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4-7up-m-7 LY —A0 28 REIKEROREFEHHRE, SDXRT7 v h2HAWTCE
Lz, BHERIL 0 R KBMEOBHE L LCBW=A4 Y 7HEHE), 15, 60,
250 ¥ LU 1000 mg/kg/day & L, dEBE#E LU 1000 mg/kg 81X 14 BRI DEIEEE &
LTRBWAIlfHES 5 T2 & 0 ERES 10T, 15, 60 35 XL U250 mg/kg BEIXE L Fhuk
HE 5 LA L TRRETo 72,

1000 mg/kg B£ T, HEHEICIRER, BRERE T, R TER X OMERML - #8EAGL. H
TERORIZE 2BENEO—RIREOEL, BCEE, FEENER L CEEEDOK
B TNCHEIZ 1 IEDFETHS5R D bivie, 7z, kAL FRE CHEIZ ALT EHEOEE,
HE ER CHIFROMY ERORME, IR CHIZATEOREERERRS bh., HE
MBFRE TIIMEREICRT BB R EEBRRE L CHFHRO FFRIRIER 538D b
7z, 250 mg/kg B TIIMEREICATEREORF LEB AR, S DITHICITR 5B
HEEBET I L OEEMIA—ESICRBD bz, 15 B L1060 mgkg BETIX, BBRY
HOREIZLDEMERBD bN R otz, BEBIZEBWTR, Zho0Bko 3 HAlHE
DEMERNTHRDOLNRT, E-AFORICHALAREEEMBRD bhiz,

DEDRERNS, 4-7nu-m- 27 LYy —ADTy b~ 28 HERKEROBREIZLY,
FREMEEL LT, BRIUFRICHTEENRBD LN, BEEE (NOEL) B8
JUEHRME (NOAEL) &, Wi b 60 mg/kg/day & i hi-,
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g5
4-7uam7 LY —AE7y M2 28 BEROES L, AHEORERERMEIZ OV
THRE L7z,

MBI UFE
1. #BRME

&7 va-m-7 LY =N, KICERE, FRERB X OCRMBICTERBEREEY T
Hh D, RRITIL, #RE (

FiEE 99.9%) ZEBAL. WHEET (2~6C) - BERTTREL. A
L7z, AVHERDBEIIREKRTRICHIT L., ERMBPEE CHo 2 L 2R L
(Appendix 1), F#HEOREMIZ, Appendix 1127~
BKBRYEOBRERIIRFAY 7T (EBESKARM, vy MESBHLY) 28K L
L. FFEDRESHBLRIBEORBICHAB L, By LARSHEI. 1B0ERET
EITAGHT L, ERRFETHET (2~6C) - EXTTHERLUTRE Lz, &FNEXTT
7TER. FORZBREAT T HRE L-RERPOEBRYVEILETHD Z L BIER
&Nz (Appendix 2) DT, FAME 7 BUNICHER L, PIEICHARMS Wi REKIC
DWTHFL, BTECBE TREINTWS Z L2 RER L7 (Appendix 3),

2. BB L URESRE

Bz, SD % [Crl: CDSD)Z v b &AW, Ty MI, BEFYr—A R - N
—HEH: BARE L 7— (BR)IRERTTEHIR 795) 70 4 BROLOEZMA (#
42, HE420%) LU, #EX 7 B, M8 FRRREBREICIML S ¥/, BHLHRM PR
BEITV, BEBLC—RERRKESRFRLDIZOWT, REFAMBATBIZHEERZRIE
L., EEZNZENEBMOEEDOFEEIEN DN LA 35 ILEBS, KEIZLIVE
AL L%, B & BIERICABICR Y 0T S ROEERRIH—L 2B L 51X,
HERIT 5B TR LT, BEASOEIEEREGENL, B 160 (145~171) g.
#E 142 (130~153) g ThHot-, T v M. EE 22+3C. BE 55+10%., BKEXK
10ELE/ B (A=A T Ly a7 —FR), R 12 8B/, B (a0 7 R0, 5%
TREMICRE LAY T — VAT LABHE (B 7 %) T, BFNCRT L ARS
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M — (260Wx380Dx180 Himm)) IZIXNEL., ZhE ATV VARSEDT v 7
BB L CHE Lz, ff (BRHFHZ K MR X by 7, BARBETERRKSHE. vy
FEE 061164, 061255) BLUEKEK (B Llum OB — ) v V7 4 A7 — Tl
BRI U7 KEK) 13, R ENAEEERE L U BB KR & 72 3R AR (F
UA—R K= r—UOHE) 12X, BEICERIEL,

B OEEERIL. T v 7B —U~OEBILORST, B E AV FHEIZLD
To7,

B P BMEDIREIL 21.5~22.1°C. BEIL 53~60% D& THH (Appendix
4) L7z, =, 8EOSWHER (Appendix 5) X, XEREFRBTEEDERHED

IR L OEHEDE R EIRE (1979) 1 £% 2510 L CUBARARE LI-FEHG
BRICH D, SRIKITKERICE S KEERICES TS (Appendix 6) T & 2SHER
ENiz, Lieho>T, SipofAEHMZ2E 0T, RRBRBEOGEMICEELRITTLE
DNABRREEROELIT R o b D L E iz,

ARBIL, B ERZHEOBRE LUCREBENLRERO TICERET 272 HIC#F T
EFRELEDT, [MAEAN SEEADPEZLLMATONDEREBEHRE) 10,
AR OPNERZEEBROEARBEB/TITo 7

3. BREBORE. RBBOMREL L UOREFHik

BEERERRE LT, 1 HMHES 4080 SD % [Crl: CDSD)Z v bz, HE %
0 CfFR: A ) 75}, 50, 150, 500 i L 1% 1000 mg/keg/day DR T, 14 BRERE
F#E Liz#R. 500 mgkg LA EDO# S B\ T 1000 mgkg BT, R, BREHOE
T BERMIES K ONREEASMERE I B MER L OREROEKEFRAPECRD bhi,
SHIT. BEVVECDRERIEII, RY V87 UMREBB I Y VT RT T ¥
DIEME, WK VAT a—ABLOH Y U AOEEPEIZERD b, HRTIE,
1000 mg/kg B THIE CEEMRIEEF R HICRD bh, BEERTIZ, 1000 mgkg
B TROMERNERDHADGER L OO ER&O A DIERMASHIZRD biviz, 150
mg’kg LT OFETIE, BHERZBIIRD LR,

fEoT, ARRICEBITABRERIZOWVTIL, 28 AFMORBEHREICL Y EHRBESR
B 5 EFREND 1000 mgkeg/day ZHE AR, BHEREEPRELRWVWETRISRS
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15 mg/kg/day #REHEEL L, ZORIZ 60 35 XU 250 mg/ke/day D 4 HEEZHRE
L7,

HBEOMRIL, OBREREH AT, XEH) . OWBRDED 15 mgke/day &5
B (156 mg/kg #). O 60 mg/kg/day 58 (60 mg/kg #), @F 250 mg/ke/day &
58 (250 mg/kg #). ©IFF) 1000 mg/kg/day #58 (1000 mg/kg &) D 5B L L1,
LHOBMEIIMESSILE Lz, SHICKHBHELEEHEHIZOVLWTL, B El
DOEEMEZRAD-DOYT I 4 MEL LT, BICHRS 5 T bR ARG R IT =,

BEFLIL, RE5RELZFE kg %70 5mL &L, 770 BB/ Vs LR
EREEANC, 1H1E, 28 Bficb> TEHRNICHES Lz, BE5ZFHT (9:00
~11:02) IZfTo7, RBEICIT, EEL LTRAVWERFA Y T2 RRCRE LT,
ZEFEOREREL. BHAOHEFELEIZEHLE,

4. BEBIURE

28 BHEIOBREHMPH DI WVIZREHEKR TR, 3L 14 BEAOEIEHM T H 50T
EHERME TEIC, ROBRBITREZITo 7,
1) —RRIRAR

2fliconT, #0, BEHMBICBOTIIRERT, REEK, H5%8R 30 H~1
RRfElds & U 4 BRRILUED 4 B, EESREICBHTEPR<EL 1 B 1RRERZ —Y
BA KT, BMOETE, SE. TTBZIZOWTRELT,
2) BEEBERARE
(1) MR BR

Iz ONT (2L, —RREOCBE TH L 22 PRARMEER DD b
1000 mg/kg FDHEREZ OV TR SRR O BRRBEIIER L shol,), &
EBBETBRBLIVEORITAE LR, y¥—I% A FTOBBIIMZ T, 88hEr—0b
BRYHTRERBLI T —VADOT A IMA—T 07 ¢ —)L F(370Wx560Dx40Hmm) T,
F=UPbOHLEE F—U b HTROBWE X REERGEE~RE) ., R ¥ (A).
EWH, %, REBAGIRIE. IREREH, MK, R - S50, M. TEHRKEOR
ik 5EN, MFABOEIZ L 215, BF, Rk, £%, 8%, KR #R7THE
BEEE), T (K AH&), RETH (AR, RARIHITE). ERTE (BEOERE
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Ul

VN, RIEEEESE), R (B BIUHE (EF oW TEEL, fdvohi:
ZibAF (Appendix 6) Tai#kL7c, BT EMEALECEHEES 2. B8E
FUNOEPHERLIMESERR LI — P OEBIL2EER SOAFR LI EZHL
WWEZ, BREFNBESSIECEEEZITI 2 LI2L Y, #ENESTHRRECBEEL
77

(2) BEBEERE

BEMFR THRERDMITRE 48 (ML L85 27 B) (2, EESEKTRER
EvIEIE 2@ (HEREE H[EHE 13 B) 1. BERERIS (Erty FTEBLS 7 —V %L
Fiortd 2BIS505) . RERIS EECELE ST B 0IRE) . BERS (B
B = HEORE) . BERLE (B2 Yty P THAZES O, BFES
DR . BILRS CRioH¥ 2ELORE) BLUOERKS (L TEHEERMLIC
LIEBEDERERIHLEDRT) &#l~, BOOLNERGE2FFA (Appendix 7) T
LT,

(3) BHhBLUBREHE

BEHRR TREREWIL, 5 48 (ML HRE 27T H) (2. EEHMKETHE
FEYiIEE 28 (ML LEHE 13 A) IRBBLIUV#EOBN (Sy b ~9xXH
EBHAIEEE. MK-380R/FR, ZTHBKEXSH) Y CIERESHE (B R EHEAE
&, SUPERMEX, ZERTEIBRKA S, BMBET IERNVRE I —2 s L,
MEEBNOXEF D 60 BT 2BBERERE) ORELIT T,

4) KEBLUCBER

FEIT &5 1H (BERRBEND. 7. 14, 21 BLU 28 AW TNCEE 7B LT 14
HIZRIEL ., REHMMFB L OCEEHMBTOGERMESRBEH L7, $EREICHE
L. FEOHMEEOCEHICAVWE,

BRI, £ 18, BIEE5, 12, 19826 BYCEE S BL 128,
MRS 4, 11, 18R LT 25 BYNZEIE 4 BLT 11 BiZ, TNENEHETO 24
R DEEER (FEHEER) ZRIE LT,

HRERLUEMAEOREIZL., EFXFE (FY-3000. =— - 7 F » 71 BERXEH)
ZRW-,

5;
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5) RIRE

Bh 48 (s bRE 22~28 B) (2, EEHIIESE 28 (MEHEL HEH8~9H)
B R 3 RIS — VICE L, B O N RIZOW T AMRDOBE, BBRE (=
NTFART 49T AR, NATNVATF A ANVEREH) 1085 pH, #2237 B, B0
BLOY oY ) —FrOEMHBRELECNIZILEORE (URI-CELL &, ¥~ 7 U v
TrIsnTus s Mh, THRELTER) 21To7%, SHIZ. 18 BEIRALTESL
NERIZOWT, REBEIUHE (Birdt., =A<XEERa) 2lE L
6) MEFRE

REFMRTREFIVII OV TIREREZSOREE, BERIC OV TR EEHMET
BORRIZ, =—7/VHEET CBARME L CRERBIIR L » #ih U7, BI3aTE O F%k 5 5F
LOREL, KOAEKRE L, BRUAMKIZ3NFIL, £0O—iik EDTA-2K T
R L, 278 H B MERFHTER (XT2000iV, A A v 7 ZBEXEKH) 1CX D,
FRMERY (BRKEFREE). LEARE (TU VAR b Ubh-~ESaE4E),
~v 7Yy ME (FlEK OV AEERBE)  FHROKER, FHROKLERE,
TR mERkD ERBE (L E, HEE). /iR (BERIERNHE) . B0k, #R
FOEEB L CAmEKESE CLE, 7a—H A bA MUK ZRELL, £, 0
WD—H% 3.8% 7 B MU U AR TREMIEAE L LS, mikEE =8
EEE (KC-10A, XET AL I7H) 12L&, 7' b B RE (Quick —BE)
BRUEEAES ha R 7 2F U (=5 O UBEELE) ZRIEL .
7) MRAEERE

BRLIMBO—H 1L mEEZSHE L. EIEFBEBDITERE (JCA-BM8ER Y V75
A ¥F—. BEBFHRAEH) 0k, BF L7 (Fa—Ly bE), TA7 I (BCG
), AG K (BHEfE). mE (GluKY -G-6-PDH? ), B2 L X7 u—| (BERE

(CES¥ -COD¥ -PODY %) 1. b ) 7V &5 1 R[BE#HiL (LPLY -GK? -GPO® -PODY
T L RBEIAEy (PTYE, REER (VLT —¥-UVE), 7 L7 F = (Jaffe
#). AST, ALT. ALP. (LAE. JSCC® ¥5). y-GTP (SSCCW ) LDH (SFBCW
B). v U s (OCPC ) BLUMEHY »[BFEE (PNP2 -XOD® -POD? ) |
, £, EMEEBHITERE (NAKL-132, RET +— & —F7 —#HXat) Tk,
FTrIDA AYTLBIUERE Lk A FBEE) ZRELL
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Vo gnax g D Sra—R-6 Y VBBKRER, ¥ 3L AT Az X7 5 ¥, 9 =

VAT o—LAXH—E 9 AXH Y, O JRTaTrA Y R—¥, D Y en—Xt

—E ¥ Lo ZVEnYiEAX Ly —8, 9 BABRKRILFES, 19 AW UTETRRILES.

