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Twenty-eight-day Repeat Dose Oral Toxicity Test
of 4-(1-Methyl-1-phenylethyl) phenol in Rats

L3 0)

4-(1-AFN-1-7 2 2N F )7 2 ) — VT REES
AEH, SEMEREY, RERH,UH, TOR, %
AEOHRTHERENRTVS, ) 7HIICERL 24
(I-AFN-1-Tx=VEFN)7 27— ND0O, 100, 300
BEUN000 mg/kg %, 1HEH-DlHELT7H L VITI4]T
NDCrji:CD(SD)IGS% T v MI28BMIREROBE LT
ZToHEMEE, $7-08 L0°1000 mg/kgr5RTHD 14
AREOEESE Y TR L. 20&E, BToRE
g7

—RIRFETIL, MERED 1000 mg/kg BECTH S #ARIH 1o
BREFBR IR, 526 ICHE20), 1ML 2.
T/, HH2BHICIEBEIFI 2 EFO-OYLEEK L.

1000 mg/kg BE D TERAKEN IR G TH 2 S fHE L T

LRH, HETEHZRFHEPICREOEIII 2 o7
BEE T, MED300 mg/kgl EOBET—BMEOEE
BAONI. RBRE T, #ED300 mg/kebl FOBET
KBS TRROBEMEI B SN, RKEBLY
REDBING H 67, HD300 mg/kgEB X UMD
1000 mg/kgBECRICEDIET B L UIREQ DHL HH
L, 1000 mg/kgBE T3, HTRpHOIKT, W CRS
FR)TLOBMELED SN2 MEFERE T, 1000
mg/kg BEDMEHE TR O BENA SR, HTHIM
REOSHENED 60/ miid{tFgEa cid, 1000
mg/kgBEDOWHETGPT, 7TAH ) KA T 75—+, v
GTP, HE#Y) V2B, M) 27V N, REEE, 7
L7F 2 ilgE I 3sEEmsr AR, TV
—Z, BV ABLUO S U— LIRS, BEA, BYY
WYY, BAVAFO—ABIFHINS T AICEE,
TA/GHIEES L OCERATEOLEXRD 5.
SFHEETIE, 1000 mg/kg B O MM CIFRS & S
DEMEEL LM ERICSEIROON. 300
mg/kgHTHOHEOFBOHMMERDSEITD LR,
BRI T RIS, 1000 mg/kg BEOHE TR O Mt
EEBIUHMMESOEBEIZOL AT, BRI,
1000 mg/kg RED M HE TR B #IEOIEE 5 5 W i3 B
EBESALR, HEBEAKRFNICIRTLRBEEI A
N, FRICIIAEES 2 WVIEBESH LN, HEEG
FHICRAEONE, FRAE, RESTLEBLIUE
BELEOBESENZOLN. T/, FRICIXABEY
WREDSHES N h o 72h, HEAGENIC 20
FEAZO LN,
IHSDHESMEAIC A S AT, Wih b
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FEFEDH N,

BEDZ EHNS, 300 mg/kgh EDOBET, BFIE, 0K
BIVBUEMIZOOR, ARBEGTICBIT 24-
(I-AFRH-1- T2 VNLZFN) T2/~ NOERZES
(NOEL) i3 #tftf & & 100 mg/kg/day & £ % &Rz,

K&

1. BBRMESLUBSEEORR
4-(1-AFN-1-72ZWLFN)T 2/ — )b (i
99.88 %, Lot No. 101002, > 52 /4% I # LG, &
O, ARSI VE TV ROBBKTH L. A
FHROVBRME LEARRERRICAN, 5~10 CO%
PITIRETFL, BAMBRYEL REEENIHL, 51
B OWBRMEOLEN X R L. BRIy 7l
(V7 NV BER) B, SHUIHEBRYE % e DRk
LB EHERSEL. REIT, B - SEIRES
HTTEHMEKETHAI Ehs, FREHELHIEN
REBEICAN, FHET CTHEREL, FRICELT
PORSICHERLLE. £, ThO 0ROV TE
Brwidl, ZEEOE5 %BLUNIZHAL I L %2FED
A

2. ABRBMS L URERY

BAFY =LA - YNNI Y ZIFARZ4BEKD
Sprague-Dawley % 7 v b (Crj:CD(SD)IGS) itk % 6
FXTAMORIE - BIL 1T - 1o, MEER420C% 8
RUTEBAMTRERICBE L 72, S BEH OKEIIHES
137~158 g, ME#AT123~145 g TH -7z, Bz, BE
21~23C, ®E52~65 %, WREFI0~15H/BMB L
U HBBH SR 12 F5 ) (8BE 2> & 2085 3 TAUT)IZHIM S s
MY TIATLOREET, 734 v FXLBUELHEE
VISRl Ve 04T SRR NE
L, 20 REANAE L. fl, yRRSEES
FHCRF-1, Y24 VEEBTEW) 2 SBELHESY
BT, SREKIZALIRT KB AR % BEHEKEE 2 AT
FRENEHBICEBRE .

3. BEEBLURKRERE

BEEXERBRTHBHED S v M2OGHY 7D,
250, 50038 X T°1000 mg/kg D4 HE#* 1 BESILIZIRS L
7z. 1000 mg/kgBEClX, MEOSFITHREN SR XA,
TS QBB ORMI ALK, ETIHEERN
MRS ZO N7z, SO ICHEEE b I B IMBRE O B
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M, £33V A7a0-VOBERMED, EIREEER, &
EABLUGPTO®EE, ro—-IVOIKE, 7LV7F=
COEERR, MIZh) )R FOBENED N,
JRERECI, HEEE S B HEOMEERE AL
h, FEABRESICIEEORTELEAERFZD 5N
o0 BRECGAEHSA SN, REAKENICIRAE
R MRRRRE, BRPE, REEOHER, RAELE
DEESENED LN, TLETCIEROEELEDL
h:. HEEECRHBONBREEOSENALR, K
TIERS LUV ICHYEEDBBE LD L.

500 mg/kgBETid, MEOKEPCHRENIBOLN, B
HEOBMENETASN. $-HEE b IO LERED
BIMEEAEASN, BIZEILAFa—LOSEBLY
REZROBEEMIZO SN/, KRERE TR, BT
RO EENEETH- /2.

250 mg/kg BT, MOIPITHESLDRD O R, M
H M ERE O MR b A 5 h i,

RDEDZ s, BRAEEIZIZI1000 mg/kg % RE L
DFREHITHRLT, PHERIZIE300 me/kgk, &
RIEBICI3100 mg/kg %, X517, 2@&%@&%&5?5
MBEEOMZ, MERABHLTRELL. 1HOBDHI
MEREE b TPCE L, ABREES L UF1000 mg/kg BEIC I,
SOHI4BMOEEREE L2828 0 1), 5a4
BHoO&k#EIC %’)wfl@{tﬂfﬁé%mm(ﬁb L DS EAT
27z,

FREOHRSHEIIHZSHIIRLAVHERD OEKEIC
#£O%F, SmL/kgDBEETT Y VBABV Y FEHAWTH
MBS EPIZRES L 1.

