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Hih

MERCRERO SRR SRV SNTOIRAMCENR. -7 00-04 L/ —)b D2BAE
MR B 5 S BE . SDR[Cri:CD(SD)] T v MEM, 0 (HIE) . 15, 60, 25035 & #1000
ng/kg/day I MOEOREGIC & DRI LT, WWRIE | BEHESEE U, THERY, 5BRR
SHMKET REREE. 2BHIN RS LU1000ng/keD 4B MEIMBEE L, |

15% & U¥60ng/ kB Tid « WRBKOREICERT ZEERBH SN -1, 2500g/kgBE T
BREHEBUC £ B DY IR 1 . MRS L DM ALTU# S K VML IRIC & B RMOIEE b0k
REHSNT, £, ROMKBE UL L S LUHOBRENERZ MM L7:, 10000g/kgit T
&« 2500g/keBE TR 5 LA EALIMA T . WRSHRORELHMIZ bBS 5 hic, X512, &
 RERET . EAFR. BB, BB, RELSO—RRBOE(L S L FHBOMLEI
i, BEAMAE . RY VN0 BLUT b o RORKRD . MMCPTO RN . BIW 5K MM D Kk

- HEEIC . MWD ) YR RATS-EONY ., FHROBRKSEICBH o, 1 IKEHIMRIITET

Lice choDE(LR . BRBCHVTREES S OIBREMAMET L. TENTH S &b
Bahic,

ULDERMNG . -2 00-0-7 L/ =NV, 5y MOBEMRBERORSICX D, EuHH
BB LT, B5RBTHIMEERT . BB TH I, 3L URFRICELIED SO,
Wi L UBIICHT 3 HMO BB s, WEERE . 60ng/kg/day LR X i,



#E

4-700-0-7 L/~ /L(CAS No. 1570-64-5)i3 . MMM PREMORBRESSICALLATL
YU THS, FPYROBHIKSVWTR S v rM~OHEBIURERSROMBARE
BERBEMRZOELOREREZ~BOBTIRDVTHNLHED 2hH 500, Bh2OHEROR
HIZH 5 2 SR TV, ©ORKI . BEEOBRLPURE LR SREZO—RE LTR
KLEbDTHE, |

HBREN
-700-0-2 /-5y MIBARARBBORE L. RO—RBEZABMIZIOLTRE
T3,

BR# R LU Ak
1. WK (Appendices 1~4)

B"RBRi-7 0p-0-7 LY/ =)Vid, 5 TR142.6. ﬁ.@(43~46'C®7k&:b?‘b\l:2¥17‘ x4/
=, =P NIBITRO. 72/~ VRORCDTEIRBLU M- REETH S, HRITIZ.

| ORK(oy BT $LAE93. 6
X (REIME LTAYRO R K, 2L/ V15K HE8L) 1EAR L. B (4°C) &t
TomREE L. AL, ZMKOBMI . Appendix USR U7, BORBRYEERESRT
I L., HANMBMBRETH > I &’E‘ﬂﬁbf;(Appendix 2) FYWIIMBETHE2D.
MRS LTRAA T (KRN, oy PBFBEW) 2HV. MERKTHEOHREA
RIEBBEINRROBME LTHML ., HEAKETHRA (4°C) ERTOERRELL, RE
BPORMYKIZ. —., p2> BERETTILUCELTEHRRRETHLI LHAWMBENT
3 (Appendix 3D T, HEMOEAMMIZ T HLUAL L, SEichi->THR LIz, 1EHAL
SEEIKHNLZBSHIZS2OTRATL, HERRTHNZIATOIIL2BRLE
(Appendix 4), WRMK DD H b RED T2
IREHELTRRL,



2. KB E I UWNE%H (Appendices 5~7)

4 AR DSDFR (Crj:CD(SD)) SPFS v PR BEF y— LR « U —FHEH GRBMRFEAHT
HIRTIE) oA (RERER4TIC) U, KEE6H . I TE MMM X8, TOMicE:
T BENRP T REBERRO RIFIHEEISTE, SBRTHRIZH U, S5 RO E
B E (GEEE) (3. H152 (145~159) g, HE142 (183~147) g TH -1,

Sy M3, WL, 5B IUvEmBME S HE2+: 3°C, BEST10% (RREOMERR
sAppendix 5) | RAEKIOML L/ B (FA—NT Ly a7 —FR) . RYI12KM (FH6
B~k 6K IIRELAANV T AFLBME T, BEHNRKAT VL XNUEH/Tr— T (2768
X 426Dx 2006 (mn) ) iICRBEL. CHhEXTFVVANSROS v 7iCRLTHELL, fis (B
CEBRETEKASH . BHARITRKMRA My 7., oy MEF 94.09.72, 94.10. 77, HFHMHEO
SVEE R : Appendix B8) LUK (1 goh— b Y v U T4y — RSB LICBREIK
MK, BB O SHEER < Appendix 7) . ThEhAUBRBIUEHBKERICL D BHA
MEE, BHNORMEEINRZ, 5 v I B8LUTr—IORRIBFEREI LV FERELVT- 1,

BNEORE - BEMERER . 58 - KOFRORATERT LIS . BWHORH WM %8 U
T, HRBERORHEBICEREFRITEZELoNIRREROEMCB LM 1cbD LY e,

3. HEROBENFEREHD) . HRBOHRS X URS ik

-7 oo-0-2 L/=DJ vy MZETIIBREOLD M, 1194 mg/kg L HE T35,

WERBEERIE . 5 BROSDET v b L BEERS 405 L, 0, 10, 30, 100, 30031 3
 1000ng/kg D 14 BB BAECI RS Ik 0K LIz, B5hi@BE, JSEHDICR L1,
1000ng/kg THEME & & BHFEHIET | Wik, BAVFR, Bihil . WEARSL K OER, EEHIO
WHME b & U EEROBD BB 5117 RRE . MEFRES LU MBLLFRE TR
B 7S EAL IS B 5 N i 1 o EBERETIE . 3000g/kgbl LT B EHMD M. 1000ng
/e THREROHMD . Ih b HEIED S hi,

HEDEEN S . KRB 51T 35 RE . WHTEEEBOREITH EN 3 10000g/ke/
day % MEME .. BELBOED SN ENTFRENS 50g/ke/day £ ERARE L. Ch5HOD
#2503 & 1f60ng/kg/dayd 2 FIRAE R 12,

R ORI . (1) BEREROGT. HEE . (D4-700-0-7 L~ 150g/ke/daylt



5% (150g/kg®¥) | (3)F) 60ng/ke/dayik 588 (600g/ke#t) . (4)R 250mg/kg/dayit 58 (250ng/ kg
B). (5)A 1000ng/ke/dayB5EEC1000ug/kaB) D 5 B& Uy 1 BHIBHES 5 IS 24 LA o 7272 L
SRR & 010000g/kgBEZ D00 T2y S EMIDAT 140 MO BAMMAT 5 . 1T 1 B
M 5 (5005 BB MR E R 12 o SHADBHOHD 1312, REMHEORRICES B
HEAE B M A DT » 20 | |

RS . RSB KR ka7 D501& Ly WY Y FARME LM B AR O TRRIR
D0.321w/v¥% ¥ (15 ng/kght) . 1.28w/vo%aE (60 mg/kegBt) . 5.34w/vy%eHk (250 mg/keg#i}) 5
W21 dw/voeE (1000 mg/kegBE) %. 1 B 1 E (4H) | 285Ml:bfzofﬂﬁﬂ5~ Lt &
BAOKREERIZ., TEOMEBARICESIOTHM U, MR, B RRIcRE L1,

4. MEB L URE |

MMM EMROBHM B LCERRTIRE S 2NICH ERMPO4ARE L, RO
WS X UREERM L1 |

1) —RRBERK

B0, MWOETE. SR, THBEUMRL.

2) KRB LUCRERNE

KRIZ.RS510 (RSNBEORSEN) . EHXUEORIBE2E. 3554 ATE,
BOUIRRRESBIIECRRBICHEL R, HERE, S8 10 G253, 10,17, 24
BELURERTRS . 100, BEEE2. 0. 16, BASLCRERTRL. 08)  BEZ
TOURMME SRR ENE L7z, BEIZ, BFLIKM (FY 3000:2— - 72 F - Frit, PL
3000: A b5 —#) EROTIF-1,

3) RRE

REE S LCRERTRIODIZ, 5 v PENIHBRMY - DRBLTRRL., SAROR
®.OLROME URHM: TARKRHRRLM) (o, B, 7% . ¥ ok, EY L
Ev. oty /=4,y (UL, BIREE : 24V« ZHEBEREH, VT4 RF 4 v 2 R®)
BLUHE (X VT Yy Py I AMTaF ) bik, IRI-CEL® HOHR) £RE LI,



4) MAZKRE

HRMEORMIT . RENM B LCAHYMNKTBEICE T 5 BRAMEEICT - 7. BT
BOF#S5BIDEBREL. KOAERE LI, BRIl . Z—F/VERT CHB L TRABIRKRL b
TTOVUTOHBERE LR, T RRLALDEE ISHIL. £O—8iL 3.8% 787 b
YO LASHETRERELE L THEER. 7o bV EVREBXEELCTES P o RKTS5 2
FREOBMEIC. —#5id. EDTA-2KAE L Tt i EREICH LI,

HB (8%3) B 5E il 2 18 23
@B (RBC) RAUEHR R B
QMR E (Hb) I YLHEF YA
~NEJSoY 8
@~<hr2 Y M (H) V8. §i.Y 5" ZIHH BB MEKH K
@ Tk kA (MCV) B 351 (E-4000 : A5
® Pk Bk M 5K & (MCH) ML EA=7H)
@FHimikmaKME (CIC) HEME |
@ RHImzk# (¥BC) BAETMH AR
®@m/ME¥ (Plat.) BAIETIR AR J
O@OMWRFMEKEE (Ret.) Brilliant cresyl blue
Befs Lo kRO SR
QuMmRFEIE May-Grinvald-Giemsa '
SFiE X5k (Baso, ) Bh L7 REMED #KR

Irsexk (Eosin.)
ek (Neutro. )
Biki% (Stab.)
itk (Seg.)
) v /3% (Lymph. )
HEK (Monmo. )
D7 o ot RE (P Quick—Btik It B M B B2
QEHALES b oK LS P 31077 }ﬁl(mdm:
75 AF @ (APTT) KT AN TH)




5) MBELFRE
BWMUamBO—BromkEI ML ROHBEMEL:,

HE (B%) Hilsz ik . il 2 a8

D ®F N7 (T.P) Biuret# 3\

@ FATIY (Alb.) BOGHE:

@ A/GH (AG) Ml

@ M (Clu.) BERi: (CKV -GBPDHY -UVR)

® FUFYLSAK (TG MR (LPLY -GPOY-PODY )

® ®aLRFo—/ (1-Cho.) MR (CESY -COD” -PODR)

® ®EYMEY (T-Bil) Jendrassiki |

® RREX (BUD) Urease-UVik: H AL B BT
® 2bL7F=r (Crea.) Jaffé . > LR (JCA-VX-
® GOT (6T SSCCY? 32 100082 Y +
® GPT (GPT) SSCC % S544—: A&
® 7-GTP (7-CIP) SSCC 1% R70)
@ LDH (i9h) 88CC 1%

® ALP (ALP) GSCC®?