W 75V RAREREWES, 1D FYLRIVAVFRRTZY Y, B xHrFroaxes—+
8) #iR

BEHMRTREEDVIZI OV TIRERRESOF AT, BERHZ W TIIEE SRR
TORRIZ=—FVREET THRILICE O TRILER L. FK. B REHIRE L ORME
HBELTRRICEELT,

9 HEER

BREHRR TRAFEMR L OCEERHORM, MR, OB, TR TE. BT, R,
TEE, PR, SOHIZHETIIEE, BRLEE MTIINELRE BHER) L, B
BRAOKEIZESHTHEEL HMER) 2BH L, 2B, dBFERELEE—EL
T, TEABIUCRRBRIBERICHEL:,

10) REABFERE

ZFICOWVWTTREEE - AMEERL., 10%PH ) VBEEE L~ Y VI TEE (6§
B.OBEREERZTT7 VR THEE, MTEREEREEALLRER L TRELE,

o CRB, /B, 2 ade). THIE, REK, FRR (EB/MEEET) . FEE (B,
BOER, FEERY. (DA, [ER LU, AT, B, iR, R B, B G, RE).
B (+28Br5ER. S T RZET) . Al (RBRISIR) | BIAFERR (75,
FESUTRISZAR. BE. BRLEE), B, LBMH&E. U 8@ (TRY NEL BRKE
D ooEh), B (RERE)

REAREREL, XCBYETITREHARR T RERBY OXIEE L 1000 mgkg
BOLERBEICOVWTHEE L, £ORR. KBRYHOKREIER T 5 KL EEOH
g LURTBEICRED b2 D T, 15, 60 B X U 250 mg/kg B N EITERE TiIfEED
PR L URIBEORALER L, RELL, RER, BEIE - TINF 74 L UA2E
ML, HERELZHE L TERET 1,

5. WEHEEMT
BONTEEBED HVVIFEEIZONT, B OREE (AKRES%LT) 2%k
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HETRE L,
(1) NZAN) w57 —4

ZEEM OB DV T, Bartlett O3 BURE Z1T -7z, DEP—RA2BE 13—tk
BOSEITEITV., COBREEELRDIHE . Dunnett ORERIZ L 0 sHEREIC
SR HEOUBRELIT o, DEB—RTLRVEEIZ, /3T AN v I TF—F
CAVWARERIH -7, 2HBAOEBIZOW TR, FREZITV. ZORESEMN—
BB A1 Student D t BEL . BB R TRUVEETT Aspin-Welch O t BREZ1T
olz, (KE. REMEME, FER #BH, AREHER, RE RELE DBRFRET
—% ., WRELFRET -5, HEER)
Q) ) RFGRA NI T—F

ERMOLLBIZ OV Tid, Kruskal-Wallis DIEREZ TV, FOREEFEELRE
H7eHE . Dunnett MOREIEIZ X 0 MREE L SHE LB L7, 2HROLBIZ SN T
iZ.Mann-Whitney @ UREZTo7z, (RBREIZIITHEMMT —F . AMRE )
@) AFAVINT—4
Fisher DEHFHEREEZRAV . (—RREOBE, HALRABEE, RERERE, 3
BB L URBHBEREICBIT DREFORERR), 2B RBEREREFRRD S b,
7= Rt Lie 7 — #1220 Tid, Mann-Whitney @ UREZ1T > 7,
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R S
1. —fIREEB L UET (Tables 1, 2. Appendices 9. 10)

—RREEIZ DU T, 250 me/kg BE TR EBRLEFIIC., HED 5 ILHp 3 ILICHEEM B L O
2T BREBERTARO LN/ &5 4 BUREBZO L5 REEBD b h ol
1000 mg/kg B Tid, MO 10 Ch2fI ke, BREBHET. RETE, BV
BEMI, BLOEO2FIZ FTEEORIZL 2ENRO b, 1000 mgkg HOZND
DIERITEEHRM 28 C TR bR EROBE IR SRSV EEIC S -
oo BT, REMREBLUMREGRD N, REFFRER LUMREOREIIM
B 2~3 EEDE. 2. ZLIEEREHET | ROARDOENTH 7=, -, FHHR
LiznWFhoZbb&EE 1~4 REIZIXEERL, FRORSFITEHERFTEROONR
Motz THRODIERICMZ T, BEEEIC B REET 2RI, 250 & L U 1000
mg/kg BHOBESFIZRD N, BEOLOOREIZL ) KFEOKET A5 -8B 5
iz, FETIZOVWTIE, 1000 mgrkg FHOMED 1 CARER, B R ESHET. R TE,
BEEAGL, THESMORIZLDZFENBIVCRELZEL, &5 12HIZEC LT,

EEHMICBO T, —RRBOECBLURCIERD bnlehr ol

2. BEEBIERERE
1) 3472 BERBE (Tables 3, 4, Appendices 11, 12)

BEHFE P OBRIZENT, BRE L7 250 mg/kg AT OBOMBEICEEREITR
B oo, BEHHPOBEEZIIEN T, ETORBRYEKRSHOMEICEERE
LERBDO R 7,

2) BAEMRERE (Tables 5. 6. Appendices 13, 14)

BREHEAP B LOEEHRPOREICIRN T, EBRDEREREL L, FEECEL
RO T,

3) EHBLHFKESER (Tables 7. 8. Appendices 15, 16)

BEHBRPORECRV T, FRYPEHEREEHL L. AIEKROENB LB RES
BECHFERECIEIRO o s o7, BEHMFOREIZB VT, 1000 mgkg # T
HEDFIEENZEERIEER L OCHOBRENICAEREENRD bivl, BREBR
CHEBREREIRBD b o T,
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3. {5& (Figures 1. 2, Tables 9, 10, Appendices 17, 18)

BEHREICE VT, 1000 mgkg H#OHDFEIIRSHHEZ@E L THBEL TE-T
HBEL, &5 7 HUR, 2TOAIERROFEIAEENROLN., REHMTOKE
BEMERFERKELZ T U, OGELS LUCHREENMRICEEREIIEDO D
o7, EEFRICBW T, L L ZFAERSOFEB L VCREHFFTOBERNE
CHEBERELERD b2h o,

4. #EfER (Tables 11. 12, Appendices 19, 20)

BEHMIZINT, 1000 mgkg HTHORS 1 BOBHRICEEREESZDO LN
oo 723, 60 mgkg HOMORS 4 BOEERICOGFEREEIRBD O, ik
CHEREMERO LT, KRB ORE LITEEAGRBRNEL L HETI iz, |
BEHRICRBW TR, BEHOMOEE 1 BiC, BIROFELBENBD LN,

5. JRIRE (Tables 13, 14, Appendices 21, 22)
BREPFEPRBLOEEHNMTOREZRBN T, RO EREREL YL, REEILEE
REIFFED bhieho Tz,

6. MKFME (Tables 15, 16, Appendices 23, 24)
BEHBKR TROBREIZBV T, 1000 mghkg #ETHIZAMNBESRIZEIT 5 EERED
EREENRD O, HEHMETROBREICRNT, BEHEOEII~N< ) v
MEDE B REER L OHERFRLREOFE2BHE, #IIRDFEOF B 2BEIRBD
bz,

7. MEAELFERE (Tables 17, 18, Appendices 25, 26)

BEHBKTROBREIZB VT, 1000 mgkg B CHIZKRE Y LV E Y OFERIEE,
HEZ ALT OB EREERRO b, 72, 15 mgkg B CTHICT AT IV AG B
FURKRZER, BTNV LOWTHROEREREENRD b, BEEBRK TR
REIZBNTIL, BEHOMCRE Y LE LV OFELEERRD LI, BOKRE Y L
BB LUHMD ALT KHEREIEIRD b iahoT,
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8. ¥R (Tables 19, 20, Appendices 27, 28)

B 5 YIRS TREZRBHIC R\ T, 1000 mgkg BETHED 5L 5L, E/-RABTH
SHRPIZIET LoD 1L, RiEMEREOBRERESRD bivz, £7-. EEHRK
TEREZRBWICE W TIE, 1000 mgkg #OBED 1 ICITERO/NEL (GR) BRH 5
hiz, ATERBRORLIIED R,

9, BEEE (Tables 21, 22, Appendices 29, 30)

BEHMK TIREZREMIZIBV T, 1000 mekg B CHEREICHFIROMEMER, /-,
FENEEREEZRLUAETEE SIHMOBRERD, WTRLAELRGEIED
Nz, EbHiZ, 60 mgkg H#THIZBIBOMMNEROAERKMENRD LI, EEH
B TERB®MICBV T, BIUI3BO LA oTz,

10. JREBFEARFRE (Tables 23, 24, Appendices 27, 28)

BEHAKTREZBMICRO T, BRYEOBRSIER T 2 L iR L UaTE
RO LTz, AT, /NERUHERFMROEEERA 1000 mg/kg B2 THED 2 L33
LUMED SRICHEBE &N, ATH Tid,. RELEROBREBEARN 250meg/kg FETRHED 1
DL & ONED 2 IEi2, 1000 mg/kg B CREIPEEIBFR, MEITEBE~FEEBTRN
% 5 ILICBER S, 1000 mg/kg HOMEDORE LEBFEROBRBIIIABRENRD
L, 1000 mgkg B THRDON-MEOFELTH (No.532) Tid, BELRMD 5 -~ Mtk
KR K ORIE, RO B M & OMIBOFERHEL N EERRTEORFE LEBRAIE
Doz,

#EEETEORD bl LUBRIBICIE., #BRMEORSICERT 2 2R
oot

[EE MR T RERBMICISN Tl REHMK TREZESY CRO b FROE
LiFRoon T, B LBERLSHEEL & 5P 1 ITICRDONT-OHT, EEH
HOCREEEASER SN, U EOEOMIZ, BIREFICHED/INELL (HR) A
LN-EEHOBED 1C (No.032) i, MROBMEERE (HH) BRD L,

o, REHMRTRERSME L OEEMME TRERBMOMBHOSL, HH 0
IIREREE L 1000 me/kg BEIZ. M0 MEE M Y S BREHE () B L OVRIRAERE
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(M) . FTEROBRERSE (HF) BRI ORUNRIZFE (MEKE) . BROEAIR AT LT
(). AGIMEEERT (MEAE) . RERRME(L (HERE) |, fREEMIRME (MR, REY v
SNERRE (M), REERTEECE (M) BIUOKEBE (). BERtOMETHEEY »
SNEREE (H) . ERotf (), Mg S () I OREERILE (M)
WNZHISZBROBE Y o KiEE (B HRDO o228, xtFREE & KB E RS M T
ERELE(LOBEIZETIRD N7, £, HRHERERIZOHZ, o~
N D otEGR (). DEROOFENE - B (8. IR/ NEE DT HERRAERA 2t
(HERE) . MROKREEMR (M) BLUHBROEREESRE (B) RO, £8
IEOHDOERT, Lnb Ty MIARREREL LTRETIELY ThHDZen
H, ZhHEBWTFNHEBRYEORSE LITERFRLE(LL S,
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z £

ran 7 L/ —AOFEHIZOVWT, XERMEORMEETHD 4-7un-0-7 1LY —
JAZB LT, 0, 15, 60, 250 3 X (8 1000 mg/kg/day DR T v MZ 28 ABEN
BELCEBINREREZHERBROBRIBE 28T D, EREEMHEL LT, A/
H . iR S OBERtio R4 2 284 250 mg/kg H 5V M 1000 mgrkg BET, & 52 1000
mg/kg BETIIHEICKEDOMEKME., MBI BREBET. FERER, FOuiE, EAEE,
MEZREO—BRREOELBIVRETARBOLNTEY, BREERIIMHERHL D 60
mg/kg/day LHEE I TVD,

AE, 47oe-m-7 L/ —Z20 T, 0, 15, 60, 250 X} 1000mg/kg/day ?
AETZy MZ28 HRERORE L, tORERSEML LRI L,

ZORR, BRYDEOREICLZ2EEN, TR LURTEISRD b,

FFB 39 2 R ERIZ DV T, 1000 merkg B CHEREATIBAEXT EBROBMENFTED b,
RIS FRE C/NEPLEOIFARERSEHE SN,

BBEDL S 12 HBRHEOREIZL OV BELERIZ, BEOEBIZONTHIET S
BRARO bNfeZ &b, FHBOFHBRRIIHRAFE L BEL-BEEZLNS,
L LS e, MEALFERE T 1000 mgkg HOMEIZ ALT IEHOREREH LN T
BY, TOEIERT—FICBIT 2 EEEOHEH (Appendix 34 B]) DI BERE
LTH-TZbDD, FHEREICHTOREBE TR L TV O ARRELRETERVEERZL
o,

B35 E&IZ2\ T, 1000 mg/kg # THEIZATE RO EEDNFRTRD b,
REALBERE T, 250 38 L U 1000 mg/kg BEOMEREIZATE ORF_ERBHARNEIR
ENTe, T LI RENT. RRIEELZETHLERED T v F~OEORESHFHIR
Do, BEDEOMREEIINTIICHEDEREEZLNTVD Y,

