean 292 17.72 27.50 0.53 11.67 0.73 0.00 1.67 85.40 0.00
dimethoxy- 40 mg/kg S.D. 8.3 2.48 2.10 0.21 3.61 0.73 0.00 0.85 4.25 0.00
Benzene, 1-chloro-2,5- 6 Mean 28.7 18.90 26.88 0.80 10.33 0.53 0.00 1.53 86.80 0.00
dimethoxy- 200 mg/kg S.D. 7.3 0.98 4.06 0.44 391 0.48 0.00 0.59 423 0.00
Benzene, 1-chloro-2,5- 6 Mean 323 16.40 27.12 0.60 10.67 0.13 0.00 2.80 85.80 0.00
dimethoxy- 1000 mg/kg S.D. 5.9 2.04 2.63 0.55 2.50 0.21 0.00 0.98 3.53 0.00
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Table 22 Hematological findings of female rats in 28-day repeated dose oral toxicity test of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)

Number

of RBC Ht Hb MCV MCH MCHC WBC Platelet
Group animals 10%uL % g/dL fL pg g/dL 10%/uL 10%uL
Control 6 Mean 746.7 42.28 15.42 56.62 20.67 36.45 97.7 124.32

S.D. 38.8 2.05 0.80 0.64 0.18 0.41 23.7 16.37

Benzene, 1-chloro-2,5- 6 Mean 777.0 43.50 15.97 56.02 20.57 36.70 75.3 124.45
dimethoxy- 40 mg/kg S.D. 18.2 0.64 0.28 1.06 0.49 0.20 11.7 16.12
Benzene, 1-chloro-2,5- 6 Mean 770.5 43.30 15.95 56.20 20.70 36.83 100.7 128.03
dimethoxy- 200 mg/kg S.D. 16.3 1.30 0.41 1.20 0.37 0.29 25.6 6.68
Benzene, 1-chloro-2,5- 6 Mean 773.3 44.43 16.02 57.48 20.72 36.05 104.5 117.95
dimethoxy- 1000 mg/kg S.D. 13.2 1.63 0.50 2.40 0.69 0.59 23.3 10.05

Number Reticulo- Differential count of WBC %

of cyte PT APTT Neutrophil Lympho-
Group animals %0 sec sec Stab form Segmented Eosinophil Basophil Monocyte cyte Others
Control 6 Mean 25.2 17.05 19.55 0.87 14.87 0.80 0.00 1.87 81.60 0.00

SD. 4.5 0.37 1.53 0.47 6.62 1.01 0.00 1.42 6.97 0.00

Benzene, 1-chloro-2,5- 6 Mean 23.7 16.92 19.98 1.00 13.00 1.00 0.00 1.73 83.27 0.00
dimethoxy- 40 mg/kg S.D. 5.6 0.98 1.72 0.79 4.96 0.83 0.00 0.65 6.14 0.00
Benzene, 1-chloro-2,5- 6 Mean 253 17.32 21.07 1.07 9.73 0.20 0.00 2.07 86.93 0.00
dimethoxy- 200 mg/kg S.D. 3.3 0.62 0.88 0.48 3.20 0.33 0.00 0.59 3.15 0.00
Benzene, 1-chloro-2,5- 6 Mean 32.5% 16.98 22.92%%* 0.87 11.93 0.47 0.00 2.47 84.27 0.00
dimethoxy- 1000 mg/kg S.D. 2.2 0.46 1.49 1.20 7.86 0.59 0.00 1.03 8.27 0.00

* 1 Significantly different from the control group at p =0.05 (Dunnett's procedure).

** - Significantly different from the control 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 28-day repeated oral dose of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)

Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet
Group animals 104/;1L % g/dL fL pg g/dL IOZ/uL 104/;1L
Control 6 Mean 858.3 47.08 17.12 54.88 19.95 36.35 168.0 119.43
S.D. 31.8 1.14 0.56 1.05 0.62 0.76 34.6 17.09
Benzene, 1-chloro-2,5- 6 Mean 837.2 46.13 16.68 55.20 19.95 36.20 156.8 114.88
dimethoxy- 1000 mg/kg S.D. 37.2 2.16 0.44 3.48 0.92 0.90 28.7 11.12
Number Reticulo- Differential count of WBC %
of cyte PT APTT Neutrophil Lympho-
Group animals %0 sec sec Stab form Segmented Eosinophil Basophil Monocyte cyte Others
Control 6 Mean 24.7 19.93 26.17 0.60 5.33 0.53 0.00 0.73 92.80 0.00
S.D. 4.5 3.52 2.81 0.42 1.78 0.33 0.00 0.53 2.32 0.00
Benzene, 1-chloro-2,5- 6 Mean 31.7 18.08 25.40 0.67 9.47* 0.47 0.00 0.87 88.53* 0.00
dimethoxy- 1000 mg/kg S.D. 7.9 1.59 1.63 0.48 2.92 0.39 0.00 0.53 3.17 0.00

* : Significantly different from the control group at p=0.05 (Dunnett's procedure).