® 2YYxAFS5—+ (ChE)  BIC'® -DING'Y

® HAvHL () 0CPC 2%

@ wmy > (P BN (PNP'® -X0D'® -PODFR)

® FbYTL (Na) 47 v Bk \ ERK B BT
® NYa ) A L R LB (NAKL-1 :
@ =% (C) AKX o REE ) MERBRIRN)

1) FNva%r—H¥, 2) ZVa—~X68 Y /REKRBRR, 3) URToF1 ), 3-H,

4) Vel YRR, §) RUARUSF~¥, 8) ALRAFO-NIRFT—¥,

7) AVRAFR=AF V¥~ 8) RAVVFETHFRLES., §) K1 vBELES.
10 7FINFFaY o/ 11) §,5-PFFER-2-2 boREEM. 12) 7YV 22 L4V KRR
TAY5=H13) Y LFoFEvY-F



6) WRZERE
(D) MBS ICBERRAE

FECHHIRREE P, HERUHIFHEORSHMS 2 O EMME TR B ORI
BOTHMERL ., MIRET>70, E7c. BFLAXFF (AT200 : X PS5 —#) 20T, RO
B BoB . AP MR DQ.EBIWE ORHL PR TR (e ER) L. EAHKER HMER) %
WL,
(2) mEHAIRE

ROBEEEML., 0% yHE& L) VETEEL. RE LI,
BR. TEE, R, ~—F B, PREB(EBE/NMEERD), SRR . W, (8. HAEX:S
)L L L Al BB, TR, MBI, BRBE. BUWF. WM. BBX. WBL. MM b4k, fearie.
K. . FE. B, ARG . FEHOARAN., BREAK .. £ BME, & AR E.
KEER) ) L HCBRER Y o, B Y ot BIRESCTRZSSN) . (). 2L
(BB XU IR R A |

MMM EREZ . MRS LC10000g/keB DV Tid, By, TERE. REK, PRI (LR/D
EEaE) BB, DR N, IR, WL R, BIW., B, 0B (2B - Z5 - BB |
Kby (CHEG - %5 - EB)  BR. WR RS BBt AHISOLTRE LR, 15, 806U
250mg/kgB 75 & I EWBIC OV Tid, BERBN O »0 bR TIIE . BIW., B, g7
Fro. B, BRI OWTRE LR, RER WERLD A7 4 AURZAERL. A PFVY
e XAV /REERUTHRL, HaNEKE, K4l H@EFEWMRAREREBFRHRR
ZTHIS4F L BIKEILELTHERL,

5. Hiam

B 5N TEES S EEAECOVT HEREOMOYERE (BHES5 %UT) £ROHK
THRE Uiz, SEULEOBS. EROGFRICOVTI} Bartlett OARREET L . SHEr—i
HB AR —TRBDOHIEIFET -7t AUH~MTUVES, ANRETARB LCRRER B
FAEHENBTRIZ ruskal -VallisO MR EEIT -2 ThoOERFEZZRBDLILBE,
Dunnettd %\ j3Schefféo (MOKRE IMRUIPA) OHFER L O RHRBICHT 3 EHOLLR
REITolco £i0. BIRE S UNBLMET RICOVTIR, 1 REAAL, — 5, 2HOBE.
SERMHFTRICOVTIE FREETL. EOBEAMN—BB 43S tudentd t REE, —HT
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A Aspin-Yelch © t REETF oo Ty BMBRESBESUCRREICH I 281N
FrRIZSOTIE Mann-Yhitney @ U RE% . HRB I UHMARBPLHRIZ O TiE Fisher DA
BREREEM G,

HMas R

1. BCHE LU~ RR(Tables 1,2, Appendices §8,9)

FECIC DT, 10000g/ks T, EHMO 5 KA SURIOEFHD 1 & (R5110, lﬁl&ﬁ) B
SUHD 3L (I[/ET, 16105228, 2 ZEEE) AT L7z, —RIRBIT2N T2, 1000
W/ EROMET, AREDET . BRELLUCERIC LS EBONARHNBOSFRE, BIAK
8. BANR. REAZZLAED SNk, CASOERIEEOREERS SHA 1 ~3 B
MEb 5. BEORSHIZRERLT o &510. 10000g/kgB T T . MELN. BRT
£, NISAOHERC . THREHEORIZL ZBRUMIZ, WThLBECRETEHL SN, 2500/
ke FORTIR . BSICRET S LA 55— RAMOBILZES St ote, &S &K
MR EAR SNBEIE LT, 5ng/kgB 0RO | EO TSI HRERS XUREIBH SNz,
EOMMIC 50 Tit . B RAED S Rtk - 12,

2. tkR(Pigure 1, Tables 3,4, Appendices 10,11) |

10000g/kgB OB THREMOMMAES S 1y %57 BUBOKRICIINRB L OMICH RS
2R 5 72 2500g/ kgl D 35 & U1000ng/keBED I b KB HMOMBB ¢S bR I A
FRABA TS 12, 1000ng/kgDERBITH T2, BORERTH3 B3 CREREIA
BLOD. ENUBRHRBITLERERIRY NN Bk,

3. A M (Tables 5,8, Appendices 12,13)
ABOBHE L. FELSELREBSNEH 720 10000g/kgBOBORERING 1 B LU 2
HIC 8O THRBIENRT OOVt - 128t FHENEEERES 5Nt -7,

4. Rt R (Tables 7~10, Appendices 14~17)
SR LIV N BROFEILRDY H10000g/kgBiORBICRD SN, BROMMEIZEBROE



Kbdohtcd, HFERURMTR I o7, /o, 2500g/kgBDHET . R LEMEEITHML

7ot ABEKTFRLEEATRIIN 7, 1000m8/kg®@ﬁ3¥i:iﬁ\“C(i%&ﬁ?ﬁﬂlﬁﬁﬁfxﬂ{kli
BHohd . EEL T,

5. MA¥PrR(Tables 11~14, Appendices 18~21, ¥#&F— 4 : Appendices 38, 39)
EROMEE L. FEREHEICHEELELCIBD KM 12,

6. i ¥ E{L2 A R (Tables 15~18, Appendices 22~25, ¥W®¥F—4 : Appendices 38, 39)

ﬁgmwequymﬁmw\%MﬂmutmﬁmﬁumlWﬁﬂmﬁbénkoit~wm
ng/kgBE T, HHUCPTOMMAUEIC . 3 Y YT RF5 —¥DRIIMEITBY Shiz, 10000g/kgD
BEB#ER SN TREREHBCEELEEZEDo0 T, BE LT,

7. ## P R (Tables 19~22, Appendices 26~29)

HEMBARTHEEDYIC B TIE ., 10000g/kgB¥ T WM OBE ~ P SEE /LR EAHES
PE, HAPSOL2FIICBH SN . HEE | MIZRTEIME TH 700 1o, HHOBE LR 4
PT. #f1PEICED SN, RSPMPIZIET L21000ng/keBDkE 1 I XU ETIZ. Bk
UBOA AGEICL 5WEH3E LAFRT. L0 2 ETRANROINERT SEE
EATH 1o THIT, WEHHHMEOEE ., REREH S VBREAIHE.. FME JUFRD
R M. RIS 3 R HOMAMBORERL LXRB O I, BERBICELTE., BAY
BB SN - T, |

8. B EEM(Tables 23~26. Appendices 30~37)

HICEHOTIE, FRE WO hE At BT < T2500g/kgB 12 12%, 1000ng/kgB¥1319%D 72 |
TNICH > TREBONM. Wik, Gl ZU1000ng/keBOMRIZENERIBOTIHEMICH O |
1000ng/kgBEDLMERZHEHICHD Lo LAL, CHSBHFOMMNERICRABLEARIBD
SN o7, 250mg/kgd L TF1000mg/ kB Dl L UNF LT . O ERICK/ARBD oI
PO ERTRAEFEISHNUL, o, BIWE. lOOOmg/kgi#'C‘*E*‘i’ﬁﬂOﬁf&fxﬁbﬂbﬁgb15
Nz, 1omg/kgBic BT HHELHBOMENERBMOBHONIH, BLRIEE T, 60654



250ng/ke M TRABAURMABBY SN ARBKEN TR o720 —F. BiZH 0 Tit, BER
HRUERRZBD ShAd - dts OFOUOERZIFROEAERHMA10000g/kglt . BRDH
SHE BN H250% & *1000ng/keB e B SNz, 1000ng/keDBEHEBIZH TR, ThSDELL
RBDONTER LT U EOR &I, 10000g/kgD RO ERBIC 51T HORNE
BASHRBEO P EL 84gict L1 Mg b TMhicTE D . ABRELBH OO, ZHISHERE
bEIZED /XS Y FHEWHTNEN 21220 T, EDOERKIKOHTNRSDTH » 12,

9. FSERAI#M 7 R (Tables 19~22, Photos 1~20, Appendices 26~29)
HRWEORSICRET S B S5h RN, B, B, FMSICHBCEDShi, &
ERMMAT HREBMI ST, WOk NEBCERRTLEOBHES & CALAER L2
MR KA, 250mg/keBE DM 1PC 35 X X 1000ng/keB D i 2FITRD SN ic, BT LK
DB BA S 2503 & LF1000ng/kgBEd HKED H ML 5L LARICED S i, M EQRILIM
AT 10000g/kgBE T\ /R L DB S F R AU 1< o BIWE BOIK M B OO B0 72 28 B 2t
L. oPh bR oBm TR oz 10000g/kgBt OB SHIMFIET LickEIPE &5 X AHEIPRIC
BOTit, EERMATRBRIN TRD S NIRALNS 5 N i, BOFDREMIC M
DHMMIE , 1O 2POWE AT B EROEIE S & U1 ME SRS >Rt , &io. bk
ELRRMBEICS - b & UBHEDRILIES SN2,

EAMMA T SRR 50T B bR S L CBMORLIZ RS MR T AR
BN TBRLTED . 2 RRONR S LUMOFMIZIZRBZED SN - 72,
HUEOHRDIENM S ME LR SBTICRELRD SN, PN bRROS 3 AR
HREORORAT, BARERREEASNEFRTH - 1720

BB LUHER

7002/~ NVOBRIZONWT, 4-700-22 LY = NVIZ20TR, S5y FERW288
OREREDXEBHEKROBRIMEZNTE D, 000g/kg THEBOF R EHMID PR S H
A, AR, WHPRE . MALCERES L UNBERE CRAKIZED SN NOELIZ
2000g/kg& EENTINBY , " |
SEHREL. 4-200-07 L/ ~AD5y b EMGCZBEROREROESERRBRTIE.