47 ou-of LY —)UZBWHIEEEZF LY, 20T vy b~OREHOREICLY, BTE
DRFLEBERBRET S 2, ARBRERITL. 47 0um-7 VYV —nb 4-70u-o
7 LY =N EERRIC, RIBEEETHZEETRLTWD,

1000 mgrkg OB TR b - REB L UEEROKMENL. B OB IR ME
BZH o722 b, RIZFIZHT OB LB B S, 62, RET
BREOICED NI REFERFICOVTH, RECHICREARFENELSRBO LR T
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Wi Z e b, REHROREM L B LRk L Hlr S h,

FRARBLEE T, 1000 mgikg BEOMREI —BREOEBRED b, RE. BEEDHE
T. IRE T E., EEAL - BARAL, SO TIRHMORICZE 2TENENBEaNT, &

hWoOEREEEL T, #ER#E - AR ERARTHE IR T, ERiX
BOREZERETHEL, BEOREBIZL > THLHEBRET, L LABSTA2ERACH
0, B’E5 4BICERL-BESERE. BHBLUERERREICIBVTHEMIIRD L
Nignotz,

1000 mg/kg B THEIZFRD Bz 1 COFREHIZIT, RE. BREEBHET, BRTE,
REEAM. THEBRDORIZ L 5ENREB X UL L O—RIREO R NITAIBOEE LR
FLERBEANRD DI, KBROEORENEIENTZ LD LEZ DN, BER
DO 5 - MK XK RIENS RO b v, FIEHER SR OMEN 72888 S o - TH
CLlAbDeEEINE,

250 mg/kg BICIWTh, HEICE R EBET B I CEEMIASED b /=3, 554
B O—BHEDOEL T, £OHEMR L -FHRRREE L S OBRERERERET. &
LizBd oLz, Lizh->T, 250 mgkg BIZBIT 5 —BRBOEIII T BE
RBDEEZOLND,

250 33 LU 1000 mg/kg BEOMEHE TR S EZIC—BMEIZERD b= HREIZ 2V T,
HEREIZ RETRIEIEIZ X DB L BEX LN ARTEREEDOIEE, AfEMIZIIATE ORE L
FiBERLPREO ORI EME, HRHEORINICL 2B L IIEZH#L, BEROR
BHECREELAELEELOND,

15 mg/kg HTROOLNFEDTNT I AGHEBLURBZERLEWICHED LT
U ADEEIZIAERBEERRD N7, &5, 1000 megkg #TRD il
HORE IV E L ORERLCHORMRESFICBIT HEREOEBELZED T W
NHHERT —F BT HEEEDOHNFHEHANDEL (Appendix 33, 34 BH) Tho
2o LIZB2T, 2RO DMKEN S 5V IMEELFHEZV TR Y. HBRYED
BREICLSEMHERE TR, BROURER L T &,

BEEETHED G- 1000 mgke BEOBORMOIMMERDBHMEIZHOWVT, KEDE
B HEBRENLENMTHY . 2. 60 mghkg HTHIIRDOLAFBIBOENER
DHDERIZOWTH, ARRBEESRED T, REBRSFHTELRD LD
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Too LTzBdoT, TNOMBIVRIBROERZ(KIZOWT L, KBRHEOEEEELR
BT HEE TN HErS i,

IO XS B EHRFOBED VIR EHAK TROBKRE TR bh - &id, B
FEETIIAE OEREZRWTEEL, sTEOELIC LB LA REEERAED b,
Li=MoT, 4-7aa-m-27 LY —LOBHIITHETHS LHB I,

Fiz. EEETRES, LEERER X OCMEAERE CTELRBEMIIRD S
NEB, WThLBE, 2 OERT Y OEEFENOELT, BETIELLEDLN
ol Z binh, BRMLEBEREZTTLOTERVEHBTENT,

ULDRERNL . 4700-m-7 LY —NDTF v b~D 28 ARREZAREIZINT
BOLNTZELBEIT, FRBIVCHBIZHT2EETHo -, HEOERER
(NOEL) B LUMEEMRE (NOAEL) iX. \W¥'1uh 60 mgke/day & i S iz,

X #R
1) BAENREZER, (BRE2), BEABHRESES, £4HE, 2000.
2) 4-nan-oZ L J)—LDFy hEHWS 28 HEREROKREEMER

B, (LEWEFHRABRESE, 4, 625633, 1996.
3) R. A. Lenga, “Sigma-Aldrich Library of Chemical Safety Data,” 2, Vol.l,
Sigma-Aldrich, Milwaukee, 1988, p807.
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Days of administration Days of recovery

Fig.1 Body weight change of male rats treated with 4-chloro-m-creasol
in the repeated dose 28-day oral toxicity study

** : Significantly different from control at 1% level of probability.
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Fig.2 Body weight change of female rats treated with 4-chloro-m-creasol
in the repeated dose 28-day oral toxicity study



Table 1.1 General conditions and mortality of male rats treated with 4-chloro-m-cresol in the repeated dose 28-day oral toxicity study

L80-90°ON 4Apnig

Administration period Recovery period
General conditions Dose (mg/kg/day) 0 15 60 250 1000 0 1000
TK KR  Total TK TK TK TK KR  Total KR KR

(Clinical signs) Grade No. of animals 5 5 10 5 5 5 5 5 10 5 5
Tremor - 5 5 10 5 5 5 0 0 0 5 5

+ 0 0 ] 0 0 0 3 0 3] 10 ** 0 0

++ 0 0 0 0 0 0 2 5 7 0 0
Decrease in locomotor activity = — 5 5 10 5 5 3 0 0 ¢ 5 5

+ 0 0 0 0 0 2 ] 2 0 0 0 ] 10 ** 0 0

++ 0 0 0 0 0 0 5 5 10 0 0
Ptosis - 5 5 10 15} b b 0 0 0

+ 0 0 ] 10 **
Prone/side position 0 0 0 0 0 3 5 5 10** 0 0

— : Negative, + : Slight, ++ : Moderate.
** . Significantly different from control at 1% level of probability.



180-90'0N £Apnig

Table 1.2 General conditions and mortality of male rats treated with 4.chloro-m-cresol in the repeated dose 28-day oral toxicity study

Administration period

Recovery period

General conditions Dose (mg/kg/day) 0 15 60 250 1000 0 1000
TK KR  Total TK TK TK TK KR  Total KR KR
(Clinical signs) Grade No. of animals 5 5 10 5 5 5 5 5 10 5 )
Abnormal respiratory sound - b 6 10 5 5 5 2 ) 7 5 5
+ 0 0 0 0 0 0 3 0 3 0 0
Reddish tear - 5 10 ) 5 5 5
+ 0 0 0 0 0 0 0
Salivation - 5 5 10 5 b 0 0 0 0 5 5
+

0 0 0 0 0 5] 5** 0 0 0 10™ 0 0
++ 0 0 0 0 0 0 5 5 1 0 0
Mortality (%) 0 0 0 0 0 0 0

— : Negative, + : Slight, ++ : Moderate.
** . Significantly different from control at 1% level of probability.



L80-90°ON Apmig

Table 2.1 General conditions and mortality of female rats treated with 4-chloro-m-cresol in the repeated dose 28-day oral toxicity study

Administration period

Recovery period

General conditions Dose {mg/kg/day) 15 80 250 1000 0 1000
TK Total TK TK TK TK KR  Total KR KR
(Clinical signs) Grade No. of animals 5 10 5 5 5 5 5 10 5 4
Tremor - 5 10 ) ) 5 0 0 0 5 4
+ 0 ] 0 0 0 0 1 1] 10** 0 0
++ 0 0 4] 0 0 b 4 9 0 0
Decrease in locomotor activity  — 5 10 5 5 5 0 0 0 5 4
++ 0 0 0 0 0 5 5 10 ** 0 0
Ptosis - 5 10 5 5 5 0 0 5
+ 0 0 0 0 0 5 10 * 0
Prone/side position 0 0 0 0 0 5 5 10 ** 0 0

— : Negative, + : Slight, ++ : Moderate.
** . Significantly different from control at 1% level of probability.



L80-90°0N Apnig

Table 2-2 General conditions and mortality of female rats treated with 4-chloro-m-cresol in the repeated dose 28-day oral toxicity study

Administration period Recovery period
General conditions Dose (mg/kg/day) 0 15 60 250 1000 0 1000
TK KR  Total TK TK TK TK KR  Total KR KR
(Clinical signs) Grade No. of animals 5 5 10 5 5 5 5 5 10 5 4
Soiled perineal region - 5 5 10 5 5 5 0 0 0 5 4
+ 0 0 0 0 0 0 5 5 10 ** 0 0
Abnormal respiratory sound - b 5 10 5 5 5 2 5 7 5 4
+ 0 0 0 0 0 0
Reddish tear - 5 5 10 5 5 5 4 4 8 5 4
+ 0 0 0 0 0 0 0 0
Death 0 0 0 0 0 0 0 1 1 0 0
Salivation - 5 b 10 5 5 0 0 0 0 5 4
+ 0 0 0 0 0 6 *x 0 0 0 o 0 0
5 10

b 0 0 0 0 0 0] 5 5 10] 0 0
Mortality (%) 0 0 0 0 10 0 0

— : Negative, + : Slight, ++ ; Moderate.
** : Significantly different from control at 1% level of probability.



Table 3-1 Incidence of clinical signs in detailed observation of male rats treated
with 4-chloro-m-cresol in the repeated dose 28-day oral toxicity study
{ Before administration period }
Dose(mg/kg/day) © 15 60 250 1000
Items No. of animals 10 5 5 5 10
Reactivity on removal Normai 10 5 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 5 10
Muscle tone Narmal 10 5 5 5 10
Skin Normal 10 5 5 5 10
Far Normal 10 5 5 5 10
Piloerection Not detected 10 5 5 5 10
Eye-nose discharge Not detected 10 5 5 5 10
Palpebral closure Not detected 10 5 5 5 10
Exophthalmos Not detected 10 5 5 5 10
Lacrimation Not detected 10 5 5 5 10
Salivation Not detected 10 5 5 5 10
Blotted fur in the lower Not detected 10 5 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 5 10
with feces
Voealization Not detected 10 5 5 5 10
Breathing Normal 10 5 5 5 10
Body position Normal 10 5 5 5 10
Convulsion Not detected 10 5 5 5 10
Tremor Not detected 10 5 5 5 10
Exploration Normal 10 5 5 5 10
Walk Normal 10 5 5 5 10
Abnormal behavior Normal 10 5 5 5 10
Stereotypy Not detected 10 5 5 5 10
Urination Not detected or 1 8 5 4 5 9
2 or more 2 0 1 0 1
Color: Pale yellow 3/3 - 3/3 212 6/6
Defecation Not detected or 1 8 5 5 4 8
2 or more 2 0 0 1 2
Appearance:Normal 212 - - 2/2 2/2
-7- Study No.06-087



Table 3-2 Inecidence of clinical signs in detailed observation of male rats treated
with 4-chloro-m-cresol in the repeated dose 28-day oral toxicity study

{ On week 1 of the administration period )

Dose(mg/kg/day) 0 15 60 250
Items No. of animals 10 5 5 5
Reactivity on removal Normal 10 5 5 5
from the cage
Reactivity on handling Normal 10 b 5 5
Muscle tone Normal 10 5 5 5
Skin Normal 10 5 5 5
Fur Normal 10 5 5 5
Piloerection Not detected 10 5 5 5
Eye-nose discharge Not detected 10 5 5 5
Palpebral closure Not detected 10 5 5 5
Exophthalmos Not detected 10 5 5 5
Lacrimation Not deteected 10 5 5 5
Salivation Not detected 10 5 5 5
Blotted fur in the lower Not detected 10 5 5 5
abdomen with urine
Blotted fur around anus Not detected 10 b 5 5
with feces
Voealization Not detected 10 5 5 5
Breathing Normal 10 5 5 5
Body position Normal 10 5 5 5
Convulsion Not detected 10 5 5 5
Tremor Not detected 10 5 5 5
Exploration Normal 10 5 5 5
Walk Normal 10 5 5 5
Abnormal behavior Normal 10 5 5 5
Stereotypy Not detected 10 5 5 5
Urination Not detected or 1 10 5 5 5]
2 or more 0 0 0 0
Color:Pale yellow 6/6 - i1 2/2
Defecation Not detected or 1 6 5 5 5
2 or more 4 0 0 0
Appearance:Normal 5/5 - 2/2

1000 mg/kg group was not examined.
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Table 3-3 Incidence of clinical signs in detailed observation of male rats treated
with 4-chloro-m-cresol in the repeated dose 28-day oral toxicity study
( On week 2 of the administration period )
Dose{mg/kg/day) 0 15 60 250
Items No. of animals 10 5 5 5
Reactivity on removal Normal 10 5 5 5
from the cage
Reactivity on handling Normal 10 5 5 5
Muscle tone Normal 10 5 5 5
Skin Normal 10 5 5 5
Fur Normal 10 5 5 5
Piloerection Not detected 10 5 5 5
Eye-nose discharge Not detected 10 5 5 5
Palpebral closure Not detected 10 5 5 5
Exophthalmos Not detected 10 5 5 5
Lacrimation Not detected 10 5 5 5
Salivation Not detected 10 5 5 5
Blotted fur in the lower Not detected 10 5 5 ]
abdomen with urine
Blotted fur around anus Not detected 10 5 5 5
with feces

Vocalization Not detected 10 5 5 5
Breathing Normal 10 5 5 5
Body position Normal 10 5 5 5
Convulsion Not detected 10 5 5 5
Tremor Not detected 10 5 5 5
Exploration Normal 10 5 5 5
Walk Normal i0 5 5 5
Abnormal behavior Normal 10 5 5 5
Stereotypy Not detected 10 5 5 5
Urination Not detected or 1 8 4 5 4
2 or more 2 1 0 1
Color: Pale yellow 6/6 212 212 2/
Defecation Not detected or 1 6 5 4 2
2 or more 4 0 1 3
Appearance:Normal 444 11 11 3/3

