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B, pr=FNT ) — VOB OAETEREN I T AR BRI UOHFAROR BT RIETEE
ERETT IR BREL T, BB EMBEERREZOBCDILEME RBRIETART A A>T ER L,
$EEED Crl:CD (SD) 7o MIH BRI E 2 0K - B /U7 1), 30, 100725 TNI300 mg/ke® A E TR A
B 5. Uz, #1342 A MR S L2 %ICHRL . M RELAI2A MR L OB R 2L (S
AHECHEHBZES L, 2B, BEYIZEASBIE, HARIEE4R ., BEYIIEES HICERRLE,

1. REBETR

HEIZFEC BT BB S e h o 7o, MECIZ300 me/kegi® S-EED2BI3AEMICIET Ui, T2, [F
HORO2H CIIHEYMICERM T RS T L, ThoOBHORBABEENREOHR R, ok
FE. MIIRDOZERE . IR R MR L O A BB OB | RO/ NER L O IT MR E 0%/
b, BIRIZAE T AR, IEALRME I TR R B L O ERL, BRIEOUSA , B, 5l 5 FHER
FBOKERBRIOCRFE LEEMBOEBERREPBEEINR:, —RREOE(ELT, HEHLL
300 mg/keH E5HET, REZKICHREFOKTRBLIO—BEOHRESRBRYME2EL THASRE,
BEEENEORR. 300 mg/kei S HONFIEOHM EENS A EITHEML 7, HEAKRZENRED
fER, METIZ100 mg/kg PA LK EEETHIE OMEE G BIOKER I ORF LRMEOBHERK, +
TIRIBAEIEOIRE D | HETIZ300 me/ket 58 THI B IR E L MROMBRAARD BT,

2. WAERETER

300 mg/kedR FHEIC IV, AV HER, AR, BIUH4A R HARIMEEE IR 7, Fie,
FIBEDE T E R KL X BB ILE L TRIIL T, ik, B E, IR E R IO EIT
RHLNIRDT,

3. AFERABMFHIPTR
PERIH, ZRBCAAR . FEIRAIM . B AE BEAREBLUERRIIERYER 5 LR BT AN
7pdolc, 300 mg/kegk GRETHERIMETERAEZTRLI

EEHE

U ED#EENS, ARBREG TR 2p-2F V72 /) — VOB EMCH TR EHFNES
MeEIY . HETIE100 mg/kg/day . METiE 30 mg/kg/day, AR A S EZN L EEE B
100 mg/kg/day, W HARITHA T DI EIT100 me/kg/day L EIBTEND,
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AERER.
MEREZ > FOZZELATQ BREDB L ORE AR PR E 2 B, b ONCHETII BRI T % 2 8/H.

M I IREIRI 2@ L CREMEE 4 REOR p-F A 7=/ — L2 0REL, #ElES Y MIXT
DEFEBEIZOWTRE L,

MHREFE

1. #ERE
WERME ThHD p-F N7 x /) —)v (B4 : p-Ethylphenol, 4-Hydroxyphenylethane, CAS No.:123-
07-9, 3 CgH\ O, W F&E:122. 17, S BE~BEOM, E/oiImAgRr, B ~Ba, BHAO

TR, B 99.4%, BB K 219°C. BRE A - 44°C. 8]k 5:104°C, Annex A, LA
T, PEP) I FRFETHRE-EXT(E

BIE 3~7°C) THRE LT, PEP O EAZRICTRT,
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O
WERME DR EMIL. B S5 BEERT(2010 £ 9 A 6 B) BLOREHIEK TR (01141 A 21 )
ICEERFSCATIC T — ) LR A Y6 B 5 (FTIR-8300, BEEL/ERT) 2 AL, BV AEER
B CRAMRILAS ML (I EFEE : 4000~400 em™) 2L THA, 2 ORI MATEA LA 20

ZEEFEFR L= (Annex B), 228, 5 BHMERTDO AT NVIIAREBRWE & VTSI > CTERL -5k
(GRBRE = R-10-002) THLNIZAXI ML ERER LR,

2. BMIBIUEE HiE

AAF vy— R IN—EREETEF—LD 8 EHE Sprague-Dawley (SD) 3 [Crl:CD(SD), SPF)
Fw M 62 [T, M 73 ILEBEAL, 3 BFEICNAL, ARBLEH T 14 B RELABRE~DBI
b7 E LI, TOMED . BO—BRELBEL. AN BRBLIORERT BIoEEZHIEL
7o BRZE DL IR P IXEMORBICT7 2V U TEHER B4 RL ., B 7 —VICRBRE S MRl L
VBB SE2 DA LB —R 23N TERI L, £, MEIC W TiE, AR ANLER,
BEMZBRE LT, AWEMOATRBLICRER TROKEILITREROBY ThoT,

B Afi B 20104 11 A 17 A
AT E (M 239.7~271.7 g, M 175.1~201.3 ¢
REHTH 20104 11 A 30 A
MR TREE s 323.3~-393.2 g, M 206.2~259.4 g

BRE-BHLORE R, BB O 1 Fl(BIEEHES 59 F) TROBERALNIM, TOMARLE
BB T RSP O— R EBIOMERERB IR FIEEO O ol S TR E
WCRENALNE 1L, e CRARZ 4 B OMEZOEIZNEBD SN 6 ILERIL ., FER
B EEVEA RIS IR T 2T o, O UESIC —EOBE B EEIVY T, 7oL b
VTRICEMEBEERL. AEO RSB —FICHRE S, MBI OEMESETALT
ERE r— UICBNT T, BRI DLIERIL- MBI 10 [T, S 15 TCR IO AR RIZ IR
L7z 6 BT TRRBIEMIEL., M B RICERLE,

BT AIRE 21.0~25.0C, FFAEE 40.0~75.0 %, BRFBEN 15 B/FFH, HEEF71
12 BT BE~19 BE) AT, 12 FEREI(19 BE~T7 BDEANICRESNMBTENT, @B HEHER T —
(220w X 270d X 190h mm) 2 1 PLd-D (ZZECRFIL 2 PO INAL, BERMEEL (CE-2, RAZLT) EKiEK
(REFT/KERBEAK) % B BICBERSE TRE UL, BB L OS U EEiL, fEIEN
HRIET), BT EFIZOWC R 18 ADOME 4 BETIYNATIRATF v/ fERr—
(350w X 400d X 180h mm}iZ 1 T DUNEL ., FKBEL TR SV T8-F 97 (ARS8 —J)— | BRTZX T
N BEERR L, MEHMMPICATREORFITRDOLNT, BMWEDEEIL 21.5~23.5C,
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BEEIY 44.0~67.0 % ThotTz, o, AR LB B K BIUERBO SR RIZ, Wb E R
VERIEECTREOFTAEBENTHOZ LR L,

3. BERE

1) Fas

# B0CLA T TIMRL TEM LT PEP 2FFEL, BEARICAMSE, 6 w/ VIEIREZRR L, 3512 6
W/ VAR A IERIC Lo TRIRL, 2 2HTNT 0.6 w/ Vel & BRI s L 72, FABIL 7= MR I ik -
T (ERUE 1~7°C) TREL ., ZEMEORIEHIRMNIZERLE,
2) SRR |

