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2R

4-roo-m-7 LY —AO 0, FuEm aiigl), 35, 150 B L TN600 me/kg % | REMEMES
12C0 Cr1:CD(SD) 7 v MZ, HET » Mokt LTI EdBA4ART 14 AR X 2 D% O 28 A%
Griedt 42 O, MET v Mxr U CIECELAT 14 0 fE L OB F CORZEHIM, KR SIH
RS I OWEE 3 RETLI A 1R, EARAKEL T, HiEEE, ZRITH. ZHBLIT
53 MRS D AT BT T BMER L ORI OFEA - B EICRITTEEC OV TR L, LT ORE
ERFT,

I. #A83YlconT

1. —REBTIE, 600 mg/kg R GHETHEMEZ TR EBOIR T, #EHI (OMRIE O JE ) 8
BA, 12V 0 BB HR ST,

2. RETIE, 600 mg/kg ¥ 5B THEIIRE 21 BLAKE, METAENR 20 A LA A R 22 (R E 5 ik
BERNTERD By, BAE RIS LIRS 2~7 B, HEIARRATHIM OB S 2 A& L OMER 20

WA EBERKENRD bivlz, —F. 600 mg/kg e EHOMETHE 1| BICEBHEOFER

FEDSF D BTz,

3. BIRATR. SEEE, BHR, B AR X OUNROFEASARE e HUNS 600 ng/ke
FEREOBEIZ DUV T FERL LI RO F I BT % Stage /3B TIX. 600 mg/kg/day *
TSR SO BE L B RIERR D b o Tz,

I. HMSIMOERSLUFEROREIZDONT

1. MEOVERMRE ORBE MEMERE, EHOZRE, MOSZIER, S, SR &
PRI, AR RERSL, A RILER RS, (LESR, RILPEREL, /iR, WE 0 B DR,
HAZE M GECROEDIME 0 DORHER, SECHEZED2RVEE 0 0 DAFR
2L ONCIEE A4 H DA . HE 1 B O WHE A HOFEREFARONTHIZE
600 mg/kg/day F THEMER GIZHE L= ZTRD 5NLho T,

2. FAERO—RINE, (KT X OFIRATRIZH 600 ng/ke/day £ THRME 5 ICEE LT
ZIFRD b oT,

PLEDZ g, ARBREETICBITA 42 aa-n-7 LY - LOREWOKER5IZBIT 3

R B2 (NOEL) 1 150 mg/kg/day. BHEWMIOATERER L ORI ORA - REICKTHEZEE
(NOEL) IZV 320 % 600 mg/kg/day & H|Kr L7~
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SRO8135b

4-roo-m-7 LY —AO 0, FuEm aiigl), 35, 150 B L TN600 me/kg % | REMEMES
12C0 Cr1:CD(SD) 7 v MZ, HET » Mokt LTI EdBA4ART 14 AR X 2 D% O 28 A%
Griedt 42 O, MET v Mxr U CIECELAT 14 0 fE L OB F CORZEHIM, KR SIH
RS I OWEE 3 RETLI A 1R, EARAKEL T, HiEEE, ZRITH. ZHBLIT
53 MRS O AT BOE T R L ORI R OR A - R FICRIE T B OV TRAT LTz,

MErE L OT5 ik

1. BERME
Ay t4-r7 wmo-n-7 L —/ ; 4~Chloro-m—cresol ' %
44 c4— 2/ v-3-AF) 7 = ) —2) ; 4-Chloro-3-methylphenol 2
4-rwuy Ly —n?
TR T 2 ) AP
7 wvw 7 L) —)b ; Chlorocresol 2’
p—Chloro-m—cresol 2+ 3’
9-Chloro—5-hydroxytoluene 2’
CAS Yo. : 59-50-7
LFEE HAREHE S+ (3)-900
AR (B IERD) :C1C¢H;(CH,)OH", OH(C4H;)CH,(C1)?,
C4ll,OIICII,C 13
oH
CH,
Cl
Ui aE= ¥ :C,I1,C102% ¥
DT E : 142,59 27 142.58 %

W LRIt E CHME  BEIR, REAER. B, 1ZLAPERD,
BADOKES, YL 72/ —LRBHD D
A B 7 — ¥R vEBH (Appendix 1-1)

_13_



I

HOEE

H

SRO8135

Bha ; 64.5 degC(Appendix 1-1), 66°C - 2 %
WA 5 235°CT %), 234~236°C ¥

Flks ; 118°CH ¥

FEK . 590°C T ¥

HEE ; 6.67 Pa/20°CY, 8 Pa/20C?

X ZRREIE 5 1. 93(Z2%=1) ¥

BEE ;14

RHETE 5 L~

pH ; 5.6 (FafkEEHE & LO) Y

LogPOW ; 3.1 '~ 2+ %

VRREME o BEPR /K (0.38 g/100 mL, 20°C) 1 . BH %< OAMERY

£ 99. 9% (GC, Appendix 1-1)

T OB L ORBE & L

R 2A:

RIFERT

PRI
Wtk EoEE

VNIV

FRRBBRYE O ALE
B R

1500 gX2 A
D IERERDEEEZ T T, RaICEATDH Y, WBERSH DV, R

FOSHEFEE < Tnign Y,
B THRAE TR, B E OMEIZBET 5 o & . BRI O fRAE
TEMENHER S L7 (Appendix 1-2),

DRERIEERR L CmIEETICIRE L (GHRIEEER 1 ~8°C. AN G

AILH % ).

C RBERR ORI IFE DO MEE
: 2008 4F 10 J1 28 BH (%2 A) ~2009 & 7 A 21 H (BE3E)
R L X B I UOMBAALTE L E/RETHH Y, IRICEFEOME

ErGALERERDHD Y, SEERET SV, SOFEMIC L0 B
BIEEZIFTZENHDH Y, AIRENRDH DD T, ARITIEET D YV, Kig
fEFr U LLEEULIRIET S Y,

FR, vRAIBLOREATREERAL, FT7 FATRYOHE D,

CHBRE Y L L LT K6 g ERIL . AR R O EEHMRAFE IR

17 L7z,

CHERLAS T AT, BEMEEEEEY L L TRl LT,

ZPEEME Z v~ &M LD50 1830 mg/kg ¥,
SRS LDy, 100 mg/kg ¥

_14_



2. WK

E4En)

wy hE
s
PRIFZRAMT
Bk L oEE

SRO8135

TULNF LD ?

B N/ el =l R i

: VBKT7807

LT H T AT AT RAE
D =R

SRR L,

3. BERDARE L PILESH

(1) &GO
Rk

A B

RAFIRMTF

(AT

PRAF A

A EDOER

PREHREIE ONE

(2) FeHiRDAVESHT

TG D% E M

G O I FEHERR

B REMERE 7 1%

CARBE AR L . FTE DR & e D X O IR IR, A —F—

ZHWTHISE, &GiEE L,

8 HIZ 1 ELL oA TR L, 8% 9 BURICRGIZHW,

: EEIR (CEHIEERE 20~25°C. #IEFRED & Ak RAF B £ C)

i L A UNF

1200945 A 11 A (SR OMRBYIE]) ~2009 £ 7 A 7 0 (LGOI

g S
CEOBIITTFR, A7 BXMREA TR EEH L. R 7 PN TR
VoI,

RO R, AL T A0, FEXFERM L U CEIL L,

BTN T, 0.4 B L ON120 mg/ml. OFEGHRIZOWT, B3 L

OZEMIZBIT A 0H 21T, BRI 2% ORIERF 9 O/
DLEM AR 7= (Appendix 2-1 B LN 2-2),

AP L OB RI OB S IZHW A RBEOREIRIZOWT, #1EimE

PSRBT DEE LT L7z (Appendix 2-3 B L (r2-4),

: Appendix 2-5 IZ7:9,
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SRO8135b

. RBRAE
(1) #RBR%R

AL, BARF v —A R - UA—Ratt BAREEE® ¥ —4pED SPF Cr1:CD(SD) 7 v
FEHWE, Ty MEIFEERRETHFEHO OGN TWHEMFETH Y . BT C ol HR%
WEBEETHDHZENEZORFEERT LT,

MR 52 P (R 1148 B 50 P0) % 2009 4 4 H 27 AIC 8 @M THEA L7=. S AROTY
OFEEHFIL, BET267~304 g, HET 191~217 g ThH-o T,
(2) Kefed L UEIHE

ST, H 2 OEMPICOWTHEMEE BBIME 15 HETo 14 A EARZEHE L B & LT

B) —RREER L B L EIBIE L IREAZ AR B 1 ) B X OBIHEE K T B ($5-BkhhT«
H) Z& 0/ 18I 1 B TR 3 [EEE Lz, £, HEEMWIC W TR GBAET 10 AR O
PEF IR E 2 R A A 7T BREIEIC L 01T o /e, BEB LOBIMEHIB hic—AekiE. (REHEBE
FOMEOER M AEIZ R IIFRO s ol
(3) ®ELT

