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A EERE R

1. BEM

1) —HEREER U (Tables 1, 2, Appendices 9, 10)

RS OEEICEWT, 300ng/keEF T, HEMHES 12T O WEEEF O B FERH K
THHED O PERR UMD 120, {KBRTHAMED 1 PEROMED 5 UT, IREEANIHED 1 VLI UM
D BVC, ZBENHD 4 VCR UMD 7T, FEAFFRAED 3 IER UMD 5L, EHIN D
1 PCR OHED 4 PEIZERD G, MO BROESHE T HERET, #iRi, %=,
RN R Y I DRIRR IS, BTN THEREENES Shfc. Bk, BREIEHR
BOMD 1 TUIHABO o7z, FITI300ng/keBf THED 2 ILRD o1, 1 IEIZI3HE
(BRI THEARSIRD |, fthod | T3S HEG (RBHARE TREESIR) HHotk xR
I,
RERTROBEPICE VLR, —RREOEIRUETIE, R oniih-7.

2) BH - REIBEEE (Table 3, Appendices 11, 12)

HEHEhOREICEWT, HITRELCICERIERKE, REERAED B,
Rt FRE BREL BARHROEFLRSE OB ODVWTE, BELLL2TO
PITIEETH - . WEERREHI DWW, 100ng/kgBECHED 20T 1 PT, 300mg/ke
RECUED 120 4 PR OHED LIPLA | LIRS DEBIE R b1, 300mg/ kg BEDHED F
BRI, SREHICHANTHRAFENICEERL LD TH - 7.

3) AFSLIREE (Table 4, Appendices 13, 14)
HEEREA, VithEAH, IRIGEIZ, BETHREOEHOOEMICEWT, HELELE
EDH SN -7z,

4) tk®E (Figures 1, 2, Tables 5, 6, Appendices 15, 16)

BREHBAFICHB VT, 300ng/keBE TG4 B (T HEG) LIEITAERINOMEIN T2
LN, EOFREFHRSHMMZEL T HoKHEIRES138 (688 £T, wInby
BEOFEEEFARICTEY, HTRBRSPMFORERNES, WBREAEEICTE-
fo. HBRERTROBERMICEWTE, 300mg/keBEOAE ISMHE S &, 28H BT IR
HEARIC Mal-7eh, TORBEHAE T E THRBEOKRE & LNTHEEREIRY
SN, HEPHPOREENECLEEZRRD SN -7,
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5) EEEE (Tables 7, 8, Appendices 17, 18)
BESRTHBROBEMICEWT, SEBEOEMEIC, AERE(LEED onEh-72.

6) FRkadr (Tables 9, 10, Appendices 19, 20)
BEHARhORAIZH W, SREEHICEERE(IEED S - T,

7) MEWE (Tables 11—14, Appendices 21—24, 57— % : Appendices 43,
44)
BREHERTROBREICEWT, ERMEORSICERT 5 LEX onbs& bz, -
D HIIEMN > 72, 30mg/keBEDHE D FRIMIKELIE N2 100mg/ kg A D HEDFRIMPKE S U=
b7 Uy MEE, MEEICHARTEELSEZRLUY, ZUCHEHEEAZD o
T, FRERT - FICBI A EREEHFNOLE TH - 7.
BEUMER THOREIIBWTR, SRERFICHEELRELIED SN - T,

8) Mk b ¥ e (Tables 15—18, Appendices 2528, &7 — % : Appendices
43, 44
LEIRR THOREICE VT, SREFEBICEERZLIEERD SR -7k,
BB TROBREIZBWTIE, 300mg/keBfTHEC ) 77U £ T4 FOHEIEN
MERD LT,

9) Zf& (Tables 19—20, Appendices 29—32)

% SRR T B S OB HARIIE TR DRI B B W T, BB 0% 5 IR T %
ZALIBED o8 - 72, 300mg/kgBE THEIZER WD o /e 2 IO SRR T EIC
Wi, 1L OREREAL, o [ IRISEEE DA Ric K B EmaiRs s v,

ik, HRYMEOHS L IIERGREBONAE(LE LT, BRI THZSNEY) T
STRREEDMED | TTIZflDFRESR, FRU300mg/keBF OREHE R 1 VLITHIRDIREEH AR
nr.

10) ZSEEE (Tables 2124, Appendices 33—40)

RS HIRE TIFOMSIZHBWT, 300ng/keBE THIC B AT IR U T EEDH
STEBOFELRED, FBOMGEROERERBEMNZED Sh.

BEIARR THOMEENCE W T, 300mg/keBE CHEICIXO T E RO B 1R DR
Hoht,
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11) RIBMHEEEBRA (Tables 2528, Appendices 29—32)

B SRR TR CEEYMR THOMBHE I B W T, KBEMEOHRSITERT 5
ZALlE, BOoNLEM T

2ILDOETEMICSBWTIE, A XX DR Lo LB DD o 1T, iR
FEDOEMEHNRD O, HLEICREMIAD oNEh -7z, MiDBERE/LDED o1
fofhd 1 I3, B 5 - [MKEANRD St E72, REFEYITHRSG & IIMERITER
D ORI OREAUTIHMMZEE D RIER, REHORD SN M3 KA E20
i, LILEDZELSNC S, 300mg/ kel TR S MR T e B O ERESHARIE T IRpAE S B
DEIBRBICEHDRBD oNfens, RS L WIEHEFICE I 2 RIBRDE(OREE &
EZDRHONLWEATH - 7e.

2. HEMWIOMBEIREE (Appendices 41, 42)
— KRS, REWIOWEIREE, HFERGEBERICEE RO ONLEh -1,
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EE

4T FINT =) ey FOFERICHETH-EERS L, FERISHT B RIE

HEFEWHILCICZO®RD T v FORE, BEEL IOEBICRIETHEBII O WTIRET L7

Ricxt g AR S#HEICDWT, 300ng/keBF CHELEIC B FGEFE T, KEET,
iR, BEROEAMREDER, #ICEHLERNEOEENZD o1, HFHRMEEELE
g A ENE b o, MRECEEIEMOME R OIS EROREIRZE (- 72 2
LD DD L,

REEORBEERETIE, [IKIHEIEEON ZICX BRI O A b L 2k 2ZAL
EEZ SNBMROEMD, fhd 1 LTI D S - MKEAGRD o sz, 2IRICHGE L
AR SNT, FHRAFHET S L ISHEETH - 7oh, 2 bR aEEE
T AEENERICH->T, M LAcbDEHEINS.

MiEFRCIIRAELERERCEHIR T, HRIEOREICERY 24 it 3B
Y (A ATCY 1ol

FEERTIE, 300mg/keBE THEICH R T LD EERF/D, HICATiROEE
EBNMED ok,

RO ERBR/DIZOWT, MIIEBREOFELZIFIZ WHET, HEABRIC—
RANICHVW SN TWS 5BELIED T v b T, BERE, BREIEICHES MEE~OE
BRREADSNEWV., LhLERS, WEHOS v PORKIE, HeE BEE bFLu
BEBRIZH D, MEEDORDIHREERMOIMFDORD SNICHETDEITH S Z
ENG, EITREMHNCHED, NESICOEZEEZZITLLOLMEINS. /o, B
HREARR PO RS SN -7 2 &G, bR HaE I 228 L 13
BEEMISVWLDEEZL ONS.

FEOMRMEREMIC>WThH, REHEFREZEUMORE THET 2 £L0ER
HHNIE -T2, AEBWE & 3EBDO4- A FIL T 2/ —ILDTy MBI 315EMK
ERSHEHRBRICBWT, FRICHT 2BHERENBOONTVEY T&p 5, TR
WY eRELEBERET HA(LEEZ OND.

—7#, TEEOEHERRMICOVTE, SFEFEORENGHEEICHTERIDL
< HHEROZPOREMBENZEANRD NN E0 S, (KEMEIMOIGI
IEALT, TEFITIHBHEEBICLE LOTEBWEHHINS,

Bk, -2 F T /) =3, IR KB HEECSTLURIEEEET S 0o Nn
TWaBH, FHABRICBWTIIRSRR TH 5 HICELIZRD SN -T2,

BERDZ v POKRE, WERUEEBIZRIETEEIC VLTI, 300mg/kefE CHEIHK
DIEHEREBDONRD otz —IREE, AR LIRRE, RRE, WRFR O MigEl
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FRE, ik REARFRETE #RBRMBOREICERT AZE(LE, ool
-7z,

EEIHT AEENEIEEAREZ R L7 bbb 53, INEEDOELIZE3HERICH WL
THEEL TV EE, WEMICZ RERICHT 2 BI3IERHRITH 5 W] FEk:
EARBELTWEbDLHEREINS.

ik, BEMBKTEOMBEELERET, 300ng/keBoic ) 7 514 ROF
BIREMNRD N, BRET - F7IXB 2 EFHE (Appendix 43%BHR) NOZE
BT, MCEET AEDRDOSNE I -7l &0 S, ERMTERZEL RIET LE
fbTidred, BRNEBELE A

PILOHRNS, 4-2F LT 2/ DTy MR 3 ]ERSHEE, iR
iEee, WEE, BERVHFBICHT 228 TH -7/, HEHORGICLORELL
ZALDH 5, WEEOZ(LIZEEMLNK TIHFICEW T HOEERNED 53, Zofo
ZZwInbEE L, WEHORSICX 2 BRNEBHELFER, BHoNEs -1
RS, MEEE H100mg/ke/day S HEE S Nz,
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"

"The Dictionary of Substances and their Effects’, Vol.

Richardson, Roval Society of Chemistry, Cambridge, 1993,

"

" The Dictionary of Substances and their Effects™, Vol.
Richardson, Royal Society of Chemistry, Cambridge, 1993,
: G. L. Biagi, et al., J. Med. Chem., 18, 868, 1975.

: J. T. Epler, et al., Envivon. Health Perspect., 30, 179,
: T. Jansson, et al., Mutat. Res., 206(1), 17, 1988.

: J. Axelrod, et al., Biochem. Biophys. Acta, 159, 472, 1968.
: D. C. Thompson, et al., Chem. Res. Toxicol., 8(1), 55, 1995.
: At LEMLRAEMWRRRT BrNERL

‘14_

2, ed. by M. L.
po82.
4, ed. by M. L.
p450.

1979.
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Significantly different from control (** : p < 0.01)
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Table 1 Mortality rate and incidence of clinical signs of male rats treated orally with
4-ethylphenol during 18 days from 4 days of age to weaning

Administration period Post-administration period

Dose (mg/kg/day) 0 30 100 300 0 30 100 300

Fate - TK TK TK TK TK TK TK TK

No. of animals examined 12 12 12 12 6 6 6 6

Mortality (%) Grade 0 0 0 0 0 0 0 0
Clinical signs

Decrease in locomotor activity - 12 12 12 3 6 6 6 6

+ 0 0 0 g sk 0 0 0 0

Subnormal temperature - 12 12 12 11 6 6 6 6

+ 0 0 0 1 0 0 0 0

Tremor - 12 12 12 11 6 6 6 6

et 0 0 0 1 0 0 0 0

Straub tail 11 12 12 8 6 6 6 6

+ 1 0 0 4 0 0 0 0

Deep respiration - 12 12 12 9 6 6 6 6

+ 0 0 0 3 0 0 0 0

Emaciation - 12 12 12 11 6 8 6 6

+ 0 0 0 1 0 0 0 0

TK : Terminal kill; + : Slight; ++ : Moderate
Significantly different from control (%*: p<0.01)
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Table 2 Mortality rate and incidence of clinical signs of female rats treated orally with

4-ethylphenol during 18 days from 4 days of age to weaning

Administration period

Post-administration period

Dose (mg/kg/day) 0 30 100 300 0 30 100 300
Fate K TK TK TK FD T TK TK TK TK
No. of animals examined 12 12 12 10 2 (12) 6 6 6 5
Mortality (%) Grade 0 0 0 17 0 0 0 0
Decrease in locomotor activity - 12 12 12 0 0 (O 6 6 6 5
+et 0 0 0 10 2 (12) =% 0 0- 0 0
Subnormal temperature - 12 12 12 6 1 (70 6 6 6 5
+ 0 0 0 4 1 (B) % 0 0 0 0
Tremor - 12 12 12 5 1 (6) 6 6 6 3
+ 0 0 0 5 1 (6) % 0 0 0 0
Straub tail - 12 12 12 4 1 (5) 6 6 6 5
+tt 0 0 0 6 1 (7) *x 0 0 0 0
Deep respiration - 12 12 12 6 1 (D 6 6 6 5
+ 0 0 0 4 1 (5) * 0 0 0 0
Emaciation - 12 12 12 7 1 (8) 6 6 6 6
t bt 0 0 0 31 @)= 0 0 0 0

TK : Terminal kill; FD : Found dead; T : Totrélh;ﬂm'* 7:_7Sbi'ightm;i “+ : Moderate

Significantly different from control (x:p<0. 05; **x:p<0.01)



Table 3 Sensory functions of rats Lreated orally with 4-ethylphenol
during 18 days from 4 days of age to weaning

Sex Contents Dose (mg/kg) 0 30 100 300
Male No. of animals examined 12 12 12 12
State of Normal 12 12 12 12
gait
Pupil reflex Normal 12 12 12 12
Pinna reflex Normal 12 12 ' 12 12
Corneal reflex Norma! 12 12 12 12
Visiuval stepping  Normal 12 12 12 12
reflex
Righting reflex Normal 12 12 12 8
Slightly slow 4
Air righting Normal 12 12 12 12
reflex
Ispilateral Normal 12 12 12 11
flexor
reflex
Female No. of animals examined 12 12 12 11
State of Normal 12 12 12 11
gait
Pupil reflex Normal 12 12 12 {1
Pinna reflex Normal 12 12 12 11
Corneal reflex Normal 12 12 12 11
Visival stepping  Normal 12 12 12 11
reflex
Righting reflex Normal 12 12 11 10
Slightly slow 1 1
Air righting Normal 12 12 12 11
reflex
Ispilateral Normal 12 12 12 il
flexor
reflex

Significantly different from control (*:p<0.05)
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Table 4 External differentiation and estrous cycle of rats treated orally with 4-ethvlphenol
during 18 days {rom 4 days of age to weaning

Dose {mg/kg/day) 0 30 100 300

Male
Appearance of hair (days of age) 7.0 £0.0(12) 7.0 £0.0012) 7.0 = 0.0012) 7.0 = 0.0 (12)
Eruption of lower incisor {days of age) 10.0 %= 0.4 (12) 10.0 = 0.0 (12) 10.2 =0.4(12) 9.7 £0.5012)
Separation of eyelids (days of age) 14.1 + 0.5 (12) 14.2 £0.4 (12) 14.4 £ 0.5 (12) 141 £ 0.7 (12)
Descent of testes (days of age) 200 £ 0.0 (6) 20.2 0.4 (6) 20.2 0.4 (6) 20.3 £0.5 (6)

Female
Appearance of hair (days of age) 7.0 £0.0(12) 7.0 0.0 (12) 7.0 £0.0(12) 7.0 = 0.0(12)
Eruption of lower incisor (days of age) 10.1 24 0.3 (12) 9.9 £0.3{2) 10.1 £ 0.3 (12) 9.8 =0.4(12)
Separation of eyelids (days of age) 14.1 +0.3012) 14.2 = 0.4 (12) 14.1 =£0.3(12) 13.8 = 0.5 (12)
Opening of vagina (days of age) 34.5 = 3.3 (6) 32.8 = 0.8 (6) 33.0 0.6 (6 35.4 + 3.4 (5)

Each value is expressed mean + S.D. (No. of rats observed)
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Table 5-1 Body weights of male rats treated orally with 4-ethylphenol during 18 days from 4 days of age to weaning
< Administration period >

(&)
Dose Days of age Gain
(mg/kg/day) 3 4 7 10 13 16 19 21 4-21
0 9.8 11.6 18.4 26.5 35.2 43.7 53.4 63.4 51.8
+ 0.7 + 0.8 + 1.2 + 1.6 + 2.4 + 3.0 + 2.9 + 3.1 + 2.8
a2 (12) (12) (12) (12) (12) (12) 12) (12)
30 9.9 11.8 18.6 26.9 35.3 43.7 53.4 62.8 51.0
+ 07 £ 08 + 11 + 1.1 + 15 + 21 £ 24 £ 29 + 26
12) 2 12 12) (12) (12) (12) (12) 12)
100 9.9 11.9 18.5 26.5 34.6 429 51.4 60.4 48.5
+ 0.7 + 0.8 + 1.2 + 14 + 1.8 + 2.0 4+ 2.2 + 24 + 2.5
12 12 12 (12) (12) (12) a2 a2 12

300 9.8 11.7 15.7 ** 22.7 ** 31.0 ** 3R.7 ** 47.0 ** 55.4 ** 43.7 **
+ 0.7 + 0.8 + 1.8 + 28 + 3.5 + 3.7 + 5.5 + 7.2 + 7.0
(12) (12) (12 (12) (12) (12) (12) 12) a2

Each value is mean and SD.  (n): Number of animals weighed.
Significantly different from control ( ** : p <0.01)
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Table 5-2 Body weights of male rats treated orally with 4-ethylphenol during 18 days from 4 days of age to weaning
< Post-administration period >

(=)
Dose Days of age Gain
(mg/kg/day) 21 28 35 42 49 56 63 70 77 84 21-84
0 63 109 172 234 276 345 389 421 447 464 402
+ 4 + 7 + 11 + 15 + 53 + 30 + 34 + 35 + 36 + 40 + 38
6 (6) (6) (6) (6) 6 (6 (6) (6) (6) 6)
30 61 103 164 227 288 345 391 417 445 462 401
+ 3 + 5 + 9 + 13 + 21 + 23 + 26 + 28 + 33 + 37 + 36
(6) (6) ®) 6) 6 (6) 6 6 ®) (8) (6
100 60 106 170 233 292 347 391 424 455 474 414
+ 3 + 5 + 10 + 10 + 17 + 21 + 24 + 27 + 26 + 28 + 29
(6) 6) (6) (6) (6) 6) (6) (6) (6) (6) 6)
300 56 96 ** 157 219 284 340 390 423 456 475 420
+ 7 + 7 + 9 + 11 + 13 + 13 + 16 + 15 + 18 + 18 + 24
& 6 6 (6) 6) (6) ®) (6) 6) 6)) (6)

Each value is mean and SD. (n): Number of animals weighed.
Significantly different from control ( ** :p <0.01)
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Table 6-1 Body weights of female rats treated orally with 4~ethylphenol during 18 days from 4 days of age to weaning

< Administration period >

Dose Days of age Gain
(mg/kg/day) 3 4 7 10 13 16 19 21 4-21
0 8.9 10.8 17.1 25.0 33.4 41.4 50.2 59.0 48.2

+ 04 + 0.6 + 1.1 + 1.3 + 1.9 + 1.9 + 2.2 + 24 + 2.2

12) (12) 12 (12) (12) (12) (12) 12 a2

30 8.9 10.8 17.2 25.3 33.6 41.6 50.7 59.6 48.8
+ 0.4 + 0.6 + 0.8 + 1.1 + 1.7 + 2.2 + 2.3 + 2.7 + 2.6

(12) (12) 12 (12) (12) (12) (12) 12 a2

100 8.9 10.7 17.1 254 33.7 41.5 50.7 59.7 49.0
+ 0.5 + 0.6 + 1.0 + 1.2 + 2.0 + 2.0 + 2.1 + 2.5 + 2.2

12) (12) (12) (12) (12) (12) 12) (12 12

300 8.9 10.8 14.4 *x* 20.2 * 26.4 * 33.5 * 41.0 48.3 37.4
+ 04 + 0.0 + 1.7 + 4.0 + 6.8 + 8.0 + 9.4 + 11.1 + 11.2

12) (12) (12) (12) (12) (10 (10) (10 (10

Each value is mean and SD.  (n): Number of anirnals weighed.
Significantly different from control (* : p <0.05; ** :p<0.01)
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Table 6-2 Body weights of female rats treated orally with 4-ethylphenol during 18 days from 4 days of age to weaning
< Post-administration period >

(=)
Dose Days of age Gain
(mg/ke/day) 21 28 35 42 49 56 63 70 77 84 21-84
0 59 98 143 176 203 225 239 253 266 277 217
+ 3 + 5 + 10 + 12 + 16 + 21 + 23 + 26 + 28 + 32 + 30
6) ®) (6) (6) (6) (6) (6) (6) (6) (6) ()
30 60 96 141 176 199 221 237 251 264 271 212
+ 4 + 6 + 10 + 10 + 10 + 10 + 10 + 12 + 11 + 7 + 9
(6) 6 (6) 6 (6) (6) (6) (6) (6) 6 6)
100 60 99 145 180 206 232 250 2695 275 286 226
+ 3 + 4 + 9 + 14 + 20 + 29 + 31 + 40 = 40 + 41 + 42
(6) (6) ©) 6) (6) (6) (6) 6) 6 (6 6
300 45 T7 *% 122 161 188 210 228 241 253 265 219
+ 13 + 14 + 15 + 6 + 6 + 6 + 7 + 11 + 12 + 14 + 9

®) (5) (5) ) (5) (5) (5) (5 (5) (5)

Each value is mean and SD. (n): Number of animals weighed.
Significantly different from control ( ** :p <0.01)



Table 7 Food consumption of male rats treated orally with 4-ethylphenol during 18 days from 4 days of age to weaning

< Post—administration period >
(g)

Dose Days of age

_SI_

(mg/kg/day) 28 35 42 49 o6 63 70 i 84
0 19 28 30 35 35 38 35 36 33
+ 2 + 3 + 2 + 4 + 4 + O + 3 + 4 + 4

(6) (6) (®) (6) (6) (6) (6) ® 6)
30 19 26 31 34 35 38 33 35 33
+ 3 +* 2 + 1 + 3 + 1 + 2 + 4 + 3 + 4

(6) (6) (6) (6) (6) (6) (6) (6 (6)
100 19 28 32 35 35 39 35 37 35
= 1 * 3 + 2 + 4 + 3 + 4 + 5 £ 5 + 4

(6) © (6) (6) ©) (6 (6) (6) (6)
300 17 27 31 36 37 41 37 39 35
+ 1 + 2 + 4 + 4 + 5 + 4 += 3 + 4 + 3

(6) (6) (6 (6 (6) (6) (6 ® ()]

L60-86'0N Apnig

Each value is mean and SD. (n): Number of animals weighed.



Table 8 Food consumption of female rats treated orally with 4-ethylphenol during 18 days from 4 days of age to weaning

< Post-administration period >
(g)

Dose Days of age

—T”l-

(mg/kg/day) 28 35 42 49 06 63 70 77 84
0 18 23 24 26 25 26 25 27 26
+ 2 + + 3 + 3 + 4 + 3 + 2 + 3 + 4

6 (6) 6 (6) (6) (6 (6) (6) (®
30 18 23 24 26 25 26 25 28 26
+ 2 + 2 + 2 + 2 + 3 = 2 + 2 + 2 + 4

(6) (6) ®) (6) ®) (6) (6) (6) (6
100 18 23 24 25 26 27 25 27 26
+ 1 + 2 + 3 + 5 + 4 + 4 = O = 4 + 4

(6) (6) 6 G (6) (6 (6) ® ®
300 15 22 24 25 26 25 25 20 26
+ 0 + 2 + 2 + 1 + 1 £ 2 + 2 + 2 + 2

(5) (5) (5) (5) (5 (5 (&) (®) (5

LB0-86'0N Apnig

Each value is mean and SD.  (n): Number of animals weighed.
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Table 9 - 1 Urinary findings of male rats treated orally with 4-ethylphenol
during 18 days from 4 days of age to weaning

< 11 weeks of age >

Dose No. of Color Cloudy Volume Specific pH ____Protein
(mg/kg) animals PY Y B - + (mL/18hrs) gravity 5.0 6.0 6.5 7.0 7.5 8.0 8.5 — + 4+ o+t
0 6 6 2 4 12.9 1.049 2 3 1 3 3
+ 4.1 + 0.016
30 6 4 1 1 5 1 10.9 1.054 1 4 1 2 4
+ 1.7 * 0.014
100 6 6 5 1 12.8 1.059 1 3 2 6
+ 2.3 + 0.006
300 6 5 1 2 4 13.9 1.055 1 1 3 1 1 3 2
+ 3.0 + 0.016
Dose No. of Glucose Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg) animals — + + ++ +++ — + F +f +++ = T+ ++ ++1 0.1 1 2 4 = +  +t tt
0 6 6 5 1 6 6 6
30 6 6 3 2 1 4 1 1 6 6
100 ) 6 2 4 4 i 1 6 b
300 6 6 1 5 6 6 6

Color : PY(pale yellow), Y(yellow), B(brown)

Cloudy : —(negligible), + (cloudy)

Protein : —(negligible), *(15~30mg/dL), +(30mg/dL), ++(100mg/dL), +++(300mg/dL)
Glucose : —(negligible), *£(0.1g/dL), +(0.25g/dL), ++(0.5g/dL), +++(1g/dL)

Ketone body : —(negligible), =+ (5mg/dL), + (15mg/dL), ++(40wg/dL), +++(80mg/dL)
Occult blood : —(negligible), *(trace), +(slight), ++(moderate), +++(marked)
Urobilinogen : Ehrlich unit/dL

Bilirubin : —(negligible), =+ (slight), ++(moderate), +++(marked)
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Table 9 - 2 Urinary findings of male rats treated orally with 4-ethylphenol
during 18 days from 4 days of age to weaning
< 11 weeks of age >
Crystals
Dose No. of Erythrocytes Leukocytes Mg Ca Ams
(mg/kg) animals —  + ++ F+4 — —  F =+t =+ 44
0 6 6 5 1 1 3 1 1 6 6
30 6 5 1 5 1 1 4 1 6 6
100 6 5 1 5 1 1 1 4 6 6
300 6 6 6 3 2 1 6 6
Epithelial cells Casts Fat
Dose No. of Sq R S G 3 W globules
(mg/kg) animals — "+ ++ +H+ = F H — + H+ - + -+ -+ - +
0 6 3 3 5 1 6 6 6 6 6
30 6 4 2 6 6 6 6 6 6
100 6 3 3 6 6 6 6 6 6
300 6 2 4 6 6 6 6 6 6
— : Not observed; + : A Tew in some fields; ++ : A few in all tields; +++ : Many in all Tields
Crystals Epithelial cells Casts
Mg(ammonium magnesium phosphate) Sq(squamous) G(granule)
Ca(calcium phosphate) R(round) H(hyaline)
Ans(amorphous) S(spindle) W(waxy)
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Table 10 -1

< 11 weeks of age >

Urinary findings of female rats treated orally with 4-ethylphenol
during 18 days from 4 days of age to weaning

Dose No. of Color Cloudy Volume Specific ol Protein
(mg/kg) animals PY - + (nL/18hrs) gravity 5.0 6.0 6.5 7.0 7.58.08.5 — + ++4
0 6 6 2 8.9 1.055 3 3 1
+ 2.3 + 0.012
30 6 6 2 11.4 1.044 4 2 1
+ 6.5 + 0.017
100 6 6 3 11.6 1.041 4 2 1 1
+ 3.6 + 0.013
300 5 5 3 2 11.8 1.052 3 2 1
+ 5.2 + 0.009
Dose No. of Glucose Ketone bhody Occult blood Urobilinogen Bilirubin
(mg/kg) animals — =+ + ++ +++ — + + = & 4+ 44 0.1 1 2 4 =+t
0 6 6 6 6 6 6
30 6 6 6 6 6 6
100 6 6 6 6 6 6
300 5 5 5 4 1 5 5

Color : PY(pale yellow)

Cloudy : —(negligible), + (cloudy)
Protein :
Glucose :
Ketone body :

—(negligible), *(15~30mg/dL), + (30mg/dL), ++(100mg/dL), +++(300mg/dL)
—(negligible), +(0.1g/dL), +(0.25g/dL), ++(0.5g/dL), +++(lg/dL)
—(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-ethylphenol
during 18 days from 4 days of age to weaning
< 11 weeks of age >
Crystals
Dose No. of Erythrocytes Leukocytes Mg Ca Ams
(mg/kg) animals — + ++ +++ —  F  HF e — O+ — = F i 4
0 6 6 6 5 1 6 6
30 6 6 6 4 2 6 6
100 6 6 6 1 3 2 6 6
300 5 5 5 1 1 3 5 5
Epithelial cells Casts Fat
Dose No. of Sq R S G H W globules
(mg/kg) animals — + ++ #H+ = + ++ — + ¥+ - + =+ - + -+ 4t
0 6 6 6 6 6 6 6 6
30 6 6 6 6 6 6 6 6
100 6 6 6 6 6 6 6 6
300 5 5 5 5 5 5 5 5
— 7 Not observed; -+ - A few in some fields; *1 © A few in all Tields; +++ : Many in all Tields
Crystals Epithelial cells Casts
Mg(ammonium magnesium phosphate) Sq{squamous) G(granule)
Ca(calcium phosphate) R(round) H(hyaline)
Ams(amorphous) S(spindle) W(waxy)
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Table 11 Hematological findings of male rats treated orally with 4-ethylphenol
during 18 days from 4 days of age to weaning

< 22 days of age >

Dose NO: of RBC Hb Ht MCV MCH MCHC Ret. PT APTT
(mg/kg) animals (10*/uL) (g/dL) (%) (fL) (pg) (% (%) (sec) (sec)
0 6 456 8.9 28.9 64 19.5 30.7 200 13.9 15.7
+ 1 + 0.5 + 1.1 + 3 + 1.3 + 0.7 + 18 + 0.4 + 1.5
30 6 487 % 9.3 30.6 63 19,2 30.5 206 13.8 15.5
+ 20 + 0.7 + 1.8 =+ 5 + 1.7 + 0.5 + 30 + 0.2 + 0.5
100 6 497 xx 9.7 31.2 % 63 19.5 30.9 206 13.8 15.9
+ 23 + 0.2 + 0.6 + 4 + 1.0 + 0.5 + 37 + 0.4 + 0.7
300 6 480 9.5 30.4 63 19.7 31.0 227 13.7 i5.1
+ 20 + 0.6 + 1.4 =+ 2 + 1.1 + 0.7 + 15 + 0.4 + 0.5
T Differential leukocyte counts (%)

Dose No. of WBC Neutro. Plat.

