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T, 20°CLUT T Ar L, SRR T RICBESE L7,

MEEB B LOWMELE
(DAST Jsce ik
@ALT Jsce &
@FNVHUFRRAT 7 H#—FE(ALP)  JSCC i
@y —GTP Ly NHIN-3-HNRF-4-=bua7= R
Bk
& 72— Z (Glucose) Y P
®¥a 21 AF 1z —,L (T-Cho) [
@rUZ7VEY RTG) Wl 7 ) o — LR e
@B UL (T-Bil) FTYEY LY
@IRFZEFH (IN) L7 —¥-GLDH Ik
W7 L7 F = (Crea) Jaffe £
@+ K~ VY v Na) A A B R EM (ISE) &
@BV T LK A Z &R EM (ISE) i
@7 a—(C1) A F 2 BAREMR (ISE) 1%
@7 L (Ca) OCPC 1£
Y (1P) Fiske—Subba Row &
WisEH (TP) B Ly MME
W& 1147 (Protein fraction) Tarn—RAT 75— MMEERIKE)NE
(®A/G . (A/G ratio) EESE I Y HEE
97 /7 3 > (Albumin) WEAEEASHE LY EL
D~® BHEIOEZE 7080, HinA T 7 /ad—R
O~ BEBXRIKENLERE AES320, =54V /8%
ki
IE~S =il
e 117 cB5 28 ROERHHWIIEIE 14 BOZBIZHER L7,
WM& ARARABIERL T UBEE T CERME . I X S
B O MR T ARAICEE L, £/ 0L PO - ik % 10%
AR L~ U IRIZEE R LT, 2B, IRERES L O N— & —
JRIIF ey FY VIRTEE REL BRI OBE EEII T 7 vk
THEHE. 710% & /) —)VIZREEFE LT, oW TIREER 2 EA%
REBEELE. EAOLABEIZONVTIE. FHIE LTEEEHE
TE - RIELT,
=y ka4 DR, /DB S ONERE) . TEME, BFEE, MR, FRIR, &/

R, BIE, DB, O, E. RE. W OITIR. FREL. TR, =
W UG (O = VAR Z2ETe)  BME, G, ENG. IBRHELD > 3Ei,
BT U o L R, Bh, B, BERE, R, MR AR,
W EEREI) MR, 2. B IRER, ~—F—R. KEE(F
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BiEie, A), BEHREL X UORIRMET A OF TR & OB 7
E¥e, 15 mg/kg BEOME 1 BlOROE 1 RIEREES L O EE RO X HREE
DO 1 HDOEIFOREE),

10) &EEEHE

I =

i3:2] s R IRE

WET7iE s BB EM KL (BR-180A, #Alotk =— 7 K+ T 1) HZHWT
UTOREBEOHERELZRE L, EAOHII/EIZOWVWTIE, £HG
b¥THlEL:,

M EEOHH PO M EEREH L,

om0 oo ()

FEXTHEE (%) i A R (2) X 100

B4 D, FERMAE, BRAR. B, MERE. PR, ATER. e, iR, RBE.

FEE BN, IR, RBEGEERET) . IR, 78
11) JHFARRS AR A

ik D BB I E - R A7 L 72 2RO 28R E - MRS oW CEAESRLE T2
L. SHBEES & O RRE OBz > Tk LTz,
TR A B AU RARAY B EEAT I DWW T H 8RR L 72,
B, BHROKER, WBRYWEEREGOEELEZ LD BIRO HEEE
IMENERD BT, HEZ W T OB 5ROV T L 2 FIETR
L7,

R ik XTI CEABEBEY L, N b F T Y s U Y BB AR R R
B THEMR LT, E7o. HEIZOUWTHTE 2 41 (No. 104, 105, 203,
206, 302, 303, 402, 104, 108, 111, 411, 412) DEEIZ SV TH
an~ 7 BT Y UPURIC L D R A LT,

5. #EtEMAE

BB IIEEE OB & &Y THEH LT,

B, HRESR. RE, AEENES JOWMNER, R, RE, LREOVRE. MK
(LS HIRE 26T DA E B3 LU E B ORGEIZ W T TAMB LOEEREEEFHE L.
Bartlett ORMREEIZ L 0 Eor e & T L7z, F08 (p>0.05) OIFEIE— AL E /3 8ot
BT L. RESE(p=0.05) OBA1E Kruskal-Wallis OMEETHET L,  TAES
BT OFER, AEAENA LGS (p=0. 10) X Dunnett OREILEE H W CTHRMEE L O
21T > 72, Kruskal-Wallis {EORHTOFER, AEENA LGS (p=0.10) %
Mann-Whitney @ U-RREEZ AV IREE & O AT o 72,
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MR — IR BB B0 L OMEREM A OB | IR O EMERIIE 1 36 X UNUR L E 0D i
[Z DWW T Kruskal-Wallis ORREE THEIT L A EZENA ONHE (p=0. 10) (ZMann—Whitney
D U-EkEZ AW THIREEE OB A T 72,

RTERE L OHBREIC OV TIE, AEA%EL 5% & Lz,

2B, REHENFIEICET 5 3 or 5% % INDIVIDUAL DATA O BERIZRT,

\
/

=P
iy

519

1. —hiKEE

—fIRBED AR A Table 1 XX T2, INDTVIDUAL DATA 1-1-1~1-2-4 {Z7RT,
¥ G- ]

BARGREDOMEF 71T TR S 2 WIALM E R O BT A HOL S PIsMT ik, BRIER
Do hot, TOWEIL, BEETEARNIENS, BETHA h T a3 oihic B
L7 b &Il L7z,

GGl ul

KRB IO 250 mg/kg BEDREME & B IZHAIIFED ben oz,

2. FHMT— KB

FEA 72 — IR AEEI 2R DO AU % Table 3~8, INDIVIDUAL DATA 2-1-1~4-14-2 {2/,

[ % 5-HiH ]

BRI L O IR GIEOHEME & & IC W T ORERICO A BIEHEB IO RIS L TR
IRATTRO LT R, B H D WIMTHRFEOMBITH AN RRTFITRD b o7,
[EIE 1]

250 mg/kg FEDHEME L HIZWTHLORERIC O AEEERICERERETRD T, #HE
T H 5 WIFTHRF EOMBITHENRBRE TR D bninoT,

3. HEERE
HEEME O % Table 9~12, INDIVIDUAL DATA 5-1-1~6-4-2 {Z/R"¢,
(#2518 ]
R A REEBI G L OB R IEE) & Tk, SHGHOMREE b IT3HREE & ik LT
BEREIIFED L2 h 2Tz,
ETIE, 15 mg/kg HOMETRIKICH B R EDNRD -, HEKFEOR2NE TS
., EMHEFHERIT RV EHBT L,
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[lali8 2 3]

FIB RT3 5 R IEB) S L O T, 250 mg/kg BEDOHEME & b ICHERE(LIZRD S
IR o T,

B FEE & T, 250 mg/keg FEOME THIERIAE 0-10IZ O LA BRIEMEN RO b, &
R THICIEEED SN TV RWAEBETHDL Z &, o, Mg sk, whpy
5L OEEMEIL RO T LT, #ETIIAREREIIRD bR oT,

4 HhE
REHEBE Figure 1 3L V2, Table 13 335 T8 14, INDIVIDUAL DATA 7-1-1~7-2-4 {Z/R T,
(#5111 ]
F B GEEDOHEME & b KRR &l L CH B A BLITR D o iz,
RECE I
250 mg/kg OHEHEL HLICHEREMITED HILRh o7z,

5. Efis
EIEE% Figure 338 LUV 4, Table 15 3 XN 16, INDIVIDUAL DATA 8-1-1~8-2-4 |Z/"¥,
(#2511
156 3 XV 60 mg/kg BETIL, HMEME S HITHIBREL i L TAERELITRED b e o 7e,
250 mg/kg BETIL, MEHEE &I E5 4 RIZ @MEICHBRIMERR O Shizn, &5 7 L
FICH B BLERRD bl o7z,
(RIS 317 ]
250 mg/kg FEDMET, B 7 HICABRSMEINR O bz, HIOIAEERZ(LITRZ O bk
Mmooz,

6. FRIEE
REEE ORAE % Table 17~20, INDIVIDUAL DATA 9-1-1~9-4-2 |21,
[#¢5 438]
156 3 LTV 60 mg/kg HETIX, M & HITHRRAE L LB L THERBMITRR O Lo 7,
250 mg/kg HETIL, MECIREOFEREMB LOEAFMEDOFEERIKTRRD b, H
TITEEREERERD LN o T, REIZOWTIE., B AEEANZEIEm 2D 6
NIEDHERITRD RN -T2,
(=118 2 ]
250 mg/kg REDHEME & HIZHBERBITRD o T,
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1. MBEFHRE

