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H
B B 1
E S 4
R AR 5
1. HRYMES ZCBREREDTFRL oo 5
2. BB R URESE oo 5
3. BEB LU BESNS ororrrmmmrr e 6
A, BREEL oo s 6
5. AREEIFE --ooeeeoesees oo 7
6. BEFTAREEEL oo 9
BRBREE T o 10
S T = I B 10
2. RBAREE oo 10
B R o 11
A, FBBEEE o 11
B PRARE -oovorrr s 11
6. HURZEBIBRE -oororrmom oo 11
T, BBAEACFERIREE o 12
8. FRERSERIMEE o 12
T - e, 15
B N 18
Fig. 1, 2

Table 1~11



€3 ]

-(-AFNTREN)T7 =/ —VORBEMREROREGHHRR (HEI5EM) %
@ Sprague-Dawley & (Crj:CD) v PARMVTEML 2o BREBIEICERL L FHEA
BROMRICESVT, ML b0 GEEXIEE) | 100, 300 HX T 1000 ng/kg & Lo
Mt bIEE RS L U0 1000 mg/kg B 5HTIE 1 BF10PC, 100 KT 300 mg/kg #%
SHTRIBSEAEAL. 05 bAEIBHTIIMES 5T, /. 1000 ng/kg &
SRTEIBSHMPICHEES LILART LD T, L 4 Lic>WTI5HRORERAER
EiT-71o TDHR. UTOBREER

1. &5HEGC. 1000 mg/kg HEEICHWT, HO 1 FINKREE I HIC, /. HoO
LIRS EBRIIE. WINLBEBREICERLZEZEZ ONIRREEICL > TRTL
1o, TOMIZHRTHNIIRBD SNEHD - T,

2. —MAREEOZ(LE LT, ik s bHRWERSHOLHT, BEERICHRMEOH
B CRE L7 LB L SN BRI EE S N, 1000 ng/ky BE5ETIE. M
EHIBEDEERD SRESEDHNE I E bbb T, ZOM. 1000 ng/kg H5E
DT, RIS O BE . AR L OBROTRABEI . X5,
1000 mg/kg HBE5EOMERES X O 300 ng/kg BEHOHTIE. —HOHITTETOHE
KB B LIBROBNIED S, |

. 1000 mg/kg HESHOWDOEKEN. BEHEBELER 2MEEL T, AETEE L
HBELTERICEWEE D, REOH TIIIEHE bHRSHE R ICEEN R & L
Tﬁ-ﬁ&:ﬁ/p L7z

4. BS5HMKRTEORKRE T, 1000 ng/kg REFHOEICH VT, REOEESEN
MWD L, Fho. 300 mg/kg BEHOBITEWT, REBOFERL LENS LN
M. EEHAEEORHELBI A bOTREM-72o ZOM, EVIVE Y, EHEB LT
b RIS EDBHESIND - 1. TOHBBEES JUOEBRICAEKFHEIZED SN
Mo tee —H. BERBRHEBKTEORBREILB VTR, REBIURIEEICEEERR



BHOSNIENoT,

5. BEHMKRTROMBEFENWRETIE. 1000 ng/kg HEHOHICEVWT, Yo bo
LU BMOABNEENED SN, . DRSBENETHORETE. 1000
ng/kg BEBOBICHVT, ERAMRLEOTES LRAED SN, 55, 20k
OREEE T, MRICKE L EEILAED SNIEM 1,

6. BEHMARTEOMKAE(IFENRETIE. 1000 ng/kg BSHOMHICE VT, PT /&
B XU GOT FBEHOFEE LREMNH D, 1000 ng/kg BEHOEICE VTR, 7 KUK
BEUAIUDLBEOEEGTET. 7MY ULRBE. GPT EtEHB L7 -6TP EHEOH
BULAENBY SN, . TOMICH—HOMEEE TRENBER LR L THER
ENAHB SN, WThbHERFHRRIED ShIdh -, —F. BEERRERME TR
DOREICH VT, 1000 ng/kg BREHOMTRIREAEZRREOTELLENHD, HT
BR7FOBBEDERUGETELTF N VLABREDOREEL LENED SN, £0D
e M EHE TIIAHEXBEE 1000 ng/kg BREFEOBICHERZRED SN -1,

7. BREHMRTRERIRAITIE. 1000 ng/kg #EHOMHICHV T, FBROENER
DEMA. HICEWT, FROBNEROB L L UM, Bit. HEOBENEEDOEM
NRBHoNT. Fioy 1000 ng/ke BEHOHICH VT, ELADIEF THNEEDOHE
ﬁ%mﬁ%antﬁ\éﬁiitﬁﬁ%ﬁﬂ@oto@ﬁﬁ%ﬁ%%?ﬁ%%%ﬁ%
Tid. 1000 mg/kg BREBOEICT VT, MBELUFBOENER L FROENERT
BOVRBD N, ZOMDBEICOVTIE, BENBHLEBRYMERSHLOBKE
BREEBDONE N0

8. XEHMKTRERIRFIOREFHREICE VT, 1000 ng/kg RSP TIIMLEL
biIt£fIT, AIBERRLELROBERARBD SN, 34, H2HITIEAFEELIBE
dNfce 1oy 300 mg/kg REHOHD 15ITH, BAHEER S IO BEREKE LR DB
TGRS 5Ntz —F ERERMMKE TRERHREITI. 1000 ng/ke BRSO
HET 18, BALEASRBOMEICES LcHENBDoNn. T, FiSOMEER
KK BETAERNZD Shic, TDOMOBEICIE., HBRYHERSICLZLBbN3



ZALZED SIS - T,

PEDXHic, MlAE/LFENREICE T, 1000 ng/kg HE5EHOMHIC. GPT /&
. GOT /& AWk v -GTP EH O LA FR D o, £/, REMEBFENREILD
WTid. 300 mg/kg BESBOMS LT 1000 ng/kg BSROMMIC, BRO BIALITEL.
B L ORI OHIR FRBEBRNBE I N,

POz o, ABREGTICBT S 4-(1-AFNVTObEN) T2/ - VOBEEE
B3, S b 100 ng/kg THAEFEZL SN,



(X & H 8]

FOECD BRF LFEMEDOLZLUSARICAR 2 BHAT ) FEO—-REL T, &-U-AF VT
oEL) 7=/ —-ADFy McbiF 3288HREZORSEERR (REIBEM) X
L7

BH. AHRI, (LBEFEERREA I K54 v TRABREHV2288BOREHRS#H
HEER T (MEFI614E128 5 BH. REREET005. EREL0395. 61ER/FEI0145) Bk
CML#EYE GLP (FBFN594FE 3 A31H, WREEHEINS, ERH2295, 59EFESS, ¥
ATEATI63E11A18H, RAHHE233S, HAEHS, 63EFHHEL23S) > THRMEL T,



(G 8% 5 %]

1. #HSRYEB I UREREDASR

HWERYIE & LT, LRGN 4-(1-2F
VZ7abt) 7=/)— (oy b&ES CAS No. 99-T1-8, KEBDEEK, HE .
66 wt %6, AFMELTAI AV TV —=TFNT7 =) —)V% 33 wt BEEF) 2HL.
AFE. BRERRL VS —RERARBRYEZEREENTERELCTRE L.

ERMEE 20%(w/v) ORE (EL. #EREET-TOREV) KE3L5BRIT<
M (oy PES 092744, 692546 (T ¥ FREKRASHED] WAL, I5IT. T020
WER T 6 BLU 2% V) BEELELZIIICEBRAERLTHAR LK. B8BTS i
SGEL. ZERETEREXROEGTTRE L, BE5MREADHARIT 1 AR 1 BOHEE
TiT=7

BE. BERRINCRREGEZLE V7 —FFRATICEV T, 4&-U-AF LT EL)
T2/ = VOREUEBRELIVSBAREZEBLAER. 0.6 BXU 20.0% Ww/v) I
THBRPOHBRYME L. ERELDOEZRETTTBRIRIRETH 3 &A% (Appendix 10-
D #RBIN. £, REREFORBYBEOLEERII. S EEED 106~111 %
THBIEHN (Appendix 10-2) MR XN/,

2. BB XUEBTHE

K%k 4ABTEALHED Sprague-Dawley %25 v b (Crj:CD;SPF. HAF + —JIL X »
V—RAt, EXEE VS —4E) (E1) Z8 HECOLD FHEATL®R, —
ARRBICRE DD SN - 1RO ERERCHE L7e (E2) o B3, 2FEEH
MZEUC T, ®RE24+ 1°C, BESS* 5 %, BKEEW15E], R, BIARMI128E (7
~1ESAT) ICBREINILNN T -V ATFLOREBZENT, €BHEHEKS — 2 (220WX
270D X 190Hm, HAS — VAL R) i< 1 Lo RE L, BREE (CB-2. BEZ L7
KA s) BXvkEk EEHKERRK) CERICERIETHE L, 8. &

EL)#HYE AA 19924E108 281
A 7 P& ¥ - M, 36PC. Hf; 36PT
A Bk E : M; 63.5~72.2 g (F5 68.0g)
i  69.8~76.3 g (5 73.2g)
(x2)# 56t H 19924E11H 5 8 (M - i)
B 5 th AT M, 118.4~131.3 g (Fty 125.8 g)

It ; 134.7~150.2 ¢ (F¥5 142.6 g)



BOEMCE NV FERBVWT—EOEFZEESER L, £/, SHIEICBORELSS
NIVICREBRAHERS., . BB LUEFES2CALTHEHE — Jic#g, BEE O
&L,

3. BBLUHER

ARRICBIIAHRERIE, ARBREBINCEBHHRFTTERELL 4-I-AFLVFOEN)
T7z/)—VD3y bk 3 T AHMREREORSBEHEROBBEEEEICLTRELL
(Table 10, 11),

BB, D Sprague-Dawley T v M 4-(1-AFNToEN) 7=/ —)L%E 1000
ng/kg OHETT HERERE LER, B#EERIC—EHORENEE SN, 1000
ng/kg BREBHTOTONEEEREMAFERLSEZD Shich, FETHIZE S, £/, THE
IKIT- 1cBRICBVWT b HRYERSICERT 2 EBLNREFRRIIBDSNL -
7o Wo Ty ARBRTR, (LBEEHRREAT A FI1 2 TEAEEZHV 5288HOKE
BEBHER) K- T, HIEL ORSHRESEE 1000 mg/kg £ L. EU'F 300 BXU
100 mg/kg BEHEREL I, Bh, Hi#EE d 1 BHLARMERE L TARI<HOSZ
gOgE L,

HOU 3, REHBIHOREICESVT, AEFIBLEESHMEERICLDT 1o &
BONME L UBMESZUTICRL .