K s L OBIME AR Iz 52 —ROREEB R L OMERTERE. & 52DV TUR MR
REOKREBEZIC LT, BELBY S MR 18 TR L C, 10 MEn TR L, &5
BHAART 2 0 DEREIZE SO TRIEMAAMLEIC L0 SO TFEERENL) —I273 5 L) HS T
ZATo7= BEOY OB OREFIFIL, T 366~432 g, MET 235~283 ¢ TH Y, FIE
H(H398.6 g, M 257.2 @) DE20%LINCTH o7, Bk AN BMWITERE BRI L T
ST, Ik, BIKSNIZEIC OV TEGBRGRAT B IC—BCRIBIZ RAT A 72\ 2 & 27
R,
(4) BB LT — 0N

L. BEA AN AR MM 7 =L b TRENCEI 2T, BRI EMNC a8 E
BERAEL, BEENEZITo 7T, BARIICONTIE, BEE 21T o7,

fAE 7 — 0k, BRI R IC AT Lin 7 SRR E 5B LU AR OB & 54
Ht L. 57—V ORI R Lz, BRI 6ICHBRELZ ML L, MBI IR
FUIRZRBSLB O 7NV —T A B L O TER, WE B FIISHE rBHEo 7 V—74%
BHRE L7,

[V
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(5) BWEHE

1) fERE
Y ITIEE 22 +3°C (FEHIFLFH 20~25°C) . 1BE 50+20% (RN 36~62%) . #5X[E

% 10~15 [8] /BERT. FBARERT 12 BFRT (8 : 00~20 : 00, A T.HRER) O @B = (304 5)
THIHE L7,
2) FBE R B X UEE HIE

754 v b A& BRI 7 — 2 (260W X 380D X 180H, mm) ZEH L. AR STMEEIC
DWTIIEHRE 17 B2 DWEE 4 B £ T/ ML & RIS EREMAKRK (FU A k7 L—7
HART v =LA U =Rt 2000 Lo, s JOWHEHIR I 2 T, B &I
1 PG, ZRE R e 1 UG, AR A 1 UG, WEMMFIE L IEREIRA Lz, 7
— VB L ORI IRE S T RRC T RIAZ U, £ 0%13 2 I2 1 RIOMEE TR L7z, 50
BLOVNZIILE 2 EEEEFAO S O LM LTz, BERGKEBE QKK E IZ#E 1 |
Kl L7z, BMEREENOERS JONERIERIR. 1B 1RER L7, HRIEFICELT
T EEREHERER LI URREREEL | BB CREICER L,

3) falk}

AV FOVEER T RS RE RIS R CRF-1 %, 4B RAGITES % T H BRI
ST,

HBRICEEEL RIITRNOS DI5EME S D2 VIIMEYOEREEL M Lizry K
(090309,090106,090407) DEFEHZDUNT o4 L 72, G E D 734713 Eurofins Scientific
FEA, BB EBHLEEE BN ENEIT o 7o, HVTTEH & FFF ISR kE
W BV OREMERYEFIEFICHEIL U7, AT ORER . WIh o B IZ b A4 #
Z HEEFRD b7 o /- (Appendix 3-1-1~3-2-3),

4) REHK

FLIRTZAGE K Z . HEMAAKISE 2 WV CH MIcER S ¥,

RBRICEEERL RETBNOHDIGRMEOREL, 2009471 H 18, 200947 A 2
I L2009 4F 10 A 1 BIC YA H = & A RHELE O A (301 75-28) 7 Rtk & BT
LTt Lic, 0T B AR ARSI V. R B &R EIIRAST LK
VM TERT OIEERRIE RN EIL L7z, 2 ofER, WThoHBIC A e B A5

EIFZD SN2 h o7 (Appendix 4-1~4-3),
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(6) PBRHEEDHERL

SRO8135b

BehH& b3is ] (EmES)
BR AT (mg/kg) (mg/mL) e ki3
S B 0 0 12 (101~112) 12 (151~162)
KHER 35 7 12 (201~212) 12 (251~262)
HH O R 150 30 12 (301~312) 12 (351~362)
= = 600 120 12 (401~412) 12 (451~462)

KRREEITIL, MooBf & FEROFIETHREO R ZRE LT,

(1) HWRMBE O8RS
1) BEBEDORT
S SES 5

i TE FHLH

2) &5

20, 35, 150 3L Uf600 mg/kg/day

C AWEE DT v MRRUTERE D LDy 13 1830 mg/kg LR ST
Do £ T, 1RHZDEHEMES 3L SD KT » FCr1:CD(SD) JiZ,
FUET 3 IS S TR E O 0 () . 35, 150 BR TP
600 mg/kg & 14 AMIER ARG U2 PAfekiR Y & 320 U 7o 5.
600 mg/kg H G —HOIRRET X A0 & BT R O FFE OB E
H e b ONCHIRPT R ORI BRI A A & I <R
REENEO LN, T X5, PERERO R R (600 mg/ke)
FZERIZZ LW OO AR Tl G A T2 RIS &
Eo METIEEN - SMEOHMMP LRENT TOND L EBE L,
S EMBRBOMEREL LT, THRABROHNERELIRIL, &H
T 600 mg/kg, LATAMHK 4 T 72 150 3L T0 35 mg/kg #HH

BLEMREICHRE LT,

BEFEBLIOBRERE T4 AR—YTAE Y T BIOT A AR—FT A Tk

e ST~
B G5

Fe 51

&1

o
i

MW TR BENICR DS LT,

1A 1A, EAKE LT,

91 00~12: 00

L. i ORI T RIS L,

e RELBAMAET 11 AB X O 0% o 28 AR, 12 AR

M ASELRT 14 A3 L OB £ COREHIM, & S I RS
BRLOWEE 3 AL COMME (kK 56 B

5 mL/kg & L7, BMEROE G-I T B IR LIEWHLE R ok

FIZESWTEH L,

B5 G, BEEE. BEREE L UREGHHORERB  RBRIET A NI 22512

L7,
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(8) #Hz, MEB LOMEIEH
I. HEEIZ>WT
1) —fRINEEE £

Bl =l

HfE cERGEGDERE L HELTEREL, &5 1 A0 b&KE5 42 HOHE
HOFER £ T,

B CEEATCPRD B L OB E% (FR) o 1 H 2=,
72720, FBIXARTRIC 1

B 1k CEx OEIOAEZE, SMEL ITEFICOWTEE L, RENRDS
NDHEIL, EORERZ b AR DR BELIRFL 35 3OV g4 2 5
L7,

2) EEHE

Bl : 2

HE A BB ERS I AEERL, &E 1, 20 5, 7. 10, 14, £D&
(X7 AfOFERT, R BRI X ORI B ICHEIE LT,

W& 5 ik : B R EMRFE(GX-2000, HAZto— T R FA)ZHNT

B L, | g AL CREER L T2,
FEENES JOEEENR TR X EI L,

REHNE= 542 HiKE) — %5 1 HEE)
. IR ERIN &
BN 3R —

KB N Bh1BINE X 100

3) FEYEAIT

1% ==l

HIE H  REHIM B L O H 2k &, AEREELFE U HIZHE L,
HIE F ik . E R EMRFE(GX-2000, EAXEHEZ— T F-FTA)EANT

HIEL, 1 ¢ BALTRE L, BB ICHEYEEZHEL T
—URICHRE L, TORTMENCEERERBLIOBEEZHIE L,
72720, SIET IR EO LA ZHIE L,

A E O H UToRICEVEHLE,
fEAE & (g/rat/day) = fn5-fik (g/rat) —F&# (g/rat)

BT OO D%
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1) #
Bil%x
2 R4
WA Lk

IR

SRO8135

==
5 42 B O A= R L 7,
RN LKEBER U2 o — T U T I ESE S 2 ORE -

MR A PIRAICEE Uz, AR R E SN A 10% FHEEE R L < )
ZHEE cARE LT, Eo. EAOREB I ORE EKTI T T K
THET, 70%TH ) — VIT{RTE LT,

B - (RAF L7288 72 ik

5) wn'E HET

{51155 - IR 41
AETT i

RIS

FRXT BB OB H

6) JRELIERE AR AL

Bil%k

BT

@

<]
=3

B - Mk

TEf ORFE I ORI R 722 & TN IR A S FR AL [E] A5 (No.
111 5 IEEMERR E DREAREFTe]

s HRE R 2 EIC W T EE LT,
I OZBE « Mk, BF L EILRFE (ER-180A, #RAlsrt>

— TR T EROTHER L URE LTz, AOF/E XLEL G
ECIE LTz,

CRM. GDMiE. RTRE. EFBE. MR, B, AR, R, KR BR
DTFoRckvEH L,

o MORER
X EE= e E X 100

P BN OVTUTORE « MOBEREER L, RES LTS H

BEHOEHNZOWTEMR LT,

FROFR, WRHERGORELE X LN HEITFED b
STl EOMDEEGFIC DWW TIEBR TR0 o7,

7B, FIREFORIRANEFETAIZ OV T HER LT,

CNT T 4 A BREYIL e bR v A Y R AR AR AR

®LCTHEBR L,

C EAORRE JURE R ER BT O Stage DI E & T0)
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. REEMIZHOWT
1) fRREEE A