(mg/kg) animals (10°/uL) Baso. Eosin. Stab Seg. Lymph, Mono. Other  (10*/uL
0 6 19 0 0 0 14 84 2 0 152
+ 4 =+ 0 + 1 + 0 + 3 + 4 + 1 + 0 + 13
30 b 18 0 0 0 12 38 1 0 159
+ 3 + 0 + 0 + 0 + 5 + 5 + 1 + 0 + .9
100 6 18 0 0 0 11 87 2 0 171
+ 7 =+ 0 + 1 + 0 =+ 6 + 6 + 2 + 0 + 20
300 8 18 0 0 0 15 83 1 0 161
+ 7 1 0 + 1 + 0 T 5 + 5 + 1 =+ 0 + 14

Each value is expressed as mean®+S.D.
Significantly different from control(x:P<0.05, %%:P<0.01)
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Table 12 Hematological findings of female rats treated orally with 4-ethylphenol
during 18 days from 4 days of age to weaning ,

< 22 days of age >

Dose No. of RBC b o MCV MCH MCHC Ret. PT APTT
(mg/kg) animals (10*/ulL) (g/dL) (%) (fL) (pg) (%) (%) (sec) (sec)
0 6 483 9.3 30.0 62 19.2 30.9 196 13.9 14.3
+ 21 + 0.7 T 2.3 * 5 + 1.5 *+ 0.5 + 39 + 0.2 + 0.8
30 4 491 10.0 31.9 65 20.3 31.3 231 13.9 15.1
+ 32 + 0.6 *+ 1.9 + 3 + 1.2 + 0.7 + 35 + 0.4 + 0.5
100 b 499 9.7 30.8 62 19.4 31.4 226 13.9 15.0
+ 33 + 0.6 + 1.5 + 2 + 0.6 + 0.4 + 32 + 0.3 + 0.8
300 4 511 10.3 32.7 64 20.2 31.5 246 13.7 14.0
+ 21 + 0.5 + 1.2 + 2 + 0.5 + 0.6 =+ 9 + 0.4 + 0.5
Differential leukocyte counts (%)
Dose  No. of WBC Neutro. Plat.
(mg/kg) animals (102/uL) Baso. Fosin. Stab Seg. Lymph. Mono. Other  (10*/ L
0 6 23 0 0 0 15 84 1 0 158
+ 8 + 0 + 0 + 0 + 4 + 4 + 1 + 0 + 26
30 6 23 0 0 0 10 89 1 0 146
+ 3 + 0 + 0 + 0 + 3 + 4 + 1 + 0 + 7
100 6 24 0 0 0 12 88 1 0 169
+ 7 + 0 + 0 £ 0 + 6 + 7 £ 1 * 0 + 34
300 4 21 0 0 0 11 89 1 0 173
+ 5 + 0 + 1 + 0 + 7 + 6 + 1 + 0 + 17

Each value is expressed as mean=+S.D.
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Table 13 Hematological findings of male rats treated orally with 4-ethylphenol
during 18 days from 4 days of age to weaning

< 85 days of age >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT
(mg/kg) animals (10%/ L) (g/dL) (%) (fL) (pg) (% (%0) (sec) (sec)
0 6 872 15.9 45.5 52 18.3 35.0 28 12.6 18.6
+ 56 + 0.8 *+ 2.6 + 1 T 0.5 + 0.5 + 9 + 0.2 + 1.1
30 6 852 16.0 45.8 54 18.7 34.9 31 12.6 17.7
+ 47 + 0.6 + 1.3 =+ 2 + 0.7 + 0.4 + 7 + 0.2 + 1.0
100 6 840 15.8 45.3 54 18.8 34.8 24 12.8 17.8
+ 36 + 0.7 * 1.7 + 2 + 0.7 + 0.3 + 8 + 0.5 + 0.7
300 6 830 15.2 43.8 53 18.3 34.7 28 12.6 17.6
+ 44 + 0.9 + 2.1 + 1 + 0.4 + 0.5 + 8 + 0.3 + 0.8
Differential leukocyfe counts (%)
Dose  No. of WBC Neutro. Plat.
(mg/kg) animals (10%/uL) Baso. Eosin. Stab Seg. Lymph, Mono. Other  (10*/uL
0 6 51 0 0 0 15 83 2 0 124
+ 8 + 0 + 1 + 0 + 3 + 3 + 1 + 0 + 14
30 5 60 0 1 0 14 82 3 0 116
+ 19 + 0 + 1 + 0 + 7 + 8 + 2 + 0 + 12
100 6 6l 0 1 0 11 87 2 0 123
+ 14 + 0 + 2 + 0 £ 3 + 3 + 1 + 0 + 19
300 6 64 0 0 0 14 84 2 0 136
+ 28 + 0 + 1 *+ 0 + 5 + 6 + 2 + 0 + 14

Each value 1s expressed as mean=+S.D.



Table 14 Hematological findings of female rats treated orally with 4-ethylphenol

during 18 days from 4 days of age to weaning

< 85 days of age >

Dose  No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT
(mg/kg) animals (10*/uL) (g/dL) (%) (fL) (pg) (%) (%) (sec) (sec)
0 6 815 15.1 43.5 53 18.6 34.7 19 12.6 15.5
+ 41 + 0.7 + 1.6 + 1 *+ 0.5 + 0.6 + 3 + 0.4 + 1.0
30 6 800 15.2 43.0 54 19.0 35.3 21 12.6 16.1
+ 21 + 0.6 + 1.3 + 1 + 0.4 + 0.6 + 5 + 0.3 + 0.7
100 6 819 15.5 44,1 54 19.0 35.2 19 12.6 15.2
+* 20 + 0.4 + 0.7 + 1 *+ 0.6 + 0.7 + 4 T+ 0.1 + 0.5
o
O 300 5 790 14.8 42.0 53 18.7 35.2 20 12.8 15.4
+ 15 + 0.2 + 0.5 =+ 0 + 0.2 + 0.1 + 4 + 0.6 + 0.9
Differential Teukocyte counts (%)
Dose No. of WBC Neutro. Plat.
(mg/kg) animals (10%/uL) Baso. Eosin. Stab Seg. Lymph. Mono. Other  (10*/uL
0 6 34 0 1 0 11 86 2 0 132
+ 10 * 0 + 0 + 0 + 4 + 4 + 1 + 0 + 9
30 6 39 0 1 0 8 90 1 0 128
+ 8 + 0 + 1 + 0 x 3 + 5 + 1 + 0 + 16
100 b 37 0 2 0 12 85 2 0 143
gS +* 12 + 0 * 1 + 0 + 4 + 5 + 1 + 0 + 21
(a9
Z 300 5 41 0 ! 0 12 86 1 0 131
& + 11 =+ 0 + 0 + | + 3 =+ 4 + 1 + 0 + 14
o)
5 Each value is expressed as mean+S.D.
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Table 15 Blood biochemical findings of male rats treated orally with 4-ethylphenol
during 18 days from 4 days of age to weaning
< 22 days of age >
Dose No. of LDH GOT GPT ALP v -GTP ChE T.P. Alb. A/G T-Cho. T.G.
(mg/kg) animals  (IU/L) (1U/L) (TU/L) (IU/L) (1U/L) (IU/L) (g/dL) (g/dL) (mg/dL) (mg/dL)
0 6 648 123 27 1075 0.67 83 4.93 2.98 1.53 82 25
* 69 + 12 + 7 + 125 + 0.15 + 14 + 0.16 X 0.07 + 0.10 + 13 + 5
30 6 703 119 21 1013 0.73 94 4.97 3.06 1.61 83 28
+ 143 + 12 + 5 + 152 + 0.10 + 16 + 0.16 + 0.15 + 0.07 + 14 + 10
100 6 679 119 23 966 0.72 101 5.04 3.06 1.56 84 25
+ 116 + 5 =+ 2 + 66 + 0.19 + 29 + 0.18 + 0.10 + 0.15 + 8 + 8
300 6 740 118 25 902 0.84 94 5.02 3.11 1.64 91 22
+ 187 x 7 + 4 + 142 + 0.42 + 15 + 0.26 + 0.08 + 0.12 + 5 + 7
Dose No. of PL Glu. BUN Crea. T-Bil. a P Na K Cl
(mg/kg) animals (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mEq/L)  (mEq/L (mEq/L)
0 6 125 140 11.0 0.46 0.40 10.2 9.5 142 6.89 108
+ 15 + 7 + 1.9 + 0.03 + 0.03 + 0.2 + 0.4 + 2 + 0.32 + 2
30 6 125 139 12.2 0.46 0.42 10.1 9.5 141 7.19 108
+ 16 + 8 + 2.8 + 0.03 + 0.03 + 0.2 + 0.5 + 1 + 0.50 + 2
100 6 125 136 10.4 0.45 0.40 10.1 9.5 142 7.11 107
+ 1 + 9 + 4.4 + 0.02 + 0.03 + 0.3 + 0.5 + 1 + 0.44 + 1
300 6 133 137 11.9 0.45 0.40 10.1 9.3 140 7.09 107
* 7 =+ b T 4.4 + 0.02 + 0.03 + 0.2 + 0.5 + 1 + 0.16 + 1

Each value is expressed as mean=S.D.



_178.

LB0-86'0N Apnig

Table 16 Blood biochemical findings of female rats treated orally with 4-ethylphenol
during 18 days from 4 days of age to weaning

< 22 days of age >

Dose  No. of LDH GOT GPT ALP v -GTP ChE T.P. Alb. A/G T-Cho. T.G.
(ng/kg) animals  (I1U/L) (1U/L) (1U/L) (1U/L) (1U/L) (1U/L) (g/dL) (g/dL) (mg/dL)  (mg/dL)
0 6 588 124 19 1034 0.87 97 4.95 3.02 1.57 80 25
+ 199 + 13 + 3 + 198 + 0.20 + 18 + 0.22 + 0.15 + 0.08 + 11 =+ 4
30 6 711 117 20 883 0.61 88 4,92 2.98 1.54 84 20
+ 234 =+ 8 + 3 + 103 + 0.21 + 6 + (.16 + 0.14 + 0.09 + 11 + 4
100 6 723 119 20 839 0.74 87 5.04 3.10 1.61 85 25
+ 255 + 13 + 2 + 112 + 0.17 + 9 + 0.13 + 0.11 + 0.08 + 12 + 11
300 5 853 123 19 927 1.01 86 5.08 3.06 1.58 85 21
+ 192 + 13 + 1 + 174 + 0.26 + 12 + 0.26 + 0.17 + 0.27 + 23 + 5
Dose  No. of CPL Glu, BUN Crea. T-Bil. Ca P Na K Cl
(ng/kg) animals (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mEq/L) (mEq/L (mEq/L)
0 6 118 144 14.3 0.49 0.39 10.2 9.7 140 7.08 107
+ 13 + 15 + 3.2 4+ 0.07 + 0.02 + 0.3 + 0.8 + 2 + 0.68 + 2
30 6 120 133 13.0 0.48 0.42 10.3 9.5 140 7.15 107
+ 14 + 11 + 2.1 + 0.04 + 0.02 + 0.1 + 0.3 + 1 + 0.59 + 2
100 6 122 131 12.4 0.47 0.41 10.2 9.8 140 7.33 107
+ 14 =+ 7 + 2.5 + 0.04 + 0.04 + 0.1 + 0.3 + 2 + 0.62 + 2
300 5 121 128 15.3 0.45 0.41 9.9 9.2 139 7.48 107
+ 23 + 6 + 4.9 + 0.03 + 0.03 + 0.3 + 0.5 + 2 + 1.15 + 3

Each value is expressed as mean=+S.D.
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Table 17 Blood biochemical findings of male rats treated orally with 4-ethylphenol
during 18 days from 4 days of age to weaning

< 85 days of age >

Dose  No. of LDH GOT GPT AP ~ -GTP ChE T.7P. Alb. A/G T-Cho. T.G.
(mg/kg) animals  (IU/L) (IU/L) (1U/L) (10/L) (IU/L) (1U/L) (g/dL) (g/dL) (mg/dL) (mg/dL)
0 6 280 79 43 633 0.79 45 6.17 3.20 1.08 71 61
+ 65 + 5 + 5 + 99 + 0.15 + 11 + 0.22 + 0.20 + 0.09 + 12 + 22
30 6 225 73 44 527 0.78 55 6.27 3.23 1.06 36 66
+ 84 + 11 + 8 + 56 + 0.11 + 24 + 0.20 + 0.07 + 0.04 + 10 + 15
100 6 349 76 40 538 0.75 55 6.01 3.14 1,11 76 68
+ 247 + 4 + i + 57 + 0.29 + 17 + 0.18 + (.14 + 0.18 + 11 + 13
300 6 295 81 45 587 0.92 54 6.18 3.18 1.07 33 99x
+ 48 + 14 + 8 + 80 + 0.34 + 12 + 0.15 + (.09 + 0.12 + 9 + 35
Dose No. of PL Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg) animals (mg/dL)  (mg/dL) (mg/dL)  (wg/dL) (mg/dL) (mg/dL) (mg/dL) (mEq/L) (mEq/L (nEq/L)
0 6 110 155 14.6 0.56 0.33 10.0 7.5 147 4,90 103
+ 18 + 16 + 1.6 + 0.03 + 0.03 + 0.2 + 0.6 + 2 + 0.17 + 1
30 6 128 168 16.8 0.59 0.31 10.2 7.5 147 5.04 103
+ 12 + 17 + 3.2 + 0.04 + 0.02 + 0.4 + 0.6 + l + 0.31 + 2
100 6 113 151 14.8 0.55 0.32 10.0 7.4 147 5.03 104
+ 10 + 12 + 2.3 + 0.05 + 0.03 + 0.3 + 0.5 + 1 + 0.32 + 2
300 6 126 161 15.5 0.55 0.31 10.2 7.5 146 5.01 103
+ 13 += 12 + 1.8 + 0.04 + 0.03 + 0.1 + 0.3 + 1 + 0.13 + 2

Fach value is expressed as mean+S.D.
Significantly different from control(x:P<0.05)
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Table 18 Blood biochemical findings of female rats treated orally with 4-ethylphenol
during 18 days from 4 days of age to weaning
< 85 days of age >
Dose No. of LDH GOT GPT ALP v -GTP ChE T.P. Alb. A/G T-Cho. T.G.
(ng/kg) animals  (IU/L) (1U/L) (1U/L) (1U/L) (1U/L) (1U/1) (g/dL) (g/dL) (mg/dL) (mg/dL)
0 6 370 80 35 342 1.73 446 6.36 3.51 1.23 89 24
+ 46 + 25 + 8 + 9 + 0.44 + 124 + 0.31 + 0.25 + 0.12 + 10 + 15
30 6 281 70 32 305 1.42 447 6.43 3.62 1.29 99 21
+ 39 * 9 * 4 + 92 + 0.40 + 180 + 0.34 + 0.37 + 0.18 + 16 + 6
100 6 275 66 30 283 1.19 449 6.47 3.53 1.20 91 27
+ 23 + 4 + 3 + 57 + 0.48 + 64 + 0.14 + 0.14 + 0.08 + 21 + 18
300 5 335 77 33 395 1.75 393 6.05 3.39 1.27 a7 20
+ 98 + 12 * 7 + 43 + 0.63 + 82 + 0.26 + 0.19 + 0.09 + 22 + 5
Dose No. of PL Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg) animals  (mg/dL)  (mg/dL)  (mg/dl)  (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mBq/L)  (mBq/L (mEq/L)
0 6 142 139 14.4 0.64 0.30 9.9 6.6 145 4.57 105
+ 23 + 12 + 2.5 + 0.09 + 0.02 + 0.4 + 0.8 + 1 + 0.18 * 2
30 6 153 143 14.6 0.60 0.30 0.1 6.9 145 4.73 104
+ 28 + 14 + 1.4 + 0.03 + 0.03 + 0.3 + 1.6 + 1 + 0.28 + 1
100 6 145 146 14.5 0.60 0.30 0.0 6.1 145 4.86 104
+ 33 + 9 + 2.5 + 0.02 + 0.03 + 0.3 + 0.4 + 1 + 0.20 + 2
300 5 151 131 14.9 0.59 0.31 9.9 6.4 144 4.67 105
* 33 + 15 + 3.3 + 0.08 + 0.03 + 0.1 + 0.4 + 1 + 0.17 + 1

Each value is expressed as mean=+S.D.
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Table 19 Incidence of necropsy findings of male rats treated orally with 4—ethylphenol during 18 days from 4 days of age to weaning
<22 days of age> {85 days of age>
Dose(mg/kg) 30 100 300 0 30 100 300
Organ : Findings Grade No. of animals 6 6 6 6 6 6 6
Lung : Red spot - 6 6 6 5 6 6 6
+ 0 0 0 1 0 0 0
Thymus : Red spots - 6 6 6 6 6 6 5
+ 0 0 0 0 0 0 1
- : Negative; + : Slight
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Table 20 Incidence of necropsy findings of female rats treated orally with 4-ethylphenol during 18 days from 4 days of age to weaning

Scheduled scrificed FD
<22 days of age> <85 days of age>

Dose(mg/kg) 0 30 100 300 0 30 100 300 300
Organ : Findings Grade No. of animals 6 6 6 5 6 6 6 5 2
Lung : Dark red - 6 6 6 5 6 6 6 5 1
+ 0 0 0 0 0 0 0 0 1
Gastrointestial : Distention - 6 6 6 5 6 6 6 5 1
tract +=1 0 0 0 0 0 0 0 0 1
Thymus : Red spots - 6 6 6 5 6 6 6 2
+ 0 0 0 0 0 0 0 1 0

FD : Found dead
— : Negative; + : Slight; +++ : Severe
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Table 21

<22 days of age>

Absolute and relative organ weights of male rats treated orally with 4-ethylphenol during 18 days from 4 days of age to weaning

Dose No.of B.W, Brain Liver  Kidney Spleen Heart Lung Thymus Thyr. Pitui.  Adrenal Testis  Prost.' Epidid.

(mg/kg) Animals (g @ (» (® (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg)

0 6 57.8 1.57 1.94 0.68 209 334 510 239 8.9 3.1 22.7 312 81.9 52.1

Absolute +2.8 +0.03 +0.12 +0.02 +32 *+16 +95 +37 +0.7 +0.2 +3.3 *19 +16.7 +8.8
30 6 57.5 1.55 1.95 0.68 223 323 502 255 9.0 3.2 23.7 327 91.2 55.2

+2.3 +0.07 +0.17 +0.06 +29 +19 + 82 +22 +1.4 +0.2 +2.7 + 24 +11.5 7.6

100 6 54.8 1.54 1.87 0.64 184 304 436 245 9.5 2.9 22.8 316 87.8 49.3

+1.8 +0.04 +0.12 +0.04 +23 +19 =27 +24 +1.1 +0.2 +2.7 +24 +10.0 +3.0

300 6 50.0 * 1.48 #x 1.84 0.61 168 294 431 212 8.8 2.7 ¥ 204 283 82.8 51.1

7.6 +0.06 +0.29 +0.09 +49 +41 154 +26 +1.7 +0.3 +3.9 +37 +14.1 +7.3

0 6 57.8 2.72 3.37 1.18 361 579 383 413 15.4 5.5 39.4 540 142.6 90.4

Relative @ +2.8 +0.12 +0.14 +0.05 +43 +32 154 +54 +1.1 +0.6 +6.3 =14 +4.33.0 +15.9
30 6 57.5 2.70 3.39 1.17 388 561 869 443 15.6 5.5 41.3 568 158.8 95.9

+2.3 + (.06 +0.22 +0.08 +57 + 13 + 108 +35 +2.2 +0.3 +4.9 +21 +20.8 +12.5

100 6 54.8 2.81 3.40 1.17 335 555 796 447 17.4 5.4 41.6 578 160.5 90.1

+1.8 +0.08 +0.13 +0.06 39 +22 +44 +45 11.8 +0.3 +4.6 +49 +19.5 +6.9

300 6 50.0 % 3.00 3.68 =k 1.22 331 591 867 427 17.9 5.3 40.9 569 165.5 103.8

+7.6 +0.42 +0.16 +0.07 +62 +49 +48 +19 +3.6 +0.5 +5.6 +43 +11.1 +18.8

T Total weights of the prostate and seminal vesicle
Each value is expressed as mean = S.D.
@ : Relative organ weight per 100g body weight
Significantly different from control (* : p<0.05; ** : p<0.01)
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Table 22 Absolute and relative organ weights of female rats treated orally with 4-ethvlphenol during 18 days from 4 days of age to weaning
<22 days of age>
Dose No.of B.W. Brain Liver Kidney  Spleen Heart Lung Thymus Thyr. Pitui. Adrenal Ovary  Uterus
(mg/kg) Animals (g ) (& (® (mng) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg)
0 8 52.9 1.49 1.72 0.64 163 300 412 232 8.9 3.2 20.2 16.1 41.5
Absolute +2.1 20,02 £0.056  *£0.06 +23 +14 +19 +25 +1.4 =0.2 +1.2 +2.3 +3.9
30 6 53.3 1.47 1.74 0.62 188 301 442 243 9.9 3.3 21.5 15.3 45.6
+1.9 +0.04 +0.05 +0.03 + 18 +6 +18 +32 +0.8 +0.2 +2.0 +1.7 +5.3
100 6 53.1 1.47 1.79 0.64 179 307 440 250 9.1 3.2 19.3 17.1 43.5
+1.8 =*£0.04 =010 £0.04 +21 +=17 +5 =42 1.1 +0.4 +2.0 +=2.7 £11.7
300 5 45.3 1.43 1.66 0.57 154 277 378 215 8.8 2.8 18.5 15.6 40.5
+8.0 +0.09 +0.36 +0.09 +44 +66 +68 +56 +1.4 +0.6 +3.4 +5.2 +11.1
0 6 52.9 2.82 3.25 1.21 307 568 779 438 17.0 6.1 38.2 30.4 78.3
Relative @ +2.1 +0.13  =0.12 =*=0.11 +33 +28 +22 +42 +3.0 *0.4 +1.6 +4.5 5.2
30 6 53.3 2.77 3.26 1.17 353 565 829 456 18.7 6.2 40.3 28.6 85.7
=19 *£0.14 =005 =0.05 +33 +20 +46 +60 +1.7 +0.4 +3.6 +34 *+11.9
100 3] 53.1 2.77 3.37 1.20 337 578 830 469 17.1 6.1 36.5 32.1 82.2
+1.8 *£0.11 +0.11 +0.05 +41 +34 + 25 +70 +2.4 +0.9 +4.2 +4.9 +22.7
300 3 45.3 3.21 3.63 1.26 335 609 836 473 19.5 6.2 41.0 33.6 89.1
+8.0 =0.46 +0.23 +=0.07 +45 +66 +33 +91 +1.1 +0.5 140 +6.0 =175

Each value 1s expressed as mean = S.D.

@ : Relative organ weight per 100g body weight
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Table 23 Absolute and relative organ weights of male rats treated orally with 4—ethylphenol during 18 days from 4 days of age to weaning
<85 days of age>

Dose No.of B.W. Brain Liver Kidney Spleen Heart Lung Thymus Thyr. Pitui. Adrenal  Testis Prost. Semi.v Epidid.
(mg/kg) Animals (g (g) (8) @® ® (® () ® (mg) (mg) (mg) (g (® (® @®

0 6 432 2.12 12.87 2.97 0.80 1.36 1.45 0.42 29.7 13.9 64.3 3.35 0.74 1.71 1.22

Absolute *36 *£0.06 +0.88 *£0.21 *0.12 £0.09 £0.10 =£0.07 *2.8 *1.8 +6.6 +0.21 *£0.18 #*£0.31 =£0.06
30 6 432 2.13 12.98 2.94 0.81 1.42 1.46 0.47 30.2 13.3 63.6 3.49 0.63 1.74 1.27

+33 £0.08 =*£146 £0.15 +0.07 =0.14 =*0.12 =0.10 *=3.6 +£1.3 +=8.3 £0.24 =£0.12 =020 =*0.09

100 8 442 2.12 12.74 3.04 0.89 1.39 1.48 0.41 29.6 13.6 63.9 3.51 0.60 1.91 1.20

+27 +0.07 =168 =£0.20 *0.09 =*=0.04 *0.11 =£0.06 *4.0 *1.8 =84 +030 =*£0.18 =*0.24 =0.15

300 6 443 2.01 * 13.70 2.97 0.80 1.41 1.38 0.51 31.3 13.0 63.8 3.28 0.57 1.83 1.18

16 =*£0.07 =#£1.55 =+0.26 =*0.11 £0.09 =£0.10 =*0.10 +1.8 1.3 +84 £0.29 #£0.12 =%£0.23 =£0.08

0 6 432 0.49 2.99 0.69 0.19 0.32 0.34 0.10 6.9 3.2 15.0 0.78 0.17 0.40 0.28

Relative @ =36 *0.04 =*£0.12 =£0.0b *0.03 =£0.01 +0.02 £0.02 *+0.5 +0.3 +1.6 =£007 =003 =006 =£0.03
30 6 432 0.49 3.00 0.68 0.19 0.33 0.34 0.11 7.1 3.1 14.7 0.81 0.15 0.41 0.30

*+33 £0.03 =£0.12 £0.03 #*0.01 £0.01 =*£0.02 =0.02 1.0 +0.2 1.6 =£0.07 £0.03 x£0.07 =£0.02

100 6 442 0.48 2.87 0.69 0.20 0.32 0.34 0.09 6.7 3.1 14.5 0.80 0.14 0.43 0.27
+27 *+0.04 £0.23 £0.05 +£0.02 £0.02 =*£0.01 *£0.02 *+1.2 *+0.3 +2.3 007 =*£0.04 =*0.05 =£0.03

300 6 443 0.45 3.09 0.67 0.18 0.32 0.31 0.12 7.1 2.9 14.4 0.74 0.13 0.42 0.27
*16 =0.02 X026 £0.06 £0.02 £0.01 %002 £0.02 F£0.05 *=0.3 *+1.9 *0.07 =003 =*0.07 =0.02

Each value is expressed as mean = S.D.
@ : Relative organ weight per 100g body weight
Significantly different from control (* : p<0.05)
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Table 24

Absolute and relative organ weights of female rats treated orally with 4-ethylphenol during 18 days from 4 days of age to weaning
<85 days of age>

Dose No.of B.W, Brain Liver Kidney  Spleen Heart Lung Thymus Thyr. Pitui. Adrenal Ovary  Uterus

(mg/kg) Animals (g (g) () (g) (2) (e (8 (® (mg) (mg) (mg) (mg) (2

0 6 253 1.93 7.03 1.82 0.52 0.90 1.07 0.40 23.4 14.5 71.9 80.9 0.74

Absolute +28 +0.08 *+1.02 +0.18 +0.05 =0.07 +0.10 +0.05 +3.4 +2.7 =5.4 +8.6 +0.35
30 6 247 1.91 6.90 1.83 0.49 0.93 1.04 0.36 23.0 14.9 67.7 77.6 0.71

=5 *+0.08 +0.22 +0.08 +0.05 +0.03 +0.08 +0.07 +3.8 +2.2 =8.6 +11.9 +0.23

100 6 260 1.92 7.36 1.89 0.49 0.90 1.06 0.38 23.8 15.9 71.7 89.3 0.61

+ 38 +0.04 +1.45 +0.22 +0.08 +0.10 +0.13 +0.07 +2.6 +1.9 *h.8 *14.4 +0.20

300 5 245 1.81 6.50 1.77 0.57 0.86 1.08 0.48 22.0 13.5 63.9 81.4 0.60

=13 +0.11 *0.55 +0.14 +0.08 +0.02 +0.05 +=0.11 +1.9 =1.5 =7.0 +13.6 +0.20

0 6 253 0.77 2.77 0.72 0.20 0.36 0.42 0.16 9.3 5.7 28.7 32.1 0.29

Relative @ +28 =0.06 +0.11 +0.06 +0.01 =0.02 +0.03 +0.01 +1.2 +1.0 +3.8 =3.4 =0.12
30 6 247 0.77 2.7 0.74 0.20 0.38 0.42 0.15 9.3 6.0 27.4 31.4 0.29

5 +0.02 +0.09 +=0.03 +0.02 —=0.02 +0.03 +0.03 +1.5 *=0.9 =3.3 4.7 *=0.10

100 6 260 0.75 2.82 0.73 0.19 0.35 0.41 0.15 9.3 6.1 28.1 34.6 0.25

38 +0.10 =0.17 +0.05 +0.01 %0.02 +0.02 +0.03 +1.8 +=0.5 =438 +4.6 +=0.11

300 5 245 0.74 2.65 0.72 0.23 0.35 0.44 0.19 .0 5.6 26.1 33.1 0.25

+13 =0.03 +0.12 +0.03 +0.03 =0.02 +0.03 +0.05 +1.1 +0.9 2.7 +4.2 +0.08

Each value is expressed as mean = S.D.

