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O

3,4,5,6-7 hT 7T ZA I RO ORI, 1(w/v) % A F /vt /bv—ZKEHE], 100, 300
B L TN1000 mg/kg/day & 1 BEREMESS 6 PEOD Cr1:CD(SD) T v MiC, 28 HREIRER N#E L CHEM
HHOF MRS JOFOME LT L, 5612, 03 K TN1000 mg/kg/day (22T 1 #EHEHES 6
ICOEEREZ T, BERTORHD 14 HHBEE M LRI L 2 FEMEoREMN 2 0f4 T
Bt L., BLFOREE 1572,

L. HEREIZREWNT, K5 48X CEE 28I 1000 ng/ke O HEME T B 2EE) & ORI ER
AR ICHERE A 0 (RAE S50 D D, R E R GBI L7 A REB R DR T RO b,

2. —F, IR, FEMOREEEIE, HREEREORT EBUSERE T DA HEEm A B L OR
K. WE, SR, RRE, M ersA, LR erud, SImeT, SEEE, WM
WERREO VT IUICEW T O B E R T ICBE L7230 bhvrino Tz,

PEDZ &t KRBEGTICEITA 3,4,5,6-7 o7 aa 7 &4 I ROMEEER (NOLL)
PIREME & 412 300 mg/kg/day & HEE X7,
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3,4,5,6-7 hFrmm T HZ A I RO 0D, 1(w/v) % A FAt/bm—ZKE#H], 100, 300
B L1000 mg/kg/day % 1 BEMEMES 6 PRod Cr1:CD(SD) 7 » MIZ, 28 AMREMR ARG L THME
RROFYL LOZOMELMIT L, S 512, 034001000 mg/kg/day (22T 1 TEREMES 6
PCOMEREZ RS, 5K TORAND 14 BB LIKEIC L 2 FEOMESEE 8T

MLz,

1. RERYME
PN
hllg

CAS No.

Mtk K OGIE

:3,4,5,6-7 7 7uua 7N A IR ;3 4.5 6-Tetrachlorophthalimide

: Tetrachlorophthalimide

4,5, 6, 7-Tetrachloro—1H-isoindole—1, 3(2H) -dione

4,5,6, 7-Tetrachloroisoindole—1, 3—dione

2 1671-13-7

(LREERATRIEEHEZ S - (5)-3355

M (S Q) Y

HFRD
BT

WL AR
i

1 CeC1,(CO),NH

Cl
H
Ci

C

: C4HC1,NO,
: 284. 91
SMEL  BEIE

el 300°C
B AF RN LT I R, % (Appendix 1-1)

: 99. 8% (GC, Appendix 1-1)
AR TR, EHLZEBREOREIZET 50 EE AT L, #2
B D2 EMEIC W CRERR L 7= (Appendix 1-2),

FHHOLHB L OZFORE  fd# L
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250 g (BHeEEER & ILH)
DB OB WGREC BN TIEE R, BLA E OFAICER LTz,
AR LT, BRFETICOAE L=, BRI ORE 28T 72,

WEYE T S KEYWEREEOGHERE (GER&EE 2~9C)IzEEL
7=

: 200946 H 25 H (2 A)~2010 44 A 8 H (& mFHELA)
BRSO L WEETTC I, BEARE LW SR LT,

R R A AL, MWVIAAEY | R, SR X OHICA N 20 &
T Lz, BT, F B EZREo T,

D RERIE Y L L LT K6 g ERILL . BRI R O BB T AR

7Lz,

BITEAER & & O3 N T OMBRBEK TR, BEHL T 572000, HEHERE
EpL LCEILLT,

H. &%t U CHRBEMEDR & 5,

C1(wW/v) % A F L L — A KRR (19%MC)
cAF LT —RA(A ha— X SM-15, v v FEH 8025083, 28T

TEEMRAS) 2B L REOK (AARR TSR, v v M &S 912080,
YIRS T1w/v) % Em5 X5 I Er,

D SRR (RIS 23~25°C) . K&
: BB R
22010 3 H 15 H~20104 4 A 15 H GRE% 10 HAWIZEEH L72)

- REROARSE &GRS

R Ik

L
TRAF SN
RAFH T
PRAFHAR
R EOEE

CHERME RS L. FTEDRE & 70D L) ISR IINK, A4 —7—

ZRWTHRE T,

:9 AR L EEL BB CHREL 72,

: YRR (LRI 2~6°C)

| BRI B RAT 2B D TR

12010453 A 15 A~2010 4 4 H 15 B GR&M% 10 BLAPICHEA L72)

L BEBRMEIL R T 7 PN THERW GBI ICIE~ A 7 T RS L,

WA, IR, BT L OKH % & Oz BE T 72,
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SRO8206

BEFRORZTHEB L UH—ME 0.1 BLR100 ng/nl OFFRIKZIZOWT, H—MHBHER I

e G OO 1R FEHERR

. HERAE
(1) #ERR
- e
A= e 1
A PE
WEYTE=HU T
[byjbe g NEe

FETLE K

S IN L7/

ZETE A e

HE T (A B AL HE
SRR EHIH
5 B AR T i
it

TREE

(2) BB L UHIHE
s 77 ik

H

(Appendix 2-1), F£7-. WL, HEMRTFE 11 HEICH K |EBMRTF 5.5
R D& ETEAHERR S 7177 (Appendix 2-2),

B E O EREICET SR GET ORE L, Flla X OO R GHIH

T IRFICAE 9 2 B GRS DWW CRT 2 AR L 72 (Appendix 2-3 B8 LY
2_4)0

‘Appendix 2-5 2R,
D ERAROERGIL, AT D70, EEEEY E LRI L,

2w k. Crl:CD(SD)
: SPF
s BARF v — R - YN ASEE ERBIEE S ¥ —

B EEE LV T — 2 AF LT,

: 7y MImMRRETHEEHWO LTV LI TH Y . HIFEFTTO

FHHRBRNEE THHZ LI DOEREARE LT,

: HEHES 38 L

: HEHESS 40 T

D HERE S & A

: HEMEL B 50~110 ¢

. B 81~100 g, M 76~90 g

D HEME &b 5OFE

: HEREA 6 T GRIESBREE 5 HEMES 4 T, EIEMBRBRTE ; HEMEX 2 BF)
: FEHES 6 DL

CRIRBEE 1 H LR L AT A = AR UM S U IR (B 5B AAHT

A ZHIE LTz,

CHME L R (ZRAH) B, #EEHHL 7T HETo 6 HiE, MEIHIE8 HET

D7 B,

3 L OB IR IS R FIERD e o 7,

(3) BT

FrgE ks KL OBIMEEIRRE T8 BE OO Do W R B 2 MM 36 IStk LT, b #in
TRBRICHE U7z, R JOBIE IR Afk B (Be-Bkbnl~ B) OIS T, BILEMES
IR & 0 BFEONERE D 270D X D ICHED T 21T o 72, #50T ROE) O IKEFP
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SRO8206

&, HET 140~168 g, MET 131~1565 g TH Y | FHAKE (BE 165.5 g, M 141.0 g) DE20% LA

WTH T, DO HEMES 4 ITITABR BHERAN L R EFIRFIZE > TR -

7o eB. BEINZEHWICONTERERBRTAIZ —BRBICRER 2N L 2R L,
¥, WGIMBFEOREFMIL, BT 156~189 g, MET 136~171 g ThH Y, FHIRE (ki

174.2 g, M 153.7 g) TH o=,

(4) @k X OV — Y Ok

Euiky/ D B I ANES ARRC MR T =y RV TR ERICEN A AT, (ARG 21T

O
o

[}

T RITENMCEYESE ANRE L, EEENEZ1T -7,
WEr— LB RTEMERR IO T LT T UL IR G BB L OS2 AR OB &
BEBELL, &7 — Y ORImIZER Lz,
T T BT RI Ay 1T LTe T ~VIC R E 5, RIS L OB &
SEATL L, &7 — PORMMIET L,
(5) BEWEE
1) fERE

fE B : 310 H=

R - 1) : 224+ 3°C (FEHIFF 22~25°C) . 50£20% (2% 31~60%)
R4 : 10~15 [B] /T

FR B A ] : ANLFRBY 12 B (8 1 00~20 : 00)
2) FBRME L OB HIE

=T ORI : 770y PG RRGHEK 7 — 27 (260W X 380D X 180H, mm)

17—V o) OINKEWE : BB LOBHEHM FIE 2 H DT 3 0L, B T#%IE LT

L7z,

br— DA D REOUREIC L EIFEM L, %I 28I 1 ERL RO CHEM LT,
Z MAZHL ;1 2 8] FEHE L7,

o 2 A HA CEEURRIC L RIER L. 2 0%IiE 2 81 1 B EOSE CEE L,
HEWEKEBE DK E - 8 1 BT L7z,

Fa7KER 2T Hi D RBERHC ORI LT,

ERNDIER (1 A1 EIER L,

ENDOIHEE WERWE KB IO I VRRMEEE LY | BRAEALTRAEIZEN TS

ERMFA 1 H 1 [EEREL -,

3) gt
IR - 45 : [ERUETEL, CRF-1
BLEHEA DAY 2 X VR T RS
e iR BRI AT BB E,
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SRO8206

IGYE B L OAEYKRA  WBRICEZBE L XITTRND S DEEME H D\ WIEMEY O

4) BOBHK
H
K7
1R E A

(6) #ERME OIS
1) BEEOR
BhE
BR E TR FH

A fEH L7z b (091203, 100203) OEIEHZ OV T 4T L7,
59 O/3MiL Eurofins Analytics #1 (M HREE -
AR-09-JP-001534-02, AR-10-JP-000477-01) A3, #RA WA 13 A RHRL
EEE (OHTRBRSLE  No. 096G03-070, 10G03-027) R ZHENAT
S72 ST B & TR EIIRAS T (LB L SR OIEHEEAE

FMEFEIL L 72, ST OREHR, WTFROHEBICHFREMEHEZ S
BB Lo T,

D FLIR T AKE A
BB AKEED D WG KEE AW TORICEBIREET,
D RBRICEEER RIETRNOD DI EMEOEEE . 2010 1 A 4

H, 20104 H 1 HBX20104E 7 A 1 BIOYHEEEE & [H%H
Bl DI AT (306 528) 7 BB Z B L THfr L, i AAE
BIAEMRASH KB BRI RS ; No. A214127, A220003, A220983)
TV T —# 2 AF Uiz, o HE & Eismiatt (kd
Wi EVERTSEAT OFEEREPIEEICHEIL U7, AT ORGSR, Wi
DHEBICHHREEZEZ DEIIRD Lol

Gv

20, 100, 300 # LR 1000 mg/kg/day
s 1 REIZ DX HEMER 3 PR SD AT~ R [Crl:CD(SD) JiZ. 1(w/v) % A F

v — ZKEEIR (19%MC) W0 B S E 7R E o 0 () | 15
60, 250 3 LN 1000 mg/kg % 14 O REIIERR N BEE U7 Pl il
(SRO8206P)? DFE S, —MCINAE, IKTHER. fBAIE., R, MK
SFHRAL, M LRI A, SRR B L ORI EROWTRICY
G OREME & b IR E B ST B L 72 A IEEE O b vz
S, ZTOT EE | AR T, PHRER & [F45£12 1000 mg/kg/day
EREHEIZERE L UL FAKK 3 Tk L7 30033 XUV 100 mg/keg/day
FHARBIOMERERICHRE L, 728, sTHEE XU 1000
mg/kg/day ® 2 F B2\ TIE 28 HR#EE#% 14 AR L 2
B AT D RIERE L RE LT,
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(7) #B%,