Bil% :

i R GRGANSEHRAET

R D HEEM LR T

BE Tk  HEE & [F T

2) WERTE

Bil% : 2=l

e R R ERGA RS 1 A, RN A 2RO A, Ok TR 2E

OHEERL, AFoRICHIE L,

51, 2, 5, 7, 10, 14 H D& 54T,

PR 0, 1, 3, 5, 7, 10, 14, 17 BL 20 0 DHEEA(,

HE OB XU AOREAET, Z2OWNIHE 1 H ORI H

7oL, EREGN IR 26 B GRIRRA) |

REHF PR S HER RO, FHFEHEORER LFEU BIZHIE

L7
BT FiE CHEE ERIU
EREENEL LUOMRERMNER U TRk v &Lz,
AL Al 5- 4
RE#INE= (&5 1 ARE) — %51 A{KE)
REHEINE
8 2% —
(REHEIN$E 5 AhE X 100
iRl
REENE= @R 20 O E) — GTIE 0 04 E)
e _ FEIBNE
R ERE IR IO I E X 100
i & HAH
REMNE= OHHF 4 BEE) — (HH 0 H{iKE)
IREREINE:
BN EIRE —
REI SR B 0 BINE X 100
3) EBEEMNE
5% ==Xl
AlIE N  RRHIM A RE, AEREORIED LML, 270, FEONB XL
VWEE 0 I AT E D A,
HE ik D HEE LR
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1.

1) R
%k
FR AT A

ATk

SRO8135

=X

B4 A

71U, HEIR 25 A £ THlhaER O b ARV RS FITIENE 26 H
DOEI SR LTz,

D HEEY) L FIRRICEIBR L. LT O%E - Mz 10% T HgRE R~ Y

VICHEE ARFE LT, SORTIIES L bIRFE L,

[E7E - frff L7-38E £ 7 ik

5) wB EHEHTE

1% - B

HIETTIE
MR g
FHxfEE DR H

6) JNELII AR A
B
AT A
e Mk

1) PEREHIRA
Bi%
HA
itk

I

EAOINE 5 NS BR) B &AL [[BIE (No. 255) . F IR (No. 260) |
JELlE (No. 358 33 & U%No. 460) | A & filk (No. 458) 33 L UM iR (No. 461) ;
EH AR & DB R A St ]

s HIREER AENT DUV T ER LT,

K OB T EAHECTHIE L,

D HEEI LR T
DL DN, TR, BN, MU, BUTE. MalR, SR
HEERM LT

DR LR T

R &R T
CEAOINE

KEMEEN) O AT KOS AE IR DR AEIZHNT

: D 2]
G BME NS ARRMTH £ T,
DR LTLRAIC LD EERBREAR T ER U, SRS RAREE T TR B

P HIE LT,

D MERE IO B CRIFRIE, FAFHI, RIFRDB L ORFREL) &

4256 HOMBT2EL LV IET bOE EEE L, HEHH
MeaBEI L7z, SEEO—ENL LRGSR — OME B R
23 HABZME L CHLNDB0E AHAIL FIEARIEEN 7 HLL
P L TH LN B OEMGEIEREE L, WTFRbEiTEHEL
77
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2) AEIHREMA
Bk
3

22 AL D FERE STk

SRO8135

e D A5
BREUMALVREMAM(REMBEAOBREARELIA L L),
7, ZRCHIRT 14 AR REARD Hiieh o oMo T, BE
ICRRPHER SN T LS 2 AW TSRS 230 Lz,
CRANE LT, R—HEoBWESRESR -8 E 13 & L,

: [FIRRBRREN O-EME | XE A ZZRELBHAAH DA R K0 R ¥R s 5

£ CHREAE S,

CENEZIEEZI BICE T LR, 5 W0I3EREA A TERPOETF
WEOVHER L, 2B, W2 ROONTEAEZOKR00 A & LT,
WA OEHBEICRRBEAREI LT,

[

IR L T REMERT D%

S . . ory — <
ZZEFE (Copulation index, %) TR = 7 R O B 100

AR OMER & 7R DO A R X OSIRKEZ T"ERNOERIEOFHIC
L0772,
WD OHFEICSEEEZEH L,

SHR LT

AR T A

ZhaZ (Fertility index, %)=

3) Arifhds L OMHEIRREBIE

Bk

53 e g2

UL T DOHERR

c SRR LT 425

 RRBDRER S N MBI 2P B AR S T,

SN RE 2 ATAR 21 B 25 256 BOEIE T, 08 3[E(9 : 00, 13 : 00
BEROIT: 00) Bl LT,

09 00 ICREM IR A B OHIZED THO FICIZIAA TND DR E
REINZHEAITOMKETE L, ZORZHEOOR & L,

LY EOARFIRZHE L bOZEFHES L,

SrE FOMERD TERWIESIXEFHES LT,

WA DRI Z BN L,

HEE (Gestation index, %) = ﬁziij%jiﬁi%& X 100

DHE 0 BICIERICINE LB AF IR B L SE SRR E 20 L. £
o0 HEREE L,
WA BRI ERE RN LT,
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HIPEIROYEEE DB - HE 0 BTl 2 OREW DML AL & AMZZE DM O R S THE
L7z,
RO IERICHEEL AR L,
CRHEBDIZHE 0 AOEER, ECH ZEDRWHE 0 A D
AERZECICMT 4 DOAFREMR L LT T 2R L,
HEHPE 4K

HE 0 HOEHEIROYEL (Sex ratio) = LV P -+ e L T R

HEAEAT K

HE 0 A OAE(FIROML (Sex ratio) = T T et A T

HEAF R

E 4 HOEFEROM:LE (Sex ratio) = T A T

EARHIF O &L  RBERBDIZANOLRE T E TCOMBIO B EFE LT,
iR OE D BIRIRFIZ A MED F N DO EFRIE 2 RRRATICEE L 7=,
WA BRI O EE R M LT,
SRR (Delivery index, %)= % X100
EBIRROET D FREFIZ R ME O ITR O IR SR & 5T LT,

KNS EEICERELRHE LT,

EZHRZE (Implantation index, %)= PR IR NI <100

HE A HOBEROEM KA OREICHEH LT,

iy - s = I H
P (Nurs ing index. %)= —H0 4 %i;ﬂ%;%%EEZigj)ﬁﬁi& 100
Julll 7

4) AR O—IRReE g

%k : 21

B 1 FEH

AR B RIS TRZEE 0 A LR LT, 0k TR B
HF4HETE LR

BLETIA CAEFETIRTOWR, —BRIRBE XU RIZOWTRIZRE LT,

ek, FETHNLHK L. Whole body & 10% HFMHEFEE AL~ U ik
THEE-REF L,
BEREFLRORY - WHE 4 AOHERAFRERDPOET L,

Y e e WE 4 04T RE
| =S 0/ —
HrAaIBAETFEZ (Viability index, %) AR X 100
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FEL IR DAE D FET I AR RS HIRE L7,
26 OHIT Whole body % 10% HH#EE AL~ U A CEE -RTFEL
7=
5) HrAEROEENE
i 1E A AR ABICOWT, HEO0, 104 DICERK LT,
BB I7i4 : B EMRRE(GX-2000, HRAEFtT— - 7 K- FA) 2T

MEEICHEL, 0.1 ¢ £ TR L,
HEMER| DA FHRTIZ OWT LA EARMRAL & L CRYRELREH L,
WEHFR G EAETER LT,

6) LR oHH

IRFH - %% D IHE 4 BIZ2fINZ OV TERM L,
BTk CESER (MPENZ ST 2B L, MAUREWATRIC K0 LH5E

St EFORE -HBRAAIRAMICEBELE, BEHAIZOWTIE,
Whole body % 10% 4R R~ ) ZEE « (R1E LT

. WREEMAE

AH, FHIBMER JCHEINR B E ST O EER JUONMGEE NG TIEMD Stage
Oy, MEIARIRG. RIS, BWER X UOSEIKER, INEEHK. (NEROAEF IR X
OFEC R, o, AR MR, EIRGM. WE 4 HOEFRES LOHAERAEFRD
FABIC DWW TR O ER L OURERAZ S L, TEH @I Bartlett OREEEITV,
BB AR BT LTz, S0BOBEE ul B BOITE THEIT L. RELSBOSBEIE
Kruskal-Wallis OHREILE TN LT, —mBlB oo OE, AEENRA LG
Dunnetl DFREEE AT & DA AT > 72, Kruskal-Wallis SO OFER, AEE
I BT 55413 Mann-Whitney @ U-FRELEE VIR & O 21T 5 72,