ZHHF T CAGBRME 2 AV TEIL » TEM SRR (RBRE 5 :R-10-002) 123 T, 0.6
BLU6 w/VEEOHREREITGE., ELRM T T 8 BERE THAHZ LI FERIN TV 5 (Annex C),
B EDHIE

ARBROYIEFARMRAE (FIRLA 2010 4 11 A 30 B)IZ20WT, 0.6, 2 BET 6 w/vhiREDFHRM
BREOEZEZRE L., EBOHIWELEL, THEENTARBED 90.0~110 % F-LREEOIE
BOXBEFNETNEHED 90.0~110 $LANEL-, ZORER, FHE BITANERRED 101.7~
105.3 % THY, FREMEOIZS DT FHED 98.5~101.0 % THELFNIZH 7~ (Annex D),

R AP OWRDEREIUTOFECTHEL AERED 0.5 mL 2L, 7ENCHF
RUT2#, 7Er=NLTHRL, EHAREFRL-(10 pg/ml 130, IZ, # 50°CLLF TMAL
T LT HBRMER 50 mg 28, HIRE (T b /7 Eb=FIVRIE (1:10 v/V) NIZERLCGER
ARLK 5,10 BE 20 pg/mL OEERRZRMUT, RBHARBLUOEERKREZ L TIORNT
BB 2757 (HPLO) IBIZEDRIEL  IRMEERPOIER LR EH%2 AV CGREBREF O

PEP IREZ R H LI,
HPLC HIE e
SIRTAT Inertsil C8
(F#R4.6mm, £X150mm, KIF#R5 um, ¥ —T/LH AT R)
BE)H K/ T2 h=PIVRIK (6:4 v/v)
& 1 mL/min
AT LR ERE 40°C
RERERE =ik
RIEHR & 254 nm
AEHEA = 10 pL

F =M P s PR TR

4. B EBOBRELLIVRE FiE
ARBOBREET AEBYWELXE WV TIToCWBEHO4-=F LT ) —LOFTY N H NS



HERE 5 R-10-007

28 ARRERNEEGHFEERERY OR-RELLICRE L, 725, 100, 300 BLU 1000 mg/ke
D 4= F N7 = )= /VEMERES T IED SD R 7w b (FEEXTBREEIS KON 1000 mg/kg & 5-8F CliMERE%
7 PLIZ 14 HFEOEEREZERTTOD)IC 28 B, RER AR SUIHER, MRS 1000 mg/kg &5
WED, REERICIADEBIT, MENBESH, FEBNMGBLOBREEDORD BALNT, &
7o, BB ERNE T, ETHRSLIOEROM EE, M CHBROMT EESHEML, R TIX
HERE LB BT B OREIEIEE S EHE THLI, REMBRARE T, MELLATE IR B
OO, 300 mg/kg HH T, HETHBOBRY EEBIUCHMTEENEMNL ., HEERFRE
T, HECRITE IR P ERBEANRO SN, ZhHDRERMNE, AERYE O 300 mg/keg F5ITX
DEEY IR T BT LIIREBEAEL T eV HRINI 00, ARBRICBIT B A B
D% E &% 300 mg/kg IR EL. LT, AW 3 IZRAIHCHFHESY 100 mg/ke, IEHES
30 mg/kg L7,

MEBIRRBCAT 2 B, AZERHAR . AR A E L Tt OME 4 B ET, RE RIS
DT MEEEIRRAT B T (R 5 E1% 42 [/]) | R RISFESR SN0 U ah 7= MEr I HIRR AT B (BEIR
25 AAEY H)ET, @3B RN 2 B, 2CECHAR (14 B M) 2@ L CHIRET B £ T (i 5wk
42, FOBC L B 1EL 1@ 7B, FaiP (9 BE~11 B 43 N5 L7, 5 R &IT5 mL/kg &
L. BB IORERTR DI RE PO, XOICRESHERINLh-MCIIE 1 BHETAHRES
BT REFHERSNHETIIRFORE A DRELEEICHE T U, 2B, XHBREICIIEETHD
B R4V e RARICE G Uz, B 5REKIT OECD 1bFMERRIETART A2 (421128, T+
BEICLDmARO&RELL,

ARBROBER B L OBPE S LU FIORUE,

B5E BE ®REEFEE BB
i3 S5¥%
BEUE e w9 (ml/ke) i# i
1 BREAVT ) 0 0 5 M01001~M01013 F01001~F01013
2 PEP 30 0.6 5 M02001~M02013  F02001~F02013
3 PEP 100 2 5 M03001~M03013 F03001~F03013
4 PEP 300 6 5 M04001~M04013 F04001~F04013
5. REE
1) & (F,)

O—xiREDBIE

2FNZOWT, AEYFETIIER | B, Z5HR PR EaE0OER 2 B EEELE,
OrERIE

MBI, 5 1.7, 14, 21, 28, 35, 42 B BL U B ICHIE L, MRS 1.7, 14 A,
GE3R 0. 7,14, 21 B.WE 0.4 BRIUHIHR BOHEE 5 BIC. SHIERBIHERINI T T
#4521, 28, 35,42 BBIUEIR B | S HERIN o781 CIiftik 26 A Y BICHEIE
L7z,
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O &HIE

BB, |5 1~2, T~8, 14~15, 20~30, 35~36, 41~42 BIZHIE LI, MBWIIHRE 1~2,
7~8, 14~15 BIRLTHIE 0~1, 7~8, 14~15, 20~21 BRLWNNIME 3~4 B, LIRS HE
RBEINRD T METITR G 29~30, 35~36, 41~42 BITHHEIELT,
@A B

BHEL2F DM OWT, AR ADLIERMEZBEL ., BOTH. B RELIEL 3
EBAATIEARLERIL, KW ORIER ., ZREPERINOGETHAMEEE L, . HIED
FEIREER AR (BEEZEORBEYNORIEHETO ABOFEL) ZHIE U, 22k, HAIKIC
4~5 H O CHERIEA ENE L T a3 IEF SR L7z,
®zzhd

#5156 BDSF5(16 B 7 47) KORBEAOMERESE 1 3t 1| CRBSWE, ¥L0EH, BEREMH
AL, FEROMOIERIEAZER L TER L, BRIIERSDOIIIEIRER DI 7 235ER
NI-EERZRRASIEMIE L ZORZMER 0 AEREELUTRBEZMEHEL. ERICfHE L, 2Ol
RBIOMHROEEIZLY ., [AERLE B O EMR B ETO BB IUZEORIZEIZ L5
DE. ZRR(ZEESWE/ BRIV -BE) X100, %) | ERE (CEREWE/ KR LT Mg
) X 100, %) 2B L,
GfElR - 51k B IR RO B

RREDPHERSN - 2F% RS, DEOMERIT. IER 21 BHY LS MAKESH
DETEBITV, FRI 11 FETICOENAETLEAIZ OV T, Z0OH2HHE 0 B (O1ER) &Lk,
SR BB O E BB S BE W RERBMIZ OV TUTV BREBIE CER T #IC DT, Sk
HO—RRAEIB L OE RORENSRFE OF EE RN L, ik, WHREZHE 1~4 BO
M. #BBELL, Skl 2f0OMIRHM (EiE 0 o0 BETo ) 2k, FHOHE
[ (£ R HEEMEE/ T IREMDED) X100, ZE L. WE 4 A OLRMICBRUEFERB L O
IRE SO DB R E GERE/IEIRE AT X 100, %] 2E B L,
QR BLOREBESENRE