MiEFHIRE DRE %A Table 21~24, INDIVIDUAL DATA 10-1-1~10-4-4 (7R3,

[P 5 R 1R

156 B L TN60 mg/kg BETIE, MEME L BICKIREE & I L CTHERENMITR O v o7,

260 mg/kg FETIZ, HETRMIRE (RBO) DR EREE. 72 6 OIS A RIMERATE MCV) B LT
R MER~TE 73 B2 g (MCH) OF B 2R REZ GRS Sl MEIIIA B2 bitddd Hieh
277,

[IEI1E AT T ]

250 mg/kg BEOMECTHIRMEREL (Reticulocyte) DA B Z2Efl, MECITHEALT S P RS
AF R (APTT) OB BRI LR BFRD B2, Wb 54& TRICIERD b WAL T
Ho, BHEENESRITLVEHBT L,

8. MAFILFHBRE

MR A D RRE % Table 25~28, INDIVIDUAL DATA 11-1-1~11-4-4 {Z5R9,

[ 5 IARTHE 1

15 mg/kg BETIL, METRFER (ON) IS REE & Tk U CRBERRMEARD b, BCEa
BRBEIRD BN ot

60 mg/kg #ETIL, HET a2 27U UoBith (o) IZAERIEME, B-7a7 ) Btk I
BhaEE, MTREEEUN OFERKMEARD bR,

250 mg/kg HETIL, HET oy 2 7Y 4B (o) DA EZREMEPFED bivic, MIZITAER
ZALITRO Lo T,

(B8 31 T T 1]

250 mg/kg BEDHEME & HIZHBEREITRD Lo,

9. E&
HFRAT % Table 29 33 L1V 30, INDIVIDUAL DATA 12-1-1~12-4-2 {Z7R7,
[ L HA I T IRE]
SPERHECIL, HEE L HICEFIIO bR Tz,
15 mg/kg BT, M 1 Bl CTEEOEAGABEARD bk, BICIZRFEERED b1,
60 35 X UV 250 mg/kg BETIL, HEMEE HICHRINTE D biedhoTz,
[EIE H R T ]
KRECIE, 1 B CRIBBOMENTED v, BICIERFE IR N7,
260 mg/kg BETIL, MEME S HICRBEFTLIIRD b inoiz,
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10. 3REEE

BEEBEOMIESL Table 31~34, INDIVIDUAL DATA 13-1-1~13-4-4 (TR,

[P 5 R 1R

15 mg/kg BED [ CHFIR OB B EICKTRRE & e U THEZR&EMARD S, HEERF
MDA Ch o7z, MEIIZITAERA(KITRD bleh o,

60 mg/kg REDIE THBOMM EZICHERFENE D Lz, MIZITAEREITERD LN
Rinotz,

250 mg/kg BETIX, METBRMOMMSEE, M THIROE S X OHEAEEOA Z 2 EENR
o,

(=118 1 e T B

250 mg/kg FEOHETHOMES EREICH B0, R LAOMSERICHEREME, T
B, DEds L OVTERAEOHET HEEICH BREENRD b il MTRUSNOEEEIC W T,
BHKTRHZIERD DN TV RWERTH Y . AN BRI &l Lz,

1. RERABFHRE

FEBUAEAR 2 AOFT K 4 Table 35 33 11036, INDIVIDUAL DATA 14-1-1~14-4-2 {2/,

(¥ 5 T R

R HEIC OV TAEE 2 il (No. 104, 105, 203, 206, 302, 303, 402, 404, 108, 111, 411,
412) DERIZ DN THl a7 1 7Y U HUERIC L 2 REMEMFEN R E L ERL, ~v h¥
VU VUG RERTENADRD LA TR EEED 1 ] (No. 105) ZFru Nz
OB T THAER L2580 DL, IFEE NMEOFEIELTER LT,
PRI CIX, HE 1 4 CRE 2 RME ERR OB, MRk | 4] CRREZ2EMIRME RO
M IMARSTR D bz, MEICIXEFEI TS Sk o7,
15 BTN 60 mg/keg BETIT, HER 2 B CEELRME LEOBA, MES 4 6 CREZRNE
ATIRANE B2 DR EEME/ IMEDTRD T,
250 mg/kg AETIX, ME 3 Blds JOME 1 B CREFE AR IR LR OFRA. JE 6 5 TREFE (4 f51)
BLOBREE Q2 W) 2RI RME LR DGR/ NMEDSZED b, BRI L7 L —
FOEMAFED HivT,

ZOMOIRE - MRk SREB L OEHERORME S Lo, BEREAKS S L — RN EF#MAL
BT D EITE O e o Tz,

FIMERZ 2 b - RARRI R E T « 15 mg/keg BEOME | HlOMO R AJHEE T, RERFREL
KR RFRD bV,

LIRIHE S R T I

B : G TIEIZER D LN RE R RIE EROTAEIZOW T, RO T L #, 250
mg/kg BEOHET 5 FIZFRD L Tohy, METIIMEE L HIZBO Lo T,
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—J7, TRLIRARE B R DR/ IMRIZ DD T, XTBBEEORET 3 5, 250 mg/kg BEDIE
T2HNZRD STz, Mic, W15 CHREERRME LR OB RD b0, #&
B TRICITRRO 6N WAL TH - 72,

FOMORE - KBk - XTREES T O HEREOMM L b2, BB/ L — R EF#H
T 22T D bivied o7,

FRBIFIZ 2 DAL 7= WHRPY R TRAL - XREEOHE | flORIEOE=E TIX, REXRFITRD LN
T, WENMER SN DOATH T,

=

P

O-Z7uaxF )P rOo[RR,. by Eo aim], 16, 60 B4V 250 me/ke/day & | B
HEHER 6 LoD Cr1:CD(SD) 7w hIZ, 28 HHIRERAHELG L THMEEBOA B LU oM E L
MEt L7z, E512, 08100250 mg/kg/day (2T | BEREMES 6 IEOMERELZ R T, HEKT
DBBEH D 14 BRBE LA LIRERK F % OEEMEZ G TRE LT,

BAEE T, 250 mg/kg FEDEME TS 1-4 B OBAIEIC A B RIRENED biviz, ZoOEk
X, EBRYERGICEE LET EHESNEA, B0 L TESLHIZEE LTS ZEER
FOREHEBOREL DRV s, BEENLERERRVEEZL bR,

PRIRFETiE, 250 mg/kg FEOMETIREDAH BB LORBAHHEEOFEERK PR DL
7o METHE, BIRICFEARYOICEEL TR T 2EMERED LT, £ MREFRBAIR
BOWTHRFERSZ L7 F = HOBIMTRO T2 &b REBIUOEASRHEE
RO ONTAEEZOBE PR ERICOWTIERA LA TR o7, 2k, ZOEIXIRIE 2 3
DOERIIZED b enroTz,

—77 . HEOBTIL 60 ng/kg LA FORETHE RS EROHEM, HEALRFHOMRE T xR
% B T AR RSB R AR R B R DAY IMEDSTR D H AL, 250 mg/kg BETILE O3B
BB L7 L— REMAERD b, Lol EfEEIEKE TR E 2 RME EROEAEIC
BIEEHEMATRD D, KT EHITMEREEZ RT LD L EX LN, 2B, I OHFEEE/IME
Mo, 7n7 ) v HRICBIEERT L0 Ty NOBICE R a,~ 707 ) L OiE LR
S, NZIEAMES NN ERMBINTWS Y2 LD BRI BRIV EHI LT,

R DO AT B B DA DWW T, MR EEICHEEN RV & WIS TIREIE LR
D a7 v7 ) OEIEE LB LUSMNIITREFTARRED DNRNT N, a7
U ORACHEET 2B E HER SN D720, BRI ERE TRV 1B L,

MR FHIRRA CiX, 250 mg/kg BEDHE CHRILEREL (RBC) DA B2 EE, 7 b ONZ IR LR A
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MCV) I L OVERJARIMER~E 7 2 v & MCH) O F BERIRENTRO bhviz, ZOZkidRiEko /)
A2 w56 0 LR SN R ILERE OB b2 DT I RMERBITH 7 — Z i (718
~884 X 10*/uL, FEHE 801 X 10Y/ULYNTH Y | 7z, M TAREEDOBMATROLNDL L DD,
HEIIA BRI AR, £z, WBMEEFENLREEEL RO NN &b, ZhboMmiE
FHREICB T LD FIEFN R ERITIBE O TRP o7, foB. 2 OLIZEE BB T 1
IR LR odz,

AL ZERORE Tk, 60 33 L U8 250 mg/kg FEDHETE AL B OF B2 KM 5 WL @D
DIT=A, AERFEESHRE TRV & REHAB2IRE THIRICEEE LR RD 6wz
EEIND . BEFRRERIT RV EHIE L,