Table 24  Hematological findings of female rats in 14-day recovery test following 28-day repeated oral dose of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)

_L9_

Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet
Group animals 10%uL % g/dL fL pg g/dL 10%/uL 10%uL
Control 6 Mean 816.5 44.20 16.28 54.15 19.95 36.85 97.7 113.75
S.D. 383 1.99 0.65 0.84 0.61 0.60 323 5.50
Benzene, 1-chloro-2,5- 6 Mean 788.0 42.88 15.90 54.45 20.18 37.07 92.0 120.30
dimethoxy- 1000 mg/kg S.D. 338 1.50 0.63 1.94 0.70 0.38 17.8 8.07
Number Reticulo- Differential count of WBC %
of cyte PT APTT Neutrophil Lympho-
Group animals %0 sec sec Stab form Segmented Eosinophil Basophil Monocyte cyte Others
Control 6 Mean 24.3 17.83 18.93 1.00 7.60 0.53 0.00 0.47 90.40 0.00
S.D. 3.1 0.77 0.97 0.70 3.55 0.55 0.00 0.30 4.12 0.00
Benzene, 1-chloro-2,5- 6 Mean 29.2%* 16.62%¥*  2(.72%* 0.60 9.07 0.67 0.00 0.47 89.20 0.00
dimethoxy- 1000 mg/kg S.D. 1.9 0.44 1.16 0.49 4.00 0.94 0.00 0.30 5.02 0.00

* : Significantly different from the control group at p=0.05 (Dunnett's procedure).
** . Significantly different from the control group at p=0.01 (Dunnett's procedure).
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Table 25 Biochemical findings of male rats in 28-day repeated dose oral toxicity test of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)

Number Protein fraction %

of TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Group animals g/dL g/dL ratio Albumin o o, B Y TU/L IU/L IU/L IU/L mg/dL
Control 6 Mean 5.38 2.967 1.233 55.17 19.62 7.20 15.07 2.95 58.7 243 684.7 0.45 0.060

S.D. 0.15 0.090 0.056 1.20 1.74 0.33 1.07 0.44 3.8 1.5 124.0 0.33 0.013

Benzene, 1-chloro-2,5- 6 Mecan 5.45 3.028 1.253 55.55 18.55 7.67 15.50 2.73 63.7 23.5 821.5 0.53 0.057
dimcthoxy- 40 mg/kg S.D. 0.18 0.146 0.060 1.13 1.76 0.83 0.37 0.58 6.2 0.8 170.0 0.12 0.012
Benzene, 1-chloro-2,5- 6 Mean 5.38 2.872 1.153 53.35 18.97 8.42**  16.35 2.92 59.2 28.0+ 729.8 0.62 0.055
dimethoxy- 200 mg/kg S.D. 0.16 0.223 0.159 3.55 1.49 0.71 1.89 0.56 3.1 2.2 123.2 0.28 0.010
Benzene, 1-chloro-2,5- 6 Mean 5.87%*  2.998 1.047% 51.10++  18.03 10.83**  17.53+ 2.50 52.2% 402+ 5703 2.22++  0.058
dimethoxy- 1000 mg/kg S.D. 0.32 0.202 0.097 2.33 1.28 0.49 1.37 0.39 2.8 6.6 119.1 0.88 0.010

Number

of Glucose T-Cho TG UN Crea Na K Cl Ca P
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mEg/L mEq/L mEqg/L mg/dL mg/dL
Control 6 Mean 164.0 58.0 50.3 10.08 0.493 144.0 5.268 106.0 9.92 8.83