FABRERAPIRAE I DD TIE, 2B EO 7 L — RBSRD DT A R Do 7o 72
HEAEMRBIIAT LR -T2,

PERMIRE ORBRE, TRE, ZhE, HERBIUWE 4 BOHERIZOWVT, LRk
XZREEITV., ZOMRABENRD ONIZBEIIE 2 B X MRETHR L OB AT
Too oL 2RBXPREICAEG OB Fisher O EHMERRELEZ HWW T,

XIRE DHEIREIZ DWW TR, AEAKEL 5% & Lz, 72k, SEFFHFBICET 2R
J71%% INDIVIDUAL DATA ®FEEIZ AT,

7B, BHEBED | FIORZRBSIMIEIAITL TH 7= 2 &b R OERER L OE
BREE DT — X2 B BRI LTz,
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I. BEammiconT
1. —figiKRE
—HRARBEBIL DR AR A Table 1354 T2, INDIVIDUAL DATA 1-1-1~1-2-4 {2539,

W

xFHRATER K OMET & (35 mg/kg) #FTiX, KEHMTICREIIRO oL 0T,

H A& (150 mg/ke) BETIE, &5 16 BIZ 1 HITHERG L (OMRIE HEF) 2358 b7 LA
SMZEFITR D b n o7z,

B (600 mg/ke) BETIE, #5 5 BLU 6 AICHFKEB O TE8H L, LN
TR WEFEFNLOUREOEM) . A I,

CREETIE, ROGHIM T G AT, B, SIRBIR R L OWEHIRH) (CR2E I

HHNRDo T,

AR TIE. RO G MBI 1 I THERG GMRIE 1 JEBR) 233780 6Lz st
WCEFITRD o7z,

TR TR, REMMTICRF IR DN o7,

AT, BB AIC 1 AITAREBSORTARD N/, ZORFKEHOK
T EEORE THEIE L, ZO®%KICEEIIER D behoiz, LKEHIRFE L OTHR

RIS (R E O R B ORER, 12V 30 B8 WEM IV BB X
OBHEA DS B R STz,

2. REH®
REWEDORRAE S Figure 1 B L 2, Table 3~6, INDIVIDUAL DATA 2-1-1~2-4-4 |T-7,
BB EL 5. BBEEROT —F & & HITRT,

E

X KO ERE T, xR L i L THEREIZEED b7z,
SAERETI, &5 21 BUER G/ TR FIRErSTe) £ T EREMEASINIZ TR
b, HEHM P OKEREINER L CHEINERIZ S ARREMEARD b/,

kB, BREOMFE T, BHEHICATRIREDED b,

RB XU R TIE. RIAET, EREMB L OWESIN L LI ELAEERD N

otz

EMERE T, RERTEARICIE AR BMERD D h o 7o, EREART Crax AL &
b U CIRAFE IR CHERS L, ATIR 20 HICHBZREMARD bz, Fio, MREIH
O RFEIMIEICF BRAREED b7z,

WEHM T, B 1 BLO04 BICARRMENRRD b,

B, SIREREORET, SABHICARRIKMELRD bivlk,
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3. Effs
B EHIE DR % Figure 33X 14, Table 7~10, INDIVIDUAL DATA 3-1-1~3-4-4 |Z-R
R

M RB L OCHHER T, AERAMITRD bR,
EMERETIE, &5 2~7 RICAERIEEDNRD b,

M - KB LOHHER T, FELRELERO bR T,
A ERE T, LRI OKRS 2 BB X OEIR 20 BIZAEREE B R S 708,
HE 1 HIC R BamEnzio b,

4. BI&RAR
FIR O pAE % Table 11 33 X0 12, INDIVIDUAL DATA 4-1-1~4-2-4 |2 33,
T xHRREETIL, RIS MRS 1 FIZRRD bz,
A BRI, AR LD RBIE @M 1 IR b,
Tk L OCEARRE T, BERTRITRED bnrhoTz,
M - XIRBE T, BEFTRISED Dol
KA EHTIE, BEBOREN L HIRD b, iz, FFTREO | Bz FTREDOHK
DD LTz,
HAHERECIE, BIROIEKZ 1 HHIZFRD BT,
BARR T, ABKROBEERIEE., MIROEKR, WIROZEENLE 1 FIIRD bz,

b. ZFEE=E
BEBEEMNTOMES Table 13 33X OV 14, TNDTVIDUAL DATA 5-1-1~5-2-8 {273,
HE AR ERE TR, BRCHESTE X O EEOR B A& HENR bz,
FHERE T, WIS EEOAOF E R EEATRD Dz,
AR I, MR L OBRICHEM EEOT EREMIFED bivl,
M KIS LOT AR TR, FERELITRD N7,
EHERE T, Wi LUOEBICFHESEEOR EREMNARD b,

6. REEBFHRE
TR PR Z AT R A Table 15 38 U816, INDIVIDUAL DATA 6-1-1~6-2-4 [Z7R7,
M O PREETIE, RERB LUME LI RATRT RITE O bk o7z,
FABHETIE, BMERBIUERE LKICERERRLIRD bR -T2,
iz, RO ARRET R 208 5 FC. et BRICRE R EIRG ORE | KA EFICRE O
B EAOHFRIEENES 1 FlIZED b,
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M - SRR T, SNERICRITAT RITR O b e o7,
A BT, INRICREFTRIZBD bivehoTz,
iz, FURRFO IR R 2 8 5 41 C, (KA EHICREREFOBE, FHEFIZERO
BXFE /RS E I oo TOMHE, S BRI B RO R B AR, MR OB RE 22 BE A i I 0> TT
D D VNIHR D EE 7 £ 84 | HICRD b,

1. BEOBEFIK

FEEOFE TR D Stage 3384 Table 17, INDIVIDUAL DATA 7-1~7-8 IZ/"7,

M FEHIE BEALS 72 0 ClE, Stage VII-VIIT ORBAAINIE LS O L L7 N7 BRI
o HEH CARRAENED bz, o Stage ITITARELELITRD bR h -
Too —H. BN UMBRBENH7-0 TIX, % Stage & HITAEREMITRD LR o
77

I HMESMOERSLUHEROKLEIIDONT

TR

PEJE B A O ki 4 Table 18, INDIVIDUAL DATA 8-1~8-4 {271,

RHEHED 2 ¢, B L OEHERED 1 BIERIIRE & T SN B2580 B ATz,
BEMAMORERS LOERPMEICIE, S&GHEL bR L THERETRD L
N7pinoi,

2. 4hEfE

ATREEMTT O FAE S Table 18 8L UV19, INDIVIDUAL DATA 9-1~10-4 {Z/R7,

TR, M, HER, MIRHM, WEROWTIICHL SRR E LICHREE L i LT
B b ho T,

KB

3. HIRBLUIHE KA

DR L OB INEEDORA % Table 19, INDIVIDUAL DATA 10-1~10-4 2”7,

PR AREHL SRR, SR, WERK, WE 0 AOAFRE L kB KOHAER,
WHE 4 B OHEREFEB LOMEOWT RIS A REGRELE DICH B L i L CRERZET
O LN Do T,

4. FERO—HRIKE

AN WREEEBIZEORE A Table 20, INDIVIDUAL DATA 11-1~11-4 {2757,

TE 0 A5 4 B OBICAETBIE 7 (T RG] S5 FBECHRE 2 i3 O 4 il KA B8 T
2, vh A ERECHE 3 Fild KL OME 2 Fil, mTEEECHE 2 3 X OWE 1 BRSNS, HE
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5. IERDIKE
B R ORERIE DRSS Table 21, INDIVIDUAL DATA 12-1~12-4 |29,
K GTEOMIHE & X BREE & L L CHE 2R LR bR o Tz,

6. FERDEIRAR

BAEROBROMAEL Table 22, INDIVIDUAL DATA 13~14-4 |25,

HE 0 HAH 4 HOMOETHI T, BEFTRITED bivenoTl,

BE 4 BOEFI T, BEDOHE 2 §l3 L OMEHEHOM 1 PHUCBROB RILERTD L
Nilc, PRERECRAEH TIRERFTATRO IR T,

s £

4~rua-m7 LYo 0GR, FUEmat ). 35, 150 B L TN600 mg/kg & | BEMEMES

12 PE Cr1:CD(SD) 7 v Mz, HET » MIxt L CIEARBLBAART 14 OB L ZF D% o 28 D%
Gieat 12 B, MET v Moxh U CIEAZECAT 14 B R XL O REST. £ TORZEIAM, R85
REIE S L OME I REC1L A 1A, EAKORS LT, HikEeE, KRTE). Sk LV
IS DA RIT T EIER L ORI ORAE - BEIZKIETTHREIZ O W THRET LT,

I. #EgmlconT

—REETIE, MAEBOHETEE S BLV6 RICHBREHOK FARD LI, UEENT R
B WETGLOMNREHEF) . BEARER S, MTHEEEH I 1 #CEFBEBOMK T —
WHEZERD b, LRI L CUHRIARNIZ # B75 L (FMRE O JEFD) PR, 12V 370 BB
Rahie, ZOXIICHEBNE THRE L D BELRBPERHER G OREL LD S
nr,