‘ T (HES)
B BR5HECBRE
i i3
BEXEE (BRI 10 (1~10) 10 (31~40)
WERYIE 100 mg/kg BEBE(C 2%, w/v) 5 (11~15) 5 (41~45)
WERYE 300 mg/kg RE5EE( 6%, w/v) 5 (16~20) 5 (46~50)

HWERYIE 1000 mg/kg $RE5E(20%, w/V) 10 (21~30) 10 (51~60)

4, BREFH:

FHRROBEEBII., LBEBUSEREA A PS4 v TRAFLZH V22880 RERK
SEEER ) cfVEOREE L

&5, 18 16E, 288, 7 v MNABEZAVTHEAISTV, RERE. i
bomi/kg LT, BEREFICKRHDEVRATHES N AE/LREECL TEMCES
Lte 186, Mk & HEERBOR 5L, ¥7: 1000 ng/kg HREHFH TIIMHE 1 FINE



CL7cDT, E4EICHWT, #5HEE TR, 158 MO EIERBIEREHT 1,

5. REMNH

1) —mRBDEE

BEWRMBE LCEEARBECE LT, REHAOFEELHANEN EEFLHIZOV
T —REZEE 11 (REHARPREE5R) BE L

2) REBLUEERONE

BREMEETIE, RERBEANERESE S B, B 2:8RO%SHM B L URIERERE
i, 1BIC 2 EOBETHREZMEL. BEHMHD 5 REEABMEAT L LT
HRBICHEEBEOREZT-> /oo F/o. BREMBETR. REHIBAIC, ¥ 2 BLKRDHK
S E X EERBRAR SR, 1BIC 1 EOHEET L B4 ) DEHEBDAIEETT - 7.

3) K&

BREHEETE (BRS5HE0E~2TH) B ELBYESOEVEN S 5 LERRL .
F 7 [EEABRRE TE (EEF13E~148) i EHERER G201 % 24 RHr — 2
(BEHSUEED XA LTERL, UTOHBI VLW TRE L7z, 06, pll, &, &
BEH. . S MR EYILE Y, voBE) ) =S UBRUnBEOREICE. RES -
WA L TH A BRACIRIC RIS N7 R &2 B WV oo

4] H MEERBLOCHEHEZE - |5
FRE iTE K (REERAHEBECTKRT)
&, ES R’z —

HE VEREET N-1 (7% 3)

pH, #If1, BEQ, &, <NT 4 RATF4 v I ASG /T~
#hyw,euwey,} HERiE LA V=TI VAT A
oty -4 (A4 NWAR=3L)

TR g e 23712 A

4) MRFHIRE

BEPRR TS L OCEHERAMK THOHRICETL L. RPRCH 2R FTEER
BlepliconT, H18L LUKMBRIELOE, Ry MLE Y — LB T THR#B%
K#E#IR&L O EDTA AHEEHRE LTHRMML. UTOHEEI>DWTHRELK, Xk, 7ot
0y E VBRI OERES bo R TS 2 F VEREORMEICE. 7T 0BT MY UL



FLBEER & L TREL 7ok = B VWi,

IH B U - ~ B B %
FRIMEREL (RBC) BE (EXERE) Coulter Counter Model S-
PLUS IV (a-M-1k)bozfR #1)

BIMmERE (WBC) ” ( ” ) ”

meazeE HE (REEEK) ”

PR IMBR A TE » (BRIEHE) 7

NTh7Yy ME »# (0,001 XRBCXMCV) ”

EgARmRmaRe » (1000 % Hb,~RBC) ”

EgRIMRMEREE » (100 X Hb,/Ht) ”

/MR 7 (BSUEILE) ”

B MERS 4R HE (BFIRMBHEES, g3 G-
Wright-Giemsa #:ff)

HAR IR BKEEER Brecher &% ”

7o borE R SERGELR HE CA-3000 (HEEEEHET)

TEHEERSY buvET T A% B R 4 ”

5) MEA(LFHIRE
AR MEFHIRED I DORMICSEHE . ~¥) U E2HEEFH & LTRIML. Th
TN S8 L TUTOEHIC DLW THREZ{T> 7,

IR =] il £ BB B B 2B
REQEE Eo by bk wEOAFRENFERE ST ER
COBAS- FARA (¥ a)
TIT I VEE BCG # ”
WalLx5u—)LEE (0D - DAOSHE: 7
7T RUSEEE ¥ Va%+-€G6PDH = ”
REEZREE 9y7~¢Gl. DH ¥ ”
JUVTF o BE Jaffe # (Rate) ”
TVAY T+ A7 79 -EiE b-zh7oh) /R B 7
GOT /&t SSCCi ”
GPT 7&% SSCCE ”
LDH /& Wroblewski-La Due % ”
AT NEE 0CPCH: ”
Fh)TLBRE A ERB Na-K-Cl 7‘}"34"3"—(”;&;52
r;éf;‘ A
AU LRE A F v ERIE ”
HRBE EEMEL ”
mBg) VRE YT UBEEE BOAHRENEBESITEE
‘ COBAS- FARA (¥ =)
MIT e VRE GPO » DAOS#: ”
v - GTP &4 v =IVh-p-Zho7o PR E ”
A/G Lt iR

6) WEFHRE
FiLoRMICT k& LEIS U THREBIRE DI L TRIOBRLIz0L, FELBX



CHBONRBER 21T o fco Thoy SEWOM. M. B, 8%, R 3o
BERAEZITV., RVEEBLIMBOBFETHRLT. ThTholEEEZEH L,

I oI M TEEL REK. BRI, ERUME, O B R, BE. R, BIE. B,
TR, 25, MG, £15. BB, IR E IR, B, B (REE) BXORER
MELDASNIBBIC2VTIES 0.1 M Y UEBEE 10%+<) vk (o 7.2) THE

FEL Dl AFiE. B, M. BB o), SIRERICHBHELORD SNt BEID
WT, /85 74 VEEE, NTRFVY U A Y UREERE R LT, RIEAGREN
REZ, M E SRESPERTROBEGBE L XU 1000 ng/kg BSBHOLE. AP

B, BE. BBconTITO, o, WEEBENELORD b iFlE. Bt X
CHIBIZ DWW T, 100, 300 mg/kg HEH B X U EIERBRIAMK T HOBEMBREH &

O 1000 mg/kg BEFICOVTHEMR L. £ DM, REHMKTROIIREICARNE
{LORY SN —EMOFIDH. FE. FHE. WE. AILRBIOBREE) v/ o0 T,
T /o, BHERERIIEHE TR OHREHICHRNE(LDORED Shic—HOflDk. + k5
FOZEBIZ OV TREHBFNRELERL /oo RPETHICOVTIE, HIRE, O,

Wi, B, M. 818 B LUCHRBRMICELOED SN BE @EBBLUTFE. /1283
ah. ¥EHE. R L& BE, 5. HEE. ENBLURRE) oL TRBRKICKER
BEHREEEM LI,

6. MEEHLIEL

hE, BER. YEERELHR(RRED X OCEHBHFIO MK FHRE, MRAELSF
MRELZSVICHBEEROMBIC VT, SFHI LI ElL L TEEREE RO, i,
KRB OBRNBEMBHEEY 3B LD 5583, Bartlett DHEKICTK B553HD—
BRUEDRTE (AEKE: 5%) 2TV, 2VWT, HEF—HEBAR. —TEEROSH
SAEITO. B (BEKE : 59%) OF Dumnett &5\ i3 Scheffe DAHETEHEL
BEiToke —H ABP—HRTIIVIBE R Kruskal-Wallis DIEREZITV. BE
(&K : 5%) OB Dunnett B3 5\ i3 Scheffe BB ETESELEZIT- 1,
o, RBRENAEHSEREEY 2HEEAHEAIE. BEMBE IHRYERSROS
FHEOEDBRE R, FABTHNUL Student D t BE. REFETHNIT Aspin-Welch
BREZIT - 120



(R & # R

1. ZBORB

AEBRYPEEZBL T, RROEERICEREBLIRIITEZELONS FHEREFTERD
RER S CRKBBRIESEN S OBBIZ A - 7oh, RE5HMPIC 1000ng/kg REEHT
HEHE 1 FORTHLRD Shiclod, BIERRIC S & SBENREOCE S RBLY
1000 mg/kg BEHDE 4EEHE L 7,

2. —R%IREE (Table 1, Appendix 1)

—fREEDEE LT, HBRYERSHOLHIT. REERIC—ARDORENBESIN
Foo Fhoy TDE RBESE2 ALBICHEL, B#ELERL - TREORDONSD
BB A EET BHEICH - 720 #1000 mg/kg HBSHTIIMEE b2HT. H#5HE6 H
VIR 6 EE—BHORENBHONE X2 BERKIRET 5750 TRENEE
INBHbHotc. . 1000 mg/kg HEHOMD 6 filb LU D 2 FI. 300 mg/ke
BREBHOMD 14T, B5E 4 BLEAI S, THEOHECHBLIL LBROBAIERE
Ihic, 51, 1000 mg/kg BEHTIIMEM S bic, HEBRMERSICE L THREBEC
B RTEALRA OGN, £/, LI LERFOET. HAFR, FHOFRSED ST
toidn. —EOFITIRRRIRE, —BORE. EAK®N., RERKEOMKLIUEE
RENRBD N1,

HEHKS 1000 ng/kg BRSO 1 PINKSEIZHIC. FBEOME 1 FIXKREE I HIC
HC L7, MORTEFITIR, HE5EF2HHISHH. REERIC—ERHORENBE XN
BREFELADSRIFRBFORENED LN, 361, BEFL2HASBOFAAB LY
WA D ENMBEICEN., BEESG. HAERS CHOFRNED OGN E L HITED,
REZBHICRHEROBED L EIKIKBBFHOKREOHMNIERI N, ABEOKBRYE
BERIFET LI, #ORLHITIE. B#EE 1 B0 oBREERIC—BROREIEES N,
B’EFE 6D OEFREORENBDONSE LS, B#EEIBICELT L. T
23, BREWMB LCEERRPEEZEL T, BEGRELSOKBIETHARED SN
AV ALR A8