4. REIFEA

1) —RURREEIR

EHE B L CEEHEG, 2FicowTIHIRE
LOHBETEEL.

2) KESLUBEEATE

KEIEFCOVT, %510 FF5H), K52, 7,
14, 21 BX 28R (5K TH), BEL 78L0148
ZLTICHBRBICAEL, 51825288, RIELH
POMBOFERMES L UKREEMEBLERL .
I, BESRHREAYBRCTHELRLAICHEL
ALK

3) ERBESLUHKENE

KE4MBBIUREZACEHERE Y — JITINEL
TIHEATTRRETV, AIRRPORKE (ER)
SPELZ. PHIFMOLERIZOWTpH, &H, 3,
FRAE, vav¥y -y, YYAY Y, HORIE
BE, =VF4RF 4902, "4 - ZH)BLO
BR(AEBE) 20 ICLEGR) 2REL, 21EH
DERIZOWTRE(HFE), LE(BHE, 745 ),
F UL AYTALE, REXERE), zU0—1
BERHEE) ZWEL.
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4) MABRFRE

NI DV CHIRFIZ 16~20 SRR S B 7-i%, T—
FOVRREY T CIEERAEIIR X Y #RIM L, EDTA - 2K ¢
BLAMKE A ORI, ~< b2 Yy M, M/
W, BmERBE(LLE, EFREHE), ~ESUOUVE
(YT A MNEIOEVE), FHRMRER (R
¥ ~v b0y MEXYER), FHROKAES O
Yo (RmMEE, ~Eruo 8L hEw), Fkin
BRAT/O0C BE(NTI2Y) Yy M, ~EFOVY Y
EXVEN) (UL, HEMIRGHREEF-820, VA Xy
7 ), WARMBEI (Brecherit) B X U HMIKE 1
(May-Griinwald-Giemsa $:) # i L7-. ¥7-, 38%
X URRF MUY ATREL B, 3000 @EE/5T105
MROA LB g AVT, Jutaores
BRI K77 AF V) B X OERESS o oF
TIAFRER(LT U BE) (ML, miEaE s
SERBT ANV TKC10A, N7 2 & —) kgL,

5) MAE{LFRE

MKERA LR, POV TS AEIR X ik
ML, ~o<y B 7:#, 3000 [B$/5 T 1059 RhEO
S8 LT85 N Mm% BV T GOT(IFCC i), FLRRML
K FEBEE (Wroblewski & La DueiX) B L U/ na— 2
(NF VX F—EiE) 2 @E L, SRR 3000 @E/
FTIONMERLOBELTH ORI MESHVTGPT
(IFCC#), 7NVH 1)K AT 7.8 — ¥ (Bessey-Lowry i),
Y-GTP(AELy 7 V¥ INp-= b7y FEEE),
Ravxyo—n(ERE), Iy 8) FGEESY)
O — WEERE), BEYLE A (TVE) Y ), R
FEXEMWLT-¥ -4 F72/7—0ik), 2L 7F=
v (Jafféix), # v 7 5 (OCPCE), #4%" > (Fiske-
SubbaRow i), #&EA(Y'Y L v ME)(LLE, B8HW
¥E7150%, HIBER), FFY oL, )7L
., RAKEE, HBREKEIH480H, a—-= 7)),
su—NV(BEBEE, 7954 Fr v 9 —CL-6M,
FEEE), BEASEB L UA/GHME, ¥ro—2
77— FEERKEE, £ABERKE%RECTE 150,
B EHEL .

6) EIBRBIUBEERBAUTE
HE22ABLITCEHEAMEAOZRH ISRV T, &
NELBIRL, T FURET TR % BUnEIE & ¢4
BUZ-. 72, B, B, O, IR, B BR, BIE,
THEE, B, PRBR(EEMEED), HHE, BELE
BIUVHEOER ET AL L b, BN EELHIBR
LHOAETRLIOOEFEL CHNEE2EH L.

7) FEAGYRE
SHIC OV TR(KIN S X OVG), TEG, Mg, 2
WaR, LR/E, BIE, B, BB, WSABK, F,
H, BAIEBLORE), WK, HR TR, 2=
B, ERgOSA IAREE), B, &8, B, W,
KB, MREXET), SR, B, szl WEG
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Eigat), 9%, FERATL L UER), &, fRUE
Bl L LTHRES, HoA), EEGER), WE(EHME
tr), KRB (BHEl), HHMER), F8%H (KRE),
BERiE ) »o8E, TERY L 8HE, BHTER, HFTR, BT
B, ABWAE, HEK, -V B, BEBIURELK
FEEIHESTHT 7 4 AR, YL AT T
Yy T AT REERFERL OTREBLURSHE
B2V TERL, 58, T8 LUEREBII>DVW Tt
FIsEHR L. o, 1000 mg/keHEOHIFIOBREB LU
EB I OWTREHILENFBO RIS, 3y ke
TRl TR EIT- 7.

5. HEtEEM

HE, FEMRED L UNE, BHEE, RREOE
SMIEE, mMEFERAE, OHELFRE, BEOHTE
BB I UHMESEORBEIZOWT, Bartlett DREEI
Lo THFHELFTL, SHOROBEIR, —TERES
BOWETHEFL, FEEFAGNRLEAE, Dunnett
DREFICLIVET L. IE5RMOBEE, Kruskal
Wallisik CHIT L, AEENALNIEHESE, Mann-
Whitney O U-#5EE % F W THT L 72,

REES I UCRBREOFEHMIEE ORKIZ DWW T,
Kruskal-Wallis D& EHE TR L, BEEIFLONIY
£ 13 Mann-Whitney @ U-#EE x F T L 7.

IS HIREEE BRI EN S L OMOBEIIBNT
i, Wb BBEKREXS% & L.

bt Al
1. —#RREE

%4526 HIZ 1000 mg/kgBEO M2, M1 L 7.

F7o, #528HICHEIBITRSHO2EMIZBRESHO
WA B X OMREA RS, AFNIEEDRED LEED
Zuwic, HEBERITo . oGl ClLERE o 1000
mg/kgBETRENHZS 28 UEICED O, IIMERD
BEOFNROFOLNA. F, BTIISREORBD
WEOHFN BB I/, FoMICBEERZEDOLN
Lotz BHEMB SIS DREERO LD

o7z,

2. th&E(Fig. 1)

1000 mg/kg BT, %5 70 RERSINIPH)
Mubhi, FBELL2HAOKETERICHAL, 18
ERFATOPEEORIIREO LN, —F, BT
BIHEEZIZO O o2, FEEHTIIBEELE
BERPHED iz, BEMESOREENESL L U
MED, BTHELSE, BTHELZEMETH- L.