—Fh. THEOHE 1 FlIiCb&RE 16 BICHEGNRED HLM —BtE0RE TRIE LR
WEkRE & OBEM I VR I,

HRETIZ. mHAEOBETEE 21 B DR M TR 20 B LAEIZA B 22 IR A RSB b,
BHEECORAROHETHRE 2~7 H, M CREMMMORE 2 B3 X OWEIR 20 B2 B e K
SBHHNTE, ThOOFEELATEMEEEORE L OFMBEMEARD b, HRYEREGIZEEL
cEbEBR LN, —h. SHEOHMTHE 1 AICEEEORTRSMENED LD, bk
WERG & OMEMEICONTIZH LN TR T,
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FIRRFT R T, BB OBEREE ER(THD 0 RS A G, RO IEKRZ R 5 REE A 5 T4
BHEETHA SN, WTFNRb LAORERTH Y HEERTFNREL TR HRpER S L O
BEMEIT e & HEE ST,

WEERTIE., SHEROEM CEIBOMK ERICHR L&EMHARO bz, ZoEkiE, #
R ICA R R EORIEDZED ATV DIZH B & 3 ifse HEIZIBINMEM B33 51T\ D 2
LIt BB GICEE LB RN~ MOBMERICOAEZHESTED
BTN AED, MOMEREIIFEDK I L EEDE FTARDEATNDIZ &b,
ZOEI RN LOAEESHE I NEETIRERITR WV ST L,

., R B X OB OAFHEMZRE T, TRET R TR R E 23R S (K
B0 LIRS EROBREE 72857 W IEIEA R S 7225, @ ST 25 CREFT Rz <.
BRI E % G BE L 72 B RIEER D B AL &l L7,

i RO HEC DWW CHER L2 IO FIZRIC BT 5 Stage 2JA T, MHMERALH - DK
FABREELIZ Stage VIT-VIII THREEL R L CTAEREMESBED ONN, ZnboElidt
v b VB EAL S 72 DI b RETEREETH L Z L b, BMENRAEE
Th 0 mft PR ERIT 0 &l L7,

UEoLHic, #BEYWERESICEEL~L{E LT, 600 mg/kg 50 CHEMElz B 38 EE DK
T, #EEGIGMNRIE DR OB, 10T BENREIIL S, KAEB L OBHEOAERIKE
HERWOONT, 150 mg/kg LT O GRECIL, R ER G ICRE L Z{LITEBO bk -
7=,

I HMHIMOERSIUHERORLEIZIONT

BEN) OEFERRIZ DV, MEOMEHRE O BR, WEMME, EEOZRE, Moz
OEHEE, BREK, BRE, ITRBERK TIE 600 mg/ke/day F CHERE S ICBEE L =21k
BRO LN oT, Fio, ERMERKK, MEE, BHERE. H1RFE, WE 0 HOEFR
B, HAER HILGECR L EDZHE 0 HOSHEN, BTHZEDR2VHTT 0 B4 2
HONIEE 4 BOALER) HEE 4 BOEEREHE 4 B OFAERAELFARIZONTS 600 mg/ke/day
T TR E R B LB IR v o T,

WHEARDFEA: - FEHF I HOWTIEL, FERO—RRIE, R3S L OSHRFTR T 600 mg/kg/day F
TR E KGR LB IR Lotz

PLEDZ s, ABEETICIBITA21- 7007 VY —LVORSYOREREIZBITS

e 52 5 (NOEL) 1 150 mg/kg/day. FHEWWIOAFERES L OO A - REICRT 5 A R
(NOEL) {2\ 971 % 600 mg/kg/day & H)Mr L7,
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Figure 1 Body weight of male rats dosed orally with 4-Chloro-m-cresol in the reproduction/developmental toxicity screening test (SR08135)

* : 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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Figure 2 Body weight of female rats dosed orally with 4-Chloro-m-cresol in the reproduction/developmental toxicity screening test (SR08135)

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

Figure 3
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Administration period (day)

Food consumption of male rats dosed orally with 4-Chloro-m-cresol in the reproduction/developmental toxicity screening test (SR08135)

* : Significantly different from the 0 mg/kg group at p =0.05 (Dunnctt's tcst).
** . Significantly different from the 0 mg/kg group at p =0.01 (Dunnett's test).
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Figure 4 Food consumption of female rats dosed orally with 4-Chloro-m-cresol in the reproduction/developmental toxicity screening test (SR08135)

* . 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 (Mann-Whitney's U-test).
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Body weight, Pups in the reproduction/developmental toxicity screening test of 4-Chloro-m-cresol in rats (SR08135)
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Table 1

General appearance of male rats dosed orally with 4-Chloro-m-cresol in the reproduction/developmental toxicity screening test (SR08135)

Administration period (day) Autopsy
Group Findings -4 56 7 812 13 14 15 16 17 18 19-24 25 26,27 28-33 34,35 36 37 38 39 40 41 42 day
0 mg/kg Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormal findings 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
35 mg/kg Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormal findings 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
150 mg/kg  Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormal findings 12 12 12 12 12 12 11 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Soil of perigenital fur. 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
600 mg/kg  Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormal findings 12 11 11 12 11 10 1 5 g 10 11 9 11 12 Ir 10 12 10 11 10 12 11 12
Crawling position 0 0 1 0 o o0 o 0 o0 o0 0 0 0 0 0 1 0 0 1 1 0 1 0
Decrease in locomotor activity 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Lateral position 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 o o o o0 o0 o0 0 0
Soil of perigenital fur 0 0 0 0 1 2 10 7 4 2 1 3 1 0 1 1 0 2 0 1 0 0 0

Values are number of animals with findings.
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Table 2

General appearance of female rats dosed orally with 4-Chloro-m-cresol in the reproduction/developmental toxicity screening test (SRO8135)

Pre-mating period (day)

Group Findings 1 214 15 16 17 18 19-21 22-28 29
0 mg/kg Number of animals examined 12 12 6 4 2 0 0 0 0
No abnormal findings 12 12 6 4 2 - - - -
35 mg/kg Number of animals examined 12 12 9 6 2 1 1 1 0
No abnormal findings 12 12 8 6 2 1 1 1 -
Soil of perigenital fur 0 0 1 0 0 0 0 0 -
150 mg/kg  Number of animals examined 12 12 11 7 5 1 | 1
No abnormal findings 12 12 11 7 5 1 1 1 1
600 mg/kg  Number of animals examined 12 12 9 5 3 3 2 1 0
No abnormal findings 11 12 4 2 2 1 2 1 -
Decrease in locomotor activity 1 0 0 0 0 0 0 0 -
Soil of perigenital fur 0 0 5 3 1 2 0 0 -

Values are number of animal with findings.

- : Blank.

(to be continued)
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Table 2

General appearance of female rats dosed orally with 4-Chloro-m-cresol in the reproduction/developmental toxicity screening test (SR08135) (continued)

Gestation period (day) Lactation period (day) Autopsy
Group Findings 0 1-4 5 6-14 15 16-18 1920 21 22 23-26 0 1 2 3 day
0 mg/kg Number of animals examined 12 12 12 12 12 12 12 12 4 0 12 12 12 12 12
No abnormal findings 12 12 12 12 12 12 12 12 4 - 12 12 12 12 12
35 mg/kg Number of animals examined 12 12 12 12 12 12 12 12 6 1 11 11 11 11 11
No abnormal findings 12 12 12 12 12 12 12 12 6 1 11 11 11 11 11
150 mg/kg  Number of animals examined 12 12 12 12 12 12 12 12 9 0 12 12 12 12 12
No abnormal findings 12 12 12 12 12 12 12 12 9 - 12 12 12 12 12
600 mg/kg  Number of animals examined 12 12 12 12 12 12 12 12 3 0 12 12 12 12 12
No abnormal findings 11 12 11 12 11 11 12 10 3 - 11 12 11 9 12
Crawling position 0 0 0 0 1 0 0 2 0 - 1 0 1 2 0
Lateral position 0 0 1 0 0 0 0 0 0 - 0 0 0 1 0
Soil of perigenital fur 1 0 0 0 1 1 0 0 0 - 0 0 0 0 0

Values are number of animal with findings.

- : Blank.