3. & (Fig. 1-1, 1-2, Table 2-1, 2-2, Appendix 2)

T, 5B L CEERRBELEL T, BETEN SR ERSHEEOMT
BAREICHEZRIZD NI - 7oh, i 1000 ng/kg HEBFICE VT, HBE5E 5 HLUE
oRIEHBEKTHE THRENFRICEWVEEZR L,

4. BEEE (Fig. 2, Table 3-1, 3-2, Appendix 3)

TR, REPMBLCEERBRPBEEL T, BEMBHE R ERESELEOMT
BEBRICAREZRBYONL I >Tco —H. HTIF 1000 ng/kg REHT. REHBHEIC
BEBORABELEONED Sl

5. FK##& (Table 4-1 ~4-4, Appendix 4)

BREPEKE TEORETIE, 1000 ng/kg BREHOBICE VW TRENSFRICHEML., E
ERNCLE T 5 & 5 Fh 2 I TEF L VEMMARD Sl, 51T 300 mg/kg HEHOM
TiE LEVWFEIC LR Ui, £/, BENBHBLY 100 ng/kg HEHOMDOE 14|
KEWT, EYNEVIBHETH -1, £DM. —EOHITEAE. 7 b OB E
FEEBHE LI Z &0 O RILE PRI ERMRE CBERIBREINE LD o7
Wb, TOHBAKS 2 VIIERICHBEREREIZBDONE M o7, BH. 20/
REFEHICOWTIE, BETEEH S ERYERSHEOMICERRD SN -, HiE
HEABEKR THEOKRETIE. 1000 ng/kg BREBHOMD 1HITEY ILE UPBHTH - 7.
ZOMOBREER TR, HETEEE 1000 ng/kg BEFHEOBTEIBD LN -
7o

6. MKFEHIMRE (Table 5-1~5-4, Appendix 5)
BEHMKTHORETIE, 1000 ng/kg BEFHOHICEWVW T, o by EVKREIC
BERISEENED SN, ZOMOREEEICE., BENRHLERYERSHIOMT,

HASES I UCBREICEZRED SN > T,

EERBRPERTRORE T, 1000 ng/kg HEFHOMEICH VT, MRRMKLRD
FEREENBD SN0, ZOMOKREEEICIE, BERE L1000 ng/kg REHE
DOHETHBRZRRD o0 h -7,



7. IMMEELENRE (Table 6-1~6-4, Appendix 6)

HEMMR TEORE TR, 1000 ng/ke BEHTHEEL bic GPT EHOFEL LEN
Ao, Fh, BT GOT EHOFEL LAY, H#TIEy-CIP FEHEBSLUF MY T L
BEOHERLR., 7TFUBBELLUH Y Y ABEOFBERETIMED NI, S5IT,
300 mg/kg BEHOMTRRERBEDFTERETA, ETRTIVAY T+ RT 75 —F
EHEOFERTETHIED SN, ZOMOREEE TR, BENBHRLERYERSEHO
[SIMEZD- o3¢0 0N oE ALY A8

EERBRMKR TEORETIZ. 1000 ng/kg BEHICEWVWT, MTREERBEENF
BIttRL. #CR7FNVEBEOEEMET., BLUF M v LABEORRL LENR
D ohted. ZTOMOKREIRE TIREEHREE 1000 ng/kg REHEOMICHEZIE
B oI T, '

8. WEFNRE
1) 2SEEE(Table 7-1~7-8, Appendix 7-1~T7-4)

RS HARHES T BER A T3, 1000 ng/kg HEHDOMHICHE W T, HREOEIERD
BELEMNRA LN, #icb 0T, FROBNEROBTEZRBDLE XU, B, HE
DHEMEBEEOFEIEMNBD otz /o, 1000 ng/kg BEFHOBICE VT, EGD
BIE CHNBEEDRARLHEMAED N AHERBICARZR BT, ZOMDE
BIZOWTIE, BNERBLOHENER & bABMEE S HBMERSHEOMICERE
NRDHENIEM - T,

EIE AR AR T HERIRAITIE. 1000 ng/kg HREFHOBICH T 5iE L UOIFED
HNERL LCFRBOENERNERICRD LI, TOMDBEICOWVTIE. BEXHE
B L 1000 mg/kg BEHLOMICHRNEEL IUHEMERE DAEELNBD O - T,

2) Hl#rEr R (Table 8-1~8-3, Appendix 8-1~8-3, 9-4~9-7)

BEHMK TRERIMREITII. 1000 ng/kg BESHOED 2 FlICHIBHEDIEENS
b, £05 5 1 FlICMPTERIRDBRBENZD Shic. £Ofh, BHEEE L KERYE
HEH OB TRRAIBBS XOHEEICEIRD SN, - T,

B BR IR T R BRI H T 1000 ng/kgt 5HEOHED 1 FlLICIRB IO B@EH.
s 1 BITIFIEICEBHBEAED SNicd. ZOmOBTIRARNSEIBEI hEH



27,

HEFEIBRICKT L 1000 ng/kg BESHOM T, MOHM. Bh oBIHiFTH R
DB L CHKOERDO HMANRD Shtc, —H. B5E 9 BICFLT L7 1000 mg/kg
BREROWTIE, DS - M. £EROEM. BNOS -, BBLVBICBT L7 2D
FE. KT IUBEENIEHEEDRED. WIROHINE X OFBOERFS E0ED S,

3) REMHBFEMET R (Table 9-1 ~9-3, Appendix 9-1~9-7) ,

BREHME TREREIRAITIE. 300 ng/kg HEHOHD 1 41& 1000 ng/kg BGHD
WD 3 FlI L VHED 2 FIOBERIcH VT, BALFEENZED 50 (Photo 1,2). £DH 5
1000 mg/kg BESBMOWD 1 FITIR. X oIz, BAE LRMROIEAL X UMENDIF+
ROZRMA. 7z, D 1 FITRERBEOBEABEICAKDULBENZD Dhlc, T 5IT,
BABHEIEDO S SN - 7 1000 mg/kg REFHOHED 1 fil LT 300 mg/kg HEHOD
MEDOE 1FlIcEVTH, BAHELMBOMEIL, T4 Y VTP d 5/ RS 2013 H
HBENIREET 2 VDEOMENBD NI, TNODENED SNIEN -7 1000
ng/kg BEBHOHWD 2HTH, BRICTA U VRN ESUEAEOBRERHENED S
Nico Fio, 1000 mg/kg BEHOMDM®D 1 FITIE, BEKE LR TICEREL ) /38K
OERENRH D BEMICIDEOEME L MIAOERBNEEN.,. BEME LK OBIKL
MIELROUEABDIEBENRD o, ZDM. SHOREICDBOBLERMENZED
ohicidh. LEAICREHEORMEENRCREERTOBAEENBD SN, ETIE
eosinophilic body BRI N7, AIFICHB VW T, 1000 mg/kg BREBO2HAL LT
300 mg/kg HBEBOBILIFHELN A SN HED 1 FHTHIE LR DU E AR DBIEENHS S
N ERBLUAEOIRENRD S7c (Photo 3, 4o (DMBICE W Tid, BEXBEO
HD 11 & BESRBED OHMEREESED S, FgICE VT 1000 ng/ke
BEHOMEE bic, BERRE S L CONERDMOFMIRIESEESPPBETH
5720 ESIIFRTIR. NAEENSEICED Snfch, BB L OMICHEE., BE
DERBN -1 Fhoy DB BIRETE, REMOIEIHERENZED SN, B
BicsW i, AEERELS LT 1000 ng/kg HEHOMBIINEYT Y Vv EBEDN S8
BERONE LFEAEMARD SN, AHEICHESLVCEEDEREN >, Bk,
BEHARR T BEBHRAI TRRMEANS Shic Z DM &EE OBBFNEBIE T,
WERYMHIGERT 5 LEbN BB D oNEh - T,



EIE AR MR T B B RHR A Tk, FFlic BV T, 1000 ng/kg BESHOMH E b i
TR RE & L U CO/NER DT MR DRE AN PR BETH - foo TOM. FET
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Table 1 Incidence of salivation in rats orally administered
with 4-(1-methyl propyl)phenol for 28 days

Number Number of rats with salivation
Sex Group of ——— study days observed Incidence
rats 1 ~7 8 ~14 15~21 22~28
Control 10 0 0 0 0 0/0
100 mg/kg 5 1 3 5 4 5/5
Female
300 mg/kg 5 5 5 5 5 5/5
1000 mg/kg 10 10 10 9 9 10/10
Control 10 0 0 0 0 0/0
100 mg/kg 5 4 5 5 5 5/5
Male
300 mg/kg 5 5 5 5 5 5/58
1000 mg/kg 10* 10 10 9 9 10/10

% : 0One female and male rats died on the 13th day and the 9th day, respectively



Table 2-1 Body weight changes in female rats orally administered with 4-(1-methyl pPropyl)phenol for 28 days

N Administration period ( day ) Recovery period ( day )
Group
ist 5th 8th 12th 15th 19th 22nd 26th 28th ist Sth 8th 12th 15th
(10 (10) (10) (10) (10) (10) (10) (10) (10) (5) (5) (5) (5) (5)
Control 125.4 143.4 157.9 171.1 181.3 194.9 206.0 221.3 224.4 228.4 243.9 251.2 262.4 265.8
+3.7 7.1 16.6 +8.6 +10.5 $12.2 £13.3 $15.5 t14.5 7.9 8.4 6.5 +7.6 +10.0
: (5 (5) (5} (5) (5) (5) (5) (5) (5) Q) (0) (0D} 0) (0)
100 mg/kg 127.2 145.7 156.5 169.3 181.7 193.9 205.4 219.9 219.7
£3.0 . 4.7 4.4 4.5 5.9 7.8 +10.7 $12.9 $12.7
(5) (5) (5) (5) (5) (5) (5) (5) (5) Qo)) ()] 0) 0) ({0))
300 mg/kg 125.4 141.2 154.7 168.5 177.9 192.7 200.1 215.1 217.3
+2.3 2.9 33.8 7.5 7.2 8.4 +7.4 +11.4 £11.7
(10) (10 (10) (10) (9) (9) (9) (9) (9) (4) (4) (4) 4) 4)
1000 mg/kg 125.9 130.8 152.0 161.3 176.9 188.5 196.2 208.2 212.1 216.1 227.3 231.9 244.8 248.6
+3.3 £19.3 £10.1 £15.1 £10.7 *11.6 112.7 +14.8 +12.5 +17.3 +20.1 +19.5 +17.8 +21.9