—RIREE, FEMZRINREEIAR . MEEERTE. RER L OIRFT A T, W ER S CBEE LA
LT LI h o7,

kDX Hiz, #BRWERSICBEELE{E LT, 250 mg/kg BEOMME TR 1-1 H OBAR
B WO B, MECRLEROTEREM, 220 N ER R IERAFE R L OSER R
HR~E7ubrBOAEREE, MTREDABERBMNBLOREAHMEOAZTRIETRETNT
JFIRE EOHEIINRD bitlc, 26 OEIZIXEEEMENED Sl

INLDOZ NG, KBREGTIZRBIT2 Q-7 naxF ) ¥ oM 25 (NOEL) (Xt
L HIZ 60 mg/kg/day EE X BT,

D A T4 W EarBIMEEWEFLET —F v — b AR TR ASAL

2) @Q-ZamzF )R BLrDT Y MIBIT S 14 ARKER KRG8 T
fEPER (SRO8203P) it &. Rt (Lo rEMEpsEaT. (2010)

3) Swenberg AJ, Short B, Borghoff S, Strasser J, and Charbonneau M. The Comparative
Pathobiology of « ,—Globulin Nephropathy. Toxicol. Appli. Pharmacol. 97 : 35-46

(1989).
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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 (2-Chloroethyl) benzene
(SR08203)
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40 +

Food consumption (g/rat/day)

10 + ---@--- 0 mg/kg
—&— 15 mg/kg
—— 60 mg/kg
—&— 250 mg/kg
0 I I I 1 1 I }
1 4 7 14 21 28 7 14
B Administratio period (day) i Recovery period (day) -

Figure 3 Food consumption of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of (2-Chloroethyl) benzene
(SR08203)
** : Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).



—:[’8_

Food consumption (g/rat/day)

40

30

20

10

---@--- 0 mg/kg
—&— 15 mg/kg
—— 60 mg/kg
—&— 250 mg/kg
} } 1 I I %
4 7 14 21 28 7 14
- Administratio 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 (2-Chloroethyl) benzene
(SR08203)
** - Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).



_98_

Table I  General appearance of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of (2-Chloroethyl) benzene (SR08203)

Administration period (day) Autopsy Recovery period (day)  Autopsy
Group Findings 1-2 3 415 e 17 18 19 20 21-23 24 25-28 day 1-14 day
0 mg/kg Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 6 6 6
No abnormal findings 12 9 12 12 12 12 12 12 12 12 12 6 6 6
Soft feces 0 3 0 0 0 0 0 0 0 0 0 0 0 0
15 mg/kg Number of animals examined 6 6 6 6 6 6 6 6 6 6 6 0 - -
No abnormal findings 6 6 6 6 6 6 6 - -
60 mg/kg Number of animals examined 6 6 6 6 6 6 6 6 6 6 6 6 - -
No abnormal findings 6 6 6 5 6 5 6 5 6 5 6 6 - -
Soft feces 0 0 0 1 0 1 0 1 0 0 0 0 - -
Soil of perianal fur 0 0 0 1 0 0 0 0 0 l 0 0 - -
250 mg/kg Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 6 6 6
No abnormal findings 12 12 12 12 12 12 12 12 12 12 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 (2-Chloroethyl) benzene (SR08203)

Administration period (day) Autopsy  Recovery period (day)  Autopsy
Group Findings 1 2 319 20 2122 23 24 25 26-28 day 1-14 day
0 mg/kg Number of animals examined 12 12 12 12 12 12 12 12 12 6 6 6
No abnormal findings 12 11 12 11 12 12 12 12 12 6 6 6
Soft feces 0 1 0 1 0 0 0 0 0 0 0 0
15 mg/kg Number of animals examined 6 6 6 6 6 6 6 6 6 - -

No abnormal findings

=)
n
(@)}
=)
@)
(@)}
=28
[
=)}
=)}

1

1

Soft feces 0 1 0 0 0 0 0 0 0 0 - -
60 mg/kg Number of animals examined 6 6 6 6 6 6 6 6 ) 6 - -
No abnormal findings 6 6 6 6 6 0 6 5 6 6 - -
Soft feces 0 0 0 0 0 0 0 1 0 0 - -
250 mg/kg Number of animals examined 12 12 12 12 12 12 12 12 12 6 6 6
No abnormal findings 12 12 12 11 12 11 12 12 12 6 6 6
Soil of perigenital fur 0 0 0 1 0 l 0 0 0 0 0 0

Values are number of animals with findings.
- : Blank.
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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 (2-Chloroethyl) benzene (SR08203)

Stereotype Bizarre behavior
Number Body position/  Respiratory Tremor/ Repetitive Biting/
of Posture pattern Convulsion  Rolling circling Selfmutilation
Period Group animals Category 1 1 1 0 0 1
Pre 0 mg/kg 12 12 12 12 12 12 12
15 mg/kg 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6
250 mgrkg 12 12 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 12 12
15 mg/kg 6 6 6 6 6 6 6
60 mg/kg 6 6 6 4 6 6 6
250 mg/kg 12 12 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 12 12
15 mg/kg 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6
250 mg/kg 12 12 12 12 12 12 12
Day 21 0 mg/kg 12 12 12 12 12 12 12
15 mg/kg 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6
250 mg/kg 12 12 12 12 12 12 12
Day 28 0 mg/kg 12 12 12 12 12 12 12
15 mg/kg 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6
250 mg/kg 12 12 12 12 12 12 12
R-Day 7 0 mg/kg 6 6 6 6 6 6
250 mg/kg 6 6 6 6
R-Day 14 0 mg/kg 6 6 6 6
250 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.
Pre : Pre-administration. Day 14 : Day |4 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 (2-Chloroethyl) benzene (SR08203)

Ease of
Number Mucous Pupil Secretions/
of Removal  Handling Muscle tone Piloerection Fur Eyes membranes Skin size Lacrimation Salivation Excretions
Period Group animals Category 1 1 2 1 I 1 0 1 1 1 1 0
Pre 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
15 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6
250 mgrkg 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
15 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
250 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
15 mgrkg 6 6 6 6 6 6 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
250 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
15 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
250 mgrkg 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
15 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6
250 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
250 mg/kg 6 6 6 6 6 6 6
R-Day 14 0 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
250 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
Values are expressed as the number of animals.
Category : The category number observed in each item.
Pre : Pre-administration. Day 14 : Day |4 of administration. Day 28 : Day 28 ot 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 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 (2-Chloroethyl) benzene (SR08203)

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 8 4 9 3 12 0 12 12 12 12
15 mg/kg 6 6 6 6 6 5 1 5 1 6 0 6 6 6 6
60 mg/kg 6 6 6 6 5 1 5 1 6 0 6 6 6 6
250 mgrkg 12 12 12 12 12 10 2 12 0 12 0 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 12 0 11 1 12 0 12 12 12 12
15 mg/kg 6 6 6 6 6 6 0 6 0 6 0 6 6 6 6
60 mg/kg 6 6 6 6 6 0 6 0 6 0 6 6 6 6
250 mg/kg 12 12 12 12 12 12 0 12 0 12 0 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 12 0] 11 1 12 0 12 12 12 12
15 mg/kg 6 6 6 6 6 5 1 5 1 5 1 6 6 6 6
60 mg/kg 6 6 6 6 6 6 0 ) 1 6 0 6 6 6 6
250 mg/'kg 12 12 12 12 12 10 2 11 1 12 0 12 12 12 12
Day 21 0 mg/kg 12 12 12 12 12 10 2 10 2 12 0 12 12 12 12
15 mg/kg 6 6 6 6 6 6 0 6 0 6 0 6 6 6 6
60 mg/kg 6 6 6 6 6 5 1 6 0 6 0 6 6 6 6
250 mgrkg 12 12 12 12 12 11 l [l 1 12 0 12 12 12 12
Day 28 0 mg/kg 12 12 12 12 12 12 0 10 2 12 0 12 12 12 12
15 mg/kg 6 6 6 6 6 6 0 6 0 6 0 6 6 6 6
60 mg/kg 6 6 6 6 6 0 6 0 6 0 6 6 6 6
250 mg/kg 12 12 12 12 12 12 0 11 1 12 0 12 12 12 12
R-Day 7 0 mg/kg 6 5 1 5 6 0 6 6 6 6
250 mg/kg 6 6 6 6 6 4 2 6 0 6 0 6 6 6 6
R-Day 14 0 mg/kg 6 6 6 6 6 5 1 5 1 6 0 6 6
250 mg/kg 6 6 6 6 6 5 1 6 0 6 0 6 6 6 6
Values are expressed as the number of animals.
Category : The category number observed in each item.
Pre : Pre-administration. Day 14 : Day |4 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 6  Detailed clinical observation, in the cage, of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of (2-Chloroethyl) benzene (SR08203)