KB, 5 42 BOZRIC, UM E S — LT R LRRER T TR BSESE CEIR L., BT
B, FEE, B B M RENE)BLIORBE (BRERE D) 0ERZHEL:, BRBLUR
BRI TRICEE (RHRTEIL 0.1M Y BRIRE 10% A4~V %K) L, T, B. AR,
FBREBIUEARE 0.1M U BEEE 10% R miRICEEL,

FREBIOWE LR BB L 300 mg/kg FESEIC OV UREABFARELER L,
100 mg/kg BEHTHE LAREENTEICEMEL R0, A EEICIZENRNZER, WREA
BFORERBICERENREORREELRENICERLAR, 100 mg/kg L FOEEEET O
THRBIURER EAEORBHEEAIREIILERWEHIETL, IRIFCREORD D3R
FEOM, 30 mg/kg T EHOIBEIBIURER L1, 100 mg/kg & FHEORFE EIK, 300 mg/ke &5
HOBRIZOWTHRBRICEEL ., R AAREEZ EmR LT,

10
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HEBDSL | FET L7 (300 mg/kg B GEED 2 B I THERL I, 2F LN LM
(300 mg/kg EEHED 2 ) TIXEMERMSIFEC LA BIZ, HIELAHIIEE 5 Bic. KRLR
74 (300 mg/kg TEFED 1 F)IXFE 42 BOFRIZ, RRXLIZDA SR Ah -7~ (100 mg/ke
BEHD 1 603 26 BAMAIZ, Thth, ~U b UbeZ— LN AR T TRl BFEs
HTHRU A, IR DWW TS EFBEMSE T CHRIERAEE ., TR OV UIBEREE KL, BE
RCERE/EIREEE) X100, W) ZE B, 7238, BB LIS OIEIZ DN T, fFliRE L08R
REEANEL,

EHIAES (FF 5 BH) L7ctEBmid, AP, B, SV, 75 BRI UHEE 0.1M V- BEEE 10%
RAVEERICE E LTz, SRR BB LU 300 mg/kg B EFZOWUREEBFHORE L E
KL 7z, BRI R E OFRH LI 30 mg/kg HEREDB R, 100 8L 300 mg/kg &5/ NG
(-+Z#805. =85, BB IZOWTHRRICEIEL . MBS FMREL ER L=,

WP RBLOEHE RN C LIS ClL, T, B, I3, W (ifi, 818, M, JaiR)
O, Bid, Fil, DI, BIED FRRICEE L, WEARZARE S E LT,

BB HBEERELIUTIROBER?S, HEESY LI, FRBIOE I Bt S0 2R 5
EOWTREMEBFRRETERmLT,

2) AR (F)
O A ROBIE

HE 0 BICAFERERBLIOET REEHHERICHE: T MBLIUARTHORTELEEL, &
R [ (FEIRB/ B RIEH) X 100, %], ARHER[ (HEA RS/ B REH) X100, %], HER[(E
VR PEMESR/ SEAREI 4D X 100, %] B LN AR (M EEA IRER/FEIRE) X 100, w1 B M LI, Fie,
HE 0~4 HET.#R., —RRELBEL £EFERKLECEBEHERN L, FiEREFESR
[(HE 4 BOARE/HE 0 B DA X100, $J2E U, £FERICOVWTE, HE 0 BIO
4 BIEROEELZRIEL, M LICHBERNOFHRELZHEHTHLELIZ, /HE 0 BRIV 4 HIC
B DM [ (A VB /A IR ) X 100, 9] EH LK,

@5

IR R A ROFELBEL THRL, 0.1 M U BEE 10%5/L <) Wil BE L TRTE
LUlc, EFRIIHE 4 RIARFBOFELEEL TERT7 ATV RARER TS AU EFESECE
KL, NS EOREOHFELBEL L, SARICEFEVPRESN RO RERICEEL TREFL

6. T — X DFFEHTIE

PR DEAL L =B OMEE | REE, ZHRRIZHVVTIE Fisher DEERERERITo7 (FEK
H#E:5%),

PEP £ & EHORBHEBFREF RO G, 7L —R57 Ui iR BT BiX. Mann-Whitney @ U
REICKD, F-BtES L — R D& FHEIT Fisher O EHEMEED R U EIZLY, 300 mg/kg & 5-HEL %t
BEELOM DR BERELT o7 (FEAKYE:5%), 7720, HEIZBWTL, BE 5 BICHBRLZ8O

11
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AL TO R EE FM LTz,

ZOMOT — Xk, EERZLIBONEDH DI T litter TEDEBMEE TEARLL T, 467, Bartlett
DRI LOEFEDHEO—IRMEIZ OWTRIE (A EAKYE:5%) 21T o7, BB — R ThHolHEI
i3, — BRI O SO (FEAKE: 5% 217V BRICHEEMSFEDONH-E51E., Dunnett i
L EIBAIT oI (FEAKE: 5%, —FH ., WTIDOBETHEN 0 Laosle BB BI O HS—#
TRIPSTHEITIE, Kruskal-Wallis DNEMHRE (A B K :5%) 21TV, HEICEEEIRDO L5
A 120, Dunnett BIOREEICLVZ BB AT o7 (FEARE:5%),

SHERRIR

1. Bay
1) —fIRHE (Table 1~Table 4,. Appendix 1~Appendix 4)

HETIE, 300 mg/kg B EH TR EZKICERESOBRT SRS | B (BEHBB)HOHRE 37 B
TORNZ, —@BMEORERE G 8 Bb#RE 37 BETORIZ, #RFh 1~2 fI T REN=,

T, 300 mg/kg K EBETHEIR 22 HIZ 1 # (BYES F04002) . iR 23 B D43z 1 51 (&
W& S F04008) BIETL LT, £, A TIL, RERICEREHOETHAKRE 1 HALAZEHIHE, i
YREAR, WE MM EU T 1~4 FITHESN, —BEORIERERE 8 Habixs 17 HETOMIC
1~2 FlICE R&Tz, E5HIZ, 300 mg/kg J 5B TIIRALBIA% (85 16~17 A)IC TIEERDBENLS
5 Bl CRREN, THEEOBEIL. SEEBYORRIERINFRRBNE T L% 4 FiTE#EL
708, 1 G, BlEkEE, iR 0~1 BIChBESh-,

MEREEY . A REBIOK T IR 5550 4 BT TICEE Lz, LhL, 300 mg/keg HS5HOEE 0 A
D 1 Fl(EHBES F04006) 1T, 5144 6 B ETRIEL2d o7, 1R 21 BiZBEShz 2 # (@
¥&% F04008, F04011) BLOULHR 22 BICBEINI- 1 6l (BHES F04007) TiL, B E5H%HK 6 ¥
FfEL THEIEN RO o2 o7,

12
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2){&HE (Table 5~Table 8, Appendix 5~Appendix 8)