Parameter:meantS.D.
J:N



Table 2-2 Body weight changes in male rats orally administered with 4-(l1-methyl pPropyl)phenol for 28 days

Administration period ( day ) Recovery period. ( day )
Group
1st 5th 8th 12th 15th 19th 22nd 26th 28th 1st 5th 8th 12th 15th
(10) (10) (10 (10) (10) (10 (10) (10) (10) (5) (5) (5) (5) (5)
Control 143.1 169.9 195.4 229.1 253.7 289.7 316.7 351.2 363.1 367.8 394.9 413.7 439.0 453.2
4.3 6.2 9.4 £13.7 £17.1 $21.7 $25.1 127.5 $29.1 £31.4 $31.1 *33.2 +32.9 $33.0
(5) (5) (5) (5) (5) (5) (5) (5) (5) ) Q) Q) (0) (0)
100 mg/kg 143.7 172.4 197.5 233.0 258.4 290.9 314.3 344.3 351.5 ’
£2.5 +6.4 7.1 $11.6 £14.9 £17.4 $20.5 $24.1 +23.0
(5) (5) (5) (5) (5) (5) (5) (5) (5) (0) 0) 0) (0) (0}
300 mg/kg 142.7 172.4 198.1 232.4 258.8 293.6 320.8 351.9 362.2 .
2.6 £6.2 6.8 8.5 #10.1 +9.8 $13.2 $13.0 £13.4
(10 (10) (10) (9) (9) (9 (9) (9) (9) 4) (4) 4) Q) (4)
1000 mg/kg 141.4 148.3* 171.0%** 200.2** 217.6%x% 241.6x* 259.6** 283.0x%x* 289.9*x* 321.4% 342.2%* 362.3% 388.5% 402.4%*
+3.9 +16.4 +15.6 +16.7 +21.0 £31.0 +40.6 +48.5 £49.8 $10.2 +13.0 +15.8 +16.9 +22.7

Parameter:meantS.D.
( .

):N

*:Significantly different from control. p<0.05
**x:Significantly different from control. p<0.01



Table 3-1 Food intake in female rats orally administered with 4-~(1-methyl propyl)phenol for 28 days

Administration period (day) Recovery period (d4ay)
Group
1st 8th 15th - 22th . 1st 8th
(10) (10) (10) (10) (5) (5)
Control 16.4 16.9 15.6 17.8 21.7 24.1
1.9 *1.6 2.8 2.1 $1.5 $1.0
(5) (5) (5) (5) (0) 0)
100 mg/kg 15.7 16.0 14.4 16.5
0.8 +2.0 +2.6 +2.7
(5) (5) 5) (5) (o (0)
300 mg/kg 15.4 16.2 16.9 16.8
+0.6 $0.9 5.7 +2.9
(10) (10) (9) (9 (4) (4)
1000 mg/kg 14.3 15.8 14.4 16.3 23.6 21.7
2.7 2.7 £2.1 +1.9 2.7 3.2

Parameter:meantS.D.
( ):N



Table 3-2 Food intake in male rats orally administered with 4-(1-methyl propyl)phenol for 28 days

. Administration period (day) Recovery period (gay)
Group
ist 8th 15th 22th 1st 8th
10} (10) (10) (10) (5) (5)
Control 18.9 20.5 22.9 26.6 30.2 31.2
+1.3 1.9 +3.9 £3.9 3.7 1.7
(5) (5) (5) (5) (€3} (0)
100 mg/kg 19.3 21.9 22.1 25.0
+1.3 t1.4 +1.9 3.0
%) (5) (5) (5) (0) (0)
300 mg/kg 17.6 21.7 21.0 25.3
$0.9 *2.7 3.1 £3.2
(10) (9) 9 (9) (4) (4)
1000 mg/kg 16.0*% 19.6 19.7 22.1 33.0 31.0
+2.4 $2.0 4.6 6.7 1.9 £2.0

**:Significantly different from control . p<0.01
Paramete§:§eanzS.D.
()



Table 4-1 Urinalysis at the 26th day of dosage period in rats orally administered with 4-(1-methyl propyl)phenol -

Daily Number Color®  Turbidity® pH Protein® Glucose®’ Ketone®’ Bilirubin® Occult blood®’ Urobilinogen®
Sex dose of Volume Specific
(mg/kg) animals (ml/24hr) gravity ly - + 6 789 — x + + — -+ + -+ — + +
Control 5 1.4+ 3.4  1.044% 0.010% 5 5 0 0311 38 2 0 0 5 4 1 0 5 0 5 5 0
100 5 11.8* 6.6 1.042% 0.011 5 5 0 0230 5 0 0 0 5 5 0 0 5 0 5 5 0
Female
300 5 15.5% 5.8 1.036- 0.006 5 4 1 1400 4 1 0 0 5 5 0 0 5 0 5 5 0
1000 5 24.5+ 8.% 1.029% 0.005 5 5 0 2300 3 2 0 O 5 5 0 0 5 0 5 5 0
Control S 24.7%11.2 1.034% 0.010 ] 5 0 1022 0 3 1 1 5 2 1 2 4 1 5 4 1
100 5 16.0+ 3.7 1.042% 0.012 9 5 0 1220 01 3 1 5 2 2 1 4 1 5 5 0
Male
300 5 14.4% 1.6 1.0523 0. 005% 5 5 0 0410 0 0 2 3 5 1 3 1 5§ 0 5 4 1
1000 5 2.0+ 4.1 1.030 0.005 5 5 0 3200 0 3 2 0 5 5 0 0 5 0 5 5 0
a) Meant S.D. % : Significantly different from control. P<(.05

b) Iy : light yellow

c) — : Negative; = : Trace; + : Slight

d) — : Negative; = I Trace; + : 30 mg/dl; +, 100 mg/dl
e) — : Negative

f) — : Negative: =+ : 5mg/dl; 4+ © 15 mg/d]

g % : 0.1 Eu/dl; + : 1.0 Eli/dl



Table 4-2 Urinalysis (sediment) at the 26th day of dosage period in rats orally administered with 4-(1-methyl propyl)phenol

Daily Number Red blood cell% Crystalxx Castx White blood cellx Epithelium cellxx
Sex dose . of -
(mg/kg) animals — — + + — - — +
Control 5 5 0 5 0 5 5 4 1
100 - 5 5 2 3 0 - 5 5 : 4 1
Female
300 5 5 2 3 0 5 5 2 3
1000 5 5 5 0 0 5 5 3 2
Control 5 5 0 4 1 5 5 5 0
100 5 5 1 4 0 5 5 4 1
Male
300 5 5 1 4 0 5 5 0 5
1000 5 5 0 5 0 5 5 2 3
¥ — I Not observed %% — I Not observed
* A few

+ © Abundant



Table 4-3 Urinalysis of rats at the 13th day of withdrawal period following oral administration of 4-(l-methyl propy!)phenol for 28 days
Daily Number Color®  Turbidity®’ ol Protein® Glucose® Ketone®? Bilirubin® Occult blood® Urobilinogen®
Sex dose of Volume Specific
(mg/kg) animals (ml/24hr) gravity ly v — + 6 17 - * 4+ - - * + e - +
Control 5 12.9+ 322 1.042% 0.006 5 O 5 0 03 4 1 0 5 5 0 0 5 0 5 5
Female
1000 4 14.0+ 7.8 1.047% 0.009 3 1 4 0 13 2 1 1 4 4 0 0 3 1 4 4
Control 5 27.0+ 1.7 1.037+ 0.009 5 0 5 0 0 4 1 3 1 5 0 1 4 5 0 5 5
Male
1000 4 25.2+ 3.4 1.034% 0.009 4 0 3 1 0 3 1 2 1 4 2 1 1 4 0 4 4
a) Meant S.D.
b) ly : light yellow; y, yellow
c) — : Negative; =+ : Trace; + : Slight
d) — : Negative; = : Trace:; 4 : 30 mg/dl: + : 100 mg/dl
e) — : Negative
f) — : Negative; =+ : 5mg/dl; + : 15 mg/dl
gy £ : 0.1 EU/dl; + : 1.0 EU/d]



Table 4-4 Urinalysis (sediment) of rats at the 13th day of withdrawal period following oral administration of
4-{1-methyl propyl)phenol for 28 days

Daily Number Red blood cellx* Crystal*x Castx White blood cell®* Epithelium cell*x
Sex dose of

(mg/kg) animals — — + - — - +

Control 5 5 0 5 5 5 1 4
Female

1000 4 4 S 1 4 4 2 2

Control 5 5 1 4 5 5 3 2
Male

1000 4 4 0 4 4 4 1 3

% — ! Not observed % — Nof observed

*+ A few



Table 5-1 Hematological findings in female rats orally administered with 4-(i-methyl propyl)phenol for 28 days