S.D. 17.2 5.1 17.8 0.73 0.032 2.0 0.157 2.3 0.31 0.58

Benzene, 1-chloro-2,5- 6 Mean 158.5 60.7 32.7 9.18 0.495 1443 5.080 105.8 9.92 8.98
dimcthoxy- 40 mg/kg S.D. 8.6 8.0 10.1 1.76 0.023 1.2 0.164 1.6 0.23 0.57
Benzene, 1-chloro-2,5- 6 Mean 169.3 62.8 47.0 9.25 0.492 143.8 5.162 106.2 9.72 9.52
dimethoxy- 200 mg/kg S.D. 16.4 7.1 12.4 1.01 0.017 1.2 0.265 1.3 0.22 0.87
Benzene, 1-chloro-2,5- 6 Mean 148.8 97.8++ 47.5 943 0.535% 143.7 5.115 104.2 10.50¥*  10.10%*
dimethoxy- 1000 mg/kg S.D. 25.7 20.9 34.7 0.89 0.024 1.0 0.231 1.0 0.27 0.38

* : Significantly different from the control group at p =0.05 (Dunnett's procedure).

** : Significantly different from the control group at p =0.01 (Dunnctt's proccdure).

+ : Significantly different from the control group at p =0.05 (Mann-Whitney's U-test).
++ : Significantly different from the control group at p =0.01 (Mann-Whitney's U-test).
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Table 26  Biochemical findings of female rats in 28-day repeated dose oral toxicity test of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)

Number Protein fraction %

of TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Group animals g/dL g/dL ratio Albumin o o, B Y TU/L IU/L IU/L IU/L mg/dL
Control 6 Mean 5.52 3.143 1.333 57.07 16.97 7.25 15.05 3.67 65.0 22.2 446.8 0.50 0.058

S.D. 0.37 0.131 0.130 2.22 1.88 0.36 0.88 1.07 15.6 4.1 432 0.17 0.012

Benzene, 1-chloro-2,5- 6 Mcan 5.65 3.295 1.403 58.35 17.28 6.92 14.18 3.27 61.3 20.8 4427 047 0.065
dimcthoxy- 40 mg/kg S.D. 031 0.147 0.066 1.13 1.14 0.47 0.71 0.38 2.4 2.1 104.3 0.16 0.010
Benzene, 1-chloro-2,5- 6 Mean 5.93 3.482* 1.422 58.68 15.70 7.07 14.75 3.80 54.5 235 459.3 0.62 0.063
dimethoxy- 200 mg/kg S.D. 0.29 0214 0.111 1.92 1.63 0.75 1.09 0.70 3.1 2.2 113.3 0.10 0.016
Benzene, 1-chloro-2,5- 6 Mean 6.32*%*  3558*%% 1,295 56.33 15.27 9.18*%* 1520 4.02 50.3++ 37.0%*  547.8 2.32++  0.067
dimethoxy- 1000 mg/kg S.D. 0.29 0.231 0.104 2.02 1.35 1.01 0.97 1.34 2.0 5.9 141.0 1.08 0.016

Number

of Glucose T-Cho TG UN Crea Na K Cl Ca P
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mEg/L mEq/L mEqg/L mg/dL mg/dL
Control 6 Mean 130.0 61.5 13.8 10.50 0.522 143.5 4.677 105.8 9.83 7.78

S.D. 12.4 9.5 7.3 1.01 0.020 1.2 0.191 0.8 0.20 0.26

Benzene, 1-chloro-2,5- 6 Mean 127.5 57.2 12.2 12.00 0.523 144.0 4.788 107.2 9.93 7.58
dimcthoxy- 40 mg/kg S.D. 16.8 7.5 9.5 1.09 0.025 0.6 0.243 1.5 0.16 0.38
Benzene, 1-chloro-2,5- 6 Mean 132.7 73.3++ 15.8 13.03 0.520 144.8 4.498 106.8 10.08 7.38
dimethoxy- 200 mg/kg S.D. 17.2 44 13.7 2.34 0.044 1.2 0.259 0.8 0.19 0.59
Benzene, 1-chloro-2,5- 6 Mean 143.8 127.3++ 22.0 11.27 0.525 143.7 4712 106.7 10.65%* 8.60
dimethoxy- 1000 mg/kg S.D. 21.0 20.6 9.3 2.66 0.041 1.4 0.490 1.5 0.34 1.13

* : Significantly different from the control group at p =0.05 (Dunnett's procedure).
** : Significantly different from the control group at p =0.01 (Dunnctt's proccdure).