M, SRR AT T BRREE PEP £43 5 8EL ORIICE BEIRRD b7,

T 100 mg/kg H 5B TSR 20 BICHERIET (P0.05) B3RD LA, LinL, RELHT, iR
B HE IR OB EICE, MERIEE PEP £ B 5HLOMICABEIRDONh T,

3) &£ B (Table 9~Table 12, Appendix 9~Appendix 12)

tErEES . SRR 28U T REEL PEP R GHEOMICEBEIIFROLN2M o7,
4) 25'E E & (Table 13,Table 14, Appendix 13~Appendix 14)

HEREEE 300 mg/kg & 5EEDRFIBRO A% EEAA B IZHIIN (1 P<0.05, #E:P<0.01) Uiz, 7z, #
{ZEBVVT 100 mg/kg W EBEOREERE LIEOEFENH EITHM (P0.05) Liz, £OMh, FE., AISLIR,
FEE INREEIC, EEEBIUHEMEELLICKREE PEP &R EHLOMICERZIIROLN
ehole,

5) &R AT R.(Table 15, Table 16, Appendix 15~Appendix 16)

BT, XREO 1 G (EHES M01002) ORTBEMEICV AN AR, B0 1 fl (B ES
MO01008) DI I#E 7R G FEIAN BRI L TV Vo, 30 mg/kg R EFETIX 1 41 (@B E S M02006) Tl
DORERBIURER LA/ NEEZEL, 100 mg/ke REFHTIE 1 Fl(EHES M03013) DLBIREER
HERERICEBARKESRDOI, 300 mg/ke HEFHTIL, 1 Fl(EHES M04001) OERIFEE E
FEEEICH B E/EEN, 3o 1 Fl(EHES M04002) TIXERIORERBLIUNEE LR/ N, &
ROEFBOREULBFRD O,

METIE, *TERBECIIAIRAY: B H B ESNR) o7, 30 mg/ke #EHED 1§l (EE 5 F02002)
TiE, mAlOBE R EEZELERENHETH -7, 100 mg/kg B EFHETE, 3 fl(BWEE
F03006. F03008, F03012) THI B AEIEAKIEREZ 2L, BID 1 6 (B4 E S F03010) TrXalE S
JBEL T, Fo /NMEEDIEED 3 6l (E#%E S F03008, F03012, F03013) iz#4bhviz, 2055
2 BlIERT B HIED K IEREEZ R L QOB TH o7z, 300 mg/kg B5-BE T, 3 B (B B F04004,
F04006, F04010) THII B ¥5IES AKIEKEZ 2L, 2055 1 Fl(E14HE S F04004) DR B HEEICIIRE &8
DOfFED, 2 il (@HE S F04004, F04010) TIX/MBEEOIEERB RSN, b2 1 #l (EmE S
F04010) CZERGLEIBORICEEN L LIV,

300 mg/kg HTEREICFRDODIE 2 FIOETEHDOIL, IFHR 22 BIZET L 1 o (EmE 5
F04002) Tk, SEBOEN (FRE) | MBI ORE(L, IRBARICBEAYOFE, M RREARESR
DEAE, IOk, BBRO/NEERRD bz, ZOFOTEPNICIFFECAEIE (B 6 T, i
10 o) MR RSN, 1R 23 BIZoEhIcBTE Lz 1 FloM (B3 5 F04008) Tit, A, /&
HEABICEEOHENNBESN., MABIBORE/ L, FiOKER, B8R £ LUK R AR
1E . gD /N E 3 X O AL SR B, OB TIE, 10 T (¢ 5 T, M 5 I5) BSAEFR T
DLNTHBETE LTV, EDIZETE AN 8 BIDFET IR (H 2 PT, M 6 L) NEERINT, 123,

RIRBLOEROARICIEETIIRDONRN T,

LICRBFCHBEHHE FIC2RPET U 2 Hl0oh, S AL TOERNFEC L 1 Flo (8

13
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W5 F04011) TI3MfEA/ NMUEE 2L TV, HE 1 RICETOMARDFET L 1 FloH (i
F 5 F04007) T3, T B RIROAKBEER ., /MFEEDILE, MigO3R & LB Lz,

fTiR% 25 BFEY A ECHESRERINZ22 272 100 mg/kg HEED 1 4 (& B F03003) 1%, +
B2 2 DOBBEENSROONI(HIR)N, T LSO RIS T ICE IR bR o7z,

ZRE AR I A R S FERES AL h o 12 300 me/ke B G BED 1 41 (BHE B F04013) TiL, L7
R, FECERBEIIRDLNT | ENUSNOHNTREICLEEITRDONRD T2,
6) JR ERHLAR F AR A (Table 17, Table 18, Appendix 17~Appendix 18)

QDB IR T R E B .

Rl CrE. SHBREEZ 5 4o & B SR MARA MO TR OIS LB L OV A A B E S -
3, PEP £ 5L BB E ORI EBIUHEEDOEIIR O bIeh T,

B Ti. 300 mg/kg HEHED 3 #l (B¥HE S M04004, M04010, M04013) DETE iZ /L7 ke
DBFERPBEEINT, BIHREC, ATEEBEIC AN HESh-RED 1| #l(BnEs
M01002) Tid. 7B MIRE R B I Z<BRERKEIRBD O,

FEETIE, 300 mg/kg W 5-HED 4 Fl (EHTE S M04001, M04002, M04006, M04011) BL UK
BED 1 5] (B3 MO1003) D ld B i A Rl BRBHE DR B SR A B A7, 300 me/ke
BEHD 4 FIOYL, SIREFNEUERRH LN 1 FIENES M04002)Tid, A RISEZIC%
ML TERY, FA 7 AEMBEDO O EAMEDBI RS - TV, FIREFFICHEAOBRBLIORE EE
/N B LT 30 mg/kg B 58D 1 FlEHER M02006)21T, P2 R AT RITE
BENRh o7,

FEHE (R TIE, SIS/ NEH LA DT FI@I I 5 M04002) T, BREMIC Il A B X
UL T OB D NERESh, R EERRICHDA/RSH/RDLN 100 mg/kg (EHES
MO301)FB LT 300 mg/kg EGEEEHE S M04001)DE 16ITiL, BTHFENBESNT,

Z DO, SRFFIZARARREFTRARD O3 BEOM(EHE S M01008) T, BEaBE
DILEZEIRBHED L, FRRIZIARM DL R I L UBRE O B BRI BEsh -, £
o, PO IR KRB EAFRD b 300 meg/kg REFHOH|(EHE 5 M04002) Tid, HRRFRIZR
BEFRIGBIESN o7,

QDB R T REBHRL (HE 5 BER)

WE 5 BICHREEHBLU-EE. xHIEEE 13 #, 30 mg/ke #5813 fl, 100 mg/kg & 58%
12 B, 100 mg/kg ¥ 58 8 I Th-o7c,

I T, SHREEZ S DA B NASERESBESN 2, X IREEE PEP £ SHLOMIZEER
FOBEEDETRO LI o7, Fie, SHREEIRS LU 300 meg/kg HEHOE IHIOEETIZRE
PEDBEFEEN, XHREEO 2 FIIC M ARE EEOFRR OB LA BRI, T D1, 30 mg/kg #
50 1 Gl@E#HE S F02002)0/NEE P RFE OIFHICHIRE O ZE R A H b,