10



WA BICH S L OB, M. WR ., BN S EORA L,

HAECHTIERE LTE ., WWENKROREN., 250ng/kgBi DM % & 1X1000mg/ ke B o i
KRBYoNic. ORI, ACREEHIBERRFELEOBERICLZ LOT, HEHMMTO
FEUMWICEOTH ., ERORESLIVRBERBDIHNH 70, £, FHOILIRA 100008/
kgBtoiicBHoh . FCHHTRBLIUVBETN I TERL T,

-7 L/ —VICRRABNS O | 4-700-07 L/ =220 T H  TIEEELRG S &M
SHhTWNSEY , HIC, 4;7 oo-o-7 VY —VRBEHEULTHAVWORTOAWE T, Choi
ORSICEBAMER IS L ERL., BRI CONREEBOTI LR+ ELSNhE. L
TedioT. HAEFIIHT 2 EBE .. IFBPRYUORHAEN L IURBEANBRES L TRR
LicboneELX NS,

2002 L/ —LORBIIONT., KEANS L7 o RELUHMBRRS SN, bi"cﬂl’?;ﬁtltéh
EIEN G-I RD-2 7 /= MEBOTHBEIATNEY,

BRERBUC & ER OB 2505 & U 1000ng/keR O HEREICBD S e, COBRIHHRE
THIMREBETRHEINLRTOECRBYO . BUEBMA~OHEENIERICHTIHROR
ISR Bt oD,

HE. BRICOVTIE HYEROHMH2503% & F10000g/keBi D ic Fd S h 7ot HEA
BEOICRIFREZIBDONT . ERELTR. BENLOLEELSND,

FRICHTA2BBICO>OTIR.. FAKROE XS X UFREXNERDOMINS000ng/ kgl o i3
- »ohl, HOMmWCPTE L UBE Y LVE /O, DY) YT X757 -YOREDH . FFifkED
REETRTEALEELSNE, |

4-700-0-7 /=i NADEEOBKRBEREMRTEI LD Ty PRI P
TP OBFIERBEEMHTEY , ChEBRELLS y MBI HBARER LFEERINE
LD B % A7 Hattulas ¥ O#E T 1200ng/keD BEHEDOREICE O . FFMBBICEREP
BEREENEHONT VS, AR THORCHNOIRICEBD o h/cHMREE L . kY
HofsiiRRTSbD LML,

BIW T2, 10000g/kgBE D3 THIMEROM L . FHERMAREO IS BT MO RS 2R bt
BRIz, ZRAZHERAD Y KA FORMICEL3 DT, BRUHO LB IIHEHEICLZ X
PURERB U ZREUBLEHEINS,

11



ERBE T, 1000ng/kgBED thikic—MIRMO KLV BH S h . AREBET . BAFR., WEA
B8 WAL LIMAT, BHESLUENITL S & BN SWNEDHITREHEHEN DER
ELTREEOhL, LML, ChoOBEROREKMIZBADKREH]I~IHMELEL  BEDOR
BIZ DN TRBMMIER AT 5 AR 5 Nt fe o BRI, 10000g/kgBOH THRITH
HDBHSh . AEOSI0ETH 1 IS LU 3 RIS L, 155 X0600g/keB TH . SR
PEUREADLT. HRUKORSITEEESR SNBRMRBO SR 12,

L RN BEMM S 3 RER T RERMMOMRS L URE TS 5 NI EALIR
10000g/kg D BIAUEHIZ 54 T O TN b BES 5 RERMAICS b, TN LRI TS S 2 &8¢
mBEank,

nE. BEMMRTHORRET. 7 b Y hBLUS L/t ORDIMIZRD 5 hredt, &H
hOREIZNTHOERRED LD TH 120 E1o, HEMERTRORE T BB AR MK
BT » 222508 5 12100002/KEBEDREIS  LMDIATR BIKD PRI S X HM DM
BRBMARD 5 hiztt, ShHOBTTHMBLRENZARRED SNT . BERIHIE
L&y hie

HEDHRNS . -2 00-0-7 b/ =Mid. 5y MAORUBORGIZE D, ELBEERE
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Fig. 1 Body weight changes of rats treated orally with 4-chloro- o -cresol
in the 28-day repeat dose toxicity test

Significantly different from control(*:P<0.05; **:P<0.01)

-1- Study No. 94-058



Table 1 Incidence of clinical signs and mortality of male rats treated orally with 4-chloro- o -cresol

in the 28-day repeat dose toxicity test

Treatment period Recovery period
Dose (mg/kg) 0 15 c 60 250 1000 0 1000
No. of animals examined 10 5 5 5 9 (1)*10)* 5 4
Mortali ty (%) 0 0 0 0 10 0 0
Clinical signs
Scab and alopecia 0 1 0 0 0 (0) (0) 0 0
Decrease in locosotor activity 0 0 0 0 9 (1) (10) 0 0
Deep respiration 0 0 0 0 9 (1) o) 0 0
Prone position 0 0 0 0 g (1) (9) 0 0
Flaccidity 0 0 0 0 8 (1) (9) 0 0
Salivation 0 0 0 0 4 (1) (5) 0 0
Piloerection 0 0 0 0 1 (1) (2) 0 0
Emaciation 0 0 0 0 1 (1) (2) 0 0
Ptosis 0 0 t 0 0 (1) (1) 0 0
Abdominal distention 0 0 0 0 0 (1) (1} 0 0

B50-b6 'Oy Apms

a : Animal supposed to be killed after recovery period was found dead at the 11th day of treatment
b : Total



Table 2 Incidence of clinical signs and wortality of female rats treated orally with 4-chloro- o -cresol
in the 28-day repeat dose toxicity test

Treatment period : Recovery period

Dose (wg/kg) 0 15 60 250 , 1000 0 1000
No. of animals examined 10 5 5 5 7T 3o 5 3
Yortality (%) 0 0- 0 0 30 0 0

Clinical signs

(3) (0

Decrease in locomotor activity 0 0 0 0 7 0 0
Deep respiration 0 0 0 0 T (3) Q0 0 0
Prone position 0 0 0 0. 7 (3) 0 0 0
Flaccidity 0 0 0 0 7 (3) Q0 0 0
Salivation 0 0 0 0 6 (2) (8) 0 0
Piloerection 0 0 0 0 1 (2) (3) 0 0
Ptosis 0 0 0 0 2 (1) (3) 0 0
Abdominal distention 0 0 0 0 0 (2) (2) 0 0
Emaciation | 0 0 0 0 2 (1) (3) 0 0
Soiled penineal region 0 0 0 0 2 (1) (3) 0 0

950-76 ‘ON APUIS

a : One animal supposed to be killed after treatment period and two animals after recovery period were
found dead during treatment period '
b : Total
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Table 3 Body weights of male rats treated orally wfth 4-chlere—0—cresol
in the 28~-day repeat dese toxicity test .
(s
Dose Day of treatment Gain
(mg/kg) 1 3 7 10 14 17 21 24 28 1~28
0 151 167 202 227 260 281 311 327 as0 199
- 2 + 4 £ 5 + 8 =10 +12 2 135 + 16 =19 + 18
(l_ ) ao Qo (o ao) 10 aom [¢41)] (1o am
15 152 167 201 226 260 ° 283 ' -309 327 349 196
*+ 3 + S5 + 11 13 =17 21 =23 = 26 + 33 =N
(5 « 5) « 3 <5 « 5 ¢ 3) « 5 < 3 C 5 «»
60 ‘§j52 167 198 224 255 277 305 322 342 199
* 5 *= 6 += 3 + 4 + 2 = 6 = 11 = 9 = 16 + 20
9 C 5) C 5) ¢ 8 [QI-Y 5 « 3 B O -3 C 3 « 5
’ g
250 151 166 199 222 252 272 2392 a0s 323 172 °
: +* 3 ° + 5 + 6 =t += 4 * 4 = B = 9 * 11 += 13
9 C S) « S < 5 { 9 < 3 ¢ 5) (5 < 9 < 5)_
1000 152 154 181w 196%x% A 230%% - 247TwE 27 1wx 289 305%x 154 %%
+ 4 + 14 + 13 + 21 + 8 + 10 +12 =13 += 17 + 19
€102 Go (10> ao ¢ 52 _’( 9 «9 (G- )] ( 9 <9
Dose Day of treatment .
C Day of recevery ) Gain
- (mg/kg) 28 (0> 1P 33 (7). 38 (10) 42(14) 2842
0 338 351 367 381 397 59
+ 15 + 14 + 14 + 12 + 13 * 6
¢ 5) « 9 ( 5 5  5) « 5
15
&0
250
1000 307= - 322 341 358 376 69
*+ 17 + 23 += 22 + 27 + 29 + 13
( 4) « £ C 4 C 4 ( 4 C 4

Each value is expressed as mean*S.D.

n>: No. eof animals

* : Significantly different from contreol at SX level of prebability
** : Significantly different from control at 1X level of probability =

S =T




860-¥6 "ON 4pnig

Table 4 Body weights of female rats treated orally with 4-chloro—o—cresel}
in the 28-day repeat dose toxicity test
(e
Dese Day of treatment Gain
(mg/kg) 1 3 7 10 14 17 ) 2 24 28 1~28
0 142 149 164 174 187 195 205 213 224 82
+ 4 + 8 * 8 210 > 11 += 10 =12 + 14 = 14 + 10
aom ao aom Qo Qao 10 Qo (10> €10 ao
is 142 149 163 172 183 193 203 211 220 78
+ 5 +£ 8 = 8 + 9 + 8 = 8 = 9 =11 = 14 + 12
(3 « 5 « 5 ¢ 5 ( 5 (3 « 3 « 5 C 5 ¢« 5
60 143 149 165 176 182 201 210 216 226 83
+ 4 + 5 + 8 + 12 + 14 = 14 *+ 13 + 13 = 14 + 12
« 5 « 5 ¢ 5 « 5 < 5 (5 5 (3 « 3 ¢ 5
250 142 150 - 185 i 173 187 183 204 213 220 78
+ 4 + 4 + 6 + 8 + 9 + 9 + 8 * 11 + 12 + 9
« 5 (5 ¢ 5 < 5 « 5 ¢ 5 « % « 5 ¢« 5 [QE-)
h 1000 142 143 157 162 173 184 186 199 210 €9
J + 4 = 9 *+ 7 + 11 += 7 + 12 > 19 + 12 2+ 12 + 11
10D (9113 (10> (G- « 9 « 8 « 8 «D «C? «D
Dose Day of treatment
C( Day of recoevery ) i Cain
(mg/kg? 28 (0D 310 357 3810 42(14) 28*42
0 222 228 236 241 244 22
+ 12 + 8 + 12 + 13 + 12 = §
( 5 « 5 ( 5 ( 5 «® « 5
.15
60
250
1000 216 218 225 232 237 21
9 b= 9 = 8 + + 3
(D « « « D (3 ¢ 3D

Each value

nx; No.

of animals

is expressed as mwes S:D.