++ : Significantly different from the control group at p =0.01 (Mann-Whitney's U-test).
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Table 27  Biochemical findings of male rats in 14-day recovery test following 28-day repeated oral dose of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)

Number Protein fraction %
of TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Group animals g/dL g/dL ratio Albumin o o, B Y TU/L IU/L IU/L IU/L mg/dL
Control 6 Mean 5.77 2.937 1.045 51.02 22.83 6.67 15.17 4.32 63.0 24.2 490.0 0.60 0.053
S.D. 0.10 0.094 0.095 2.20 2.07 0.43 0.64 0.46 4.6 33 110.2 0.18 0.010
Benzene, 1-chloro-2,5- 6 Mean 5.80 2.997 1.068 51.68 22.32 6.95 14.97 4.08 60.3 26.7 394.7 0.82 0.065
dimethoxy- 1000 mg/kg S.D. 0.14 0.053 0.039 0.85 1.61 0.64 0.65 0.63 4.7 3.6 65.9 0.17 0.015
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 mEq/L mEq/L mEqg/L mg/dL mg/dL
Control 6 Mean 186.3 62.3 56.7 12.85 0.547 142.5 4.692 104.2 9.62 7.73
S.D. 13.7 16.0 24.6 1.26 0.031 2.7 0.307 1.9 0.25 0.51
Benzene, 1-chloro-2,5- 6 Mean 162.7* 70.8 343 13.82 0.510 143.2 4.592 104.3 9.77 8.68%*
dimethoxy- 1000 mg/kg S.D. 20.1 6.1 18.4 1.25 0.030 1.9 0.163 1.6 0.21 0.31

* : Significantly different from the control group at p =0.05 (Dunnett's procedure).

** . Significantly diffcrent from the control group at p =0.01 (Dunnctt's procedurc).
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Table 28  Biochemical findings of female rats in 14-day recovery test following 28-day repeated oral dose of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)

Number Protein fraction %
of TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Group animals g/dL g/dL ratio Albumin o o, B Y TU/L IU/L IU/L IU/L mg/dL
Control 6 Mean 6.17 3.355 1.192 54.37 19.32 6.25 14.47 5.60 59.3 21.2 298.3 0.95 0.080
S.D. 0.21 0.167 0.074 1.58 0.95 0.34 0.59 0.77 22 2.6 47.0 0.28 0.011
Benzene, 1-chloro-2,5- 6 Mean 6.25 3.335 1.147 53.40 20.65 6.53 14.57 4.85 54.2 18.8 232.5% 0.72 0.072
dimethoxy- 1000 mg/kg S.D. 0.27 0.203 0.051 1.10 1.97 0.48 0.79 0.62 8.8 3.7 42.0 0.19 0.018
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 mEq/L mEq/L mEqg/L mg/dL mg/dL
Control 6 Mean 140.2 69.3 13.8 15.37 0.570 143.5 4.383 106.3 9.75 6.35
S.D. 9.8 8.2 11.5 1.81 0.022 1.5 0.127 2.0 0.12 0.40
Benzene, 1-chloro-2,5- 6 Mean 154.8*% 98.0%* 203 14.78 0.565 142.5 4.558 105.7 9.78 6.48
dimethoxy- 1000 mg/kg S.D. 9.1 12.8 12.7 222 0.039 1.0 0.340 0.8 0.26 0.64

* : Significantly different from the control group at p =0.05 (Dunnett's procedure).
** . Significantly diffcrent from the control group at p =0.01 (Dunnctt's procedurc).
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Table 29  Gross findings of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)

End of administration End of recovery
Benzene, 1-chloro-2,5-dimethoxy- (mg/kg) Benzene, 1-chloro-2,5-dimethoxy- (mg/kg)
Control 40 200 1000 Control 1000
Number of animals examined 6 6 6 6 6 6
No abnormal findings 6 6 6 0 6 6
Liver : Dark brown discoloration 0 0 0 6 0 0
Hypertrophy 0 0 0 3 0 0
Testis : Hypertrophy, unilateral 0 0 0 1 0 0

Values are expressed as the number of animals.