@ : Relative organ weight per 100g body weight



Table 25

Incidence of histopathological findings of male rats treated orally with
4-—ethylphenol during 18 days from 4 days of age to weaning

<22 days of age>

Dose(mg/kg) 0 30 100 300
Organ : Findings Grade No. of animals 6 6 6 6
Liver : Hematopoiesis, extra— - 0 — 0
medullary + 6 — - 6
Kidney : Cyst, solitary - 5 — — 6
+ 1 - — 0
Cast, hyaline/granular - 5 — - 6
+ 1 — — 0
Basophilic tubules - 1 — — 1
+ 5 - - 5
Spleen : Hematopoiesis, extra— - 0 — - 0
medullary + 3 — - 2
++ 3 - - 4
- ¢ Negative; + : Slight; ++ : Moderate; — : Not examined

No abnormalities were detected in the organs of the brain, pituitary, thymus, thyroid, parathyroid, trachea,
lung, heart, stomach, intestine, pancreas, adrenal, lymph node, urinary biadder, spinal cord, bone marrow,
sciatic nerve, testis, epididymis, prostate and seminal vesicle from control and 300mg/kg groups.
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Table 26  Incidence of histopathological findings of female rats treated orally with

4-ethylphenol during 18 days from 4 days of age to weaning
<22 days of age>

Scheduled scrificed FD
Dose(mg/kg) O 30 100 300 300
Organ  : Findings Grade No. of animals 6 6 6 5 2
Lung : Congestive edema - 6 — - 5 1
++ 0 - - 0 1
Liver : Hematopoiesis, extra~ - 0 - — 0 0
medullary + 6 — — 5 2
Kidney : Cyst, solitary - 5 - — 5 2
+ 1 — — 0 0
Cast, hyaline, unilateral = 5 — — 5 2
+ 1 — — 0 0
Basophilic tubules - 0 — — 2 1
+ 6 — - 3 {
Dilatation, renal pelvis, - 4 — — 5 2
unilateral + 2 — — 0 0
Thymus : Atrophy, cortical - 6 - — 5 1
+ 0 — 0 1
Spleen : Hematopoiesis, extra— - 0 — 0 0
medullary + 3 — - 2 0
++ 3 — 3 2
— : Negative; + : Slight; =+ : Moderate; — : Not examined

No abnormalities were detected in the organs of the brain, piluitary, thymus, thyroid, parathyroid, trachea, heart,
stomach, intestine, pancreas, adrenal, lymph node, urinary bladder, spinal cord, bone marrow, sciatic nerve,
ovary and uterus from control and 300mg/kg groups.
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Table 27

Incidence of histopathological findings of male rats treated orally with
4—-ethylphenol during 18 days from 4 davs of age to weaning

<85 days of age>

Organ

: Findings

Dose(mg/kg)
Grade No. of animals

Lung

Liver

Pancreas

Kidney

Prostate

Thymus

Spleen

: Accumulation, foam cell

Mineralization, artery

Hemorrhage/inflammation,
focal

: Microgranuloma

Necrosis, focal

: Atrophy, acinar cell, focal

Cellular infiltration,
lymphocyte, focal

Fibrosis, focal

: Basophilic tubules

Eosinophilic body, proximal
tubular epithelium

Hyaline droplet, proximal
tubular epithelium

Cellular infiltration, lympho-
cyte, cortex

: Cellular infiltration, lympho-

cyte, interstitium

: Hemorrhage

: Hematopoiesis, extra—

medullary

Deposit, brown pigment

[S2 I NN oD O

— 1

— 7 ] QO — 1

D = Uy O O OO N OO

Sy O O O

—

SO o — U =N O OOy b— 1 DN

—_ o1 S O O

oo O

- : Negative; t : Slight; — : Not examined

No abnormalities were detected in the organs of the brain, pituitary, thyroid, parathyroid, trachea,
heart, stomach, intestine,adrenal, lymph node, urinary bladder, spinal cord, bone marrow, sciatic nerve,
testis, epididymis and seminal vesicle from control and 300mg/kg groups.
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Table 28  Incidence of histopathological findings of female rats treated orally with
4-ethylphenol during 18 days from 4 days of age to weaning

<85 days of age>

Dose(mg/kg) 0 30 100 300

Organ : Findings Grade No. of animals 6 6 6 5
Lung : Accumulation, foam cell - 6 - — 3
+ 0 - - 2

Mineralization, artery - 5 - — )

+ 1 - - 0

Liver : Microgranuloma - 2 — - 4
+ 4 - - 1

Stomach : Cyst, epidermal, - 6 - — 4
forestomach + 0 — — 1

Pituitary : Cyst, Rathke’s pouch, - 5 — — 5
anterior lobe ++ 1 — - 0

Thymus : Hemorrhage - 6 - 3
+ 0 - - 2

Spleen : Hematopoiesis, extra- - 0 — — 0
medullary + 6 — — 5

Deposit, brown piginent - 0 - — 0

+ 6 — - 5

~ : Negative; + : Slight; — : Not examined

No abnormalities were detected in the organs of the brain, thyroid, parathyroid, trachea, heart,
intestine, pancreas, kidney, adrenal, lymph node, urinary bladder, spinal cord, bone marrow,

sciatic nerve, ovary and uterus from control and 300mg/kg groups
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Appendix 1 Test article characterization

1. Chemical name (synonym) : 4-Ethylphenol (p—ethylphenol,

p~ethylhydroxybenzene)

2. CAS Registry No. 1 123-07-9
3. Lot No. : 81107A
4., Purity Cimpurity) : 98.49% (phenol, 0.198%; 4-methylphenol, 0.206

96: 2-ethvlphenol, 0.349%: 3-ethylphenol,
0.5889%; p-isopropylphenol, 0.162%)

5. Supplier : MARUZEN SEKIYU CHEMICAL Co., Ltd. (2-25-10
Hatthyebori, Tyuo-ku, Tokyo)

6. Day of reception : November 12, 1998

7. Amount : 2. 1ke

8 . Physico-chemical characterization

Structural formura

OH
CH2CH3

Molecular formura : CsH100

Molecular weight : 122,16

Appearance at ordinary temperature

: Crystalline, white

Melting point : 44.8°C
Boilinng point : 219°C
Solubility : 0il-solubility
9. Preservation : 4°C, Dark place and sealed
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Appendix 2 Test article stability

The purity of the test article was analysed after the termination of the

study, and the datum obtained was compared with that obtained by analysis

before the initiation of the study for stability. Analyses were made by the

MARUZEN SEKIYU CHEMICAL Co., Ltd. (2-25-10 Hatthyobori, Tyuo-ku, Tokyo)

Test article : 4-Ethylphenol

Lot number

Method

Results

: 81107A

: GC method

of the study

Date of analysis Purity
Before the initiation | November 9, 1998 98. 4%
of the study
After the termination | November 25, 1999 98.5%

Conclusion

: The test article was concluded to be stable

during the study period.
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Appendix 2-2 Test item stability
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Appendix 2-3

Test item stability

A-TF )T 2 /J—=IVDH A7 ST 5 L
R TE CPRIIFELILA25A)

L Lot No, 81107A
— ,
;, )
7
CHRONATOGRAN €4 MEMORIZED
PKHO TINE AREA MK IDND  CuNE NANE
I 13,697 1651 8.1532
2 18,118 2153 0,133 AL
3 19.645 3888 3.2867 T
4 25.888 1061407 ye.sez2 g The
S 26.545 . 5850 65432 T
5 31,763 1843 31711 ot T
o e G,
TOTAL 1877199 1oy
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Appendix 3

Analysis of concentrations of the test arlicle in the dose

solutions

Test article  :4-Ethylphenol (Lot No. 81107A)

Nominal concentrations of the test article in the dose solutions

: 1.0, 8.3 and 10w/v%

Method

Results

: GC method

Date of preparation

Nominal concentrations (w/v%)

1.0 3.3 10

May 14, 1998

(Analytical value)

1.0 % 3.3% 9.9%

Each value expressed as mean from 3 analyses

1
1)
v
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Appendix 4 Animal numbers of foster mother rats and those of pups reared by

them

Foster Pups

mothers

No. 601 Males : Nos. 001, 018, 025, 037; Femals : Nos. 501, 513, 525, 537
No. 602 Males : Nos. 002, 014, 026, 038; Femals : Nos. 502, 514, 526, 538
No. 603 Males : Nos. 003, 015, 027, 039; Femals : Nos. 503. 515, 527, 539
No. 604 Males : Nos. 004, 016, 028, 040; Femals : Nos. 504, 516, 528, 540
No. 605 Males : Nos. 005 017, 029, 041; Femals : Nos. 505, 517, 529, 541
No. 606 Males : Nos. 006, 018, 030, 042; Femals : Nos. 506, 518, 530, 542
No. 607 Males : Nos. 007, 019, 031, 043; Femals : Nos. 507, 519, 531, 543
No. 608 Males : Nos. 008, 020, 032, 044; Femals : Nos. 508, 520, 532, 544
No. 609 Males : Nos. 009, 021, 033, 045; Femals : Nos. 509, 521, 533, 545
No. 610 Males : Nos. 010, 022, 034, 046; Femals : Nos. 510, 522, 534, 546
No. 611 Males : Nos. 011, 023, 035 047; Femals : Nos. 511, 523, 535, 547
No. 612 Males : Nos. 012, 024, 036, 048; Femals : Nos. 512, 524, 536, 548
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Appendix 5-1 Environmental condition of animal room

Establishment : Temperature, 22+3°C; Relative humidity, 551+10%

Animal room No.7

Date Comment Range of Range of
temperature (‘'C) humidity (%)
May 6, 1999 Arrival of animals 21.8 — 22.2 59
7, 21.8 — 22.5 58 — 60
8, 22.0 — 22.3 59 — 60
g, 2.0 — 22.5 59 — 61
10, 21.9 — 22.3 59 — 60
11, 21.9 — 22.1 59 — 60
12, 21.8 — 22.5 59 — 60
13, ‘ 21.9 — 22.6 59 — 60
14, 21.9 -~ 22.5 59 — 60
15, 21.9 — 22.1 60
186, Grouping, beginning 21.9 — 22.0 60
of administration
17, 21.8 — 22.5 59 — 60
18, 21.9 - 224 59 — 60
19, 21.9 — 22.0 60
20, 21.9 — 22.6 58 — 60
21, 21.9 — 22.8 59 — 60
22, 21.9 — 22.6 59 — G0
23, 22.1 — 23.0 58 — 60
24, 2.1 — 22.4 60
25, 21.9 — 22.9 53 — 60
26, 22.1 — 22.6 59 - 60
27, 22.1 — 22.7 60
28, 22.2 60
29, 22.1 — 22.5 53 — 60
30, 22.1 — 22.9 59 — 60
31, 22.1 — 22.9 59 — 60
June 1, 22.1 — 23.0 59 — 60
2, 22.1 — 23.1 58 — 60
3, 22.4 — 22.7 60
4, Terminal kill after 22.3 — 22.8 59 — 62
administration period
8, 22,1 — 22.8 59 — 60
6, 22.1 — 23.0 59 — 60
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Appendix 5-2 Environmental condition of animal room

Establishment : Temperature, 22+3C ; Relative humidity, 55410%

Animal room No.7

Date Comment Range of Range of
temperature ('C) humidi ty (96)
June 7, 1999 22.1 60 — 61
8, 22.0 — 22.7 59 — 60
g, 22.0 — 22.7 59 — 60
10, 21.8 — 22.1 60
11, 21,1 — 22.1 60
12, 21,9 — 22.1 60
13, 21.8 — 22.1 60 — 61
14, 21,1 — 22,1 60 — 61
15, 21.7 — 22.1 61
16, 21.7 — 22.1 61
17, 21.7 — 22.0 61
18, 21.6 61
19, 21.7 61
20, 21,7 — 21.8 61
21, 21.6 — 22.0 61
22, 21.9 — 22.1 61
23, 21.8 — 22.1 60 — 61
24, 21.9 — 22.1 61 — 62
25, 21.9 61
26, 21.9 — 22.0 61
27, 21.9 — 22.1 60 — 61
28, 21.8 — 21.9 61 — 62
29, 21.7 — 21.9 61
30, 21.8 — 22.1 61 — 62
July 1, 21.9 — 22.3 61 — 62
2, 219 — 224 61 — 62
3, 22.0 — 22.1 61
4, 21.9 — 22.7 61
5, 21.9 61
6, 21.8 — 21.9 61 — 62
7, 21.7 — 22.3 61 — 63
8, 21.9 — 22.4 60 — 61
9, 21.7 — 21.9 61
10, 21.9 — 22.5 61
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Appendix 5-3 Environmental condition of animal room

Establishment : Temperature, 22+3C ; Relative humidity, 55+10%

Animal room No.7

Date Comment Range of Range of
temperature ('C) humidity (26)
July 12, 1999 21.9 — 22.1 61 — 62
13, 21.7 — 21.9 61 — 62
14, 21.8 — 22.0 61 — 62
15, 21.8 — 22.0 61 — 62
16, 21,1 — 22.0 61
17, 21.9 — 22.0 61
18, 21.8 — 22.1 61
19, 21.6 — 21.9 61 — 62
20, 21.7 — 21.8 62
21, 21,7 — 21.9 62
22, 21.8 — 22.0 61 — 62
23, 21.7 — 22.2 61 — 62
24, 21.8 — 22.3 61
25, 21.9 - 224 61
26, 21.9 — 224 61 — 62
27, 21.9 — 22.1 59 — 61
28, 21.9 — 22.2 61 — 62
29, 21.8 — 22.4 61
30, 21.9 — 22.5 61 — 62
31, 21.9 — 22.3 61
August 1, 21.9 — 22.3 61
2, 21.8 — 22.1 61 — 62
3, 21.8 — 22.2 61
4, 21.8 — 22.1 61 — 62
5, 21,7 — 21.9 61 — 62
B, Terminal kill after 21.8 — 21.9 60 — 61

recovery period
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Appendix 6-1-1 Analysis of contaminants in animal feed

Authorized by the Ministry of Health & Wolfare of Japan

TOKYO KENBIKYOIN FOUNDATION

IMAS-MAKOZAK] BLDG., 44-1

CENTER FOR FOOD ENVIRONMENT HYGIENE

. Mihonbash! hakozaki-¢ho, Chuo-Ku. Tokye 103, JAPAN

TEL:03(3683)9681 FAX:03(3683)9885

CERTIFICATE
Applicant ¢ NIHON NOSAN KOGYO K. K
Samples ¢ LABO MR-STOCK, Lot No. 990276

Date of Application : March 10, 1999
Date of Examination : March 10 ~ 3], 1999
Examination No. ¢ 3903802

Date : March 31, 1999

As a result of tests carried out on the sample submitted under the above
mentioned name on March 10, 1999, We herewith report as follows :

RESUTS
Aflatoxin By« v e R not detected
Aflatoxin By vrevrerrrrr e tesiiveene ot detected
Aflatoxin Gy «rrererrerrrr e ++ not detected
Aflatoxin Gy svrrerrrrrree R ~not detected
N-Nitrosodimethylamine *««*** RETITRRRRES not detected
N-Nitrosodiethylamine +«+ v e+ pereeees not detected
Arsenic (AS) ............... bea e a 0 14 ppm
Lead (Pb) .................. Vb e e e 0.2 ppm
Cadmium (Cd) = rrsrerrrrrrr e 0.11 ppm
Mercury (Hg) «--c-rrrererevrs terereeees not detected
Chromium (Cr) ~«vrrrrrerneraens Peene 0.4 ppm
Polychlorinated biphenyl (PCBs) +++veevrees not detected
Total DDT*! +-cverveerenesnn e not detected
Total BHC* +cvveeiinniiiiiiiiinia., e

not detected

(detection limit 5 ppb)
(detection limit 5 ppb)
(detection limit 5 ppb)
(detection limit 5 ppb)
(detection limit 10 ppb)
(detection limit 10 ppb)

(detection limit 0.01 ppm)

(detection limit 0,01 ppm)
(detection limit 0.05 ppm)
(detection limit 0.05 ppm)

*! Expressed as total amourts of op-DDT , pp'-DDT ,0p'-DDD , pp-DDD ,

op'-DDE and pp'-DDE

+1  Expressed as total amounts of a -BHC, 8 -BHC, v -BHC and ¢ -BHC
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Appendix 6-1-2 Analysis of contaminants in animal feed

Authorized by the Ministry of Health & Walfare of Japan
TOKYO KENBIKYOIN FOUNDATION

CENTER FOR I'OOD ENVIRONMENT HYGIENE
IMAS-HAKOZAK] BLDG., 44-1. Nihenbash] hakozaki-eho. Chuo-Ku: Tekyo 103, JAPAN

TEL:03(3683)5881 FAX: 03(3683)9685
Heptachlor ««-vverevrivseiniiaiiie.s nat detected (detection Limit 0.01 ppm)
Dieldrin s evrerererreirii i not detected (detection limit 0.01 ppm)
Aldrin  <ee e KRR R not detected (detection limit 0.01 ppm)
Parathion - »-oreoreravrvrenens EEEREEEREE not detected (detection limit 0.05 ppm)
Malathion ............................. 007 ppm

DV.M. ,Ph.D.

Director

Center for Feod Environment Hygiene
TOKYO KENBIKYOIN FOUNDATION
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Appendix 6-1-3 Analysis of contaminants in animal feed

DATE APR 9. 1999

MICROBIOROGICAL INSPECTION

Customer
RESEARCH INSTITUTE FOR ANIMAL SCIENCE
IN BIOCHEMISTRY AND TOXICOLOGY
Sample Designation
LABO MR STOCK
lot No. 990276

S P, C. v v everaenunseonnneniins 3.9X10° CFU/g
Coliform Group«e-esrerreeneer: Negative
Salmonella« evcrerveeeeeeann. Negative

MOLAS  c o v vrmenonnnannnenonss < 20 CFU/g

NIHON NOSAN KOGYO K.K.
R &D Center
Safety & QC Station
5246, TAKURA, TSUKUBASHI, 300-2615 JAPAN

-12- Study No.98-097



Appendix 6-2-1 Analysis of contaminants in animal feed

Authorized by the Miniatry of Health & “Wall

& lfare of Japan
TOKYO KENBIKYQOIN FOUNDATION

] CENTER FOR FOOD ENVIRONMENT HYGIENE
IMAS-HAKOZAK! 8LDG., 44-1. MNinonbash] hakozaki-cho, Chuo-Ku. Tokya 103, JAPAN
TEL:03(3363)9&31 FAX:03(3533)8633

Date : April 28, 1999

CERTIFICATE
Applicant . NIHON NOSAN KOGYQ K. K
Samples . LABO MR-STOCK, Lot No. 990373

Date of Application : April 5, 1999
Date of Examination : April 5§ ~ 28, 1999
Examination No. 1 3504801

As aresult of tests carried out on the sample submitted under the above

mentioned name on April 5, 1999, We herewith report as follows !

RESUTS
Aflatoxin B soorrerrrrrrre ety not detected (detection limit 5 ppb)
Aflatoxin By s v not detected (detection limit 5 ppb)
Aflatoxin Gy crrreerrerreens SRR not detected (detection limit 5 ppb)
Aflatoxin Gy =cverrreer e Pesrederee ey not detected {(detection limit 5 ppb)
N-Nitrosodimethylamine «+++++«v+s+eveeeve not detected (detection limit 10 ppb)
N-Nitrosodiethylamine «+«««++v e« «reverees potdetected (detection limit 10 ppb)
Arsenic (Ag) certrrererr srerse e 0.03 ppm
Lead (Pb) «ervrvecererrnnonnen R R + 0.2 ppm
Cadmium (Cd) ccrreeerereers R 0.06 ppm
Mercury (Hg) +-+rv-rvvere R not detected (detection limit 0.01 ppm)
Chromium (Cr) == sresssrseaeses 1] ppm
Polychlorinated biphenyl (PCBs) +++++«-«+«+ not detected (detection limit 0.01 ppm)
Total DDT*! «eevvvrens R not detected (detection limit 0.05 ppm)
Total BHC*? »vvvererearsunnes Ceia e

not detected (detection limit 0.05 ppm)

*! Expressed as total amounts of op'-DDT, pp'-DDT ,0p-DDD , pp-DDD ,
op-DDE and pp-DDE

*2  Expressed as total amounts of & -BHC, 8 -BHC, v -BHC and & -BHC

18- Study No.98-097



Appendix 6-2-2 Analysis of contaminants in animal feed

’ Autihorizad by tha Miaistry of Health & Welrare cf Japarn
TOKYQO KENBIKYQOIN FOUNDATION
CENTER FOR FOOD ENVIRONMENT HYGIENZ
IMAS-HAKOZAK! BLDG., 44-1. Nihenbashi hakozaki-cho, Chua-Ku. Tokye 103, JABAN

TEL 03(3683)9831 FAX:03(3333)3883
~ Heptachlor severreenreaerninaae sereens not detected (detection limit ¢.01 ppm)
Dieldrin e cvrrerererenaiieniniins «++  not detected {(detection limit 0.0 ppm)
Aldrin  seereeriieaniann EEEEEEERREE not detected (detection limit 0.01 ppm)
Parathign ==+ +erveeeeeees o EEEEEEREERER not detected (detection limit 0.05 ppm)
Malathion sreeereereernirieroeiieieea.. 0.11 ppm

L, D.V.M.,Ph. D,
Director
Center for Food Environment Hygiene

TOKYO KENBIKYOIN FOUNDATION

-14- Study No.98-097



Appendix 6-2-3  Analysis of contaminants in animal feed

DATE APR 21. 1999

MICROBIOROGICAL INSPECTION

Customer

RESEARCH INSTITUTE FOR ANIMAL SCIENCE
IN BIOCHEMISTORY AND TOXICOLOGY
Sample Designation

LABO MR STOCK

Lot No. 990373

S P.Crerverrr 1.3X10* CFU/g
Coliform Guroup s Negative
Salmonella «rorerreeerree Negative
MOidS .......................................... < 20 CFU/g

NIHON NOSAN KOGYO K.K.
R&D Center
\ Safety & QC Station
5246, TAKURA, TSUKUBASHI, 300-2615 JAPAN

-15- Study No.98-097



Appendix 6-3-1 Analysis of contaminants in animal feed

Authorizad by the Minjstry of Henlth & Woelfare of Japan

TOKYO KENBIKYOIN FOUNDATION

CENTER FOR FOOD ENVIRONMENT HYGIENE
. Nihonbashi hakozaki-cho, Chuo-Ku, Tokyo 103, JAPAN
TEL:03(3333)8881 FAX:03(33853)8333

IMAS-HAKOZAK| BLDG., 441

Date : July 23, 1999

CERTIFICATE
Applicant : NIHON NOSANKOGYOK.K
Samples : LABO MR-STOCK, Lot No.990653

Date of Application : July 2, 1999
Date of Examination @ July 2 ~ July 23, 1999
Examination No. ¢ 3907803

As a result of tests carried out on the sample submitted under the above
mentioned name on July 2, 1999, We herewith report as follows :

RESUTS

Aflatoxin By < re e R R not detected (detection limit 5 pphb)
Aflatoxin By <o v seesesnaseaneiee s not detected (detection limit 5 ppb)
Aflatoxin Gy t=srr e S not detected (detecticn limit 5 ppb)
Aflatoxin Gy *reresrver e «++.+  not detected (detection limit 5 ppb)
N-Nitrosodimeﬂiylamine tees e R not detected (detection limit 10 ppb)
N-Nitrosodiethylamine +«« '« Peeraaae not detected (detection limit 10 ppb)
Arsenic (Ag) st peeeee 020 ppm
Lead (Pb) «rrevvvervenneniiiny 0.2 ppm
Cadmium (Cd) «-«-roererrrre Frrereees 0.08 ppm
Mercury (Hg) «+voereverrerrerereeres *++ not detected (detection limit 0.01 ppm)
Chromium (Cr) +«+r R R 1.7 ppm
Polychlorinated biphenyl (PCBs) ++vrevvve-- not detected {detection limit 0.01 ppm)
Total DDT*' «rvevevrienienin, berereeen not detected (detection limit 0.05 ppm)
Total BHC*? +evvvvvieninnes RN not detected {detection limit 0.05 ppm)

.

Expressed as total amounts of op-DDT , pp'-DDT ,0p'-DDD , pp-DDD ,
op'-DDE and pp'-DDE

**  Expressed as total amounts of -BHC, 8 -BHC, v -BHC and ¢ -BHC

-16- Study No.98-097



Appendix 6-3-2

TOKYO KENBIKYOIN FOU

Analysis of contaminants i

n animal feed

Authorized by the Ministry of Heulth & Welfare of Japan

NDATION

CENTER FOR FOOD ENVIRONMENT HYGIENE

IMAS-HAKOQZAKI BLDG., 44-1, Nihenbash! hakozakl-cho. Chuo-Ku, Tokyo 103, JARPAMN

..................

Heptachlor
Dieldrin
Aldrin

Parathion
Malathion

....................

.....................

“a

............

............

....................