1000 mg/kg group was not examined.
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Table 3-4 Incidence of clinieal signs in detailed observation of male rats treated
with 4-ehlore-m-cresol in the repeated dose 28-day oral toxieity study
{ On week 3 of the administration period )
Dose(mg/kg/day) 0 15 60 250
Items No. of anumals 10 5 5 5
Reactivity on removal Normal 10 5 5 5
from the cage
Reactivity on handling Normal 10 5 5 5
Muscle tone Normal 10 5 5 5
Skin Normal 10 5 5 5
Fur Normal 10 5 5 5
Pileoerection Not detected 10 5 5 5
Eye-nose discharge Not detected 10 5 5 5
Palpebral closure Not detected 10 5 5 5
Exophthalmos Not detected 10 5 5 5
Lacrimation Not detected 10 5 5 5
Salivation Not detected 10 5 5 5
Blotted fur in the lower Not detected 10 5 5 5
abdomen with urine
Blotted fur around anus Not detected 10 5 5 5
with feces

Vocalization Not detected 10 5 5 5
Breathing Normal 10 5 5 5
Body position Normal 10 5 5 5
Convulsion Not detected 10 5 5 5
Tremor Not detected 10 5 5 5
Exploration Normal 10 5 5 5
Walk Normal 10 5 5 5
Abnormal behavior Normal 10 5 5 5
Stereotypy Not detected 10 5 5 5
Urination Not detected or 1 10 5 5 5
2 or more 0 0 0 0
Color : Pale yellow - 171 1/1 111
Defecation Not detected or 1 10 5 5 5
2 or more ) 0 0 0
Appearance:Normal 11 - - 11

1000 mg/kg group was not examined.
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Table 3-56 Incidence of clinical signs in detailed observation of male rats treated
with 4-chloro-m-cresol in the repeated dose 28-day oral toxicity study
{ On week 4 of the administration period )
Dose(mglkg/day) 0 i5 60 250
Items No. of animals 10 5 5 5
Reactivity on removal Normal 10 5 5 5
from the cage
Reactivity on handling Normal 10 5 5 5
Muscle tone Neormal 10 5 5 5
Skin Normal 10 5 5 5
Pale skin 10 5 5 5
Fur Normal 10 5 5 5
Piloerection Not detected 10 5 5 5
Eye-nose discharge Not detected 10 5 5 5
Palpebral closure Not detected 10 5 5 5
Exophthalmos Not detected 10 5 5 )
Lacrimation Not detected 10 5 5 5
Salivation Not detected 10 5 5 5
Blotted fur in the lower Not detected 10 5 5 5
abdomen with urine
Blotted fur around anus Not detected 10 5 5 5
with feces
Vocalization Not detected 10 5 5 5
Breathing Normal 10 5 5 b
Body position Normal 10 5 5 5
Convulsion Not detected 10 5 5 5
Tremor Not detected 10 5 5 5
Exploration Normal 10 5 5 5
Walk Normal 10 5 5 5
Abnormal behavior Normal 10 5 5 5
Stereotypy Not detected 10 5 5 5
Urination Not detected or 1 10 5 5 b
2 or more 0 0 0 0
Color : Pale yellow - 11 212 212
Defecation Not detected or 1 10 5 5 4
2 or more 0 0 0 1
Appearance:Normal - - /1

1000 mg/kg group was not examined.
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Table 3-6 Incidence of clinical signs in detailed observation of male rats treated
with 4-chlore-m-cresol in the repeated dose 28-day oral toxicity study

{ On week 1 of the recovery period )

Dose(mg/kg/day) 0 1000
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage

Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye-nose discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Urination Not detected or 1 5 4

2 or more 0 1

Color:Pale yellow 171 11
Defecation Not detected or 1 5 5

2 or more

Appearance:Normal

y O
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Table 3-7 Incidence of clinical signs in detailed observation of male rats treated
with 4-chloro-m-cresol in the repeated dose 28-day oral toxicity study

{ On week 2 of the recovery period )

Dose(mg/kg/day) 0 1000
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Far Normal 5 5
Piloerection Not detecied 5 5
Eye-nose discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Walk Normal b 5
Abnermal behavior Normal 5 5
Sterectypy Not detected 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color: Pale yellow 11 -
Defecation Not detected or 1 5 5
2 or more 0 0
Appearance:Normal - -
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Table 4-1 Incidence of clinical signs in detailed observaiion of fexale rats treated
with 4-chloro-m-cresol in the repeated dose 28-day oral toxicity study
{ Before administration period )
Dose(mg/kg/day) © 15 60 250 1000
Items No. of animals 10 5 5 5 10
Reactivity on removal Normal 10 5 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 5 10
Muscle tone Normal 10 5 5 5 10
Skin Normal 10 5 5 5 10
Fur Normal 10 5 5 5 10
Piloerection Not detected 10 5 5 5 10
Eyernose discharge Not detected 10 5 5 5 10
Palpebral closure Not detected 10 5 5 5 10
Exophthalmos Not detected 10 5 5 5 10
Lacrimation Not detected 10 5 5 5 10
Salivation Not detected 10 5 5 5 10
Blotted fur in the lower Not detected 10 5 5 5 10
abdomen with urine
Biotted fur around anus Not detected 10 5 5 5 10
with feces
Vocalization Not detected 10 5 5 5 10
Breathing Normal 10 5 5 5 10
Body position Normal 10 5 5 5 10
Convulsion Not detected 10 5 5 5 10
Tremor Not detected 10 5 5 5 10
Exploration Normal 10 5 5 5 10
Walk Normal 10 5 5 5 10
Abnormal behavior Normal 10 5 5 5 10
Stereotypy Not detected 10 5 5 5 10
Urination Net detected or 1 10 4 4 5 10
2 or more 0 1 1 0 0
Color: Pale yellow 4/4 4/4 2/2 1/1 4/4
Defecation Not detected or 1 8 5 4 5 10
2 or more 2 0 1 0 0
Appearance:Normal 3/3 11 2/2 11 212
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Table 4-2 Incidence of clinical signs in detailed observation of female rats treated
with 4-chloro-m-cresol in the repeated dose 28-day oral toxicity study
( On week 1 of the administration period )
Dose(mglkg/day) 0 15 60 250
Items No. of animals 10 5 5 5
Reactivity on removal Normal 10 5 5 5
from the cage
Reactivity on handling Normal 10 5 5 5
Muscle tone Normal 10 5 5 5
Skin Normal 10 5 5 5
Fur Normal 10 5 5 5
Piloerection Not detected 10 5 5 5
Eye-nose discharge Not detected 10 5 5 5
Palpebral closure Not detected 10 5 5 5
Exophthalmos Not detected 10 5 5 5
Lacrimation Not detected 10 5 5 5
Salivation Not detected 10 5 5 5
Blotted fur in the lower Not detected 10 5 5 5
abdomen with urine Severe 0 0 0 0
Blotted fur around anus Not detected 10 5 5 5
with feces
Vocalization Not detected 10 5 5 5
Breathing Normal 10 5 5 5
Body position Normal 10 5 5 5
Convulsion Not detected 10 5 5 5
Tremor Not detected 10 5 5 5
Exploration Normal 10 5 5 5
Walk Normal 10 5 5 5
Abnormal behavior Normal 10 5 5 5
Stereotypy Not detecied 10 5 5 5
Urination Not detected or 1 9 5 5 5
2 or more 1 0 0 0
Color: Pale yellow 11 - - .
Defecation Not detected or 1 9 5 4 5
2 or more 1 0 1 0
Appearance:Normal 11 171 -
1000 mg/kg group was not examined.
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Table 4-3 Incidence of clinical signs in detailed observation of female rats treated
with 4-chloro-m-cresol in the repeated dose 28-day oral ftoxicity study
{ On week 2 of the administration period )
Dose(mg/kg/day) 0 15 60 250
Items No. of animals 10 5 5 5
Reactivity on removal Normal 10 5 5 5
from the cage
Reactivity on handling Normal 10 5 5 5
Muscle tone Normal 10 5 5 5
Skin Normal 10 5 5 5
Fur Normal 10 5 5 5
Piloerection Not detected 10 5 5 5
Eye-nose discharge Not detected 10 5 5 5
Palpebral closure Not detected 10 5 5 5
Exophthalmos Not detected 10 5 5 §
Lacrimation Not deteeted 10 5 5 5
Salivation Not detected 10 5 5 5
Blotted fur in the lower Not detected 10 5 5 5
abdomen with urine
Blotted fur around anus Not detected 10 5 5 5
with feces

Vocalization Not detected 10 5 5 5
Breathing Normal 10 5 5 5
Body position Normal 10 5 5 5
Convulsion Not detected 10 5 5 5
Tremor Not detected 10 5 5 5
Exploration Normal 10 5 5 5]
Walk Normal 10 5 5 5
Abnormal behavior Normal 10 5 5 5
Stereotypy Not detected 10 5 5 5
Urination Not detected or 1 10 5 5 5
2 or more 0 0 0 0
Color:Pale yellow . - 1/1 -
Defecation Not detecied or 1 10 5 5 5
2 or more 0 0 0 0

Appearance:Normal

1000 mg/kg group was not examined.
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Table 4-4 Incidence of clinical signs in detailed observation of female rats treated
with 4-chloro-m-cresel in the repeated dose 28-day eral toxicity study
( On week 3 of the administration period )
Dose(mg/kg/day) 0 15 60 250
Items No. of animals 10 5 5 5
Reactivity on removal Normal 10 5 5 5
from the cage
Reactivity on handling Normal 10 5 5 5
Musele tone Normal 10 5 5 5
Skin Normal 10 5 5 5
Fur Normal 10 5 5 5
Piloerection Not detected 10 5 5 5
Eye-nose discharge Not detected 10 5 5 5
Palpebral closure Not detected 10 5 5 5
Exophthalmos Not detected 10 5 5 5
Lacrimation Not detected 10 5 5 5
Salivation Not detected 10 5 5 5
Blotted fur in the lower Not detected 10 5 5 5
abdomen with urine
Blotted fur around anus Not detected 10 5 5 5
with feces
Vocalization Not detected 10 5 5 5
Breathing Normal 10 5 5 5
Body position Normal 10 5 5 5
Convulsion Not detected 10 5 5 5
Tremor Not detected 10 5 5 5
Exploration Normal 10 5 5 5
Walk Normal 10 5 5 5
Abnormal behavior Normal 10 5 5 5
Stereotypy Not detected 10 5 5 5
Urination Not detected or 1 10 5 5 5
2 or more 0 0 0 0
Color : Pale yellow . . . .
Defecation Not detected or 1 10 5 5 5
2 or more 0 0 0 0
Appearance:Normal - 1/1 -

1000 mg/kg group was not examined.
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Table 4-5 Incidence of clinical signs in detailed observation of female rats treated
with 4-chloro-m-cresol in the repeated dose 28-day oral texicity study
{ On week 4 of the administration period )
Dose(mg/kg/day) 0 15 60 250
Items No. of animals 10 5 5 5
Reactivity on removal Normal 10 5 5 5
from the cage
Reactivity on handling Normal 10 5 5 5
Muscle tone Normal 10 5 5 5
Skin Normal 10 5 5 5
Fur Normal 10 5 5 5
Piloerection Not detected 10 5 5 5
Eye-nose discharge Not detected 10 5 5 5
Palpebral closure Not detected 10 5 5 5
Exophthalmos Not detected 10 5 5 5
Lacrimation Not detected 10 5 5 5
Salivation Not detected 10 5 5 5
Blotted fur in the lower Not detected 10 5 5 5
abdomen with urine
Blotted fur around anus Not detected 10 5 5 5
with feces

Voealization Not detected 10 5 5 5
Breathing Normal 10 5 5] 5
Body position Normal 10 5 5} 5
Convulsion Not detected 10 5 5 5
Tremor Not detected 10 5 5 5
Exploration Normal 10 5 5 5
Walk Normal 10 5 5 5
Abnormal behavior Normal 10 5 5 5
Stereotypy Not detected 10 5 5 5
Urination Not detected or 1 10 5 5 5
2 or more 0 0 0 0
Color:Pale yellow 11 - 171 i1
Defecation Not deteeted or 1 10 5 5 5
2 or more 0 0 0 0
Appearance:Normal - - - i1

1000 mg/kg group was not examined.
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Table 46 Incidence of elinical signs in detailed observation of female rats treated
with 4-chloro-m-cresol in the repeated dose 28-day oral toxicity study

{ On week 1 of the recovery period )

Dese(mglkg/day) 0 1000
Items No. of animals 5 4
Reactivity on removal Normal 5 4
from the cage
Reactivity on handling Normal 5 4
Muscle tone Normal 5 4
Skin Normal 5 4
Fur Normal 5 4
Piloerection Not detected 5 4
Eye-nose discharge Not detected 5 4
Palpebral closure Not detected 5 4
Exophthalmos Not detected 5 4
Lacrimation Not detected 5 4
Salivation Not detected 5 4
Blotted fur in the lower Net detected 5 4
abdomen with urine
Blotted fur around anus Not detected 5 4
with feces
Vocalization Not detected 5 4
Breathing Normal 5 4
Body position Normal 5 4
Convulsion Not detected 5 4
Tremor Not detected 5 4
Exploration Normal 5 4
Walk Normal 8 4
Abnormal behavior Normal 5 4
Stereotypy Not detected 5 4
Urination Not detected or 1 5 4
2 or more 0 0
Color: Pale yellow - 1”7i
Defecation Not detected or 1 5 4
2 or more 0 0
Appearance:Normal - 11
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Table 4-7 Incidence of elinical signs in detailed observation of female rats treated
with 4-chloro-m-cresol in the repeated dose 28-day oral toxicity study