Table 30 Gross findings of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)

End of administration End of recovery
Benzene, 1-chloro-2,5-dimethoxy- (mg/kg) Benzene, 1-chloro-2,5-dimethoxy- (mg/kg)
Control 40 200 1000 Control 1000
Number of animals examined 6 6 6 6 6 6
No abnormal findings 6 6 6 0 6 5
Liver : Dark brown discoloration 0 0 0 6 0 1
Hypertrophy 0 0 0 2 0 0
Intra-thoracic organs : Adhesion 0 0 0 1 0 0

|
P Values are expressed as the number of animals.
|
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Table 31  Absolute and relative organ weights of male rats in 28-day repeated dose oral toxicity test of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)

Number Body

of weight Liver Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 107,
Control 6 Mean 3412 10.907 3.192 2.600 0.768 0.603 0.175 1.215 0.357 2.073 0.612 10.40 3.065

SD. 342 1.397 0.177 0.193 0.079 0.111 0.019 0.066 0.023 0.078 0.046 0.85 0.251

Benzene, 1-chloro-2,5- 6  Mean 3372 10.957 3.248 2.653 0.787 0.580 0.172 1.190 0.350 2.103 0.623 11.25 3.342
dimethoxy- 40 mg/kg S.D. 20.9 0.919 0.133 0.257 0.044 0.126 0.029 0.101 0.014 0.083 0.030 0.96 0.258
Benzene, 1-chloro-2,5- 6  Mean 3423 12.572 3.665** 2708 0.792 0.642 0.188 1.237 0.360 2.052 0.598 11.28 3.295
dimethoxy- 200 mg/kg S.D. 19.5 1.226 0.177 0.246 0.038 0.136 0.045 0.136 0.022 0.109 0.029 1.02 0.183
Benzene, 1-chloro-2,5- 6  Mean 3083 16.365**  5298%% 2895 0.933** (557 0.178 1.158 0373 2.043 0.665 10.68 3.478
dimethoxy- 1000 mg/kg S.D. 21.5 1.945 0.364 0.458 0.093 0.095 0.025 0.163 0.031 0.095 0.052 0.97 0.388

Number

of Thymus Thyroid Adrenal Testis Epididymis Prostate Seminal vesicle
Group animals mg 10°% mg 10°% mg 10°% g % g % mg 10°% g %
Control 6 Mean 550.0 160.757 17.85 5.343 483 14.252 3.105 0918 0.812 0.238 410.2 122.827 1.250 0.368

S.D. 130.2 31.072 4.65 1.783 6.9 2.174 0.119 0.097 0.095 0.033 63.0 32.794 0218 0.058

Benzene, 1-chloro-2,5- 6 Mean 5367 158227 13.48 4.017 50.3 14.918 3.015 0.897 0.732 0217 365.0 107.862 1.145 0.342
dimcthoxy- 40 mg/kg S.D. 104.9 23.712 1.06 0.443 5.9 1.296 0.152 0.080 0.052 0.032 68.6 16.353 0.169 0.059
Benzene, 1-chloro-2,5- 6 Mean 5832 169463 15.37 4.483 52.0 15.192 2.995 0.877 0.717 0.208 389.2 113.423 1.115 0.325
dimethoxy- 200 mg/kg S.D. 149.2 38.560 2.64 0.659 44 1.013 0.304 0.105 0.106 0.033 106.5 29.361 0.276 0.076
Benzene, 1-chloro-2,5- 6 Mean 544.0 177.165 14.73 4.747 51.0 16.577* 3.540 1.160+ 0.703 0.227 294 8* 95.773 0.993 0.325
dimethoxy- 1000 mg/kg S.D. 64.3 24.676 3.12 0.741 44 1.422 0.743 0.302 0.070 0.018 58.9 18.655 0.144 0.062

* : Significantly different from the control group at p=0.05 (Dunnett's prosedure).
** : Significantly different from the control group at p=0.01 (Dunnett's prosedure).
+ : Significantly different from the control group at p=0.05 (Mann-Whitney test).
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Table 32 Absolute and relative organ weights of female rats in 28-day repeated dose oral toxicity test of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)

Number Body

of weight Liver Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 107
Control 6 Mean 2172 7.112 3.270 1.722 0.793 0.478 0.220 0.822 0.378 1.942 0.898 12.92 5.952