Table 3 Body weight of male rats dosed orally with 4-Chloro-m-cresol in the reproduction/developmental toxicity screening test (SRO8135)

_Ov_

Body weight gain
Body weight (g) on administration period (day) Day 1-42

Group 1 2 5 7 10 14 21 28 35 42 g %

0 mg/kg N 12 12 12 12 12 12 12 12 12 12 12 12

MEAN 407.0 407.8 425.5 435.3 446.7 462.1 494.2 521.8 551.5 568.3 161.3 39.565

S.D. 19.4 19.2 223 25.7 27.6 30.5 30.6 31.5 34.1 38.0 24.0 5.126

35 mg/kg N 12 12 12 12 12 12 12 12 12 12 12 12

MEAN 406.9 407.4 4249 433.0 4453 461.5 491.8 519.8 550.6 570.1 163.2 40.161

S.D. 18.5 18.6 20.6 23.5 24.1 26.3 26.3 29.9 34.1 36.3 304 7.576

150mg/kg N 12 12 12 12 12 12 12 12 12 12 12 12

MEAN 407.7 408.8 423.9 432.8 444.2 461.9 487.5 512.9 540.8 555.3 147.7 36.083

S.D. 17.8 17.3 20.3 214 24.7 28.6 34.9 37.9 41.0 46.3 33.0 7.299

600 mg’kg N 12 12 12 12 12 12 12 12 12 12 12 12
MEAN  409.8 406.4 418.0 4233 432.4 446.5 462.8* 480.3* 503.7**  518.0%* 108.3**  26.360**

S.D. 214 21.0 234 25.6 25.8 30.7 33.8 38.1 39.8 40.1 264 6.196

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

* - 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).



Table 4 Body weight before gestation period of female rats dosed orally with 4-Chloro-m-cresol in the reproduction/developmental toxicity screening test (SR08135)

_'[v_

Body weight gain
Body weight (g) on pre-mating period (day) Day 1-14

Group 1 2 5 7 10 14 21 28 g %
0 mg/kg N 12 12 12 12 12 12 0 0 12 12
MEAN 261.1 261.2 270.2 273.4 278.0 285.3 - - 242 9.271

S.D. 11.5 12.1 11.0 12.8 12.0 142 - - 8.0 3.097

35 mg/kg N 12 12 12 12 12 12 1 1 12 12
MEAN 256.8 260.3 266.8 272.9 279.8 286.0 319.0 327.0 293 11.311

S.D. 11.4 10.8 14.9 17.3 194 20.5 - - 12.2 4.476

150mg/kg N 12 12 12 12 12 12 1 1 12 12
MEAN 2574 256.5 265.4 271.1 2733 282.2 312.0 337.0 24.8 9.533

S.D. 12.1 14.0 13.0 16.0 18.9 22.5 - - 14.8 5.665

600 mgkg N 12 12 12 12 12 12 2 1 12 12
MEAN 259.7 257.8 262.8 264.8 268.5 2743 298.0 324.0 14.6 5.642

S.D. 14.0 13.2 16.2 13.0 144 15.2 25.5 - 7.1 2.866

Body weight gain (%) = (body weight gain / body weight on day 1) x 100.
- : Blank.
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Table 5 Body weight during gestation period of female rats dosed orally with 4-Chloro-m-cresol in the reproduction/developmental toxicity screening test (SR08135)

Body weight gain
Body weight (g) on gestation period (day) Day 0-20

Group 0 1 3 5 7 10 14 17 20 g %
0 mg/kg N 12 12 12 12 12 12 12 12 12 12 12
MEAN 2923 298.9 313.0 323.2 331.7 348.8 372.5 405.8 456.0 163.7 55.944
S.D. 14.9 14.0 14.0 14.1 14.7 15.6 19.1 23.0 29.1 17.0 4.343
35 mg/kg N 11 11 11 11 11 11 11 11 11 11 11
MEAN 295.7 301.9 313.5 324.4 3342 3493 374.5 408.0 458.1 162.4 55.209
S.D. 222 24.8 22.4 22.6 22.4 212 25.0 29.1 29.0 19.3 8.172
150mg/kg N 12 12 12 12 12 12 12 12 12 12 12
MEAN 29538 301.3 314.8 321.0 3293 346.2 369.2 402.4 451.0 155.3 52.787
S.D. 213 19.9 20.6 19.7 19.6 19.5 22.7 242 28.6 214 8.143
600 mg’kg N 12 12 12 12 12 12 12 12 12 12 12
MEAN 2823 2893 301.2 307.8 317.8 3329 354.8 382.9 423.8* 141.6*  50.484
S.D. 20.2 22.6 21.8 20.9 19.2 20.1 18.1 19.3 204 12.8 6.460

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

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



Table 6 Body weight during lactation period of female rats dosed orally with 4-Chloro-m-cresol in the reproduction/developmental toxicity screening test (SR08135)
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Body weight gain
Body weight (g) on lactation period (day) Day 0-4

Group 0 1 4 g %
0 mg/kg N 12 12 12 12 12
MEAN 354.2 352.1 361.5 7.3 2.065

S.D. 16.8 17.1 18.9 6.5 1.817

35 mg/kg N 11 11 11 11 11
MEAN 351.6 349.5 358.2 6.5 1.951

S.D. 24.5 234 223 11.2 3.304

150 mgkg N 12 12 12 12 12
MEAN 341.5 337.8 350.0 8.5 2.604

S.D. 25.6 16.9 214 9.5 2.836

600 mgkg N 12 12 12 12 12
MEAN 334.1 332.5% 338.9% 4.8 1.552

S.D. 22.6 18.8 19.6 10.8 3.403

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

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



Table 7 Food consumption of male rats dosed orally with 4-Chloro-m-cresol in the reproduction/developmental toxicity screening test (SR08135)

Food consumption (g/rat/day) on administration period (day)
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Group 1 2 S 7 10 14 28 35 42
0 mg/kg N 12 12 12 12 12 12 12 12 12
MEAN  29.08 21.83 24.49 23.75 23.14 22.82 22.99 23.46 22.56
S.D. 3.29 2.12 2.61 2.62 2.11 2.29 2.03 1.97 2.29
35 mg/kg N 12 12 12 12 12 12 11 11 12
MEAN 28.92 21.58 23.64 23.75 22.97 22.57 22.44 24.00 23.13
S.D. 2.50 2.15 1.49 2.01 1.26 1.79 1.80 1.79 1.94
150 mg’kg N 12 12 12 12 12 12 11 11 12
MEAN 29.25 21.33 23.40 23.33 23.08 22.94 22.74 23.40 22.00
S.D. 1.54 2.53 2.18 2.41 2.85 2.89 2.58 243 2.90
600 mg’kg N 12 12 12 12 12 12 10 11 12
MEAN  29.00 18.17%%  20.50**  21.21* 22.34 22.92 21.62 23.75 22.94
S.D. 2.41 3.59 3.44 2.87 2.23 3.16 343 342 2.51

* . 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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Food consumption before gestation period of female rats dosed orally with 4-Chloro-m-cresol in the reproduction/developmental toxicity screening test (SR08135)

Table 8
Food consumption (g/rat/day) on pre-mating period (day)
Group 1 2 S 7 10 14
0 mg/kg N 12 12 12 12 12 12
MEAN 19.92 16.25 17.06 17.88 17.61 17.46
S.D. 3.37 2.05 1.78 1.92 2.12 1.98
35 mg/kg N 12 12 12 12 12 12
MEAN 18.67 16.50 17.25 18.79 17.58 17.82
S.D. 3.20 1.51 2.70 3.09 2.65 2.55
150 mgkg N 12 12 12 12 12 12
MEAN 19.75 15.00 17.33 17.17 16.92 17.52
S.D. 2.09 2.92 2.13 2.20 2.46 2.39
600 mg/kg N 12 12 12 12 12 12
MEAN  20.17 13.67* 14.95 16.46 16.32 16.52
S.D. 2.04 323 1.95 2.53 1.65 1.74

* . Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's test).
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Table 9

Food consumption during gestation period of female rats dosed orally with 4-Chloro-m-cresol in the reproduction/developmental toxicity screening test (SR08135)

Food consumption (g/rat/day) on gestation period (day)

Group 1 3 S 7 10 14 17 20
0 mg/kg N 12 12 12 12 12 12 12 12
MEAN 16.08 21.42 21.58 22.50 23.31 23.85 23.16 21.33
S.D. 1.88 1.86 2.07 1.87 2.03 2.17 1.82 1.95
35 mg/kg N 11 11 11 11 11 11 11 11
MEAN 16.45 21.00 21.50 22.55 23.40 24.20 23.39 21.24
S.D. 1.57 2.16 2.30 2.26 241 3.44 2.30 1.90
150 mg’kg N 12 12 12 12 12 12 12 12
MEAN 16.17 20.96 21.13 21.29 22.93 23.21 23.01 20.87
S.D. 3.24 2.58 2.10 2.71 2.80 2.59 2.45 2.19
600 mg’kg N 12 12 12 12 12 12 12 12
MEAN 16.08 19.88 20.63 22.21 22.96 22.80 22.72 19.01%*
S.D. 3.18 2.76 2.36 1.78 2.41 1.77 2.71 2.51

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



Table 10 Food consumption during lactation period of female rats dosed orally with 4-Chloro-m-cresol in the reproduction/developmental toxicity screening test (SRO8135)