-----------

TEL:03(3683)6581 FAX:03(3333)9335

not detected (detection limit 0.01 ppm)

...........

not detected (detection limit 0.01 ppm)
not detected (detection limit 0.01 ppm)

not detected (detection limit 0.05 ppm)
0.10 ppm

_ I

Director
Center for Food Environment Hygiene
TOKYO KENBIKYOIN FOUNDATION

17 Study No.98-097



Appendix 6-3-3  Analysis of coniaminants in animal feed
DATE JULY 16. 1999

MICROBIOROGICAL INSPECTION

Customer

RESEARCH INSTITUTE FOR ANIMAL SCIENCE
IN BIOCHEMISTORY AND TOXICOLOGY
Sample Designation

LABO MR STOCK

Lot No. 990653

QP G ereerrrr e 1.0%X 10*CFU/g
Coliform  Group: oo Negative
Salmonella -« SR P Negative
IMoidg: v < 20 CrU/g

NIHON NOSAN KOGYO KXK.
R &D Center
Safety & QC Station
5246, TAKURA, TSUKUBASHI, 300-2615 JAPAN

N0.98-097
18 Study No.98



Apperdix 7-1 Analysis of contaminants in drinking water

Quality Analysis & Certificate for Drinking Water

Certificate Nu: D —830078
te . 1999, 5t

Messrs. Research [nstitute for Animal
in__Biochemistry and Toxicolegy

. Tokyo Technic
Plaece of take up sample:

' Bchome-7-6 Nakaka Tokyo
Orinking Water for animal of & BS area TEL 03(3688
Date of take up sample - 99 JAN. ZBth ‘
b {Tokyo Metropolice Registered M58W327)

Exaninatlion purpose 3 :

Propriety of a water quality standard Responsible person I__

in water supply law R
[tems l Results l Regulative Standard

Bacteria i 0 group/m! I Bellow 100groups/ml
Escherchia Negative \ Negative
Nitrogen (as nitric & nitrous acid) 1.7 l Below 10 mg/l
Chloride | 8.0 | Below 200 ng/
Organic (chemical oxygen demand ) 0.7 l Below 10 mg/l
H 7.1 | 5.8 ~8.6
Taste ' Normal ‘ Nornal
Odor Normal ] Norma |
Color Standard Solution Below 1 e 1 Below 5'
Turbldity Standard Solutlon Below 1 ° | Below ¢

Method of Analysis are based on The Ministry of Health and Welfare Order No 69

Study No.98-097
-19-



Appendix 7-2

Quality

Anslysis & Certificate for

Analysis of contaminants in drinking water

Drinking Water

Messrs, Research Institute for
in_ Bioghemistry and Toxicology

Place of take up sample. Clean roon

Aninal

Date of take up sample

199 July  9th
Examination purpose ! e

Propriety of a water quality standard

in_water supply law

Certificate

ate |

Co..

Gchome~7-6 Nak

ku Tokyo
TEL 03(36¢

(Tokyo Metropolice Registered k58W327)

Responsible person l

Itens "i Results i. Regulative Stanrdard
Bacteria ‘ 0 group/mi K Bellow 100groups/ml
Escherchia ? Negative . Negative
Nitrogen (as nitric & nitrous acld) % 1.8 E Below 10 me/!
Chioride | 6.8 | Below 200 ng/!
Orgenic (chemical oxygen demand ) E 1.5 1 RBelow 10 nmg/l
of | s IR
Taste ‘ Normal l Nornal
Odor \ Naormal 1 Normel
Color Standard Solution \ Below 1 } Below g
Turbidity Stendard Solution 1 Below 1 ° \ Below 2
Lead | 0005  under | 0,05 Below
Zine l 0.1 Under l 1.0 Below
Iron | 0.3 Under | 0.3 Below
Copper 1 0.1 Under { 1.0 Belaw
Evaporated Residue \ 52 4? 500  Belew
Chloroforn \ 0.0080 Tr J.08 Below
Bromo-dichloromethane L 0.0020 | 0.08 Zelow
Chloro-dibromomethane 0.001 Under l 0.1 Below
Bromoforn | 0.0003 Under |  0.09 Below
Total Trihelonethane | oo | 01 Below

Method of Analysis are based on The Ministry of

90-

Health and Welfare Order Nuo 63

Study No.98-097




Appendix 8 Analysis of contaminants in animel cage bedding
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Appendix 9-1 Individual c¢linical signs of male rats treated orally with 4-ethylphcnol during 18 days from 4 days
of age to weaning :

Dose Animal Fate Age of Clinical signs
(mg/kg/day) number death
(days)

0 001 KT 22 NAD
002 KT 22 NAD
003 KT 22 NAD
004 KT 22 NAD
005 KT 22 NAD
006 KT 22 _ NAD
007 KR 85 NAD
008 KR 85 NAD
009 KR 85 NAD
010 KR 85 NAD
011 KR 85 NAD
012 KR 85 Straub tail, + (9)°

30 013 KT 22 NAD
014 KT 22 NAD
015 KT 22 NAD
016 KT 22 NAD
017 KT 22 NAD
018 KT 22 NAD
019 KR 85 NAD
020 KR 85 NAD
021 KR 85 NAD
022 KR 85 NAD
023 KR 85 NAD
024 KR 85 NAD

KT : Killed by design after administration period of 18-days KR :Killed by design after post-administration period of 63-days
NAD : No abnormalities detected; + : Slight
a : Days of age when the sign was observed
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Appendix 9-2

Individual clinical signs of male rats treated orally with 4~ethylphenol during 18 days from 4 .days
of age to weaning

Dose Animal Fate Age of Clinical signs
(mg/kg/day) number death
(days)
100 025 KT 22 NAD
026 KT 22 NAD
027 KT 22 NAD
028 KT 22 NAD
029 KT 22 NAD
030 KT 22 NAD
031 KR 85 NAD
032 KR 85 NAD
033 KR 85 NAD
034 KR 85 NAD
035 KR 85 NAD
036 KR 85 NAD
300 037 KT 22 Decrease in locomotor activity, + (5,7)%
Straub tail, + (8)°
038 KT 22 Decrease in locomotor activity, + (4,5,7)°
039 KT 22 Decrease in locomotor activity, - (4,5, 7)°
Subnormal temperature, + (8)°
Emaciation, + (5,10, 11)°%
040 KT 22 NAD
041 KT 22 NAD
042 KT 22 Decrease in locomotor activity, + (4-7)°
Straub tail, + (8)°
043 KR 85 Decrease in locomotor activity, + (4-7)°

Deep respiration, + (4)°

KT : Killed by design after administration period of 18-days
NAD : No abnormalities detected ;

a

+

: Slight

Days of age when the sign was observed

KR : Killed by design after post—administration period of

" 63-days



Appendix 9-3 Individual clinical signs of male rats treated orally with 4-ethylphenol during 18 days from 4 days
of age to weaning

Dose Animal Fate Age of Clinical signs
(mg/kg/day) number death '
(days)
300 044 KR 85 Decrease in locomotor activity,+ (5)°
045 KR 85 Decrease in locomotor activity, + (B)°
Deep respiration, + (10)°
046 KR 85 Deep respiration, + (7)°
047 KR 85 Decrease in locomotor activity, + (5)°
Straub tail, + (8)°
048 KR 85 Decrease in locomotor activity, + (4,5)2

Tremor, + (10)/ ++ (7,8)"
Straub tail, + (8,9)°

= KT : Killed by design after administration period of 18-days KR :Killed by design after post-administration period of 63-days
NAD : No abnormalities detected ; + :Slight ; ++ : Moderate
a : Days of age when the sign was observed

LBO-86'ON Apmig
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Appendix 10-1 Individual clinical signs of female rats treated orally with 4-ethylphenol during 18 days from 4 days
of age to weaning

Dose Animal Fate Age of Clinical signs
(mg/kg/day) number death

‘ (days)

0 501 KT 22 NAD
502 KT 22 NAD
503 KT 22 NAD
504 KT 22 NAD
505 KT 22 NAD
506 KT 22 NAD
507 KR 85 NAD
508 KR 85 NAD
509 KR 85 NAD
510 KR 85 NAD
511 KR 85 NAD
512 KR 85 NAD

30 513 KT 22 NAD
514 KT 22 NAD
515 KT 22 NAD
516 KT 22 NAD
517 KT 22 NAD
518 KT 22 NAD
519 KR 85 NAD
520 KR 85 NAD
521 KR 85 NAD
522 KR 85 NAD
523 KR 85 NAD
h24 KR 85 NAD

KT : Killed by design after administration period of 18-days KR :Killed by design after post-administration period of 63-days
NAD : No abnormalities detected
a :Days after initiation of administration:



Appendix 10-2

Individual clinical signs of female rats treated orally with 4-ethylphenol during 18 days from 4 days
of agc to weaning '

Dose Animal Fate Age of Clinical signs
(mg/kg/day) number death
(days)

100 525 KT 22 NAD
526 KT 22 NAD
527 KT 22 NAD
528 KT 22 NAD
529 KT 22 NAD
530 KT 22 NAD
b31 KR 85 NAD
532 KR 85 NAD
533 KR 85 NAD

‘ 534 KR 85 NAD
5 535 KR 85 NAD

536 KR 85 NAD

300 537 FD 15 Decrease in locomotor activity, + (4,5,7)°

Subnormal temperature, + (5)°
538 KT 22 Decrease in locomotor activity, + (4,5,7)?
539 KT 22 Decrease in locomotor activity, + (5,10)%
Subnormal temperature, + (5)°

540 KT 22 Decrease in locomotor activity, + (7)°
541 KT 22 Decrease in locomotor activity, + (4,5,7,10) / ++ (9, 11)°

Subnormal temperature, + (5,9)°

Tremor, + (9)°

Straub tail, + (8)*

Emaciation, + (5,6,10,13,14) / ++ (10,1D*
Deep respiration, + (9,11)°

LE60-86'ON Apnig

FD : Found dead;

KT : Killed by design after administration period of 18-days KR : Killed by design after post-administration period of 63-days
NAD : No abnormalities detected :
a : Days of age when the sign was observed

+:Slight ; ++ : Moderate
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Appendix 10-3 Individual clinical signs of female rats treated orally with 4-ethylphenol during 18 days from 4 days
of age to weaning :

Dose Animal Fate Age of Clinical signs
(mg/kg/day) number death
(days)
300 542 KT 22 Decrease in locomotor activity, + (4,5,7)°

Subnormal temperature, + (5)°

Tremor, + (7,8,10)"

Straub tail, + (9)°

Emaciation, + (9-13,15)%

Deep respiration, + (16,17)°
543 KR 85 Decrease in locomotor activity, + (5-7)*

Tremor, + (7)? ,

Straub tail, + (8)°

Deep respiration, + (4)° v
544 KR 85 Decrease in locomotor activity, + (4,5)°
545 KR 85 Decrease in locomotor activity, + (5,7, 10)"

Subnormal temperature, + (8)°

Tremor, + (10)°

Straub tail, + (10,11, 16)*

Deep respiration, + (10,11,14)°

Emaciation, ++ (10)°
546 KR 85 Decrease in locomotor activity, + (5,7)?
Tremor, + (7)°
Straub tail, + (8)?
Decrease in locomotox
Straub tail, + (8)°
Emaciation, + (10-13)*
Deep respiration, + (12,13)°
548 KR 85 Decrease in locomotor activity, ++ (5)°

Tremor, + (7,10)°

Straub tail, + (9-11,13), ++(@&)°"

-J
e

wl
e
<7
-
w

KT : Killed by design after administration period of 18 KR :Killed by design after post-administration period of 63-days
FD : Found dead;  NAD : No abnormalities detected ; + : Slight; ++: Moderate
a : Days of age when the sign was observed
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Appendix 11-1  Individual data on sensory functions of male treated orally with 4-ethylphenol
during 18 days from 4 days of age to weaning

LB0-86'0N ApnIg

Dose Animal State of Pupil Pinna Corneal  Visiual Righting Air Ispilateral
(mg/kg) number gait reflex reflex reflex stepping  reflex righting flexor
reflex reflex reflex
Score range 1~8 1,2 1~4 1~4 1~4 1~4 1~3 1~3
0 001 2 1 1 1 1 1 1 1
002 2 l 1 1 1 1 1 1
003 2 l 1 1 1 1 1 1
004 2 1 1 i 1 1 1 1
005 2 | 1 1 1 1 1 1
006 2 1 1 1 1 1 1 1
007 2 1 1 1 1 1 1 1
008 2 1 1 1 i 1 1 1
009 2 1 1 | 1 1 1 1
010 2 1 1 1 1 1 1 1
011 2 1 1 1 1 1 1 1
012 2 1 1 1 1 1 1 1
30 013 2 1 1 1 1 1 1 1
014 2 1 1 1 1 1 1 1
015 2 1 i 1 I 1 1 1
016 2 1 1 1 ! 1 1 1
017 Z 1 1 I 1 1 1 |
018 2 1 1 i 1 1 1 i
019 ? l 1 1 1 1 1 1
020 2. 1 ] 1 ] 1 1 1
021 2 1 1 I 1 1 1 1
022 2 [ 1 ! 1 1 1 ]
023 2 | 1 1 ] 1 1 I
2 1 1 i ! 1 1 1

024
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Appendix 11-2  Individual data on sensory functions of male treated orally with 4-ethylphenol
during 18 days from 4 days of age to weaning

I
|

Dose Animal State of Pupil Pinna Corneal  Visiual Righting Air Ispilateral
(mg/keg) number gait reflex  reflex  reflex  stepping reflex  righting flexor
reflex reflex reflex
Score range 1~8 1,2 1~4 1~4 1~4 1~4 1~3 1~3
100 025 2 1 ] 1 1 1 1 1
026 2 1 1 1 1 1 1 1
027 2 1 1 1 1 1 1 1
028 ? 1 1 1 1 1 1 1
029 2 1 1 1 1 1 1 1
030 2 1 1 i l 1 1 1
031 2 1 1 1 1 1 1 1
032 2 I 1 1 1 1 1 1
033 2 1 1 i 1 1 1 |
034 2 1 1 1 1 1 1 |
035 2 1 1 1 1 1 1 1
036 2 1 i 1 | 1 1 {
300 037 2 1 1 1 1 2 1 1
038 2 1 1 1 1 2 1 |
039 2 1 1 1 1 1 | l
040 2 1 1 1 1 2 1 |
041 2 1 1 1 1 1 1 1
042 2 1 1 1 1 1 1 1
043 2 1 1 i 1 2 1 1
044 2 1 1 [ 1 | 1 1
045 2 l 1 1 | 1 ] 1
046 2 1 1 1 1 i 1 1
047 2 1 1 l 1 l ] ]
048 2 | l ] 1 l 1 {
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Appendix 12-1  Individual data on sensory functions of female treated orally with 4-ethylphennl
during 18 days from 4 days of age to weaning

|
1
|

Dose Animal State of Pupil Pinna Corneal  Visiual Righting Air Ispilateral
(mg/kg) number gait reflex  reflex  reflex  stepping reflex  righting [lexor
reflex reflex reflex
Score range 1~8 1,2 1~4 1~4 1~4 1~4 1~3 1~3
0 501 2 1 1 1 1 1 1 |
502 2 1 | 1 1 1 1 1
503 2 1 1 1 1 1 1 1
504 2 1 1 1 1 1 1 1
505 2 1 1 1 1 1 1 1
506 2 1 1 1 1 1 1 1
507 2 1 1 1 1 1 1 1
508 2 1 1 1 1 1 ] 1
509 2 1 1 1 1 1 1 1
510 2 1 1 1 1 1 1 1
511 2 1 1 i 1 1 1 1
512 2 1 1 1 1 1 ) 1
30 h13 2 1 1 l 1 1 1 1
h14 2 1 1 1 1 1 1 1
515 2 1 1 1 1 1 1 1
516 2 1 1 l 1 1 | 1
517 2 1 1 1 i 1 1 1
518 2 1 1 1 1 1 1 1
519 2 1 1 1 1 1 1 !
520 2 l 1 1 1 1 1 l
521 2 1 i 1 | 1 ! 1
522 2 l I 1 1 1 l 1
523 2 l 1 | l 1 1 1
524 2 1 | i 1 l I ]

;
|
‘
\
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Appendix 12-2  Individual data on sensory functions of female treated orally with 4-ethyiphenol
during 18 days from 4 days of age to weaning

Dose Animal State of Pupil Pinna Corneal  Visiual Righting Air Ispilateral
(mg/kg) number gait reflex reflex reflex stepping reflex righting flexor
reflex reflex reflex
Score range 1~8 1,2 1~ 1~4 1~4 1~4 1~3 1~3
100 525 1 1 1 1 1 | 1 1
H26 1 1 1 1 1 1 1 1
227 1 1 l 1 1 1 I 1
h28 1 1 i 1 1 2 1 1
529 1 1 | 1 1 I l 1
530 1 1 1 1 1 1 1 1
531 1 1 1 1 1 1 1 1
532 1 1 | 1 1 I 1 1
533 1 1 1 1 1 1 1 1
534 1 1 1 1 1 1 1 1
535 1 1 1 1 1 1 i 1
536 1 1 1 1 1 1 1 1
300 537 1 1 | 1 1 1 1 1
538 1 1 1 1 1 2 1 1
539 1 1 1 1 1 1 1 1
540 1 1 1 1 1 1 1 1
hdl 1 1 i { 1 1 1 1
H42 1 1 ] ] 1 1 1 |
543 1 I 1 1 1 1 1 1
h44 l 1 1 l 1 1 l l
545 1 1 I ] 1 1 1 ]
H46 1 1 1 1 1 1 1 1
547 FD
548 ] | i I ! 1 1 1

FD @ Found dead at 12 days of treatment



Appendix 13-1 Individual external differentiation of male rats treated orally with
4-ethylphenol during 18 days from 4 days of age to weaning

Dose Animal Appearance  Eruption of Separation of Descent of
(ng/kg/day) number of hair lower inciser eyelids testes
0 001 7 11 14

002 7 10 14

003 7 10 14

004 7 10 15

005 7 10 14

006 7 10 14

007 7 9 14 20

008 7 10 14 20

009 7 10 14 20
& 010 7 10 14 20
' 011 1 10 13 20

012 7 10 15 20

Mean 7.0 10. 0 14. 1 20.0

30 013 7 10 14

014 7 10 14

015 7 10 14

016 7 10 14

017 7 10 14

018 7 10 14

019 7 10 14 20

020 7 10 14 20
" 021 7 10 14 20
=1 022 7 10 14 20
& 023 7 10 15 21
pe 024 7 10 15 20
de}
% Mean 7.0 10. 0 14.2 20. 2
<3

Fach value 1s expressed as days of age.



Appendix 13-2 Individual external differentiation of male rats treated orally with
4-ethylphenol during 18 days from 4 days of age to weaning

Dose Animal Appearance  Eruption of Separation of Descent of
(mg/kg/day) number of hair lower incisor eyelids testes
100 025 7 10 15
026 7 10 14
027 7 10 14
028 7 10 15
029 7 10 15
030 7 10 14
031 7 10 14 20
032 1 10 14 20
033 7 10 14 20
do 034 7 10 14 20
i 035 7 11 15 21
036 7 11 15 20
Mean 7.0 10. 2 14. 4 20.2
300 037 7 9 13
038 7 10 14
039 7 10 15
040 7 10 15
041 7 9 14
042 7 10 14
043 7 9 14 20
044 7 10 14 20
045 7 10 14 20
&z 046 7 10 14 21
& 047 7 9 15 21
— 048 7 10 13 20
c
7 Mean 7.0 9.7 14.1 20. 3
e}
3

Each value is expressed as days of age
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Appendix 14-1 Individual external differentiation of female rats treated orally with

4-ethylphenol during 18 days from 4 days of age to weaning

Dose Animal Appearance  Eruption of Separation of Opening of
(mg/kg/day) number of hair lower incisor eyelids vagina
0 501 7 10 14
502 7 10 14
503 7 11 14
504 7 10 14
505 7 10 14
506 7 10 14
507 7 10 14 33
508 7 10 14 41
509 7 10 14 33
510 7 10 14 34
511 7 10 14 34
b12 7 10 15 32
Mean 7.0 10. 1 14. 1 34.5
30 513 7 10 14
514 7 9 14
515 7 10 14
516 7 10 14
517 7 10 14
518 7 10 15
519 7 10 14 34
520 7 10 14 32
521 7 10 14 33
522 7 10 14 32
523 7 10 14 33
524 7 10 15 33
Mean 7.0 9.9 14. 2 32.8

Each value is expressed as days of age.
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Appendix 14~2 Individual external differentiation of female rats treated orally with

4-ethylphenol during 18 days from 4 days of age to weaning

Dose Animal Appearance  Eruption of Separation of Opening of
(mg/kg/day) number of hair lower incisor eyelids vagina
100 525 7 10 14
526 7 11 14
527 7 10 14
528 7 10 14
529 7 10 14
530 7 10 14
531 7 10 14 34
532 7 10 14 33
533 7 10 14 32
534 7 10 14 33
535 7 10 14 33
536 7 10 15 33
Mean 7.0 10. 1 14. 1 33.0
300 537 7 10 14
538 7 10 14
539 7 10 13
540 7 10 14
541 7 9 14
542 7 9 14
543 7 10 14 35
544 7 10 14 32
545 T 10 14 35
546 7 10 14 41
547 7 10 13
548 7 10 13 34
Mean 7.0 9.8 13.8 35. 4

Each value is expressed as days of age.
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Appendix 15-1 Individual body weights of male rats treated orally with 4 -ethylphenol during 18 days

from 4 days of age to weaning
()

Gain

Dose Animal Days of age Gain
(mg/ke/day) number 3 4 7 10 13 16 19 21 4-21 21 28 35 42 49 56 63 70 77 84 21-84

0 001 94 113 172 246 314 38.6 494 61.1 4938
002 10.3 11.7 188 26.7 36.2 457 553 659 54.2
003 91 11.0 176 26.1 36.9 46.8 57.0 66.2 55.2
004 93 115 186 28.1 38.2 459 56.0 649 534
005 10.5 123 19.0 274 36.8 46.2 56.0 656 53.3

006 8.9 10.7 175 267 347 425 b51.1 614 50.7
007 10.7 12.2 19.0 273 36.0 452 550 66.1 53.9 66 109 170 233 281 323 364 402 430 445 379

008 10.2 127 204 28.1 369 446 533 609 482 61 100 160 224 176 332 379 413 436 450 389
009 8.6 10.0 160 229 31.1 393 486 58.6 48.6 59 102 160 214 268 312 349 375 399 410 351
010 9.9 11.8 183 25.0 322 395 50.3 590 47.2 59 109 177 240 301 358 399 429 4569 485 426
011 10.1 11.8 182 270 350 431 529 633 51.5 63 111 173 233 295 352 394 425 451 468 405
012 105 12.7 19.7 281 36.7 46.6 55.3 68.0 55.3 68 120 189 259 332 395 448 480 508 527 459

Mean 98 116 184 265 352 437 534 634 51.8 63 109 172 234 276 345 389 421 447 464 402
30 013 104 125 192 26.7 33.5 42.2 533 619 494

014 9.9 120 189 276 365 455 551 659 539

015 105 125 201 276 374 478 588 683 558

016 9.0 103 16.7 258 35.2 427 523 61.3 51.0

017 10.2 12,1 199 285 36.6 458 556 65.2 53.1

018 86 104 17.3 26.8 357 43.0 52.7 62.1 51.7
019 105 122 192 275 34.1 42.1 523 609 48.7 61 103 168 228 292 354 395 409 427 441 380

020 9.7 121 188 27.7 36.8 456 549 640 51.9 64 105 162 227 282 337 390 427 458 485 421
021 10.8 126 197 278 36.3 421 52.6 624 49.8 62 106 172 242 320 383 433 459 493 oll 449
022 101 118 18.0 24.6 32.7 40.9 50.1 59.8 48.0 60 104 167 231 285 332 361 380 398 404 344
023 9.2 108 174 264 34.2 427 499 574 46.6 57 93 146 203 256 314 360 398 434 456 399
024 93 11.7 179 259 346 444 537 642 525 64 105 166 232 294 351 399 431 461 476 412

Mean 99 118 186 26.9 353 437 534 628 51.0 61 103 164 227 288 340 391 417 445 462 401
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Appendix 15-2 Individual body weights of male rats treated orally with A-ethylphenol during 18 days
from 4 days of age to weaning

()

Dose Animal Days of age Gain Gain

(mg/kg/day) number 3 4 7 10 13 16 19 21 4-21 21 28 35 42 49 56 ©63 70 77 84 21-84
100 025 10.9 13.3 19.8 269 33.6 41.2 51.9 61.1 478

026 9.9 11.8 186 26.1 329 423 500 588 47.0
027 9.9 11.7 189 269 36.1 453 52.2 596 479
028 91 11.2 179 266 356 429 528 61.8 506
029 8.9 10.5 16.1 243 329 41.2 495 0583 47.8

030 10.1 123 189 286 367 456 53.2 63.0 50.7
031 105 126 19.7 275 343 41.3 499 583 457 58 99 1565 218 268 317 359 388 418 432 374

032 106 128 203 287 382 463 555 648 520 65 111 182 244 309 362 403 440 469 482 417
033 96 11.6 184 26.0 336 419 494 59.0 474 59 110 179 246 314 378 420 457 483 507 448
034 104 123 190 263 341 420 495 574 451 57 100 168 231 294 350 405 442 477 496 439
035 9.2 109 173 263 353 439 543 63.8 52.9 64 108 169 230 284 334 367 396 430 452 388
036 9.3 113 172 239 31.9 405 487 588 475 59 105 166 229 285 341 393 420 452 475 416

Mean 99 119 185 265 346 429 514 604 485 60 106 170 233 292 347 391 424 455 474 414

300 037 10.3 121 151 225 30.5 387 48.1 58.7 466
038 109 13.0 167 242 322 413 50.1 60.3 473
039 9.0 11.0 115 17t 23.5 31.7 379 409 299
040 9.2 11.1 184 273 376 447 540 642 53.1
041 10.1 119 16.2 209 294 3705 460 55.0 43.1

042 88 10.8 155 23.6 322 38.7 447 533 425

043 9.6 11.6 157 227 305 386 49.0 576 46.0 58 102 163 224 288 338 381 418 449 473 415
044 9.7 11.6 185 27.0 35.6 42.0 52.6 60.9 49.3 61 102 163 226 250 349 398 435 459 480 419
045 100 11.2 153 207 295 33.0 36.2 423 31.1 42 83 150 220 290 352 415 445 490 508 466
046 104 122 156 22.0 297 36.8 442 532 41.0 53 97 164 226 295 345 396 422 4562 462 409
047 9.2 108 147 237 32.0 414 513 599 49.1 60 98 157 221 281 340 380 409 440 457 397

048 105 13.3 14.8 211 297 399 495 587 454 59 94 143 197 239 315 371 408 445 471 412

Mean 9.8 11.7 157 227 31.0 387 470 554 437 56 96 167 219 284 340 390 423 456 475 420
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Appendix 16-1 Individual body weights of female rats treated orally with 4-ethylphenol during 18 days
from 4 days of age to weaning

(g)
Dose Animal Days of age Gain Gain
(mg/kg/day) number 3 4 7 10 13 16 19 21 4-21 21 28 35 42 49 56 63 70 77 84 21-84

0 501 88 10.6 163 243 31.3 39.0 48.2 57.6 47.0
002 9.2 11.0 176 252 335 41.1 50.3 56.9 45.9
o03 9.0 11.0 171 246 34.2 43.5 52.6 614 504
504 93 114 184 27.0 355 43.0 51.5 57.2 458
505 87 105 16.1 249 338 425 50.3 60.6 50.1

506 9.1 112 178 266 36.0 423 49.7 579 46.7
o07 85 104 165 246 32,6 41.2 504 604 50.0 60 96 141 173 199 214 227 239 255 260 200

508 94 11.6 189 269 36.3 448 539 63.7 52.1 64 104 153 195 227 260 279 299 317 334 270
209 84 97 158 232 303 382 486 57.0 47.3 57 96 142 177 206 227 238 257 261 275 218
510 88 105 16.7 233 31.7 393 455 559 454 56 89 124 157 177 197 209 220 232 241 185
oll 83 99 158 24.0 319 406 50.4 581 48.2 58 101 148 180 208 231 244 252 266 286 228
512 96 115 185 259 34.0 41.6 51.2 609 494 61 102 147 176 203 220 236 251 262 263 202

Mean 89 10.8 17.1 250 334 414 50.2 59.0 482 59 98 143 176 203 225 239 253 266 277 217

30 513 89 106 169 242 322 404 50.5 60.7 50.1
514 9.0 10.6 166 252 31.6 39.0 483 57.0 464
o1b 84 99 159 236 344 423 520 594 495
516 87 105 174 26.2 360 440 534 61.8 51.3
ol7 85 10.1 158 238 320 393 48.8 58.1 48.0

018 93 113 182 270 355 44.7 52.9 62.0 50.7
019 94 115 179 254 323 41.0 498 58.6 47.1 59 97 147 184 205 226 242 255 270 272 213