{ On week 2 of the recovery period )

Dose(mg/kg/day) 0 1000
Items No. of animals 5 4
Reactivity on removal Normal 5 4
from the cage
Reactivity on handling Normal 5 4
Muscle tone Normal 5 4
Skin Normal 5 4
Fur Normal 5 4
Piloerection Not detected 5 4
Eye-nose discharge Not detected 5 4
Palpebral closure Not detected 5 4
Exophthalmos Not detected 5 4
Lacrimation Not detected 5 4
Salivation Not detected 5 4
Blotted fur in the lower Not detected 5 4
abdomen with urine
Blotted fur around anus Not detected 5 4
with feces
Vocealization Not detected 5 4
Breathing Normal 5 4
Body position Normal 5 4
Convulsion Not detected 5 4
Tremor Not detected 5 4
Exploration Normal 5 4
Walk Normal 5 4
Abnormal behavior Normal 5 4
Stereotypy Not detected 5 4
Urination Not detected or 1 5 4
2 or more 0 0
Color:Pale yellow - 1/1
Defecation Not detected or 1 5 4
2 or more 0 0
Appearance:Normal - 11
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Table 5 -1 Incidence of responses in the sensory/reflex function test of male rats treated with
4-chloro-m-cresol in the repeated dose 28-day oral toxicity study

{ On week 4 of the administration period )

Dose(mg/kg/day) 0 15 60 250 1000
Items No. of animals examined 5 5 5 5 5
Eye sight reaction Normal 5 5 B 5 5
Hearing reaction Normal 5 5 5 5 5
Sense of touch reaction Normal 5 5 5 5 5
Pain reaction Normal 5 5 5 5 5
Pupil reflex Normal 5 b 5 b 5
Righting reflex Normal 5 5 5 5 5

L80-90°°ON Apnig
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Table 5 -2 Incidence of responses in the sensory/reflex function test of male rats treated with
4-chloro-m-cresol in the repeated dose 28-day oral toxicity study

{ On week 2 of the recovery period )

Dose(mg/kg/day) 0 1000
Items No. of animals examined 5 5
Hearing reaction Normal 5 5
Eye sight reaction Normal 5 5
Sense of touch reaction Normal 5 5
Pain reaction Normal 5 5
Pupil reflex Normal 5 5
Righting reflex Normal b 5

180-90°ON Apnig
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Table 6 - 1 Incidence of responses in the sensory/reflex function test of female rats treated with
4-chloro-m-cresol in the repeated dose 28-day oral toxicity study

{ On week 4 of the administration period )

Dose(mg/kg/day) 0 15 60 250 1000
Items No. of animals examined 5 5 5 5 5
Eye sight reaction Normal 5 5 5 5 5
Hearing reaction Normal 5 5 5 ) 5
Sense of touch reaction Normal 5 5 5 5 5
Pain reaction Normal 5 5 5 5 5
Pupil reflex Normal 5 5 5 5 5
Righting reflex Normal 5 5 5 5 5




Table 6 - 2 Incidence of responses in the sensory/reflex function test of female rats treated with
4-chloro-m-cresol in the repeated dose 28-day oral toxicity study

{ On week 2 of the recovery period )

-vz-

Dose(mg/kg/day) 0 1000
Items No. of animals examined 5 4
Eye sight reaction Normal 5 4
Hearing reaction Normal 5 4
Sense of touch reaction Normal 5 4
Pain reaction Normal 5 4
Pupil reflex Normal 5 4
Righting reflex Normal 5 4

180-90'0N Aprig
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Table 7-1 Mean value of landing grip strength and motor activity of male rats treated
with 4-chloro-m-cresol in the repeated dose 28-day oral toxicity study

<0On week 4 of the administration period>

Dose No. of Grip strength(g) Motor activity (counts)
(mg/kg/day) animals Forelimb Hindlimb 0~60min.

0 5 735 243 10171
+ 227 + 34 + 1638
15 5 710 310 11372
+ 117 + 112 + 1777
60 5 709 318 11789
+ 74 £ 79 + 2969
250 5 730 227 12359
+ 100 + 79 += 1527
1000 5 654 300 8125
+ 136 + 89 = 3738

Each value is exprssed as mean+S.D.



Table 7 -2 Mean value of landing grip strength and motor activity of male rats treated
with 4-chloro-m-cresol in the repeated dose 28-day oral toxicity study

<On week 2 of the recovery period>

Dose No. of Grip strength(g) Motor activity (counts)
(mg/kg/day) animals Forelimb Hindlimb 0~60min.
0 5 730 266 14322
£ 60 = 47 + 1083
1000 5 635* 279 14444
+ Bl + 28 + 1148

.gz-

Each value is exprssed as mean + S.D.
* : Significantly different from control at 5% level of probability.
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Table 8 -1 Mean value of landing grip strength and motor activity of female rats treated
with 4-chloro-m-cresol in the repeated dose 28-day oral toxicity study

<0On week 4 of the administration period>

Dose No. of Grip strength(g) Motor activity (counts)
(mg/kg/day) animals Forelimb Hindlimb 0~60min.

0 5 461 343 11398

+ 79 + 93 + 3342

15 5 542 339 12512

, + 111 + 94 + 1076
N
-3

' 60 ] b60 314 12596

= 96 * 93 x 2836

250 5 514 404 11065

+ B4 £+ 84 + 2805

1000 5 621 446 _ 12295

+ 96 = 26

H

4534

Each value is exprssed as mean + S.D.
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Table 8 - 2 Mean value of landing grip strength and motor activity of female rats treated
with 4-chloro-m-cresol in the repeated dose 28-day oral toxicity study

<0On week 2 of the recovery period>

Dose No. of Grip strength(g) Motor activity (counts)
(mg/kg/day) animals Forelimb Hindlimb 0~60min.
0 5 580 197 12372
+ 95 + 23 + 5111
1000 4 593 260** 13736
+ 72 + 23 + 1224

_85-

Each value is exprssed as mean = S.D.
** : Significantly different from control at 1% level of probability.
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Table 9 Body weight of male rats treated with 4-chloro-m-creasol
in the repeated dose 28-day oral toxicity study (2
Dose Day of the administration period Gain Day of the recovery period Gain
(mg/kg/day) 1 7 14 21 28 1~28 35 42 35~42
0 160 214 274 332 378 218 427 455 28
+ 7 £ 183 * 19 «+£ 25 =+ 27 + 25 + 33 = 41 + 10
(10) (10) (10) (10) (10 (10) (5) (8 (5)
15 161 220 286 346 386 225
x 5 + 7T =+ 9 = 11 += 18 + 17
(5 (5) (5) (5) 6Y) (5)
60 160 213 269 322 360 200
+ 6 = 11 =+ 12 =+ 186 =+ 15 + 16
. (5) (5) 5) (& (5) (5)
N
? 250 160 212 272 328 366 206
+ 4 == 5 =+ 9 x 14 + 14 + 11
6] 6] (5 6, (5 (5
1000 160 194 %% 244 %%  208+*%  333%* 173** 389 427 37
=+ 7 £ 19 + 23 £ 24 = 27 + 24 + 25 + 22 + 5
(10 (10) (10 (10) (10 (10 (5) 6Y) (5

Each value is expressed as mean + S.D.
(n) : No. of animals.

** : Significantly different from control at 1% level of probability.

L80-90ON Apnig
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Table 10 Body weight of female rats treated with 4-chloro-m-creasol
in the repeated dose 28-day oral toxicity study (®
Dose Day of the administration period Gain Day of the recovery period Gain
(mg/kg/day) 1 7 14 21 28 1~28 35 42 35~42
0 142 169 190 216 231 89 256 265 8
+ 7 +£ 11 = 16 19 22 + 18 + 24 x 24 + 7
(10 (10) (10) (10) (10) (10) (5) (5) (5
15 141 165 187 208 226 85
+ 5 £ 10 = 12 14 15 + 11
(5 (5) (5 (5) (5) 6))
80 142 169 191 218 234 93
+ 8 =+ 7T = 11 16 16 + 9
6)) 6)) 6Y) (5) (5) (5)
250 142 165 191 216 231 89
* 6 + 5 % 9 11 17 + 13
6] (5) (5) 5) (5) (5)
1000 144 163 185 209 222 79 249 260 11
% 7 £ 10 = 13 19 22 + 19 £ 15 £ 13 + 7
(10 (10) 9) (9 (9 (9) (@ @ (4

Each value is expressed as mean + S.D.
(n) : No. of animals.
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Table 11 Food consumption of male rats treated with 4-chloro-m-creasol

in the repeated dose 28-day oral toxicity study ( g/rat/day )
Dose Week of the admnistration period Week of the recovery period
(mg/kg/day) 1 2 3 4 1 2
0 27 27 29 30 35 35
+ 3 £ 3 + 3 + 2 + 3 £ 5
(10) (10) (10) (10) (5) (5)
15 29 29 32 29
£ 38 + 2 + 2 + 5
(5) (5) (5 (5)
60 27 26 27 26**
£ 3 + 1 + 3 £ 1
6] 5 (5 5
250 26 29 29 27
+ 2 + 3 + 2 x 1
(5 (5) (5) (5)
1000 22 %% 26 29 28 36 37
+ 4 £ 4 £ 6 x 5 = 2 £ 4
(10) (10) (10) (10) (5 (5)

Each value is expressed as mean + S.D.
(n) : No. of animals.

** : Significantly different from control at 1% level of probability.
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Table 12 Food consumption of female rats treated with 4-chloro-m-creasol

in the repeated dose 28-day oral toxicity study

( g/rat/day )
Dose Week of the admnistration period Week of the recovery period
(mg/kg/day) 1 2 3 4 1 2
0 19 20 19 17 23 22
+ 2 2 3 3 5 & 4
(10) (10) (10 (10) 5 5
15 18 17 18 19
+ 2 1 3 2
(5) 5) 5 (5)
60 20 19 21 18
+ 2 2 1 3
(5) (5) (5) (5)
250 19 19 17 20
+ 2 3 3 2
6] (5) 5) (5)
1000 18 19 20 18 29 * 24
+ 3 4 3 8 2 3
(10) 10 9) (9 (@) @

Each value is expressed as mean =+ S.D.

(n) : No. of animals.

¥ ! Significantly different from control at 5% level of probability.
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Table 13- 1 Urinary findings of male rats treated orally with 4-chloro-m-cresol in the 28-day repeated dose toxicity study

< Administration period >

Dose  No. of Color Cloudy Volume *’ Specific®’ pH
(mg/kg/day) animals PY C - + (mL/18hr) gravity 50 60 65 70 75 80 85
0 5 5 5 9.7 1.052 5
+ 2.7 + 0.007
15 5 b 5 10.8 1.052 5
+ 3.6 = 0.010
60 5 5 5 10.6 1.050 5
+ 3.4 = 0.014
250 5 5 5 11.2 1.049 5
= 4.2 + 0.013
1000 5 ) 5 14.0 1.046 B
+ 6.0 + 0.016
Dose  No. of Protein Glucose Occult blood Urobilinogen
(mg/k_g/day) animals - + 1+ 2+ 3+ - 1+ 2+ 3+ - + 1+ 2+ 3+ 0.1 1 2
] 5 5 5 5 5
15 5 1 4 5 5 5
60 5 5 5 5 5
250 5 1 3 1 5 5 5
1000 5 5 5 5 5
a) : MeantS.D.

Color : PY(pale yellow), Clcolorless).

Cloudy : —{negligible), - (cloudy).

Protein : —{negligible), {15~ 30mg/dL), 1+(30mg/dL), 2-++(100mg/dL), 3+(300mg/d1.).
Glucose : —(negligible), 1-+H{100mg/dL), 2+(250mg/dL.), 3-+(500mg/dL,).

Occult blood : —(negligible), +(trace), 1-+{slight), 2+(moderate), 3+(marked).
Urobilinogen : Ehrlich unit/dL.



Table 13 - 2 Urinary findings of male rats treated orally with 4-chloro-m-cresol in the 28-day repeated dose toxicity study

< Administration period >

Crystals
Dose No. of Erythrocytes Leukocytes Mg Ca Ams
(mg/kg/day) animals — 1+ 2+ 3+ - 1+ 2+ 3+ - 1+ 2+ 3+ - 1+ 2+ - 1+ 2+
0 5 5 5 3 1 1 5 5
15 5 5 5 4 1 5 5
80 5 5 5 2 3 4 1 5
250 5 5 5 4 1 5 5
1000 ) 5 5 4 1 3 2 5
@ _ Epithelial cells Casts Fat
' Dose No. of Sq R S G H W __globules
(mg/kg/day) animals  — 1+ 2+ 3+ - 1+ 2+ — 1+ 2+ — 1+ — 1+ = 1+ — 1+ 2+
0 5 2 3 5 5 5 5 5 5
15 5 2 3 5 5 5 5 5 5
60 5 2 3 5 5 5 5 5 5
250 5 3 2 5 5 5 5 5 5
1000 5 1 4 5 5 5 5 5 5

— ; Not observed, 1+; A few in some fields, 2+ ; A few in all fields, 3+ ; Many in all fields.
Crystals ; Mg (ammonium magnesjum phosphate), Ca (calcium carbonate), Ams (amorphous).
Epithelial cells ; Sq (squamous), R (round), S (spindle).

Casts ; G (granule), H (hyaline), W (waxy).