Food consumption (g/rat/day)
on lactation period (day)
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Group 1 4
0 mg/kg N 12 12
MEAN 14.33 30.38
S.D. 3.17 3.69
35 mg/kg N 11 11
MEAN 15.55 31.87
S.D. 6.64 4.57
150mg/kg N 12 12
MEAN 13.92 31.88
S.D. 6.69 3.92
600 mg/kg N 12 12
MEAN 20.17++ 31.28
S.D. 3.54 3.82

++ : Significantly different from the 0 mg/kg group at p =0.01 (Mann-Whitney's U-test).
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Table 11 Gross findings of male rats dosed orally with 4-Chloro-m-cresol in the reproduction/developmental toxicity screening test (SR08135)

Item Group 0 mg/kg 35 mg/kg 150 mg/kg 600 mg/kg
Number of animals examined 12 12 12 12
Number of surviving animals 12 12 12 12
No abnormal findings 11 11 12 12
Organ : Findings
Ileum : Diverticulum 1 0 0 0
Epididymis : Yellowish white patch, cauda, unilateral 0 1 0 0

Values are number of animals with findings.
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Table 12 Gross findings of female rats dosed orally with 4-Chloro-m-cresol in the reproduction/developmental toxicity screening test (SR08135)

Item Group 0 mg/kg 35 mg/kg 150 mg/kg 600 mg/kg
Number of animals examined 12 12 12 12
Number of pregnant animals 12 11 12 12

No abnormal findings 12 10 11 9
Organ : Findings
Ileum : Diverticulum 0 1 0 0
Kidney : Dilatation, renal pelvis, unilateral 0 0 0 1
Spleen : Hypertrophy 0 0 1 1
Thymus : Atrophy 0 0 0 l
Number of non-pregnant animals 0 1 0 0
No abnormal findings - 0 - -

Organ :
Pituitary gland :

Findings
Hypertrophy

Values are number of animals with findings.

- : Blank.
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Table 13 Absolute and relative organ weights of male rats dosed orally with 4-Chloro-m-cresol in the reproduction/developmental toxicity screening test (SR08135)
Number Body
of weight Liver Kidney Spleen Heart Brain Thymus Adrenal
Group animals g g % g % g % g % g % mg 107 mg 107,
0 mg/kg 12 MEAN 5684 18933 3.321 3.365 0.593 0.857 0.151 1.488 0.262 2215 0393 289.5  51.030 59.9 10.568
S.D. 37.2 2.764 0.329 0.231 0.040 0.099 0.015 0.078 0.010 0.057  0.028 63.0 11.569 6.9 1.309
35 mg/kg 12 MEAN 5742 18.523 3.229 3.372 0.585 0.816 0.141 1.545 0.270 2219  0.389 361.6% 62.863* 63.0 11.022
S.D. 36.4 1.559 0.212 0.342 0.040 0.101 0.014 0.132 0.018 0.074  0.025 60.7 9.743 8.9 1.820
150 mg/kg 12 MEAN 557.1 18.069 3.228 3.522 0.632 0.813 0.145 1.514 0.273 2203 0.398 346.2  62.569* 58.7 10.534
S.D. 46.6 2.963 0.290 0.363 0.055 0.195 0.027 0.133 0.018 0.082  0.040 68.5 13419 8.6 1.230
600 mg/kg 12 MEAN 519.7% 17.522 3.366 3.411 0.659*%* 0.778 0.149 1.398 0.268 2.184  0.424* 2946 56.698 56.8 10.954
S.D. 40.4 1.907 0.180 0.207 0.041 0.128 0.019 0.130 0.014 0.073  0.026 57.4 9.992 8.2 1.621
Number
of Testis Epididymis
Group animals g % g %
0 mg/kg 12 MEAN 3.596 0.636 1.397 0.248
S.D. 0.240 0.063 0.124 0.028
35 mg/kg 12 MEAN 3.453 0.603 1.371 0.240
S.D. 0.267 0.071 0.131 0.026
150 mg/kg 12 MEAN 3.602 0.652 1.398 0.253
S.D. 0.366 0.074 0.106 0.032
600 mg/kg 12 MEAN 3.419 0.660 1.371 0.263
S.D. 0.238 0.053 0.116 0.024

* : 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 14 Absolute and relative organ weights of female rats dosed orally with 4-Chloro-m-cresol in the reproduction/developmental toxicity screening test (SR08135)
Number Body
of weight Liver Kidney Spleen Heart Brain Thymus Adrenal
Group animals g g % g % g % g % g % mg 107, mg 107
0 mg/kg 12 MEAN 361.5 14.920 4.118 2.034 0.563 0.700 0.193 1.057  0.293 2.024  0.561 229.3 63.719 79.8 22.082
S.D. 18.9 1.805 0.332 0.167 0.035 0.106 0.030 0.075 0.022 0.092  0.037 45.1 13.391 7.5 2.053
35 mg/kg 11 MEAN 3582 14.291 3.995 2.046 0.571 0.735 0.206 1.0s6  0.295 1.984 0.556 235.1 65.943 80.7 22.587
S.D. 22.3 0.819 0.172 0.186 0.047 0.137 0.039 0.050 0.016 0.058 0.043 67.0 19.896 10.1 2.899
150 mg/kg 12 MEAN 350.0 14.479 4.141 2.019 0.579 0.690 0.196 1.068  0.306 2.013  0.578 218.5 63.099 72.4 20.733
S.D. 214 1.263 0.337 0.129 0.043 0.217 0.061 0.088 0.031 0.073  0.039 79.8 23.688 8.8 2.602
600 mg/kg 12 MEAN 338.9* 14917 4.393 2.127 0.629*%* 0.727 0.214 1.023  0.301 2.055 0.608* 188.8 55.776 72.1 21.294
S.D. 19.6 1.599 0.281 0.126 0.051 0.158 0.048 0.105  0.029 0.055  0.040 65.5 19.482 6.9 1.931
Number
of Ovary
Group animals mg 107%
0 mg/kg 12 MEAN 120.8 33.382
S.D. 15.3 3592
35 mg/kg 11 MEAN 112.7  31.557
S.D. 8.9 2912
150 mg/kg 12 MEAN 111.7  31.833
S.D. 16.0 3.431
600 mg/kg 12 MEAN 1142 33.793
S.D. 12.9 4.465

* : 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 15  Histopathological findings of male rats dosed orally with 4-Chloro-m-cresol in the reproduction/developmental toxicity screening test (SR08135)

Item 0 mg/kg 35 mg/kg 150 mg/kg 600 mg/kg
Number of animals examined 12 1 0 12
Organ: Findings Grade

Testis: Abnormal findings 0 - - 0
Epididymis: Spermatic granuloma + 0 1 - 0
Ileum: Diverticulum + 1 () - - -

Values are number of animals with findings.

Values in parentheses are number of animals examined.

-: Blank.
Grade; +: slight change.



Table 16  Histopathological findings of female rats dosed orally with 4-Chloro-m-cresol in the reproduction/developmental toxicity screening test (SRO8135)

Item 0 mg/kg 35 mg/kg 150 mg/kg 600 mg/kg
Number of animals examined 12 2 1 12
Organ: Findings Grade

Ovary: Abnormal findings 0 - - 0
Kidney: Dilatation, renal pelvis + - - - 1(1)
Ileum: Diverticulum + - 1 (1) - -
Spleen: Increase, extramedullary hematopoiesis + - - 1 1(1)
Thymus: Atrophy - - - - 1(1)
Pituitary gland: Abnormal findings - 01 - -

Values are number of animals with findings.

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

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



_?9_

Table 17

Stages of spermatogenesis of male rats dosed orally with 4-Chloro-m-cresol in the reproduction/developmental toxicity screening test (SR08135)

Stage I-VI
Number of cells
Number ) . Pachytene Round
Sertoli cells Spermatogonia )
of spermatocytes spermatids
Group animals /ST /ST /SC /ST /SC /ST /SC
0 mg/kg 12 Mean 23.22 19.52 0.844 52.65 2273 131.40 5.673
S.D. 1.21 2.84 0.133 3.32 0.145 11.26 0.537
600 mg/kg 12 Mean 22.15 20.70 0.938 52.37 2.379 130.02 5.906
S.D. 1.99 2.96 0.148 2.51 0.216 11.44 0.692
Stage VII-VIII
Number of cells
Number ) . Preleptotene Pachytene Round
Sertoli cells Spermatogonia .
of spermatocytes spermatocytes spermatids
Group animals /ST /ST /SC /ST /SC /ST /SC /ST /SC
0 mg/kg 12 Mean 20.92 1.83 0.088 45.50 2.181 59.98 2.874 120.60 5.781
S.D. 1.65 0.47 0.024 3.79 0.172 5.46 0.244 10.07 0.462
600 mg/kg 12 Mean 22.05 2.33% 0.107 49.90* 2.266 63.30 2.873 125.87 5715
S.D. 1.06 0.50 0.023 4.71 0.219 5.36 0.222 9.84 0.460

ST : Seminiferous tubule.
SC : Sertoli cell per seminiferous tubule.