3. BEE(Fig.2)

5 D 300 mg/kg LLEDBET, TR52HICEMENSAS
7, 1000 mg/kgBEDETRHZS21 B IC b EEFZD S
7. BOULEERGI T3R5 28 BB 2o 1.
FOMOBERICHBHELLEL CTHFELBHELALR

7oA, —BMod LEETIER , HERIDE L OREIE
WL B UA. F/BEEBRAS IS DB R
o,

4. RBES LUBUKE(Table 1, 2)
HE54BOWAE T, MEHED300 mg/kgl EDECILE
FIIANAREOREBYEHIER S N7z D 300 mg/kg
PlEnBEB X U 1000 mg/kg BT, BkEd L TR
BN, hWES LUVERABHAORIVEBED LN, #
D300 mg/kgHETHEKBEOHMPAD LN, HED
1000 mg/kg B CIXpHOBR T A RO L7, BIE2AD
MAETH, MDD 1000 mg/kgBEIZAOKEDWMATA S
h, BETIIRELHENL, 7Y TLABIU 7 o- Ll
B0, BMTHEODRTHFEZD SN

5. MARFIRE (Table 3, 4) _

WS HIRAT B, MO 1000 mg/kg B Tl /MR E
NEEFrEO LR, BTHaMRKLEELERLA. M
THERESES VTV F 752 F VBHOERNZED 5
7o, HEO3008 L1000 mg/kgBET, Yulruor ¥
VRSB OFMAERD Sz, ARIKFM R ELTIES
<, BREMERIIZLVWI E>L, BENFMERIILZV
EHET LA, BHEMME TR, #1000 mg/kg BT
i3, DEBHPRIEEOSES LU v BRICEORAE
HEDH LN

6. MAEF{LFRE (Table 5, 6)

WE AR TR, M9 1000 mg/kgBE T, GPT, 7
NANEKRRAT 75—, vGTPE L UVERY Y 0&1{E,
FUZYEY N, REZEZEBIVZLTFZVO&ES
LnidEfEtE s oht. ETikosova—-x, )
TABLUrU—-LOKE BEA, AKUYNMVEY, &
ALAFO—VBIFAN TS LOEME, HTIRA/GH
B X U Albumin 7B OEE, o7, o8& U Bglobulin
SEHROBELZOON. TED1008 L T300
mg/kg BE T B-globulin Bl OB fE, #D 100 mg/kg B
TREZEZFOREIAOSN Y HERFHLEMNTIEZ
o 7. EIEEIEEL TR HERE @ 1000 me/kg BT, &
EROBRMENA OGN, HETIXAbumin Sl B L ER
) OB, ABEHKEREOBRME, HTIIAN YLD
BEFZROONT:.

7. S

1000 mg/kg BEDTETH T, HIFICRIBHEIZSHE
HomdRREsrA O, §, t2i5hs L UERICH
iR, BRIISEHOABHNZEDOONRL I 1HATY,
+ BB L UBBICHRNZO O, IFITIRE,
+2HBEB L UZEBICHSRAA SN, BEICERIRD
Hi7z. 1000 mg/kgBEOYLEBAFIOBEIFITIE, B
KBS L UEAIA SR, BERICREREFE R0 5
(AR

HH BB TIROERES I, D300 mg/kgiEN1
BICTEBICHIRY D b, MHE® 1000 meg/kgBFT
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400

300

Body weight (g)

200

Male

—e— 0 mg/kg
—e— 100 mg/kg
—a— 300 mg/kg
—a— 1000 mg/kg

14

Administration period

. Recovery period

Fig.1 Body weight changes of rats treated orally with 4- (1-Methyl-1-phenylethyl) phenol in twenty- elght day

repeat dose toxicity test
Significantly different from 0 mg/ kg group (*p<0.05, *

i, BB RER W S EM OB, REREOREE,
ROk, BROBES L UHMAEENZD ORI,
B ARIH T BRI b B 1000 me/kgBEC, BROBRE
SR8 (AN

8. BEEE(Table7,8)

RSB TR, #0300 mg/kgBET, FFREOEN.
EBOEBENSZD N, HEHED 1000 mg/kgBETIL,
FiRB LUBROESEE S L UMM EEDOBBENIAD
b, HCHRE, #TRIROENESSLUCHYERD

BEAZOL N HTAFOMNERICHRKFMNL
EmEmAS A6 vz, B 1000 me/kg B OL:8ERH

Th, R, BERBIVABORGEES JUHRNESR
DEAEFA LR, DR, RS L UCBRBIEETSH - 2.

722

*p<0.01)

Z M, 300 mg/kg O THEDENERIFELK
EAH SN, HMERIEE» 2L, TLHEK
IR ELTS % o7, 1000 me/kg BEOIETIXMS
IUTREORHBEENSHELBELRLY, HNE
BUBVWTROEEZERASKY, BB X URFREDE

HEEICIAELERALN P o 72, HNERIVT
NUEELSESTFLY. Sheik, RO THRA

BESFELBEERLIEICEIRILTHo /. [
B TR, #EHEO 1000 mg/kg B CHBOHN
ig@*ﬁ,mfdmwﬁﬁiibivﬁﬁiawgﬁ
FROLhT.

9. REMBAHKFIRE (Table 9~11)
1000 mg/kg BEDFEL-FITIE, 1T, BiEOWES
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Administration period

Recovery period

Fig.2 Food consumption of rats treated orally with 4-(1-Methyl-1-phenylethyl) phenol in twenty-eight day

repeat dose toxicity test

Significantly different from 0 mg/kg group (*p<0.05, **p<0.01)

L UBRBIRT LEAEK, RIS, BRI
B A, BILEOMhRER, ERELEOEE, £
BELFEOBENED LN, oI, B
AR, BAEOHDREN, SATLEOEANR
oo LT, BRICENAE, BRBICESEN
O N, 1000 mg/kg BEOYVBERFOHLEIC, §
BOBRRRCRFELEBESR, BRIRMAEOWR, B
FLPIAE, BB REREHE, BTSN, RAE Lk
DHEE, £EELEOBANBOOLN, BEOWKERS
RCHRILE, EROBR SRS, WRicTFE—4
VR ORBL b AL,

BEMME TEEOEER TIE, D300 mg/kgBET,
FRCREE LR OBENA LN, MO 1000 mg/ke
BTr, ¥RORAEONR, BERAE, REIZY o
RiE, B PREE, RATEROBE, £5
ELROBENZEO OIS, HEOERRIIUSABL
URFLEEBEE, FOMOBMICdRBELEAESRS
OO, FFRICIEEHEEIED SN, HE1E OB
WFE-Y BROBABIXURBOERF AL NI,
WEROALNL-HEBIRRERBED O o 7,

EEIRIE TR TIE, #1000 mg/kgBET, BiIC
BB ONR, M#EOI1000 mg/kg BT, WM, &
i) o kigl, RAEEROBRYE, 88 LHEOH
EHhRBH R !
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e

—~AIREETIL, 1000 mg/kg Bl &, MO ITITE
PITHESHERICERENSER S, IIMEEOKENE
n, SUREORBOMEOFENFE LR ShE. J ok
REIRSERERBRS L UAMBENKRSHFHABR S
WTHEBBRSH, 4-1-AFN-1-7 22 VTF L) T/
— NV ORBEE OBENEZ bR H, SHBREIZ300
mg/kg FEDMEB & 01000 mg/kg BEDOMEOEHIZER
DYRDPEBEH LR TVWEIEBITF4(1-AFN-1-7x
ZANIFN) T - NHFERERELTHYER AT
EPCHREYEFORERSRHIZEDOLNIHEDH L\
BEBOGRM Y LMk EfL L Ex bR/, DIEHRA
s d, METHIZHED 1000 mg/ kg BE D 26 TEIE AT A
Lhi=h, EHOELEELON. —F, 5260
121000 mg/kg BFDOME2HI, MIFIOFRTHAALR, Wi
NLBEOHFNSIIMA THELFERL 2> T
7. BROBR, E1fITHERICAREXAOR, F
528 BIZYARBR L 721000 mg/kgBEOEN1HITH
FRIHar o WICEAI RO LR, Zhoofloik
HAMEREICBCT, BHPESOTEENZDSh
2 ERS, RRIIFEEEIEIEFLEELLNL.