SRO8B8206

ARBREE DHE Y
B8 P B (EYEE)

FABRETE (mg/kg) (mg/mL) e ki
< FHMERBREE>
it HRAE 0 0 6 (101~106) 6 (151~156)
B &0 100 10 6 (201~206) 6 (251~256)
vh R 300 30 6 (301~306) 6 (351~356)
= =R 1000 100 6 (401~406) 6 (451~456)
< [T ERAT >
X REEE 0 0 6 (107~112) 6 (157~162)
= B 1000 100 6 (107~112) 6 (457~162)

SRR 1T, MDRE & RIRROTIE TR O A B 5 LT,

2) 85

BEFEBLOCEGRE 74 ARV ITALE Y U TFRBILOT 4 AR—F T ) ook

AWTHERHNCHRICR RS L,

5 AlE 1A 1Rl 28 AL

BB iE HERER LUK ERBOSRERR : REPET A R4 AL TRE Lz,
AN | :9:00~11:30, 72721, IRERFARFT 11 : 30~12 : 00,

Fe b c10ml/kg & U7z, SEERDOEFGIR SIS B I G IEWHIER DK

1) —eR B 2
5%
i

o
P

BE Sk
2) FEMNZR R REELE
Bil%x
e ]

BRIk

HICESWTEB L,

HE I L O AT H

s 2

R EBHBEHEZRE L H BE5 28 HOEHAZEHE 1 HE LTEREL.

BE 1A OERA (&S5 28 8BHHNEETE 11 HOBA)E T,

RN RGHIR PRGBS L OFEO 1 H 2@, 2L, HA

WEARTHRIC 1 [E],

cEx OEFE, SV, ITENSIC W THEE LT,

: 25

CREBRBRI R SN E T, 14, 21 BX 28 B, MIE7THBLO 14

H
CHOPLDEDTA DT ) TR IO TR a7 LI BESH R
Atk L7z,

BEHABLOZOFE

OFfL- L5, WU, IR, & RATE) (E4
BAATEI (HB) & — Vo bBlEE LT,
@WmYH LS s, B G s. fIlUEME. B, #EORE,

» BT ) |
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3) HREEME
Bil%
RF 5]
Bl WETIER

4) REHE
(k=1
HzE A

HIETTIE

SRO8206

Fefg . IR-IRBRE X USHEIE OB, HEFLES, RIR. i,
ZOMAG W DA TN DNTC VB H0 TR LT,

@HT, FEEHAIE, RERBICKTT D05, RRITE) (RIRE -
2 BY) . HRHERIREE (HEIR - 355 . FBIRTEI(H O A0 - KBS
V). BETE T E0 - BEES) . WEMHICOWT, A7
YT 4=V RNTHEE LT,

225
S5 4B L OEE 2 W
BN UOED AT ) T ERESHWTAa T L L= BIESER

B D VITHIEHEER I X 2RI iE & fidk LT,

BREBRB LI OZOHE

ORI D EFEEB G - RAD LT T L8 L,
BRAIE, AR, BRI, BRI E A A SR
78 R E [ o

O’ :
CPU ' — (T A a—xm V=T U o IS & v Clitliss
FOBRRIZOWTHE 3MBIE L, 1 g BALTRG LTS,

@B FEE) & -
H R ESERELERE (R —/3— 2 v 7 AB LT CompAct, ZEHTH%
Wk At 2 VT, RERICl & hiE | 10 43RIFRC 1 RefHIE
L7z,

=il
R E 1A, 7, 14, 21 BLEON28 ROEERT. RBIETBLEO M BR

bONCHIR HICE Lz,

BT FILREE (6X-2000, #Xett =— - 7o R - FAO)EZHNT

MIE L, 1 g B TRogR LT,

IS L OMARERINE  DIFoRic kv HEE L7,

e 50

KRR () = 0528 HIRSE () — 1275 1 HIFE ()
e RRHIR ()

BRSO = e im0

I

KEHIE () = 1 14 FRTE ) — 73 28 F K (o)

ENE (o) = et R g

5 28 0K (g)
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5) HEEERE

SRO8206

4k 25
Mz H cEE L4, 7, 14, 21 BL28 HOEER, BE 7B LN14 H,
BlE 5k ;B LEILRRE (GX-2000 Rt =— - T R - 7)) ZAWT,
1 g BT CREsgk L7, &EHMGAHICEYELHIER Y — PRI
5L, ZO%ITNERIZEREBIOCKEELAIE L=, =721, &)
BATH ISR EOAJE L, UToXcky, BEEZRE L,
o  fhE5E(g/rat) — & (g/rat)
PR B (g/rat/day) = = & B o> A B (day)
6) RiRA
(k= =l
RFHA 5 %5 25~26 B) B X OeE 2 8 (0178 11~12 A)
BRIk AT TS v FAMRE S — 2 (KN-646, B-1 41, B B 8UYERT) & H
WTCERIR L., #5HE%» M 3BEOERTCO~®%, £7-1 21
FERIOFZE IR TO. O % L7c BRI L2 RIS AKX THREE LT,
BEERB LI OHRESE
OpH PR RIS
@%ZE H (Protein) HERALE
@  (Glucose) NS IES
@74 b K (Ketone body) ABRAE
®onreVY /) —% (Urobilinogen) AERAE
®r Y/ (Bilirubin) R
O M ks (Occult blood) BRI IE
® 3 (Color) A IR 2%
@JIRE (Urine Volume) AEHE
QL # (Specific gravity) JEHTRHE

O~@ VAT AAT AT A V=RV ANVATT « XA T T ) AT 47 A
RILERITAL ) 2v-Ss, 7THA

7) MR

B . 2

R 1 : H R B AL

AT OB T AT~19 ) TT v MR — T VRE: L, I KEIR L D £
L7, REEE DS HO~W@IZ OV T EDTA-2K(X /) ¥ =7 b 1 EZEH 1
F. 7RSS T L-mRK 1 el Ay, @F L@z T

133.8% 7 =2k R U w7 A TR L7 R 1~2 nl % 3500 [Elds/4C
10 4y s Ol U T S 2 i 2 v 7o, 8 D7z ks L O ST ik
AT RFETE LT,

2B, AMBEREHAEA May-Grinwald-Giemsa Yeft) 2L, BFE L~
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AMERD ST RATIZ A S 2o 72720 ST h o7,
MEHEBBLIOHRETE

D7 i £k % (RBC) BERIKPUR HE

@~~~ k27 U v MEHCT) BRIEDUR L

@~F 7 1 B EE (HGB) SLS ~E /11 ik
DA R I BRZRFE (MCV) RBC, HCT fi & v & H
O AR MER~T 7 2 B2 & (MCI) RBC, 1IGB & & v &Il

@ FBHARIMER~F 7' 12 & L % FE (MCHC) HCT, HGBfE & v &
@FAFRIMEREL (Reticulocyte) TJa—H%A4 A MN)—k
@1/ MiEx (Platelet) BAETURHE

©@ B i Bk%x (WBC) Tu—iA b A Y —ik
@A MLERS B (Differential count of WBC) TJu—HA FARY—E
D7 b o e R (PT) fu R 7F T AF Uk
@IEMAEE Y b v IR T AT L EER] (APTT) T 7 Uk

O~ HEMERKIIATEERE XT-2000 iV, A A v T R
D@ MmukseE HEBHEEBRKATNVE, N =F 4 « XA FFT vV

8) Mg &

%5 el
53:1]] AR IR BRI
WM& ITE DB R T (I7T~19 K/ TF v b2 —F VRREE L. BESERENIR & 0 £

mL7, MEBEEHD Y OB LUT@IZHOWTIME 1 nl H7=9H ~R1 >
FTRUTA(ARY 2 R T AENBRDOSE], 1000 BAL/mL, BROEEL
SF1) K 20 AL TALEESL | 3500 [B1HR/ 53 T 10 43 O Lo B TR H A7 M
B2 MO THRAE Lz, MoBBIZ oW TIESBERIA D RS (82 U —
VA, AR RS I MR A BB L, 3500 [ElfiR/ 4> C 10 4y odigil
SHETCIHRONMEL AV TRA L, Sohmifs X OmE i mRak
TH#., —20°CLU N CHUE R L, R T DICBERE LT,
RAE D B X O 7k

(DAST JSCC i

@ALT JSCC 1%

@F NV B UKRRT 72— (ALP)  JSCC ik

@ y -GTP Ly NH IN-3-HNARFT—4-=huF7=l R
Bk

B 7 =t— R (Glucose) N XS —PE

®§ =2 L A5 11—/ (T-Cho) BERE

DRV ZUEY F(I6) WERE S ) o — L s

@MU e (T-Bil) TYEVILE

ORF=EHR V) %7 L7 —+-GLDH I

@7 L7 F = (Crea) Jalfre &

@) kU w2 (Na) A A B EM (TSE) i

@AY v ALK A A BRYUEMR (TSE) 14

@7 z—1(Cl) A A BPUEM (TSE) 14

@A77 (Ca) 0CPC ik

MY > (IP) Fiske—Subba Row &
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Wi mE A (TP)
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vy ME

@& A%y (Protein fraction) T n—RT 75— MNEERUKENEA

@A/G £ (A/G ratio)

EA=EANCTRNUN ¥

@77 X (Albumin) WEALEAZELY EH

O~® BEHHER 7080, HLNAT 7 /1Y —X
O~ BEERIKEEERE AES320, =AU /3R

9) sk
B4k
HE £
WAL 7 15

10) 2B HEPE

Bil%k
HeF 1
e 7715

X EEOBRH

2 2
G 28 DOEOHDVIETE 14 OO 023 L7z,
RN EEBIER L = — T VR T CERILE i iz K 0 R X

BE DE MM E AIRAICBIEE LT, 72 LT D4 E - Mk % 10%
FVERRE A L~ Y IRICIEE - R TF L7, 72388, IREREB KLU ——
BRE7F ey FY R CTEE-RF L ORRB KUNSR ERILT 7 i
THE, T0% T4 ) —VICRTFE LTz, B0 CIREER % A%
BEEE L, EADHDLREICOVTIE, KAl LTEAE HE
E - RIELT,

D ORI, /IMibds K OMERE) . TR, AFRE iR, FARER. Lo

K. G, Mg, D, &, RE. S, TR M. 5. =
M. BIRG (SA =& Gte), BG. #M5. B, BFERD o380,
STV oNE, R, B, BB B, RS REERK. AR,
FEEE (BEEMR S Te) . OREE, T, B, HRBR, ~— & —fR. K& (&
BEte, ). WEMRI XORIRM RS OE 5k & OB R
&, HHEB00 mg/kg) DHE 1 OIS L OME 1 FloF=),

==X 1|
D MR
: B EMRFE(FR-180A, #ERXSAE =— - 7 R - F 1) EZHNT

UTOMEOEEZMELL, EADHLIBEIL O WL, 66
O CHlE LT,

T ORNOHEEEZRH L,

A L (g)
HilR B A (g)

X EE (%) = X 100

DM TR, RURER. UL MRAEL OB RTHEL. IR WOMR. REEL.