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

(to be continued)
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Table 17  Stages of spermatogenesis of male rats dosed orally with 4-Chloro-m-cresol in the reproduction/developmental toxicity screening test (SR08135) (continued)

Stage IX-XI
Number of cells
N . L Pach
umber Sertoli cells Spermatogonia eptotene achytene
of spermatocytes spermatocytes
Group animals /ST /ST /SC /ST /SC /ST /SC
0 mg/kg 12 Mean 22.72 3.90 0.173 49.65 2.188 61.73 2.721
S.D. 1.47 0.82 0.039 5.46 0.219 4.84 0.194
600 mg/kg 12 Mean 2343 4.27 0.184 52.72 2.257 62.77 2.688
S.D. 2.01 0.87 0.042 5.66 0.238 5.88 0.258

Stage XII-XIV
Number of cells

I:; mber Sertoli cells Spermatogonia Spermatocytes 1 Spermatocytes 2
Group animals /ST /ST /SC /ST /SC /ST /SC
0 mg/kg 12 Mean 22.45 3.95 0.176 50.92 2.270 64.50 2.876
S.D. 1.50 1.16 0.048 5.64 0.217 5.50 0.194
600 mg/kg 12 Mean 23.18 4.55 0.197 53.27 2.300 66.60 2.878
S.D. 1.48 1.11 0.044 5.32 0.219 5.11 0.225

ST : Seminiferous tubule. Spermatocytes 1 : Zygotene / Pachytene spermatocytes.

SC : Sertoli cell per seminiferous tubule. Spermatocytes 2 : Pachytene / Diplotene spermatocytes.
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Table 18 Reproduction performance of parental rats dosed orally with 4-Chloro-m-cresol in the reproduction/developmental toxicity screening test (SR08135)

Estrous cycle Copulation index Fertility Gestation Nursing
Abnomal Male Female index index Gestation index
Incidence Length Incidence Incidence Incidence Incidence length Incidence
Group (%) (days) (%) (%) (%) (%) (days) (%)
0 mg/ke 0/12 MEAN 4.08 12/12 12/12 12/12 12/12 MEAN 223 12/12
0) S.D. 0.29 (100) (100) (100) (100) S.D. 0.5 (100)
35 mg/kg 2/12 MEAN 4.00 11/12 12/12 11/12 11/11 MEAN 22.5 11/11
(17 S.D. 0.00 (92) (100) 92) (100) S.D. 0.5 (100)
150 mg/kg 1/12 MEAN 4.06 11712 12/12 12/12 12/12 MEAN 22.8 12/12
® S.D. 0.21 (92) (100) (100) (100) S.D. 0.5 (100)
600 mg/kg 1/12 MEAN 4.00 11/12 12/12 12/12 12/12 MEAN 223 12/12
(8) S.D. 0.13 92) (100) (100) (100) S.D. 0.5 (100)

Abnormal estrous cycle = (number of female with abnormal estrous cycle / number of females examined) x 100.

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

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

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

Nursing index = (number of females nursing live pups on lactation day 4 / number of females with live pups delivery) x 100.



Table 19 Pregnancy and litter data of rats dosed orally with 4-Chloro-m-cresol in the reproduction/developmental toxicity screening test (SR08135)

_L(_:"_

Number of Number of Number of Lactation day 0 Lactation day 4
corpora implantation Implantation  Delivery pups Number of Sex ratio Live birth  Number of Sexratio  Viability
Group lutea sites index (%) index (%) delivered livepups Allpups Livepups index (%) live pups Live pups index (%)
Pup data
0 mg/kg N 12 12 12 12 12 12 12 12 12 12 12 12
MEAN 16.2 15.9 98.394 95.000 15.1 15.1 0.528 0.528 100.000 14.6 0.534 96.734
S.D. 1.7 1.9 2918 5.034 1.7 1.7 0.071 0.071 0.000 1.7 0.071 4.602
35 mg/kg N 11 11 11 11 11 11 11 11 11 11 11 11
MEAN 15.9 15.6 98.034 94.684 14.7 14.7 0.502 0.502 100.000 14.5 0.495 98.825
S.D. 1.8 2.2 4.828 5.364 1.6 1.6 0.117 0.117 0.000 1.5 0.121 2.615
150 mg/kg N 12 12 12 12 12 12 12 12 12 12 12 12
MEAN 16.9 16.3 96.402 94.333 154 15.2 0.494 0.494 98.658 15.0 0.489 99.006
S.D. 2.2 2.5 6.536 8.522 2.9 2.7 0.138 0.143 3.395 2.6 0.139 2.341
600 mg/kg N 12 12 12 12 12 12 12 12 12 12 12 12
MEAN 16.0 15.6 97.556 95.398 14.9 14.8 0.501 0.498 99.537 14.7 0.500 99.047
S.D. 2.0 1.9 4.490 6.356 24 22 0.148 0.149 1.605 2.1 0.147 2.228

Implantation index = (Number of implantation sites / number of corpora lutea) x 100.

Delivery index = (Number of pups born / number of implantation sites) x 100.

Sex ratio on Lactation day 0 = (number of male pups born / number of pups born) or (number of live male pups / number of live pups).
Sex ratio on Lactation day 4 = number of live male pups / number of live pups.

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

Viability index on lactation day 4 = (Number of live pups on lactation day 4 / number of live pups on lactation day 0) x 100.
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Table 20

General appearance, Pups in the reproduction/developmental toxicity screening test of 4-Chloro-m-cresol in rats (SR08135)

Male Female
Day of lactation period Day of lactation period

Group Findings 0 1 2 3 4 0 1 2 3 4
0 mg/kg Number of pups examined 95 95 95 95 94 86 86 84 84 84
No abnormal findings 93 95 93 93 93 83 83 84 84 82

Milk-band negative 2 0 2 1 0 3 1 0 0 0

Death 0 0 0 1 1 0 2 0 0 2

Milk-band negative - - - 0 0 - 0 - - 2

Lost - - - 1 1 - 2 - - 0

35 mg/kg Number of pups examined 81 81 80 80 80 81 81 81 81 81
No abnormal findings 79 80 80 80 79 80 81 81 81 81

Milk-band negative 2 0 0 0 0 1 0 0 0 0

Death 0 1 0 0 1 0 0 0 0 0

Milk-band negative 0 0 - - 1 - - - - -

Lost 0 1 - - 0 - - - - -

150 mg/kg  Number of pups examined 91 90 90 90 90 94 92 92 92 92
No abnormal findings 87 90 90 89 88 91 92 92 92 92

Milk-band negative 3 0 0 1 0 1 0 0 0 0

Death 1 0 0 0 2 2 0 0 0 0

Milk-band negative 1 - - - 2 2 - - - -

600 mg/kg  Number of pups examined 92 91 91 90 90 87 87 86 86 86
No abnormal findings 91 89 90 90 90 87 86 86 86 86

Milk-band negative 0 2 0 0 0 0 0 0 0 0

Death 1 0 1 0 0 0 1 0 0 0

Milk-band negative 1 - 1 - - - 0 - - -

Lost 0 - 0 - - - 1 - - -

Values are number of animals with findings.



Table 21 Body weight of pups in the reproduction/developmental toxicity screening test of 4-Chloro-m-cresol in rats (SR08135)
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Male Female
Body weight (g) Body weight (g)

on lactation period (day) on lactation period (day)

Group 0 1 4 0 1 4
0 mg/kg N 12 12 12 12 12 12
MEAN  6.83 7.38 10.89 6.31 6.92 10.14

S.D. 0.55 0.73 1.16 0.67 0.82 1.31

35 mg/kg N 11 11 11 11 11 11
MEAN  6.91 7.64 11.17 6.57 7.21 10.71

S.D. 0.54 0.66 1.14 0.45 0.50 0.99

150 mg/kg N 12 12 12 12 12 12
MEAN 7.03 7.77 11.10 6.76 7.47 10.63

S.D. 0.84 1.08 1.61 0.87 1.06 1.76

600 mg/kg N 12 12 12 12 12 12
MEAN  6.25 6.86 9.97 6.03 6.62 9.62

S.D. 0.44 0.55 0.77 0.54 0.64 1.02
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Table 22 Gross findings of pups in the reproduction/developmental toxicity screening test of 4-Chloro-m-cresol in rats (SR08135)

Male Female

Item Group Omg/kg 35mgkg 150 mg/kg 600 mg/kg Omgkg 35mgke 150 mg/kg 600 mg/kg
Findings of dead pups during days 0-4 of lactation

Number of pups examined 0 1 3 2 2 0 2 0

No abnormal findings - 1 3 2 2 - 2 -
Findings of pups euthanized on day 4 of lactation

Number of live pups examined 93 79 88 90 82 81 92 86

No abnormal findings 91 79 88 90 82 80 92 86

Kidney : Dilation, renal pelvis, unilateral 2 0 0 0 0 1 0 0

Values are number of pups with findings.
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