’ RBC Hemoglobin Hematocrit MCV MCH MCHC Reticulocyte
Group
(x104 /mm3) (g/dl) (%) (u3) (pg) (%) (%)
(5) (5) (423 (5) 5) (5) (5)
control 681 13.6 37.4 55.0 20.0 36.3 2.5 .
+27 *0.5 $1.3 t1.1 0.6 0.6 0.5
(5) (5) (5) (5) (5) (5) (5)
100 mgs/kg 689 13.9 38.2 55.4 20.2 36.4 2.3
42 $0.7 *]1.5 +1.4 0.4 $0.9 *0.5
(5) (5) (5 (5) (5) (5) (5)
300 mg/kg 665 13.4 37.2 55.9 20.2 36.0 2.0
121 *0.6 *1.1 *0.6 0.5 *0.6 *0.7
(5) (5) (5) (5) (5) (5) (5)
1000 mg/kg 679 13.5 38.0 56.0 19.9 35.4 1.8
28 0.6 *]1.8 $1.2 0.5 30.3 $0.8
WBC Band Segmented Eosinophil Basophil Monocyte Lymphocyte Platelet
neutrophil neutrophil
Group
(x100/mm3) (% (%) (%) (%) (%) (%) (X10% /mm3)
(5) (5) (5) (5) {5} (5) (5)
Control 50 0 9 1 0 1 88 105.('57”
19 i1 4 t1 0 * 5 £4.7
(5) (5) (5) (5) (5) (5) (5) (5)
100 mg/kg 79 0 13 1 0 2 84 105.4
30 £0 5 £0 0 2 t5 +14.1
(5) (5) (5) (5) (5) (5) (S)
300 mg/kg 50 ¢} 10 1 0 3 86 103(3)
£17 0 5 £2 20 * 7 16.4
(5) (5) (5) (5) (5) (5) (5)
1000 mg/kg 45 0 13 1 8 3 8? 99(3)
+20 +0 4 1 0 2 5 £11.8
Parameter:mean:S.D. *:Significantly different from control. p<0.05

) :N



Table 5-2 Hematological findings in male rats orally administered with 4-(1-methyl propyl)phenol for 28 days

RBC Hemoglobin Hematocrit MCV MCH MCHC Reticulocyte
Group
(x104 /mm3) (g/dl) (%) (123) (pg) (%) (%)
(5) (5) (5) (5) (5) (5) (5)
Control 714 14.2 40.5 56.7 19.9 35.2 3.1
£33 0.5 £1.0 2.7 £0.9 0.4 0.4
(5) (5) (5) (5) (5) (5) (5)
100 mg/kg 681 14.4 40.8 59.9 21.2 35.3 2.9
+13 £0.4 *1.2 1.1 0.4 £0.3 *0.6
(5) (5) (5) (5) (5) (5) (5)
300 mg/kg 685 13.9 39.5 57.7 20.3 35.1 3.6
+28 $0.2 0.6 £2.2 10. $0.3 0.4
(5) (5) (5) (5) (5) (5) (5)
1000 mg/kg 721 14.0 40.1 55.8 19.5 34.9 2.6
*60 0.6 1.6 2.7 0.9 +0.3 1.0
WBC Band Segmented Eosinophil Basophil Monocyte Lymphocyte
neutrophil neutrophil Platelet PT APTT
Group
(x100/mm3) (%) (%) (%) (%) (%) (%) (x10% /mm3) (sec} (sec)
(5) (5) (5) (5) (5) (5) (5) (5)
Control 62 0 15 1 0 2 82 121.3 szi) 25(%)
*6 0 6 1 *0 1 *6 *16.4 £2.7 2.0
(5) (5) (5) (5) (5) (5) (5)
100 mg/kg 71 0 14 0 0 2 84 115f§) 21(2) 23(3)
17 0 3 0 0 1 3 +8.3 3.9 $0.90
(5) (5) (5) (5) (5) (5) (5)
300 m9/kg 56 0 10 0 0 2 88 123f?) 23(8) 26(8)
*18 0 4 0 0 ¥ 3 $20.2 3.6 2.5
(5) (5) (5) (%) (5) (5) (5)
1000 mg/kg 53 0 18 1 0 2 79 10752) 21(2) 24(2)
17 *0 t6 £1 *0 3 *6 £9.9 +3.8 2.4

Parameter:meanzS.D.



Table 5-3 Hematological findings in female rats after 15 daYs withdrawal following oral administration of 4-(1-methyl propyl)phenol for 28 days

RBC Hemoglobin Hematocrit MCV MCH MCHC Reticulocyte
Group
(x104 /mm3) (g/dl) (%) (#3) (pg) (%) (%)
(5) (5) (5) (5) (5) (5) (5)
Control 725 14.7 39.3 54.1 20.2 37.3 3.0
+27 0.6 *1.6 £1.0 +0.3 £0.8 0.8
(4) (4) (4) (4) (4) (4) (4)
1000 mg/kg 724 14.4 38.8 53.6 20.0 37.2 2.8
%9 $0.4 1.4 +1.9 0.7 0.6 +0.8
WBC Band Segmented Eosinophil Basophil Monocyte Lymphocyte
neutrophil neutroprhil Y Platelet PT APTT
Group
(x100/mm3) (%) (%) (%) (%) (%) (%) (x104 /mm3) (sec) (sec)
(5) (5) (5) (5) (5) (5) (5) (5)
Control 73 0 11 1 0 3 85 104.1 16f8) 20(3)
+12 30 x4 %] 0 ] 4 8.0 £1.2 1.7
(4) (4) (4) 4) (4) (4) (4)
1000 mg/kg 84 0 8 1 0 4 88 112f§) 16f3) 22(§)
] +0 3 +8 7.3 1.3 £0.7

+34 0 %5

Parameter:meantS.D.
( ):N



Table 5-4 Hematological findings in male rats after 15 days withdrawal following oral administration of 4-{(1-methyl Propyl)phenol for 28 days

RBC Hemoglobin Hematocrit MCcv MCH MCHC Reticulocyte
Group
(x104 /mm3} (g/s41) (%) (u3) (P9} (%) (%)
(5) (5) (5) (5) (5) (5) (5)
Control 767 14.8 40.8 53.2 19.3 36.3 2.5
+18 0.3 $0.6 1.5 0.5 £0.4 10.4
(4) (4) (4) (4 (4) (4) (4)
1000 mg/kg 747 14.9 40.8 54.7 20.0 36.5 3.2%
+33 0.7 £1.4 0.9 0.2 0.5 +0.2
WBC Band Segmented Eosinophil Basophil Monocyte Lymphocyte Platelet PT APTT
neutrophil neutrophil
Group
(x100/mm3) (%) (%) (%) (%) (%) (%) (x104 /mm3) (sec) (sec)
(5) (5) (5) (5) (5) (5) (5) (5) (5)
Control 102 0 7 1 0 3 89 109.9 30.8 29f2)
27 30 2 *1 p{¢] £3 3 8.5 +3.8 t1.0
(4) (€:)) (4) 4) (4) (4) (4) 4)
1000 mg/kg 100 0 6 2 0 3 90 120.2 25?3) 26(3)
+8 10 *4 +2 0 1 +10 $10.6 5.7 3.1
*:Significantly different from control. p<0.05

Parameter:mean:S.D.
( ):N



Table 6-1 Biochemical findings in female rats orally administered with 4-(1-methyl propyl)phenol for 28 days

Total Total Inorg.
protein Albumin A/G BUN Creatinine Glucose cholesterol Triglyceride phos. Ca
Group
(gs/dl) (gsdl) (mg/dl) (mg/d1) (mg/dl) (mg/dl) (mgs4l) (mg/dl) (mg/dl)
(5) (5) (5) (5) (5) (5) A (5) (5) (5)
Control 5.3 3.0 1.38 20 0.8 115 58 42 5.9 8.7
0.3 0.1 $0.19 +3 0.1 11 $12 15 0.7 $0.3
(5) (5) (5) (%) (5) (5) (5) (5) (5) 5)
.3 3.1 1.46 17 0.8 121 59 56 5.7 8.9
100 mg/kg 0.3 +0.2 +0.10 2 0.1 13 £12 14 0.5 0.3
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
300 mg/kg 5.2 3.1 1.43 14* 0.7 106 54 60 5.5 8.8
0.2 0.2 $0.18 4 0.1 £12 12 31 0.5 0.2
(5) (5) (5) (5) 0(g) 163) ég) ég) 5(g) 8(2)
5.1 3.0 1.39 15 . . . .
1000 mgske £0.2 0.2 +0.19 2 £0.0 +5 x4 24 +1.2 0.5
Na K Cl ALP LDH GPT GOT 7-GTP
Group
(mEa/1) (mEQ/1) (mEgq/1) (u/1) (UB/L) (U/1) (u/1) (us1)
(5) (5) (5) (5) (5) (5) (5) (S)
Control 139.9 3.80 104.0 225 101 21 56 1
0.7 $0.14 1.7 77 £24 13 15 1
(5) (5) (5) (5) (5) (5) (5) (5)
100 mg/kg 139.7 3.63 102.8 218 104 21 52 1
0.5 $0.32 *1.7 52 16 +3 3 +1
(5) (5) (5) (5y (5) (5) (5) (5
300 mg/kg 140.9 3.72 103.7 233 91 24 57 1
+1.3 $0.21 £1.7 67 10 *3 6 1
(5) (5) (5) (5) (5) (5) (5) (5)
1000 mg/kg 139.3 3.62 102.1 251 174 46* % T1** 1
*2.9 30.51 $2.1 57 155 3 7 11
Parameter :MeantS.D. *:Significantly different from control . p<0.05
( ):N **x:Significantly different from control . p<0.01



Table 6-2 Biochemical findings in male rats

orally administered with 4-(i-methyl propyl)phenol for 28 days

Total Total Inorg.
. protein Albumin A/G BUN Creatinine Glucose cholesterol Triglyceride pPhos. Ca
Group
(g/dl) (g/d1) (mg/dl) (mg/dl) (mg/dl) (mg/d1) (mg/dl) (mg/dl) (mg/dl)
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
Control 5.2 3.1 1.52 14 0.6 118 40 50 6.7 8.7
0.3 0.1 $0.10 +3 +0.0 +8 6 11 £0.2 £0.4
(5) (5) (5) (5) (2) 1{2) ig) ég) 6(g) 8(g)
. 3. 1.39 13 Q. . .
100 mg/kg £33 03 +0.13 11 0.0 112 16 £12 0.2 0.2
(5) 5) (5) (g) 0(2) 1{2) ig) ég) 6(g) 8(2)
. 3.0 1.38 1 . . .
300 mg/kg 38.% 0.2 +0.11 2 0.0 +10 10 17 +0.6 +0.2
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
1000 mg/kg 5.3 3.0 1.38 13 0.6 91 %x 47 58 7.0 8.8
+0.3 0.2 *0.15 k9 0.0 12 £13 +27 0.9 0.2
Na K Cl ALP LDH GPT GOT T -GTP
Group
(mEg/1) (mEq/1) (mEa/1) (U/1) U/ o/ (u/1) (u/1)
(5) (5) (5) (5) (5) (5) (5) (5)
Control 140.9 3.90 103.7 419 119 28 67 0
+0.8 +0.11 $1.3 *65 +18 +7 +10 ES0)
(5) (5) (5) (5) (5) (5) (5) (5)
100 mg/kg 141.5 3.83 104.1 343 120 25 60 0
0.6 Q.15 1.2 33 +36 4 +6 0
(5) (5) (5) (5) (5) (5) (5) (5)
300 mg/kg 141.3 3.74 103.9 285%* 150 31 64 0]
*0.5 +0.15 30.9 £31 £12 *7 11 0
(5) (5) (5) (5) (5) (5) (5) (5)
1000 mg/kg 142.3% 3.60% 102.7 344 133 57x% 77 1*%
+0.8 30.18 34.8 +62 £34 9 9 *0