S.D. 11.1 0.591 0.143 0.126 0.035 0.105 0.044 0.096 0.029 0.089 0.067 1.23 0.533

Benzene, 1-chloro-2,5- 6 Mean 201.8 6.500 3.217 1.602 0.798 0.397 0.198 0.765 0.382 1.907 0.955 12.78 6.348
dimethoxy- 40 mg/kg SD. 24.7 1.016 0.206 0.163 0.075 0.029 0.023 0.095 0.043 0.041 0.107 2.72 1.154
Benzene, 1-chloro-2,5- 6 Mean 208.5 7.638 3.657**  1.675 0.805 0.450 0.215 0.780 0.373 1.948 0.937 13.67 6.548
dimethoxy- 200 mg/kg S.D. 12.4 0.749 0.206 0.102 0.048 0.050 0.026 0.053 0.030 0.060 0.047 2.27 0.962
Benzene, 1-chloro-2,5- 6 Mean 1982 10.533%*  5312%%  1.662 0.838 0.418 0.212 0.775 0.392 1.868 0.943 12.37 6.260
dimethoxy- 1000 mg/kg S.D. 9.1 0.664 0.191 0.158 0.076 0.018 0.012 0.058 0.034 0.062 0.053 1.33 0.799

Number

of Thymus Thyroid Adrenal Ovary Uterus
Group animals mg 107%% mg 107% mg 107% mg 107% g %
Control 6 Mean 469.3  214.080 13.12 6.050 64.5 29.725 79.3 36.585 0.568 0.260

S.D. 1335 51.495 2.96 1.352 6.2 2711 12.0 5.550 0.218 0.097

Benzene, 1-chloro-2,5- 6 Mean 4132 202315 13.32 6.607 61.0 30.630 85.7 42.322 0.472 0.235
dimethoxy- 40 mg/kg S.D. 110.5 35.554 2.74 1.128 8.0 5.679 18.7 7.020 0.086 0.048
Benzene, 1-chloro-2,5- 6 Mean 489.5 234485 14.28 6.855 58.8 28.342 86.7 41.570 0.510 0.245
dimethoxy- 200 mg/kg S.D. 933 41.678 2.94 1.374 4.8 3.251 14.2 6.329 0.141 0.073
Benzene, 1-chloro-2,5- 6 Mean 473.8  240.270 14.25 7.188 53.7%  27.157 81.3 41.032 0.428 0.217
dimcthoxy- 1000 mg/kg S.D. 96.1 54.586 2.95 1.419 6.8 3.789 16.2 7.729 0.124 0.063

* : Significantly different from the control group at p=0.05 (Dunnett's prosedure).
** : Significantly different from the control group at p=0.01 (Dunnett's prosedure).
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Table 33  Absolute and relative organ weights of male rats in 14-day recovery test following 28-day repeated oral dose of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)
Number Body
of weight Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 107,
Control 6 Mean 4150 12.895 3.100 2.923 0.703 0.690 0.167 1.437 0.345 2.142 0.517 11.60 2.802
S.D. 20.7 1.631 0.300 0.202 0.020 0.108 0.027 0.100 0.012 0.080 0.021 2.35 0.576
Benzene, 1-chloro-2,5- 6  Mean 373.0** 12.022 3.220 2.857 0.767**  0.720 0.193 1.222++ 0.328* 2.082 0.557*% 13.02 3.492
dimethoxy- 1000 mg/kg SD. 12.7 0.740 0.130 0.091 0.042 0.081 0.023 0.035 0.010 0.081 0.036 0.70 0.195
Number
of Thymus Thyroid Adrenal Testis Epididymis Prostate Seminal vesicle
Group animals mg 107% mg 10°% mg 107% g % g % mg 107% g %
Control 6  Mean 543.8 131.605 18.93 4.555 54.8 13.253 3192 0.768 1.018 0.247 526.3 126.822 1.460 0.350
S.D. 1332 35272 3.19 0.677 9.7 2511 0.205 0.050 0.056 0.022 119.2 27.985 0.240 0.052
Benzene, 1-chloro-2,5- 6  Mcan 5725 153.747 19.15 5.135 57.0 15.302 3.398 0.910**  1.070 0.287 478.7 128.268 1.592 0.427%
dimcthoxy- 1000 mg/kg S.D. 153.0 40.877 1.64 0.411 2.8 0.957 0.242 0.067 0.140 0.041 73.2 18.798 0.171 0.044

* : Significantly different from the control group at p=0.05 (Dunnett's prosedure).
** : Significantly different from the control group at p=0.01 (Dunnett's prosedure).
++ : Significantly different from the control group at p=0.01 (Mann-Whitney test).
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Table 34

Absolute and relative organ weights of female rats in 14-day recovery test following 28-day repeated oral dose of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)