B TId. 100 mg/kg HEEED 3 FII LV 300 mg/kg RGHEDEH (8 B1) DR BIZFR T LA M
DIBFGRENPBESNT, 2055, 100 mg/kg HGHOD 2 LT 300 mg/kg HEHED 5 FIZIXAT
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BRI E A R IIAEL OO, 300 mg/kg BEHETIL, DI 2 FlIZUGALRD LI, F-,
100 mg/kg WESHEDRD 2 FIILATE HEE A B ICKEI RO b, 2386, FIRIFIZ BRI
KRR LBBERINT 100 mg/kg B 58D 3 FlDHE 1 Fl@EHE B M03012) Tram EEERE M
FAITFRDONZRD o7z, 7283, 300 mg/kg B EFH THESN-AIBOMEREGRBOKERIUR
LR AR DB D IR L, xTRBE LI L CERICE<(00.01) 720 BELHE (KIEE
BB DOKIEE:P<0.05, & _LEMIEOBFAL: P<.01) IZ3E<EH LN,

PREETIE, SHRREER LU 300 mg/kg & HGHHITHARMF A2 REFT RITERD O eh o,

BB ICN IR R E EL T /MBEDRENRDLNT 100 mg/kg HEHD 3 fIBLL
300 mg/kg FEFED 2 FIDHH, 100 BIT 300 mg/kg HEBEDE 2 HlO+ 815 TIIEEEOIE
BErBlEIN, ZReb BB ICIARFENRE(ITBEISNR) o7, VD 100 meg/kg &
B 1 flITiE, +285. ZEBLOREBIOBHBFENEIBE RS eh ol T, 225k E
FEORIZRENRD O 300 me/kg WE5FED 1 Hl (BHEE F04010) TiL, BB EITK
mUT-RAEPEESN, MAIOBEI KA, REHE TH -7 30 mg/kg HEGHO | Fl(EBHES
F02002) Cid, REBIOBEE IC LB O IF EEM R BE BNBEIN T, REBIUHEICHE T
AL, BB ORALRME RN/, REOENMIRMEEEOTRB AL,

OB EHM Iz LI- 8

300 mg/kg TG THIR 22 F 12 1 Bl (@¥E S F04002) | #LR 23 B O | FlEMES
F04008), BFEIMAFE L LT,

FFigTiE, 2 flebic/ NERRF O Is M E IC St pABESN., 7y 3 — s ONE M
BA LT, BT, BTE (@& 5 F04008)H 50 IR E (B E 5 F04002) DREIED UG AM,
FNEBESNE, BT, 2 FILbICHEBE CMEICS KO T IEARLNIIE,, BE
DAL FRAE OMBVE W TR O R B I OERUEDBRO O, BB T, 2 FlEbICRIEEE
BLOHBEBERNED L T, BEAROWEILRD LN, /M E M EEIZULME
LENLD T, BT, 2 FlEbITKEE 2L TV, TN, BB OBIC IR A2 REFTR.
ERDORED T, ARFFHCARMER LU THIRO/NYER L OB O EPFRD LIV ()
WS F04002)Tid, AR CidV o SBROBIRFEZ LD EME DS, BT CIIREOEIRIZIRGE
DS M ESNT,

@LWE RIPFET LI-FEY

300 mg/kg WEMHET, HE 0 B@EMES FO401)BLUHE 1 B@EWE S FO400NIZ L E IR
DT LIZENE 1 flE RSN,

FRIBCIE. 1 BIBhE S F04007)0D/ NIE R D ST ARSI L |2 ZE B L B AR S U, D1
BB 5 FO401INTIL, B FRIREF T RIIBE OO N o0, BTiE, 1 fl(EMES
FO401 D) DT B ICZF A RO O, MEE A B I IKERBEINT, $-, D 1 fl(EmE S
F04007) DT B HEICIZTUDA DR O, MY ERITBENREEL TV, BT, 2 #lEbITK
BN RADE DRNAE DML A HRDNT, 205G 1 FlEME S FO401 DITITRE B L UBE
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WY T AN BE SN, BIRCH, 2 FIELICHRIBRE R LU B RIS L TRy, 1Bt ik
DILE I BN O3, B EIT 1 FlIEWES FO0IDIZLBEINR) T, MfiTik
1 Bl(E &5 FO400)DfiRRIZ IR IR MIBADEHENBEI N, o 1 FI@EE B FO401 I,
EREFR2RERT RIIFRDONh o, JRER, I L OWIE, BRI AR R E SO LN
/NG (BEIEE., BiE 5 F04007) 1id, M FRI2 REFT RITERD ek oT,
OFZRBHD IR R

RELHAR IR RO HER S o7 300 mg/kg BEBED 1 I EHE B FO4013)DERE, HTFiE
BLOE OREABFRAEOR R, IPRICERFAET RIIRDONh o708, TR/ NASE
ERLIUE O BRMIKICR T LROBIEPBLES N,

YER 26 BABY BIZSIMRLI- 100 mg/kg 5D 1§l (EH3E 5 F03003) OfFE. B M, Lo,
fiti, BEOREAMB ERMEORK R, RET RIGFRDLN )T,

2. AEFERE
1) A B L OACHELRAE (Table 19, Table 20, Appendix 19~Appendix 20)

PYERIEC I, PEP H 5O EERR 4L (biTAb e oTz, ZKEOFER, 2ZBEHAM F Iz B

REN2D- T8 300 mg/kg B EREIC | #l (BIMES FO4013) ROLNTH | KEBRBLUE:

BFITIL PEP &5 OEBIIA LN o7, Fo, ZRETO HEBIOEOBOREREHICH, <t
FAREL PEP F R G HELOMICH BEEITRD O -7,

2) HEE BB I UMHIRHIR (Table 21, Appendix 21)

PRI IL R R AR PEP SR 5B L ORICE BAILGRD b 0Tz,

HERII T RIEL PEP £ 5HEOBICH BEITFRO bIeh o773, 300 mg/kg & 58 CIlIITIR
RENIEIRE N 2 HISETL, B 1 BICIHERICEERNET L,

3) B LU EIRNEE (Table 21, Appendix 21)

100 mg/kg I GHED 1 H (B TESE FO3003) ikt EE Leh o7 (i),

300 mg/kg FEHHED 2 FINEEYR 22 B H D\ VIEHER 23 A O/ HIZSE T L=@ER),

300 mg/kg FHHED 1 Fl(EBHETE S FO4007) IZRBWT, DK T RICHEREZED T, WEKDD
EWVS T FITEISBESNR o7, BITHEMIZIN I ARy M BEBETEL TOBERT) LA
FLRAL TR TII W B X ONT oD SRR REHIB LT, ZOEBMITHE 1 BIZ2lR
MFET Uiz, Ei-, B> 1 41l (&S F04011) TIIWE 0 B iz 42 (4 8 [T, M 4 IT) 3BT L7z, 3E