180-90°0N Apmig
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Table 13- 3 Urinary findings of male rats treated orally with 4-chloro-m-cresol in the 28-day repeated dose toxicity study
< Recovery period >
Dose  No. of Cloudy Volume ®’ Specific®’ pH
(mg/kg/day) animals C — + (nL/18hr) gravity 50 60D 65 70 75 80 85
0 5 5 13.5 1.056 1 4
+ 2.7 x 0.004
1000 5 5 13.4 1.064 5
+ 4.0 + 0.015
Dose  No. of Protein Glucose Occult blood Urobilinogen
(mg/kg/day) animals  — 1+ 2+ 3+ - 1+ 2+ 3+ * 1+ 2+ 3+ 0.1 1 2
0 5 4 5
1000 5 3 5
a) : Mean+S.D.

Color : PY(pale yellow), Clcolorless).
Cloudy : —(negligible), +(cloudy).

Protein : —(negligible), (15~ 30mg/dL), 1+(30mg/dL), 2+(100mg/dL), 3+(300mg/dL).
Glucose : —(negligible), 1+(100mg/dL}, 2+(250mg/dLy), 3+(500mg/dL).
Occult blood : — (negligible), (irace), 1-+(slight), 2+(moderate), 3+(marked).

Urobilinogen : Ehrlich unit/dL.
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Table 13 - 4

< Recovery period >

Urinary findings of male rats treated orally with 4-chloro-m-cresol in the 28-day repeated dose toxicity study

Crystals
Dose  No. of Erythrocytes Leukocytes Mg Ca Ams
{mg/kg/day) animals — 1+ 2+ 3+ - 1+ 2+ 3+ — 1+ 2+ 3+ — 1+ 2+ 1+ 2+
0 5 5 5 1 1 2 1 5
1000 5 5 5 1 4 5
“Epithelial cells Casts Fat
Dose No. of Sq R S G H globules
(mg/kg/day) animals — 1+ 2+ 3+ — 1+ 2+ - 1+ 2+ - 1+ 1+ ~ 1+ 1+ 2+
0 5 1 4 5 5 5 5
1000 5 1 4 5 5 5 5

— ; Not observed, 1+; A few in some fields, 2+ ; A few in all fields, 3+ ; Many in all fields.
Crystals ; Mg (ammonium magnesium phosphate), Ca (calcium carbonate), Ams (amorphous).
Epithelial cells ; Sq (squamous), R (round), S (spindle).

Casts ; G (granule), H (hyaline), W (wazxy).
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Table 14 -1 Urinary findings of female rats treated orally with 4-chloro-m-cresol in the 28-day repeated dose toxicity study

< Administration period >

Dose  No. of Color Cloudy Volume’ Specific®’ pH
(mg/kg/day) animals PY C - + (mL/18hr) gravity 50 60 65 70 75 80 85
0 5 b 5 7.9 1.056 1 4
£ 5.3 + 0.021
15 5 5 5 8.6 1.054 1 4
+ 48 + 0.021
60 5 5 5 8.6 1.051 1 1 3
£+ 3.0 + 0.011
250 5 5 5 6.3 1.061 5
+ 2.2 + 0.009
1000 5 5 5 11.3 1.046 1 1 1 2
£+ 4.2 + 0.013
Dose  No.of Protein Glucose Occult blood Urobilinogen
(mg/kg/day) animals  — & 1+ 2+ 3+ — 1+ 2+ 3+ - + 1+ 2+ 3+ 0.1 1 2
0 5 2 2 1 5 5 5
15 4 1 5 5 5
60 5 4 1 5 5 5
250 5 4 1 5 5 5
1000 5 1 2 2 5 5 5
a) : Mean+S.D.

Color : PY{pale yellow), C(colorless).

Cloudy : —(negligible), + (cloudy).

Protein : —(negligible), (15~ 30mg/dL), 1+(30mg/dL), 2+(100mg/dL), 3-++H{300mg/dL).
Glucose : —(negligible), 1+(100mg/dL), 2+(250mg/dL), 3+(500mg/dL,.

Occult blood : —(negligible), +(trace), 1-+(slight), 2+(moderate), 3+(marked).
Urobilinogen : Ehrlich unit/dL.
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Table 14 - 2 Urinary findings of female rats treated orally with 4-chloro-m-cresol in the 28-day repeated dose toxicity study

< Administration period >

Crystals
Dose No. of Erythrocytes Leukocytes Mg Ca Ams
(mg/kgjday) animals — 1+ 2+ 3+ - 1+ 2+ 3+ — 1+ 2+ 3+ - 1-+ 2+ 1+ 2-+
0 5 5 5 3 2 5
15 5 5 b 3 1 1 5
80 5 5 5 2 2 1 5
250 5 5 5 2 2 1 | 5
1000 5 5 5 2 1 1 1 5
Epithehal cells Casts Fat
Dose No. of Sq R S G H globules
(mg/kg/day) animals = 1+ 2+ 3+ - 1+ 2+ — 4+ 2+ — 1+ - 1+ — 1+ 1+ 2+
0 5 1 4 5 5 5 5 5
15 5 2 3 5 5 5 5 5
60 5 1 4 5 5 5 5 5
250 5 1 4 3 1 1 5 5 5 5
1000 5 5 3 2 5 5 5 5

— ; Not observed, 1+; A few in some fields, 2+ ; A few in all fields, 3+ ; Many in all fields.
Crystals ; Mg (ammonium magnesium phosphate), Ca (calcium carbonate), Ams (amorphous).
Epithelial cells ; Sq {squamous), R (round), S (spindle).

Casts ; G (granule), H (hyaline), W (waxy).
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Table 14 - 3

< Recovery period >

Urinary findings of female rats treated orally with 4-chloro-m-cresol in the 28-day repeated dose toxicity study

Dose No. of
(mg/kg/day) animals

N =3 N -3

Occult blood

1)
3
Urobilinogen
0.1 1 2
5
4

0 5
1000 4
Dose No. of
(mg/kg/day) animals
0 5
1000 4
a) : MeantS.D.

Color : PY(pale yellow), C(colorless).

Cloudy : —(negligible), - (cloudy).

Protein : —(negligible), (15~ 30mg/dL), 1+(30mg/dL), 2-+(100mg/dL), 3+(300mg/dL).
Glucose : —(negligible), 1-+(100mg/dL), 2+(250mg/dL), 3+(500mg/dL).

Occult blood : —(negligible), x(trace), 1+(slight), 2+{(moderate), 3+(marked).
Urobilinogen : Ehrlich unit/dL.
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Table 14 - 4 Urinary findings of female rats treated orally with 4-chloro-m-cresol in the 28-day repeated dose toxicity study

< Recovery period >

Crystals
Dose No. of Erythrocytes Leukocytes Mg Ca Ams
(mg/kg/day) animals — 1+ 2+ 3+ - i+ 2+ 3+ — 1+ 2+ 3+ — 1+ 2+ 1+ 2+
0 5 5 5 2 3 5
1000 4 4 4 2 2 4
" Epithelial cells Casts Fat
Dose  No. of Sq R S G H globules
(mg/kg/day) animals  — 1+ 2+ 3+ — 1+ 2+ — 1+ 2+ - 1+ 1+ - 1+ 1+ 2+
0 5 1 4 5 5 5 5
1000 4 4 4 4 4 4

— ; Not observed, 1+; A few in some fields, 2+ ; A few in all fields, 3+ ; Many in all fields.
Crystals ; Mg (ammonium magnesium phosphate), Ca (calcium carbonate), Ams (amorphous).
Epithelial cells ; Sq (squamous), R (round), S (spindle).

Casts ; G (granule), H (hyaline), W (waxy).



Table 15 -1 Hematological findings of male rats treated with 4-chloro-m-cresol

in the repeated dose 28-day oral toxicity study

< At the end of administration period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT

(mg/kg/day) animals (10*mL) (g/dL) (%) (L) (pg) (%) (%0) (sec)

0 5 784 15.4 47.3 60 19.7 32.6 31.2 13.8

£ 49 + 0.7 £ 1.6 + 3 £ 0.7 + 0.6 + 9.0 + 0.6

15 5 778 15.2 47.2 61 19.6 32.3 27.9 13.8

£ 39 + 0.8 + 1.9 + 1 + 0.3 x 04 = 44 + 0.8

80 5 784 15.2 48.5 59 19.4 32.8 34.5 13.3

+ 37 = 0.8 + 24 + 1 + 04 + 04 + 34 + 04

250 5 801 15.6 48.0 60 19.5 32.6 29.0 13.5

' + 23 x 0.4 + 1.1 + 1 + 0.2 + 0.4 + 8.7 + 0.2
~

)-' 1000 5 781 15.1 46.5 60 19.3 32.4 26.2 18.6

+ 40 + 05 + 1.0 + 2 + 0.6 + 05 + 10.1 0.5

Dose No. of APTT Plat. WBC Differential leukocyte counts (%)
(mg/kg/day) animals (sec) (10%pl)  (10°mlL) Baso. Eosin. Neutro. Lymph. Mono.

0 5 19.2 147 64 0.0 0.8 14.7 81.8 2.9

+ 20 = 17 + 23 + 0.0 + 0.3 + 1.6 + 2.8 + 1.2

15 5 19.3 138 59 0.0 0.6 13.9 82.56 3.0

+ 2.3 + 25 + 10 + 0.0 + 0.3 + 35 34 + 0.5

60 5 19.7 146 71 0.0 0.5 10.5 85.9 3.0

w + 2.2 * 13 + 16 + 0.0 + 0.8 + 4.5 + 42 x 0.5
e
3

l%- 250 5 19.9 143 71 0.0 0.6 13.3 83.0 3.1

2 £ 15 + 16 + 21 + 0.0 + 0.3 + 1.1 + 09 + 1.1
o

g 1000 5 18.4 139 68 0.0 0.6 12.8 84.0 2.8

& + 1.8 + 17 + 19 + 0.0 + 0.5 x 4.1 * 45 + 0.7
&
-~

Each value is expressed as meanS.D.
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Table 15- 2 Hematological findings of male rats treated with 4-chloro-m-cresol
in the repeated dose 28-day oral toxicity study
< At the end of recovery period >
Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT
(mg/kg/day) animals (10°pL)  {(g/dL) (%) (fL) ) (%) (%) (sec)
0 5 838 15.8 47.7 57 19.0 33.2 25.6 13.4
+ 72 + 0.6 + 1.2 + 4 x 1.2 + 08 £ 6.1 + 0.9
1000 5 801 15.1 454 * 57 18.9 33.8 377 * 13.8
+ 37 + 04 = 1.1 + 2 x 04 + 04 + B.5 + 0.5
Dose No. of APTT Plat. WBC Differential leukocyte counts (%)
(mg/kg/day) animals (sec) (10°nL)  (10°mL) Baso. Eosin. Neutro. Lymph. Mono.
0 5 19.0 135 91 0.0 1.0 12.9 82.6 3.4
+ 19 + 23 + 25 + 0.0 + 0.4 + 3.6 + 4.0 + 0.6
1000 | 5 18.9 144 75 0.0 1.0 13.1 82.5 3.4
+ 2.8 + 12 X 4 £ 0.0 + 0.3 + 14 + 2.1 + 09

Each value is expressed as meantS.D.
* ! Significantly different from control at 5% level of probability.
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Table 16 - 1 Hematological findings of female rats treated with 4-chloro-m-cresol
in the repeated dose 28-day oral toxicity study

< At the end of administration period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT
(mg/kg/day) animals (10%uL) (g/dL) (%) (L) (pe) (%) (%o (sec)
0 5 799 15.7 46.3 58 19.8 33.8 22.4 13.3
+ 25 + 04 + 1.2 + 2 + 0.5 + 0.6 + 4.7 + 0.4
15 5 801 15.2 45.4 57 18.9 33.4 19.5 13.2
+ 12 + 04 + 14 & 2 + 0.5 + 04 + 1.5 + 0.4
60 5 788 15.3 45.7 58 194 33.4 21.6 13.0
+ 24 +z 04 + 1.0 &+ 1 + 0.5 + 0.4 + 4.7 + 0.4
250 b 778 14.9 44.7 58 19.1 33.3 21.1 13.0
+ 30 + 04 + 1.5 + 2 + 0.6 + 0.3 + 4.8 + 0.2
1000 5 768 15.2 45.6 59 19.8 33.2 20.0 13.2
+ 31 + 0.6 + 22 + 2 + 0.6 + 0.5 + b5.9 + 0.6
Dose No. of APTT Plat. WBC Differential leukocyte counts (%)
(mg/kg/day) animals (sec) (10°mL)  (10°mL) Baso. Eosin. Neutro. Lymph. Mono.
0 5 16.7 138 49 0.0 1.4 11.7 83.8 3.0
+ 1.8 + 12 + 13 £ 0.0 + 03 + 2.8 + 23 + 0.3
15 5 16.7 144 44 0.0 -1.0 15.2 81.3 2.5
+ 0.8 + 11 £ 16 £ 00 + 0.6 x 2.9 + 24 + 04
60 5 16.7 146 85 0.0 1.5 10.7 84.5 3.2
+ 0.9 + 5 * 9 + 0.0 + 04 + 4.9 + 4.9 + 0.7
250 5 17.9 151 41 0.0 1.2 10.7 85.2 2.9
+ 1.9 + 22 + 6 + 0.0 £ 0.6 * 3.4 + 4.0 + 0.4
1000 5 17.7 137 47 0.0 0.7 9.8 87.2 2.2
+ 1.2 = 15 + 16 + 0.0 + 0.2 x 3.8 + 386 + 0.4

Each value is expressed as meantS.D,
# ! Significantly different from control at 5% level of probability.
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Table 16 - 2 Hematological findings of female rats treated with 4-chloro-m-cresol
in the repeated dose 28-day oral toxicity study