Parameter:MeantS.D.
( ):N

*:Significantly different from control ., p<0.05
**x:Significantly different from control ., p<0.01



Table 6-3 Biochemical findings in female rats after 15 days withdrawal following oral administration of 4-(1-methyl propyl)phenol for 28 days

. Total Total Inorg.
protein Albumin A/G BUN Creatinine Glucose cholesterol Triglyceride phos. ca
Group
(g/4L) (gs/al) (mg/dl) (mg/dl) (mg/dal) (mg/dl) (mg/dl) (mg/dl) (mg/dal)
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
Control 5.6 3.1 1.31 16 0.7 120 50 62 5.0 8.7
0.3 $0.2 $0.14 2 0.1 x5 18 - $13 0.5 0.2
(4) 4) 4) (4) (4) 1{%) é%) ég) 5(g) 8(fl,)
. 3.0 1.23 22% 0.7 - .
1000 mg/kg 13,3 1002 +0.50 3 +0.1 *12 g +16 0.7 0.1
Na K Cl ALP LDH GPT GOT 7—-GTP
Group
(mEg/1) (mEqa/1) (mEgq/1) (us1) (U/1) (U/1) (U/1) /1)
(5) (%) . (5) (5) (5) (5) (5) (35)
Control 139.5 3.73 103.6 142 99 20 52 1
0.4 +0.09 0.9 34 21 *]1 4 +]
(4) (4) 4) (4) (4) 49 (4} (4)
1000 mg/kg 140.1 3.67 103.6 151 107 19 51 1
0.7 +0.20 0.7 +38 +24 2 7 1

Parameter:MeantS.D. *:Significantly different from control . p<0.05



Table 6-4 Biochemical findings in male rats after 15 days withdrawal following oral administration of 4-(1-methyl propyl)phenol for 28 days

Total Total Inorg.
protein Albumin A/G BUN Creatinine Glucose cholesterol Triglyceride phos. Ca
Group
(g/dl) (g/d1) (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl)
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
Control 5.7 2.9 1.00 17 0.6 137 43 61 6.8 8.9
£0.1 $0.1 $0.11 2 0.0 +7 %6 4 0.4 0.1
4) (4) (4) (4) 0(é) 1631* ;3) é%) 6(g) 9(3)
. 2.9 1.18 18 . . .
1000 mg/kg 18.2 162 £0.21 1 0.1 17 +8 22 0.6 $0.3
Na K Cl ALP LDH GPT GOT 7-GTP
Group
(mEq/1) (mEq/1) (mEq/1) (U/1) (U/1) (/1) (U/1) (U/1)
(5) (5) (5) (5) (5) (5) (5) (5)
Control 141.0 3.76 103.0 244 124 23 53 0
+0.8 +0.18 0.4 21 £29 +3 £5 +0
(4) (4) (4) 4) (4) (4) (4) (4)
1000 mg/kg 142.7% 3.67 104.5 268 171 23 53 1
£0.7 $0.11 1.1 *53 +49 3 *4 ]
Parameter:MeantS.D. *:Significantly different from control . p<0.05
( ):N **x:Sjignificantly different from control . p<0.01



Table 7-1 Absolute organ weights in female rats orally administered with 4-(1-methyl propyl)rhenol for 28 days

Adrenal Adrenal
Body weight Brain Liver Kidney (R) Kidney (L) Kidneys gland(R) gland(L) Ovary(R) Ovary(L) Ovaries
Group
(g) (mg) (mg) {mg) (mg) (mg) (mg) (mg) {mg) (mg) (mg)
(5) (5} (5) (5) (5) (5) (5) (5) (5) (5) (5)
Control 206.2 1757.3 6465.6 807.9 793.7 1601.7 29.8 31.2 38.2 38.7 7.0
*+16.6 +42.6 +644.9 £32.3 +67.9 $94.9 5.7 5.6 +7.0 7.8 +13.9
(5} (5) (5) (5) (5) (5) 5 (5) (5 (5) (5)
100 mg/kg 204.6 1811.8 6410.0 765.7 766.7 1532.4 27.3 31.1 36.1 43.4 79.5
*14.1 $61.8 +816.1 $91.4 +78.8 +168.2 £3.4 +2.8 8.7 5.4 +11.9
(5) (5) (5) (5) (5) ( (5) (5) (5) (5) (5)
300 mg/kg 199.1 1763.1 6614.9 787.3 803.9 1591.2 29.7 29.6 41.6 39.9 81.5
+10.3 £87.0 $651.0 $13.4 +27.4 +35.2 +4.3 3.3 £15.8 +9.0 £23.5
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5 (5)
1000 mg/kg 189.9 1729.2 6694.4 773.6 756.5 1530.1 26.0 28.1 46.3 39.8 86.1
5.3 +40.9 *462.3 +32. +22.7 +34.6 +2.8 2.8 +12.0 8,2 +18.8

Parameter:MeantS.D.
( ):N



Table 7-2 Absolute organ weights in male rats orally administered with 4-(1-methyl pPropyl)phenol for 28 days

Body weight Brain Liver Kidney (R) Kidney (L) Kidneys Adrenal Adrenal Adrenal Testis (R) Testis (L) Testes
gland (R) gland (L) glands
Group .
(g) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg}
(5) (5) 5) (5) (5) (5 (5) (5) (5) (5) 4) (4)
Control 333.2 1926.1 11599.8 1209.4 1217.4 2426.8 23.0 25.2 48.2 1452.1 1435.9 2896.1
+26.2 +87.1 *1756.7 $108.6 *£115.7 $203.5 5.7 6.2 +11.8 $92.9 $129.9 +233.7
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
100 mg/kg 323.17 1892.5 11070.3 1263.7 1283.5 2547.2 24.0 26.1 50.1 1439.9 1448.0 2887.8
+23.2 $35.2 +720.4 +111.6 $74.0 £182.9 £3.1 +3.4 *6.5 $99.3 +75.3 +169.3
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
300 mg/kg 336.0 1983.4 12003.8 1258.4 1240.7 2499.1 19.9 23.5 43.4 1512.8 1515.1 3027.9
$11.6 +88.7 +1188.8 +80.0 *62.1 +137.8 £2.9 1.2 3.0 $98.1 $91.3 +188.3
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
1000 mg/kg 245.3* 1812.8 8197.5*%% 1156.0 1126.0 2282.0 22.8 25.2 48.0 1386.6 1380.8 2767.4
+54.9 +81.6 +1821.0 +299.2 $255.5 +553.8 0.8 *1.4 2.1 2115.6 *111.9 $226.8

Parameter:Mean+S.D.
( ):N

*:Significantly different from control . p<0.05
**:Significantly different from control . p<0.01



Table 7-3 Relative organ weights in female rats orally administered with 4-(1-methyl propyl)phenol for 28 days
Body weight Brain Liver Kidney (R) Kidney (L) Kidneys Adrenal Adrenal Adrenal Ovary(R) Ovary (L) Ovaries
gland (R) gland (L) glands
Group
(9) (mg/g) (mg/g) {(mg/g) (mg/g) (mg/9) {(mg/9g) (mg/g) (mg/g) (mg/9g) (mg/9) (mg/9)
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
Control 206.2 8.560 31.380 3.936 3.861 7.797 0.145 0.152 0.297 0.186 0.189 0.376
+16.6 +0.580 +2.310 *+0.297 $0.321 $0.577 $0.028 +0.028 +0.056 $0.035 $0.045 *0.077
(5) (5) (3 (5) (5) (5) (5) (5) (5) (5) (5) (5)
100 mg/kg 204.6 8.893 31.250 3.741 3.749 7.489 0.134 0.153 0.287 0.177 0.213 0.389
$14.1 +0.716 %+1.959 $0.328 %0.286 +0.598 $0.023 +0.018 +0.040 +0.041 $0.030 +0.059
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
300 mg/kg 199.1 8.880 33.185 3.962 4.045 8.007 0.150 0.149 0.299 0.211 0.201 0.412
+i0.3 +0.721 +2.021 $0.169 +0.207 £0.358 +0.028 +0.023 +0.051 $0.087 +0.048 £0.130
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
1000 mg/kg 189.9 9.113 35.215* 4.072 3.986 8.057 0.137 0.148 0.285 0.242 0.209 0.452
5.3 *0.445 *+1.515% +0.064 *0.176 *0.120 £0.013 +0.013 $0.026 +0.058 +(.039 +0.089

Parameter:geantS.D.
)

*:Significantly different from control . p<0.05



Table 7-4 Relative organ weights in male rats orally administered with 4-(1-methyl propyl)phenol for 28 days

Body weight Brain Liver Kidney (R) Kidney (L) Kidneys Adrenal Adrenal Adrenal Testis(R) Testis (L) Testes
gland(R) gland (L) glands
Group
(g) (mg/g) (mg/g) (mg/g) (mg/9) (ng/9g) (mg/g} (mg/9) (mg/9) (mg/g) (mg/g) (mg/g)
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (4) (4)
Control 333.2 5.804 34.663 3.629 3.654 7.282 0.069 0.076 0.145 4.380 4.189 8.452
$26.2 +0.427 $2.901 +0.129 +0.184 $0.113 +0.015 $0.017 $0.032 $0.426 $0.423 +0.804
(5) (5) (%) (5) (5) (5) (5) (5) (5) (5) (5) (5)
100 mg/kg 323.7 5.874 34.238 3.903 3.970 7.874 0.074 0.081 0.155 4.473 4.491 8.964
$23.2 $0.472 $1.410 $0.174 $0.133 +0.270 £0.011 $0.012 $0.023 +0.526 $0.402 $0.924
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
300 mg/kg 336.0 5.903 35.673 3.745 3.694 7.439 0.059 0.070 0.129 4.509 4.515 9.023
+11.6 $0.174 +2.534 $0.193 . %0.182 $0.355 +0.009 +0.006 +0.011 $0.369 $(0.338 +0.704
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
1000 mgs/kg 245.3% 7.687* 33.448 4.710%* 4.610%* 9.320** 0.098* 0.108* 0.206 5.850* 5.823*% 11.674%
+54.9 +1.700 +0.768 +0.491 +0.414 +0.889 - $0.027 +0.028 +0.055 +1.191 +1.164 +2.354
Parameter:MeantS.D. *:Significantly different from control ., p<0.05
( ):N **:Significantly different from control ., p<0.01