Stereotype Bizarre behavior
Number Body position/  Respiratory Tremor/ Repetitive Biting/
of Posture pattern Convulsion  Rolling circling Selfmutilation
Period Group animals Category 1 1 1 0 0 1
Pre 0 mg/kg 12 12 12 12 12 12 12
15 mg/kg 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6
250 mgrkg 12 12 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 12 12
15 mg/kg 6 6 6 6 6 6 6
60 mg/kg 6 6 6 4 6 6 6
250 mg/kg 12 12 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 12 12
15 mg/kg 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6
250 mg/kg 12 12 12 12 12 12 12
Day 21 0 mg/kg 12 12 12 12 12 12 12
15 mg/kg 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6
250 mg/kg 12 12 12 12 12 12 12
Day 28 0 mg/kg 12 12 12 12 12 12 12
15 mg/kg 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6
250 mg/kg 12 12 12 12 12 12 12
R-Day 7 0 mg/kg 6 6 6 6 6 6
250 mg/kg 6 6 6 6
R-Day 14 0 mg/kg 6 6 6 6
250 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.
Pre : Pre-administration. Day 14 : Day |4 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 (2-Chloroethyl) benzene (SR08203)
Ease of
Number Mucous Pupil Sccretions/
of Removal  Handling  Muscle tone Piloerection Fur Eyes membranes Skin  size Lacrimation Salivation Excretions
Period Group animals Category 1 1 2 1 1 1 0 1 1 1 1 \]
Pre 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
15 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
250 mgrkg 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
15 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6 6 6 6 6
250 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
15 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
250 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
15 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
250 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
15 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
250 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
250 mg/kg 6 6 6 6 6 6
R-Day 14 0 mg/kg 6 6 6 6 6 6 6 6
250 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6

Values are 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 |4 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 |4 of recovery.



Table 8  Detailed clinical observation, in the open-field, of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of (2-Chloroethyl) benzene (SR08203)
Reactivity to Stereotype Bizarre behavior
Number Co-ordination environmental Excessive  Unusual hcad  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 0 1 1 1
Pre 0 mg/kg 12 12 12 12 12 (1 1 12 0 12 12 12 12 12
15 mg/kg 6 6 6 6 6 1 6 0 6 6 6 6 6
60 mg/kg 6 6 6 6 6 0 6 0 6 6 6 6 6
250 mgrkg 12 12 12 12 12 10 2 12 0 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 11 1 12 0 12 12 12 12 12
15 mgrkg 6 6 6 6 6 0 6 0 6 6 6 6 6
60 mg/kg 6 6 6 6 6 0 6 0 6 6 6 6 6
250 mgrkg 12 12 12 12 12 12 0 11 1 12 12 12 12 12
Day [4 0 mghkg 12 12 12 12 12 2 0 120 12 12 12 12 12
15 mg/kg 6 6 6 6 6 6 0 6 0 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 0 6 0 6 6 6 6 6
250 mg'kg 12 12 12 12 12 10 2 11 1 12 12 12 12 12
Day 21 0 mg/kg 12 12 12 12 12 12 0 12 0 12 12 12 12 12
15 mg/kg 6 6 6 6 6 6 0 6 0 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 0 6 0 6 6 6 6 6
250 mg/kg 12 12 12 12 12 Il 1 12 0 12 12 12 12 12
Day 28 0 mg/kg 12 12 12 12 12 12 0 12 0 12 12 12 12 12
15 mg/kg 6 6 6 6 6 6 0 6 0 6 6 6 6 6
60 mg/kg 6 6 6 6 6 6 0 6 0 6 6 6 6 6
250 mg/kg 12 12 12 12 12 11 1 10 2 12 12 12 12 12
R-Day 7 0 mg/kg 6 6 6 6 6 0 6 0 6 6 6 6 6
250 mg/kg 6 6 6 4 2 6 0 6 6 6 6 6
R-Day 14 0O mg/kg 6 6 6 6 6 0 6 0 6 6 6 6 6
250 mg/kg 6 6 6 6 6 3 3 6 0 6 6 6 6 6

Values are 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 |4 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 (2-Chloroethyl) benzene (SR08203)

Number Reactivity Righting
of Visual Touch Auditory Pain  Proprioceptive  reflex

Period Group animals Category 4 2 1 2 1 1
Week4  0mg/ke 12 12 12 12 12 12 12

15 mg/kg 6 6 6 6 6 6 6

60 mg/kg 6 6 6 6 6 6 6

250 mg/kg 12 12 12 12 12 12 12
R-Week 2 0 mg/kg 6 6 6 6 6 6 6

250 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.
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.
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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 (2-Chloroethyl) benzene (SR08203)

Number Reactivity Righting
of Visual Touch Auditory Pain  Proprioceptive  reflex

Period Group animals Category 4 2 1 2 1 1
Week4 0 mg/kg 12 12 12 12 12 12 12

15 mg/kg 6 6 6 6 6 6 6

60 mg/kg 6 6 6 6 6 6 6

250 mg/kg 12 12 12 12 12 12 12
R-Week 2 0 mg/kg 6 6 6 6 6 6

250 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.
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 study and 14-day recovery study of (2-Chloroethyl)benzene (SR08203)
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Number
of Grip strength ( g ) Motor activity measurements (count)

Period Group animals Forelimb Hindlimb 0-10' 10'-20' 20"-30" 3040 40'-50' 50'-60" Total
Week 4 0 mg/kg 12 Mean 1133.37 704.67 517.7 3109 247.6 149.3 137.8 124.1 1487.3
S.D. 124.85 76.83 208.7 108.0 110.6 87.4 38.4 121.9 593.5

15 mg/kg 6 Mean 1158.02 655.98 360.0 288.0 228.5 153.2 74.8 100.0 1204.5

S.D. 159.55 95.86 153.8 133.6 105.6 111.8 835 64.0 512.0

60 mg/kg 6 Mean 1033.27 658.48 484.0 348.0 270.3 174.0 97.3 90.0 1463.7

S.D. 181.71 79.04 200.6 284.9 233.7 84.1 344 64.4 798.0

250 mg/kg 12 Mean 110648 616.42 419.6 304.0 212.0 138.8 100.2 96.0 1270.5

S.D. 150.42 96.70 245.9 179.8 154.6 94.6 72.3 120.2 743.2

R-week 2 0 mg/kg 6 Mean 1397.17 644.62 410.3 2938 104.5 112.8 57.5 31.0 1010.0
S.D.  218.05 110.40 162.2 94.0 78.9 45.6 53.8 45.8 282.7

250 mg/kg 6 Mean 1402.57 607.57 4103 3103 205.8 176.7 112.0 44.5 1259.7

S.D. 125.51 88.94 1233 152.2 127.3 90.9 92.6 50.0 517.4

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



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 (2-Chloroethyl)benzene (SR08203)
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Number
of Grip strength ( g ) Motor activity measurements (count)

Period Group animals Forelimb Hindlimb 0-10' 10'-20' 20"-30" 3040 40'-50' 50'-60" Total
Week 4 0 mg/kg 12 Mean 92191 552.45 721.4 514.8 355.8 294.7 182.8 181.3 2250.8
S.D. 107.93 52.65 294.9 216.2 208.3 309.5 252.0 272.8 1396.1

15 mg/kg 6 Mean 1071.93%  524.45 605.3 437.0 3725 273.2 2553 182.3 2125.7

S.D. 118.52 65.92 197.9 308.8 4253 359.0 272.5 180.2 1696.4

60 mg/kg 6 Mean  951.50 537.43 766.7 653.3 591.2 411.2 359.3 266.7 3048.3

S.D. 74.24 39.28 343.8 331.3 3314 283.3 2123 153.7 1444.2

250 mg/kg 12 Mean  990.42 533.43 597.5 461.6 358.7 258.0 1754 128.3 1979.4

S.D. 83.92 65.94 321.9 308.3 276.0 237.5 149.8 122 1277.1

R-week 2 0 mg/kg 6 Mean 1214.07 531.05 601.2 407.7 257.7 173.5 161.2 85.3 1686.5
S.D. 89.39 46.30 78.2 65.5 100.2 115.1 109.1 126.7 423.2

250 mg/kg 6 Mean 1251.52 573.82 421.3* 278.0 181.0 144.0 99.0 52.2 1175.5

S.D. 82.82 112.97 162.2 222.2 183.7 153.3 96.0 58.8 798.2

Week 4 : Week 4 of administration.
R-week 2 : Week 2 of recovery.
* : Significantly different from 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 (2-Chloroethyl) benzene (SR08203)