< At the end of recovery period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT
(mg/kg/day) animals (10%nL) (g/dL) (%) (L) (p (%) (%) (sec)
0 5 788 15.0 44.1 56 19.0 34.0 32.0 13.7
x 18 + 0.5 + 1.2 + 1 + 0.5 + 0.5 + 4.4 + 0.3
1000 5 815 * 15.2 45.2 b6 18.6 33.6 30.1 13.7
= 16 + 0.5 £ 1.3 + 2 + 05 + 0.5 + 5.4 + 0.6
Dose No. of APTT Plat. WBC Differential leukocyte counts (%)
(mg/kg/day) animals (sec) (10%ul)  (10%ml) Baso. Eosin. Neutro. Lymph. Mono.
0 5 16.3 133 56 0.0 1.0 17.9 79.1 2.0
+ 1.4 + 16 + 27 + 0.0 + 04 + 4.5 = 5.1 + 1.7
1000 4 16.5 130 55 0.0 1.0 17.6 79.7 1.7
+ 2.3 + 7 + 20 + 0.0 + 0.3 + 4.6 + 43 + 0.3

Each value is expressed as meanS.D,
* : Significantly different from control at 5% level of probability.
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Table 17 -1 Blood biochemical findings of male rats treated with 4-chloro-m-cresol
in the repeated dose 28-day oral toxicity study

< At the end of administration period >

Dose No. of LDH AST ALT ALP vGTP T.P. Alb. A/G T-Cho. T.G.
(mg/kg/day) animals (IU/L) (1U/L) (IU/L) (TU/L) QUL) _ (g/dL) (g/dL) (mg/dl)  (mg/dl)
0 5 287 68 32 833 0.56 5.99 297 0.98 86 61
£ 87 =+ 12 =+ 5 x 118 x018 +£013 £0.08 004 =+ 10 = 11
15 5 255 64 27 764 0.68 5.65 2.66 * 0.89 * 63 84
+ 1086 £ 10 & 3 £ 100 + 0.29 + 0.21 + 0.10 + 0.03 + 7 + 29
60 5 369 68 27 733 0.74 5.87 2.80 0.98 64 61
£ 330 =+ 10 =+ 6 =+ 8 2021 +£023 x015 +005 =+ 12 =+ 30
250 5 279 65 29 647 0.71 564 * 2.85 1.02 67 92
£ 3 = 7 x 3 x 128 £027 +£024 014 003 =+ 6 =z 22
1000 5 290 75 38 897 0.72 5.60 2.77 0.98 67 56
£ 33 =+ 10 + 5 £ 125 +019 024 +022 +£008 =+ 11 =+ 23
Dose No. of Glu. BUN  Crea. T-Bil. Ca P Na K Cl
(mg/kg/day) animals (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mEgLl) (mEgL) (mEgL)
] 5 142 11.6 0.39 0.42 9.7 8.5 146 4.55 107
£ 14 =+ 1.1 +006 =005 =+ 03 = 03 + 1 +£024 =+ 2
15 5 128 83 * 0.37 0.43 9.5 8.3 147 4.56 106
& 15 £ 1.9 + 0.07 + 0.03 + 0.1 £ 0.3 + 1 + 0.38 & 1
60 5 132 9.5 0.35 0.41 9.5 8.4 147 4.92 106
# 12 ¢ 14 2002 2002 £ 02 & 03 & 2 £040 & 2
250 5 151 11.4 0.37 0.40 9.6 8.1 147 4.61 106
£ 8 + 28 004 +£001 =+ 03 + D3 = 1 028 = 2
1000 5 154 9.4 0.41 0.33 ** 9.5 8.3 148 4.66 105
£ 11 + 18 +003 =002 =+ 02 <+ 06 =z 2 042 == 1

Each value is expressed as mean+S.D.
* : Significantly different from control at 5% level of probability.
*% : Significantly different from control at 1% level of probability.
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Table 17 - 2 Blood biochemical findings of male rats treated with 4-chloro-m-cresol
in the repeated dose 28-day oral toxicity study

< At the end of recovery period >

Dose No. of LDH AST ALT ALP Y'CﬁP T.P. Alb. AIG T-Cho. T.G.
{mg/kg/day) animals (1U/) (IU/L) (1U/L) (1U/L) (IU/L) (z/dL) (g/dl) (mg/dl)  (mg/dL)
0 ] 419 68 36 540 0.30 5.92 2.84 0.93 69 44
+ 211 + 3 + 8 + 204 + 0.12 + 0.13 + 0.10 + 0.05 + 16 x 14
1000 ) 305 69 32 546 0.42 5.81 2.76 0.91 66 47
+ 87 £ 10 & 6 + 28 + 0.21 + 0.20 + 0.08 + 0.04 + 8 + 26
Dose No. of Glu. BUN Crea. T-Bil. P Na K Cl
(mg/kg/day) animals (mg/dl) (mg/dl) (mng/dl) (mg/dL) (mg/dL) (ng/dl) (mEql) mEgl) mEq/L)
0 5 149 14.2 0.35 0.35 9.5 8.1 145 4.80 104
+ 9 + 1.6 + 0.04 + 0.05 + 03 + 0.6 + 1 + 0.12 + 2
1000 5 137 13.4 0.30 0.36 94 8.0 145 4.70 105
* 14 + 1.7 + 0.02 + 0.05 £ 0.1 + 0.3 + 1 + 0.20 EY 1

Each value is expressed as mean+S.D.
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Table 18 - 1 Blood biochemical findings of female rats treated with 4-chloro-m-cresol
in the repeated dose 28-day oral toxicity study
< At the end of administration period >
Dose No. of LDH AST ALT ALP v-GTP T.P. Alb. AIG T-Cho. T.G.
(mg/kg/day) animals qua)  qua) QU (UL (UAL)  (@dl)  (g/db) (mg/dl)  (mg/dL)
0 5 361 69 23 463 0.54 6.22 3.24 1.09 72 33
x 95 + 13 & 4 + 60 £ 0.34 + 0.33 + 0.24 + 012 x 11 x 12
15 5 378 69 23 463 0.87 5.94 3.05 1.08 65 17
£ 110 + 11 £+ 2 + 108 +083 +£029 +024 £009 = 19 =+ 4
60 5 389 63 22 427 0.89 5.93 3.02 1.04 77 31
+ 39 + 4 & 4 t 75 + 0.25 + 0.23 + 0.25 + 0.11 + 5 = 21
250 5 4717 71 26 448 0.53 5.98 3.16 1.12 62 25
+ 281 + 5 4+ 2 £ 158 020 +£013 +016 009 £ 20 = 13
1000 b 341 79 30 * 453 0.84 5.87 3.06 1.09 83 23
¢ 70 x 11 =+ 8 + 56 +£062 033 019 *£004 <+ 17 == 4
Dose No. of Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg/day) animals (mg/dL)  (mg/dl) (mg/dL) (mg/ (mg/dl) (mg/dl) (mEq/l) (mEq/l) (mnEq/l)
0 5 126 13.6 0.41 0.27 9.7 7.7 147 4.82 108
¢+ 10 + 30 002 =002 <+ 03 + 04 + 1 023 = 1
15 5 124 12.9 0.41 0.27 o1* 7.1 147 4.81 109
+ 13 £ 2.7 + 0.04 + 0.03 + 0.3 + 0.7 + 1 + 0.27 * 2
80 5 137 12.5 0.41 0.27 94 7.5 148 5.04 108
+ 16 + 22 005 +£003 =+ 08 =+ 03 £ 1 =038 + 1
250 5 119 12.6 0.43 0.29 9.6 7.4 146 5.08 108
£ 5 + 35 007 +£004 £ 03 + 04 <+ 1 2011 2
1000 5 115 10.9 0.39 0.28 9.7 7.3 148 5.05 108
+ 8 £ 35 004 =002 =+ 02 £ 07 = 1 £077 =+ 2

Each value is expressed as meantS.D.

* : Significantly different from control at 5% level of probability.
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Table 18 - 2 Blood biochemical findings of female rats treated with 4-chloro-m-cresol
in the repeated dose 28-day oral toxicity study
< At the end of recovery period >
Dose No. of LDH AST ALT ALP yv-GTP T.P. Alb. AIG T-Cho. T.G.
(mg/kg/day) animals (Tu/L) au/L) (IU/L) (TU/L) (U/L) (g/dL) (g/dL) (ng/dLl)  (mg/dL)
0 5 376 T0 24 273 0.59 6.35 3.13 0.97 78 17
+ 124 £ 6 1 £ 78 =047 £027 +£021 011 = 12 % 7
1000 4 327 84 26 364 0.70 6.05 3.09 1.04 77 17
+ B2 + 39 + 4 + 106 + 0.47 + 0.23 + 0.22 + 0.08 + 16 & 7
Dose No. of Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg/day) animals (mg/dL)  (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dl) (mEq¢/L) (mEqlL) (mEq/lL)
0 5 134 14.6 0.37 0.23 9.5 7.7 145 4.67 105
+ 15 + 49 + 0.04 + 0.02 + 02 + 06 £ 1 + 0.39 + 2
1000 4 122 12.5 0.47 0.26 * 9.5 8.3 145 4.46 105
+ 13 + 88 + 0.13 + 0.02 + 01 x 0.2 + 1 + 0.25 * 1

Bach value is expressed as meantS.D.
* ! Significantly different from control at 5% levsl of probability.



Table 19 Incidence of necropsy findings of male rats treated with 4-chloro-m-cresol in the repeated dose 28-day oral toxicity study

Organ : Findings Grade At the end of administration period At the end of
—recovery period

Dose(mg/kg/day) 0 15 60 250 1000 0 1000

Fate KA KA KA KA KA KR KR

No.of animals 5 5 5 5 5 5 5

Forestomach : Thickening, mucosa - 5 5 5 5 0 5 5

+ 0 0 0 0 5 0 0

Testis : Small, right side 5 5 5 5 B 5 4

+ 0 0 0 0 0 0 1

-6?_
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KA : Killed by design at the end of the administration period.
KR : Killed by design at the end of the recovery period.
Grade, -: Negative; + : Slight.
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Table 20 Incidence of necropsy findings of female rats treated with 4-chloro-m-cresol in the repeated dose 28-day oral toxicity study

Organ : Findings Grade At the end of administration period At the end of
recovery period

Dose(mg/kg/day) 0 15 60 250 1000 0 1000

Fate KA KA KA KA KA FD KR KR

No.of animals 5 5 5 5 5 1 5 4

Forestomach : Thickening, mucosa - 5 5 5 5 5 0 5 4

+ 0 0 0 0 0 1 0 0

KA : Killed by design at the end of the administration period.
KR : Killed by design at the end of the recovery period.

FD : Found dead on day 13 of the administraion period.
Grade, -: Negative; + : Slight.
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Table 21 -1

<At the end of administration period>

Absolute and relative organ weights of male rats treated with 4-chloro-m-cresol in the repeated dose 28-day oral toxicity study

Dose No.of Body Brain Thymus  Heart Liver Kidney  Adrenal Spleen Testis Epididy- Pituitary Thyroid
Animals weight gland mis gland gland

(mg/kg/day) ) (& (g ® (@ (@ (mp (g) @ (@ (mg (mg)
0 5 336 1.90 0.51 1.16 10.17 2.45 60.8 0.63 3.12 0.78 11.6 24.5
Absolute x25 +0.09 +0.09 +0.14 +0.90 +0.14 +10.1 +0.13 +0.18 +0.09 +1.3 +2.3
15 b 363 1.95 0.55 1.22 10.75 2.67 63.2 0.69 3.22 0.80 115 244

+17 +0.08 +0.22 +0.15 +0.35 +0.34 *7.2 +0.11 +0.15 +0.05 +0.7 +2.9

60 5 332 1.89 0.52 1.12 9.62 2.45 47.3 0.66 3.08 0.79 10.8 23.2

+15 £0.07 +0.02 +0.13 +0.84 +0.18 +5.6 £0.10 +0.25 +0.13 +1.1 +3.2

250 5 333 1.88 0.49 1.10 10.45 2.49 54.3 0.61 3.02 0.80 11.8 24.7

+12 +0.08 £0.02 £0.08 +0.40 +0.23 9.9 x0.09 +0.08 +0.07 +1.2 +1.5

1000 5 295 * 1.87 0.44 0.96 9.93 2.34 52.7 0.50 3.24 0.73 10.2 22.3
+27 +0.06 +0.07 +0.09 +1,29 +0.27 +5.3 +0.05 +0.31 +0.06 +1.0 +1.3
0 5 336 0.57 0.15 0.34 3.03 0.73 18.0 0.19 0.94 0.23 3.4 7.4
Relative @ +25 +0.04 +0.02 +0.02 +0.16 +0.05 +2.4 +0.03 +0.08 *0.03 +0.2 +1.0
15 5 358 0.55 0.15 0.35 3.06 0.76 18.0 0.19 0.91 0.23 3.2 6.9

+17 +0.03 +0.06 +0.03 +0.15 +0.08 +2.8 +0.03 +0.05 +0.02 +0.3 +0.6

60 b 332 0.57 0.16 0.34 2.90 0.74 14.3 0.20 0.93 0.24 3.3 7.0

+15 +0.03 +0.01 +0.03 +0.14 +0.02 +2.0 +0.03 +0.08 +0.05 +0.3 +1.0

250 5 333 0.67 0.15 0.33 3.14 0.75 16.2 0.18 0.91 0.24 3.5 7.4

+£12 +0.02 +0.00 +0.02 +0.11 +0.05 +2.6 £0.02 +0.01 £0.02 +0.3 +0.3

1000 5 295 * 0.64 0.15 0.33 3.36 * 0.80 17.9 0.17 1.10 0.25 3.5 7.6
+27 £0.06 +0.02 +0.04 +0.27 +0.07 +1.5 +0.02 +0.08 +0.02 +0.2 +0.9

Each value is expressed as mean < S.D.