020 96 118 18.2 26.7 357 44.2 53,5 63.6 51.8 64 107 155 185 205 225 240 250 267 274 210
021 9.2 11.1 173 26.1 341 41.1 514 59.6 485 60 95 142 182 206 226 242 259 266 267 207
522 9.3 109 175 242 31.2 379 459 53.2 423 53 93 142 176 204 228 245 263 274 277 224
223 8.6 10.7 173 254 333 415 503 60.1 494 60 89 131 167 193 220 234 248 263 277 217
524 83 104 169 254 343 43.7 51.7 605 50.1 61 94 129 160 182 202 218 229 242 259 198

Mean 89 108 17.2 253 336 41.6 50.7 59.6 48.8 60 96 141 176 199 221 237 251 264 271 212
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Appendix 16-2 Individual body weights of female rats treated orally with 4-ethylphenol during 18 days

from 4 days of age to weaning
(g)

Dose Animal Days of age Gain Gain
(mg/kg/day) number 3 4 7 10 13 16 19 21 4-21 21 28 35 42 49 56 63 70 77 84 21-84
100 525 94 11.2 18.1 25.6 32.6 407 499 60.1 489

526 9.1 11.1 17.0 248 325 405 492 578 46.7
527 86 10.2 165 24.6 339 427 50.1 587 485
528 87 104 169 256 332 408 505 578 474
529 88 104 162 245 332 403 49.0 573 46.9

530 9.7 119 19.2 28.7 39.0 457 545 63.1 51.2
531 9.2 11.0 17.0 253 339 409 49.7 584 474 58 94 142 180 205 227 245 257 265 276 218

532 83 10.2 16.1 252 338 425 534 636 534 64 104 156 195 223 255 283 298 307 320 256
233 85 99 162 251 31.7 388 49.0 579 48.0 58 95 145 179 209 238 256 267 282 291 233
o34 89 105 165 240 31.8 39.7 485 578 47.3 58 100 155 198 230 269 284 320 328 342 284
535 84 103 169 254 334 414 505 59.7 494 60 95 13> 160 175 192 205 210 219 228 168
536 95 116 187 265 355 444 544 641 525 64 103 139 170 191 208 225 237 248 260 196

Mean 89 107 17.1 2564 337 415 50.7 59.7 49.0 60 99 145 180 206 232 250 265 275 286 226

300 537 89 109 143 218 291
538 9.0 11.1 166 25.1 338 415 499 592 481
539 85 10.3 128 199 278 353 433 50.7 404
40 9.2 109 16.8 26.1 34.1 41.0 50.1 589 48.0
541 85 106 12.3 163 175 232 300 350 244
042 9.6 106 143 214 288 354 423 526 420

543 87 106 139 21.0 291 365 448 512 40.6 51 81 124 162 189 212 236 251 265 273 222
044 9.3 111 17.2 2i5 2§57 370 454 535 424 54 92 142 165 197 218 234 245 250 27v2 218
o045 83 10.3 13.2 164 21.9 231 279 346 243 35 70 116 160 183 202 219 225 234 242 207
546 9.2 121 131 14.2 16.0 20.8 26.0 29.3 17.2 29 56 101 152 181 207 222 235 252 261 232

047 84 98 13.0 147 16.0
548 9.4 108 152 240 33.2 409 50.1 576 46.8 58 87 129 164 189 212 228 243 260 275 217

Mean 89 108 144 202 264 335 41.0 483 374 45 77 122 161 188 210 228 241 253 260 219
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Appendix 17  Individual food consumption of male rats treated orally with 4-ethylphenol
during 18 days from 4 days of age to weaning

()
Dose Animal Days of age
(mg/kg/day) number 28 35 42 49 56 63 70 i 84
0 007 20 28 30 32 33 35 34 31 32
008 15 25 28 31 30 33 34 32 30
009 16 24 28 30 34 34 32 33 30
010 20 28 31 38 38 41 37 38 37
011 19 30 30 36 36 37 33 36 31
012 21 31 34 41 41 45 39 43 39
Mean 19 28 30 35 35 38 35 36 33
30 019 18 26 30 34 36 36 26 32 29
020 24 25 31 35 34 39 37 37 38
021 17 28 31 37 36 4] 35 39 36
022 18 27 32 35 35 35 32 31 28
023 18 22 28 29 34 36 32 34 29
024 19 28 31 34 36 39 35 38 36
Mean 19 26 31 34 35 38 33 35 33
100 031 18 23 30 31 30 33 28 32 29
032 18 31 31 38 36 39 36 37 33
033 19 31 33 39 37 40 38 39 34
034 18 28 32 39 37 45 43 45 42
035 20 28 34 35 37 36 36 38 36
036 18 25 30 30 33 38 31 33 34
Mean 19 28 32 35 35 39 35 37 35
300 043 19 28 32 35 39 38 36 37 35
044 17 26 29 34 37 40 37 37 34
045 17 29 36 42 43 19 43 46 38
046 18 28 33 38 33 40 37 36 30
047 17 26 29 35 40 42 35 39 36
048 1o 23 25 31 30 30 33 36 36
Mcan i7 27 31 36 37 4 37 39 35
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Appendix 18 Individual food consumption of female rats treated orally with 4-ethylphenol
during 18 days from 4 days of age to weaning

()

Dose Animal Days of age
(mg/kg/day)  number 28 35 42 49 56 63 70 77 34
0 507 19 24 21 25 22 21 23 27 26
508 20 25 27 28 29 29 29 30 30
509 16 22 23 25 24 25 25 25 26
510 16 19 22 23 23 25 22 24 23
511 22 27 28 29 29 29 24 31 32
512 17 22 23 23 20 24 24 25 20
Mean 18 23 24 26 25 26 25 27 26
30 519 18 22 23 23 23 24 23 29 21
520 21 25 24 25 22 24 23 26 27
521 16 21 23 26 24 26 26 26 23
522 18 26 28 29 28 28 28 29 29
523 16 22 24 27 29 29 25 30 31
524 17 20 22 24 22 25 24 25 25
Mean 18 23 24 26 25 26 25 28 26
100 531 17 23 24 24 25 24 23 26 21
532 18 24 25 27 29 32 27 28 28
533 19 22 24 23 26 29 24 29 26
534 19 26 29 34 33 31 33 32 32
535 18. 23 21 22 24 23 19 23 25
536 18 20 21 21 21 23 22 21 22
Mean 18 23 24 25 26 27 25 27 26
300 543 15 21 23 24 26 27 26 23 26
544 16 24 23 27 25 26 25 25 30
545 15 24 26 24 25 26 24 25 24
546 15 20 25 26 2 23 26 28 25

547

548 15 21 21 24 25 25 22 25 27
Mean i5 25 26 29 25 25 25

]
Q]
B
s
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Appendix 19 - 1 Individual urinary findings of male rats treated orally with 4-ethylphenol
during 18 days from 4 days of age to weaning

< 11 weeks of age >

Dose Animal Color Cloudy Volume Specific pH Protein Glucose Ketone Occult Urobilinogen Bilirubin
(mg/kg) number (mL/18hrs) gravity body blood
0 007 PY + 10.6 1.056 7.5 + - - - 0.1 -
008 PY ~ 13.2 1.020 3.0 + - — - 0.1 —
009 PY + 7.3 1.044 8.0 + — - - 0.1 -
010 PY + 19.5 1.062 8.5 + - + - 0.1 —
011 PY + 11.9 1.050 8.0 + - - - 0.1 —
fe P = 1a9 1062 75 o - = - 01 -
30 019 PY 9.9 1.068 8.0 + - + - 0.1 -
020 PY — 12.9 1.048 8.0 + — - — 0.1 -
021 PY + 12.4 1.052 8.5 + - — + 0.1 -
022 Y + 8.8 1.070 7.5 + — + - 0.1 —
023 B + 9.6 1.052 8.0 + - + +++ 0.1 —
024 PY + 11.6 ~1.032 8.0 + - — - 0.1 —
Color : PY(pale yellow), Y(yellow), B(brown)
Cloudy : —(negligible), + (cloudy)

Protein : +(15~30mg/dL), —+(30mg/dL), ++(100mg/dL)
Glucose : —(negligible)

Ketone body : —(negligible), *={5mg/dL), +{15mg/d
Occult blood : —(negligible), =+ (trace), +(slight
Urobilinogen : Ehrlich unit/dL

Bilirubin : —(negligible)

L)
), +++(marked)
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Appendix 19 - 2

Individual urinary findings of male rats treated orally with 4-ethylphenol

during 18 days from 4 days of age to weaning

< 11 weeks of age >

Dose Animal Color Cloudy Volume Specific pH Protein Glucose Ketone Occult Urobilinogen Bilirubin
(mg/kg) number (nL/18hrs) gravity body blood B
100 031 PY - 13.8 1.062 7.0 + — - + 0.1
032 PY + 12.1 1.060 8.0 + — — ++4 0.1
033 PY + 15.6 1.062 8.0 + — + - 0.1
034 PY + 14.8 1.064 7.5 + — =+ - 0.1
035 PY + 9.6 1.064 7.5 + — + — 0.1
__________________ 036 PY 4+ 10.8 .00 75 — A =0T
300 043 PY + 15 1.064 8.0 + - + - 0.1
044 PY + 12.0 1.070 7.0 t - - - 0.1
045 Y — 19.6 1.044 7.5 =+ - + - 0.1
046 PY - 12.2 1.028 8.5 + - + - 0.1
047 PY + 13.7 1.064 8.0 +t - + - 0.1
048 PY + 14.1 1.058 8.0 + — =+ - 0.1
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Appendix 19 - 3 Individual urinary findings of male rats treated orally with 4-ethylphenol
during 18 days from 4 days of age to weaning

< 11 weeks of age >

Dose  Animal Erythro- Leuko- Crystals Epithelial cells Casts Fat
(mg/kg) number cytes cytes Mg C(Ca Anms Sq R S G H W globules
0 007 - — + - — + — — - - - -
008 - - - - — + - — - - = —
009 - + +H+ = - +t - — — — — —
010 - — tH+ = -~ ++ + - - = - -
011 —~ - + - - + - - - - - -
................. o2 - =t = =R T T T T T
30 019 - - oo~ = + — - - - - -
020 -~ - o - + - - - - - —
021 — - + - - + - - - - - -
022 - - - - - = - - = —~
023 t+4+ +t = = + - - - - - -
024 — — = = +4 -~ — - = - -
— : Not observed; + : A few in some fields; ++ : A few in all fields; +++ : Many in all fields
Crystals

Mg(ammonium magnesium phosphate)
Ca(calcium phosphate)
Ams{amorphous)
Epithelial cells
Sq(squamous)
R(round)
S{spindle)
Casts
G(granule)
H(hyaline)
W(waxy)
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Appendix 19 - 4 Individual urinary findings of male rats treated orally with 4-ethylphenol
during 18 days from 4 days of age to weaning

< 11 weeks of age >

Dose  Animal Erythro- Leuko- Crystals Epithelial cells Casts Fat
(mg/kg) number cytes cytes Mg Ca Aums Sq RS G H W globules
100 031 - - - - = + - - - - - -

032 FH+ + o= = tt+ ~— — — - = -
033 - — + - - + - - — - - -
034 - - = = + — - — - - -
035 - - o= = + — - - - = -
................. 036 T Tttt T Tt T T T Tl
300 043 - - - = t - - - - - —
044 - - + - = + - - - - - -
045 - - + - - t+ - — - = - -
046 —~ - + - - + - - - - - -
047 — - t+ - = +t — - - - = -
048 - - tf = = tt — - - = = -




.9%-

LB0-86'0N Apnis

Appendix 20 - 1 Individual urinary findings of female rats treated orally with 4-ethylphenol
during 18 days from 4 days of age to weaning

< 11 weeks of age >

Dose  Animal Color Cloudy Volume Specific pH Protein Glucose Ketone Occult Urobilinogen Bilirubin
(mg/kg) number (mL/18hrs) gravity body bload
0 507 PY + 6.1 1.040 8.5 + - — - 0.1 -
508 PY - 11.4 1.050 8.5 + - — — 0.1 -
509 PY + 6.4 1.068 8.0 * - — — 0.1 -
510 PY + 9.1 1.056 8.0 + — — — 0.1 -
H1t PY — 8.8 1.044 8.0 + - - - 0.1 -
e PY RUSSR .3 1.070 85 . RN L el 0.1 IS
30 519 PY 4+ 9.8  1.018 B85 + — — — 0.1 -
520 PY - 5.5 1.038 8.5 + — -~ -~ 0.1 -
521 PY + 8.4 1.034 8.0 + - - — 0.1 -
522 PY + 24.1 1.052 8.0 + — -~ -~ 0.1 ~
523 PY + 9.4 1.062 8.0 + - - - 0.1 -~
524 PY — 11.3 1.060 8.0 + — - — 0.1 —

Color : PY(pale yellow)
Cloudy : —{negligible), + (cloudy)
Protein : *(15~30mg/dL), +(30mg/dL)

Glucose : —(negligible)
Ketone body : —{(negligible)
Occult blood : — (negligible), =+ (trace)

Urobilinogen : Ehrlich unit/dL
Bilirubin : —(negligible)
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Appendix 20 - 2 Individual urinary findings of female rats treated orally with 4-ethylphenol
during 18 days from 4 days of age to weaning

< 11 weeks of age >

Dose Animal Color Cloudy  Volume Specific pH Protein Glucose Ketone Occult Urobilinogen Bilirubin
(mg/kg) number (mL/18hrs) gravity body blood .
100 531 PY + 10.2 1.022 8.0 + - - - 0.1 -
532 PY — 10.3 1.060 8.0 + — — — 0.1 —
533 PY + 6.7 1.036 8.0 + - - - 0.1 —
534 PY + 15.9 1.046 8.0 + - - - 0.1 -
535 PY — 10.8 1.046 8.5 + - - —- 0.1 -
8% PY = 157 1036 85 - T - 01 -
300 543 PY + 9.8 1.os6 80 + - — - 0.1 -
544 PY + 20.5 1.046 8.0 + — - - 0.1 -
545 PY - 8.6 1.052 8.5 + - - - 0.1 -
546 PY - 12.4 1.042 8.5 + - - - 0.1 -
547 - -——- - - ———- ——- - - ———- -—-- -
548 PY - 7.8 1.056 8.0 + - - + 0.1 -

----: Not available
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Appendix 20 - 3 Individual urinary findings of female rats treated orally with 4-ethylphenol
during 18 days from 4 days of age to weaning

< 11 weeks of age >

Dose  Animal Erythro- Leuko- Crystals Epithelial cells Casts Fat
(mg/kg) number cytes cytes Mg Ca Anms Sq R S G H W globules
0 507 — - + — -~ + - - - - - —
508 - — + — - + — — — - - -
509 - — t+ = — + ~ - — - - -
510 - —~ + - - + - - - - - -
511 - —~ + - = + - - - = = -
................. ble T = =Y ST T T TT
30 519 = -+ = =¥ — — — - — —
520 — — + — - + - - - - - -
521 - — + — - + - - - - - -
522 - - o= = + — - - - - -
523 — — + — - + - - - - - -
524 — - ++ = — + — - — - - -
— : Not observed; + : A few in some fields; ++ : A few in all fields
Crystals

Mg(ammonium magnesium phosphate)
Ca{calcium phosphate)
Ams{amorphous)
Epithelial cells
Sq{squamous)
R(round)
S(spindle)
Casts
G(granule)
H(hyaline)
W(waxy)
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Appendix 20 - 4

Individual urinary findings of female rats treated orally with 4-ethylphenol
during 18 days from 4 days of age to weaning

< 11 weeks of age >

Dose  Animal Erythro- Leuko- Crystals Epithelial cells Casts Fat
(ng/kg) number cytes cytes Mg Ca Ams Sq S G H W globules
100 531 - - + - = + - - = -
532 — - + - - + ~ - - - -
533 - - - = + - - = = -
534 ~ - + - - + - - = = -
535 - - - - = + - - - = -
................. 036 T T Tt T T T T T
300 543 - — Ty T + - - - = -
544 - - - - = + - - = = -
545 - - + - - + - - - = -
546 - — i — — + — — _ _ —
547 ---- St LTS R R --- —mm mmmm mmes e —---
548 — - = = - - - = -

----: Not available
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Appendix 21 - 1 Individual hematological findings of male rats treated orally with 4-ethylphenol
during 18 days from 4 days of age to weaning

< 22 days of age >

Dose Animal RBC ) Hb Ht MCV MCH MCHC Ret. PT APTT

(mg/kg) number (10*/uL) (g/dL) (%) (fL) (pg) %) (%) (sec) (sec)

0 o0l 444 9.3 29.4 66 20.9 31.6 222 14.6 14.9

002 455 8.6 28.3 62 18.9 30.4 181 14.0 18.6

003 453 9.6 30.6 68 21.2 31.4 202 13.8 15.7

004 457 8.8 29.1 64 19.3 30.2 216 13.8 15.0

005 463 8.2 27.3 59 17.7 30.0 178 13.8 15.6

006 461 8.7 28.4 62 18.9 30.6 202 13.3 14.2
_______________ Mean 456 89 28.9 64 19.5 0.7 .20 139 157

30 013 500 0.1 3% T 65 T TTRo.2 3L 223 13.5 16.0

014 454 9.9 32.1 71 21.8 30.8 243 14.1 15.8

015 472 8.6 28.5 60 18.2 30.2 220 13.8 15.7

016 493 9.1 29.7 60 18.5 30.6 204 13.9 14.6

017 498 9.8 32.0 64 19.7 30.6 187 13.6 15.9

018 504 8.5 28.8 57 16.9 29.5 158 13.9 15.1
............... Mean 487 9.3 30.6 63 19.2 3.5 206 138 18,6

100 025 471 9.7 R O R 66206 31.0 240 13.4 16.2

026 514 9.8 31.1 61 19.1 31.5 166 13.9 16.7

027 498 9.9 31.6 63 19.9 31.3 191 14.3 16.4

028 469 9.6 32.0 68 20.5 30.0 217 14.3 15.0

029 504 9.3 30.2 60 18.5 30.8 168 13.6 15.3

030 525 9.6 31.2 59 18.3 30.8 253 13.3 15.5
,,,,,,,,,,,,,, Mean 497 9.7 312 63 19.5 30,9 .26 138 159

300 037 432 8.7 28 631920 30.5 237 13.7 15.1

038 466 9.9 31.3 67 21.2 31.6 237 13.9 15.5

039 487 10.0 31.4 64 20.5 31.8 204 13.2 15.2

040 497 9.4 30.7 62 18.9 30.6 214 13.7 15.8

041 504 10.0 31.9 63 19.8 31.3 241 14.4 15.0

042 476 8.7 28.8 61 18.3 30.2 228 13.4 14.2

=
[¢)
o
=
N
(o]
(e
«©w
(@]
(%)
()
W
o
(%)
—
©
-
CO
—
fan)
Do
[a\e)
-3
—
(%]
-3
[
(2]
—




_Ig-

L60-86'0N Apnig

Appendix 21 - 2 Individual hematological findings of male rats treated orally with 4-ethylphenol
during 18 days from 4 days of age to weaning

< 22 days of age >

Differential leukocyte counts (%)

Dose  Animal WBC Neutro. Plat.
(mg/kg) number (10%/uL) Baso. Eosin. Stab Seg. Lymph. Mono. Other  (10*/uL

0 001 13 0 1 0 17 79 3 0 138

002 20 0 0 0 12 86 2 0 152

003 23 0 0 0 19 79 2 0 138

004 21 0 0 0 11 86 3 0 173

005 15 0 0 0 11 89 0 0 158

006 22 0 1 0 12 85 2 0 151
_______________ Mean 19 0 0 0 14 84 SRR USRS 1S

30 013 20 T [ | R | 0 g 1 0 151

014 21 0 0 0 11 87 2 0 173

015 21 0 0 0 20 80 0 0 165

016 16 0 0 0 o oL 0 0 161

017 15 0 0 0 11 89 0 0 150

018 17 0 0 0 11 88 1 0 153
_______________ Mean 19 0 0 0 12 88 N T e <

100 025 28T | ¢ | o5 T 0 0 182

026 10 0 0 0 18 78 4 0 174

027 11 0 0 0 9 87 4 0 158

028 19 0 2 0 7 90 1 0 192

029 18 0 0 1 8 90 1 0 136

030 21 0 0 0 18 81 1 0 181
_______________ Mean 18 0 0 0 11 87 2 .6 moo

300 037 18 T o T N | i 7 | ‘ 0 142

038 13 0 0 0 12 86 2 0 147

039 10 0 0 0 13 8 2 0 166

040 17 0 0 0 20 79 1 0 171

041 17 0 1 0 22 7 0 0 177

042 30 0 0 0 9 89 2 0 160
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Appendix 22 - 1 Individual hematological findings of female rats treated orally with 4-ethylphenol
during 18 days from 4 days of age to weaning

< 22 days of age >

Dose Animal RBC Hb Ht MCV MCH “MCHC Ret. PT APTT

(ng/kg) number (10*/ul) (g/dL) €3] (fL) (pg) (% (%o (sec) (sec)

0 501 515 9.4 29.8 58 18.3 31.5 166 14.1 14.2

502 497 9.1 30.4 61 18.3 29.9 211 14.0 15.3

503 484 10.1 32.5 67 20.9 31.1 196 13.9 14.3

504 455 8.2 26.5 58 18.0 30.9 149 14.2 14.3

505 467 10.0 32.1 69 21.4 31.2 196 13.9 14.6

506 480 8.8 28.4 59 18.3 31.0 260 13.5 12.8
_______________ Mean 483 9.3 30.0 62 19.2 30.9 9% 13,8 143

30 513 495 9.3 299 0 T 60 ] 8.8 7 3.t 231 14.4 15.6

514 459 10.2 31.3 68 22.2 32.6 187 14.2 15.0

515 527 10.8 34.6 56 20.1 30.6 248 13.4 14.2

516 530 10.4 33.5 63 19.6 31.0 242 14.1 15.2

517 464 9.3 29.9 64 20.0 31.1 195 13.5 15.1

518 469 10.0 32.0 68 21.3 31.3 282 13.9 15.5
_______________ Mean 491 10.0 31.9 65 20.3 31.3 231 13.9 16,1
100 525 522 T 9.5 30y T b8 8.2 &ty T 207 13.8 14.8 ‘

526 510 10.1 31.9 03 19.8 31.7 203 14.1 15.2

527 484 9.4 30.2 62 19.4 31.1 285 14.0 16.3

528 516 10.1 31.8 67 19.6 31.8 240 14.1 13.7

529 438 8.7 28.1 64 19.9 31.0 217 13.8 14.7

530 524 10.1 32.0 o1 18.3 31.6 202 13.4 15.2
_______________ Mean 499 9.7 30.8 62 19.4 31.4 226 13.9 16,0
300 [ 7 It oI oIt J [ N P [ o

538 478 9.6 31.2 65 20.0 30.8 235 14.0 14.5

539 522 10.5 32.8 63 20.1 32.0 255 13.5 14.2

540 518 10.2 32.7 63 19.7 31.2 243 13.2 13.3

541 -——- ———= —— ———— - e ———- ———— -—--

542 522 10.9 34.2 06 20.9 31.9 250 13.9 13.9

Mean 511 10.3 32.7 64 20.2 31.5 246 13.7 14.0

----: Not avallable
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Appendix 22 - 2

Individual hematological findings of female rats treated orally with 4-ethylphenol

during 18 days from 4 days of age to weaning

< 22 days of age >

Differential leukocyte counts (%)

Dose Animal WBC Neutro. Plat.
(mg/keg) number (10%/uL) Baso. Eosin. Stab Seg. Lymph. Mono. Other  (10*/ulL
0 501 20 0 0 0 11 89 0 0 193

502 18 0 0 0 10 89 1 0 186

503 12 0 0 0 15 83 2 0 128

504 34 0 0 0 21 78 1 0 152

505 28 0 0 0 15 85 0 0 137

506 27 0 0 0 17 82 1 0 153
_______________ Mean 23 0 0 0 15 84 0 188

30 513 23T 0 T | A 93 0 0 155

514 23 0 0 0 12 85 3 0 137

515 18 0 0 0 13 86 1 0 153

516 21 0 0 0 12 88 0 0 143

517 25 0 0 0 5 94 1 0 141

518 25 0 1 0 8 89 2 0 149
_______________ Mean 23 0 0 0 10 &9 ...t .0 .l

100 h25 O3y 0 o o 2 76 2 0 200

526 17 0 0 0 12 83 0 0 135

527 17 0 0 1 12 85 2 0 174

528 22 0 0 0 10 89 1 0 143

529 25 0 0 0 8 92 0 0 219

530 27 0 0 0 5 95 0 0 145
_______________ Mean 24 0 0 0 12 .8 1 0 169

360 537 I I LI oI g - L S oI

538 28 0 0 0 16 84 0 0 195

539 16 0 0 0 5 93 2 0 174

540 18 0 1 0 4 95 0 0 167

541 ——-- ——-- = —— R - - -—- -

542 20 0 0 0 17 83 0 0 155

Mean 21 0 0 0 11 89 1 0 173

-~--:Not available
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Appendix 23 - 1 Individual hematological findings of male rats treated orally with 4-ethylphenol
during 18 days from 4 days of age to weaning

< 85 days of age >

Dose  Animal  RBC Hb it MCV MCH MCHC Ret. PT APTT

(ng/kg) number (10¢/uL) (g/dL) %) (fL) (pg) (%) (%) (sec) (sec)

0 007 892 16.4 46.4 52 18.4 35.3 24 12.8 19.9

008 945 16.6 48.2 51 17.6 34.4 17 12.8 18.1

009 800 14.5 41.9 h2 18.1 34.6 32 12.5 17.2

010 838 15.3 43.0 51 18.3 35.6 30 12.4 18.7

011 835 16.0 45.5 h4 19.2 35.2 42 12.6 19.9

012 920 16.6 47.9 52 18.0 34.7 24 12.5 17.9
_______________ Mean 872 16,9 ~ 45.5 52 18.3 3.0 28 12,6 18.6

30 019 915 16.5 4T 51 18.0 35.3 26 12.5 19.3

020 794 14.8 43.3 55 18.6 34.2 36 12.7 16.7

021 857 16.4 46.7 54 19.1 35.1 29 12.8 17.2

022 892 16.1 46.0 52 18.0 35.0 22 12.7 17.9

023 809 15.9 46.2 57 19.7 34.4 40 12.8 18.2

024 846 16.1 45.9 54 19.0 35.1 33 12.2 16.9
............... Mean 82 16.0 458 54 18.7 4.9 8 .t2e 17T

100 031 878 15.9 455 3 18,1777 34,9 i8 13.4 17.9

032 856 15.3 44 .4 52 17.9 34.5 36 12.4 18.5

033 814 15.7 45.2 56 19.3 34.7 19 12.5 18.6

034 800 14.9 43.0 54 18.6 34.7 22 12.4 17.2

035 881 17.0 48.2 ) 19.3 35.3 17 13.3 17.9

036 811 15.7 45.2 56 19.4 34.7 31 12.8 16.8
............... Mean 840  15.8 ~~ 45.3 o4 18.8 4.8 24 128 17.8

300 043 858 15.9 U4 53 185 T 34.9 24 12.3 18.0

044 819 15.6 45.2 55 19.0 34.5 15 12.3 16.7

045 756 13.7 40.3 53 18.1 34.0 39 12.6 17.3

046 879 15.8 447 51 18.0 35.3 28 12.9 18.8

047 854 15.8 44.9 53 18.5 35.2 32 12.9 1.7

048 813 14.5 42.0 52 17.8 34.5 29 12.8 17.0




LB0-86°0N Apnig

Appendix 23 - 2 Individual hematological findings of male rats treated orally with 4-ethylphenol
during 18 days from 4 days of age to weaning

< 85 days of age >

Differential leukocyte counts (%)

Dose  Animal WBC Neutro. Plat.
(mg/kg) number (10%/uL) Baso. Eosin. Stab Seg. Lymph. Mono. Other  (10*/ 1L