Table 5 Food consumption of male rats treated orally with 4—-chloro—o0-cresol
in the 28-day repeat dose toxicity test

( g/rat/day )

Dose No. of Week of treatment ( Week of recovery )
(mg/kg) cages 1 2 3 4 400 S 6(2)
0 10 23 26 25 25 23 29 30
+ 1 + 3 = 2 + 2 = 1 + 2 + 2
ao (10 a1, aom C 5 « 3 ( 5)
15 5 23 26 27 27
+ 2 + 2 + 2 + 3
« 5 ¢ 5 « 5 « 5
60 5 22 25 25 25
+= 2 + 3 + 3 + 2
C 5 C 9 C 3 « 3
250 5 23 24 25 24
+ 1 + 2 + 2 + 1
« 3 ( 5 C 5 « 5
1000 10 20 21 25 25 26 30 29
+ 5 + 8 + 3 += 3 + 3 += 1 + 2

Qo Taom ¢ D ¢ 9 ¢ (D ¢ 4

Each value is expressed as mean+S.D.
(n): No. of animals
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Table 6 Food consumption of female rats treated orally with 4-chloro— o-cresol
: in the 28-day repeat dose toxicity test

( g/rat/day )

Dose No. of Week of treatment : ( Week of recovery )
(mg/kg)  cages 1 2 _ 3 4 4 (0) 5L 6 (2)
0 10 18 18 17 19 19 20 21
‘ += 3 + 3 + 2 *= 3 + 4 + 2 += 2
ao Qo (¢11)] aow ( 5 (¢ 5 « 5
15 5 20 19 19 _ 19
: + 2 += 2 S+ 2 *+ 3
« 5 « 5 { 5 ( 5
60 5 20 18 19 i8
+ 2 + 3 * 2 + 3
(5 « 5 ( 5 « 5
250 5 20 18 18 19
S | + 3 + 1 + 2
5 « 5 (« 5 € B
1000 10 16 17 17 19 20 - 22 22
+ 4 + 1 + 3 + 3 = 1 + 1 + 1
Qo { 9 « 8 <D « 3 3 « 3

Each value is expressed as meantS.D.
(n): No. of animals



Table 7 -1 Urinary findings of male rats treated orally vith 4—éhloro~o ~cresol
in the 28-day repeat dose toxicity test

< Treatament period >

Dose No. of Color Cloudy Specific pH - ' Protein

(mg/kg) animals T _PY Y PB B _— + gravity 5.0 6.0 6.57.07.58.08.5 — £ 4+ tF 4+t 4+t
0 10 4 2 8 1.061 ' 2 2 1 2 5 5
> 1 + 0,031 " . 3
15 5 1 1 4 1.057 2 1 2 3 2
3 L + 0.007
60 5 1 3 1 1 4 1.056 1 1 3 3 2
+ 0.006
250 5 i 2 3 1.060 1 4 3 2
> b2 | + 0.008 |
1000 9 2 3 4 1 8 1.059 2 2 3 2 5 4%
%’ + 0.009
Dose No. of Glucose Ketone body Occult blood Urobilinﬂen Bilirubin
mg/k animals — + + 4+ +++ — + + 4+ A4+t — + + 4+ 4+ 0.1 1 2 4 — +  ++ 4+
0 10 10 7 3 10 10 10
15 5 5 1 3 1 4 1 5 5
60 5 5 1 4 .5 5 5
‘ 250 5 5 1 3 1 4 1 5 5
-z 1000 9 9 9%% 9 9 9
= a) : MeanXxS.D.
g Color : C(colorless), PY(pale yellow), Y(yellow), PB(pale brown), B(brown)
i Cloudy : —(negligible), + (cloudy) :
;ﬁ? Protein : — (negligible), *(15~30mg/dl), -+ (30mg/dl), ++(100mg/dl), +++(300mg/dl), ++++(1000mg/dl)
2 Glucose : — (negligible), = (0.1g/dl), + (0.25g/dl), ++(0.5g/dl), +++(1g/dl)
{oo Ketone body : — (negligible), * (5mg/dl), + (15mg/dl), ++(40mg/dl), +++(80mg/dl)
. Occult blood : —(negligible), *(trace)., + (slight), ++(moderate), +++(marked)
Urobilinogen : Ehrlich unit/dl
Bilirubin : — (negligible), + (slight), ++(moderate), +++(marked)

* : Significantly different from control at 5% level of probability
*x : Significantly different from control at X level of probability
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Table 7 - 2

Brinary findings of male rats treated orally with 4-chloro—-o -cresol
in the 28-day repeat dose toxicity test

< Treatment period >

' Crystals
Dose No. of Erythrocytes : Leukocytes Mg Ca Ars
(lg/kg) animals — + 4+ 444 —_— 4+ 4+ - + ++ ++f - + 4+ 4 -— 4+ 44+
0 10 10 10 2 2 6 10 10
15 5 5 5 1 i 1 2 5 L)
60 5 5 5. : 1 1 3 5 5
250 5 5 4 1 3 2 5 5
1000 9 9 9 2 3 4 9 9
Epithelial cells Casts Fat
Dose No. of Sq R S G B | R globules
(mg/kg) animals — + ++ — + ++ — + ++ - 4+ - 4+ - + — +
0 10 10 10 10 10 10 10 - 10
15 5 5 5 5 5 5 5 5
60 ‘ 5 4 1 5 5 5 5 5 5
250 5 2 3% 5 5 5 5 5 5
1000 9 9 9 9 9 9 9 9
— : Not observed: + : A few in some fields: ++ : A few in all fields: +++ : Many in all fields
Crystals "Epithelial cells . Casts
Mg{ammonium magnesium phosphate) Sq(squamous) G(granule)
Ca(calcius phosphate) R(round) A(hyaline)
Ams(amorphous) S{spindle) ¥(waxy)

* : Significantly different from control at 5% level of probability
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Table 8 -1 Urinafy findings of female rats treated orally with 4-chloro-o -cresol
in the 28-day repeat dose toxicity test

< Treatment period >

Dose No. of Color Cloudy Specific pH Protein
(mg/kg) animals C PY Y PBE B — + -gravity 5.06.06.57.07.58.08.5 — £ F+ 4+ +++ ++++
0 10 6 3 1 4 6 1.064 2 2 3 2 2 3 4
+ 0.020 " : oot ,
15 5 2 3 2 3 1.064 1 1 4 1
+ 0.016 3
60 S 1 4 1 4 1.072 1 4 1 3 1
| + 0.006
250 i 2 3 1.069 1 1 4 1
3 4 + 0.005 3
1000 7 1 1 3 2 1 6 1.065 1 2 1 3 2 5
+ 0.008 '
Dose No. of Glucose Ketone body Occult blood Urobilinogen Bilirubin
(ng/kg) animals — £ + ++ +++ — 4+ ++ 4+ - *+ 4+ ++ +++ 0.1 1 2 4 — 4+  ++ +++
0 10 10 5 5 10 ) 10 10
15 5 5 3 2 5 5 5
60 5 5 4 1 .5 5 5
250 5 5 4 1 5 5 5
1000 7 7 7 7 7 7
a) : MeanES.D.
Color : C(colorless), PY(pale yellow), Y(yellow), PB(pale brown), B(brown)
Cloudy : —(negligible), + (cloudy)
Protein : —(negligible), *(15~30mg/dl), + (30mg/dl), ++{(100mg/dl), +++(300mg/dl), ++++(1000mg/dl)
Glucose : —(negligible)., = (0.1g/dl), +(0.25g/dl), ++(0.5g/dl), +++(1lg/dl)
Ketone body : —{(negligible), *(5mg/dl), + (15mg/dl), ++(40mgsdl), +++(80mg/dl)
Occult blood : —(negligible), *(trace), +(slight), ++(moderate), +++(marked)

Urobilinogen : Ehrlich unit/dl
Bilirubin : —(negligible), -+ (slight), ++(moderate), +++(marked)
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Table 8 - 2 brinary findings of female rats treated orally with 4-chloro- o ~cresol

in the 28-day repeat dose toxicity test

< Treatment period >

Crystals
Dose No. of Erythrocytes Leukocytes Ng Ca Ams
(ng/kg) animals — 4+ 4+ 4+ - 4+ 4+ — 4 4+ 4 — 4+ o+ — 4 4 4+
] 10 10 10 2 4 3 1 10 10
15 5 5 5 1 1 2 1 5 5
60 5 5 5 1 1 3 5 5
250 5 5 5 1 4 5 5
1000 7 7 7 1 1 5 7 7
, Epithelial cells Casts Fat
Dose No. of Sq R S 6 [} ¥ globules
(mg/kg) animals - + + — o = +  ++ - + - + - 4+ - 4 ++
0 10 10 10 10 10 10 10 10
15 . 5 5 5 5 5 S 5 5
60 » 5 5 5 5 5 5 5 5
250 5 4 1 5 5 5 5 5 5
1000 7 5 2 7 7 7 7 7 7
—~ ! Not observed:; + :vA few in some fieilds; ++ :@ A few in al) fields: +++ : Many in all fields
Crystals . Epithelial cells Casts
Mg(ammonium magnesium phosphate) Sq(squamous) G(granule)
Ca{calcium phosphate) R(round) R(hyaline)
Ans (amorphous) S(spindle) ¥(vaxy)
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Table 9 -1

Urinary findings of male rats treated orally vith 4-chloro- e ~cresol

in the 28-day repeat dose toxicity test

< Recovery period >

Dose No. of Color Cloudy Specific pH Protein
(mg/kg) animals C PY Y PB B - + gravity 5.0 6.06.57.07.58.08.5 — X 4+ 44+ A4ttt
0 5 3 1 1 5 1.050 4 ‘ 1 2 1 1 1 4
+ 0.010
1000 4 1 3 4 1.055 1 1 2 2 1 1
+ 0.009
Dose No. of Glucose Ketone body v Occult blood Urobilinogen Bilirubin
(mg/kg) animals — £ + +F +++ — * 4+ ++ +++ — " F + ++ +++ Q.1 1 2 4 -~ + ++ +++
0 5 5 1 4 5 5] 5
1000 4 4 3 1

4 4 4

a) : Mean*xS.D.