CIROZIL, HFEO—ERICBEMICIDREDRDOONIZEND, ik AR EHE L, 30 mg/kg
BE#D 1 5 (EMHE S F02002) i3, BEIMMO—RREBBLIOHEITENC AT IIR O bheh o7,
HE YR PICEEREAD L, HRFEALERL W o7, $-, BERMHE 2 BrbEESh
AFHEROEELHMLARD T, SHIZ, BEMWORIRET R LU BT R () o
BED B E IRIE SN,

L DIEIRENITITSR 22~23 HITHEL, SiEKER IO E KRB EEIIBOON ool £
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7= R B L O E RIS REL PEP £ % 5 HLORICE B EIZRD LR - T,
4) B, B IREIB L UNE R 3 (Table 21, Appendix 21)
100 mg/kg & 5-#D 1 #l (B B F03003) TiL, £HIR 25 B ETIZ o3RRS o T, Sl
DFER.BHRE 1 E: D) BIOREREGE 6. £:11) BEEREINZLOD, B EEIVE KX
R3O T RSN G Th 7o LYW LIz, ZOBO B IREITITIR B R IRR I % O HE
INC LB EABEDKBIBREETHHZENE, FHENBRA LT,
RS BERMBIOBERRITIL, REEL PEP £ 5HLORICEEZIIRDLNIEh -T2,

3. AR
1) 477 (Table 21, Appendix 21)

SR AERMESR, AR FiERATRBIUMEICIT, XTHBIEL PEP FHEHEOBICHEE
RO LIRD2TER, 300 mg/kg BEHD | FITEERP/HERICETL, WHE 4 BETIZHO
1 BICEHEIRNET L,

2) {5 (Table 22, Appendix 22)

HE 0 BLV 4 BICTHHAEROEREIC L, XTREEL PEP S5 HLOMICEEELEDLN
ot
3) KA IR 5% (Table 23, Table 24, Appendix 23)

30 mg/kg T 5EED 1 fi (B%E B F02012) TiX, WE 0 B DA RTHBERFICERZBIUHIIN
1 FlOREHARICBRSNZ, ZORTHE 4 BOMBRBECAFL W, HIRLIER. B0
TERPBESN, TOMOAEFRITIIHE 0~4 BICARFRIIBRIN -7, - HE
CHIRUI-RE R, BREEIEROLAr T,

BRI BREE S AR SHISED LN, 300 mg/kg WEHD 2 ETEEET, 30 mg/ke
BERD 1 BlOREY THEERBE NS 77210, BIE T BT REEE B TS o7, FBERIC
i3, BEOREICLIVFEES AR R ST LHESND IR (RHIR)  HDWVIIRERENEAR E Ot
FRIZEONIRBIE D TE o7 REE e, FIRPFTRE ChHoT BT IRIIIANRFRITBERIN T,
MR E R RE THoTZ T RIC DWW TCHNIBIC R EITZRH bR/ehoT7,

EE

MERES > FOZZELHT (2 W) BIOREHE PR N, #ETIIZBEMMMS THEELTE 42 H R
METITAZE AR T & R BLCEES (FE 4 BET)IZ PEP @ 30, 100 BXW
300 mg/kg #RR OG5 L, Mk o MISH DA EEIZ DWW TR L,

AR D@D, 300 mg/kg F-GBECTHIEIRARIIC 2 SIOBEMAT L., WELHRE T 2 T
BRI Uiz, TNOOBE T, B 5BA%IZ PEP O 5IZLDEE 2 LN —IREDO (LA
RBOOLILTWE, i, MR, B 85, i, SR8 SRR A6, MEDAMN-X, 1§
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RIEE, BMRECHoI LB LUOBHREDO R I REINI, $2, B ORBARER RIC
BEE TR L= O E(LLERRLR BB BO LN TNV, ZhEDIEND | IIRFM 16
BEIN O R EEDZE(LITNZ, SR - HEL VAR APV REYORIENE(LL, FEW
M HAVIEE PR TERMTEE LN,

30 mg/kg 5D 1 HITHE, WEHB P ORBEBMEESIOWE RAEEORIMNME ., BEEEOH
LHoi, BEYOERBIOREABRZNREOHERNL, BEEORE I REENT, LA,
L OBPIIIFHEDE(LIZFRO LI TORNZ &R, BERY O REBLUORRBROER 54 TREOH R
BIOWHEBFIREORRNOEZLE ZOFMIBDOONBIBORF X PEP IZL5E(T
iFeneEx b,

— R BB 2 TIE, 300 mg/kg BEFICBWCHEHLDLIC B BREBOR T BLOWREER ALz,
AHEBRWED 28 BERER Q%5 EZERER ViTIV T, 100, 300 35108 1000 mg/kg @ PEP %
HEZyMIRER QR G LR, MEHELY 1000 mg/kg REITED, REERITIADEBHIT, FEEH
BEINTHWS, KRR TO—MRIREBOE(IL, 28 A REROBRSEHARBRICBNTROLNEE
{LEFREILA (L THY, PEP B 5ICLARBLE I LN,

HED 100 mg/kg R GFEDILIR 20 B OERENHEIE T U, ZHIZFENIC 2 SOEB &R
DHPEBENT 1 BIOEIRBE PR LIEDOEEN /NS ollzd ThaEE Z bz, UL, o
100 F3ELT* 300 mg/kg ¥ HHEOME Y Tid, RHBRIIEAEM T EMITRDON T, FERBIK

USRI 5 BEEE PEP £ # SR LOMICEIRO LN TORWI &S, PEP 512 XA 4EIRHH
8 P O R E BRI INHIH DV LRI BEE R IO SR L,

W EEERE T, ML T 300 mg/kg & 57 CHTIBOAAX E EDOMNA 2O, ITREER
- OEINILEER DIZEROTHRD LN TWBZEMND PEP B 5L BEE X Bz, LnL, BE#R V&
I, FBOWHEEEERETTIEEOHMNETE TR LEIR DN T, Eiz,
100 mg/kg HEHTHR LEEEOHEMA AL, B BEEICIIZEIRDLNTVRNIE,
300 mg/kg |EFHTRHEFLZEITIAON T, FRBIVREBEARFOREIZBNTHEEB AL
ol BB EREE Z LT,

B 598 TR OfREIERZ, M Cid 100 me/kg LA LB SRECHT B RO K EREE LB L OVNEEE
OIRENZRD SN FEARFARE G, MTIX 100 meg/kg A LOBRERCTHIE ORBEE A B
WAER L OYEF EEMROBRA., + I8RO IR, HETIE 300 meg/kg |G HTRITIC
RELBEMBOBHENPRODNT, PEP BEE, MBI EEZREOZE 20 BE® Y o
300 mg/kg L EOBEHICB W THREROEILBBOONTNDHIENDL ARERDO 100 BLW
300 mg/kg WHBICHEINZE BLUH ZHEBMIEOZELIL PEP &‘5— BB THDHEELDL
o,

HETIE, 100 BL0* 300 mg/kg #EEEODEBITHRE, B LEIRBERENE IR DHON
Tebd, W OBMLIEIRL . EEEICS PEP K EICLDEEPFEDONTWRNWIENL, HEAFESS
FR~DEBIT B 2 b,
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ZECHIR I 300 mg/kg BEHED 1 M TRENFHEBINALD T, ZOMEOME#IZ B RO
5 AR I EENSRRIENC BT L Tovehs, REEZ IIHEEINEIR L2 0T, iz, ZOMROE
FEERE (CREMAMF AR E e —ARRBICH R FEII 2D o2 h s, RIBICXY, —ERICHE)E
B EIRE Ll iRofe e Z 2 b, 728, MEOM O Clie xRN ,,,héin ZRRLTWS, L
TedioC, MR, RECHARIC PEP IC LA ETa E T L7z,