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 2133 239.9 268.3 333.8 386.0 4252 211.9 99.191 455.5 477.5 57.0 13.467
S.D. 11.1 14.6 17.8 24.7 32.5 39.2 31.7 12314 50.6 53.1 17.1 3.516
15 mg/kg 6 Mean 2145 240.2 2693 335.0 387.2 430.5 216.0 100.712 - - - -
S.D. 10.7 12.4 13.4 18.9 23.4 27.0 20.0 7.923 - - - -
60 mg/kg 6  Mean 2143 240.0 267.7 330.7 378.7 420.2 205.8 96.133 - - - -
S.D. 11.4 13.6 15.2 18.4 213 28.6 237 10.656 - - - -
(6) (6) (6) (6)
250 mg/kg 12 Mean 2144 2315 259.8 3233 373.6 4083 193.9 90.359 450.7 475.2 543 13.047
S.D. 8.7 10.8 12.0 20.2 28.9 294 23.6 9.388 30.5 27.7 10.2 3.159

Values in parentheses are number of animals.
- : 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 (2-Chloroethyl) benzene (SR08203)

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 157.5 168.4 177.2 200.1 215.2 231.1 73.6 46.784 245.7 254.2 23.2 10.018
S.D. 7.3 6.3 7.7 12.1 13.7 12.0 8.8 5.764 20.0 16.4 5.3 2.062
15 mg/kg 6 Mean 163.8 171.7 182.2 204.3 2245 238.2 74.3 45.397 - - - -
S.D. 5.9 5.5 9.8 9.5 12.7 12.9 10.9 6.720 - - - -
60 mg/kg 6 Mean 162.2 169.2 177.0 196.5 217.0 2323 70.2 43.190 - - - -
S.D. 9.7 9.3 9.9 12.4 15.9 17.1 8.2 3.382 - - - -
(6) (6) (6) (6)
250 mg/kg 12 Mean 1597 166.5 177.1 2019 2222 2421 324 52.018 260.5 269.0 24.7 10.077
S.D. 9.7 4.7 5.7 7.1 10.6 13.3 14.6 10.782 8.1 13.9 LL.5 4.660

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



_617_

Table 15 Food consumption of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of (2-Chloroethyl) benzene (SR08203)

Number Food consumption (g/rat/day)
of Administration period (day) Recovery period (day)
Group animals 0-1 1-4 4-7 7-14 14-21 21-28 0-7 7-14
(6 (6)
0 mg/kg 12 Mean  23.75 21.96 21.94 23.09 22.45 22.18 25.37 27.32
S.D. 3.19 2.34 2.58 2.89 2 346 442 3.72
15 mg/kg 6 Mean 23.17 21.57 21.83 23.17 23.80 22.13 - -
S.D. 271 1.73 1.96 2.67 3.04 2.54 - -
60 mg/kg 6 Mean 2450 21.60 21.77 22.72 22.07 21.50 - -
S.D. 2.51 1.48 225 1.70 1.81 228 - -
(6) (6)
250 mg/kg 12 Mean 24.00 18.57**  21.03 22.73 22.63 22.18 25.88 2940
S.D. 1.35 1.36 1.56 2.05 2.85 2.36 1.79 2.36

Values on Day 1 are pre-administration values.

The food consumption on Days 21-28 of administration and Days 7-14 of recovery period is the mean value of 6 days.
Recovery day 0 is identical to administration day 28.

Values in parentheses are number of animals.

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

- : Blank.
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Table 16  Food consumption of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of (2-Chloroethyl) benzene (SR08203)

Number Food consumption (g/rat/day)
of Administration period (day) Recovery period (day)
Group animals 0-1 1-4 4-7 7-14 14-21 21-28 0-7 7-14
(6 (6)
0 mg/kg 12 Mean 1517 13.58 12.93 13.57 12.87 13.82 17.25 19.15
S.D. 2.37 1.18 1.04 1.48 1.89 1.43 2.11 1.29
15 mg/kg 6 Mean 17.83 13.47 13.38 13.50 13.20 13.03 - -
S.D. 1.94 0.96 1.06 1.58 1.55 1.71 - -
60 mg/kg 6  Mean 16.67 12.27 12.32 12.88 13.18 13.70 - -
S.D. 3.20 1.56 1.45 1.62 1.50 1.78 - -
(6) (6)
250 mg/kg 12 Mean  15.58 L11.73%* 12,82 13.53 13.78 14.74 19.00+ 20.05
S.D. 3.03 1.03 1.21 0.76 0.99 1.41 0.56 0.59

Values on Day 1 are pre-administration values.

The food consumption on Days 21-28 of administration and Days 7-14 of recovery period is the mean value of 6 days.
Recovery day 0 is identical to administration day 28.

Values in parentheses are number of animals.

** . 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 =0.05 (Mann-Whitney's U-test)

- : Blank.



Table 17 Urinary findings of male rats in 28-day repcated dose oral toxicity study of (2-Chlorocthyl)benzene (SR08203)
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Number Kctone Urobili- Bili-

of pH Protein Glucose body nogen rubin Occult blood
Group animals 60 70 75 75 80 85 - + 1+ 2+ 3+ - - 0.1 EU/dL - - + 1+
0 mg/kg 12 0 0 1 1 2 9 0 0 6 6 0 12 12 12 12 12 0 0
15 mg/kg 6 0 0 0 0 2 4 0 1 2 2 1 6 6 6 6 4 1 0
60 mg/kg 6 0 1 0 0 1 4 0 0 3 3 0 6 6 6 6 5 1 0
250 mg/kg 12 1 0 0 0 6 S 0 L 9 2 0 12 12 12 12 12 0 0

Urine

Number Specitic gravity volume

of Color 1.011- 1.021- 1.031- 1.041- 1.050< (mL/2lhr,
Group animals A 1.020 1.030 1.040 1.050 mean=S.D.)
0 mg/kg 12 12 0 1 1 7 3 9.58+ 3.25
15 mg/kg 6 6 0 1 2 1 2 1292+ 6.43
60 mg/kg 6 6 0 I 1 2 2 13.58+ 9.54
250 mg/kg 12 12 1 2 4 2 3 16.67 + 10.48

Values are number of animals with findings.
- ; Normal, + ; Slight, 1+ ; Moderate, 2+ ; Severe, 3+ ; very severe.
Color : A; Pale yellow or yellow.
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Urinary findings of female rats in 28-day repeated dose oral toxicity study of (2-Chlorocthyl)benzene (SR08203)

Number Kctone Urobili- Bili- Occult
of pH Protein Glucose body nogen rubin blood
Group animals 6.0 70 75 8.0 85 + 1+ 2+ 3+ - - 0.1 EU/dL - - +
0 mg/kg 12 1 1 1 4 5 1 4 S 1 12 12 12 12 11 L
15 mg/kg 6 1 0 2 0 2 0 0 2 3 1 6 6 6 6 6 0
60 mg/kg 6 0 1 0 4 1 2 2 1 0 6 6 6 6 5 L
250 mg/kg 12 0 3 0 5 3 4 6 0 01+ 12 12 12 12 12 0
Urine
Number Specitic 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 meantS.D.)
0 mg/kg 12 12 0 1 3 3 S 638+ 2.13
15 mg/kg 6 6 1 0 1 2 2 792+ 7.17
60 mg/kg 6 6 1 1 1 3 0 1142+ 8.03
250 mg/kg 12 12 2 0 4 5 1 14.50 + 12.70++

Values are number of animals with findings.

- ; Normal, + ; Slight, 1+ ; Moderate, 2+ ; Severe, 3+ ; very severe.

Color : A; Pale yellow or yellow.
[ 1+ : Significantly different from the 0 mg/kg group at p=0.05 (Mann-Whitney's U-test).
++ : Significantly different from the 0 mg/kg group at p=0.01 (Mann-Whitney's U-test).
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Tablc 19 Urinary findings of male rats in 14-day rccovery study following 28-day repeated oral dosc of (2-Chlorocthyl)benzene (SR08203)

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 2 4 0 6 6 6 6 5 1
250 mg/kg 6 0 6 2 3 1 6 6 6 6 6 0
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 6 6 1 2 3 2125+ 10.75
250 mg/kg 6 6 1 2 3 19.17+« 8.11
Values are number of animals with findings.
- ; Normal, = ; Slight, 1+ ; Moderate, 2+ ; Severe.