1000 mg/kg B O M TH 57 H LR (- R E B mIpHI HH3R
HEORME o TEDONA. —F, MTIXHEIIZLHE
ZTI ot
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RIBATIE, 300 mg/kgBEOHE S X 071000 mg/kg B
DI TREDEBEA A S, 300 mg/kgh EDOBETRE
HEEDICHABROEEL AONT. 300 mg/kgHEOMED
Y TF1000 mg/kgBHOMETCIHEORKTB L UCEAD
BLHLVIEpHDETHALNRTWE I L2 s, KK
BN CREMERLI-DOEEX LRI, &
OBKEB I UREOHBIEE, 32 F VT /) —VED
AFRKERORSSEUHRBYOGHEETOLIZDHON
TWwHIeds, Thon7x/ —NMRICKBOELL
£z oht. —F, 300 mg/kg L EOBETIHLEPIZKAD
TEROEEWEIHESH, ZOoWEORE, HBIRERF
HEIZOVWTRELATEPob0D, 4-(1-X Fb-1-
TxZNIFN) T2/ =I5B IUREEIEEL
7L EZ LN, 1000 mg/kgBHEOMTH I T LD
FEZBESALNOS, BEECHELLEEE
2bhi, ThsoEiE, WP bRIE2:BIZIHESE
HEWEERLTVE I NG, AfEROELEEZ S
-,

MiEFHRAECIE, 1000 mg/kgBEIZD AL, BTN
WE DAL & /oA, HEMABFREICBVWTE
iR, BRI tEZD N W e SEEROEL
LidEZzONY, 4 1-AFN-1- T2 VT FN) T/
—VORBEIC L D REEROELIIES R0 L
Exohi, LaL, MIEEREECTHLZ L, BIHE
2BTEDLRL N ENG, TORBIIEELEZDL
iz, o, 1000 mg/kgBEDOHEICZA S N7 BMERE
OWHIHE COREREMNE L OBPENER LR
A, iR ShZnWI Ehs, TOEEETFIIHS »
Thhot. T, 1000 mg/kgBEOMTAHSL N7 1EE
RS r O VK79 A F VIBEFHIOEEIZOWTIX,
EIEI TR L ZAONSA, Tu Oy VBRI
AT, HIMBEELS 2w eh s, 4-(1-X F -
1-7x= VI FN) T2 ) — NiES L OBEREL T
ot LaL, ThooZidvihd mEe
TEIZIZFOONLWI EH 6, HEROELLEX S
ni. ,

MR A CFRE T, 5T EIZ1000 mg/kg
BILoAHh, MiEEE SIZGPT, 7IVHVERRAT7 785 —¥,
YGTPOBE@ENA LR, TR AVEY, BILAT
O— LOBENHRSENZ DO - BERORENE
X o7, FEECIMEY bFROEHERB X Rt
EEL®EEAL, REABRFREOER, 2IZBE
WHAED LN, FEOlETNY 7)) FOBE
HAHVIIEMEBER, ETERAOHE, BTA/GHD
BETBIUCEOSEICEEN ALK, AROBEMEIC
9 FABRERECRE L - b e EX oh:. FHROHE
MEES L UHGEEOEEIZ300 mg/kgFEOHEIZ L A
oy, MBHEFNLZELRBEOO G,/ &
NoOEE, BERMETHCIZOOAZV IS
WIIER L TWwAZ Ehs, wFRbaEgo e E
FAZY (FAN '

—77, 1000 mg/kgREIZ DA, HEREL & ITERRY L O
B, RESFEBIVIZLTF 0 0EEHLHVIEEE
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[, ETHY T LBLU 7O - VORE, ANV
DEEIED LN, BEENRE SN, BT
ELVBROBNESS JUHMEE ESEL AL, RHE
HEBFREORKR, RMEONE, BHAE, REEL
EBIUVEASELROBESENFIIZEFIIRDONL.
RAE EEOBEIIODVTE, oBIZFOONLE
L Tidd 555, 300 mg/kg L L OBECHRE O MMMEEAS
BHOLN, 4-(1-AFN-1-Tx2ZALFN) T2/ — iR
S5o08LEzLN. LrL, ThooFEbd, BIE
BRATEICREBRLTVWAZ RS, WTFhd it
DEfEEZ LRI

B TIE, 1000 mg/kg B O W1 T AT B RE O RBE H
VAR RSAED b, RBEAEFNCRFELE
BERAZD Nz, FAHOELE, BEMZLEDL
h, EEBEETERIIGZOON 22722806, 4-
Q-AFN-1-7 2= NLFN)T 2/ — N OEIER 2 RE
fER AT AIELTCHY, THEHOELLEZ LR
7z,

BEEE T, 1000 mg/kg O TRIELI R T
CEIBORNEEB UM ERORENSED LR,
FIBED I T3S HIBIR TR b B SR 2 B[
HHRALNTED, BEHRPIOEIFIEETH-722 L
2o, 4-(1-AFN-1-T 2 VNIZF V)T 2/ — VIEED
pELEz LN ZOBLLREBHEEN L RE L2
HLhTnhVvboo, BEEINTLREHOENT
HHAEEEIEZ LN, ULRERFITIX, R, B
BXURIBToRGEFEINOMIC, OB, iRB X U8
BOBHEERTHAALRTWS, MRE L UREOHE
MESRTEBEEEFICERLERCL2EHEOL
bz ohn, H5HMETEIC1000 mg/kgBFORET
AONTVE2RBOBNEERT bEFEOEILEELD
i, 7, HEMBETEIZ1000 mg/kg & DO
fERITEMELRL, UEBRAIDBE L —BLICH,
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Table1 Urinary findings of male rats treated orally with 4- (1-methyl-1-phenylethyl) phenol in twenty-eight-day
repeat dose toxicity test

Administration period Recovery period
Item
0 mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg 0 mg/kg 1000 mg/kg