0 007 g5 0 0 0 15 81 4 0 134

008 53 0 0 0 9 89 2 0 126

009 42 0 1 0 17 80 2 0 135

010 51 0 1 0 18 81 0 0 114

011 53 0 0 0 12 85 3 0 132

012 44 0 0 1 16 82 1 0 101
_______________ Mean 51 0 0 0 15 83 2 0 124

30 019 5T T o T 3 o e T 9% 1 0 116

020 90 0 0 0 10 88 2 0 134

021 52 0 3 0 13 83 1 0 104

022 33 0 0 0 15 83 2 0 126

023 70 0 l 0 15 78 6 0 113

024 55 0 1 0 27 69 3 0 104
_______________ Mean 60 0 1 0 14 82 3 ..o 16

100 031 88 0 T [ | R 2 & T I 0 98

032 52 0 1 0 6 90 3 0 132

033 56 0 0 0 12 86 2 0 126

034 50 0 0 0 9 90 1 0 142

035 64 0 0 0 12 86 2 0 138

036 56 0 4 0 12 81 3 0 101
_______________ Mean 61 0 1 0 11 87 2 0 12

300 043 45T 1 | | R w7 8 0 0 148

044 55 0 0 0 13 86 1 0 123

045 66 0 0 0 19 80 1 0 155

046 65 0 1 0 17 76 6 0 131

047 37 0 1 0 18 79 2 0 121

048 117 0 0 0 5 92 3 0 137
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Appendix 24 - 1 Individual hematological findings of female rats treated orally with 4-ethylphenol
during 18 days from 4 days of age to weaning

< 85 days of age >

Dose  Animal  RBC b Ht MCV MCH MCHC Ret. PT APTT

(mg/kg) number (10°/ul) (g/dL) %) (fL) (pg) (%) (%) (sec) (sec)

0 507 892 16.3 46.1 52 18.3 35.4 22 12.7 15.9

508 805 14.9 42.9 53 18.5 34.7 18 12.3 14.4

509 778 14.1 41.3 53 18.1 34.1 19 12.5 14.3

510 801 15.6 44.1 55 19.5 35.4 14 13.3 16.6

511 789 14.9 42.9 54 18.9 34.7 19 12.1 16.2

512 824 14.9 43.9 53 18.1 33.9 23 12.5 15.9
_______________ Mean 815~ 15.1 43.5 63 18.6 4.7 19 126 165

30 519 814 155 43T 597TTTTTTTeL 0 360 T 16 12.7 16.6

520 778 14.2 40.9 53 18.3 34.7 24 12.8 16.6

521 809 15.8 43.9 54 19.5 36.0 15 12.8 16.9

522 799 15.0 42.8 h4 18.8 35.0 20 12.6 15.5

523 773 15.0 42.3 55 19.4 35.5 23 12.0 15.7

524 826 15.6 44.8 54 18.9 34.8 29 12.7 15.2
_______________ Mean 800 15.2 43.0 54 19.0 3%.3 .21 126 16.1

100 h31 815 5.8 442 o 19,4737 17 12.8 14.8

532 804 16.1 44.6 55 20.0 36.1 16 12.5 15.3

533 813 15.0 43.9 54 18.5 34.2 19 12.6 14.6

534 835 15.5 44 .45 53 18.6 34.8 21 12.6 14.8

535 350 15.7 44.7 53 18.5 35.1 24 12.7 15.7

536 795 15.0 42.8 54 18.9 35.0 14 12.6 15.7
_______________ Mean 819 ~~ 18.5 44.1 o4 19.0 5.2 19 . la6 152

300 543 793 4.9 424 T 59TTTTTTTT18.8 8501 26 12.8 15.5

544 789 14.7 41.6 53 18.6 35.3 18 12.8 16.0

h45 768 14.6 41.3 54 19.0 35.4 18 12.2 15.0

546 789 14.8 42.1 53 18.8 35.2 15 13.7 16.5

547 ——-- ———- —— - — — ———- —- -——

548 309 15.0 42.6 53 18.5 35.2 23 12.5 14.2

Mean 790 14.8 42.0 53 18.7 35.2 20 12.8 15.4

---—~: Not available
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Appendix 24 - 2 Individual hematological findings of female rats treated orally with 4-ethylphenol
during 18 days from 4 days of age to weaning

< 85 days of age >

Differential leukocyte counts (%)

Dose  Animal WBC Neutro. Plat.
(ng/kg) number (10%/ulL) Baso. Fosin. Stab Seg. Lymph. Mono. Other  (10*/ulL

0 507 52 0 0 0 9 89 2 0 136

508 34 0 1 0 7 90 2 0 121

509 30 0 1 0 13 85 1 0 145

510 31 0 1 0 8 89 2 0 126

511 33 0 1 0 18 81 0 0 126

512 23 0 1 0 13 84 2 0 137
,,,,,,,,,,,,,, Mean 34 0 1 0 1 6 .2 .0 o1&

30 519 48 T 1 Y | R - S 95 0 0 126

520 33 0 0 0 5 95 0 0 116

521 39 0 0 0 9 a0 1 0 133

522 30 0 2 0 7 90 1 0 121

523 33 0 1 0 13 83 3 0 115

524 49 0 3 0 g9 87 1 0 157
_______________ Mean 39 0 ! 0 8 0 L0128

100 531 T 0o T 177777 o g 88 2 0 146

532 55 0 0 0 8 90 2 0 129

533 38 0 2 0 7 90 1 0 163

534 31 0 3 0 17 77 3 0 144

535 26 0 1 0 15 83 1 0 165

536 26 0 2 0 14 82 2 0 110
_______________ Mean 37 0 2 0 12 8 e 0143

300 543 R0 0o | R 89 1 0 129

h44 26 0 1 | 13 85 0 0 109

545 33 0 1 1 12 86 0 0 136

546 52 0 0 0 9 89 2 0 140

547 - ———— ——— e ———— -—- - ———— ——=

548 45 0 1 0 17 79 3 0 143

Mean 41 0 1 0 12 36 1 0 131

--—-: Not available
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Appendix 25 - 1

Individual blood biochemical findings of male rats treated orally with 4-ethylphenol
during 18 days from 4 days of age to weaning

< 22 days of age >

Dose Animal LDH GOT GPT ALP v -GTP ChE T.P. Alb. A/G T-Cho. T.G.
(mg/kg) number (IU/L) (1U/L) (IU/L) (IU/L) (TU/L) (IU/L) (g/dL) (g/dL) (mg/dL) (mg/dL)

0 001 678 125 39 10775 0.72 108 4.72 2.88 1.57 5 17

002 742 118 27 1165 0.52 72 4.80 3.01 1.68 77 26

003 603 111 26 1063 0.64 92 4.88 2.96 1.54 80 23

004 704 120 17 987 0.88 75 5.01 3.01 1.51 75 23

005 581 116 29 902 0.49 98 5.06 2.94 1.39 78 32

006 580 145 25 1255 0.78 84 5.13 3.07 1.49 108 30
_______________ Mean 648 123 21 1075 0.67 8 493 298 153 8 25

30 013 585 100 DU 0.66 99 4,82 2.95 1.58 74 30

014 677 125 27 1134 0.74 80 4.91 2.99 1.56 70 13

015 581 132 26 1122 0.73 82 5.10 3.22 1.71 78 35

016 955 130 21 829 0.60 36 4,82 2.91 1.52 95 22

017 778 114 16 1059 0.64 122 4.94 3.04 1.60 73 28

018 643 113 23 1124 0.92 a7 5.23 3.27 1.67 105 40
_______________ Mean 703 119 2l 103 0.73 94 497 306 1.6l 8 28

100 025 645 121 ;S 7 S 0.98 3 48 4.83 3.00 1.64 69 26

026 628 116 23 1042 0.74 81 4.98 3.04 1.57 86 14

027 651 119 23 886 0.81 68 4.97 3.17 1.76 88 34

028 913 126 20 976 0.77 88 5.10 3.13 1.59 80 18

029 602 113 22 906 0.50 a9 5.00 2.91 1.39 88 23

030 632 117 25 1040 0.50 119 5.37 3.12 1.39 92 33
_______________ Mean 679 113 23 966 0.72 101 504 306 156 84 25

300 037 700 s 30 70T 043 89 413 3.02 1.°77 85 33

038 563 112 27 992 0.57 107 4.91 3.04 1.63 94 21

039 596 128 21 1073 1.63 73 4.93 3.14 1.75 89 11

040 643 112 20 877 0.91 88 5.29 3.19 1.52 94 23

041 902 119 26 996 0.75 114 4,88 3.06 1.68 87 23

042 1033 124 23 756 0.77 91 5.39 3.21 1.47 98 21

o Mean 740 118 25 902 0.84 94 5.02 3.11 1.64 91 22
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Appendix 25 - 2 Individual blood biochemical findings of male rats treated orally with 4-ethylphenol
during 18 days from 4 days of age to weaning

< 22 days of age >

Dose Animal PL Glu. EUN Crea. T-Bil. Ca P Na K Cl
(ng/kg) number (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mEq/L) (mEq/L (mEq/L)

0 001 116 151 9.8 0.43 0.38 9.8 8.9 143 6.81 106

002 117 135 9,6 0.44 0.38 10.3 9.4 140 7.05 108

003 116 145 8.2 0.44 0.39 10.3 9.8 142 6.78 107

004 120 138 14.0 0.49 0.44 10.1 9.3 143 6.83 110

005 127 141 10.8 0.50 0.38 10.2 10.0 143 6.46 108

006 155 131 12.5 0.46 0.42 10.4 9.4 139 7.43 106
. Mean 125 140 11.0 0.46 0.40 ~ 10.2 9.5 .- 142 6.89 08

30 013 111 131 A 0.43 047 9.9 8.6 140 8.04 107

014 110 131 15.5 0.50 0.42 10.0 9.5 143 6.82 110

015 122 147 12.5 0.46 0.40 10.2 9.8 143 6.77 107

016 136 135 11,1 0.47 0.44 9.9 9.7 140 7.53 107

017 116 139 12.9 0.42 0.39 10.3 9.5 141 6.88 105

018 152 151 4.1 0.45 0.41 10.3 9.9 140 7.12 109
_______________ Mean 1256 139  12.2 0.46  0.42 10,1 96 14 719 108

100 025 108 143 4.0 0.46 0.42 9.6 8.9 141 T7.22 108

026 120 127 8.8 0.42 0.43 10.1 10.2 141 7.15 107

027 128 140 7.9 0.45 0.39 10.1 9.3 141 6.89 108

028 122 122 16.3 0.45 0.44 10.3 9.9 143 7.62 108

028 129 137 11.8 0.47 0.39 10.1 9.0 141 7.42 106

030 141 146 13.7 0.47 0.35 10.4 9.4 143 6.36 106
_______________ Mean 125 136 ~ 10.4 0.45 0.40 10.1 95 o142 owitrooooo1oro o

300 037 130 41 5.7 0.45 0.37 0.1 8.6 139 7.13 106

038 132 131 9.8 0.46 0.38 10.1 9.4 140 6.91 107

039 122 147 18.0 0.43 0.44 9.7 8.3 140 7.15 109

040 139 137 14.2 0.49 0.41 10.2 9.2 142 7.13 108

041 136 131 9.4 0.43 0.42 10.1 9.6 139 7.32 107

042 141 137 14.5 0.45 0.39 10.4 9.7 141 5.89 107
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Appendix 26 - 1

Individual blood biochemical findings of female rats treated orally with 4-ethylphenol
during 18 days from 4 days of age to weaning

< 22 days of age >

Dose  Animal LDH GOT GPT ALP v -GTP ChE T.P. Alb. A/G T-Cho. T.G.
(mg/kg) number  (IU/L) (IU/L) (1U/L) (1U/L) (1U/L) (IU/L) (g/dL) (g/dL) (mg/dL)  (mg/dL)

0 501 641 142 23 279 1.00 88 5.09 3.06 1.51 84 22

502 690 116 19 932 0.70 87 5.26 3.19 1.54 100 28

503 694 127 19 1080 0.78 118 4.68 2.92 1.66 78 19

504 340 106 16 698 0.75 79 4.72 2.80 1.46 66 30

505 818 120 16 1117 0.77 120 5.05 3.16 1.67 74 23

506 344 131 19 1095 1.22 87 4.91 3.00 1.57 78 29
. Mean 088 | 124 19 1034 0.87 97 4.95 3.02  1.57T 80 . 25

30 513 1004 {13 20 Bl 0.47 T 88T 187 2.97 1.56 69 24

514 1017 115 21 940 0.34 78 4.95 3.08 1.65 90 26

515 556 121 17 692 0.91 89 4.83 2.92 1.53 98 28

516 544 112 18 928 0.78 96 5.18 3.20 1.62 78 22

517 620 131 25 907 0.64 85 4.69 2.80 1.48 76 24

518 525 110 18 982 0.50 89 4.98 2.92 1.42 93 33
_______________ Mean 711 117 20 883 0.61 88 4.92 298 154 84 26

100 525 446 105 20 TTTTITTTTTTT 047 93T 5.10 3.09 1.54 82 36

526 701 111 23 1031 0.79 89 4,81 3.00 1.66 99 17

527 1206 138 18 814 0.82 80 5.14 3.19 1.64 67 20

528 700 127 19 762 0.60 98 5.06 3.09 1.57 82 16

529 640 124 19 898 0.78 72 4,97 2.98 1.50 79 20

530 645 109 20 810 0.96 87 5.16 3.26 1.72 98 42

] Mean 723 119 20 839 0.74 87 5.04 3.10  1.61 85 25

300 537 TTTtTTLLUIT T L oI SR oI LI LI oo R —— PR

538 1015 108 19 769 0.99 68 5.17 2.86 1.24 109 24

539 979 134 20 845 0.94 99 5.08 3.10 1.57 7 19

540 584 118 18 873 0.63 81 5.38 3.26 1.54 82 25

541 970 138 20 928 1.32 92 4,76 3.17 1.99 53 14

542 716 117 20 1220 1.19 88 4,78 2.93 1.58 105 23

Mean 853 123 19 927 1.01 86 5.03 3.06 1.58 85 21

---—: Not avallable
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Appendix 26 - 2

Individual blood biochemical findings of female rats treated orally with 4-ethylphenol
during 18 days from 4 days of age to weaning

< 22 days of age >

Dose Animal PL Glu. BON Crea. T-Bil. Ca P Na K Cl
(ng/kg) number (mg/dL)  (mg/dl)  (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mEq/L)  (mEq/L (mEq/L)

0 501 124 168 7.0 0.61 0.40 10.5 1.2 143 7.43 110

502 140 157 13.3 0.50 0.40 10.3 9.6 141 6.40 107

503 103 135 11.5 0.46 0.38 10.0 3.0 141 6.64 108

504 110 138 10.3 0.46 0.36 10.1 9.2 139 6.40 106

505 113 132 14.7 0.45 0.39 10.6 9.8 139 7.74 107

506 116 136 18.7 0.43 0.39 9.9 9.2 138 7.87 105
............... Mean 118 144 143  0.49 0.39 10.2 9.7 140 708 107 .

30 513 101 147 15.9 048 T 0.44 10,377 ¢ 9.8 138 7.40 106

514 118 137 13.3 0.48 0.40 10.4 9.3 140 6.17 109

515 130 133 11.9 0.53 0.42 10.1 9.6 139 7.80 110

516 115 139 14.8 0.48 0.43 10.4 9.0 141 7.32 106

517 115 123 10.6 0.40 0.40 10.1 9.9 141 6.74 106

518 142 116 11.2 0.49 0.45 10.3 9.5 140 7.44 105
. Mean 120 | 133 13.0 0.48 . 0.42 103 .95 . 140 .15 107

100 525 123 143 2.0 0.52 0.35 T10.3 9.9 139 7.12 106

526 123 120 9.1 0.41 0.47 10.2 9.5 139 8.30 107

5217 105 130 12.6 0.48 0.45 9.9 9.3 140 7.14 110

528 116 132 16.8 0.49 (.41 10.3 9.8 141 7.26 108

529 118 131 12.1 0.47 0.40 10.2 10.2 143 6.47 109

530 147 132 11.5 0.46 0.40 10.2 9.9 138 7.70 104
_______________ Mean 122 131 12.4 0.47 0.41 10.2 9.8 140 7338107
300 537 LTt oI LIt oI oIt oIt oI — 0 P .

538 140 133 11.5 0.48 0.40 10.0 8.8 139 7.76 106

539 113 130 12.7 0.46 0.41 9.9 9.4 139 7.64 109

540 125 132 11.9 0.46 0.38 10.0 8.8 140 7.55 109

541 86 129 23.0 0.42 0.46 9.4 8.9 142 5.63 110

h42 141 117 17.6 0.41 0.40 10.3 10.0 137 8.80 102

Mean 121 128 15.3 0.45 0.41 9.9 9.2 139 7.48 107

----: Not available
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Appendix 27 - 1

Individual blood biochemical findings of male rats treated orally with 4-ethylphenol

during 18 days from 4 days of age to weaning

< 85 days of age >

Dose  Animal LDH GOT GPT ALP ¥ -GTP ChE T.P. Alb. AJG T-Cho. T.G.
(mg/kg) number  (IU/L) (IU/L) (IU/L) (1U/L) (1U/L) (1U/L) (g/dL) (g/dL) (mg/dL) (mg/dL)

0 007 366 81 51 79 0.72 49 5.99 3.14 .10 66 84

008 308 75 36 621 0.98 53 6.52 3.61 1.24 1 85

009 321 71 39 495 0.97 61 5.98 3.08 1.06 54 40

010 256 78 44 562 0.76 36 6.09 3.09 1.03 73 60

011 184 82 44 685 0.75 32 6.09 3.14 1.06 74 32

012 242 85 41 658 0.58 39 6.34 3.15 0.99 68 66
oooow Mean 280 [ 43 633 0.79 45 6.17 . 3.20 108 o 61

30 019 356 69 38T ey 0.82 T 437 6,10 3.22 112 73 78

020 247 59 36 524 0.74 46 6.27 3.21 1.05 89 73

021 158 87 57 559 0.87 100 6.46 3.26 1.02 86 84

022 116 70 43 614 0.79 34 6.09 3.13 1.06 76 60

023 261 66 40 475 0.86 44 6.12 3.19 1.09 100 44

024 209 85 51 525 0.57 63 6.57 3.34 1.03 91 58
_______________ Mean 225 73 44 527 0.78 % .. 627 323 106 8 66

100 031 346 82 4i 49177 107 81 5.66 3.37 1,47 73 66

032 248 74 39 564 0.57 40 6.08 3.11 1.05 71 66

033 192 75 39 601 0.45 40 6.09 3.07 1.02 90 75

034 840 80 41 597 0.83 44 6.10 3.05 1.00 75 61

035 263 73 40 472 0.58 56 6.13 3.22 111 61 87

036 204 71 42 501 0.81 69 5.98 3.00 1.01 88 50
_______________ Mean 349 16 40 538 0.75 55 6.00 314 111 76 68

300 043 381 99 T 487 s T 0.79 T 4477 6.23 317 1.04 78 67

044 240 65 37 516 0.64 50 6.04 3.14 1.08 89 158

045 284 72 41 660 0.95 75 6.29 3.09 0.97 95 110

046 288 79 40 590 0.87 54 5.96 3.36 1.29 80 74

047 308 T4 43 478 0.67 41 6.24 3.19 1.05 69 110

048 268 96 60 593 1.57 61 6.33 3.15 0.99 86 73

Mean 295 81 45 587 0.92 54 6.18 3.18 1.07 83 99
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Appendix 27 - 2

Individual blood biochemical findings of male rats treated orally with 4-ethylphenol
during 18 days from 4 days of age to weaning

< 85 days of age >

Dose Aninal PL Glu. BUN Crea. T-Bil. Ca P Na K Cl
(ng/kg) number (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL)  (mBq/L)  (mEq/L (mEq/L)

0 007 116 185 17.4 0.61 0.34 9.9 8.0 147 4.92 103

008 138 145 14.9 0.55 0.32 10.2 6.8 148 4.84 104

009 85 154 13.7 0.58 0.36 9.6 6.7 144 5.03 102

010 113 143 15.0 0.57 0.36 9.8 7.4 147 5.05 102

011 101 145 13.1 0.55 0.31 10.1 7.9 148 4,59 103

012 104 158 13.4 0.52 0.30 10.2 7.9 148 4,95 104
o Mean 110 185 146  0.56 0.33 10.0 7.5 147 4.9 . 03 .

30 019 122 164 iz.4 0.57 030 9.5 R8T 146 5.38 106

020 132 180 18.8 0.61 0.30 10.5 8.1 148 5.25 101

021 127 154 17.0 0.58 0.29 10.4 6.9 147 4.82 101

022 108 145 13.4 0.52 0.34 10.0 7.4 148 4.66 102

023 140 187 19.2 0.64 0.32 10.3 8.1 146 4.83 102

024 137 180 20.0 0.63 0.33 10.3 7.4 146 5.32 103
_______________ Mean 128 168 ~ 16.8 0.59 0.31 10.2 7.5 o147 0504 103

100 031 108 155 .7 087 T 097 9.8 6.9 146 4.76 105

032 110 158 15.6 0.63 0.32 a.9 7.3 148 5.15 103

033 127 148 13.4 0.50 0.31 10.1 7.7 146 5.33 101

034 111 167 13.9 0.56 0.33 10.1 8.2 145 5.42 104

035 98 142 16.1 0.52 0.36 10.5 7.6 147 4.86 103

036 122 133 18.2 0.54 0.32 9.8 6.9 147 4,63 105
,,,,,,,,,,,,,,, Mean 113 161 14.8 0.5 0.32 0.0 7.4 147 503 104

300 043 122 161 5.9 0.60 0.3 0.1 7.3 147 4,99 104

044 145 165 15.3 0.56 0.34 10.1 7.2 145 4.96 101

045 137 135 12.7 0.52 0.29 10.3 7.5 146 4.97 102

046 119 139 14.5 0.49 0.32 10.0 8.0 145 4.90 105

047 110 171 16.9 0.57 0.31 10.3 7.5 146 5.26 102

048 123 172 17.8 0.58 0.25 10.2 7.2 146 5.00 102

Mean 126 161 15.5 0.55 0.31 10.2 7.5 146 5.01 103
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Appendix 28 - 1 Individual blood biochemical findings of female rats treated orally with 4-ethylphenol
during 18 days from 4 days of age to weaning

< 85 days of age >

Dose Animal LDH GOT GPT ALP v -GTP ChE T.P. Alb. A/G T-Cho. T.G.
(mg/kg) number  (IU/L) (1U/L) (1U/1) (1U/L) (1U/L) (1U/L) (g/dL) (g/dL) (mg/dL) (mg/dL)

0 507 434 60 28 384 1.07 553 6.85 3.86 1.2 92 28

508 344 65 35 436 1.97 436 6.31 3.38 1.15 94 51

509 358 6 29 226 1.49 414 6.22 3.19 1.05 68 11

510 304 70 30 398 1.86 306 5.91 3.34 1.30 90 24

511 373 82 45 230 2.36 628 6.43 3.73 1.38 94 13

512 409 128 45 380 1.62 340 6.42 3.53 1.22 96 18
_______________ Mean 370 8 3% 342 1.73 446 6.36 3.5L 1.23 89 24

30 519 340 65 26 U230 1,75 77778660 6.69 4.15 1.63 99 20

520 264 66 37 444 1.11 229 5.98 3.23 1.17 93 24

521 282 64 32 246 1.53 530 5.66 3.75 1.29 121 28

522 234 78 35 345 1.69 349 6.37 3.39 1.14 74 10

523 257 65 29 207 0.75 699 6.78 3.87 1.33 110 21

h24 311 84 33 358 1.70 306 6.08 3.30 1.19 96 22
_______________ Mean 281 70 .32 305 1.42 447 6.43 362 129 99 21

100 531 280 69 30 22 0.79 416 6.54° 3.46 1.12 112 27

532 305 63 32 245 0.71 501 6.66 3.70 1.25 118 61

533 276 69 31 301 1.47 484 6.42 3.49 1.19 91 16

534 260 61 31 282 1.97 393 6.51 3.51 1.17 89 26

535 291 61 24 260 0.91 493 6.44 3.68 1.33 68 21

536 239 70 31 385 1.29 345 6.24 3.33 1.14 67 8
_______________ Moan 215 60 3 283 109 49 647 353 120 Ol @1

300 543 315 O <0 BT ES U E ) A 5.92 3.34 1,29 93 27

544 343 93 46 411 1.41 470 6.08 3.36 1.24 100 19

545 273 65 29 350 1.68 490 6.15 3.27 1.14 113 13

546 498 85 32 371 2.86 341 5.71 3.24 1.31 62 24

547 ———- ——— - ——— _— —— ——— ——— - -—- ———

548 247 68 29 382 1.38 357 6.40 3.72 1.39 117 19

Mean 335 i 33 395 .75 393 6.05 3.39 1.27 07 20

----: Not avallable
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Appendix 28 - 2 Individual blood biochemical findings of female rats treated orally with 4-ethylphenol
during 18 days from 4 days of age to weaning

< 85 days of age >

Dose Animal PL Glu. BUN Crea. T-Bil. Ca P Na K Cl
(ng/kg) number (mg/dL)  (mg/dL)  (mg/dL)  (mg/dl)  (mg/dL)  (mg/dL)  (mg/dL) _ (mBg/L)  (mkq/L (mEq/L)

0 507 147 155 15.2 0.66 0.28 10.6 .9 146 4,35 104

508 139 151 11.7 0.59 0.31 9.8 6.0 144 4.59 106

509 99 128 13.6 0.59 0.31 9.5 5.2 145 4.73 103

510 147 136 17.9 0.55 0.33 9.8 6.8 143 4,37 101

511 164 124 11.7 0.63 0.31 9.7 5.8 144 4,79 107

512 155 140 16.3 0.80 0.27 10.1 8.0 146 4.56 106
_______________ Mean 142 139~ 14.4 0.64 0.30 9.9 6.6 145 457 105

30 519 156 148 4.1 0.57 0.27 0.3 7T 145 4,85 105

520 135 136 13.7 0.57 0.32 9.6 6.5 145 5.02 105

521 187 141 16.6 0.60 0.32 10.0 5.7 144 4,98 105

522 113 129 13.5 0.59 0.34 10.0 6.4 146 4.75 102

523 181 134 13.7 0.64 0.27 10.3 5.8 145 4,34 104

h24 143 169 16.1 0.64 0.29 10.2 10.1 146 4,43 104
_______________ Mean 163 143  14.6 0.60 0.30 0.0 69 145 473 104

100 531 173 143 i3.5 7 0.63 0.33 0.1 6.0 146 4.55 105

532 150 138 15.7 0.62 0.33 10.3 6.0 146 4.7 102

533 130 162 11.9 0.58 0.27 9.9 6.4 145 5.16 103

534 148 151 13.0 ¢.60 0.27 10.3 6.8 145 4.81 102

535 130 144 19.0 0.60 0.31 9.6 5.9 145 4.93 104

536 100 137 13.7 0.57 0.30 9.6 5.7 145 4.93 108
_______________ Mean 145 146  14.5 0.60 0.30 0.0 6.1 14 4.8 104

300 543 135 T4y 13.6 0.55 083 99 T 6.7 143 4,52 103

544 151 119 13.2 0.55 0.30 9.8 6.3 145 4.96 106

545 178 143 12.7 0.55 0.32 10.0 5.9 145 4,64 105

546 106 110 20.7 0.73 0.34 9.8 6.8 143 4.57 105

547 ——- - ———- —- _— ——— ———— - - -

548 187 138 14.3 0.58 0.27 10.1 6.1 145 4.66 106

Mean 151 131 14.9 0.59 0.31 9.9 6.4 144 4.67 105

----: Not available
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Appendix 29-1 Individual pathological findings of male rats treated orally with 4-ethylphenol during 18 days from 4 days of age to weaning
{22 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  Findings
0 001 NAD a Liver : Hematopoiesis, extramedullary +
Kidney : Basophilic tuhules +
Spleen : Hematopoiesis, extramedullary ++
002 NAD a Liver : Hematopoiesis, extramedullary +
Kidney . Basophilic tubules, unilateral +
Spleen : Hematopoiesis, cxtramedullary +
003 NAD a Liver : Hematopoiesis, extramedullary +
Kidney : Cyst, solitary +
Basophilic tubules, unilateral +
Spleen : Hematopoiesis, extramedullary ++
004 NAD a Liver : Hematopoiesis, extramedullary +
Kidney : Basophilic tubules +
Spleen : Hematopoiesis, extramedullary +
005 NAD a Liver : Hematopoiesis, extramedullary +
Kidney : Cast, granular, unilateral +
Basophilic tubules +
Spleen . Hematopolesis, extramedullary ++
006 NAD a Liver . Hematopoiesis, extramedullary +
Spleen : Hematopoiesis, extramedullary +

NAD : No abnormalities detected; + : Slight: ++ : Moderate
a: Organs of brain, pituitary, thymus, thyroid, parathyroid, trachea, lung, heart, stomach, intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,
urinary bladder, spinal cord, bone marrow, sciatic nerve, testis, epididymis, prostate and seminal vesicle were examined microscopically.
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Appendix 29-2 Individual pathological findings of male rats treated orally with 4-ethylphenol during 18 days from 4 days of age to weaning
< 22 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined Findings
30 013 NAD Not examined
014 NAD Not examined
015 NAD Not examined
016 NAD Not examined
017 NAD Not examined
018 NAD Not examined

NAD : No abnormalities detected
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Appendix 29-3 Individual pathological findings of male rats treated orally with 4-ethylphenol during 18 days from 4 days of age to weaning
< 22 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined Findings
100 025 NAD Not examined
026 NAD Not examined
027 NAD Not examined
028 NAD Not examined
029 NAD Not examined
030 NAD Not examined

NAD : No abnormalities detected



_69-

LB0-86'0N Apnis

Appendix 29-4 Individual pathological findings of male rats treated orally with 4-ethylphenol during 18 days from 4 days of age to weaning
{22 days of age>

Dose Animal Necropsy Histology
(mg/kg) Number Findings Organs examined  Findings
300 037 NAD a Liver . Hematopoiesis, extramedullary +
Kidney . Basophilic tubules +
Spleen : Hematopoiesis, extramedullary ++
038 NAD a Liver . Hematopoiesis, extramedullary +
Kidney : Basophilic tubules +
Spleen : Hematopoiesis, extramedullary ++
039 NAD a Liver . Hematopoiesis, extramedullary +
Kidney : Basophilic tubules, unilateral +
Spleen : Hematopoiesis, extramedullary +
040 NAD a Liver : Hematopoiesis, extramedullary +
Kidney . Basophilic tubules +
Spleen : Hematopoiesis, extramedullary +
041 NAD a Liver . Hematopoiesis, extramedullary +
Kidney : Basophilic tubules +
Spleen : Hematopoiesis, extramedullary ++
042 NAD a Liver . Hematopoiesis, extramedullary +
Spleen : Hematopoiesis, extramedullary ++

NAD : No abnormalities detected; + : Slight: ++ : Moderate
a: Organs of brain, pituitary, thymus, thyroid, parathyroid, trachea, lung, heart, stomach, intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,
urinary bladder, spinal cord, bone marrow, sciatic nerve, testis, epididymis, prostate and seminal vesicle were examined microscopically.
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Appendix 30-1 Individual pathological findings of female rats treated orally with 4-ethylphenol during 18 days from 4 days of age to weaning
< 22 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  Findings
0 501 NAD a Liver : Hematopoiesis, extramedullary +
Kidney . Cyst, solitary, unilateral +
Basophilic tubules +
Dilatation, renal pelvis, unilateral +
Spleen : Hematopoiesis, extramedullary ++
502 NAD a Liver : Hematopoiesis, extramedullary +
Kidney . Cast, hyaline, unilateral +
Basophilic tubules +
Spleen : Hematopoiesis, extramedullary +
903 NAD a Liver : Hematopoiesis, extramedullary +
Kidney : Basophilic tubules, unilateral +
Parathyroid : Not in section
Spleen Hematopoiesis, extramedullary ++
504 NAD a Liver : Hematopoiesis, extramedullary +
Kidney : Basophilic tubules, unilateral +
Spleen : Hematopoiesis, extramedullary +
505 NAD a Liver : Hematopoiesis, extramedullary +
Kidney . Basophilic tubules, unilateral +
Spleen : Hematopoiesis, extramedullary ++
506 NAD a Liver . Hematopoiesis, extramedullary +
Kidney : Basophilic tubules, unilateral +
Dilatation, renal pelvis, unilateral +
Spleen : Hematopoiesis, extramedullary +

NAD : No abnormalities detected; + : Slight; ++ : Moderate
a: Organs of brain, pituitary, thymus, thyroid, parathyrolid, trachea, lung, heart, stomach, intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,
urinary bladder, spinal cord, bone marrow, sciatic nerve, ovary and uterus were examined microscopically.