R EAR AZIR, WHE GRS IR, 75
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11) FREARR AR

Bil% D FIRIEICEE RTF L2 26 028 E I oW CEARIER 4 £l
L. xFEEES L O AR O2BNSOWTHR L7z,
HIREFIC A S 72 PRI B E AL DWW T 8R LT,
B, BROME, ERMERGORBLEEZ ONDIEITRD DL
NIRDr o TeTed | DGR DOV TSR Lo 7,

Wi DT T 4 VABGEGIL, N R R Y A O R AR B
BLUTEKR L, $7-. 1 HIOFROIEHEIZ W T 0il red 0
Yeta, (R MEREHA OHERR) % LFER 21T o 72,

. MEEMAE

EEHM IR EEH OB & G TEFH L,

B, HEESR, AE, AENNERL I OISR, B, K&, MEANRA, mik
LB 28 AT B B3 IO R B B ORI DWW O s L OHE R A2 5 L.
Bartlett ODMREEIT & W FoH It 2 MHT L7z, BB (p>0.05) DRE X —whE 7 BT
TR L, NS08 (p=0.05) O B4 Kruskal Wallis OREE TR Lz, —TALESY
BT ORI, BAEEDZSNTZHA (0=0. 10) iZ Dunnett DT HEZ AW TR L D
B %4T o7, Kruskal-Wallis {EOREMTORER., AEEDALNIZEHE (p=0.10) X
Mann-Whitney O U-#7E % FORTBREE & DA 1T o Tz,

TERR e — ROIR BB I K OV REMR A DBLETE H | IR O EMEIIE H 35 X OUR O g
12 DWW T Kruskal-Wallis O EE THAT L A ZAENA LSS (0=0. 10) X Mann—Whitney
O U-RBIELEE RV THMEE L OB AT -T2,

XHHREE & O AR EIZ DN TIE, BEKEE 5% & LT,

7ok, FRETFERIIECBIT A% 175 % INDIVIDUAL DATA O HEAIZ 5T,
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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]

SKTHR (0 mg/ke) #Ed K OVE-£ 541 (100, 300 33 X TN 1000 mg/ke) HEDOIEME L HIZEFEIIRD 5
Nighoi,

(1195 44 |

STHRFESS K00 1000 mg/kg FEDKEME & HIZRE IO Lol

2. Pl —RIKREERER
ZERM 72 — R RE B D R AE % Table 3~8, INDIVIDUAL DATA 2-1-1~4-14-2 1245,

[# 5-H ]

SHHRTER OB R GHOMM & LIV TR ORERICHSBEHEBICHBR LR L THR
RATRO 0T EHE HEDH 2 WX T RAESEOMRITB TR RE IIRD LR 0T,
[IR196 451 ]

1000 mg/kg BEDHEME L HICWTNORERFICHABEERICHREREZTRBD T, 885,
B & 2 WITTHI R T FOMBITE AR RE IR S kio T,

3. HgRmE
e O %A & Table 9~12, INDIVIDUAL DATA 5-1-1~6-4-2 (2777,

(#2454 3]

BHEEMR AR K ORI Tk, & GREOLEME & & IO IREE & Il L TR ERZITRED Ok
otz

HAEEBE T, 100 3 L0V 300 mg/ke (2 I3MEME & HICAERBLERED S o 7208,
1000 mg/kg ¥ Tid, MEME & & (ZHE BRAATR I RRAEHI 22 IR 2338 0 & 4 B CHRIE B AR 40™-50",
MET 0-10F LN 1020 DA RUZH AR BB ENRBD b,

(=118 2 3]

FAERERR A TIE, 1000 mg/kg TEOHEME L &1 RAEITERD G o T,

71Tk, 1000 mg/kg #EOHETHRE R IEMEDRD S, HEKTRIIGED DR WE
fbTH . BEORAEELHEMW L, 1000 mg/kg FHOMETIIABERETRD RN,
H 3 EH) R TIX, 1000 mg/kg AEDOHETHR G THE & [RIRRIZIIE B AR T4 I RkE 00 72 IR A3 TR
B, BIEBRGATE 20-30 ISR AR EANRBO O, £, BCTLEHERRICEES
RO LN Teb DD M REERFED bz,

_24_



SRO8206

4, K&
EEHMS % Figure 1 B X2, Table 13 3B LN 14,

[ 1531 ]
B GTEOHEME & & I & i L CTAEREBITE D bhikho Tz,

(=T 3
1000 mg/kg OREME & ©ICH BRELIZFBD bR T,

INDIVIDUAL DATA 7-1-1~7-2-4 |Z/"7,

5. {EfE=
EAERE 4 Figure 33811V 4, Table 1538 L1016, INDIVIDUAL DATA 8-1-1~8-2-4 |Z:”3,

[ -5-HiH |
100 mg/kg T Tid, METERE 14 DICHIEE L Wik L THERSEIFEO by, HERF

PER RN & BETH D PR ERITIZ LW L, o, ZORTIRRERBENICHA
EREENEDOONTWNDL Z b, BRNRAEE L B L,

300 3 LTV 1000 meg/kg BECIL, MEMEE BIZEERBLITRD 2272,

[[E]95 H#A R ]
1000 mg/kg BEDHEME & &1 IR VITERD bz T,

6. RIRE
IR DRk % Table 17~20, INDIVIDUAL DATA 9-1-1

(35 4 ]
B BEDOMEME & &I MEE & S L THEREITFRO b s o7z,

9-1-2 [T,

L1421 ]
1000 mg/kg HEDOHEME & b ICH B REITIBO bR -T2,

1. MEFHIRE
MR FEIETE DR AE A Table 21~24, INDIVIDUAL DATA 10-1-1~10-4-4 237,

(4% 5-H] R #& T BE]
100 33 KL TN 300 mg/kg FECIL, HEME S HICHTREE L b L CTHEZRAITED 5l ho 7=,
1000 mg/kg #ETIE. HETATE S 2 BB (IGB) OB Z /il METEMLE) hr R

T AF HRR (APTT) OB B REMHERRO DN, Wb =T —Z O#FHEN (HGB : 14. 7~

17.6 g/dL. APTT : 16.1~23.3 sec) DETH H Z &, BIHHIEHIZZ(LA 202 & s B RFEI 7

HEZE LW L7,

(=118 AT T HE]
1000 mg/kg FEOLEME & HICHBELRZ(ITRD IR T,
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8. MRILFMERE
ML 2RI DRKHRE % Table 25~28, INDIVIDUAL DATA 11-1-1~11-4-4 {2379,
[#% - B84 T ]

100 35 & TF 300 mg/kg BTl MEME & HICKH AR & Lhi L CHEBERAMLITRD bhvie o7z,
1000 mg/kg £FTiE, MET B-2 17 U L/ itk (B-Globulin) DA E R EENERD HALI-A, 1
BRI RNGHICEAER 22 & i T — 4 QAN (B-Globulin : 9.9~18.1%) D TH
&, BEIEAICAMS 2N L EBNRAEAS B LT, BOIXIAEREITED

LR T,

(=118 AR ¢ T 1]

1000 mg/kg BEDLET 7V 21— A (Glucose) DA B ILMRAENGRD LTS, RO TIRFIZITE
DOHNBRNVELTHSZ &, T — ¥ OB (Glucose : 127~199mg/dL) DETH D Z & »
SRR A EE LN L, MOIAEERERITRD bl oTl,

9. ER

HRET A& Table 29 33 X U830, INDIVIDUAL DATA 12-1-1~12-4-2 |Z7R"9,

(3 G- HA R T IRE]

SFHRAERS KL UN 100 mg/kg #E TR, HEMES HICERFERFTILITRO b2 o7z,

300 mg/kg FEOKE | I CEIfBOM=E, M | HI CEFHAHOERMAED 5N, WTInd
FARZEAEME DL &Il LT,

1000 mg/kg FETIE, HEME L HIZEREFTRIZR O b o7,

(=118 AR ¢ T B ]

SHREEOHE 1 FITAHMONRE BRI L ORR EINICZER DR S, HARFBEMEDOEL &0
Wrl 7z, MEICIZRFFRIIRD b oT,

1000 mg/kg BETIE, HEME L HIZERFPTLIZRED bveh o7,

10. KEE=E

S E B O Table 31~34, INDIVIDUAL DATA 13-1-1~13-4-4 {2777,

[#e 5 BRI T ]

100 mg/kg £EOME TR O FE I BRI HARE & bl U CH B R KE, R EEOfxk L O
MM EEICHERSMPBD S, WTFL b HEERFEORWELTh o7z, MHEAE
REACITAED LI ho T,

300 33 L TN 1000 mg/kg BETIE, HEMEL HLIZHBARZBLIERD bNigh o7z,
(=118 A & T B

1000 mg/kg BEDOHETHR OB EEICHELREE, B OHEMAEZICAREREEIRD B
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R DT REK TR D bNR2WELTH D Z L 5T — X O&EIAN (MR : 83.771
~179. 981, EI% : 10.543~18.734 10°%) DI THH = LA A EZ L W U,
L:&iﬁﬁfc‘?%’ﬂﬁ mu&)%?}’bfi#o 7:’

1. RERGFRE

IR AR AP W & Table 35 % L7836, INDIVIDUAL DATA 14-1-1~14-4-2 {Z-R7,

(3% 5- Wi T ]

*EER KOS A BB O & bIT, BRI U— MO IER A2 T 5 2R
niginoiz,

[[E11E AR e T e ]

SREE L O A EREORENME & bz, BEIEKS 7 L— FOAILEF R 2 i3 5 2 i@ 6
Nighot,

#

P

IL5,6-F hT7r7maaT7HZ A I RO O[T, 1(w/v)%AFEa—AKEK], 100, 300
3B L TN1000 mg/kg/day & 1 BEREMESS 6 PEoD Cr1:CD(SD) T v Mic. 28 ARIRERO#®E L CHEM
RB|OFEL LOEOMEL M Lz, 512, 03 KU 1000 mg/kg/day 1220 VT 1 E-EMESS 6
TCHORERZR T, KGETORRANS 14 HRIVBIER 2 LIRS L 2 FEMEOBRIEMEL T
At L7z,

HERERRZE (351 N CL 1000 mg/kg T OREME C B RETh & O E B AA 1 ICHEBERY 2R 2SR 0 B,
HETRIERAAHE 40-50', MET 0-10B LTV 1020 DK SICHE AR B LZ L RO LN, —
RRIRBE D BRI 7 -AOIRIBBIES, IS KT 2 R B SR 2 AT 2 SR ER A S K OYR
JINCHERE S LU PR AR AR D O oo, BEEEE O FRIEME L O IES)
EDOWTILUZEBWTHMOB LG L L TERETH D Z L2 b, BRME RS ICHE L7z [ %
EEEOIKT EHEINT,