Color : A; Pale yellow or yellow.
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Tablc 20  Urinary findings of fcmalc rats in 14-day recovery study following 28-day repeated oral dosc of (2-Chlorocthyl)benzene (SR08203)

Number Kectone Urobili- Bili- Occult
of pH Protein Glucose body nogen rubin blood
Group animals 70 75 80 85 - + I+ 2+ - - 0.1 EU/dL - - +
0 mg/kg 6 1 | 1 3 1 2 2 1 6 6 6 6 4 2
250 mg/kg 6 1 0 2 3 2 2 1 1 6 6 6 6 6 0
Urine
Number Specific gravity volumme
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 2 0 0 1 2125+ 17.42
250 mg/kg 6 6 0 2 2 \] 1450+ 496

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 (2-Chloroethyl)benzene (SR08203)

Number
of WBC RBC HGB HCT MCV MCH MCHC Platelet
Group animals 10%/uL 10%/uL g/dL % L pg g/dL 10%/uL
0 mg/kg 6 Mean 122.53 818.8 15.90 46.75 57.12 19.42 34.03 130.45
S.D. 39.01 23.5 0.53 1.52 1.48 0.53 0.23 16.59
15 mg/kg 6 Mean 123.10 827.7 15.60 45.47 54.95 18.85 34.32 131.92
S.D. 14.48 20.1 0.38 1.17 1.60 0.45 0.35 24.96
60 mg/kg 6 Mean 148.75 817.5 15.52 45.40 55.58 18.98 34.18 131.93
S.D. 36.95 37.0 0.49 1.53 1.53 0.48 0.43 12.13
250 mg/kg 6 Mean 129.05 868.8% 16.12 47.20 54.35% 18.55% 34.15 129.57
S.D. 16.32 35.0 0.62 1.48 1.74 0.68 0.39 6.56

* . 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 (2-Chloroethyl)benzene (SR08203) (continued)

Number Reticulo- Differential count of WBC (107/uL)
of cyte PT APTT Lympho-
Group animals % sec sec Neutrophil — cyte Monocyte Eosinophil Basophil
0 mg/kg 6 Mean 3.933 18.60 27.65 15.03 104.52 2.10 0.85 0.03
S.D. 0.514 0.94 1.67 5.21 38.18 0.60 0.29 0.05
15 mg/kg 6 Mean 4.097 17.45 25.10 20.07 99.57 2.32 1.12 0.03
S.D. 0.261 1.08 1.65 10.15 13.35 0.45 0.35 0.05
60 mg/kg 6 Mean 4.045 18.03 25.53 18.67 126.15 272 1.17 0.05
S.D. 0.950 1.18 1.56 3.95 36.12 0.56 0.25 0.05
250 mg/kg 6 Mean 3.648 18.52 26.05 17.47 108.17 243 0.97 0.02

S.D. 0.567 1.77 2.64 5.99 14.91 0.95 0.43 0.04




_Lg_

Table 22 Hematological findings of female rats in 28-day repeated dose oral toxicity study of (2-Chloroethyl)benzene (SR08203)

Number
of WBC RBC HGB HCT MCV MCH MCHC Platelet
Group animals 10%/uL 10%/uL g/dL % L pg g/dL 10%/uL
0 mg/kg 6 Mean 76.53 838.7 15.53 43.82 52.32 18.52 35.45 125.20
S.D. 20.02 34,7 0.46 1.29 2.23 0.40 0.80 14.12
15 mg/kg 6 Mean 87.45 838.7 15.65 44.22 52.80 18.67 35.42 131.93
S.D. 16.44 38.7 0.47 1.35 2.29 0.51 0.55 25.28
60 mg/kg 6 Mean 78.05 808.8 15.45 43.88 54.37 19.13 35.22 118.53
S.D. 25.07 37.3 0.23 0.92 2.94 0.88 0.37 14.86
250 mg/kg 6 Mean 69.27 836.5 15.57 44.27 52.98 18.63 35.18 109.90
S.D. 14.92 46.5 0.52 1.46 1.45 0.48 0.20 6.07

(to be continued)



Table 22 Hematological findings of female rats in 28-day repeated dose oral toxicity study of (2-Chloroethyl)benzene (SR08203) (continued)
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Number Reticulo- Differential count of WBC (107/uL)
of cyte PT APTT Lympho-
Group animals % sec sec Neutrophil  cyte Monocyte Eosinophil Basophil
0 mg/kg 6 Mean 2.642 17.47 21.12 9.80 63.90 1.65 1.18 0.00
S.D. 0.540 0.77 2.50 5.25 20.86 0.60 0.32 0.00
15 mg/kg 6 Mean 2.428 17.17 21.38 10.43 73.82 1.83 1.35 0.02
S.D. 0.427 0.50 1.87 7.01 15.38 1.39 0.63 0.04
60 mg/kg 6 Mean 2.997 17.88 21.67 10.30 65.62 1.17 0.97 0.00
S.D. 0.726 0.70 2.14 4.51 21.18 0.48 0.63 0.00
250 mg/kg 6 Mean 3.457 17.35 20.40 10.67 56.62 1.20 0.78 0.00

S.D. 1.171 0.67 1.47 4.79 12.68 0.59 0.46 0.00
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Table 23  Hematological findings of male rats in 14-day recovery study following 28-day repeated oral dose of (2-Chloroethyl)benzene (SR08203)

Number
of WBC RBC HGB HCT MCV MCH MCHC Platelet
Group animals 10%/uL 10%/uL g/dL % L pg g/dL 10%/uL
0 mg/kg 6 Mean  107.58 914.7 16.45 47.10 51.50 17.97 34.92 129.13
S.D. 12.28 20.8 0.37 1.29 1.30 0.37 0.43 10.40
250 mg/kg 6 Mean 113.57 898.2 16.18 45.73 50.95 18.03 35.40 131.62
S.D. 31.86 28.4 0.56 2.08 2.97 0.81 0.55 14.39
Number Reticulo- Differential count of WBC ('102/;1‘L)
of cyte PT APTT Lympho-
Group animals % sec sec Neutrophil  cyte Monocyte Eosinophil Basophil
0 mg/kg 6 Mean 3.175 19.97 26.82 14.22 88.50 3.37 1.48 0.02
S.D. 0.298 1.74 1.75 34 14.42 0.78 0.39 0.04
250 mg/kg 6 Mean 3.923%* 18.27 2745 15.18 93.28 3.58 1.50 0.02
S.D. 0311 1.22 2.07 6.44 24.18 1.37 0.44 0.04

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



Table 24  Hematological findings of female rats in 14-day recovery study following 28-day repeated oral dose of (2-Chloroethyl)benzene (SR08203)

_09_

Number
of WBC RBC HGB HCT MCV MCH MCHC Platelet
Group animals 10%/uL 10%/uL g/dL % L pg g/dL 10%/uL
0 mg/kg 6 Mean 77.00 831.7 15.52 43.53 52.35 18.65 35.65 111.90
S.D. 27.40 332 0.79 2.11 1.45 0.45 0.33 24.34
250 mg/kg 6 Mean 66.02 843.0 15.33 43.52 51.63 18.18 35.25 131.65
S.D. 16.37 16.6 0.56 2.02 2.15 0.62 0.53 20.23
Number Reticulo- Differential count of WBC ('102/;1‘L)
of cyte PT APTT Lympho-
Group animals % sec sec Neutrophil  cyte Monocyte Eosinophil Basophil
0 mg/kg 6 Mean 3.837 18.37 18.03 12.80 61.33 1.47 1.40 0.00
S.D. 0.998 0.95 0.94 6.09 22.83 1.28 0.82 0.00
250 mg/kg 6 Mean 3.740 17.98 21.43** 9.15 54.37 1.40 1.10 0.00
S.D. 1.033 0.62 1.27 3.16 15.28 0.75 0.44 0.00

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



Table 25 Biochemical findings of male rats in 28-day repeated dose oral toxicity study of (2-Chloroethyl)benzene (SR08203)
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Number Protein fraction %
of TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Group animals g/dL g/dL ratio Albumin al o2 B Y IU/L UL IU/L IU/L mg/dL
0 mg/kg 6 Mean 5.62 3.042 1.185 54.17 20.45 7.37 14.68 3.33 58.7 263 794.5 0.78 0.053
S.D. 0.17 0.074 0.044 0.90 1.46 0.48 1.13 0.54 43 2.6 161.0 0.31 0.005
15 mg/kg 6 Mean 5.62 2.938 1.097 52.28 21.32 7.70 15.45 3.25 572 253 636.3 0.70 0.052
S.D. 0.15 0.136 0.063 1.37 0.97 0.54 0.63 0.43 4.8 5.4 67.7 0.18 0.017
60 mg/kg 6 Mean 5.55 3.028 1.203 54.55 18.20+ 7.88 16.00* 337 59.2 25.7 756.7 0.75 0.057
S.D. 0.08 0.038 0.040 0.89 0.43 0.58 0.40 0.34 6.2 3.0 158.1 0.14 0.014
250 mg/kg 6 Mean 5.68 3.092 1.198 54.47 18.38 8.20% 15.33 3.62 69.3 30.5 7142 0.65 0.063
S.D. 0.21 0.111 0.101 201 2.81 0.29 0.88 0.72 222 6.3 2274 0.10 0.014
* . Significantly different from 0 mg/kg group at p=0.05 (Dunnett's test). (to be continued)

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



Table 25 Biochemical findings of male rats in 28-day repeated dose oral toxicity study of (2-Chloroethyl)benzene (SR08203) (continued)