Appendix 30-2 Individual pathological findings of female rats treated orally with 4—ethylphenol during 18 days from 4 days of age to weaning
< 22 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  Findings
30 513 NAD Not examined
514 NAD Not examined
515 NAD Not examined
516 NAD Not examined
517 NAD Not examined
518 NAD Not examined

5 NAD : No abnormalities detected
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Appendix 30-3 Individual pathological findings of female rats treated orally with 4-ethylphenol during 18 days from 4 days of age to weaning
< 22 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined Findings
100 h25 NAD Not examined
526 NAD Not examined
527 NAD Not examined
528 NAD Not examined
529 NAD Not examined
530 NAD Not examined
2 NAD : No abnormalities detected

L60-86"0N Apmig
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Appendix 30-4 Individual pathological findings of female rats treated orally with 4--cthyiphenol during 18 days from 4 days of age to weaning
< 22 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  Findings
300 537 FD Lung : Dark red + a Lung : Congestive edema ++
Liver : Hematopoiesis, extramedullary +
Spleen : Hematopoiesis, extramedullary ++
538 NAD a Liver . Hematopoiesis, extramedullary +
Spleen : Hematopoiesis, extramedullary ++
539 NAD a Liver : Hematopoiesis, extramedullary +
Kidney : Basophilic tubules +
Spleen : Hematopoiesis, extramedullary ++
540 NAD a Liver : Hematopoliesis, extramedullary +
Kidney : Basophilic tubules +
Spleen : Hematopoiesis, extramedullary +
541 NAD a Liver : Hematopoiesis, extramedullary +
Kidney : Basophilic tubules, unilateral +
Parathyroid : Not in section
Spleen . Hematopoiesis, extramedullary ++
542 NAD a Liver : Hematopoiesis, extramedullary +
Spleen : Hematopoiesis, extramedullary +

NAD : No abnormalities detected; + : Slight; ++ : Moderate
FD : Found dead
a: Organs of brain, pituitary, thymus, thyroid, parathyroid, trachea, lung, heart, stomach, intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,

urinary bladder, spinal cord, bone marrow, sciatic nerve, ovary and uterus were examined microscopically.
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Appendix 31-1-1

Individual pathological findings of male rats treated orally with 4—ethylphenol during 18 days from 4 days of age to weaning
< 85 days of age>

Dose Animal Necropsy Histology
(mg/kg) Number Findings Organs examined  Findings
0 007 NAD a Lung Accumulation, foam cell +
Liver Microgranuloma +
Pancreas Atrophy, acinar cell, focal +
Cellular infiltration, lymphocyte, focal +
Kidney Basophilic tubules, unilateral +
Hyaline droplet, proximal tubular epithelium +
Spleen Hematopoiesis, extramedullary +
Deposit, brown pigment +
008 NAD a Kidney Hyaline droplet, proximal tubular epithelium +
Spleen Hematopoiesis, extramedullary +
Deposit, brown pigment +
009 NAD a Kidney Hyaline droplet, proximal tubular epithelium +
Spleen Hematopoiesis, extramedullary +
Deposit, brown pigment +
010 Lung Red spot + a Lung Hemorrhage/inflammation, focal +
Accumulation, foam cell +
Kidney Hyaline droplet, proximal tubular epithelium +
Prostate Cellular infiltration, lvmphocyte, interstitium +
Spleen Hematopoiesis, extramedullary +
Deposit, brown pigment +
011 NAD a Kidney Hyaline droplet, proximal tubular epithelium +
Spleen Hematopoiesis, extramedullary +

Deposit, brown pigment +

NAD : No abnormalities detected; + : Slight

a: Organs of brain, pituitary, thymus, thyroid, parathyroid, trachea, lung, heart, stomach, intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,

urinary bladder, spinal cord, bone marrow, sciatic nerve, testis, epididymis, prostate and seminal vesicle were examined microscopically.



_gL_

LB0-860N Apnig

Appendix 31-1-2 Individual pathological findings of male rats treated orally with 4-ethylphenol during 18 days from 4 days of age to weaning

< 85 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  Findings
0 012 NAD a Lung Mineralization, artery +
(Continued) Kidney Basophilic tubules, unilateral +
Cellular infiltration, lymphocyte, cortex, unilateral +
Spleen Hematopoiesis, extramedullary +

Deposit, brown pigment +

NAD : No abnormalities detected; + : Slight

a: Organs of brain, pituitary, thymus, thyroid, parathyroid, trachea, lung, heart, stomach, intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,
urinary bladder, spinal cord, bone marrow, sciatic nerve, testis, epididymis, prostate and seminal vesicle were examined microscopically.



Appendix 31-2 Individual pathological findings of male rats treated orally with 4-ethylphenol during 18 days from 4 days of age to weaning
< 85 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  Findings
30 019 NAD Not examined
020 NAD Not examined
021 NAD Not examined
022 NAD Not examined
023 NAD Not examined
024 NAD Not examined

NAD : No abnormalities detected
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Appendix 31-3 Individual pathological findings of male rats treated orally with 4-ethylphenol during 18 days from 4 days of age to weaning
< 85 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined Findings
100 031 NAD Not examined
032 NAD Not examined
033 NAD Not examined
034 NAD Not examined
035 NAD Not examined
036 NAD Not examined
3 NAD : No abnormalities detected

LB0O-86'0N Apnig
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Appendix 31-4-1 Individual pathological findings of male rats treated orally with 4-ethylphenol during 18 days from 4 days of age to weaning
< 85 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  Findings
300 043 NAD a Kidney : Hyaline droplet, proximal tubular epithelium +
Spleen : Hematopoiesis, extramedullary +
Deposit, brown pigment +
044 NAD a l.ung . Mineralization, artery +
Kidney : Eosinophilic body, proximal tubular epithelium +
Hyaline droplet, proximal tubular epithelium +
Spleen : Hematopoiesis, extramedullary +
Deposit, brown pigment +
045 NAD a Kidney : Hyaline droplet, proximal tubular epithelium +
Spleen : Hematopoiesis, extramedullary +
Deposit, brown pigment +
046 NAD a Lung : Mineralization, artery +
Liver : Necrosis, focal +
Pancreas . Fibrosis, focal +
Kidney . Basophilic tubules, unilateral +
Hyaline droplet, proximal tubular epithelium +
Spleen : Hematopolesis, extramedullary +

Deposit, brown pigment +

:Noa lities detected; + : Slight

: Organs of brain, pituitary, thymus, thyroid, parathyroid, trachea, lung, heart, stomach, intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,
urinary bladder, spinal cord, bone marrow, sciatic nerve, testis, epididymis, prostate and seminal vesicle were examined microscopically.



Appendix 31-4~2 Individual pathological findings of male rats treated orally with 4-ethylphenol during 18 days from 4 days of age to weaning

< 85 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  Findings
300 047 NAD a Lung Hemorrhage/inflammation, focal +
(Continued) Mineralization, artery +
Liver Microgranuloma +
Kidney Hyaline droplet, proximal tubular epithelium +
Spleen Hematopoiesis, extramedullary +
Deposit, brown pigment +
048 Thymus  : Red spots + a Kidney Eosinophilic body, proximal tubular epithelium +
Hyaline droplet, proximal tubular epithelium +
Thymus Hemorrhage +
Spleen Hematopoiesis, extramedullary +

_GL_

Deposit, brown pigment +

NAD : No abnormalities detected; + : Slight

a: Organs of brain, pituitary, thymus, thyroid, parathyroid, trachea, lung, heart, stomach, intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,

urinary bladder, spinal cord, bone marrow, sciatic nerve, testis, epididymis, prostate and seminal vesicle were examined microscopically.

LB0-860N Apmig



_08.

L60-86'0N Apnig

Appendix 32-1 Individual pathological findings of female rats treated orally with 4-ethylpheno! during 18 days from 4 days of age to weaning
< 85 days of age>

Dose Animal Necropsy Histology
(ng/kg)  Number Findings Organs examined  Findings
0 507 NAD a Liver : Microgranuloma +
Spleen : Hematopoiesis, extramedullary +
Deposit, brown pigment +
508 NAD a Lung : Mineralization, artery +
Spleen . Hematopoiesis, extramedullary +
Deposit, brown pigment +
509 NAD - a Spleen : Hematopoiesis, extramedullary +
Deposit, brown pigment +
510 NAD a Liver : Microgranuloma +
Pituitary . Cyst, Rathke’s pouch, anterior lobe ++
Spleen : Hematopoiesis, extramedullary +
Deposit, brown pigment +
511 NAD a Liver : Microgranuloma +
Spleen : Hematopoiesis, extramedullary +
Deposit, brown pigment +
512 NAD a Liver : Microgranuloma +
Spleen : Hematopoiesis, extramedullary +

Deposit, brown pigment +

NAD : No abnormalities detected; + : Slight; ++ : Moderate
a: QOrgans of brain, pituitary, thymus, thyroid, parathyroid, trachea, lung, heart, stomach, intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,
urinary bladder, spinal cord, bone marrow, sciatic nerve, ovary and uterus were examined microscopically.
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Appendix 32-2

Individual pathological findings of female rats treated orally with 4—ethylphenol during 18 days from 4 days of age to weaning

< 85 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined
30 519 NAD Not examined
520 NAD Not examined
521 NAD Not examined
522 NAD Not examined
523 NAD Not examined
5924 NAD Not examined

NAD : No abnormalities detected
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Appendix 32-3 Individual pathological findings of female rats treated orally with 4-ethylphenol during 18 days from 4 days of age to weaning
< 85 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  Findings
100 531 NAD Not examined
532 NAD Not examined
533 NAD Not examined
534 NAD Not examined
535 NAD Not examined
H36 NAD Not examined

NAD : No abnormalities detected
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Appendix 32-4 Individual pathological findings of female rats treated orally with 4-ethylphenol during 18 days from 4 days of age to weaning
< 85 days of age>

Dose Animal Necropsy Histology
(mg/kg)  Number Findings Organs examined  Findings
300 543 NAD a Spleen : Hematopoiesis, extramedullary +
Deposit, brown pigment +
544 NAD a Thymus : Hemorrhage +
Spleen . Hematopoiesis, extramedullary +
Deposit, brown pigment +
545 Thymus : Red spots + a Lung : Accumulation, foam cell +
Liver : Microgranuloma. +
Stomach : Cyst, epidermal, forestomach +
Thymus : Hemorrhage +
Spleen : Hematopoiesis, extramedullary +
Deposit, brown pigment +
546 NAD a Lung : Accumulation, foam cell +
Spleen . Hematopoiesis, extramedullary +
Deposit, brown pigment +
547 FD Gastro- . Distention +++ a Liver . Hematopoiesis, extramedullary +
intestinal tract Stomach : NAD
Intestine : NAD
Kidney : Basophilic tubules ~
Thymus . Atrophy, cortical +
Spleen . Hematopoiesis, extramedullary ++
548 NAD a Spleen . Hematopoiesis, extramedullary +

Deposit, brown pigment ~+

NAD : No abnormalities detected; +: Slight; ++ : Moderate; +++ : Severe

FD : Found dead

a: Organs of brain, pituitary, thymus, thyroid, parathyroid, trachea, lung, heart, stomach, intestine, liver, pancreas, spleen, kidney, adrenal, lymph node,
urinary bladder, spinal cord, bone marrow, sclatic nerve, ovary and uterus were examined microscopically.
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Appendix 33 Individual absolute organ weights of male rats treated orally with 4-ethylphenol during 18 days from 4 days of age to weaning
<22 days of age>

Dose  Animal B.W. Brain Liver Kidney Spleen Heart Lung Thymus Thyr. Pitui. Adrenal Testis Prost.’ Epidid.

(mg/kg) numbers (&) (g 9) (® (mg) (mg) (mg) (ng) (mg) (mg) (mg) (mg) (mg) (mg)
0 001 54.7 1.54 1.89 0.65 206 304 429 227 7.5 3.2 20.8 286 80.4 58.2
002 59.5 1.60 2.03 0.68 210 326 455 297 9.2 2.9 18.4 318 68.2 57.4

003 60.6 1.54 2.05 0.68 245 344 639 219 9.2 3.0 22.9 329 95.5 59.9

004 57.1 1.59 2.02 0.71 202 338 625 229 9.7 3.4 28.3 301 68.7 36.9

005 60.3 1.59 1.95 0.70 236 345 448 268 8.9 3.0 22.3 337 70.2 46.7

006 54.3 1.06 1.72 0.67 154 345 466 194 8.8 3.3 23.4 300 108.4 53.6

Mean 57.8 1.57 1.94 0.68 209 334 510 239 8.9 3.1 22.7 312 81.9 52.1

30 013 55.8 1.50 2.08 0.65 275 305 476 252 7.3 3.1 20.9 300 86.6 43.8
014 57.4 1.61 1.88 0.71 236 315 509 266 8.0 3.5 26.7 336 89.8 064.7

015 61.2 1.65 2.16 0.74 212 357 657 288 10.9 3.2 20.7 365 80.1 53.1

016 55.5 1.51 1.76 0.67 206 311 434 244 10.4 3.0 25.0 309 101.6 5.5

017 59.4 1.57 2.05 0.71 210 332 496 223 9.1 3.4 26.3 341 108.5 62.5

018 55.8 1.48 1.77 0.57 196 318 437 255 8.1 2.9 22.7 312 80.7 51.5

Mean 57.5 1.556 1.95 0.68 223 323 502 255 9.0 3.2 23.7 327 91.2 55.2

100 025 57.3 1.56 2.02 0.67 197 314 425 257 10.5 2.8 20.9 316 83.9 49,7
026 53.8 1.51 1.82 0.68 174 292 439 253 9.9 2.8 20.6 362 105.1 54.4

027 54.8 1.59 1.81 0.67 219 296 450 249 10.0 2.9 21.9 295 78.8 46.3

028 54.6 1.56 1.93 0.61 189 309 466 272 10.2 3.2 23.9 314 93.2 46.2

029 52.0 1.47 1.67 0.59 163 279 389 233 7.4 2.8 21.6 301 79.4 49,9

030 56.0 1.52 1.94 0.62 159 333 446 203 9.2 3.1 27.7 310 86.1 49.0

Mean 54.8 1.54 1.87 0.64 184 304 435 245 9.5 2.9 22.8 318 87.8 49.3

300 037 54.3 1.51 2.00 0.60 236 307 483 230 10.0 2.6 18.7 271 94.6 57.8
038 4.0 1.50 2.01 0.70 163 307 464 223 9.8 3.0 23.5 300 80.8 53.7

039 35.9 1.37 1.39 0.45 89 220 342 162 7.8 2.2 15.9 213 58.9 45.1

040 56.9 1.556 2.17 0.66 188 334 470 227 9.7 3.0 22.9 309 99.2 20.5

041 51.4 1.45 1.81 0.63 183 274 429 223 5.9 2.8 24.9 301 79.7 40.4

042 47.5 1.47 1.04 0.60 150 321 397 208 9.8 2.3 16.5 296 83.3 58.9

Mean 50.0 1.18 1.84 0.61 168 294 431 212 8.8 2.7 20.4 283 82.8 51.1

T : Total weights of the prostate and seminal vesicle



Appendix 34 Individual absolute organ weights of female rats treated orally with 4—ethylphenol during 18 days from 4 days of age to weaning
<22 days of age>

Dose  Animal B.W., Brain Liver Kidney Spleen Heart Lung Thymus Thyr. Pitui. Adrenal  Ovary Uterus

(mg/kg) numbers (g (® (® (® (mg) (ng) (mg) (mg) (mg) (mg) (mg) (mg) (mg)

0 501 51.6  1.51 1.65  0.58 139 291 412 951 7.8 3.0 202 120 36.3

502 51.7  1.47 177 0.61 140 301 384 298 9.5 3.5 19.5  19.2 40.5

503 56.5  1.47 .76 0.68 188 316 443 271 7.4 3.4 9223 16.3 48.4

504 52.0  1.48  1.75  0.58 169 282 405 219 8.8 2.9 186 16.5 41.7

505 54.3  1.48 1.72  0.66 189 295 416 204 8.9 3.4 20.1 16.7  41.0

506 51.4 152  1.66  0.73 152 316 412 224 11.2 3.1 20.6  15.6 41.1

Mean 52.9 1.49 172 0.64 163 300 412 932 8.9 32 2092 161 41.5

30 513 53.3 1.42 1.76  0.58 170 302 458 924 10.2 3.2 19.8 177 479

514 50.6 1.49 167  0.62 173 304 451 213 10.4 3.4 19.1 15.2 45.2

515 53.2  1.47 170 0.60 218 296 451 291 8.6 29 208  12.9 42.8

. 516 54.6  1.43 1.77  0.64 195 997 447 276 10.8 3.4 230 138 42.3
& 517 52.1 1.59 172 0.62 191 295 409 289 10.0 3.3 243 159 54.9
518 56.1 1.51 1.80  0.67 182 311 433 935 9.6 35 218  16.0 40.3

Mean 53.3 1.47 1.74  0.62 188 301 442 9243 9.9 3.3 215 153 45.6

100 525 53.3  1.40 1.80  0.59 205 279 444 195 8.5 3.0 190 201 55.5

526 52.5 1.44 167  0.62 180 304 439 971 9.4 3.6 158 138 60.7

527 52.4  1.48 1.76  0.64 163 323 431 216 8.5 38 214 165 38.7

528 51.9  1.48 .73 0.61 201 317 439 236 11.2 3.2 203 14.3 33.4

529 51.9 1.51 1.82  0.65 154 998 444 971 8.4 2.7 207 19.8 39.7

530 56.6 1.52 1.96  0.71 170 321 444 308 8.5 3.0 18.8  18.0 33.2

Mean 53.1 1.47 1.79 064 179 207 440 250 a.1 3.9 193 17.1 435

300 537 (33.2)  (1.27)  (1.44) (0.50) (1190 (@11  (403)  @sl)  (7.1) (2.5 (10.3)  (8.9) (35.9)

. 538 52.3 148 205  0.65 206 375 449 931 9.9 3.4 21.0  19.2 33.8
Z 539 45.0  1.40 1.65  0.59 157 244 353 974 9.0 3.0 215 135  46.8
& 540 51.0  1.48 1.92  0.64 179 300 431 208 10.0 3.3 19.4 215 52.9
Z 541 39.9 1.28 112 0.43 91 199 279 125 6.4 1.9 13.2 8.1 94.9
s 549 46.1 1.50 1.54  0.54 137 267 380 239 9.4 2.6 175 15.7 44.9
g Mean 45.3 143 166  0.57 154 9277 378 215 8.8 2.8 185 156 40.5

() : Not included in statistics because of a case found dead
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Appendix 35

Individual relative organ weights of male rats treated orally with 4-ethylphenol during 18 days from 4 days of age to weaning
<22 days of age>

Dose  Animal B.W. Brain Liver Kidney Spleen Heart Lung Thymus Thyr. Pitui. Adrenal Testis Prost.” Epidid.
(mg/kg) numbers @® %) %) ®  (mg%)  (mg%  (mgh)  (mg%  (mgh) (mg® (mg%)  (mgh)  (mgh)  (mgh)
0 001 54.7 2.82 3.46 1.19 377 556 784 4156 13.7 5.9 38.0 523 147.0 106.4
002 59.5 2.69 3.41 1.14 353 548 765 499 15.5 4.9 30.9 534 114.6 96.5

003 60.6 2.54 3.38 1.12 404 568 1054 361 15.2 5.0 37.8 543 157.6 98.8

004 57.1 2.78 3.54 1.24 354 592 1095 401 17.0 6.0 49.6 527 120.3 64.6

005 60.3 2.64 3.23 1.16 391 572 743 444 14.8 5.0 37.0 559 116.4 77.4

006 54.3 2.87 3.17 1.23 284 635 858 357 16.2 6.1 43.1 552 199.6 98.7

Mean 57.8 2.72 3.37 1.18 361 579 883 413 15.4 5.5 39.4 540 142.6 90.4

30 013 55.8 2.69 3.73 1.16 493 547 853 452 13.1 5.6 37.5 b38 155.2 78.5
014 57.4 2.80 3.28 1.24 411 549 887 463 13.9 6.1 46.5 585 156.4 112.7

015 61.2 2.70 3.53 1.21 346 583 1074 471 17.8 5.2 33.8 596 130.9 86.8

0l6 55.5 2.72 3.17 1.21 371 560 782 440 18.7 5.4 45.0 507 183.1 100.0

017 59.4 2.64 3.45 1.20 354 559 835 375 15.3 5.7 44.3 574 182.7 105.2

018 55.8 2.65 3.17 1.02 351 570 783 457 14.5 5.2 40.7 559 144.6 92.3

Mean 57.5 2.70 3.39 1.17 388 561 869 443 15.6 5.5 41.3 568 158.8 95.9

100 025 57.3 2.72 3.53 1.17 344 548 742 449 18.3 4.9 36.5 551 146.4 86.7
026 53.8 2.81 3.38 1.26 323 543 816 470 18.4 5.2 38.3 673 195.4 101.1

027 54.8 2.90 3.30 1.22 400 540 821 454 18.2 5.3 40.0 538 143.8 84.5

028 54.6 2.86 3.53 1.12 346 566 853 498 18.7 5.9 43.8 575 170.7 84.6

029 52.0 2.83 3.21 1.13 313 537 748 448 14.2 5.4 41.5 579 152.7 96.0

030 56.0 2.71 3.46 1.11 284 595 796 363 16.4 5.5 49.5 554 153.8 87.5

Mean 54.8 2.81 3.40 1.17 335 555 796 447 17.4 5.4 41.6 578 160.5 90.1

300 037 54.3 2.78 3.68 1.10 435 565 890 424 18.4 4.8 34.4 499 174.2 106.4
038 54.0 2.78 3.72 1.30 302 569 859 413 18.1 5.6 43.5 567 149.6 99.4

039 35.9 3.82 3.87 1.25 248 613 953 451 21.7 6.1 44.3 593 164.1 125.6

040 56.9 2.72 3.81 1.16 330 587 826 399 17.0 5.3 40.2 543 174.3 §8.8

041 51.4 2.82 3.52 1.23 356 b33 835 434 11.5 5.4 48.4 586 155.1 78.6

042 47.5 3.09 3.45 1.2 316 676 836 438 20.6 4.8 34.7 623 175.4 124.0

Mean 50.0 3.00 3.68 1.22 331 591 867 427 17.9 5.3 40.9 569  165.5 103.8

T 1 Total weights of the prostate and seminal vesicle
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Appendix 36 Individual relative organ weights of female rats treated orally with 4-ethylphenol during 18 days from 4 days of age to weaning
<22 days of age>

Dose  Animal B.W. Brain Liver Kidney Spleen Heart Lung Thymus Thyr. Pitui. Adrenal Ovary Uterus

(mg/kg) numbers (® (%) %) ®  (ug%  (ogk) (ng¥  (mg%)  (mg®  (ngh)  (mghH  (mg¥  (mgh)
0 501 51.6 2.93 3.20 1.12 269 064 798 486 15.1 5.8 39.1 23.3 70.3
502 51.7 2.84 3.42 1.18 271 582 743 441 18.4 6.8 37.7 37.1 78.3

503 56.5 2.60 3.12 1.20 333 659 784 480 13.1 6.0 39.5 28.8 85.7

504 52.0 2.85 3.37 1.12 325 h42 779 408 16.9 5.6 36.8 31.7 80.2

505 54.3 2.73 3.17 1.22 348 543 766 376 16.4 6.3 37.0 30.8 75.5

506 51.4 2.96 3.23 1.42 296 615 802 436 21.8 6.0 40.1 30.4 80.0

Mean 52.9 2.82 3.25 1.21 307 568 779 438 17.0 6.1 38.2 30.4 78.3

30 513 53.3 2.66 3.30 1.09 319 567 859 420 19.1 6.0 37.1 33.2 89.9
514 50.6 2.94 3.30 1.23 342 601 891 421 20.6 6.7 37.7 30.0 89.3

515 53.2 2.76 3.20 1.13 410 556 848 415 16.2 5.5 39.1 24.2 80.5

516 54.6 2.62 3.24 1.17 357 b44 819 505 19.8 6.2 42.1 25.3 77.5

517 52.1 2.92 3.30 119 367 566 785 555 19.2 6.3  46.6 305 1054

518 56.1 2.69 3.21 1.19 324 554 772 419 17.1 6.2 38.9 28.5 71.8

Mean 03.3 2.77 3.26 L.17 353 565 829 456 18.7 6.2 40.3 28.6 85.7

100 525 53.3 2.63 3.38 1.11 385 523 833 366 15.9 5.6 35.6 37.7 104.1
526 52.5 2.74 3.18 1.18 343 579 836 516 17.9 6.9 30.1 26.3 115.6

5217 a2.4 2.82 3.36 1.22 311 616 823 412 16.2 7.3 40.8 31.5 73.9

0Z8 01.9 2.85 3.33 1.18 387 611 846 456 21.6 6.2 39.1 21.6 64.4

529 51.9 2.91 3.501 1.25 297 574 8b5 522 16.2 9.2 39.9 37.8 76.5

530 26.6 2.69 3.46 1.25 300 567 784 n44 15.0 5.3 33.2 31.8 58.7

Mean 531 297 337 120 337 578 830 469 17.1 6.1 365 321 820

VAL Qs A EAO R,

037 (33.2)  (3.83) (4.39) (1.5D (358) 636) (1214) (485)  (21.4) (7.5  (31.0) (26.8) (108.1)

300 538 52.3 2.83 3.92 1.24 394 717 859 442 17.6 6.5 40.2 36.7 64.6
239 45.0 3.11 3.67 1.31 349 542 784 609 20.0 6.7 47.8 30.0 104.0
240 51.0 2.90 3.76 1.26 351 H88 845 408 19.6 6.9 38.0 42.2 103.7
041 32.2 3.98 3.48 1.34 283 618 866 388 19.9 2.9 41.0 25.2 77.3
942 46.1 3.25 3.34 1.17 297 579 824 518 20.4 5.6 38.0 34.1 95.9
Mean 45.3 3.21 3.63 1.26 335 609 836 473 19.5 6.2 41.0 33.6 89.1

() : Not included in statistics because of a casc found dead
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Appendix 37 Individual absolute organ weights of male rats treated orally with 4—ethylphenol during 18 days from 4 days of age to weaning
<85 days of age>

Dose  Animal B.W. Brain Liver Kidney Spleen  Heart Lung Thymus  Thyr. Pitui. Adrenal Testis Prost. Semi.v Epidid.