—Ji. KE, EBAIR, R, MEARRA., MR 2R, SR, BeEE, FEM
BFREDNTIIZB W T O ERHER 5 CME LB RRBO RN ehnb, ZORR
FEEEOK MEMICET 2RBBEMFITA LT, 2, BEE 2 HORERFICHEE 418 & F
RICAERBEHEOEK TEAPED OGN D, BIEMEICOWTHH LN TR T,
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PED X iz, #HBRYE#EGICHE L2 E ke LT, 1000 mg/kg BEOMEMECR S 4 3 L OH
2 I AREB RO MAMATERD S48, Ml IR E# 5 B L - 2R Hh
oz,

INHEDT LD RKRBRKITICETS53,4,5,6-7 hTrun 7 H A I ROMEEE (NOEL)
IHERE & B2 300 mg/kg/day & HEZR SHLTz,

) AfbEE SR T — 2 v — b Bk TEARASH 200048 H 10 B.
2) 3,4,5,6-7 hTF /a7 HNA I RDTy MIBITA 14 HEXERUES
FMETmaAER (SRO8206P) Ak iih . MRSt (bW aVERFZRAT. (2010)
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Figure 1
Tetrachlorophthalimide (SR08206)
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Figure 2 Body weight of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 3,4,5,6-
Tetrachlorophthalimide (SR08206)
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Food consumption (g/rat/day)
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Figure 3 Food consumption of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 3,4,5,6-
Tetrachlorophthalimide (SR08206)
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Food consumption (g/rat/day)

40
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T ---@-- 0 mg/kg
—&— 100 mg/kg
—— 300 mg/kg
—&— 1000 mg/kg
I 1 1 I 1
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h Administration period (day) o Recovery period (day) -
Figure 4 Food consumption of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 3,4,5,6-

Tetrachlorophthalimide (SR08206)
* : Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's test).
** - Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
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Table 1  General appearance of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 3,4,5,6-Tetrachlorophthalimide (SR08206)

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

Group Findings 1-28 day 1-14 day
0 mg/kg Number of animals examined 12 6 6 6
No abnormal findings 12 6 6 6
100 mg/kg  Number of animals examined 6 6 - -
No abnormal findings 6 6 - -
300 mg’kg  Number of animals examined 6 6 - -
No abnormal findings 6 6 - -
1000 mg/kg Number of animals examined 12 6 6 6
No abnormal findings 12 6 6 6

Values are number of animals with findings.
- : Blank.
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Table 2  General appearance of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 3,4,5,6-Tetrachlorophthalimide (SR08206)

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

Group Findings 1-28 day 1-14 day
0 mg/kg Number of animals examined 12 6 6 6
No abnormal findings 12 6 6 6
100 mg/kg  Number of animals examined 6 6 - -
No abnormal findings 6 6 - -
300 mg/kg  Number of animals examined 6 6 - -
No abnormal findings 6 6 - -
1000 mg/kg Number of animals examined 12 6 6 6
No abnormal findings 12 6 6 6

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



Table 3  Detailed clinical observation, in the cage, of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 3,4,5,6-Tetrachlorophthalimide (SR08206)
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Stereotype Bizarre behavior
Number Body position/  Respiratory Tremor/ Repetitive Biting/
of Posture pattern Convulsion  Rolling circling Selfmutilation
Pcriod Group animals Category 1 1 1 0 0 1
Pre 0 mg/kg 12 12 12 12 12 12 12
100 mg/kg 6 6 6 6 6 6 6
300 mg/kg 6 6 6 6 6 6 6
1000 mg/kg 12 12 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 12 12
100 mgrkg 6 6 6 6 6 6 6
300 mg/kg 6 6 6 6 6 6 6
1000 mg/kg 12 12 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 12 12
100 mg/kg 6 6 6 6 6 6 6
300 mg/kg 6 6 6 6 6 6 6
1000 mg/kg 12 12 12 12 12 12 12
Day 21 0 mg/kg 12 12 12 12 12 12 12
100 mg/kg 6 6 6 6 6 6 6
300 mg/kg 6 6 6 6 6 6 6
1000 mg/kg 12 12 12 12 12 12 12
Day 28 0 mg/kg 12 12 12 12 12 12 12
100 mg/kg 6 6 6
300 mg/kg 6
1000 mg/kg 12 12 12 12 12 12 12
R-Day 7 0 mg/kg 6 6 6 6 6 6 6
1000 mg/kg 6 6 6
R-Day 14 0 mg/kg 6 6 6
1000 mg/kg 6 6 6 6 6 6 6
Values arc expressed as the number of animals.
Category : The category number observed in each item.
Pre : Pre-administration. Day 14 : Day 14 of administration. Day 28 : Day 28 of administration. R-Day 14 : Day 14 of recovery.

Day 7 : Day 7 of administration. Day 21 : Day 21 of administration. R-Day 7 : Day 7 of recovery.
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Table 4

Detailed clinical observation, on the hand, of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 3,4,5,6-Tetrachlorophthalimide (SR08206)

Ease of
Number Mucous Pupil Secretions/
of Removal Handling Muscle tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation Excretions
Pcriod Group animals Category 1 1 2 1 1 1 0 1 1 1 1 0
Pre 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mgrkg 6 6 6 6 6 6 6 6 6
300 mg/kg 6 6 6 6 6 6 6 6 6
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg 6 6 6 6 6 6 6 6 6 6
300 mg/kg 6 6 6 6 6 6 6 6
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg 6 6 6 6 6 6 6 6 6 6 6
300 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 21 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mgrkg 6 6 6 6 6 6 6 6 6 6
300 mg/kg 6 6 6 6 6 6 6 6 6
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 28 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg 6 6 6 6 6 6 6 6 6
300 mg/kg 6 6 6 6 6 6 6 6 6
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
R-Day 7 0 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
1000 mg/kg 6 6 6 6 6 6 6 6 6
R-Day 14 0 mg/kg 6 6 6 6
1000 mg/kg 6 6 6 6 6

Values arc expressed as the number of animals.

Category : The category number observed in each 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 recovery.



Table 5 Detailed clinical observation, in the open-field, of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 3,4,5,6-Tetrachlorophthalimide (SR08206)
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Reactivity to Stereotype Bizarre behavior
Number Co-ordination environmental Excessive Unusual head Walking Vocaliza-
of Gait  of movement stimuli Searching Urination Defecation grooming movement  backward tion  Aggression

Period Group animals Category 1 1 1 1 0 1 0 1 0 1 0 1 1 1
Pre 0 mg/kg 12 12 12 12 12 10 2 9 3 12 0 12 12 12 12

100 mg/kg 6 6 6 6 6 5 1 5 1 6 0 6 6 6 6

300 mg/kg 6 6 6 0 6 0 6 0 6 6

1000 mg/kg 12 12 12 12 12 3 12 0 12 0 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 12 0 12 0 12 0 12 12 12 12

100 mgrkg 6 6 6 0 5 1 6 0 6 6 6

300 mg/kg 0 6 0 6 0

1000 mg/kg 12 12 12 12 12 10 2 11 1 12 0 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 12 0 12 0 12 0 12 12 12 12

100 mg/kg 6 6 6 6 6 5 1 6 0 6 0 6 6 6

300 mg/kg 6 6 6 6 6 0 5 1 6 0 6 6 6 6

1000 mg/kg 12 12 12 12 12 10 2 10 2 12 0 12 12 12 12
Day 21 0 mg/kg 12 12 12 12 12 12 0 12 0 12 0 12 12 12 12

100 mg/kg 6 6 6 6 6 5 1 5 1 6 0 6 6 6 6

300 mg/kg 6 6 6 6 0 5 1 6 0 6 6

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

100 mg/kg 6 6 6 6 6 5 1 5 1 5 1 6 6

300 mg/kg 6 J 0 6 0 6 0 6 6

1000 mg/kg 12 12 12 12 12 10 2 11 1 12 0 12 12 12 12
R-Day 7 0 mg/kg 6 6 6 6 6 0 6 0 6 0 6 6 6 6

1000 mg/kg 6 6 6 0 6 0 6 6 6
R-Day 14 0 mg/kg 6 6 6 0 6 6 6

1000 mg/kg 6 6 6 6 6 6 0 6 0 6 0 6 6 6 6
Values arc expressed as the number of animals.
Category : The category number observed in each item.
Pre : Pre-administration. Day 14 : Day 14 of administration. Day 28 : Day 28 of administration. R-Day 14 : Day 14 of recovery.

Day 7 : Day 7 of administration. Day 21 : Day 21 of administration. R-Day 7 : Day 7 of recovery.



Table 6 Detailed clinical observation, in the cage, of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 3,4,5,6-Tetrachlorophthalimide (SR08206)
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Stereotype Bizarre behavior
Number Body position/  Respiratory Tremor/ Repetitive Biting/
of Posture pattern Convulsion  Rolling circling Selfmutilation
Pcriod Group animals Category 1 1 1 0 0 1
Pre 0 mg/kg 12 12 12 12 12 12 12
100 mg/kg 6 6 6 6 6 6 6
300 mg/kg 6 6 6 6 6 6 6
1000 mg/kg 12 12 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 12 12
100 mgrkg 6 6 6 6 6 6 6
300 mg/kg 6 6 6 6 6 6 6
1000 mg/kg 12 12 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 12 12
100 mg/kg 6 6 6 6 6 6 6
300 mg/kg 6 6 6 6 6 6 6
1000 mg/kg 12 12 12 12 12 12 12
Day 21 0 mg/kg 12 12 12 12 12 12 12
100 mg/kg 6 6 6 6 6 6 6
300 mg/kg 6 6 6 6 6 6 6
1000 mg/kg 12 12 12 12 12 12 12
Day 28 0 mg/kg 12 12 12 12 12 12 12
100 mg/kg 6 6 6
300 mg/kg 6
1000 mg/kg 12 12 12 12 12 12 12
R-Day 7 0 mg/kg 6 6 6 6 6 6 6
1000 mg/kg 6 6 6
R-Day 14 0 mg/kg 6 6 6
1000 mg/kg 6 6 6 6 6 6 6
Values arc expressed as the number of animals.
Category : The category number observed in each item.
Pre : Pre-administration. Day 14 : Day 14 of administration. Day 28 : Day 28 of administration. R-Day 14 : Day 14 of recovery.

Day 7 : Day 7 of administration. Day 21 : Day 21 of administration. R-Day 7 : Day 7 of recovery.
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Table 7 Detailed clinical observation, on the hand, of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 3,4,5,6-Tetrachlorophthalimide (SR08206)

Ease of
Number Mucous Pupil Secretions/
of Removal Handling Muscle tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation Excretions
Pcriod Group animals Category 1 1 2 1 1 1 0 1 1 1 1 0
Pre 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mgrkg 6 6 6 6 6 6 6 6 6
300 mg/kg 6 6 6 6 6 6 6
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6
300 mg/kg 6 6 6 6 6 6 6
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6
300 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 21 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mgrkg 6 6 6 6 6 6 6 6 6 6 6 6
300 mg/kg 6 6 6 6 6 6 6 6
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 28 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg 6 6 6 6 6 6 6 6 6
300 mg/kg 6 6 6 6 6 6 6 6
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
R-Day 7 0 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
1000 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6
R-Day 14 0 mg/kg 6 6 6 6 6
1000 mg/kg 6 6 6 6 6

Values arc expressed as the number of animals.