Number
of Glucose ~ T-Cho TG UN Crea Na K Cl Ca P
Group animals mg/dL mg/dL gm/dL mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL
0 mg/kg 6 Mean 157.3 51.5 58.5 9.07 0.528 1433 5.003 105.8 9.90 8.17
S.D. 19.3 11.9 239 0.87 0.016 1.0 0.319 1.5 0.34 0.48
15 mg/kg 6 Mean 178.5 61.2 74.7 9.73 0.517 142.8 4.857 105.3 9.97 8.18
S.D. 16.7 6.9 38.6 1.08 0.024 1.0 0.358 1.2 0.21 0.85
60 mg/kg 6 Mean 171.2 64.2 58.3 9.23 0.502 143.2 5.028 106.2 9.87 832
S.D. 14.4 13.2 27.7 1.78 0.020 0.8 0.177 1.7 0.25 0.81
250 mg/kg 6 Mean 155.0 633 47.0 9.55 0.527 1442 4917 106.3 9.85 8.13

S.D. 8.6 124 17.1 1.43 0.035 1.0 0.301 1.0 0.14 0.48
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Table 26  Biochemical findings of female rats in 28-day repeated dose oral toxicity study of (2-Chloroethyl)benzene (SR08203)

Number Protein fraction %
of TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Group animals g/dL g/dL ratio Albumin al o2 B Y IU/L UL IU/L UL mg/dL
0 mg/kg 6 Mean 5.70 3.273 1.353 57.45 17.28 7.00 14.20 4.07 61.7 24.0 360.8 0.85 0.062
S.D. 0.38 0.267 0.055 0.99 0.71 0.61 1.03 0.49 6.0 22 88.6 0.21 0.017
15 mg/kg 6 Mean 5.65 3222 1.332 57.07 16.55 7.48 14.53 4.37 64.3 24.0 399.7 0.98 0.065
S.D. 0.29 0.180 0.081 1.50 1.95 0.72 0.80 1.01 9.5 4.1 66.9 0.16 0.016
60 mg/kg 6 Mean 5.68 3.347 1.435 58.90 15.55 7.62 14.25 3.68 58.8 22.8 400.0 0.95 0.065
S.D. 0.28 0.153 0.027 0.51 1.92 0.89 0.67 0.50 3.5 1.6 46.2 0.23 0.012
250 mg/kg 6 Mean 5.78 3312 1.345 57.32 15.65 7.88 14.95 4.20 55.7 242 360.0 1.00 0.060
S.D. 0.23 0.166 0.048 0.88 2.21 0.87 0.95 1.10 4.5 6.4 113.7 0.17 0.006

(to be continued)



Table 26  Biochemical findings of female rats in 28-day repeated dose oral toxicity study of (2-Chloroethyl)benzene (SR08203) (continued)
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Number
of Glucose ~ T-Cho TG UN Crea Na K Cl Ca P
Group animals mg/dL mg/dL gm/dL mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL
0 mg/kg 6 Mean 128.7 56.7 6.3 13.92 0.590 142.5 4.575 108.0 9.48 6.32
S.D. 7.2 12.1 22 1.63 0.046 0.8 0.207 1.1 0.28 0.32
15 mg/kg 6 Mean 137.2 50.3 7.7 11.78* 0.577 142.2 4.543 106.8 9.72 6.87
S.D. 19.5 8.1 35 1.19 0.052 1.6 0.383 1.0 0.19 0.42
60 mg/kg 6 Mean 141.8 56.8 7.2 11.72%* 0.557 142.8 4.648 108.0 9.65 6.55
S.D. 12.1 6.0 3.5 0.71 0.027 0.8 0.078 0.9 0.31 0.96
250 mg/kg 6 Mean 141.8 64.3 12.0 13.37 0.562 1422 4.630 106.8 9.68 6.82
S.D. 15.6 9.1 7.8 1.95 0.058 1.2 0.211 1.5 0.20 0.67

* . Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).
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Table 27

Biochemical findings of male rats in 14-day recovery study following 28-day repeated oral dose of (2-Chloroethyl)benzene (SR08203)

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 IU/L UL IU/L IU/L mg/dL
0 mg/kg 6 Mean 5.60 2.943 L.112 52.62 21.38 6.95 15.82 3.23 65.5 275 510.7 0.57 0.055
S.D. 0.24 0.123 0.096 2.27 2.75 0.45 041 0.45 5.8 36 76.8 0.18 0.005
250 mg/kg 6 Mean 573 3.037 1.128 53.00 20.57 6.93 15.73 3.77 70.7 26.8 448.2 0.58 0.050
S.D. 0.23 0.098 0.066 1.48 1.68 0.54 0.51 0.83 4.8 33 69.8 0.16 0.009
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 mEqg/L mEq/L mEq/L mg/dL mg/dL
0 mgkg 6 Mean 162.0 56.7 52.8 13.23 0.462 1427 5.035 106.5 9.88 7.35
S.D. 14.8 83 17.4 2.66 0.037 0.8 0.212 1.8 0.34 0.34
250 mg/kg 6 Mean 155.0 527 415 13.80 0.488 142.2 4.830 106.2 9.70 7.42
S.D. 12.5 10.6 194 0.97 0.027 0.4 0.157 1.0 0.35 0.54




Table 28  Biochemical findings of female rats in 14-day recovery study following 28-day repeated oral dose of (2-Chloroethyl)benzene (SR08203)
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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 IU/L UL IU/L IU/L mg/dL
0 mg/kg 6 Mean 5.90 3.232 1.220 54.72 17.17 6.80 15.30 6.02 72.8 26.2 309.0 1.10 0.065
S.D. 0.32 0.320 0.161 3.53 2.15 0.93 2.04 0.79 11.6 6.4 94.1 0.37 0.018
250 mg/kg 6 Mean 6.15 3.398 1.235 55.18 18.07 6.48 15.08 5.18 61.2 222 2933 0.98 0.060
S.D. 0.33 0.252 0.082 1.68 1.91 0.76 1.09 1.21 5.7 5.2 91.2 0.18 0.009
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 mEqg/L mEq/L mEq/L mg/dL mg/dL
0 mgkg 6 Mean 130.7 65.8 9.3 16.78 0.592 1428 4.590 108.8 9.52 5.62
S.D. 13.2 11.5 4.9 1.12 0.034 1.0 0.317 1.2 0.23 0.41
250 mg/kg 6 Mean 143.7 66.7 11.2 16.97 0.595 141.7 4.745 107.5 9.68

5.
S.D. 14.6 13.7 4.2 1.43 0.023 1.4 0.229 1.0 0.30 0.35
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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 (2-Chloroethyl) benzene (SR08203)

Period End of administration End of recovery
Group 0 mg/kg 15 mg/kg 60 mg/kg 250 mg/kg 0 mg/kg 250 mg/kg

Number of animals examined 6 6 6 6 6 6

No abnormal findings 6 6 6 6 0 6

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 (2-Chloroethyl) benzene (SR08203)

Period End of administration End of recovery
Group 0 mg/kg 15 mg/kg 60 mg/kg 250 mg/kg 0 mg/kg 250 mg/kg

Number of animals examined 6 6 6 ] ] 6
No abnormal findings 6 5 6 6 5 6
Organ : Findings

[leum : Diverticulum 0 0 0 0 1 0
Vagina : Yellowish white mass 0 1 0 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 (2-Chloroethyl)benzene (SR08203)

Number Body
of weight Liver Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g Y% mg 107%
0 mg/kg 6  Mean 405.2 12.785 3.145 2.768 0.683 0.702 0.172 1.320 0.328 2.055 0.508 10.65 2.623
S.D. 38.9 1.785 0.186 0.330 0.055 0.161 0.029 0.104 0.021 0.109 0.045 1.81 0.304
15 mg/kg 6  Mean 408.2 14.173 3.473* 2.755 0.675 0.690 0.168 1.353 0.332 2.133 0.525 11.02 2.683
S.D. 25.0 1.093 0.163 0.235 0.049 0.068 0.013 0.104 0.017 0.147 0.048 2.68 0.559
60 mg/kg 6  Mean 395.7 13.315 3.363 3.037 0.772* 0.743 0.185 1.378 0.350 2.142 0.543 10.85 2.738
S.D. 27.6 1.299 0.185 0.098 0.058 0.120 0.026 0.110 0.021 0.068 0.023 1.45 0.244
250 mg/kg 6  Mean 3693 12.563 3.410 2.902 0.785%*  0.620 0.168 1.205 0.327 2.075 0.563 9.78 2.663
S.D. 229 0.950 0.295 0.257 0.027 0.077 0.016 0.075 0.027 0.087 0.030 0.64 0.285
Number
of Thymus Thyroid Adrenal Testis Epididymis Prostate Seminal vesicle
Group animals mg 107 mg 107% mg 107 g % g % mg 107%% g %
0 mg/kg 6  Mean 636.8 156.077 16.58 4.112 60.5 15.028 2.982 0.743 0.832 0.203 523.2 128.303 1.415 0.343
S.D. 157.0 29.832 2.38 0.586 6.8 2.057 0.389 0.120 0.126 0.032 1304 21.897 0.403 0.073
15 mg/kg 6  Mean 660.5 161.647 21.25 5.185 58.8 14.383 3.332 0.820 0.910 0.223 442.3 108.523 1.458 0.360
S.D. 139.4 32.036 6.03 1.302 9.3 1.916 0.378 0.119 0.074 0.027 87.3 22.170 0.236 0.079
60 mg/kg 6 Mean 6500 163.165 18.68 4.732 54.7 13.908 3.297 0.840 0.920 0.232 516.5 130.683 1.440 0.363
S.D. 142.5 24.687 2.64 0.656 9.1 2.717 0.151 0.088 0.086 0.027 60.6 14.067 0.200 0.042
250 mg/kg 6 Mean 4848 130512 18.10 4.857 57.7 15.653 3.240 0.882 0.868 0.235 488.3 131.690 1.478 0.402
S.D. 107.1 21.665 5.16 1.153 8.8 2.513 0.187 0.093 0.048 0.019 87.1 16.930 0.120 0.041