(mg/kg) numbers (@ (® (® (8 3] (® (® ) (mg) (mg) (mg) (® (® (® (®
0 007 420 2.15 12.11 2.65 0.58 1.32 1.48 0.34 31.6 11.9 69.9 3.64 0.66 1.85 1.20
008 413 2.05 12.83 2.98 0.75 1.37 1.41 0.51 29.0 13.2 63.2 3.04 0.82 1.17 1.19

009 384 2.10  12.14 2.89 0.88 1.27 1.29 0.39 24.5 13.2 63.9 3.25 0.44 1.51 1.28

010 452 2.16  13.40 .94 0.91 1.41 1.60 0.49 32.2 15.3 62.3 3.50 0.80 1.96 1.23

011 431 2.09  12.36 3.11 0.88 1.28 1.44 0.43 30.9 12.7 53.8 3.26 0.76 1.88 1.13

012 490 2.18  14.37 3.27 0.82 1.51 1.46 0.35 30.0 16.8 72.8 3.39 0.96 1.91 1.29

Mean 432 2.12 12.87 2.97 0.80 1.36 1.45 0.42 29.7 13.9 64.3 3.35 0.74 1.71 1.22

30 019 416 2.02  11.80 92.72 0.82 1.38 1.32 0.52 29.0 11.7 67.9 3.02 0.81 1.88 1.27
020 452 2.19  14.30 3.09 0.80 1.60 1.48 0.56 36.0 13.0 57.4 3.67 0.53 1.56 1.17

021 4717 2.23  14.66 3.09 0.94 1.58 1.67 0.53 27.5 15.0 78.1 3.55 0.73 1.80 1.43

022 380 2.08 10.85 2.81 0.76 1.22 1.45 0.35 31.2 12.3 59.2 3.52 0.63 1.99 1.19

023 429 2.16  12.96 2.95 0.79 1.39 1.40 0.53 31.8 13.0 56.1 3.61 0.51 1.44 1.28

024 440 2.07  13.31 2.95 0.76 1.37 1.42 0.35 25.8 14.6 63.0 3.59 0.58 1.75 1.28

Mean 432 2.13  12.98 2.94 0.81 1.42 1.46 0.47 30.2 13.3 63.6 3.49 0.63 1.74 1.27

100 031 403 2.23  10.15 3.15 0.89 1.40 1.31 0.37 35.1 11.2 65.7 3.00 0.32 1.51 0.98
032 449 2.16  12.72 3.04 0.96 1.35 1.46 0.41 29.3 16.3 70.0 3.74 0.79 1.95 1.38

033 471 2.11  13.57 3.21 0.97 1.39 1.53 0.35 28.3 14.8 55.3 3.51 0.72 2.03 1.16

034 465 2.12  15.07 3.20 0.88 1.42 1.63 0.42 31.9 12.7 72.4 3.48 0.73 2.10 1.28

035 417 2.05  11.73 2.68 0.72 1.35 1.41 0.52 29.6 12.5 68.2 3.87 0.46 2.14 1.28

036 447 2.05 13.18 2.94 0.90 1.45 1.52 0.38 23.2 13.8 51.7 3.43 0.60 1.73 1.09

Mean 442 212 1274 3.04 0.89 1.39 1.48 0.41 29.6 13.6 63.9 3.51 0.60 1.91 1.20

300 043 439 2.04 11.98 2.87 0.72 1.34 1.43 0.37 32.4 15.5 03.2 3.49 0.78 2.09 1.29
044 447 2.13 15.01 3.31 0.72 1.46 1.37 0.58 32.7 12.9 59.8 3.70 0.58 1.62 1.20

045 471 2.02 15.95 3.16 0.94 1.56 1.54 0.50 30.8 12.8 66.1 3.16 0.53 1.57 1.12

046 437 1.93 12.62 3.05 0.87 1.36 1.28 0.56 32.5 12.4 79.4 2.86 0.52 1.91 1.18

047 424 1.96 12.66 2.57 0.69 1.38 1.27 0.42 31.4 12.9 57.8 3.20 0.60 2.07 1.07

048 438 1.99 13.95 2.86 0.88 1.35 1.37 0.62 28.0 11.5 56.4 3.24 0.43 1.69 1.21

Mean 413 2.01  13.70 .97 0.80 1.41 1.38 0.51 31.3 13.0 63.8 3.98 0.57 1.83 1.18
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Appendix 38 Individual absolute organ weights of female rats treated orally with 4-ethylphenol during 18 days from 4 days of age to weaning
<85 days of age>

Dose Animal B.W, Brain Liver Kidney Spleen Heart Lung Thymus Thyr. Pitui. Adrenal  Ovary Uterus

(ng/kg) numbers (8 (g (8 (® ) (& (® (® (mg) (mg) (mg) (mg) (2
0 507 235 1.90 6.58 1.56 0.47 0.82 1.05 0.42 23.9 13.5 72.7 89.1 0.42
508 304 2.06 8.82 2.05 0.59 1.01 1.23 0.46 28.9 15.3 71.1 94.2 0.84

509 250 1.83 7.01 1.82 0.55 0.96 1.14 0.34 20.3 18.5 78.2 78.1 0.76

510 2292 1.91 5.71 1.80 0.48 0.84 0.96 0.36 24.2 10.7 73.7 76.1 0.48

511 261 1.94 7.12 1.99 0.53 0.86 0.98 0.42 23.8 13.1 73.6 75.1 1.37

512 248 1.95 6.91 1.70 0.47 0.90 1.05 0.37 19.4 16.0 62.1 72.9 0.59

Mean 253 1.93 7.03 1.82 0.52 0.90 1.07 0.40 23.4 14.5 71.9 80.9 0.74

30 519 249 1.88 6.78 1.86 0.50 0.90 0.97 0.39 24.2 12.7 69.0 64.4 0.53
520 248 1.97 6.72 1.93 0.55 0.91 1.06 0.31 26.1 16.3 69.3 69.3 0.82

521 246 1.87 6.73 1.69 0.48 0.89 1.02 0.41 16.5 16.7 53.7 78.9 0.53

522 252 2.05 7.30 1.85 0.55 0.92 1.13 0.24 27.0 15.1 80.6 99.1 0.47

523 250 1.85 6.91 1.85 0.42 0.97 1.14 0.44 29.7 17.1 65.7 75.5 0.89

524 239 1.84 6.94 1.79 0.46 0.96 0.93 0.34 21.2 11.7 67.8 78.6 1.02

Mean 247 1.91 6.90 1.83 0.49 0.93 1.04 0.36 23.0 14.9 67.7 77.6 0.71

100 531 253 1.92 6.54 1.71 0.47 0.93 1.04 0.48 25.1 15.5 67.3 70.6 0.48
532 288 1.91 8.62 2.09 0.60 0.99 1.23 0.36 19.2 17.4 68.4 99.9 0.49

533 263 1.95 7.42 1.86 0.51 0.90 1.04 0.46 26.8 18.0 82.5 95.0 0.63

534 313 1.96 9.47 2.29 0.56 1.01 1.17 0.37 23.9 16.8 71.9  100.2 0.36

535 204 1.86 5.67 1.65 0.38 0.75 0.88 0.28 23.1 13.1 72.6 71.1 0.83

536 237 1.92 6.41 1.79 0.44 0.80 0.99 0.35 24.4 14.5 67.3 98.9 0.86

Mean 260 1.9 7.36 1.89 0.49 0.90 1.06 0.38 23.8 15.9 71.7 89.3 0.61

300 543 253 1.87 7.16 1.90 0.70 0.86 1.12 0.61 21.7 13.1 71.V1 92.8 0.50
544 252 1.96 6.78 1.85 (.50 0.83 1.10 0.31 19.3 14.6 59.0 89.3 0.49

545 223 1.70 5.75 1.54 0.50 0.87 1.08 0.43 24.1 15.5 57.5 58.3 0.55

546 244 1.70 6.10 1.81 0.59 0.86 1.08 0.53 21.4 12.3 72.0 84.9 0.52

547 (16) (0.93) (0.66) (0.29) {0.06) 0.14) (0.30) (0.03) 4.1 (1.5) 6.0) (2.2) 0.02)

548 252 1.81 6.63 1.76 0.56 0.86 1.00 0.50 23.3 12.1 60.1 81.6 0.95

Mean 245 1.81 6.50 1.77 0.57 0.86 1.08 0.48 22.0 13.5 63.9 81.4 0.60

() : Not included in statistics because of a case found dead
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Appendix 39 Individual relative organ weights of male rats treated orally with 4-ethylphenol during 18 days from 4 days of age to weaning
<{85days of age>

Dose  Animal B.W. Brain Liver Kidney Spleen  Heart Lung Thymus  Thyr. Pitui. Adrenal Testis Prost. Semi.v Epidid.

(mg/kg) numbers (® (%) %) %) (%) %) %) %  (mg® (ng%  (mgh %) ®) (%) *
0 007 420 0.51 2.88 0.63 0.14 0.31 0.35 0.08 7.5 2.8 16.6 0.87 0.16 0.44 0.29
008 413 0.50 3.11 0.72 0.18 0.33 0.34 0.12 7.0 3.2 15.3 0.74 0.20 0.28 0.29

009 384 0.55 3.16 0.7 0.23 0.33 0.34 0.10 6.4 3.4 16.6 0.85 0.11 0.39 0.33

010 452 0.48 2.96 0.65 0.20 0.31 0.35 0.11 7.1 3.4 13.8 0.77 0.18 0.43 0.27

011 431 0.48 2.87 0.72  0.20 0.30 0.33 0.10 7.2 2.9 12.5 0.76 0.18 0.44 0.26

012 490 0.44 2.93 0.67 0.17 0.31 0.30 0.07 6.1 3.4 14.9 0.69 0.20 0.39 0.26

Mean 432 0.49 2.99 0.69 0.19 0.32 0.34 0.10 6.9 3.2 15.0 0.78 0.17 0.40 0.28

30 019 416 0.49 2.84 0.65 0.20 0.33 0.32 0.13 7.0 2.8 16.3 0.73 0.19 0.45 0.31
020 452 0.48 3.16 0.68 0.18 0.35 0.33 0.12 8.0 2.9 12.7 0.81 0.12 0.35 0.26

021 477 0.47 3.07 0.65 0.20 0.33 0.35 0.11 5.8 3.1 16.4 0.74 0.15 0.38 0.30

022 380 0.95 2.86 0.74 0.20 0.32 0.38 0.09 8.2 3.2 15.6 0.93 0.17 0.52 0.31

023 429 0.50 3.02 0.69 0.18 0.32 0.33 0.12 7.4 3.0 13.1 0.84 0.12 0.34 0.30

024 440 0.47 3.03 0.67 0.17 0.31 0.32 0.08 0.9 3.3 14.3 0.82 0.13 0.40 0.29

Mean 432 0.49 3.00 0.68 0.19 0.33 0.34 0.11 7.1 3.1 14.7 0.81 0.15 0.41 0.30

100 031 403 0.55 2.92 0.78 0.22 0.35 0.33 0.09 8.7 2.8 16.3 0.74 0.08 0.37 0.24
032 449 048 283 0.68 021  0.30  0.33  0.09 6.5 36 156 083  0.18  0.43  0.31

033 471 0.45 2.88 0.68 0.21 0.30 0.32 0.07 6.0 3.1 117 0.75 0.16 0.43 0.25

034 465 0.46 3.24 0.69 0.19 0.31 0.35 0.09 6.9 2.7 15.6 0.75 0.16 0.45 0.28

035 417 0.49 2.81 0.64 0.17 0.32 0.34 0.12 7.1 3.0 16.4 0.93 0.11 0.51 0.31

036 447 0.46 2.95 0.66 0.20 0.32 0.34 0.09 5.2 3.1 11.6 0.77 0.13 0.39 0.24

Mean 442 0.48 2.87 0.69 0.20 0.32 0.34 0.09 6.7 31 145 0.80 0.14 0.43 0.27

300 043 439 0.46 2.73 0.65 0.16 0.31 0.33 0.08 7.4 3.5 14.4 0.79 0.18 0.48 0.29
044 447 0.48 3.36 0.74 0.16 0.33 0.31 0.13 7.3 2.9 13.4 0.83 0.13 0.36 0.27

045 471 0.43 3.39 0.87 0.20 0.33 0.33 0.11 6.9 2.7 14.0 0.67 0.11 0.33 0.24

046 437 0.44 2.89 0.70 0.20 0.31 0.29 0.13 7.4 2.8 18.2 0.6h 0.12 0.44 0.27

047 424 0.46 2.99 0.61 0.16 0.33 0.30 0.10 7.4 3.0 13.6 0.75 0.14 0.49 0.25

048 438 0.45 3.18 0.65 0.20 0.31 0.31 0.14 6.4 2.6 12.9 0.74 0.10 0.39 0.28

Mean 443 0.45 3.09 0.67 0.18 0.32 0.31 0.12 7.1 2.9 14.4 0.74 0.13 0.42 0.27
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Appendix 40 Individual relative organ weights of female rats treated orally with 4-ethylphenol during 18 days from 4 days of age to weaning
{85 days of age>

Dose Animal B.W. Brain Liver Kidney Spleen Heart Lung Thymus Thyr. Pitui. Adrenal Ovary Uterus

(ng/kg) numbers (® %) %) %) (%) %) € %  (mg%  (mg%) (mg¥  (mgh) )
0 507 235 0.81 2.80 0.66 0.20 0.35 0.45 0.18 10.2 0.7 30.9 37.9 0.18
508 304 0.68 2.90 0.67 0.19 0.33 0.40 0.15 9.5 5.0 23.4 31.0 0.28

509 260 0.73 2.80 0.73 0.22 0.38 0.46 0.14 8.1 7.4 31.3 31.2 0.30

510 222 0.86 2.57 0.81 0.22 0.38 0.43 0.16 10.9 4.8 33.2 34.3 0.22

b1l 261 0.74 2.73 0.76 0.20 0.33 0.38 0.16 9.1 2.0 28.2 28.8 0.52

512 248 0.79 2.19 0.69 0.19 0.36 0.42 0.15 7.8 6.5 25.0 29.4 0.24

Mean 203 0.77 2.77 0.72 0.20 0.36 0.42 0.16 9.3 5.7 28.7 32.1 0.29

30 519 249 0.76 2.72 0.75 0.20 0.36 0.39 0.16 9.7 5.1 27.7 25.9 0.21
520 248 0.79 2.71 0.78 0.22 0.37 0.43 0.13 10.5 6.6 27.9 27.9 0.33

521 246 0.76 2.74 0.69 0.20 0.36 0.41 0.17 6.7 6.8 21.8 32.1 0.22

522 252 0.81 2.90 0.73 0.22 0.37 0.45 0.10 10.7 6.0 32.0 39.3 0.19

523 250 0.74 2.76 0.74 0.17 0.39 0.46 0.18 9.1 6.8 26.3 30.2 0.36

524 239 0.77 2.90 0.75 0.19 0.40 0.39 0.14 8.9 4.9 28.4 32.9 0.43

Mean 247 0.77 2.79 0.74 0.20 0.38 0.42 0.15 9.3 6.0 27.4 31.4 0.29

100 531 253 0.76 2.58 0.68 0.19 0.37 0.41 0.19 9.9 6.1 26.6 27.9 0.19
532 288 0.66 2.99 0.73 0.21 0.34 0.43 0.13 6.7 6.0 23.8 34.7 0.17

533 263 0.74 2.82 0.71 0.19 0.34 0.40 0.17 10.2 6.8 31.4 36.1 0.24

034 313 0.63 3.03 0.71 0.18 0.32 0.37 0.12 7.6 5.4 23.0 32.0 0.12

h3b 204 0.91 2.78 0.81 0.19 0.37 0.43 0.14 11.3 6.4 30.6 34.9 0.41

536 237 0.81 2.70 0.76 0.19 0.34 0.42 0.1%5 10.3 6.1 28.4 41.7 0.36

Mean 260 0.75 2.82 0.73 0.19 0.35 0.41 0.15 9.3 6.1 28.1 34.6 0.25

300 543 253 0.74 2.83 0.75 0.28 0.34 0.44 0.24 8.6 5.2 98.1 36.7 0.20
544 252 0.78 2.69 0.73 0.20 0.33 0.44 0.12 7.9 2.8 23.4 35.4 0.19

045 223 0.76 2.58 0.69 0.22 0.39 0.48 0.19 10.8 7.0 25.8 26.1 0.25

246 244 0.70 2.52 0.74 0.24 0.35 0.44 0.22 8.8 5.0 29.5 34.8 0.21

547 (18) (5.81) (4.12)  (1.81) (0.37) (0.87) (1.88) (0.19) (25.6) 9.4  (37.5)  (13.8) (0.12)

048 252 0.72 2.63 0.70 0.22 0.34 0.40 0.20 9.2 4.8 23.8 32.4 0.38

Mean 245 0.74 2.65 0.72 0.23 0.35 0.44 0.19 9.0 2.6 26.1 33.1 0.25

() : Not included in statistics because of a case found dead
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Appendix 41 Individual body weights of foster mother rats that reared pups treated orally
with 4-ethylphenol during 18 days from 4 days of age to weaning

(g)
Animal Days of age Gain
number 4 10 16 21 4-21
601 289 310 334 320 31
602 295 327 341 333 38
603 314 352 350 320 6
604 329 349 382 344 15
605 279 318 339 307 28
606 306 349 352 356 50
607 267 319 336 325 o8
608 278 322 340 324 46
609 264 301 311 303 39
610 226 269 270 256 30
611 246 290 307 292 46
612 285 315 332 328 43
Mean 282 318 333 317 36
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Appendix 42  Individual food consumption of foster mother rats that reared pups treated orally
with 4-ethylphenol during 18 days from 4 days of age to weaning
(g)

Animal Days of age
number 7 13 19
601 53 66 81
602 55 72 84
603 52 66 86
604 58 76 83
605 52 67 84
606 57 72 84
607 57 63 79
608 61 76 84
609 05 99 77
610 50 61 74
611 56 70 80
612 51 71 85
Mean 55 68 82

1¥AT Al
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Appendix 43 Historical baseline data of the Crj:CD(SD)IGS strain male rats on the
hematological and biochemical parameters

22 days of age 85 days of age
Parameters ~ Mean Normal range® Mean Normal range?
Hematological parameters
Erythrocyte count (10*/ L) 513(69) 443 ~ 583 849(103) 785 ~ 913
Hemoglobin concentratlon (g/dL) 10.2(69) 8.3 ~ 12.1 15.9(106) 14.6 ~ 17.2
Hematocrit value (%) 32.7(69) 27.7 ~ 37.8 45.3(106) 42.2 ~ 48.4
Mean corpuscular volume (pg) 64(69) 58 ~ 70 53(106) 50 ~ 56
Mean corpuscular hemoglobin (fL) 19.9(69) 17.6 ~ 22.2 18.7(106) 17.5 ~ 19.8
Mean corpuscular hemoglobin concentration (%) 31.2(69) 29.4 ~ 33.0 35.1(106) 33.7 ~ 36.5
Reticulocyte count (%5) 223(69) 171 ~ 274 26(103) 16 ~ 36
Prothrombin time (sec) 13.6(56) 12.6 ~ 14.5 13.0(106) 12.2 ~ 13.9
Activated partialthromboplastin time (sec) 14.7(60) 12.8 ~ 16.5 18.2(106) 15.9 ~ 20.5
Total leukocyte count (102/uL) 24(69) 10 ~ 5H3x 77(104) 42 ~ 112
Platelet count (10*/ L) 157(67) 127 ~ 187 127(106) 104 ~ 150
Biochemical parameters

Lactate dehydrogenase (IU/L)x 482(53) 241 ~ 965% 345(59) 174 ~ 678x
Glutamic oxaloacetic transaminase (IU/L) 118(53) 91 ~ 144 78(60) 58 ~ 98
Glutamic pyruvic transaminase (IU/L) 32(53) 17 ~ 47 39(59) 23 ~ b4
Alkaline phosphatase (IU/L)x 978(53) 673 ~ 1282 479(60) 226 ~ 731
v -Glutamyl transpeptidase (IU/L)x 0.85(48) 0.24 ~ 1.46 0.67(60) 0.16 ~ 1.19
Cholinesterase (IU/L) 90(33) 63 ~ 127 47(48) 22 ~ 13
Total protein (g/dL) 4.74(53) 4.18 ~ 5.30 6.32(56) 5.@5 ~ 7.00
Albumin (g/dL) 2.96(53) 2.59 ~ 3.32 3.22(60) 2.73 ~ 3.71
A/G ratio 1.67(53) 1.32 ~ 2.02 1.05(60) 0.83 ~ 1.26
Total cholesterol (mg/dL) 82(5H3) 57 ~ 116x% 73(60) 41 ~ 105
Triglyceride (mg/dL) 40(53) 16 ~ 95% 71(60) 16 ~ 127
Phospholipid(mg/dL) 122(48) 93 ~ 160x% 117(59) 69 ~ 164
Glucose mg/dL% 113(53) 72 ~ 155 143(60) 101 ~ 184
Total bilirubin (mg/dL) 0.40(53) 0.30 ~ §.45% 0.29(58) 0.23 ~ 0.35
Urea nitrogen (mg/dL)x 12.3(53) 1.9 ~ 22.7 15.2(60) 10.3 ~ 20.1
Creatinine (mg/dL) 0.42(53) 0.29 ~ 0.55 0.58(59) 0.47 ~ 0.69
Calcium (mg/dL) 9.8(53) 9.0 ~ 10.6 10.0(53) 9.2 ~ 10.7
Inorganic phosphorus (mg/dL) 9.1(53) 8.0 ~ 10.1 7.1(56) 5.9 ~ 8.4
Sodium (mEq/L) 143(46) 135 ~ 150% 144(60) 138 ~ 149
Potassium (mEq/L) 6.80(52) 5,42 ~ 8.19 4.83(60) 4.10 ~ 5.56
Chloride (mEq/L) 106(49) 101 ~ 112 104(60) 99 ~ 109

a) : (mean—2S.D.) ~ (mean+28.D.)
() : Number of animals
* : Calculated from log-transformed data
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Appendix 44 Historical baseline data of the Crj:CD(SD)IGS strain female rats on the
hematological and biochemical parameters

22 days of age 85 days of age
Parameters Mean Normal range®” Mean Normal range®
Hematological parameters
Erythrocyte count (10%/uL) 532(65) 455 ~ 608 806(102) 760 ~ 852
Hemoglobin concentration (g/dL) 10.6(66) 8.6 ~ 12.7 15.3(104) 14.2 ~ 14.4
Hematocrit value (%) 33.7(66) 28.2 ~ 39.3 43.4(104) 40.8 ~ 46.0
Mean corpuscular volume (pg) 63(66) 57 ~ 69 54(105) 51 ~ 56
Mean corpuscular hemoglobin (fL) 19.9(66) 7.7 ~ 22.1 19.0(106) 17.7 ~ 20.3
Mean corpuscular hemoglobin concentration (%)  31.5(64) 30.2 ~ 32.8 35.3(106) 34.0 ~ 36.8
Reticulocyte count (%) 207(66) 151 ~ 262 22(104) 12 ~ 33
Prothrombin time (sec) 13.4(54) 12.3 ~ 14.5 13.4(102) 12.2 ~ 14.7
Activated partialthromboplastin time (sec) 14.1(60) 12.0 ~ 16.2 15.7(98) 14.1 ~ 18.0
" Total leukocyte count (10%/uL) 24(66) 13 ~ 47% 45(104) 19 ~ 72
Platelet count (10*/uL) 153(66) 112 ~ 195 131(105) 101 ~ 161
Biochemical parameters
Lactate dehydrogenase (IU/L)x 471(53) 236 ~ 938x 346(55) 190 ~ 627x
Glutamic oxaloacetic transaminase (IU/L) 118(53) 94 ~ 148x 76(57; 56 ~ 104x
Glutamic pyruvic transaminase (IU/L) 27(53) 15 ~ 46% 33(55 22 ~ 47x
Alkaline phosphatase (IU/L)x 958(53) 661 ~ 1388 335(58) 164 ~ 507
v -Glutamyl transpeptidase (IU/L)x 0.93(48) 0.36 ~ 1.50 1.63(58) 0.63 ~ 2.64
Cholinesterase (IU/L) 89(32) 67 ~ 118 441(58) 148 ~ 734
Total protein (g/dL) 4.87(53)  4.39 ~ 5.36 6.40(58) 5.78 ~ 7.02
Albumin (g/dL) 3.08(53) 2.72 ~ 3.43 3.57(58) 3.15 ~ 3.98
A/G ratio 1.73(53) 1.36 ~ 2.09 1.25(58) 1.00 ~ 1.50
Total cholesterol (mg/dL) 86(53) 47 ~ 125 85(58) 58 ~ 111
Triglyceride (mg/dL)* 38(53) 15 ~ 9Hx 24(58) 10 ~ 56%
Phospholipid(mg/dL) 120§48) 79 ~ 154 141(58) 108 ~ 173
Glucose mg/dL% 117(53) 79 ~ 154 134(58) 108 ~ 160
Total bilirubin {(mg/dL) 0.38{53) 0.30 ~ 0.46 0.29(58) 0.23 ~ .35
Urea nitrogen (mg/dL)x 13.4(53) 4.1 ~ 22.8 15.0%57) 10.5 ~ 20.3
Creatinine (mg/dL) 0.41(52) 0.29 ~ 0.53 0.61(55) 0.52 ~ 0.70
Calcium (mg/dL) 10.0(53) 9.4 ~ 10.8 10.0(58) 9.3 ~ 10.7
Inorganic phosphorus (mg/dL) 9.5(53) 8.4 ~ 10.6 6.7(58) 5.3 ~ 8.1
Sodium (mEq/L) 141(47) 136 ~ 147 144(58) 141 ~ 147
Potassium ?mE /L) 6.98(52) 5.67 ~ 8.29 4.61(58) 4.04 ~ 5.19
Chloride (mEq/L) 106(52) 99 ~ 112 104(58) 101 ~ 107

a) : (mean—2S.D.) ~ (mean+2S.D.)
() : Number of animals
% : Calculated from log-transformed data
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