Category : The category number observed in each item.

Pre : Pre-administration. Day 14 : Day 14 of administration.

Day 7 : Day 7 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 recovery.
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Table 8 Detailed clinical observation, in the open-ficld, of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 3,4,5,6-Tetrachlorophthalimide (SR08206)
Reactivity to Stereotype Bizarre behavior
Number Co-ordination environmental Excessive Unusual head Walking Vocaliza-
of Gait  of movement stimuli Searching Urination Defecation grooming movement backward tion  Aggression
Pcriod Group animals Category 1 1 1 1 0 1 0 1 0 0 1 1 1
Pre 0 mg/kg 12 12 12 12 12 11 1 12 0 12 12 12 12 12
100 mgrkg 6 6 6 6 6 5 1 6 0 6 6 6 6 6
300 mg/kg 6 6 6 6 6 6 0 6 0 6 6 6 6 6
1000 mg/kg 12 12 12 12 12 12 0 12 0 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 12 0 12 0 12 12 12 12 12
100 mg/kg 6 6 6 6 6 6 0 6 0 6 6 6 6 6
300 mg/kg 6 6 6 6 6 5 1 6 0 6 6 6 6 6
1000 mg/kg 12 12 12 12 12 11 1 12 0 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 11 1 12 0 12 12 12 12 12
100 mg/kg 6 6 6 6 6 6 0 6 0 6 6 6 6 6
300 mg/kg 6 6 6 6 6 6 0 6 0 6 6 6 6 6
1000 mg/kg 12 12 12 12 12 12 0 12 0 12 12 12 12 12
Day 21 0 mg/kg 12 12 12 12 12 12 0 12 0 12 12 12 12 12
100 mgrkg 6 6 6 6 6 6 0 6 0 6 6 6 6 6
300 mg/kg 6 6 6 6 6 6 0 6 0 6 6 6 6 6
1000 mg/kg 12 12 12 12 12 12 0 12 0 12 12 12 12 12
Day 28 0 mg/kg 12 12 12 12 12 11 1 12 0 12 12 12 12 12
100 mg/kg 6 6 6 6 6 5 1 6 0 6 6 6 6 6
300 mg/kg 6 6 6 6 6 1 6 0 6 6 6 6 6
1000 mg/kg 12 12 12 12 12 11 1 12 0 12 12 12 12 12
R-Day 7 0 mg/kg 6 6 6 6 6 6 6 0 6 6 6 6 6
1000 mg/kg 6 6 6 6 6 6 6 0 6 6 6 6 6
R-Day 14 0 mg/kg 6 6 6 6 0 6 0 6
1000 mg/kg 6 6 6 6 1 6 0 6

Values arc expressed as the number of animals.

Category : The category number observed in each 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 recovery.
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Table 9 Functional observation of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 3,4,5,6-Tetrachlorophthalimide (SR08206)

Number Reactivity Righting
of Visual Touch Auditory Pain  Proprioceptive  reflex
Period Group animals Category 4 2 1 2 1 1
Week4  0mg/kg 12 12 12 12 12 12 12
100 mg/kg 6 6 6 6 6 6 6
300 mg/kg 6 6 6 6 6 6 6
1000 mg/kg 12 12 12 12 12 12 12
R-Week 2 0 mg/kg 6 6 6 6 6 6 6
1000 mg/kg 6 6 6 6 6 6 6

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. Pain reactivity: tail pinch response.
Touch reactivity: touch response. Proprioceptive reactivity: returning from enforced posture.
Auditory reactivity: response to Galton's whistle. 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 study and 14-day recovery study of 3,4,5,6-Tetrachlorophthalimide (SR08206)

Number Reactivity Righting
of Visual Touch Auditory Pain  Proprioceptive  reflex
Period Group animals Category 4 2 1 2 1 1
Week4  0mg/kg 12 12 12 12 12 12 12
100 mg/kg 6 6 6 6 6 6 6
300 mg/kg 6 6 6 6 6 6 6
1000 mg/kg 12 12 12 12 12 12 12
R-Week 2 0 mg/kg 6 6 6 6 6 6 6
1000 mg/kg 6 6 6 6 6 6 6

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. Pain reactivity: tail pinch response.
Touch reactivity: touch response. Proprioceptive reactivity: returning from enforced posture.
Auditory reactivity: response to Galton's whistle. 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 study and 14-day recovery study of 3,4,5,6-
Tetrachlorophthalimide (SR08206)
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Number Grip strength
of Forelimb  Hindlimb Motor activity measurements (count)

Period Group animals (g) (g) 0'-10' 10'-20"  20-30"  30'-40'  40-50' 50"-60' Total
Week 4 0 mg/kg 12 Mean 1185.86 501.14 420.3 322.8 207.2 144.2 149.8 110.8 1354.9
S.D. 117.87 77.72 204.8 145.8 81.3 70.1 1251 124.4 535.0

100 mg/kg 6 Mean 1185.23 567.10 448.3 305.8 207.8 91.7 82.3 62.2 1198.2

S.D. 101.77 87.63 142.6 115.0 86.9 50.0 60.6 71.6 3577

300 mg/kg 6 Mean 1102.48 521.45 548.7 419.3 320.0 212.0 114.0 77.8 1691.8

S.D. 123.64 46.49 291.8 134.2 221.9 153.0 126.8 94.4 961.5

1000 mg/kg 12 Mean 1104.05 511.27 361.0 295.3 171.2 83.6 46.2* 45.9 1003.1

S.D. 108.19 62.59 179.2 190.1 137.4 64.8 61.0 62.8 562.6

R-week 2 0 mg/kg 6 Mean 1521.32 454.38 478.3 304.7 201.2 138.8 86.8 66.8 1276.7
S.D. 108.74 68.12 201.8 168.5 85.1 95.9 62.5 69.7 547.7

1000 mg/kg 6 Mean 1375.23*  508.95 280.3 205.3 76.7* 72.0 57.5 24.0 715.8

S.D. 115.20 20.21 139.5 120.4 553 83.9 52.5 28.5 355.1

Week 4 : Week 4 of administration.
R-week 2 : Week 2 of recovery.
* . Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's test).
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Table 12 Grip strength and motor activity measurements of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 3,4,5,6-
Tetrachlorophthalimide (SR08206)

Number Grip strength
of Forelimb  Hindlimb Motor activity measurements (count)

Period Group animals (g) (g) 0'-10' 10'-20"  20-30"  30'-40'  40-50' 50"-60' Total
Week 4 0 mg/kg 12 Mean 960.23 442.01 790.0 631.8 430.8 258.5 156.4 201.2  2468.6
S.D. 106.19 43.21 206.7 254.8 236.0 198.6 156.6 181.6 1055.5

100 mg/kg 6 Mean 922.73 419.95 602.7 414.8 303.0 207.2 181.8 147.0 1856.5

S.D. 116.10 36.70 131.1 213.7 195.6 151.8 189.9 121.5 932.4

300 mg/kg 6 Mean 929.18 420.67 798.0 550.2 585.8 357.0 198.7 1527 26423

S.D. 97.58 35.06 320.0 225.4 314.8 294.7 140.2 179.0 1190.4

1000 mg/kg 12 Mean 954.51 410.55 551.8%  382.1*  258.6 189.5 131.5 141.3 1654.7

S.D. 105.32 62.84 218.3 203.7 188.7 194.5 186.9 178.9 1083.9

R-week 2 0 mg/kg 6 Mean 1177.97 451.83 524.8 399.5 218.3 106.8 66.7 78.5 1394.7
S.D. 173.21 69.81 133.4 1121 142.7 98.7 45.8 61.0 4247

1000 mg/kg 6 Mean 1191.22 420.45 413.8 288.2 151.2 115.3 75.3 50.2 1094.0

S.D.  209.07 65.89 139.8 88.9 96.1 81.9 75.7 49.1 457.8

Week 4 : Week 4 of administration.
R-week 2 : Week 2 of recovery.
* . Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's test).
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Table 13 Body weight of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 3,4,5,6-Tetrachlorophthalimide (SR08206)

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 4 7 14 21 28 g % 7 14 g %
(6) (6) (6) (6)
0 mg/kg 12 Mean 1729 201.0 226.9 288.8 349.1 391.2 218.3  126.078 418.2 449.3 71.8 18.957
S.D. 8.2 11.2 14.3 21.1 28.2 31.9 26.3 12.590 36.0 41.9 14.2 2.823
100 mg/kg 6 Mean 175.5 204.8 231.0 296.0 3517 386.5 211.0  120.008 - - - -
S.D. 7.2 8.7 11.6 17.3 25.1 29.5 23.2 9.600 - - - -
300 mg/kg 6 Mean 175.3 205.8 233.7 294.8 346.7 379.0 203.7 116.202 - - - -
S.D. 9.5 12.3 14.6 21.7 26.8 25.9 19.8 9.776 - - - -
(6) (6) (6) (6)
1000 mg/kg 12 Mean 174.3 203.1 2304 289.3 342.6 375.3 201.1 115.419 414.8 438.7 64.8 17.185
S.D. 7.7 8.0 9.8 17.2 24.1 29.9 26.5 14.893 45.0 50.6 15.0 2.768

Values in parentheses are number of animals.
Recovery day 0 is administration day 28.
- : Blank.
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Table 14 Body weight of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 3,4,5,6-Tetrachlorophthalimide (SR08206)

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 4 7 14 21 28 g % 7 14 g %
(6) (6) (6) (6)
0 mg/kg 12 Mean 151.0 166.3 177.6 197.9 2153 2324 81.4 54.173 259.0 270.3 30.0 12.443
S.D. 8.5 8.4 8.7 11.8 14.1 16.7 15.9 11.793 19.5 203 5.5 1.895
100 mg/kg 6 Mean 1582 173.7 185.2 214.8 234.7 248.5 90.3 56.907 - - - -
S.D. 8.1 10.9 12.4 19.1 21.7 23.7 17.1 8.636 - - - -
300 mg/kg 6 Mean 1535 168.5 179.8 2013 220.7 2373 83.8 54.117 - - - -
S.D. 12.8 15.6 20.9 25.6 32.5 31.9 20.1 9.640 - - - -
(6) (6) (6) (6)
1000 mg/kg 12 Mean 1543 170.8 182.3 205.9 228.5 245.8 91.5 59.213 265.7 2743 29.2 11.935
S.D. 6.3 8.0 9.1 10.6 12.6 19.9 16.6 9.989 15.6 17.7 52 2.173

Values in parentheses are number of animals.
Recovery day 0 is administration day 28.
- : Blank.