Number of animals 14 7 7 14 7 5

Urine volume (mL/21 hr) 14.57 +: 8.95 10.21 +£3.80 17.79 £ 3.77 33.11 £6.91** 16.00 + 5.48 24.90 + 7.46*
Sodium (mEq/21 hr) 0.956 + 0.529 1.134 +£0.353 1.047 £ 0490 0.905 + 0.297 1.167 £ 0.522 1.608 + 0.356
Potassium (mEq/21 hr) 2.374 £0.426 2.774 £ 0429 2.689.+ 0.750 2.473 £ 0.680 2.926 % 0.627 4.082 £ 0.679*
Chlorine (mEq/21 hr) 1.548 + 0.627 1.894 £ 0.505 1.850 +0.709 1.835 £ 0.568 1.689 £ 0.816 2.822 £ 0.501*
Water consumption (g) 269+8.0 30.7+6.8 36.9 + 4.2** 46.2 + 17.2** 261114 51.4 £ 11.4**
Values are expressed as Mean+S.D. » '
Significantly different from 0 mg/kg group (*p<0.05, **p<0.01)
Table 2 Urinary findings of female rats treated orally with 4- (1-methyl-1-phenylethyl) phenol in twenty-eight-day

repeat dose toxicity test

Administration period

Recovery period

ftem 0 mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg 0 mg/kg 1000 mg/kg
Number of animals 14 7 7 i 7 6
Urine volume (mL/21 hr) 7.11 4 1.6]1 7.50 £ 3.38 14.79 +8.51** 29.54 +£10.12**  10.14 £1.21 11.67 + 1.86
Sodium (mEq/21 hr) 0.914 +0.234 0.810 £ 0.315 0.691 £ 0.345 0.600 £0.180** 1.316 £0.192 1.197 £ 0313
Potassium (mEq/21 hr) 1.963 £ 0.323 1.711 + 0.408 1.756 0485 1.938 + 0.603 2.521 % 0.295 2477 £ 04U
Chlorine (mEq/21 hr) 1.482 £ 0.307 1.306 + 0.396 1.356 + 0404 1.527 £ 0.378 1.837 £ 0.290 1.795 + 0.398
Water consumption (g) 216+34 187+7.2 30.6 +13.5* 53.1 = 32.1** 219+49 278 £2.8%
Values are expressed as Mean£S.D.
Significantly different from 0 mg/kg group (*p<0.05, **p<0.01)
Table 2 Hematological findings of male rats treated orally with 4- (1-methyl-1-phenylethyl) phenol in
twenty-eight-day repeat dose toxicity test
Administration period Recovery period
Item
: 0 mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg 0 mg/keg 1000 mg/kg
Number of animals 7 7 7 6 7 5
RBC(x10*/, uL) 7814 +104 776.9 :44.0 769.1 + 304 790.3 +53.7 826.6 +20.2 765.4 1 62.9
Hematocrit (%) 45.94 £ 1.24 46.53 149 45.79 + 1.90 46.15 1 3.20 46.69 + 1.60 44.60 +£2.70
Hemoglobin(g/dL) 15.61 +0.63 15.76 & 047 15.60 £ 0.65 15,53 £ 0.87 16.13 +0.56 15.16 +0.96
MCV(fL) 58.89 + 2.61 60.00 + 2.81 59.53+0.82 5840 + 1.09 5647 = 1.13 58.38 + 1.91
MCH (pg) 20.00%1.00 20.33+1.01 20.30 £ 0.38 19.67 £ 0.48 19.51 + 0.46 19.84 +0.52
MCHC (g/dL) 3397 +0.72 33.86 036 34.09+0.25 33.68 £ 0.1 34.54 +0.64 34.00 £0.35
WBC (X10?/L) 1159 +37.3 110.7 1 21.1 132.9+ 35.9 180.7 £ 39.4** 103.0 & 19.6 121.2 £ 30.0
Platelet (X10'/4L) 117.23 £10.77 114.71 £11.50 119.09 491 134.45 +9.93* 113.70 £ 7.15 10864 +13.18
Reticulocyte (%) 300+63 274146 309465 33.5%+10.2 24457 31.0+98
PT(sec) 15.64 +1.53 1457+ 1.17 15.24 £+ 0.87 1452 + 1.10 14.87 £ 1.72 14.56 +- 1.66
APTT(sec) 24.74 £ 145 24.67 +1.65 2440+ 2.26 25.18 341 24.61 +3.25 21.68 + 1:91
Differential leukocyte counts (%)
Neutrophils )
Stab form 16+15 23+11 34+£3.0 23+21 3305 64+£32
Segmented 7.7+£3.7 73x19 81+34 95149 59+20 13.0 £ 53*
Eosinophils 0.7+0.8 09116 09107 0505 14+1.0 12404
Basophils 0.0+00 0.0+00 0.0+0.0 0.0x0.0 00100 00400
Monocytes 1.3+0.38 19+1.1 0.7+ 1.1 1013 0.6 £0.5 0.6+05
Lymphocytes 88.7+5.1 87.7+35 86.9+58 86.7 £ 5.6 889+25 788 +8.7*

Values are expressed as Mean+S.D.
Significantly different from 0 mg/kg group (*p<0.05, **p<0.01)
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Table4 Hematological findings of female rats treated orally with 4- (1-methyi-1-phenylethyl) phenol in

twenty-eight-day repeat dose toxicity test

Administration period

Recovery period

frem 0 mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg 0mg/kg 1000 mg/kg
Number of animals 7 7 7 7 7 6
RBC (XIO'/;AL) 791.1 £454 789.7+ 374 7914 + 286 770.6 = 21.8 780.0 + 23.6 764.5 £ 28.3
Hematocrit{%) 4523 £ 1.69 45.56 + 1.92 44.56 £ 1.86 43.56 1+ 1.22 43.30 £ 144 42.57 £ 2.95
Hemoglobin (g/dL) 15.60 * 0.59 15.77 £ 0.71 15.59 + 0.64 15.09 - 0.38 15.53 £ 0.35 15.03 £ 0.81
MCV(fL) 57.26 +1.89 57.74 1+ 2.60 56.33 +1.43 56.53 £ 1.55 55.51 + 1.06 55.63 & 1.9
MCH {pg) 19.76 +0.78 19.99 + 0.89 19.69 1+ 0.52 19.59 £ 0.46 19.93 +0.53 19.63 +0.33
MCHC (g/dL) 34.49 £ 0.58 3463+ 0.9 34.99 +0.66 34.64 +0.44 35.89 +£0.90 35.35+0.83
WBC{(X10?/L) 74.3 £ 135 92.6 + 10.5 97.7 +58.8 9771221 88.1+11.2 76.0 % 16.2
Platelet (X10'/uL) 120.91 £4.09 11093 + 13.21 118.99 + 18.11 135.50 % 10.03** 99.47 + 8.53 107.10 £ 6.96
Reticulocyte (%) 26.7 4.7 26.7+4.6 26.71+5.1 26.6 5.6 279163 29.3+7.3
PT(sec) 13.57 £ 0.26 1317+ 024 12.70 4 0.24** 13.06 4- 0.53* 1344 £0.33 13.58 + 0.40
APTT (sec) 18.51 £ 1.88 19.31+0.75 19.00+1.70 20.64 £ L.71* 18.06 + 0.94 18.27 £0.85
Differential feukocyte counts (%)

Neutrophils

Stab form 24128 2716 30+14 34+£20 30+18 28+1.3
Segmented 73%£48 53% 16 86+49 12.1 £35 73+4.6 97+39

Eosinophils 23+14 1.1+07 23+1.1 1.0£1.2 16+1.0 2020

Basophils 0.0+0.0 0.0+ 0.0 0.0+00 0.0x00 0104 0.0+00

Monocytes 1.0+£1.0 0.3+05 0.6 05 1010 06£08 03+05

Lymphocytes 87070 90.6 + 3.2 85.6 %69 82.4+6.2 874456 852+ 3.7

Values are expressed as Mean+S.D.