Color : C(colorless), PY(pale yellow), Y(yellow), PB(pale brown), B(brown)
Cloudy : —(negligible), + (cloudy)

Protein :

Glucose :

Ketone body :
Occult blood :

Urobilinogen : Ehrlich unit/dl

Bilirubin-: —(negligible), + (slight), ++(moderate),

—{(negligible), = (15~30mg/dl), + (30mg/dl), ++(100mg/dl), +++(300mg/dl), ++++(1000mg/d1)
— (negligible), *(0.1g/dl), + (0.25g/dl), ++(0.5g/dl), +++(1g/dl)
— (negligible), *(5mg/dl), + (15mg/dl). ++(40mg/dl), +++(80mg/dl)
— (negligible), *(trace), + (slight)., ++(moderate), +++(marked)

+++(nafked)
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Table 9 - 2 Urinary findings of male rats treated orally vwith 4-chloro- o -cresol
in the 28-day repeat dose toxicity test
< Recovery period >
Crystals
Dose No. of Erythrocytes Lenkocytes Mg Ca Ams
!.g/kg) animals - 4+ 4+ — A A+ 4+ A+ —_ + 4 - 4+ 4+ e
0 5 5 4 1 | 3 2 5 5
1000 4 4 4 1 1 2 4 4
Epithelial cells Casts ’ Fat
Dose Ro. of q R S B ‘ globules
(mg/kg) animals — + ++ -~ "4 4+ —~ F 4+ - 4+ - + — 4+t
(4] 5 5 5 5 5 5
1000 4 4 4 4 4 4
— : Not observed: + : A few in some fields: : A few in 2]1 fields: 43+ : Many in all fields
Crystals ) Epithelial cells Casts
Ng(awmonium magnesium phosphate) Sq(squamous) G(granule)
Ca(calcium phosphate) R{round) H{hyaline)
Anrs(amorphous) S(spindle) ¥(waxy)
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Table 10 - 1 Urinary findings of female rats treated orally vith 4-chloro- o -cresol
in the 28-day repeat dose toxicity test

< Recovery period >

Dose No. of Color Cloudy Specific pH Protein
(mg/kg) animals C PY Y PB B - + gravity 5.0 6.0 6.5 7.0 7.58.08.5 — * + ++ 4+t ++t++
0 5 3 2 1 4 1.060 v 2 1 2 1 1 3
+ 0.021
1000 3 : 3 2 1 1.041 3 1 2
+ 0.017
Dose No. of Glucose ~__Ketong body Occult blood Urobilinogen Bilirubin
(mg/kg) animals — + + ++ +++ — £ 4+ 4+ +++ — £ 4+ ++ +++ 0.1 1 2 4 — + 4+ 4+
0 S 5 2 3 4 1 5 A 5
1000 3 3 3 3 3 3

a) : Nean*S.D.
Color : C(colorless), PY(pale yellov), Y(yellow), PB(pale brown), B(brown)

Cloudy : ~— (megligible), + (cloudy) :

Protein : — (negligible), *(15~30mg/dl), + (30mg/dl), ++(100mg/d1), +++(300mg/d1), ++++(1000mg/d})
Glucose : — (negligible), *=(0.1g/dl), + (0.25g/dl), ++(0.5g/d1), +++{(1g/dl)

Ketone body : —(negligible), = (5mg/dl), +(15mg/dl), ++(40mg/dl), +++(80mg/dl)

Occult blood : — (negligible), +(trace), +(slight), ++(moderate), +++(marked)

Urobilinogen : Ehrlich unit/dl

Bilirubin : — (negligible), + (slight), ++(moderate), +++(marked)
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Table 10 - 2

Urinary findings of female rats treated orally with 4-chloro- o -cresol

in the 28-day repeat dose toxicity test

< Recovery period >

. Crystals

‘Dose No. of Erythrocytes Leukocytes g Ca Ams
(.g/kg) animals 4+ 4+ 4+ — 4+ 4 — 4+ o+ e e T = s 5 4+ 4+ +++

0 5 4 1 1 1 1 2 5
1000 . 3 3 1 2 3

Epithelial cells Casts Fat

Dose No. of Sq R 3 & B globules
(mg/kg) animals e T - S - + — 4+ = + —  +  ++

0 5 4 5 5 5 5 5
1000 3 3 3 3 3 3 3

— : Not observed: +? : A fev in some fields; ++ - A fevw ih all fields;: +++ :

Crystals Epithelial cells Casts _
Mg(ammonium magnesium phosphate) Sq(squamous) . G{granule)
Ca(calciun phosphate) R(round) B(hyaline)
Ans(amorphous) S{spindle) , ¥(waxy)

Many in all fields
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Table 11

Hematological findings of male

in the 2B-day repeat dese toxicity test

< After treatment period >

rats treated orally with 4-chloro—o-cresol

Dose No. of RBC Hb Ht MCV MCH MCHC Re t. PT APTT
(mg/kg) animals {10‘/#1) (g/dDD 1¢.9) IO RD e 103 %) " (sec) (sec)
0 5 T40 15. 5 43. 9 60 21. 0 35. 4 29 12.8 16. 8
+ 38 + 0.5 *+ 1.5 += 2 + 0.5 . 0.2 = g += 0.2 + 0.8
15 5 758 15. 4 44. 2 59 20.3 34.8 31 12. 9 16. 3
+ 34 + 1.1 + 2.4 - A | = 0.7 + 0.8 = 8 + 0.3 += 0.4
60 5 773 15. 3 44.0 57 19.8 34. 8 27 12.7 .16. 8
++ 26 +~ 0.3 += 0.8 = 2 + 0.7 *= 0.5 = 6 + 0i3 = 0.7
250 S 779 15.7 45. 1 58 20.3 34. 9 27 13. 0 "17.1
+ 35 + 0. +* 1.2 = 2 = 1.1 * 0.8 = 3 + 0.3 + 0.5
1000 5 790 16. 3 45. 6 58 . 20.7 35.8 32 13.1 17. 3
+ 38 + 0.5 = 1.4 = 1 = 0.8 = 0.9 = 8 = 0.5 + l_.O
Dose No. of WBC Differentjal leukocyte counts (%) Plat.
animals Neutro.
(mg/kg) Q0%/u 1) Baso. Eosin. Stab. Seg. Lymph. Mono. Other  (10*/ 1)
] S 70 4] 2 0 15 82 1 0 160
+ 16 +0 *+ 1 0 + 5 = 7 + 2 =0 + 12
15 5 ‘80 0 0 0 20 79 1 0 159
+ 23 *.0 1 0 + 13 + 12 +=1 +0 + 17
60 5 82 0 0 1 16 81 2 0 152
' + 37 +0 + =1 + 8 = 9 + 2 + 0 * 17
250 5 77 ] 0 0 13 86 0 0 140
+= 21 +0 +1 =0 + 4 = 4 =1 £ 0 + 19
1000 5 - 80 (] o 0 12 8§ 1 0 147
: + 14 0 1 =0 + & *+= 5 + 1 £ 0 _i. 12

Each value is expressed as mean*S.D.
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Table 12

Hematological findings of female rats treated orally with 4~chloro—0—-cresol
in the 2B—day repeat dose toxicity test

< After treatment period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT
(mg/kg) animals (104 1) (g/d1) (¢ €30 (pg) % (%) (sec) (sec)
0 5 771 15. 7 43. 4 56 20. 4 36. 2 20 13. 2 16. 9
* 25 + 0.6 += 1.8 + 1 = 0.4 * 0.7 + 6 * 0.4 + 1.7
15 5 767 15. 7 43. 8 57 - 20.5 35.8 20 13.0 16. 0
+ 26 + 0.6 = 1.6 + 1 + 0.4 + 0.4 = 7 = 0.1 + 0.9
60 5 756 15. 3 43. 0 57 20. 3 35. 6 21 13. 2 17.1
+ 38 + 0.5 + 1.4 *+x 2 + 0.8 + 0.2 + 5 + 0.2 + 0.4
250 5 763 15. 2 42. 7 56 20.0 35. 7 23 13. 3 16. 4
' + 37 + 0.6 + 1.4 + 1 + 0.4 + 0.6 + 5 + 0.1 + 0.8
1000 4 783 15.5 43. 5 - 56 19. 8 35. 7 22 13.2 17. 7
+ 31 + 0.1 = 0.5 + 2 + 0.6 + 0.1 + 11 = 0.4 + 0.4
Dose No. of WBC Differential leukocyte counts (%) Plat.
apinals Neutro.
(mg/kg) 10?2/ 1) Baso. Eosin. Stab. Seg. Lymph. Mono. Other 104/ D)
0 5 42 0 2 0 14 82 1 0 135
: + 14 + 0 + 1 +0 + 6 + 5 + 1 +0 + 17
15 5 45 0 2 0 15 82 1 0 126
+ 13 += 0 + 2 0 += 7 + 8 + 0 +0 + 8
60 5 ag 0 2 0 12 86 1 0 152
+x 7 *+0 + 1 +90 + 3 + 4 + 1 + 0 * 15
250 5 43 L] 1 0 16 83 1 0 138
+ 15 + 0 +1 +0 + 4 = 4 + 1 += 0 + 11
1000 4 37 0 4] 0 14 86 1 0 145
+ 8 *= 0 + 0 + 0 + 11 + 11 + 1 =0 +* 6
Each value is expressed as me. +8S.