Table 15 Food consumption of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 3,4,5,6-Tetrachlorophthalimide (SR08206)
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Number Food consumption (g/rat/day)
of Administration period (day) Recovery period (day)
Group animals 1 4 7 14 21 28 7 14
(6) (6)
0 mg/kg 12 Mean  21.25 22.69 23.67 25.95 27.74 28.52 27.23 27.92
S.D. 1.36 1.60 2.02 2.18 2.66 2.61 2.57 237
100 mg/kg 6 Mean  20.67 23.12 23.78 26.32 27.62 2747 - -
S.D. 1.37 1.43 1.93 1.73 2.45 2.65 - -
300 mg/kg 6 Mean  21.83 23.55 24.43 25.95 26.55 26.72 - -
S.D. 2.14 2.15 2.16 2.55 2.40 1.97 - -
(6) (6)
1000 mg/kg 12 Mean  20.92 22.50 23.73 25.66 26.77 26.43 27.22 27.00
S.D. 1.56 1.08 1.58 1.77 1.89 2.38 2.95 2.85

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



Table 16 Food consumption of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 3,4,5,6-Tetrachlorophthalimide (SR08206)
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Number Food consumption (g/rat/day)
of Administration period (day) Recovery period (day)
Group animals 1 4 7 14 21 28 7 14
(6) (6)
0 mg/kg 12 Mean  17.08 17.69 17.92 18.18 18.24 19.24 19.73 19.62
S.D. 2.19 1.16 1.08 1.22 1.49 1.54 1.60 1.87
100 mg/kg 6 Mean  20.50% 18.95 19.60 20.87*%%  20.17 20.57 - -
S.D. 2.17 1.55 1.44 2.09 1.77 1.93 - -
300 mg/kg 6 Mean 18.50 18.05 18.50 18.87 18.80 20.02 - -
S.D. 3.27 2.13 2.88 2.75 2.85 2.84 - -
(6) (6)
1000 mg/kg 12 Mean  18.33 18.41 18.83 19.43 19.94 20.74 20.33 20.65
S.D. 1.83 1.15 0.90 1.19 1.50 2.51 1.48 2.20

Values in parentheses are number of animals.

* : Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's test).
** . Significantly different from the 0 mg/kg group at p =0.01 (Dunnett's test).
- : Blank.
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Table 17  Urinary findings of male rats in 28-day repeated dose oral toxicity study of 3,4,5,6-Tetrachlorophthalimide (SR08206)

Number Ketone Urobili- Bili-

of pH Protein Glucose body nogen rubin Occult blood
Group animals 80 85 - + 1+ 2+ - - 0.1 EU/dL - - +
0 mg/kg 12 0 12 0 3 8 1 12 12 12 12 10 2
100 mg/kg 6 2 4 0 2 4 0 6 6 6 6 6 0
300 mg/kg 6 1 5 1 2 3 0 6 6 6 6 6 0
1000 mg/kg 12 2 10 1 4 7 0 12 12 12 12 11 1

Urine

Number Specific gravity volume

of Color 1.021-1.031- 1.041- (mL/21hr,
Group animals A 1.030 1.040 1.050 mean£S.D.)
0 mg/kg 12 12 3 2 7 18.04 +7.34
100 mg/kg 6 6 0 4 2 16.17 + 1.86
300 mg/kg 6 6 0 3 3 1533+£3.92
1000 mg/kg 12 12 o 7 5 15.17 £ 3.90

Values are number of animals with findings.
- ; Normal, £ ; Slight, 1+ ; Moderate, 2+ ; Severe.
Color : A; Pale yellow or yellow.
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Table 18

Urinary findings of female rats in 28-day repeated dose oral toxicity study of 3,4,5,6-Tetrachlorophthalimide (SR08206)

Number Ketone Urobili- Bili- Occult
of pH Protein Glucose body nogen rubin blood
Group animals 7.5 8.0 85 - + 1+ 2+ - - 0.1 EU/L - - +
0 mg/kg 12 1 2 9 5 6 1 0 12 12 12 12 10 2
100 mg/kg 6 0 2 4 3 2 0 1 6 6 6 6 6 0
300 mg/kg 6 0 2 4 0 3 3 0 6 6 6 6 5 1
1000 mg/kg 12 1 3 8 2 8 1 1 12 12 12 12 11 1
Urine
Number Specific gravity volume
of Color 1.011- 1.021- 1.031- 1.041- 1.050< (mL/21hr,
Group animals A 1.020 1.030 1.040 1.050 mean=S.D.)
0 mg/kg 12 12 11 36 1 10.88 +4.73
100 mg/kg 6 6 0o 1 4 0 1 14.25 + 6.48
300 mg/kg 6 6 0 0 2 3 1 10.83+3.64
1000 mg/kg 12 12 0 3 5 4 0 13.83 £4.38

Values are number of animals with findings.
- ; Normal, £ ; Slight, 1+ ; Moderate, 2+ ; Severe.
Color : A; Pale yellow or yellow.
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Table 19  Urinary findings of male rats in 14-day recovery study following 28-day repeated oral dose of 3,4,5,6-Tetrachlorophthalimide (SR08206)

Number Ketone Urobili- Bili- Occult
of pH Protein Glucose body nogen rubin blood
Group animals 80 85 - + 1+ 2+ - - 0.1 EU/dL - - +
0 mg/kg 6 3 3 0 0 4 2 6 6 6 6 6 0
1000 mg/kg 6 1 5 0 0 3 3 6 6 6 6 5 1
Urine
Number Specific gravity volume
of Color 1.011- 1.021- 1.031- 1.041- 1.050< (mL/21hr,
Group animals A 1.020 1.030 1.040 1.050 mean+S.D.)
0 mg/kg 6 6 1 1 1 1 2 24.42 £ 16.52
1000 mg/kg 6 6 0 0 1 4 1 13.50+ 5.59

Values are number of animals with findings.
- ; Normal, + ; Slight, 1+ ; Moderate, 2+ ; Severe.
Color : A; Pale yellow or yellow.
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Table 20  Urinary findings of female rats in 14-day recovery study following 28-day repeated oral dose of 3,4,5,6-Tetrachlorophthalimide (SR08206)

Number Ketone Urobili- Occult
of pH Protein Glucose body nogen blood
Group animals 60 65 70 80 85 + 1+ 2+ - - 0.1 EU/dL -
0 mg/kg 6 2 0 1 2 1 4 2 0 6 6 6 6
1000 mg/kg 6 0 1 0 1 4 2 2 1 6 6 6 6
Urine
Number Specific gravity volume
of Color 1.021- 1.031- 1.041- 1.050< (mL/21hr,
Group animals A 1.030 1.040 1.050 mean=S.D.)
0 mg/kg 6 6 12 2 1 9.67 +4.68
1000 mg/kg 6 6 1 1 2 2 12.08 £ 6.59

Values are number of animals with findings.
- ; Normal, + ; Slight, 1+ ; Moderate, 2+ ; Severe.
Color : A; Pale yellow or yellow.
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Table 21  Hematological findings of male rats in 28-day repeated dose oral toxicity study of 3,4,5,6-Tetrachlorophthalimide (SR08206)

Number
of RBC HCT HGB MCV MCH MCHC WBC Platelet
Group animals 10%/uL % g/dL fL pg g/dL 10%/uL 10%/uL
0 mg/kg 6 Mean 830.5 46.50 16.02 56.10 19.32 34.48 107.97 124.77
S.D. 34.1 1.33 0.25 3.44 0.78 0.73 15.86 20.97
100 mg/kg 6 Mean 842.3 46.97 16.28 55.80 19.35 34.68 107.60 124.32
S.D. 28.2 1.24 0.40 2.02 0.67 0.53 21.85 7.77
300 mg/kg 6 Mean 852.7 47.63 16.55 55.88 19.42 34.73 116.20 130.38
S.D. 29.8 1.62 0.58 1.77 0.40 0.53 25.35 17.19
1000 mg/kg 6 Mean 848.8 47.52 16.73* 55.98 19.72 35.23 116.45 131.88
S.D. 15.1 1.45 0.51 1.24 0.40 0.33 27.19 8.68

* : Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test). (to be continued)
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Table 21  Hematological findings of male rats in 28-day repeated dose oral toxicity study of 3,4,5,6-Tetrachlorophthalimide (SR08206) (continued)

Number Reticulo- Differential count of WBC (10°/uL)
of cyte PT APTT Lympho-
Group animals % sec sec Neutrophil Eosinophil Basophil Monocyte CYt€
0 mg/kg 6 Mean 4.493 17.73 25.63 15.23 0.97 0.03 2.52 89.22
S.D. 0.698 0.90 1.42 5.24 0.37 0.05 0.59 16.83
100 mg/kg 6 Mean 3.785 18.82 25.65 15.38 1.27 0.07 3.13 87.75
S.D. 0.647 1.77 1.35 5.83 0.59 0.05 0.74 17.98
300 mg/kg 6 Mean 4.108 20.85 27.25 13.95 0.93 0.02 2.53 98.77
S.D. 0.449 3.89 1.09 2.74 0.31 0.04 1.04 22.52
1000 mg/kg 6 Mean 3.758 19.78 26.53 14.85 1.12 0.05 2.22 98.22

S.D. 0.583 1.37 1.85 8.70 0.46 0.05 0.78 17.80
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Table 22 Hematological findings of female rats in 28-day repeated dose oral toxicity study of 3,4,5,6-Tetrachlorophthalimide (SR08206)

Number
of RBC HCT HGB MCV MCH MCHC WBC Platelet
Group animals 10%/uL % g/dL fL pg g/dL 10%/uL 10%/uL
0 mg/kg 6 Mean 826.5 45.05 16.10 54.50 19.48 35.73 77.63 115.22
S.D. 20.5 1.71 0.64 1.45 0.52 0.48 26.39 10.11
100 mg/kg 6 Mean 831.3 45.50 16.15 54.70 19.42 35.50 72.53 122.40
S.D. 21.0 2.32 0.69 1.68 0.41 0.46 19.45 11.54
300 mg/kg 6 Mean 824.3 44.08 15.75 53.50 19.12 35.75 73.62 117.83
S.D. 35.8 1.79 0.56 1.70 0.53 0.54 23.87 8.89
1000 mg/kg 6 Mean 830.5 44.82 15.97 54.00 19.23 35.62 80.00 116.55
S.D. 35.7 1.18 0.56 1.38 0.31 0.44 26.97 20.42

(to be continued)



Table 22 Hematological findings of female rats in 28-day repeated dose oral toxicity study of 3,4,5,6-Tetrachlorophthalimide (SR08206) (continued)
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Number Reticulo- Differential count of WBC (10°/uL)
of cyte PT APTT Lympho-
Group animals % sec sec Neutrophil Eosinophil Basophil Monocyte CYt€
0 mg/kg 6 Mean 3.070 17.33 20.52 9.37 1.08 0.00 1.62 65.57
S.D. 0.772 0.56 0.98 1.28 0.41 0.00 0.63 26.36
100 mg/kg 6 Mean 2.895 17.62 20.02 8.45 1.15 0.03 1.50 61.40
S.D. 0.557 0.44 0.65 2.37 0.54 0.05 0.65 18.87
300 mg/kg 6 Mean 3.327 16.87 20.15 11.48 1.30 0.00 1.42 59.42
S.D. 0.366 0.55 0.81 5.68 0.64 0.00 0.66 22.08
1000 mg/kg 6 Mean 3.050 16.88 19.10* 12.62 1.53 0.00 1.65 64.20
S.D. 0.819 0.58 0.94 7.47 0.61 0.00 0.90 19.27