Table 7-5 Absolute organ weights in female rats after 15 days withdrawal following oral administration of 4-(1-methyl propyl)phenol for 28 days

Adrenal Adrenal Adrenal
Body weight Brain Liver gland(R) gland (L) glands Ovary (R) Ovary (L) Ovaries

Group .
(g) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg)
(5) (5) (5) (5) (5) (5) (5) (5) (5)
Control 241.7 1832.5 6680.7 32.1 34.2 66.3 42.8 45.0 87.8
8.1 $95.7 $399. 3.3 3.1 6.4 9.2 8.5 *17.5
4 (4) (4) (4) 4) (4) (4) (4) 4)
1000 ma/ky 230.3 1768.0 6801.4 31.1 33.7 64.7 49.8 48.1 97.9
$17.3 $20.6 $816.1 *1.9 £2.5 4.0 £9.1 $10.2 +17.3

Parameter:MeantS.D.
( ):N



Table 7-6 Absolute organ weights in male rats after 15 days withdrawal following oral administration of 4-(1-methyl propyl)phenol for 28 days

Body weight Brain Liver Kidney (R) Kidney (L) Kidneys Adrenal Adrenal Adrenal Testis(R) Testis(L) Testes
gland (R) gland (L) glands
Group

(g) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg)
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
Control 413.1 2010.6 13851.0 1390.8 1414.1 2804.9 23.8 25.1 48.9 1588.9 1606.1 3195.0
£29.8 +70.8 +1275.8 £193.5 $196.9 +386.8 3.5 4.7 8.1 +61.6 £53.6 +108.8
4) 4) (4) 1) (4) (4) (4) (4) (4) (4) (4) (4)
1000 mg/kg 366.9% 1880.8% 11266.4%** 1273.7 1300.2 2573.9 23.4 25.5 48.9 1500.8 1512.6 3013.4
+19.9 - 282.7 +644.7 $95.3 +103.3 $186.7 +1.9 £2.7 4.6 $116.8 +117.6 £232.2

Parameter:MeantS.D. *:Significantly different from control ., p<0.05

( ): **:Significantly different from control . p<0.01



Table 7-7 Relative organ weights 'in female rats after

15 days withdrawal following oral adnimistration

of 4-(l-methyl propyl)phenol for 28 days

Body weight

Brain

Liver

Kidney (R) Kidney (L) Kidneys Adrenal Adrenal Adrenal Ovary(R) Ovary (L) Ovaries
gland (R) gland (L) glands
Group
(9) (mg/9g) (mg/q9) (mg/9) (mg/9g) (mg/9) (mg/9g) (mg/9) {mg/q) {mg/g) (mg/g) (mg/g)
(5) (5) (5) (5) 4) (4) (5) (5) (5) (5) (5) (5)
Control 241.7 7.581 27.641 3.374 3.307 6.624 0.133 0.141 0.274 0.177 0.186 0.362
8.1 +0.237 +1.,270 +0.376 +0.370 $0.770 $0.011 +0.009 +0.019 $0.033 $0.031 +0.063
4) (4) (4) (4) (4) (4) (4) 4) 4) (4) (4) (4)
1000 mg/kg 230.3 T.712 29.456 3.620 3.586 7.205 0.135 0.147 0.282 0.217 "0.209 0.426
£17.3 +0.629 +1.480 +0.219 +0.073 +0.285 +0.006 +0.013 £0.018 $0.045 $0.037 *0.073

Parameter:MeanstS.D.
( ):N



Table 7-8 Relative organ weights in male rats after 15 days withdrawal following oral administration of 4-(1-methyl propyl)phenol for 28 days

Body weight Brain Liver Kidney (R) Kidney (L) Kidneys Adrenal Adrenal Adrenal Testis(R) Testis (L) Testes
gland (R) gland (L) glands
Group ’
(q) (mg/g) (mg/q9) (mg/9g) (mg/9} {mg/q) (mg/9) (mg/g) (mg/9) (mg/g) (mg/g) (mg/qg)
(s (5) (5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
Control 413.1 4.884 33.525 3.354 3.412 6.766 0.057 0.060 0.118 3.857 3.900 7.757
329.8 +0.335 *1.757 0,229 +0.251 +0.462 *0.005 $0.007 £0.012 $0.212 *0.248 20,451
4) (4) (4) (4) (4) (4) 4) (4) 4) (4) (4) 4)
1000 mg/kg 366.9%* 5.134 30.712* 3.471 3.541 7.012 0.064 0.070 0.134 4.090 4.122 8.212
+19.9 +0.250 +0.644 £0.150 +0.100 +0.180 +0.007 +0.009 £0.015 $0.219 +0.209 $0.420
Parameter:Means+S.D. *:Significantly different from control . pP<0.05
( ):N

**:Sjgnificantly different from control . p<0.01



- Table 8-1 Summary of macroscopic findings in female rats orally administered with
4-(1-methyl propyl)phenol for 28 days

Group Control 100 mg/kg 300 mg/kg 1000 mg/kg
Grade - + + Total - *+ + Total - + + Total - + + Total
(Heart)

abnormality 5 0 0 5 5 0 0 5 5 0 0 5 5 0 0 5
(Liver)

pale colored spots 5 0 0 5 5 0 0 5 4 0 1 5 5 0 O 5
(Kidney)

pale colored spots in cortex 5 0 0 5 4 0 1 5 5 0 0 5 5 0 0 5

dark color .5 0 0 5 5 0 0 -5 4 0 1 5 5 0 0 5

dilatation of pelvis 5 0 0 5 5 0 0 5 5 0 0O 5 5 0 0 5
(Spleen)

abnormality 5 0 0 5 5 0 0 5 5 0 0 5 5 0 0 5
(Adrenal)

enlargement 5 0 0 5 5 0 0 5 4 1 0O 5 5 0 0 5
(Forestomach)

thickening/rough/hard mucosa 5 0 0 5 5 0 0 5 5 0 0 5 5 0 0 5

-: Negative; +: Slight; +:

Positive



* Table 8-2 Summary of macroscopic findings in male rats orally administered with
4-(1-methyl propyl)phenol for 28 days

Group Control 100 mg/kg 300 mg/kg 1000 mg/kg
Grade - + + Total - + + Total - + + Total - + + Total
(Heart)

abnormality 5 0 0 5 5 0 0 5 5 0 0 5 5 0 0 5
(Liver)

pale colored spots 5 0 0 5 5 0 0 5 5 0 O 5 5 0 0 5
(Kidney)

pale colored spots in cortex 5 0 0 5 5 0 0 5 5 0 0 5 5 0 0 5

dark coler 5 0 0 5 5 0 0 5 5 0 0 5 5 0 0 5

dilatation of pelvis 4 0 1 5 5 0 0 5 5 0 0 5 5 0 0 5
(Spleen)

abnormality 5 0 0 5 5 0 0 5 5 0 O 5 5 0 0 5
(Adrenal)

enlargement 5 0 0 5 5 0 O 5 5 0 0 5 5 0 0 5
(Forestomach)

thickening/rough/hard mucosa 5 0 0 5 5 0 0 5 5 0 0 5 31 1 5

-: Negative; +: Slight; +: Positive



' Table 8-3 Summary of macroscopic findings in rats after 15 days withdrawal following
oral administration of 4-(l1-methyl propyl)phenol for 28 days

Sex S memmmmmeseees Female --------====---= —--o--eo—ce—o—— Male ---------mmmmm oo

Group Control 1000 mg/kg Control 1000 mg/kg
Grade - + + Total - + + Total - + + Total - + + Total
(Heart)

abnormality 5 0 0 5 4 0 0 4 5 0 0 5 4 0 0 4
(Liver) ‘
~ pale colored spot 5 0 0 5 3 0 1 4 5 0 0 5 4 0 0 4
(Kidney)

pale colored spot in cortex 5§ 06 0 5 4 0 O 4 5 0 0 5 4 0 0 4

dark color 5 0 0 5 4 0 0 4 5 0 0 5 4 0 0 4

dilatation of pelvis 5 0 0 5 4 0 0 4 5 0 0 5 4 0 0 4
(Spleen)

abnormality 5 0 0 5 4 0 O 4 5 0 0 5 4 0 0 4
(Adrenal)

enlargement 5 0 0 b 4 0 0 4 5 0 0 5 4 0 0 4
(Forestomach)

thickening/rough/hard mucosa 5 0 0 5 4 0 0 4 5 0 0 5 4 0 0 4

-: Negative; +: Slight; +: Positive



Table 9-1 Summary of histopathological findings in female rats orally administered with
4-(1-methyl propyl)phenol for 28 days