VLRI, B BRBIS KUK E, ERE, #5ifRIZIX PEP 5 L2 EBITRD AL
D3ofe, AR, —fIREE, (REIZH PEP R 5 LA BT ALk o7, 300 mg/keg & 58
IZBWT, 2 BIEELICIELC L, 2 BICREFE RSB LEIEND, DikE, WERE, HAERD
AT PEP R GIC I D ENRIR SN, EFRIITHRYEIZL A B O ONRNIEND,
HAEROETIE, RS 2EENREETIIR BB ~OREBIIb0EEZLND,
F 0 BOARTFBIEFIZ, 30 mg/ks BEHO | ICEERBICEHILABRINTD, FOMDIE
R R IBES N~ 1r b, BRRA BRI T, |

YL EDFERN G, RRBREM TIZBITS PEP OFEMWICRT 35— ixEMEER0EE BT, ETIX
100 mg/kg/day, #ETIE 30 mg/ke/day, £FEFEFMEFRVREZMEIT 100 mg/ke/day., WIS
THEHMERIT 100 mg/ke/day EE 2 BT,

SEXH
1) 4-TFNT7x)—NDTy M VA 28 B HIKER D% S EMERAER

(http://dra4.nihs.go.jp/mhlw_data/home/paper/paper123-07-9b.html)
2)  Chemical book, 4-ethylphenol (123-07-9) (http://www.chemicalbook.com/)
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Reproduction/developmental toxicity screening test of p-ethylphenol by oral administration in rats

Table 1. General conditions of male rats

A% 5 :R-10-007

Group Number of males Days of ion
and gencral conditions 1 2 3 4 5 6 7 8 9 10 1L 12 13 14 15 16 17 13 19 20 21 22 23 24 25
Prc Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Prc Post Pre Post Pre Posi Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
QOlive oil (vchicle) Number of males I3 13 13 13 13 13 (3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
General appearance. No abnormality I3 13 13 13 13 13 (3 13 13 13 13 13 13 13 13 I3 13 13 13 13 13 (3 13 13 13 13 13 13 13 13 13 13 13 13 i3 13 3 i3 ¥3 13 13 13 13 13 13 13 13 13 13 13
Mouth, Salivation ¢ 0 0 0 0 ¢ 0 ¢ 0o 6 0 0 0o ¢ 0O 0 0 0 ¢ 0 © 0 0 0 0 O 0 0 ¢ o0 0 0 0 ¢ 0 ¢ 0o ¢ 0o 0 0 0 0 0 0 O0 O O 0 0
Behavior. Decrease in locomotor activity 9 0 0 0 0 ¢ 0 0 0 ©0 ¢ 0 0 0 0 0 0 0 ¢ 0 O 0 0 0 0 0o v 0 O 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 6 0 0 0 0
PEP 30 mp/kg Number of males 13 13 (3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 (3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 I3 I3 I3 13 13 13 13 13 13 13 13 13 13 13
General appearance. No abnormality I3 13 13 13 13 13 13 13 13 13 I3 13 13 13 13 13 13 13 13 i3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
Mouth. Salivation 6 0o ¢ 0 0 0 ¢ 0 0 0 © ©¢ 0 0 0O © 0 0O ¢ 0 © 0 O ©0 0O O 0 O o v ¢ 0 0o 0 0 0 9 0 0 0O 0 0O 0O 0 0O 0 0 0 0 O
Behavior. Decrcasc in locomotor activity ¢ 0 0 0 0 0 6 o 0 0 0 6 o 0 0 0O ¢ 0 0 vV 0 D 0O O 0 O 0 U 9 b 0 0 U 0 0O 0 0 O O © 0 0 0 ¢ v 0 ¢ 0 U o
PEP 100 mg/kg Number of males 1313 13 13 (3 13 13 13 13 13 13 13 13 13 13 13 13 I3 (3 13 13 {3 13 13 13 13 13 13 13 (3 13 13 13 13 13 13 13 13 13 13 13 (3 13 I3 13 i3 13 13 13 13
General appearance. No abnormality 13 13 13 13 13 13 (3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 i3 13 13 13 13 13 13 13 13 13 13 13 13 13 (3 13 13 13 13 13 13 13 13 13 13 13
Mouth. Salivation o ¢ 0 v ¢ 0 0 ¢ 0 0 0o 0 ¢ 0 0 0 0 0 6 0 ¢ v ©0 0o 0 ¢ 0 0 ¢ 0 0 0 0 0 0 ¢ 0o 0 9 ¢ 0 0 0 © 0 0o 0 0O 0 0
Behavior, Decrease in locomotor aclivity 0 0 0 © 0 ¢ U 9 W © 0 0O ® 0 0 0o 0 0 O 0 0 0 O 0 0 0 0 O 0 0 0 0 ¢ o0 v 0 © 6 O 0 0 0 0 0 0 0 0o 0 0 9
PEP 300 mg/kg Numiber of males 1313 013 13 13 13 13 13 13 13 13 13 13 13 13 i3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 (13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
General appearance. No abnormalily 13 11 13 12 13 12 13 13 13 13 13 13 13 13 13 1 13 12 13 13 13 13 13 13 13 13 13 12 13 11 I3 11 13 11 13 92 13 13 3 12 13 11 13 13 13 13 13 12 13 13
Mouth. Salivation 6 0o ¢ 0 ¢ © 0 ¢ 0o 0 0 0 o0 0 O 1 o 0 0 0 0o o0 0 0 0 0 0 | 6 2 o0 2 0o Vv 0 1 6 0 o I 0o 2 0 0 0 ¢ o0 1 0 0
Behavior. Decrease in loconotor aclivity 0 2 ¢ 1 0 V' 6 0 0 ©6 0 0 0 © 0 1 0 1 U 9 0 0 0 0 0 0 0 0 0 0 0 1 o I © ¢ o 0 © 0 ¢ ¢ 0 ¢ o0 0 o0 1 0 0o
Pre: Before admini Post: After i
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Reproduction/developmental toxicity screening test of p~ethylphenol by oral administration in rats