Table 13 Hematological findings of male rats treated orally with 4-chloro—o-cresecl
in the 28-day repeat dose toxicity test

< After recovery period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT
(mg/kg) animals (10%/#1) (grdl) . % (f1) (pg) (%) (%e) (sec) (sec)
0 5 812 15. 6 45. 2 56 19. 2 34. 4 26 13. 2 16. 9
+ 53 + 0.6 + 1.6 + 2 + 0.7 % 0.4 +* 8 + 0.6 + 1.2
1000 4 763 14. 7 43.1 57 19.3 34. 2 30 13. 1 17.3
+ 22 += 0.4 + 0.8 + 1 += 0.6 +* 0.6 +*= 7 = 0.4 + 0.7
Dose No. of wBC ' Differential leukocyte counts (%) Plat.
animals Neutro.
(mg/kg) (10%/ 121) Baso. Eosin. Stab. Seg. Lymph. Mono. Other 104/ ual)
1
= 0 5 74 0 0 0 17 82 1 0 141
+ 20 +0 +1 + 0 + 6 * 6 +1 +0 + 13
1000 4 77 0 0 0 13 86 1 0 140
+ 27 +0 +1 + 0 + 5 +* 5 =1 £ 0 + 14

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

860-¥6 °ON Apnig



-Table 14 Hematological findings of female rats treated orally with 4-chloro—o—creseol
in the 28-day repeat dose toxicity test

< After recovery period >

Dose No. ot RBC Bb Ht MCV MCH MCHC Ret. PT APTT
(mg/kg) animals (10*/n1) (g/4dl) (69 tD 14T D) (6.9 . (%) (sec) - (sec)
0 5 783 15. 4 44. 1 56 19. 4 34. 9 25 13. 2 16. 7
+ 28 + 0.3 * 0.8 + 1 + 0.4 = 0.2 += 6 +x 0.2 += 0.3
1000 3 762 15. 0 42.6 56 19.7 35. 2 26 13. 2 16. 7
+ 66 + 1.0 + 2.8 + 1 = 0.6 = 0.2 = 2 = 0.4 = 1.0
Dose No. of WBC ' Differential leukocyte counts (%) Plat.
 animals Neutro.
(wg/kg) (10*/21) Baso. Eosin. Stab. Seg. Lymph. Moneo. Other (10¢/ D)
= o 5 49 0 1 0 10 87 .2 0 138
! += 8 + 0 + 2 + 0 + 2 += 3 *+ 1 +0 + 8
1000 3 47 0 2 0 10 87 1 0 134
* 9 =0 +3 + 0 * 3 + 6 1 +0 = 26

Each value is expressed as meantS.D.

850-%6 "ON 4Apmi§



Table 15 Biochemical findings of male rats treated orally with 4-chloro— o—crnsol
in the 28-day repeat dose toxicity test
< After treatment period >
Dose No. of LDH GOT GPT ALP 7 —GTP ChE T.P. Alb. A/G T-Cho.
(mg/kg) animals C(IU/1) (usn Causd aus CIusD aysn (g/d1) (g/d 1) (mg/d 1)
0 5 295 61 29 431 0. 26 54. 6.01 3.05 1. 03 92
+ 105 + 7 + 3 + 103 =0.19 + 28 +0.18 +0.11 =007 =+ 14
15 5 278 61 29 406 0. 39 32 5.98 2.87 0. 94 82
+ 112 + 10 + 7 + 86 + D. 34 + 8 +£0.29 +0.35 +020 =*= 16
60 5 386 59 31 558 0.19 33 6. 05 2.95 8.95 83
: + 287 + B E + 185 + 0. 08 + 15 £0.24 *0.10 £0.07 = .11
250 5 268 64 35 451 0. 36 36 6. 03 3.03 1. 02 90
, + 24 + 5 + & + 117 + 0.25 + 18 +£0.13 +£0.14 *0.13 + 24
(]
' 1000 5 258 62 41%x 552 0. 38 40 5.98 3. 03 1. 04 90
+ 57 + 9 + 6 + 91 + 0.25 + 18 +£0.23 *0.20 =012 % 20
Dose ‘No. of T.G. Glu. T-Bil. BUN Crea. Ca P Na K cy
(mg/kg) animals (mg/d1> (mg/d1> (mgs/d1) (mg/d1} (mg/d1) (mg/dl) “(mg/d1) (mEq/1) (mEq/1) (mEq/1)
0 s 94 142 0.33 14. 6 0. 54 10.0 8.5 140 4.59 104
+ 19 + 15 +0.02 =+ 1.7 +£0.02 = 01 =*=0.3 = 1 +£0.18 == 1
15 5 56 160 0. 30 14. 3 0. 52 9.9 8.8 141 4. 80 104
v + 8 + 28 +0.03 + 1.3 +0.07 =+ 0.4 *0.5 + 1 £0.37 £ 1
~+ .
= .
& 60 5 103 141 0. 35 13. 8 0. 50 10.0 8.9 ‘141 4.72 105
= » + 39 + 11 +0.02 + 2.0 +£0.02 =~ 03 *0.3 + 1 +0.09 =+ 1
®© 250 5 125 139 0. 38% 13.3 0. 49 10.1 8.4 140 4.68 105
& + 54 + 7 +0.01 + 1.7 +0.03 =+ 03 *1.0 + 1 +0.11 =+ 2
on .
[~ -]
1000 5 85 144 0.41%x 15 4 0. 52 10. 4 8.9 141 4. 48 103
+ 57 + 13 +0.04 =+ 1.4 £0.03 == 0.3 %0.3 += 1 +0.33 + 1

Each value is expressed as mean+S.D.
* : Significantly different from control at 5% level of
ke Significantly different from control at 1X level of

probability
probability
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Table 186

Biochemical findings of female rats treated orally with 4-chloro—o-cresol
in the 28—-day repeat dose toxicity test

< After treatment period >

Dose No. of LDH GOT GPT ALP v —GTP ChE T.P. Alb. A/G T—Cheo.
{mg/kg) animals (Qus1 (1u/l) (Iusn ausl) ausb (IU/D) (g/d1D (gr/74d1> (mg/4d1)
0 5 501 63 22 269 0. 54 263 6. 45 3. 32 1. 06 85
+ 267 + 6 + 4 + 44 = 0. 37 + 34 +=0.14 £ 0.12 + 0. 07 + 28
15 5 343 83 25 270 0. 40 230 6. 45 3. 26 1. 03 108
: + 197 +x 9 *+ 6 + 78 + 0. 15 + 868 += 0. 15 = 0.17 + 0.13 + 14
60 5 399 62 - 27 366 0. 44 287 6. 37 3. 20 1. 02 93
+ 210 += 8 + 3 + 90 + 0. 38 + 51 = 0. 27 + 0. 30 + 0.12 + 19
250 5 332 . 68 26 339 0.42 218 €. 23 3.10 0. 99 91
+ 99 + 10 + 5 + 52 + 0. 20 + 33 + 0. 22 + 0.10 *+ 0. 06 + 28
1000 4 274 61 28 333 0. 33 131% 6. 25 3.14 1. 02 103 -
+ 98 + 6 + 3 + 67 + 0. 18 + 42 +0.14 + 0. 22 +0.13 + 14
Dose No. of T.G. Glu. T-Bil. BUN Crea. Ca P Na K Cl
(mg/kg) animals (mgrdl) (mg/dl) (mg/dl) (ng/dl) (mg/dl) (mg/d41) (mg/dl> (mEq/1) (mEq/ 1) (mEq/1)
0 5 27 129 0. 25 18. 7 0. 59 10.0 6.7 142 4. 32 107
+ 5 + 12 *+ 0. 02 + 2.0 + 0. 07 + 0.4 +0.9 + 1 + 0.18 + 1
15 5 55 139 0. 22 16. 5 0. 50 10. 1 6.7 142 4.41 106
*+ 16 + 29 + 0. 03 + 2.0 + 0. 04 + 0.1 + 0.4 + 1 + 0.18 + 2
60 5 42 124 0. 24 18. 7 0. 53 9.9 6.3 141 4.51 106
+ 24 + 12 + 0.03 + 2.9 += 0.07 + 0.2 + 0.6 + 1 + 0.21 + 1
250 5 38 130 0. 21 15. 6 0. 51 9.6 6.4 141 4.39 106
+ 16 + 12 + 0.02 + 2.2 + 0. 04 + 0.2 +1.0 + 1 + 0. 20 + 1
1000 4 33 129 0. 26 18. 2 0. 50 10. 0 7.0 140 4. 30 104
+ 19 + 7 + 0. 02 + 2.3 + 0. 07 + 0.3 + 1.4 + 2 + 0.15 + 2
Each value is expressed as mean*S.D.
# r Significantly different from control at 5% level of probability
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Table 17 Biochemical findings of male rats treated orally with 4-chloro—o-crescl
in the 28-day repeat dose toxicity test

< After recovery period_>

Dose No. of LDH GOT GPT ALP 7 -GTP ChE T.P. Alb. A/G T-Cho.

{mg/kg) animals (Igr1) (Iusz1d ausl) oz (Iurs1) (1071 - (grsdD) (grdl) (mg/d1l)
0 5 284 61 30 354 0. 58 24 6. 29 2.98 0.91 86
+ 117 + 9 + 2 + 18 + (. 22 + 9 =0.12 + 0.25 + 0.12 + 19
1000 4 218 61 30 325 0. 34 38 6.13 2.99 a. a5 89
+ 15 + 2 * 4 + 49 + 0. 37 + 11 + 0.16 + 0. 16 + 0.06 + 10
Dose No. of T.G. Glu. T-Bil. BUN Crea. Ca P Na K Cl
(mg/kg) animals (mgrdl) (mgr/dl) (mg/d1) (mgr/dl)  (mg/dl)  (mgr/dl) (mg/d1l) mEq/1l> (mEq/l) (mEqr1D
0 5 1060 162 0.29 16. 8 0. 54 10.1 7.5 141 4.74 105
+ 35 + 26 + 0. 02 += 3.6 + 0. 04 + 0.2 + 0.6 + 1 + 0. 27 + 1
1000 4 73 145 0. 30 16. 5 0. 53 10.2 7.7 140 4.79 104
*+ 33 + 4 + 0. 04 = 0.1 + 0. 04 + 0.1 +=0.2 + 1 + 0.32 g 1

Each value is expressed as meantS.D.