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



Table 23  Hematological findings of male rats in 14-day recovery study following 28-day repeated oral dose of 3,4,5,6-Tetrachlorophthalimide (SR08206)
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Number
of RBC HCT HGB MCV MCH MCHC WBC Platelet
Group animals 10%/uL % g/dL fL pg g/dL 10%/uL 10%/uL
0 mg/kg 6 Mean 906.8 46.27 16.68 51.02 18.40 36.07 105.43 114.70
S.D. 17.1 1.47 0.68 0.93 0.53 0.57 22.01 11.82
1000 mg/kg 6 Mean 910.8 45.88 16.48 50.42 18.10 35.90 134.00 122.63
S.D. 333 0.52 0.32 1.73 0.42 0.55 45.10 8.96
Number Reticulo- Differential count of WBC (102/ pl)
of cyte PT APTT Lympho-
Group animals % sec sec Neutrophil Eosinophil Basophil Monocyte cyte
0 mg/kg 6 Mean 3.330 18.98 26.62 12.03 1.08 0.00 3.38 88.93
S.D. 0.730 1.77 2.28 3.60 0.58 0.00 1.45 20.16
1000 mg/kg 6 Mean 3.345 19.75 26.92 13.30 1.78 0.07 4.12 114.73

S.D. 0.464 2.06 1.82 3.40 0.65 0.05 0.95 41.40




Table 24  Hematological findings of female rats in 14-day recovery study following 28-day repeated oral dose of 3,4,5,6-Tetrachlorophthalimide (SR08206)
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Number
of RBC HCT HGB MCV MCH MCHC WBC Platelet
Group animals 10%/uL % g/dL fL pg g/dL 10%/uL 10%/uL
0 mg/kg 6 Mean 856.3 44.12 15.82 51.58 18.50 35.82 91.07 119.03
S.D. 41.6 1.24 0.68 2.05 0.41 0.83 36.88 14.80
1000 mg/kg 6 Mean 852.5 43.92 15.90 51.55 18.65 36.23 85.93 124.27
S.D. 26.1 1.37 0.49 1.55 0.41 0.63 35.60 19.87
Number Reticulo- Differential count of WBC (102/ pl)
of cyte PT APTT Lympho-
Group animals % sec sec Neutrophil Eosinophil Basophil Monocyte cyte
0 mg/kg 6 Mean 3.402 17.68 19.55 9.77 1.68 0.02 2.50 77.10
S.D. 1.069 0.44 1.56 5.57 1.14 0.04 1.37 29.61
1000 mg/kg 6 Mean 3.022 17.60 18.92 10.62 0.97 0.02 237 71.97

S.D. 0.593 0.74 1.39 4.48 0.23 0.04 0.67 36.76
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Table 25 Biochemical findings of male rats in 28-day repeated dose oral toxicity study of 3,4,5,6-Tetrachlorophthalimide (SR08206)

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, ay B ¥ 1IU/L 1U/L 1IU/L 1U/L mg/dL
0 mg/kg 6 Mean 5.45 2.878 1.125 52.83 20.25 7.52 15.65 3.75 66.3 26.0 631.3 0.38 0.052
S.D. 0.29 0.171 0.110 2.39 2.97 0.75 0.72 0.57 7.8 3.6 199.3 0.17 0.013
100 mg/kg 6 Mean 5.47 2.910 1.142 53.32 21.43 6.93 14.67 3.65 76.8 27.0 647.8 0.50 0.050
S.D. 0.19 0.133 0.057 1.21 2.38 0.58 0.69 0.87 13.2 4.1 190.5 0.14 0.009
300 mg/kg 6 Mean 5.52 2.918 1.127 52.98 21.10 7.15 15.53 3.23 64.7 222 704.3 0.50 0.050
S.D. 0.12 0.092 0.072 1.57 2.10 0.77 0.56 0.58 5.4 2.1 193.8 0.11 0.019
1000 mg/kg 6 Mean 5.65 2.962 1.107 52.48 22.02 6.97 14.63 3.90 66.2 25.8 677.7 0.45 0.043
S.D. 0.16 0.094 0.036 0.74 1.05 0.29 0.90 0.92 6.9 3.9 121.3 0.14 0.014

(to be continued)
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Table 25 Biochemical findings of male rats in 28-day repeated dose oral toxicity study of 3,4,5,6-Tetrachlorophthalimide (SR08206) (continued)

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 mEq/L mg/dL mg/dL
0 mg/kg 6 Mean 166.7 50.8 49.7 11.87 0.497 144.0 4.882 106.2 9.82 8.48
S.D. 16.6 42 15.0 1.95 0.058 1.5 0.164 0.8 0.21 0.43
100 mg/kg 6 Mean 159.0 50.5 40.0 12.97 0.502 1443 4.907 106.7 9.65 8.37
S.D. 19.5 4.3 15.7 1.09 0.019 0.5 0.327 1.0 0.14 0.56
300 mg/kg 6 Mean 161.0 48.0 45.8 12.55 0.503 1443 4.937 107.3 9.75 8.07
S.D. 11.9 7.0 10.4 1.31 0.041 0.5 0.156 1.2 0.30 0.64
1000 mg/kg 6 Mean 161.3 56.0 48.0 13.57 0.503 144.2 4.950 106.7 9.83 8.25
S.D. 13.8 11.0 12.1 2.03 0.047 1.2 0417 1.0 0.26 0.73




Table 26  Biochemical findings of female rats in 28-day repeated dose oral toxicity study of 3,4,5,6-Tetrachlorophthalimide (SR08206)

_89_

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, ay B ¥ 1IU/L 1U/L 1IU/L 1U/L mg/dL
0 mg/kg 6 Mean 5.82 3.267 1.280 56.12 18.47 7.18 14.02 422 153.2 332 4233 0.63 0.065
S.D. 0.18 0.136 0.068 1.32 1.66 0.53 0.86 0.80 78.2 8.2 129.5 0.23 0.021
100 mg/kg 6 Mean 6.00 3.338 1.255 55.63 19.22 7.10 14.37 3.68 75.0 257 3237 0.50 0.062
S.D. 0.25 0.199 0.064 1.26 1.48 0.72 0.94 0.40 12.1 2.8 75.1 0.21 0.019
300 mg/kg 6 Mean 6.15 3.477 1.308 56.53 18.52 6.75 14.27 3.93 82.5 25.2 341.5 0.70 0.063
S.D. 0.35 0.238 0.105 2.06 2.03 0.39 0.74 0.58 413 6.4 117.9 0.21 0.010
1000 mg/kg 6 Mean 5.77 3.238 1.287 56.15 16.87 7.40 15.52* 4.07 88.0 245 447.8 0.70 0.073
S.D. 0.21 0.177 0.114 2.21 2.77 0.88 1.02 0.63 54.1 6.2 110.7 0.24 0.018

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



Table 26  Biochemical findings of female rats in 28-day repeated dose oral toxicity study of 3,4,5,6-Tetrachlorophthalimide (SR08206) (continued)
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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 mEq/L mg/dL mg/dL
0 mg/kg 6 Mean 127.3 59.8 10.3 14.50 0.562 141.3 4.462 106.3 9.58 6.23
S.D. 10.2 5.4 1.6 1.91 0.038 1.4 0.247 1.5 0.15 0.39
100 mg/kg 6 Mean 131.2 59.2 14.2 14.52 0.530 140.2 4.697 105.2 9.77 6.60
S.D. 11.3 14.4 8.8 291 0.024 1.2 0.234 1.7 0.28 0.67
300 mg/kg 6 Mean 134.0 658 9.2 15.17 0.570 140.7 4.348 105.3 9.65 6.63
S.D. 14.8 10.4 22 0.82 0.058 1.2 0.201 1.5 0.30 0.56
1000 mg/kg 6 Mean 130.0 72.0 11.3 15.40 0.537 141.2 4.453 105.8 9.62 6.80

S.D. 114 7.0 27 233 0.036 0.8 0.206 0.8 0.25 041
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Table 27 Biochemical findings of male rats in 14-day recovery study following 28-day repeated oral dose of 3,4,5,6-Tetrachlorophthalimide (SR08206)

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, ay B ¥ 1IU/L 1U/L 1IU/L 1U/L mg/dL
0 mg/kg 6 Mean 5.70 2.905 1.047 51.05 22.67 7.20 15.25 3.83 70.7 30.3 627.8 0.37 0.072
S.D. 0.21 0.121 0.081 1.91 1.92 0.33 0.67 0.73 7.2 4.1 99.9 0.19 0.008
1000 mg/kg 6 Mean 5.72 2.955 1.080 51.75 22.80 7.20 15.00 3.25 63.8 27.0 571.8 0.32 0.087
S.D. 0.17 0.158 0.129 2.93 2.00 0.28 1.36 0.29 6.3 3.8 145.3 0.12 0.023
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 mEq/L mEqg/L mEq/L mg/dL mg/dL
0 mg/kg 6 Mean 187.5 493 56.3 14.90 0.565 141.3 4.920 105.0 9.28 7.38
S.D. 16.5 59 17.2 1.76 0.028 2.0 0.138 2.0 0.28 0.37
1000 mg/kg 6 Mean 166.7* 50.3 55.7 14.10 0.553 1423 4.792 106.2 9.37 7.25
S.D. 144 11.3 15.5 1.30 0.024 1.5 0.369 1.7 0.08 0.23

* . Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).
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Table 28

Biochemical findings of female rats in 14-day recovery study following 28-day repeated oral dose of 3,4,5,6-Tetrachlorophthalimide (SR08206)

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, ay B ¥ 1IU/L 1U/L 1IU/L 1U/L mg/dL
0 mg/kg 6 Mean 6.15 3.467 1.290 56.25 18.00 6.25 14.60 4.90 64.0 26.3 276.8 0.80 0.117
S.D. 0.40 0.340 0.110 2.15 1.93 0.50 1.26 1.00 10.3 33 77.7 0.20 0.027
1000 mg/kg 6 Mean 6.12 3.423 1.272 55.88 18.23 6.35 14.87 4.67 64.3 27.7 257.5 0.77 0.108
S.D. 0.44 0.379 0.156 2.99 1.16 0.63 1.71 0.61 5.6 4.6 44.0 0.24 0.034
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 mEq/L mEqg/L mEq/L mg/dL mg/dL
0 mg/kg 6 Mean 153.7 62.3 17.7 15.90 0.620 142.5 4.467 107.3 9.47 5.37
S.D. 21.8 18.0 11.4 1.57 0.041 1.0 0.194 1.6 0.43 0.63
1000 mg/kg 6 Mean 1412 61.8 17.5 16.07 0.612 142.5 4.498 106.7 9.43 5.53
S.D. 16.8 114 9.0 3.41 0.057 1.0 0.308 1.4 0.30 0.83
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Table 29  Gross findings of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 3,4,5,6-Tetrachlorophthalimide (SR08206)