Significantly different from 0 mg/kg group (*p<0.05, **p<0.01)

Table 5 Blood chemical findings of male rats treated orally with 4- (1-methyl-1-phenylethyl) phenol in
twenty-eight-day repeat dose toxicity test

Administration period

Recovery period

frem 0mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg 0 mg/kg 1000 mg/kg
Number of animals 7 7 7 6 7 5
Total protein{(g/dL) 5.34 £ 0.14 533+ 0.16 544+ 0.17 5.73 £ 0.10%* 551 +0.16 531 +0.11*
A/G 1.201 £ 0.044 1.226 + 0.097 1.071 :0.163 1.258 £+ 0.093 1.093 £ 0.078 1.196 + 0.081
Protein fraction (%)

Albumin 51.70 £ 0.89 55.10+1.97 51.56 £ 4.06 55.73 £ 1.80 5224 +1.73 54.54 £+ 1.80*

o,-globulin 22.87 +0.86 21.29+ 1.70 2213+2.20 21.23+1.59 2391+2.11 21.60+ 1.49

a,-globulin 849 1+ 0.90 840 +0.46 8.89 + 1.57 8.37 £0.51 7.80 £ 0.57 8.38 +£0.42

B-globulin 12.89 + 0.69 14.16 +0.69** 1571 £ 3.12** 13.80 £0.67 14.20 £0.76 13.88 + 046

¥-globulin 1.06 = 0.38 1.06 £0.47 1.71 £ 1.15 0.87 £0.31 1.81 +0.69 1.60+0.47
GOT(IU/L) 62.0 53 63.9+ 3.0 65.7 6.8 65.0+53 62.7 +4.6 578158
GPT(IU/L) 21.3+1.0 234+43 246143 51.2 + 17.6** 24.9+30 21422
ALP(IU/L) 439.6 + 89.6 468.9+117.8 418.9 £ 66.2 633.7 £ 154.2*  334.3£79.7 322.6 £65.3
LDH(IU/L) 380.1 £ 958 341.1+904 389.3+ 435 349.3 £ 53.9 3769+ 546 289.6 + 75.8*
v-GTP(IU/L) 0.26 £0.11 0.24 £0.13 0.23+£0.14 3.68 + 2.18** 0.64 £0.21 0.78+0.18
Total bilirubin (mg/dL) 0.046 - 0.008 0.056 + 0.008 0.047 £ 0.005 0.068 +0.010**  0.059 £ 0.009 0.068 + 0.008
Glucose (mg/dL) 156.0 + 134 147.1 £ 22.3 1426+ 12.8 102.0 £ 21.5%* 168.1 +-19.7 144.6 £ 21.1
Total cholesterol (mg/dL) 55.0+9.7 556+ 75 43.7+ 9.8 68.8 +84* 61.1 +14.3 64.0+ 8.3
Triglyceride (mg/dL) 529+ 12.7 494 +223 5814179 68.7 +26.3 57.6 1400 59.2+26.3
Urea nitrogen (mg/dL) 15.51 £ 0.93 14.71 £ 1.00 15.24 +1.29 21.52 £ 2.48** 18.06 + 3.75 19.58 +3.36
Creatinine (mg/dL) 0.401 % 0.052 0.396 + 0.070 0.381 £ 0.034 0495 £ 0.034** 0453 +0.034 0.454 £ 0.053
Sodium (mEq/L) 142.57 +0.79 142.36 + 1.18 142.64 £ 0.91 142.25 +1.08 142.79 £ 0.76 113.20 £ 0.57
Potassium (mEq/L) 4.947 £ 0.170 4.770 £ 0.149 4.977 £ 0.244 4330 £0.247** 4941 +0.293 4.876 + 0.381
Chlorine (mEq/L) 105.1 + 04 106.0+ 1.3 104715 102.7 + 0.8** 1057+ 13 1060+ 1.2
Calcium (mg/dL) 9.30 £ 0.20 9.36 +0.29 943+ 0.26 9.85 +(.39** 9.27+£0.19 9.30+0.31
Inorganic phosphorous (mg/dL) 8.80+0.75 8.37+0.64 9.26 £ 0.51 10.03 £+ 0.80** 7.04 +£0.32 7.98 £041**
Values are expressed as MeantS.D.
Significantly different from 0 mg/kg group {*p<0.05, **p<0.01)

727

243



28 AR REER 5S4 HR

Table 6 Blood chemical findings of female rats treated orally with 4- (l—methyl—l—phenylethyl)phenol in
twenty-eight-day repeat dose toxicity test

: Administration period Recovery period
b ftem 0 mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg 0 mg/kg 1000 mg/kg
v Number of animals 7 7 7 7 7 6
Total protein (g/dL) 5.50+0.32 5.54 +0.36 5.56 + 0.26 579+ 0.31 5.69 £ 0.33 5.32 +0.08*
A/G 1.343 £ 0.074 1.349 1+ 0.105 1.313 £ 0.100 1.063 £ 0.159** 1.377 £0.113 1.297 £ 0.061
Protein fraction (%) '
Albumin 57.39+1.31 5744 +1.80 56.81 + 1.81 51.37£3.59** 57914207 56.57 + 1.18
o,-globulin 1947 + 143 19.73+1.91 20.04 + 1.97 23.16 £ 1.96**  19.79:+0.98 19.97+ 1.54
o,-globulin 6.89 +0.40 7.20+0.77 6.89 £ 0.63 8.07 4 0.90* 6.56 + 047 6.75+0.33
B-globulin 14.17 £ 0.53 13.81 £ 1.55 13.96 +0.75 15.76 - 1.46* 13.16 +0.82 14.18 £ 0.97
y-globulin 2.09 £ 0.76 1.81+0.55 2.30+0.50 164+ 0.84 259+ 1.16 2531121
GOT(IU/L) 62.6 +8.1 60.3+3.8 626 +5.7 69.1 + 10.2 619136 64.0+5.8
GPT(1U/L) 19.9+3.2 18.1+29 21.0+45 36.1 £ 18.0** 206% 1.6 182427
ALP(1U/L) 2899 +69.1 2059+964  311.0+974 451.4 + 89.2** 180.6 £42.3. 17454222
LDH(IU/L} '350.1 +92.5 3183+493 - 33941482 3474 £ 419 316.9+52.3 387.3+77.1
¥GTP(IU/L) 0.71 £ 0.20 0.79 +0.16 0.89 £ 0.30 1.81 +0.89** 0.74 +0.17 0.75+0.24
Total bilirubin (mg/dL) 0.053 £ 0.011 0.053 +£0.010 0.050 + 0.010 0.063 + 0.010 0.091 £ 0.019 0.080.+ 0.011 ~
Glucose (mg/dL) 121.1 £ 122 1239+ 143 1146 =146 1221+ 196 1309+ 205 1298+ 125
Total cholesterol (mg/dL) 60.0 + 8.9 54.0+6.2 60.6 + 10.1 56.6 + 15.8 62.6 £ 14.9 63.3 - 15.3
Triglyceride (mg/dL) 134 £5.3 13.7+45 189 +7.7 36.4 + 18.5** 169+ 11.1 153 +6.6
Urea nitrogen (mg/dL) 12014 £2.26 1741 £ 1.23* 18.50 + 1.67 23.87 £5.96 18.67 +2.86 20.27%£3.01
Creatinine (mg/dL) 0470 +0.035 - 0.423+0.036 0.451 +0.027 0.510 + 0.065 0.533 + 0.067 0.488+.0.035
Sodium{(mEq/L) 141.29 + 1.44 141.07 £ 1.72 141.00 + 1.66 140.21 - 2.46 141.36 £1.21 141.67.+ 1.81
Potassium{(mEq/L) 4.564 +0.273 4.619 +0.276 4.660 + 0444 4.837 = 0451 4.781 +0.192 4.987 + 0.126*
Chlorine (mEq/L) 1076+ 1.3 1073+ 1.0 1070+1.2 1070+ 2.2 1073+ 1.1 1080+ 2.0
Calcium (mg/dL) 896 +0.21 9.14 +0.25 9.16 £0.30 9.29 +0.35 9.26 £0.34 9.03+0.15
Inorganic phosphorous (mg/dL) 7.07 £0.57 7.06 +£0.88 7.16 £0.82 8.17+0.94* 6.26 £ 0.57 6.27 £ 0.53