Table 18

Biochemical findings vf female rats treated orally with 4-chloro—o0—cresecl
in the 28—-day repeat dose toxicity test

< After recovery period >

7 -GTP

Dose No. of LDH GOT GPT ALP ChE T.P. Alb. A/G T-Cho.
(ng/kgd animals (IU/D) (Qusn 81178 ) Aau/syn aus CIU/1> (g/7d1) (gr/dl) (mg/dl)
(4] 5 279 57 24 182 0. 43 337 6. 77 3. 49 1. 07 101
+ 132 + 5 + 2 * 38 + 0. 31 + 149 + 0.24 + 0. 29 +0.11 + 11
1000 3 198 58 25 202 0. 25 325 6. 69 3. 40 1. 03 102
+ 42 + 5 + 3 + 45 + 0. 22 + 85 + 0.07 + 0. 09 + 0. 06 + 7
Dose No. of T.G. Gla. T-Bil. ~ BUN Csrea. Ca P » Na K C1
(mg/kg) animals (wg/4d1) (mg/dld (mg/dld (mg/d1) (mwg/dld {mg/41) (mg/d1) {mEq/1) (mEq/1) (mEq/1>
0 5 45 143 0. 25 19.5 0. 61 10. 1 6.0 142 4.73 105
oo + 14 + 12 + 0. 01 + 0.6 + 0. 03 + 0.3 + 0.6 + 1 + 0. 24 + 2
[ JC)
' 1000 3 61 134 0. 24 21.3 0. 63 10. 2 6.0 142 4. 56 105
+ 19 + 6 + 0. 0} + 3.5 3+ 0. 05 + 0.1 + 0.2 + 4] = 0.22 + 1

Each value is expressed as meantS.D.

950-76 "ON Apmi§
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Table 19 Incidence of necropsy findings of male rats treated orally vith 4-chloro-o-cresol in

the 28-day repeat dose toxicity test
¢ After treatment period >

Dose (mg/kg) 0 15 60 250 1000
Fate KT KT KT KT KT FD T
Organ : Findings Grade No. of animals § 5 5 5 5 (1)* [6]
Animal body : Emaciation 4 0 0 0 0 0 (1) [1]
Forestomach : Thickening of mucosa +1 g g 8 8 % Eég [?]
Total o o o o 5 (1) [6]°°
Rough surface } 0 0 0 0 1 (0) [1]
Intestine : Cecal distention t .0 0 0 0 4 (0) [4]*
Distention with gas tt 0 0 0 0 0 (1) [1]
Seminal vesicle : Atrophy ++ 0 0 0 0 0 (1) [1]
Prostate : Atrophy +4 0 0 0 0 0 (1) 'tll
Thymus : Atrophy 1 0 0 0 0 0 (1Y (1]
Spleen -: Atrophy + 0 0 0 0 0 (1) [11]
Skin ; Scab and alopecia 1 0 1 - 0 0 0 (0) [0}

KT : Killed by design after treatment period; FD : Found dead; T : Total
¥ : Animal supposed to be killed after recovery period
+ : Slight; ++ : Moderate; +4+ : Severe A _

* : Significantly different from control at 5% level of probability

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



Table 20 Incidence of necropsy findings of female rats treated orally with 4-chloro-o-cresol in
the 28-day repeat dose toxicity test :
< After treatment period >

Dose (mg/kg) 0 15 60 250 ’ 1000

Fate KT KT KT KT KT FD T

Organ = : Findings Grade No. of apnimals 5 5 5 5 4 (3)* (7]

Animal body : Emaciation 3 0 0 0 0 S0 () 1]
Liver : Dark in color 4 0 0 0 0 0 (3) [3]

Stomach ang N etionCvith gas 43 i b 8 8 3 B
Total o o o o 0 (3) [31

Forestomach: Thickening of lufosa {1 8 8 8 8 i 283 [?]
| Total o o 0 0 40 [4)

Rough surface 4 0 0 0 0 1 (3) [4]

Brown spots + 0 0 0 0 0 (1) [1]

Cecum : Distention + 0 0 0 ¢ 1 (00 ({1}

Kidney : Dark in color 3 -0 0 0 0 0 (2) [2]

Thymus : Atrophy + 0 0 0 0 0 (1) [1]

Spleen : Atrophy + 0 0 0 0 0 (1) [1]

850-76 "ON Apn1S

KT : Killed by design after treatment period; FD : Found dead; T : Total

# : One animal supposed to be killed after treatment period and tvo animals after recovery period were
found dead during treatment period

+ : Slight; +4 : Noderate; +++ : Severe
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Table 21 Incidence of necropsy findings of male rats treated
the 28-day repeat dose toxicity test
¢ After recovery period >

orally with 4-chloro-o-cresol in

Dose (mg/kg) 0 1000
Fate KR KR
Organ : Findings : No. of animals 5 4
No abnormalities detected ' 5 4
KR : Killed by design after recovery period
# : One animal supposed to be killed after recovery period was found dead during treatment period



Table 22 Incidence of necropsy findings of female rats treated orally vith 4-chloro-o-cresol in
the 28-day repeat dose toxicity test ‘
< After recovery period >

Dose (mg/kg) 0 1000

Fate KR KR
Organ : Findings No. of animals 5 3*
No abnormalities detected 5° 3

-Lz-
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KR : Killed by design after recovery period
# : Tvo animals supposed to be killed after recovery period were found dead during treatment period
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Table 23 Absolute and rel ive organ weights of male rats * ated orally with
4-chloro—-o—~cresol] in the 28-day repeat dose toxicity test

< After treatment period >

Dose No. of B. W. Brain Liver Kidney Spleen Heart Thymus Adrenal Testis
(mg/kg) animals (g> (g> (g (g - (g) (2> (g> (mg)d (g)
Absolute ‘ 0 5 3389 1. 86 - 10. 24 2. 38 0.62 1. 10 0. 63 46. B 2. 81
+ 13 + 0. 05 + 0.6b6 +0.16 + 0. 04 + 0. 06 + 0. 09 + 5.8 *+0. 25
15 5 321 1. 61 10. 67 2.54 0. 64 1. 17 0. 54 54. 8 2. 97
+ 30 +0.10 * 1.70 + 0. 35 +0.09 +0.14 +G. 04 + 3.9 + 0. 36
60 5 318 1. 86 10. 36 2. 44 0. 59 1. 15 0. 58 50. 1 3. 02
= 15 +0.08 * 0.80 +0.12 £0.12 +0.10 +=0. 09 + 4.7 *+0. 06
250 5 300* 1. 94 8.72 2. 28 0.62 1. 03 0. 51 45. 9 2.98
*= 11 +=0.06 + 0.84 +0.23 +0.15 + 0. b + 0. 08 + 6.2 *0.15
1000 53 27 4% 1. 91 9. 32 2. 17 0.53 0. 93% 0. 57 51. 8 2. 88
+= 13 +0. 05 + 1.00 *+0.17 *+ 0. 05 *+0.10 * 0. 08 + 5.3 + 0. 05
Relative®@ 4] 5 33% 0. 58 3. 02 G.70. 0.18 8.3 0.18 13. 717 0. 86
+ 1 +0. 04 +0.25 +0. 03 +0.02 + (.03 *+ 0. 03 + 1.31 *0.07
i5 S 321 .60 3. 30 0. 78 0. 20 0. 37 0. 17 17. 11%x 0. 93
+ 30 = 0. 04 +0.26 + 0. 08 +0.03 +0.62 +0.02 *+ 1.13 *0.11
60 5 319 0.62 3. 25 0. 76 G.18 0. 36 0.18 15. 77 0. 85
+ 15 *+ 0. 01 +0. 20 + 0. 05 + 0. 63 +0.02 *0.03 + 2.18 + 0. 03
250 5 300 0. 65%x 3.24 0.7¢6 D.2 0. 34 0.17 15. 29 0. 99%
T+ 11 +0.62 +0.20 +=0. 06 + 0. 04 + 0. 03 *=0.02 + 1.82 + 0. 05
1000 5 27 4% 0. 70%x 3.40 0. 78 0.19 0. 34 0.20 18. 89xx 1, 05xxK
+ 13 + 0. 02 +0.28 D. 05 *+0.01 +0.04 +0.03 + 2.26 =*=0.04

| H

EFach value is expressed as mean=S.D.

Relative organ weight per 100g body weight

Significantly different from control at 5% level of probability
Significantly different frem control at 1% level of probability

*A®

¥
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Table 24 Absolute and relative organ weights of male rats treated orally with
4—~chloro—o—-cresol in the 28-day repeat dose toxicity test

< After recovery period >

Dose No. of B. W. Brain Liver Kidney Spleen Heart Thymus Adrenal Testis

(mg/kg) animals (g (g (g) (g (gd (g) (g) (mgd (g)

Absolute 0 5 366 1.88 10.55 2.55 0. 66 1.18 0. 45 53. 8 3. 26
: + 11 + 0. 06 + 0.73 *0.16 +0.08 +0. 11 0. 16 + 5.5 + 0. 28

1000 4 348 1. 90 10.16 2.58 0. 64 1. 24 0. 47 55.6 3.18

*+ 28 + 0. 06 + 0.85 +0.23 + 0. 07 +0.17 +0.03 + 7.8 + 0. 20

Relative® 0 5 366 0. 55 2. 88 0.70 0.18 0. 33 0.12 14. 71 0. 89
+ 13 +0.03 +0.16 +0.083 20.02 + 0. 03 + 0. 05 + 1.47 =%0.06

1000 4 348 0. 55 2. 82 0. 75 0.18 0. 36 0. 14 16. 13 0. 83

+ 28 +0.83 + 0. 06 *+0.C5 = 0. 01 +0.32 = 0. 01 + 2.81 +0.13

Each value is expressed as mean = S.D.
@ : Relative organ weight per 100g body weight
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Absolute and relat.ve organ weights of female rats i(reated orally with

Table 25
4—-chioro—o—cresol in the 28-day repeat dose toxicity test
< After treaiment period >
Dose No. of DB.W. Brain Liver Kidney Spleen Heart Thymus Adrenal  Ovary
(mg/kg) animals (g) (g (g) {g) (g) (g) (g) (ng) (mg)