Body
weight Kidney Spleen Heart Brain Pituitary gland
Group g g % g % g % g % g % mg 10°%
Control Mean 228.5 6.377 2.790 1.632 0.715 0.430 0.190 0.822 0.360 1.993 0.875 13.25 5.793
S.D. 12.3 0.380 0.092 0.091 0.043 0.030 0.023 0.060 0.011 0.031 0.036 3.84 1.617
Benzene, 1-chloro-2,5- Mean 2325 8.090++ 3477++ 1.748 0.753 0.505* 0.218 0.912*% 0.392* 1.950 0.840 14.22 6.113
dimethoxy- 1000 mg/kg S.D. 16.6 1.030 0.342 0.198 0.061 0.067 0.026 0.052 0.024 0.042 0.050 342 1.459
Thymus Thyroid Adrenal Ovary Uterus
Group mg 10°% mg 107%% mg 107% mg 10°% g %
Control Mean 406.8  179.027 13.87 6.075 63.2 27.663 83.7 36.678 0.453 0.198
S.D. 371 24.019 0.81 0.352 8.1 3.327 8.2 3.787 0.141 0.055
Benzene, 1-chloro-2,5- Mean 481.0% 207.298 16.18 7.017 64.7 27.883 91.3 39.370 0.608 0.267
dimcthoxy- 1000 mg/kg S.D. 62.4 27.507 4.26 2.005 5.7 2.688 13.1 5.674 0.231 0.110

* . Significantly different from the control group at p=0.05 (Dunnett's prosedure).
++ : Significantly different from the control group at p=0.01 (Mann-Whitney test).
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Table 35 Histopathological findings of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)

End of administration End of recovery
Bcenzene, 1-chloro-2,5-dimcethoxy- (mg/kg) Benzene, 1-chloro-2,5-dimcthoxy- (mg/kg)
Control 40 200 1000 Control 1000

Number of animals examined 6 6 6 6 6 6
Organ: Findings Grade

Lung: Fibrosis, focal + 0 - - 1 0 0

Mineralization, artery + 0 - - 0 1 2

Liver: Hypertrophy, hepatocyte, centrilobular + 0 0 0 6 0 0

Fatty change, periportal + 1 0 0 0 0 0

Microgranuloma + 3 0 3 3 2 6

Heart: Myocardial degeneration, focal + 0 - - 0 1 1

Kidney: Hyaline droplet, proximal tubular epithelium + 0 0 0 6 3 2

Eosinophilic body, proximal tubular epithelium + 0 0 0 6 3 5

Regeneration, tubular epithelium + 4 0 0 2 1 4

Cast, hyaline + 0 1 0 0 0 0

Cyst + 2 0 0 0 0 0

Fibrosis, focal + 0 0 0 0 1 0

Testis: Dilatation, seminiferous tubule + 0 - - 1 0 0

Prostate: Cellular infiltration, inflammatory cell + 0 - - 0 1 3

Pituitary gland: Cyst, pars distalis + 0 0 1 0

Values are number of animals with findings.
-: Blank value.

Grade; +: slight change.



Table 36 Histopathological findings of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Benzene, 1-chloro-2,5-dimethoxy- (SR06112)
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End of administration End of recovery
Bcenzene, 1-chloro-2,5-dimcethoxy- (mg/kg) Benzene, 1-chloro-2,5-dimcthoxy- (mg/kg)
Control 40 200 1000 Control 1000
Number of animals examined 6 6 6 6 6 6
Organ: Findings Grade
Lung: Accumulation, foamy cell + 1 - - 0 1 0
Mineralization, artery + 1 - - 0 2 0
Metaplasia, osseous + 1 0 0 0
Granulomatous inflammation, forcign body, plcura +++ 0 - - l 0 0
Esophagus: Granuloma, foreign body, adventitia + 0 - - 1 0 0
Liver: Hyperplasia, hepatocyte, centrilobular + 0 0 0 6 0 1
Fatty change, periportal + 5 2 0 0 0 0
Microgranuloma + 4 3 3 2 4 4
Heart: Inflammation, epicardium + 0 - - 1 0 0
Kidney: Regeneration, tubular epithelium + 1 0 0 2 1 0
Fibrosis, focal + 0 1 0 1 0 0
Thymus: Granuloma, foreign body, capsule + 0 - - 1 0 0
Parietal pleura: Granulomatous inflammation, foreign body +++ - - - 1(1) - -

Values are number of animals with findings.
Values in parentheses are number of animals examined.
-2 Blank value.

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