@ : Relative organ weight per 100g body weight.
* : Bignificantly different from control at 5% level of probability.
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Table 21 - 2 Absolute and relative organ weights of male rats treated with 4-chloro-m-cresol in the repeated dose 28-day oral toxicity study

<At the end of recovery period>

Dose No.of Body Brain Thymus Heart Liver Kidney Adrenal  Spleen Testis Epididy- Pituitary Thyroid

Animals weight gland mis gland gland

(mg/kg/day) ) & €3] @ @ (2 (mg @ ) @ (mg) (mg)

. 0 5 419 2.07 0.49 1.39 11.54 2.93 64.0 0.82 3.39 1.15 11.6 25.6
Absolute +40 +0.07 +0.07 +0.20 +1.08 +0.21 +6.6 +0.15 +0.27 +0.12 +1.7 +2.9
1000 5 389 1.95 0.46 1.28 11.06 2.88 65.0 0.74 3.28 1.05 11.4 27.2

+17 +0.10 +0.03 +0.04 +0.68 +0.17 +11.8 +0.08 +0.35 +0.18 +1.0 +3.8

0 5 419 0.50 0.12 0.33 2,76 0.70 15.3 0.20 0.81 0.28 2.8 6.1

Relative @ +40 +0.04 £0.01 +0.03 +0.05 +0.04 1.9 +0.02 +0.06 +0.02 +0.3 +0.56
1000 5 389 0.50 0.12 0.33 2.85 0.74 16.7 0.19 0.84 0.27 2.9 7.0

217 +0.03 +0.01 x0.02 £0.11 +0.05 +3.1 +0.02 x0.08 £0.04 £0.3 £1.2

Each value is expressed as mean £ S.D.
@ : Relative organ weight per 100g body weight.
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Table 22 - 1 Absolute and relative organ weights of female rats treated with 4-chloro-m-cresol in the repeated dose 28-day oral toxicity study

<At the end of administration period>

Dose No.of Body Brain Thymus Heart Liver Kidney Adrenal Spleen Ovary Pituitary Thyroid
Animals  weight gland gland gland

(mg/kg/day) () (g (@ () (® (® (mg) (@ (mg) (mg) (ng)
0 5 204 1.76 0.41 0.75 5.80 1.54 59.2 0.43 75.3 12.3 17.2
Absolute +17 +0.05 +0.08 x0.05 +0.63 +0.08 *7.2 +0.05 +8.4 +1.6 +]1.3
15 5 208 1.82 0.41 0.74 5.90 1.57 61.9 0.41 75.9 12.9 18.9

+13 +0.07 +0.08 +0.03 +0.29 +0.09 +4.3 +0.08 +15.4 +1.6 +1.2

60 b 217 1.78 0.48 0.78 6.22 1.56 61.3 0.46 74.6 125 18.1

+11 +0.08 +0.068 £0.04 +0.41 +0.12 +10.3 +0.08 +6.1 +1.4 +1.8

250 5 213 1.79 0.43 0.78 6.17 1.66 60.6 0.43 80.4 12.8 17.7
+12 +0.06 +0.11 +0.06 +0.27 +0.07 +10.0 +0.05 +14.3 +].4 +5.4
1000 5 1959 1.76 0.32 0.72 6.29 1.57 62.8 0.39 78.5 12.1 18.0
+17 +0.08 +0.13 +0.06 +0.71 +0.08 +6.6 +0.09 +17.9 +1.1 +1.1

0 5 204 0.87 0.20 0.36 2.84 0.76 29.1 0.21 37.1 6.1 85
Relative @ +17 +0.09 +0.03 +0.03 £0.12 20.05 +3.2 £0.03 +4.5 +0.9 +0.9
15 5 208 0.88 0.20 0.36 2.84 0.76 29.8 0.20 36.8 8.2 8.2

*13 +0.056 +0.03 +0.02 +0.17 +0.02 +0.7 +0.03 +9.2 +0.6 +0.9
60 53 217 0.82 0.22 0.36 2.87 0.72 28.2 0.21 34.5 5.8 8.4

+11 +0.03 +0.03 +0.02 +0.07 £0.03 +3.4 £0.03 +3.7 +0.6 +1.1

250 5 213 0.84 0.20 0.37 2.90 0.73 28.5 0.20 38.0 5.9 8.3

x]12 +0.04 +0.05 +0.01 +0.13 +0.06 +4.8 +0.02 +8.1 +0.7 +2.6

1000 5 199 0.89 0.16 0.36 3.16 ** 0.79 31.6 0.20 39.3 6.1 9.1
+17 +0.06 +0.06 +0.02 +0.15 +0.06 +3.1 +0.04 +7.2 +0.6 +0.9

Each value is expressed as mean £ S.D,
@ : Relative organ weight per 100g body weight.
** ! Significantly different from control at 1% level of probability.
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Table 22 - 2 Absolute and relative organ weights of female rats treated with 4-chloro-m-cresol in the repeated dose 28-day oral toxicity study

<At the end of recovery period>

Dose No.of Body Brain Thymus Heart Liver Kidney Adrenal Spleen Ovary Pituitary Thyroid
Animals weight gland gland gland
(mg/kg/day) (g ® (® @ ® ® (mg) @ (mg) (mg) (mg)
0 5 244 1.90 0.45 0.85 6.79 1.74 76.5 0.53 101.8 15.3 20.3
Absolute +22 +0.05 +0.10 £0.13 +0.57 +0.07 +8.7 +0.10 +25.9 +1.5 +3.3
1000 4 240 1.92 0.43 0.89 6.90 1.67 69.2 0.49 96.0 14.0 21.1
+17 +0,11 +0.09 +0.18 +0.95 +0.16 +6.5 +0.04 +23.6 £0.3 +1.5
0 ) 244 0.78 0.18 0.36 2.79 0.72 31.4 0.22 41.4 6.3 8.3
Relative @ +22 +0,05 +0.03 +0.02 +0.15 +0.04 +1.9 +0.08 +7.0 +0.7 +1,1
1000 4 240 0.80 0.18 0.37 2.87 0.69 28.9 0.21 39.8 5.9 8.8
*17 +0.08 +0.08 +0.05 +0.28 +0.04 +2.9 +0.01 +9.0 +0.4 +0.2

Each value is expressed as mean + S.D.
® : Relative organ weight per 100g body weight.
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Table 23-1  Incidence of histopathological findings of male rats treated with 4-chloro-m-cresol in the repeated dose 28-day oral toxicity study

Organ ! Findings Grade At the end of administration period At the end of
recovery period
Dose(mg/kg/day) 0 15 60 250 1000 0 1000
Fate KA KA KA KA KA KR KR
No.of animals 5 5 5 5 5 5 5
Lung ¢ Cellular infiltration, lymphocyte, perivascular - 4 # # # 5 # #
+ 1 # # # 0 # #
Accumulation, foam cell - 4 # # # 4 # #
+ 1 # # # 1 # #
Hematoidin crystal . 5 # # # 4 # #
+ 0 # # # 1 # #
Heart : Myocardial degeneration/fibrosis - 53 # # # 4 # #
+ 0 # # # 1 # #
Liver ! Hypertrophy, hepatocyte, centrilobular - 5 B 5 5 8 5 5
+ 0 0 0 0 2 0 0
Necrosis, focal - 4 5 5 5 4 5 5
+ 1 0 0 0 1 0 0
Degeneration, fatty, hepatocyte, periportal - 5 4 B 4 5 5 5
+ 0 1 0 1 0 0 0
Microgramuloma - 6 5 4 4 5 4 3
+ 0 0 1 1 0 1 2
Forestomach ¢ Squamous hyperplasia - 5 5 5 4 0 5 4
+ 0 0 0 1 0 0 1
++ 0 0 0 0 B ** 0 0
Kidney ' Hyaline droplet, proximal tubular epithelinmn - 1 # # # 2 # #
+ 4 # # # 3 # #
Basophilic tubule - 4 # # # 4 # #
+ 1 # # # 1 # #

KA : Killed by design at the end of administration period, KR : Killed by design at the end of recovery period, #:Not examined.
Grade, - : Negative; + : Slight; ++ : Moderate.
** \ Significantly different from control at 1% level of probability.



Table 23-2  Incidence of histopathological findings of male rats treated with 4-chloro-m-cresol in the repeated dose 28-day oral toxicity study
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Organ : Findings Grade At the end of administration period At the end of
recovery period
Dose(mg/kg/day) 0 15 60 250 1000 0 1000
Fate KA KA KA KA KA KR KR
No.of animals b 59 b5 b 5 B 5
Kidney Cyst, solitary - 4 # # # b # #
(Continued) + 1 # # # 0 # #
Cellular infiltration, lymphocyte, cortex - 4 # # # 4 # #
+ 1 # # # 1 # #
Fibrosis, cortex - 4 # # # 6 # #
+ 1 # # # 0 # #
Urinary bladder : Cellular infiltration, lymphocyte, submucosa - 4 # # # 5 # #
+ 1 # # # 0 # #
Thymus : Hemorrhage - 4 # # # 4 # #
+ 1 # # # 1 # #
Spleen . Homatopoiesis, extramedullary - 0 # # # 0 # #
+ 4 # # # b # #
S 1 # # # 0 # #
Deposit, pigment, brown - 0 # # # 0 # #
+ 5 # # # 5 # #
Testis : Atrophy, seminiferous tubule, unilateral ) # # # B # o0/1®
+ 0 # # # 0 # 1/1*
Prostate + Cellular infiltration, lymphocyte, interstitinm - 4 # # # 5 # #
+ 1 # # # 0 # #

KA : Killed by design at the end of administration period, KR : Killed by design at the end of recovery period, #:Not examined.

a : BExamined the animal with a macroscopic abnormality.

Grade, - : Negative; -+ : Slight; ++ : Moderate.

No abnormalities were detected in the brain, pituitary, thyroid, parathyroid, trachea, small intestine, large intestine, adrenal, epididymis, seminal vesicls, spinal cord,
sciatic nerve, bone marrow, lymph nodes and eye ball from animals of control and 1000 mg/kg group.
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Table 24-1 Incidence of histopathological findings of female rats treated with 4-chloro-m-cresol in the repeated dose 28-day oral toxicity study

Organ ! Findings Grade At the end of administration period At the end of
recovery period
Dose(mg/kg/day) 0 15 60 250 1000 0 1000
Fate KA KA KA KA RA FD KR KR
No.of animals 5 5 5 5 5 1 5 4
Lung ! Accumulation, foam cell - 4 # # # 5 1 # #
+ 1 # # # 0 0 # #
Congestive edema - 5 # # # 5 0 # #
+ 0 # # # 0 1 # #
Inflammation b # # # 5 0 # #
+ 0 # # # 0 1 # #
Liver . Hypertrophy, hepatocyte, centrilobular - 5 5 5 5 2 1 5 4
+ 0 0 0 0 3 0 0 0
Degeneration, fatty, hepatocyte, periportal b 4 5 5 5 1 b 4
+ 0 1 0 0 0 0 0 0
Microgramuloma - 4 4 5 5 B 1 4 3
+ 1 1 0 0 0 0 1 1
Forestomach : Squamous hyperplasia . 5 5 b 3 0 0 5 3
+ 0 0 0 2 3 0 0 1
++ 0 0 0 0 2 ¥ 0 0 0
-+ 0 0 0 0 0 1 0 0

KA : Killed by design at the end of administration period, KR : Killed by design at the end of recovery period, #Not examined,
FD : Found dead on Day 13 of the administraion period.

Grade, - Negative; + : slight; ++ : Moderate; +++ : Severe.

** : Significantly different from control at 1% level of probability.
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Table 24-2  Incidence of histopathological findings of female rats treated with 4-chlorom-cresol in the repeated dose 28-day oral toxicity study

Organ ! Findings Grade At the end of administration period At the end of
recovery period
Dose(mg/kg/day) 0 156 60 250 1000 0 1000
Fate KA KA KA KA KA FD KR KR

No.of animals 5 5 5 5 b 1 5

Kidney ¢ Cyst, solitary 4 # # # 5 1 # #
+ 1 # # # 0 0 # #
Fibrosis, cortex . 4 # # # 3 1 # #
+ 1 # # # 2 0 # #
Basophilic tubule - 4 # # # 4 1 # #
+ 1 # # # 1 0 # #
Mineralization, cortico-medullary junction . 4 # # # 4 1 # #
+ 1 # # # 1 0 # #
Hydronephrosis 4 # # # 5 1 # #
+ 1 # # # 0 0 # #
Thymus ! Atrophy, cortex b # # # 4 1 # #
+ 0 # # # 1 0 # #
Hemoxrhage 5 # # # ) 0 # #
-+ 0 # # # 0 1 # #
Spleen ! Atrophy 5 # # # 5 0 # #
+ 0 # # # 0 1 # #
! Hematopoiesis, extramedullary - 0 # # # 0 1 # #
+ 5 # # # 5 0 # #
Deposit, pigment, brown 0 # # # 0 1 # #
+ 5 # # # 5 0 # #

KA : Killed by design at the end of administration period, KR : Killed by design at the end of recovery period, #:Not examined.
FD : Found dead on Day 13 at the administraion period.
Grade, - : Negative; + : Slight; -++ : Moderate.

No abnormalities were brain, pituitary, thyroid, parathyroid, trachea, heart, large intestine, adrenal, urinary bladder, ovary, uterus, spinal cord, sciatic nerve, bone marrow, lymph
nodes and eye ball from animals of control and 1000 mg/kg group.
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