Absolute 0 5 206 1.87 6.42 1. 54 0. 45 0.74 0. 48 58.2 82.5
"+ 15 +0.11 ~ #* 0.0 =*0.13 + 0. 08 + 0. 08 +0.10 + 9.4 + 19.5
15 5 205 1.80 6. 36 1. 62 0. 44 0.76 0. 45 59.8 83.5
*+ 12 +0.05 + 0.68 *0.05  *=0.02 +0.04 +0.04 -+ 7.8 + 11.6
60 °s 209 1. 88 6. 25 1. 61 0. 44 0. 80 0. 46 60.5 82.6
+ 14 :‘_'0..07 + O0.58 *= 0. 07 +0.05 * 0. 07 + 0. 04 + 8.8 + 22.3
250 5 202 1. 91 6. 45 i.68 0. 43 0.76 0.47 65.2 83. 8
+ 10 +£0.08 * 0.44 =*=0.13 4+ 0. 065 +0.03 +0.08 +10.4 += 7.5
1000 4 191 1.78 6.76 1.63 0.42 0.70 0. 37 52.0 75. 6
* 15 + 0. 05 + 0.79 =£0.11 £ 0.05 +0.04 +0.04 + 4.9 * 6.9
Relative@ 0 5 206 0.51 3.10 0.75 0.22 0. 36 0.23 28.16 44. 5
+ 15 +0.03 +0.27 +0.02 + 0. 03 +0.02 + 0. 05 + 3.8 =+ 7.1
15 5 205 0. 88 3.10 0.78 0. 22 0. 37 0. 22 29. 30 40. 89
+ 12 + 0. 07 +0.21 + 0. 04 *+ 0. 02 +0. 03 +0.01 + 4.24 * 6.2
60 5 209 0.91 3.01 0.17 0.21 0. 38 0.2 28. 97 39.1
+ 14 + 0. 05 +0.18 +0.04 +0.02 +0.03 +0.01 +-3.73 £ 8.0
250 5 202 0. 84 3.18 0. 83xx 0. 21 0. 38 0.23 32. 08 41. 4
* 10 = 0. 05 +0.11 + 0. 04 +0.02 +0.02 + 0. 04 + 3.54 = 2.5
1000 4 191 0. 54 3. 55% 0. 86%x  0.22 0. 37 0.19 27. 26 38.8
+ 15 += 0. 08 +0.18 +0.03 * 0.02 +0.02 +0.03 + 0.85 + 5.1

Each value is expressed as meanxS5.D.

@ : Relative organ weight per 100g body weight
® : Significantly different from contrel at 5%
¥ : Significantly different from control at 1%

level of probability
level of probability
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Table 26

Absolute and relative organ weights of female rats treated orally with

4-chloro—o—cresol in the 28-day repeai dose toxicity test

< After recovery period >

Dose No. of B. V. Brain Liver Kidney Spleen Heart Thymus Adrenal Ovary
{mg/kg) animals (g) (g (gd (g {g) (g> (g> {mgd (ngd> -

Absolute 4] 5 224 1. 84 5. 25 1. 67 0.47 0. 82 0. 42 62. 4 82.3
+ 10 *0.03 + 0.51 + 0. 09 *+ 0. 04 + 0. g6 + 0. 07 + 9.0 +11.5

1000 3 217 1. 78% 6. 40 1. 63 0. 44 . 0.77 0. 38 56. 0 g1.9
+ 6 0. 04 + 0.30 *0.15 *+0. 04 + 0. 05 *+0.01 + 2.6 +1311.4
Relative® 0 5 224 0. 82 2.178 0.74 0. 21 0. 37 Q.13 27.77 36. 7
) + 10 + 0. 04 +0. 14 +0.03 +0.02 + 0. 03 + 0. 03 + 3.07 £ 4.8
1000 3 217 0.82 2.85 0.75 0. 20 0. 35 0.17 25. 88 37.9
* 6 + 0. 01 +0.12 + 0. 05 + 0. 02 + 0. 02 + 0. 01 *+ 1.53 6.1

Each value

is expressed as mean=S.D.

@ : Relative organ weight per 100g body weight

#* : Significantly different irom control at

5% level

of probability
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Table

27-1 Incidence of histological findings of male rats treated orally with 4-chloro-o-cresol

in the 28-day repeat dose toxicity test
¢ After treatment period >

Dose (mg/kg) 0 19 60 250 1000
Fate KT KT KT KT KT FD T
Organ : Findings Grade No. of animals 5 5 5 5 5 (1)* (6]
Heart Myocardial fibrosis 4 | — — — 0 (0) 1[0]
Lung : Arterial wall + : 2 — — — 3 (0> (3]
mineralization
Foam cell accumulation + I — — — 0 (0> (0]
Liver : Congestion + 0 — — — 0 (1) [11
Siagle cell necrosis + 0 - — —_ 0 (1) [1]
Forestomach : + 0 ) 9 1 1 (1) [2]
Acanthosis with +4 0 0 0 0 1 o) (3]
hyperkeratosis ++4 0 0 0 0 L o) (1]
Total 0 0 0 1 5 (1D [6]**
KT : Killed by design after treatment period; FD : Found dead; T : Total
t : Animal supposed to be killed after recovery period
+ : Slight; ++ : Moderate; +++ : Severe; — : Not examined
% % : Significantly different from control at 1¥ level of probability
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Table 27-2 Incidence of histological findings of male rats treated orally with 4-chloro-eo-cresol

- in the 28-day repeat

dose toxicity test
< After treatment period >

Dose (mg/kg) 0 15 60 250 1660
: T KT KT KT KT FD T
Organ : Findings Grade of animals 5 5 5 5 5 (1* [6]
Kidney : Tgﬁ:}lzz'basophilic 3 3 — — — :13 Egg HJ
| Totax 3 — = = 4w
Byaline casts 4 2 — — — 0 (0) 101
Interstitial cell 4 | — — — 0 (0) [0]
infiltration.
Congestion + 0 —_ — — 0 (1> [11]
Urinary b%ﬁ??ﬁélial hyperplasia ___f% _______________________ 8 ______ 8 ______ 8 ______ 3_____2_{63__£§1__
Total 0 0 0 4 5 (1) [61**
Adrenal: Cortical cell + 0 0 0 0 2 (0) [2]
vacunolization
Thyasus : Atrophy 4 0 — — — 0 (1) [1]
Spleen : Atrophy + 0 — — - 6 (1) [1]
Seminal vesicle : Atrophy +4 0 — — — 0 (1) [1}
Prostate : Atrophy ++ 0 — — — 6 (1) [1]
Skin  : Ulcer + — /1" — — 0 (0> [0]

KT : Xilled by design after treatment periocd; FD : Fo
# : Animal svpposed to be killed after recovery period

#% : Animal with skin lesion
+

: Slight; ++ : Noderate; — : Not examined

Found dead; T : Total

* % : Significantly different from control at 1% level of probability
No abnormalities detedted in the pancreas, glandular stomach,
pmarrov, brain and eye ball from animals of control and 1000 wg/kg groups.

testis, pitnitary,

thyroid, parathyroid,

bone



Table 28-1 Incidence of histological findings of female rats treated orally with 4-chloro-o-cresol
in the 28-day repeat dose toxicity test
¢ After treatment period >

15 60 250 1000

-g-
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Dose (mg/kg) 0
o Fate . KT KT KT KT KT Fg T
Organ : Findings Grade No. of animals 9 5 5 4 (3)* (7]
Heart : Myocardial fibrosis 4 1 — — — 0 (0) [o0]
Lung : Arterial wall $ 3 — — — I (o) (1]
wineralization
Foamy cell accumulation + 0 — — — P (o) (1]
Congestion t 0 — — — 0 (3) [3]
Liver : Hepatocellular swelling t 0 0 0 0 2 (1) [3]
Congestion ++ 0 0 0 0 0 (3) [31]
Forestomach: Epithelial + 0 0 0 0 0 (3) (3]
degeneration
Acanthosis with + '
ﬁyperke%gtoéis A S 8 ______ 8 ______ 8 _____ é_{@f__{éi__
Total 0 0 0 0 4 (0) (41
Ulcers +4 0 0 0 0 0 (1) (1]
KT : Killed by design after treatment period; FD : Found dead; T : Total
# : One animal supposed to be killed after treatment period and tvo animals after recovery period were
found dead during treatment period

+ : Slight; ++ : Hoderate; — : Not examined
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Table 23-2 Incidence of histological findings of female rats treated

in the 28-day repeat dose ioxicity test

< After treatment period >

orally with 4-chloro-o-cresol

15 60

Dose (mg/kg) 0 250 1000

Fat ’ KT KT KT KT K F T
Organ : Findings Grade Ng.eof’anitals 5 5 5 5 I (39' (7]
Kidpey : Tubular basophilic change 3 3 — — — 1 (2> [31]
Distal tubular dilatation + (] — — — 1 (0) [1]
Byaline casts + 0 —_ — — 1 (0> (1]
Congestion o 0 — — — (D N

¢ R o - — = 0@ 3
Total 0 — — — 0 (3) [3]
Urinary bladder : + 0 0 0 3 2 (3) [5]
Epithelial hyperplasia ++ 0 0 0 0 1 (0) 1

Total 0 0 0 3 3 (3) {6]1**
Adrenal: Congestion + 0 — —_— — 0 (2) (2]
Thysus : Atrophy ¥ 0 — — - 0 (1) (1]
Spleen : Atrophy A + 0 — — —_ 0 (1) [11]
Pituitary: Congestion } 0 — — — 0 (2) [2]
Found dead; T : Total

gT : Killed by design after treatment period; FD :

One animal supposed to be killed after recovery period and two animals after treatment period were found

dead during treatment period

+ : Slight; 31 : Moderate; — : Kot examined
X¥ : Slgnlflcant]y different from control at }X level of probability

No abnormalities detedted in the pancreas,

landular stomach,

and eye ball from animals of conirol and 1000 mg/kg groups

ovary,

thyroid,

parathyroid,

bone marrovw,

brain
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Table 29 Incidence of histological findings of male rats treated orally with 4-chloro-o-cresol

in the 28-day repeat dose toxicity test
¢ After recovery period >

Dose (mg/kg) 0 1000
Fate KR KR
Organ : Findings Grade No. of animals 5 4*
Forestomach : Acanthosis with + 0 3
hyperkeratosis
Urinary bladder : Epithelial + : 0 3+
hyperplasia :
KR : Killed by design after recovery period
# : One animals supposed to be killed after recovery period wvas found dead during treatment period

+ : Slight A _
¥ : Significantly different from control at 5% level of probability

No abnormalities detedted in the adrenal from animals of coontrol and 1000 mg/kg groups



Table 30 Incidence of histological findings of female rats treated orally with 4-chloro-e¢-cresol
in the 28-day repeat dose toxicity
< After recovery period >
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Dose (mg/kg) 0 1000
Fate IR KR
Organ : Findings Crade KNo. of animals - 5 3
Forestomach : Acanthosis vith 4 0 1
hyperkeratosis
Urinary bladder : Epithelial 1 : 0 2
hyperplasia
KR : Killed by design after recovery period .
# : Two animals supposed to be killed after recovery period were found dead during treatment period
+ : Slight '

No abnorealities detedted in the liver from animals of control and 1000 mg/kg groups
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