Group Control (n=5) 100 mg/kg (n=5) 300 mg/kg (n=5) 1000 mg/kg (n=5)
Grade -+ o+ 1+ i+ - o+ 4 ot bt - 4+ 4t -+ o+ 4+t
(Heart)
degeneration of myocardial cells 5 0 0 0 O 5 0 0 0 0
(Liver)
fatty change in peripheral zone 0 3 2 0 O 0 5 0 0 0 1 2 2 0 0 2 3 0 0 0
microgranuloma 0 4 1 0 O 1 4 0 ¢ 0 0 3 2 0 O 0 5 0 0 O
focal necrosis 5 0 0 0 0 4 1 0 0 0O 5 0 0 0 0 5 0 0 0 0
focal fatty change 5 0 0 0 0 5 0 0 0 O 4 01 0 O 5 0 0 0 O
(Kidney)
papillary necrosis 5 0 0 0 O 5 0 6 0 0 O 2 3 0 0 0
debris in papillary interstitium 5 0 0 0 O 5 0 0 0 O 4 1 0 0 O 5 0 0 0 O
calcification in papilla 5 0 0 0 0 5 0 5 0 0 0 O 5 0 0
swelling of epithelial cells
of collecting duct 5 0 0 0 0 5 0 0 0 O 5 0 0 0 0 5 0 0 0 0
flocculent material in the lumen
of collecting duct 5 0 0 0 0 5 0 0 0 0 5 0 0 0 0 5 0 0 0 0
dilatation of collecting duct 5 0 0 0 0 5 ¢ 0 0 0 5 0 0 0 0 5 0 0 0 0
regenerated tubules in cortex 4 1 0 0 O 2 3 0 0 0 3 2 0 0 O 3 2 0 0 0
hyperplasia of pelvic epithelium 5 ¢ 0 0 0 5 0 0 0 0 5 0 0 0 0 4 0 1 0 O
cell debris in pelvis 5 0 0 0 0 5 0 0 0 O 5 0 0 0 O 4 1 0 0 0
dilatation of pelvis 5 0 0 0 O 5 0 0 0 O 5 0 0 0 O 5 0 0 0 0@
infiltration of neutrophils 5 0 0 0 O 5 0 0 0 0 5 0 0 0 O 5 0 0 0 0
infiltration of lymphocytes
in subepithelial layer of pelvis 5 0 0 0 0 5 0 0 0 ¢ 5 0 0 0 O 4 0 0 1 0
focal dilatation of tubule 4 01 0 O 5 0 0 0 0 5 0 0 0 0 5 0 0 0 0
calculi 4 1 0 0 O 4 0 1 0 O 5 0 0 0 0 5 0 0 0 0
eosinophilic body 5 0 0 0 O 5 0 0 0 0 5 0 0 0 0 5 0 0 0 0o
(Spleen)
brown pigment 1 0 0 0 0 5 0 0 0
extramedullary hematopoiesis ; 1 4 0 0 0 0 5 0 0 0
(Adrenal)
abnormality 5 0 0 0 0 5 0 0 0 0
(Forestomach)
diffuse hyperplasia
of mucous epithelium 5 ¢ 0 0 0 5 0 0 0 0 5 0 0 0 0 ¢ 1 4 0 0

-: Negative; *: Very slight; +: Slight; ++: Moderate; +++: Severe



Table 9-2 Summary of histopathological .ndings in male rats orally administ. d with
4-(1-methyl propyl)phenol for 28 days

Group Control (n=%) 100 mg/kg (n=5) 300 mg/kg (n=5) 1000 mg/kg (n=5)
Grade -+ o+t 4 - & 4+ 4 -+ o+ T - o+ o+ 4+t
(Heart)
degeneration of myocardial cells 4 1 0 0 @ 5 0 0 0 O
(Liver)
fatty change in peripheral zone 0 3 2 G O 1 4 0 0 0 0 4 1 0 O 2 3 0 0 0
microgranul oma 0 5 0 0 0 0 5 0 0 0O 0 5 0 0 0 0 5 0 0 0
focal necrosis 4 1 0 0 0O 5 0 0 0 0 5 0 0 0 0O 4 0 1 0 O
focal fatty change 5 0 0 0 0 5 0 0 0 O 5 0 0 0 0 5 0 0 0 O
(Kidney)
papillary necrosis 5 0 0 ¢ 0 5 0 0 0 O 4 1 0 O 3 0 2 0 0
debris in papillary interstitium & 0 0 0 0O 5 0 0 0 O 4 1 0 0 0 4 0 1 0 0
calcification in papilla 5 0 0 0 0 5 0 0 0 O 5 0 0 0 4 01 0 O
swelling of epithelial cells
of collecting duct 5 0 0 0 O 5 0 0 0 0 5 0 0 0 0 4 01 0 O
flocculent material in the lumen
of collecting duct 5 0 0 0 0 5 0 ¢ 0 0 5 0 0 0 0 31 1 0 O
dilatation of collecting duct 5 0 0 0 O 5 0 0 0 0 5 0 0 0 0 3 1 1 0 0
regenerated tubules in cortex 0 3 2 0 0 3 2 0 0 O 4 1 0 0 0 3 2 0 0 O
hyperplasia of pelvic epithelium 5 0 0 0 0 5 0 0 0 O 5 0 0 0 0 5 0 0 0 0
cell debris in pelvis 5 0 0 0 O 5 0 0 0 0 5 0 0 0 0 5 0 0 0 O
dilatation of pelvis 4 0 01 0 3 0 2 0 0O 5 0 0 0 0 5 0 0 0 O
infiltration of neutrophils 5 0 0 0 0 5 0 0 0 O 5 0 0 0 0 4 01 0 O
infiltration of lymphocytes
in subepithelial layer of pelvis 5 0 0 0 0 5 0 0 0 O 5 0 0 0 0 5 0 0 0 0
focal dilatation of tubule 5 0 0 0 0 5 0 0 0 0 5 0 0 0 O 5 0 0 0 0
calculi 5 0 0 0 O 5 0 ¢ 0 0 5 0 0.0 0 5 0 0 0 O
eosinophilic body 3 0 2 0 O 5 0 0 0 0 4 01 0 ¢ 2 1 1 1 ¢
(Spleen)
brown pigment 5 0 0 0 0 5 0 0 0 0
extramedullary hematopoiesis 0 0 5 0 0 0 2 2 1 0
(Adrenal)
abnormality 5 0 0 0 0 5 0 0 0 0
(Forestomach)
diffuse hyperplasia
of mucous epithelium 5 0 0 0 0 5 0 0 0 O 4 1 0 0 0 0 0 5 0 O

-: Negative; +: Very slight; +: Slight; ++: Moderate; +++: Severe



Table 9-3 Summary of histopathological findings in rats after 15 days withdrawal following
oral administration of 4-(1-methyl! propyl)phenol for 28 days

Sex  mmmmeemeeme—ea Female -----------ooe oo Male —----~—---—mmmme
Group Control (n=5) 1000 mg/kg (n=4) Control (n=5) 1000 mg/kg (n=4)
Grade - _-I: + ++ +++ - i + 44+ +++ - i + ++ +++ - i + ++ +++
(Liver)
fatty change in peripheral zone 1 2 2 0 O 0 4 0 0 O 0 06 5 0 0 1 3 0 0 0
microgranuloma 1 3 1 0 0 0 31 0 0 0 3 2 0 0 0 4 0 0 O
focal necrosis 5 ¢ 0 0 O 4 0 0 0 O 5 0 0 0 O 4 0 0 ¢ O
focal fatty change 5 0 0 0 0 4 0 0 0 O 5 0 0 0 0 4 0 0 0 O
(Kidney)
papillary necrosis 5 0 0 0 O 4 0 0 5 0 0 0 O 4 0 0 O
debris in papillary interstitium 5 0 0 0 0 4 0 0 0 0O 5 0 0 0 O 3 01 0 0
calcification in papilla 5 0 0 0 O 4 0 0 5 0 0 0 O 4 0 0 0
swelling of epithelial cells
of collecting duct 5 0 0 0 O 4 0 0 0 O 5 0 0 0 O 4 0 0 0 O
flocculent material in the lumen
of collecting duct 5 0 0 0 O 4 0 0 0 0 5 0 0 0 0 4 0 0 0 0O
dilatation of collecting duct 5 0 0 0 0 4 0 0 0 O 5 0 0 0 0 4 0 0 0 O
regenerated tubules in cortex 5 0 0 0 O 3 1 0 0 0O 1 4 0 0 O 1 3 0 0 0
hyperplasia of pelvic epithelium 5 0 0 0 0 4 0 0 0 0 5 0 0 0 0 4 0 0 0 0
cell debris in pelvis 5 0 0 0 0 4 0 0 0 O 5 0 0 0 0O 4 0 0 0 O
dilatation of pelvis 5 0 0 0 0 4 0 0 0 O 5 0 0 0 O 4 0 0 0 O
infiltration of neutrophils 5 0 0 0 O 4 0 0 0 0 5 0 0 0 0 4 0 0 0 O
infiltration of lymphocytes 5 0 0 0 0 4 0 0 0 0 5 0 0 0 0 3 01 0 0O
focal dilatation of tubule 5 0 0 0 0 4 0 0 0 O 5 0 0 0 0O 4 0 0 0 O
calculi 5 0 0 0 0 4 0 0 0 ¢ 5 0 0 0 0 4 0 0 0 0
eosinophilic body 5 0 0 0 0 4 0 0 0 O 2 1 1 1 0 4 0 0 0 0
(Forestomach)
diffuse hyperplasia
of mucous epithelium 5 0 0 0 o 3 1 0 0 O 5 0 0 0 0 4 0 0 0 O

-: Negative; *: Very slight; +: Slight; ++: Moderate; +++: Severe



Table 10 Incidence of salivation in male rats orally administered
with 4-(1-methyl propyl)phenol for 7 days

Number Number of rats with salivation
Group of ———— study days observed ——M8 Incidence
rats 1st 2nd 3rd 4th 5th 6th 7th
Control 3 - - - - - - - -
100 mg/kg 3 - - - - 1 1 2 2/3
300 mg/keg 3 - - 1 2 3 1 3 3/3
1000 mg/kg 3 - 3 3 3 3 3* 3¢ 3/3

¥ : Two out of three rats were salivated at holding of animals for administration



Table 11 Body weight changes in male rats orally administered
with 4-(1-methy! propyl)phenol for 7 days

Number Body weight (g)
Gtroup of ——— Administration period (day) —_— Final
rats 1st 2nd 5th 7th

Control 3 142. 4 149.9 174.1 191.5 200.1
+2.5 +4.9 *+6.1 +9.5 +9.17

100 mg/kg 3 144. 4 152.9 176.6 195. 8 206.7
4.0 +3.4 +5.8 +5.1 +5.9

300 mg/ke 3 144.6 2 180.0 196.3 205.0
+5.8 5.0 7.4 +9.9 +12.2

1000 mg/kg 3 144.5 0.7 171.3 186 193.9
+2.5 + +4.3 =+ +8.8

Parameter : Mean + S.D.

() = N
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