Values are expressed as Mean%S.D.
Significantly different from 0 mg/kg group (*p<0.05, **p<0.01)
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Table 7 Absolute and relative organ weights of male rats treated orally with 4-(1-methyl-1-phenylethyl) phenol in

twenty-eight-day repeat dose toxicity test

Item

Administration period

Recovery period

O mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg 0mg/kg 1000 mg/kg

Number of animals 7 7 7 6 7 5

Body weight (g) 3349+ 243 3333+26.5 3273+239 274.8 £ 14.0™ 3859 +294 3744313

Absolute organ weight
Brain(g) 2.033 £ 0.046 2.041 + 0.086 2.041 £ 0.066 1.985 + 0.086 2.051 +0.057 2.122 £ 0.067
Lungs(g) 1.279 £ 0.077 1.319+0.109 1.213 £ 0.062 1.063 +0.092%* 1.294 + 0.065 1.276 +:0.159
Heart (g) 1.221 £ 0.124 1.181 + 0.080 1110 £ 0.077 0.910 £ 0.081** 1.170 £ 0.109 1.178 £0.177
Liver{g) 10.424 + 1.201 10.396 +0.785 11.260-+ 0.871 11.900 + 0.656* 11.389 + 1.447 11.090 £ 1.789
Kidneys{(g) 2.690 £ 0.245 2.764 +0.255 2.866 + 0.389 3.100+ 0.221* 2.736 £ 0.301 3.074 £ 0.563
Spleen(g) 0.616 £ 0.129 0.603 £0.134 0.617 +0.082 0.615+0.108 0.677 £ 0.105 0.692 £ 0.087
Adrenals (mg) 544 6.0 56.0 + 6.6 56.0 £ 9.0 53259 574+7.7 69.8 + 8.0*
Pituitary gland (mg) 11.39 + 049 1190 +1.72 10.80 + 1.26 9.52 +0.85** 12.61 £ 0.60 1268 +2.32
Thymus (mg) 603.1 % 184.0 578.4 £102.9 557.1 +62.1 436.5+114.0 502.0 + 99.7 5458 +113.3
Thyroids (mg) 18.56 £+ 3.07 2017 £ 3.04 18.63 £ 2.14 2047 £2.06 19.00 + 3.14 2228+ 345
Testes(g) 2.963 + 0.273 2.890 +0.283 2441 + 0.498* 29000272 2.84 +0.229 3.060+0.197
Epididymides (g) 0.676 £ 0.102 0.729 + 0.083 0.641 £ 0.091 0.632 £0.057 0.904 £+ 0.069 0.918 + 0.042

Relative organ weight
Brain (g%) 0.611 +0.049 0.617 % 0.050 0.624 +0.030 0.725 £ 0.033** 0.531 +0.032 0.568 + 0.038
Lungs (g%) 0.383 £0.011 0.396 +0.018 0.373 £ 0.024 0.388 +0.026 0.336 £ 0.019 0.340 - 0.029
Heart (g%) 0.366 + 0.027 0.354 +0.028 0.340 + 0.010 0.332 £ 0.027* 0.304 £ 0.019 0.314 = 0.030
Liver (g%) 3.110+0.182 3.126 £0.155 3441 £ 0.095* 4.338 £ 0.309** 2.943 £0.188 2.950£0.272
Kidneys (g%) 0.803 £ 0.051 0.830 £ 0.037 0.874 £0.073 1.132 +0.116** 0.709 £ 0.035 0.814 +0.094*
Spleen (g%) 0.184 + 0.029 0.180 +0.038 0.189£0.018 0.223 + 0.034 0.176 £ 0.019 0.184 +=0.033,
Adrenals (mg%) 16.301 + 1.973 16.853 + 2.033 17.180 % 2.900 19.402 £+ 2.555 14.970 + 2.3%1 18.714 + 2.308*
Pituitary gland (mg%)  3.419 £ 0.315 3.560 £ 0.335 3.297 £0.281 34650294 3.286 + 0.293 3.370 +£0.399
Thymus (mg%) 178.760 £ 146.148  172.587 +£21.333  170.326 +15.957 157.798 +£35.392 130.751 £ 28.665 145.148 i+ 22.066
Thyroids {mg%) 5.557 & 0.996 6.103 £ 1.147 5.697 + 0.596 7447 £ 0.686** 41916 +0.927 5948+ 0.763
Testes (g%) 0.893 +0.127 0.867 £ 0.077 0.750+ 0.168 1.057 £ 0.115 0.754 £ 0.069 0.818 £0.011
Epididymides (g%) 0.203 £ 0.041 0.219 +0.020 0.196 £ 0.029 0.230 = 0.026 0.236 £ 0.021 0:248 + 0.020

Values are expressed as Mean+S.D.