Period End of administration End of recovery
Group Control  3,4,5,6-Tetrachlorophthalimide Control  3,4,5,6-Tetrachlorophthalimide
Dose (mg/kg) 0 100 300 1000 0 1000
Number of animals examined 6 6 6 6 6 6
No abnormal findings 6 6 5 6 5 6
Organ : Findings
Ileum : Diverticulum 0 0 | 0 0 0
Testis : Atrophy, unilateral 0 0 0 0 1 0
Epididymis : Atrophy, unilateral 0 0 0 0 1 0

Values are expressed as the number of animals.
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Table 30  Gross findings of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 3,4,5,6-Tetrachlorophthalimide (SR08206)

Period End of administration End of recovery
Group Control  3,4,5,6-Tetrachlorophthalimide Control  3,4,5,6-Tetrachlorophthalimide
Dose (mg/kg) 0 100 300 1000 0 1000
Number of animals examined 6 6 6 6 6 6
No abnormal findings 6 6 5 6 6 6
Organ : Findings
Uterine horn : Cyst, unilateral 0 0 1 0 0 0

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 study of 3,4,5,6-Tetrachlorophthalimide (SR08206)

Number Body
of weight Liver Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 107
0 mg/kg 6 Mean 3742 11.618 3.107 2.792 0.747 0.810 0.215 1.273 0.342 2.118 0.568 11.17 2.980
S.D. 26.1 0.850 0.100 0.275 0.048 0.138 0.032 0.179 0.044 0.053 0.042 1.60 0.316
100 mg/kg 6 Mean 356.7 10.242 2.875++ 2.780 0.780 0.687 0.192 1.260 0.353 2177 0.613 10.52 2.940
S.D. 26.5 0.599 0.078 0.259 0.046 0.111 0.024 0.128 0.027 0.084 0.048 1.74 0.327
300 mg/kg 6 Mean 34938 10.820 3.087 2.727 0.778 0.682 0.195 1.265 0.360 2.090 0.602 10.30 2.945
S.D. 25.6 1.289 0.182 0.349 0.069 0.129 0.034 0.165 0.030 0.087 0.041 1.15 0.246
1000 mg/kg 6 Mean 346.0 10.363 2.987 2.575 0.743 0.685 0.195 1.153 0.333 2.122 0.617 9.65 2.793
S.D. 21.8 1.445 0.275 0.355 0.067 0.090 0.018 0.126 0.027 0.012 0.043 1.00 0.254
Number
of Thymus Thyroid Adrenal Testis Epididymis Prostate Seminal vesicle
Group animals mg 107% mg 107% mg 107% g % g Yo mg 107% g %
0 mg/kg 6 Mean 680.3 182.632 21.15 5.627 59.2 15.750 3.112 0.835 0.770 0.208 418.0 112.675 1.278 0.342
S.D. 143.8 40.512 4.15 0.889 10.2 1.996 0.283 0.064 0.050 0.016 50.0 20417 0.403 0.111
100 mg/kg 6 Mean 5777 161.838 17.40 4.888 57.0 15.932 3.230 0.907 0.850* 0.240%*  460.2 128.585 1.428 0.402
S.D. 119.2 30.844 2.58 0.715 8.6 1.733 0.137 0.048 0.036 0.014 1014 22.467 0.172 0.045
300 mg/kg 6 Mean 5643 160.943 19.67 5.578 56.3 16.072 3.018 0.867 0.762 0.217 396.5 113.022 1.430 0.408
S.D. 92.5 20.546 5.26 1.232 12.1 3.066 0.185 0.059 0.057 0.015 75.9 17.851 0.170 0.047
1000 mg/kg 6 Mean 552.0 159.175 17.63 5.125 58.5 16.868 3.122 0.907 0.750 0.218 3843 109.950 1.153 0.332
S.D. 81.7 17.835 2.72 0.916 12.9 3.321 0.164 0.098 0.068 0.015 99.2 23.646 0.153 0.031

* : Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).
** : Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
++ : Significantly different from the 0 mg/kg group at p=0.01 (Mann-Whitney's U-test).
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Table 32 Absolute and relative organ weights of female rats in 28-day repeated dose oral toxicity study of 3,4,5,6-Tetrachlorophthalimide (SR08206)

Number Body
of weight Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 107
0 mg/kg 6 Mean 2103 6.107 2.905 1.617 0.772 0.470 0.225 0.765 0.363 1.947 0.930 12.00 5.738
S.D. 14.0 0.427 0.090 0.107 0.056 0.044 0.027 0.047 0.037 0.034 0.064 1.66 0.948
100 mg/kg 6 Mean 2327 7.040 3.023 1.825 0.785 0.470 0.203 0.850 0.365 1.908 0.827 12.60 5.452
S.D. 20.8 0.732 0.117 0.164 0.054 0.054 0.023 0.129 0.033 0.050 0.082 1.49 0.830
300 mg/kg 6 Mean 2225 6.813 3.053 1.715 0.775 0.432 0.193 0.857 0.388 1.857 0.847 12.22 5.577
S.D. 313 1.297 0215 0217 0.057 0.106 0.033 0.108 0.016 0.054 0.126 2.36 1.306
1000 mg/kg 6 Mean 2323 6.968 2.998 1.860 0.800 0518 0223 0.820 0353 1.935 0.837 13.52 5.812
S.D. 232 0.740 0.091 0.184 0.024 0.060 0.026 0.055 0.029 0.120 0.046 333 1.355
Number
of Thymus Thyroid Adrenal Ovary Uterus
Group animals mg 107% mg 107% mg 107% mg 107% g %
0 mg/kg 6 Mean 4145 197355 15.13 7.258 68.8 32.777 99.8 47.417 0.540 0.258
S.D. 89.7 40.924 3.20 1.916 52 2.291 12.1 4.061 0.204 0.097
100 mg/kg 6 Mean 4842 207.175 12.87 5.598 71.2 30.395 108.5 47.100 0.383 0.168
S.D. 86.5 20.780 1.39 0.982 15.9 4.844 8.0 6.818 0.052 0.024
300 mg/kg 6 Mean 4567 204.827 14.65 6.632 73.2 32.518 91.5 41.155 0475 0218
S.D. 97.4 29.811 3.07 1.331 19.2 4.906 153 3.467 0.131 0.070
1000 mg/kg 6 Mean 5437 234.677 15.08 6.575 68.8 29.877 95.5 41.247 0.425 0.185
S.D. 116.7 48.650 2.33 1.448 9.8 5.267 93 3.820 0.071 0.035
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Table 33  Absolute and relative organ weights of male rats in 14-day recovery study following 28-day repeated oral dose of 3,4,5,6-Tetrachlorophthalimide (SR08206)
Number Body
of weight Liver Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 107
0 mg/kg 6 Mean 4157 11.752 2.817 2.853 0.685 0.640 0.155 1.333 0.320 2.100 0.507 11.30 2.717
S.D. 38.9 1.667 0.170 0.422 0.054 0.093 0.023 0.157 0.022 0.109 0.054 1.60 0.272
1000 mg/kg 6 Mean 411.0 11415 2.755 2.823 0.688 0.715 0.172 1.388 0.340 2.147 0.527 11.15 2.717
S.D. 47.6 2.331 0.284 0.341 0.055 0.129 0.019 0.150 0.035 0.114 0.061 1.54 0.272
Number
of Thymus Thyroid Adrenal Testis Epididymis Prostate Seminal vesicle
Group animals mg 107% mg 10°% mg 107% g % g % mg 10°% g %
0 mg/kg 6 Mean 5045 121.367 2222 5332 62.7 15.208 3.170 0.763 1.033 0.248 514.7 123.497 1.377 0.332
S.D. 62.7 9.865 4.10 0.694 6.6 2.300 0.400 0.064 0.127 0.018 103.9 20.354 0.292 0.071
1000 mg/kg 6 Mean 631.0 151.785+ 20.22 4.948 52.5 12.753* 3.177 0.782 1.087 0.265 463.2 113.597 1.548 0.385
S.D. 1944 34.056 3.39 0.813 9.3 1.346 0.197 0.090 0.123 0.030 79.9 23.153 0.215 0.090

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

+ : Significantly different from the 0 mg/kg group at p=0.05 (Mann-Whitney's U-test).
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Table 34  Absolute and relative organ weights of female rats in 14-day recovery study following 28-day repeated oral dose of 3,4,5,6-Tetrachlorophthalimide (SR08206)

Number Body
of weight Liver Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 107
0 mg/kg 6 Mean 25438 7.098 2.792 1.877 0.738 0.523 0.205 0.908 0.355 1.978 0.782 14.00 5.537
S.D. 18.1 0.540 0.206 0.153 0.057 0.105 0.036 0.083 0.015 0.066 0.080 1.17 0.824
1000 mg/kg 6 Mean 2587 7.088 2.735 1.892 0.732 0512 0.197 0.908 0.352 1.970 0.765 13.00 5.052
S.D. 17.9 0.936 0.244 0.256 0.082 0.049 0.021 0.076 0.031 0.073 0.054 1.47 0.760
Number
of Thymus Thyroid Adrenal Ovary Uterus
Group animals mg 107% mg 10°% mg 107% mg 10°% g %
0 mg/kg 6  Mean 4347 170.023 16.02 6.297 79.3 31.253 104.2 40.992 0.655 0.262
S.D. 74.1 21.343 1.29 0.440 7.1 3.378 10.6 4.644 0.217 0.099
1000 mg/kg 6 Mean 4025 156.068 15.98 6.217 79.0 30.517 96.8 37.478 0.575 0.228
S.D. 51.8 21.169 2.24 1.127 14.1 4.596 10.0 3.322 0.291 0.132




Table 35 Histopathological findings of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 3,4.5,6-Tetrachlorophthalimide (SR08206)

End of administration End of recovery
Item Group 0 mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg 0 mg/kg 1000 mg/kg
Number of animals examined 6 0 1 6 6 6
Organ: Findings Grade
lNeum: Diverticulum + 0 - 1 0 0 0
Liver: Microgranuloma + 3 - - 3 3 5
Kidney: Regeneration, tubular epithelium + 1 - - 3 2 2
Hyaline droplet, proximal tubular epithelium + 0 - - 2 1 1
Testis: Atrophy, seminiferous tubule + 0 - - 0 1 0
Epididymis: Decrease, spermatozoa + 0 - - 0 1 0
Prostate: Cellular infiltration, inflammatory cell + 1 - - 0 2 1
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Values are number of animals with findings.
-: Blank.
Grade; +: slight change.
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Table 36 Histopathological findings of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of 3,4.5,6-Tetrachlorophthalimide (SR08206)

End of administration

End of recovery

Item Group 0 mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg 0 mg/kg 1000 mg/kg
Number of animals examined 6 0 1 6 6 6
Organ: Findings Grade
Lung: Metaplasia, osseous, alveoli + 0 - - 1 0 0
Liver: Microgranuloma + 3 - - 2 3 4
Fatty change, periportal + 0 - - 1 0 0
Kidney: Regeneration, tubular epithelium + 1 - - 0 0 0
Uterus: Cyst + 0 - 1 0 0 0

Values are number of animals with findings.

-: Blank.
Grade; +: slight change.
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