* . 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 32 Absolute and relative organ weights of female rats in 28-day repeated dose oral toxicity study of (2-Chloroethyl)benzene (SR08203)

Number Body
of weight Liver Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g Y% mg 1079
0 mg/kg 6  Mean 221.7 6.438 2.903 1.625 0.732 0.435 0.197 0.802 0.362 1.900 0.857 10.63 4.823
S.D. 9.4 0.387 0.126 0.181 0.073 0.063 0.024 0.033 0.019 0.068 0.021 23 1.132
15 mg/kg 6  Mean 227.7 6.818 2.990 1.645 0.725 0.473 0.210 0.772 0.338 1.928 0.848 11.37 4.983
S.D. 11.4 0.716 0.200 0.100 0.034 0.045 0.018 0.059 0.012 0.091 0.060 1.67 0.580
60 mg/kg 6  Mean 2218 6.660 3.002 1.585 0.718 0.437 0.197 0.825 0372 1.922 0.868 11.80 5.357
S.D. 16.9 0.647 0.124 0.084 0.044 0.036 0.016 0.101 0.023 0.093 0.069 1.68 0.946
250 mg/kg 6  Mean 2243 7.433% 3.305%*  1.638 0.732 0.447 0.198 0.783 0.348 1.892 0.847 12.17 5.450
S.D. 15.9 0.855 0.157 0.186 0.061 0.064 0.017 0.055 0.015 0.102 0.058 1.32 0.732
Number
of Thymus Thyroid Adrenal Ovary Uterus
Group animals mg 107% mg 107% mg 107% mg 10°% g %
0 mg/kg 6  Mean 390.3 175945 14.08 6.353 60.5 27.283 89.2 40.205 0.393 0.177
S.D. 58.0 23.373 229 0.983 6.9 2.867 13.5 5.600 0.034 0.020
15 mg/kg 6  Mean 4423 193.315 12.47 5.515 65.5 28922 94.8 41.808 0.348 0.153
S.D. 97.5 36.676 3.32 1.608 7.6 4.544 153 7.563 0.041 0.023
60 mg/kg 6 Mean 5035 226.745 12.92 5.833 63.7 28.797 94.8 42.640 0.498 0.228
S.D. 141.1 57.365 2.0 0.875 6.5 3.257 153 4.885 0.155 0.084
250 mg/kg 6 Mean 4715 208.567 13.23 5.893 64.2 28.617 91.0 40.507 0.512 0.228
S.D. 112.0 36.685 1.52 0.470 9.5 3.957 124 3.985 0.123 0.048

* . 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 33 Absolute and relative organ weights of male rats in 14-day recovery study following 28-day repeated oral dose of (2-Chloroethyl)benzene (SR08203)
Number Body
of weight Liver Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g Y% mg 107%
0 mg/kg 6  Mean 4437 13.482 3.028 3.223 0.727 0.700 0.158 1.497 0.337 2.143 0.488 11.43 2.597
S.D. 47.6 2.128 0.194 0412 0.062 0.131 0.016 0.194 0.008 0.042 0.039 1.42 0.404
250 mg/kg 6 Mean 4422 12.930 2917 3.267 0.737 0.790 0.178 1.402 0.318 2217%*%  0.502 12.27 2.768
S.D. 28.6 1.803 0.244 0410 0.054 0.115 0.021 0.097 0.019 0.031 0.037 1.85 0.288
Number
of Thymus Thyroid Adrenal Testis Epididymis Prostate Seminal vesicle
Group animals mg A mg 107'% mg 1073 g % g % mg 107% g %
0 mg/kg 6  Mean 4622  104.000 18.48 4.133 67.2 15.178 3.378 0.765 1.213 0.275 670.0 152.527 1.643 0.375
S.D. 83.5 11.918 5.15 0811 1.5 2517 0.189 0.074 0.068 0.023 146.5 37.554 0.212 0.048
250 mg/kg 6  Mean 486.0 110.618 20.03 4.502 65.8 14.870 3.335 0.755 1.130* 0.257 667.2 151.273 1.717 0.388
S.D. 515 16.717 5.95 1.098 9.4 1.585 0.110 0.047 0.048 0.023 119.8 27.499 0.200 0.036

* : Significantly diffcrent from the 0 mg/kg group at p=0.05 (Dunnctt's tcst).
** : Significantly diffcrent from the 0 mg/kg group at p=0.01 (Dunnctt's test).



Table 34  Absolute and relative organ weights of female rats in 14-day recovery study following 28-day repeated oral dose of (2-Chloroethyl)benzene (SR08203)

Number Body
of weight Liver Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g Y% mg 1079
0 mg/kg 6  Mean 236.2 6.210 2.630 1.690 0.717 0.538 0.225 0.795 0.337 1.937 0.823 11.78 4.985
S.D. 15.2 0.586 0.170 0.170 0.055 0.239 0.094 0.055 0.015 0.072 0.070 2.30 0.887
250 mg/kg 6  Mean 2503 6.955*% 2.783 1.848 0.740 0.502 0.202 0.868* 0.348 1.960 0.783 15.25% 6.108
S.D. 9.0 0.434 0.206 0.105 0.063 0.046 0.017 0.028 0.012 0.070 0.046 2.05 0.922
Number
of Thymus Thyroid Adrenal Ovary Uterus
Group animals mg A mg 107'% mg 1073 mg 1079 g %
0 mg/kg 6 Mean 386.0 162310 13.48 5.728 69.0 29.277 90.7 38.522 0.600 0.253
S.D. 96.3 34.379 1.69 0.811 8.6 3.721 133 6.1 0.279 0.109
250 mg/kg 6  Mean 3547 141.617 13.93 5.552 71.8 28.753 99.8 39.970 0.590 0.235
S.D. 45.5 16.600 2.17 0.728 8.2 3.689 15.8 6.900 0.254 0.097

* : Significantly diffcrent from the 0 mg/kg group at p=0.05 (Dunnctt's tcst).
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Table 35  Histopathological findings of male rats in 28-day repeated dose oral toxicity study and 14-day recovery study of (2-Chloroethyl) benzene (SR08203)

End of administration End of recovery

Item Group 0 mg/kg 15 mg/kg 60 mg/kg 250 mg/kg 0 mg/kg 250 mg/kg
Number of animals examined 6 6 6 6 6 6

Organ: Findings Grade

Liver: Microgranuloma + | - - 2 1 5
kidney: Regeneration, tubular epithelium + 1 2 2 3 1 5
Eosinophilic body, proximal tubular epithelium + 0 4 4 4 2 |
++ 0 0 0 2 0 0
Hyperplasia, tubular epithelium + 0 0 0 0 0 0
++ 0 0 0 0 0 1
Prostate: Cellular infiltration, inflammatory cell 1 - - 1 0 0
Pituitary gland: Cyst, pars intermedia 0 - - 0 1 0

Values are number of animals with findings.
-: Blank.
Grade; +: slight change, ++: moderate change.



Table 36 Histopathological findings of female rats in 28-day repeated dose oral toxicity study and 14-day recovery study of (2-Chloroethyl) benzene (SR08203)

End of administration End of recovery
Item Group 0 mg/kg 15 mg/kg 60 mg/kg 250 mg/kg 0 mg/kg 250 mg/kg
Number of animals examined 6 1 0 6 6 6
Organ: Findings Grade
Ileum (including Peyer's patch): Diverticulum + 1 - - 0 0 0
Liver: Microgranuloma + 6 - - 4 2 3
Necrosis, focal + 0 - - 0 | 0
Kidney: Regeneration, tubular epithelium + 1 - - | 0 0
Vagina: Cyst, squamous cell + 0 1 - 0 0 0
Pituitary gland: Cyst, pars intermedia + 0 - - 0 0 1
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Values are number of animals with findings.
-: Blank.
Grade; +: slight change.
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