Significantly different from 0 mg/kg group (*p<0.05, **p<0.01)
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Table 8 Absolute and relative organ weights of female rats treated orally with 4- (1-methyl-1-phenylethyl) phenol in
twenty-eight-day repeat dose toxicity test

. Administration period Recovery period
e » 0mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg 0 mg/kg 1000 mg/kg

Number of animals 7 7 7 7 7 6

Body weight (g) 208.9+17.7 211.6 £10.5 200.7+ 13.8 199.9 +23.8 239.0 +26.8 2245+t244

Absolute organ weight
Brain(g) 1.879 =+ 0.064 1.866 + 0.066 1.904 +0.073 1.889 + 0.084 1.956 = 0.067 1.942 +0.063
Lungs(g) 0.980 =+ 0.081 0.977 £+ 0.056 0.980 + 0.084 0.926 0.114 1.026 +0.078 0.990 +0.062
Heart(g) 0.759-+ 0.078 0.771 £ 0.060 0.711 1 0.056 0.717 £ 0.085 0.827 +0.086 0.800 + 0.084
Liver{(g) 6.117 + 0.667 6.364 + 0.383 6.219 £ 0.605 7.833 £ 1.229** 6.867+0.914 6.763 + 1.011
Kidneys (g) 1.616 £0.102 1.699 + 0.077 1.614 1 0.182 2189+ 0.611* 1.753 +0.223 1.893 +0.242
Spleen(g) ] 0411 £+ 0.057 0.491 £ 0.078 0.444 £0.120 0.420 + 0.089 0.509 =0.089 0.510 +0.114
Adrenals(mg) 61.9+33 66.0 + 8.3 614+38 63,0182 70.0x5.1 65.21:9.6
Pituitary gland (mg) 11.60 + 1.35 1143 + 1.05 1233+ 1.64 12.39+1.77 14.06 £2.78 12.82.4:2.25
Thymus (mg) 4923+ 45.1 555.9 +61.5 466.9 +130.9 3521 £70.2 39744 101.2 433.2:+68.9
Thyroids (mg) 14.90 £4.05 14.51 + 147 14.51 +1.83 15.31 £ 2.65 15.04 £2.56 15.73 +2.83
Ovaries{mg) 793115 80.1 =87 *82.0+15.8 82.71+119 83.7+12.2 85.2+15.7 -

Relative organ weight .
Brain (g%) 0.904 + 0.077 0.881 1+ 0.049 0.953 £ 0.068 0.956 £ 0.108 0.826 £ 0.084 0.873 + 0.081
Lungs (g%) 0470 +£0.023 0.461 + 0.025 0.490 £ 0.017 0.464 + 0.031 0.431 +0.039 0443 +0.031
Heart (g%) 0.364 + 0.036 0.366 £ 0.023 - 0354+ 0.021 0.361 +0.021 0.319 :0.019 0.357 £ 0.015
Liver(g%) 2.929 +0.196 3.007+0.114 3.096 £ 0.170 3.904 £0.219** 2.867 £ 0.091 3.008 £ 0.226
Kidneys (g%) 0.779 £ 0.082 0.806 % 0.048 0.803 = 0.078 1.083 £ 0.190** 0.733 £ 0.012 0.843 + 0.070**
Spleen (g%) 0.199 £ 0.031 0.231 +0.027 0.220 + 0.044 0.211 £ 0.035 0.214 +0.034 0.227 4+ 0.028
Adrenals (mg%) . 29720 +'1.822 31.220%3.912 30.694 £ 2.331 31.707 £ 3.857 29.616 +4.105 29.058 + 3.286
Pituitary gland(mg%)  5.576 + 0.683 5404 £0.434 6.129 & 0.552 6.206 1 0.614 5.881 +0.963 5.725 + 0917
Thymus (mg%) 236437 £ 21.777 262441 + 23.187 230.779+ 54811 176.161 +27.298** 165486 + 30.395 193.320 + 26.290
Thyroids (mg%) 7080+ 1,519 6.880 1 0.816 7.234 +£0.807 7.627 £ 0.643 6.281 4 0.687 6.987 + 0.810
Ovaries (mg%) 38.226+6.276 38.0414 +5.276 40.826 + 7.010 41.369 + 3.102 35.241 £5.353 37.708 + 3.233

Values are expressed as Mean=+S.D.
Significantly different from 0 mg/kg group (*p<0.05, **p<0.01)
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Table 9 Histopathological findings of dead male and female rats treated orally with 4- (1-methyl-1-phenylethyl)
phenol in twenty-eight-day repeat dose toxicity test

End of administration period End of recovery period
ftem Omg/kg  100mg/kg 300mg/kg 1000mg/kg Omg/kg 1000 mg/ke
<Male>
Number of animals examined 0 0 0 3 0 0

Organ.Findings Grade
Forestomach
Limiting ridge . Hyperplasia, squamous cell + - - 2 - -
Other part:Hyperplasia, squamous cell + - - - 1 -
Glandular stomach : Mineralization, lamina propria + - - - 1 - -
Liver : Proliferation, bile duct + - 1 - -
Kidney: Dilatation, tubule +++ - - - 1 - -
Cast, granular Total - - 3 - -
+ - - 2 - -
+++ - - - 1 - -
Cellular infiltration, neutrophil, papilla Total - - - 3 - -
+ - - 1 -
++ - 2 - -
Necrosis, papilla + - - - 1 -
Regeneration, tubular epithelium Total 2 -
+ 1 - -
++ 1 -
Regeneration, collecting tubular eptthelium Total - - 3 -
+ - - 1 - -
++ - - 2 -
<Female>
Number of animals examined 0 0 0 1 0 0
" Organ:Findings Grade
Kidney:Cast, granular + - B 1
Spleen: Atrophy + - - 1 -
Values are number of animals with findings.
Grade of histopathological finding; +:slight, ++ . moderate, +++:severe change.
~’blank value.  —
P
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Table 10 Histopathological findings of surviving male rats treated orally with 4-(1-methyl-1-phenylethyl) phenol
in twenty-eight-day repeat dose toxicity test

End of administration period End of recovery period
Item
Omg/kg 100mg/kg 300mg/kg 1000 mg/kg Omg/kg 1000 mg/kg
Number of animals examined 7 7 7 6 7 5

'Organ :Findings Grade
Forestomach
Limiting ridge : Erosion +
Hyperplasia, squamous cell +
Other part :Hyperplasia, squamous cell +
Liver : Proliferation, bile duct +
+

Fibrosis, focat

Microgranuloma +
Kidney : Dilatation, tubule Total
+
++
Cast, granular Total
+
++
Cellular infiltration, lymphocyte, cortex +
Cellular infiltration, neutrophil, papilla +
Regeneration, tubular epithelium Total
+
++
Regeneration, collecting tubu/lar epithelium +
Hyaline droplet, proximal tubular epithelium +
Cyst <+>
Cast, hyaline +
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Values are number of animals with findings.

Grade of histopathological finding; +:slight, ++.moderate, <+>>:detected.

Table 11 Histopathological findings of surviving female rats treated orally with 4-(1-methyl-1-phenylethyl) phenol
in twenty-eight-day repeat dose toxicity test

End of administration period"

End of recovery period

frem Omg/kg 100mg/kg 300mg/kg 1000mg/kg Omg/kg 1000 mg/kg
Number of animals examined 7 7 7 7 7 6
Organ : Findings Grade
Forestomach
Limiting ridge : Erosion + 0 ] 0 2 0 0
Hyperplasia, squamous cell + 0 0 0 3 0 0
Other part : Hyperplasia, squambus cell + 0 0 0 3 0 0
Glandular stomach : Epidermal cyst, keratinizing <+> 0 * * 0 1 0
Rectum : Edema, lamina propria + 0 * * 1 0 0
Pancreas : Decrease, zymogen granule + 0 * * 1 0 0
Liver : Proliferation, bile duct + 0 0 0 7 0 0
Microgfanuloma + 0 0 0 0 1 1

Values are number of animals with findings.

Grade of histopathological finding; +:slight, <+>:detected.

*: Not examined.
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