Table 1 {continued). General conditions of male rats

Group Number of males Days of administration
and general conditions 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
Olive oil (vehicle} Number of males 3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 i3 13 13 13 13 13 13 13 13 13 i3 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
Mouth, Salivation o 0 0 0 0 0 0 0 0 0 0 0 O 0 O 0 O O O O O 0 O o0 0 O O O ¢ 0 0 0 0 0 0
Behavior, Decrease in locomotor activity o 0 0 0 0 0 O O O O O O 0o O O 6 0 0 0o O 0 0 0 0 0 O 0 O ¢ 0 0 0 0 0 0
PEP 30 mg/kg Number of males 13 13 13 13 13 13 13 13 13 13 (3 13 13 13 13 13 13 13 13 13 13 13 13 13 (3 13 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
Mouth, Salivation o ¢ 06 0 0 o 0 o 0 O o 0 0 0 O O O 0 O © O o0 O O 0 O 0 O O 0 ¢ o0 o0 0 O
Behavior, Decrease in locomotor activity [4] 0 Q0 0 0 0 0 0 0 0 0 ] 0 0 0 Q 0 0 0 0 Q 0 0 0 0 0 0 4] [4] [4] 0 0 0 0 0
PEP 100 mg/kg  Number of males 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 i3 13 13 13 (3 13 13 13 13 i3 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 13 13 13 i3 13 13 13 13 13 13 13 13 13 13 13 3 13 13 13 13 (3 13 13 13 13 (3 13 13 13 13
Mouth, Salivation o ¢ ¢ o0 0 0 0 0 0O 0o 0 ¢ 0 0 O 0O O 0 0 O 0 ¢ O O O O O0 O 0o 0 0 0 0 0 O
Behavior, Decrease in locomotor activity o 0 o 0 0 o0 60 0O 0O O 0O 0 0 o0 0O 0 0 o o0 0 0 6 0 O 0 0 0 O 0 0 0 0 0 0 0
PEP 300 mg/kg Number of males 3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 3 13 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 3 13 13 13 13 12 13 13 13 13 13 13 13 13 13 13 13 13 13 12 13 12 13 11 3 13 13 13 13 13 13 13 13 13 13
Mouth, Salivation o 06 9 0 ¢ 1 0 o0 0 0 O0 0 O 0 o0 0 O O O 1 0 1 O 1 0 o0 0 O o 0o 0 0 6 0 0O
Behavior, Decrease in locomotor activity o 0 o0 0 6 o0 0o o0 O O O 0O O o0 o O 0 o0 O 0 0 o0 © I O 0 0 O 0 0 0 0 0 0 ©

Pre: Before administration, Post: After administration.
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Reproduction/developmental toxicity screening test of p-ethylphenol by oral administration in rats

Table 2. General conditions of female rats

Group Number of females Days of administration
and general conditions 1 2 3 4 S 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 23
Prc Post Prc Post Prc Post Prc Post Pre Post Pre Post Pre Post Prc Post Prc Post Pre Post Pic Post Pre Post Prc Post Pre Posl Pre Post Pre Post Prc Post Pre Post Prc Post Pre Post Pec Post Pre Post Pre Post Pre Post Pre Post
Olive oil (vehicle)  Number of females 13 13 13 13 13 13 13 (3 13 13 13 13 13 13 13 13 13 13 i3 13 13 13 $3 13 13 13 13 13 13 13 10 0 6 6 3 3 O 0O O O O O O O O ¢ O O O O
General appearance. No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 I3 13 13 I3 13 (3 13 13 13 13 13 10 10 6 6 3 3 0 Oo 0 0 0 4 O 0 © 0 o 0 0 O
Behavior, Decrease in locomotor activity 6o o 0 o o 0 0 ¢ 0 0 0 0 © 0 ¢ 0 0 0 ¢ 0o 0 0 0 O 0 O O 0 o ¢ 0 ¢ 0 ¢ 0 0 0o ¢ 0 0O 0o ¢ 0 O 0O O 0 0 0 0
Mouth. Sativation ¢ ¢ 0 0 0 0 0 0O 0 0 0 06 0 06 0 0 ¢ 0 0 0 O 0 O O 0 0 0O 0 © 0 0 0 0 0 O O 06 0 ¢ O O ¢ 0O O O 0 0 0 0 0
Anorcctal ropion. Soiled perincal region 0 6 0 0 0 0 0 © 0 0 ©0 O 0 0 0 0 0 0 0 6 0 © 06 0 0 0 0 0 ¢ 0 U 6 U ¢ 0 0 0 O 0 _b 0 0 0 0 0 0 0 0 0 ©
PEP 30 mg/kg Nuntber of females 13 13 13 13 13 13 13 13 13 13 13 43 13 13 13 13 13 13 13 (3 3 13 13 13 13 13 13 13 13 3 9 9 7 7 6 6 2 2 2 2 2 2 O O 0O 0 O 0O 0 O
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 3 9 9 7 7 6 6 2 2 2 2 2 2 OO 0 0 0 o0 0 0 0
Behavior. Decreasc in locomotor activity 0 06 0 0 ©6 0 0 6 ©® 6 0 0 9 O 6 0 O O © 0 0 0 0 O 0 0 0 0 0 0 0 0 ¢ 0 ¢ 90 ¢ 0 ¢ O 0 ¢ 0 © 0 0 O ¢ 0 0
Mouth, Salivation ¢ ¢ 9 0 © 06 0 © 0 6 0 0 ¢ 0 ©6 0 0 O 0 0 0 0 06 06 0 ¢ 0 ¢ 0 0 G 06 ¢ 0 0 0 ¢ O ¢ O @& ©0 0 O 0 0 0 O v 0
Anorectal region. Soiled perincal repion U 0 9 0 0 0 6 0 0 © 0 6 0 0 0O 0 ©6 0 0 06 ©0 0 0 0 0 0 06 6 0 0 0 0 0 0 0 0 0 0 0_0 0 0 0 0 0 0 0 0 0 0
PEP 100 mg/kg Number of females 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 (3 13 13 13 (3 13 13 13 13 13 13 13 13 13 7 7 3 3 1 1 6 6 0 06 0o 0 0 © 0 0 0 0 0 0
General appearance, No abnarmality 1313 13 13 43 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 7 7 3 3 1 1 0 0 0 O v 0 0 ¢& U 0 0 O 0 0
Behavior, Decrease in locomotor activily 60 O 0 0 ¢ 0 0 U 0 0 0 0 0 0O © 0 O ¢ © 0 0 0 0 0 0 0 0 0O O U 0 0 06 0 D O 0 U O 0 0 0 0.0 0 ¢ 6 0 0
Mouth, Salivation ¢ ¢ ¢ 0 ¢ 6 0 0 ¢ 0 0 0 6 0O 0 0 0 © 0 ® 0O 0 0O 0 0 0 ¢ 0 O O 0 0 0 ¢ 0 0 U O U O O 0 0 0 0 0 ¢ 0 0 O
Anorectal region. Soiled perincal repion 0 ¢ © 0 ¢ 0 b 0 0 0 0 0 6 0 0 0 0 0 0 6 6 0 0 0 0 0 ¢ 06 0 0 0 0 0 ¢ 0 O 0 06 0 0 0 0 9 0 0 0 0 0 0 0
PEP 300 mg/kg Number of females 13 13 13 13 13 13 13 13 13 13 13 13 12 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 10 10 6 6 1 1 I 1 | 3 | l 1 1 1 1 1 1 1 1
General appearance. No abiiormality 139 13 13 I3 13 13 13 13 13 13 13 13 12 13 12 13 12 13 13 13 )2 13 13 13 13 13 13 13 12 6 5 3 2 1 1 | 1 1 1 1 L 1 L 1 1 111
Behavior. Decrease in locomotor activity o 4 0 0 0 0 O 0O 0 0 O 0 ¢ 1 ¢ 1 0 1 0 9 0 ] 0 0 0 0 o0 o 6 0 0 10 1 ¢ o o 0 0 0 0 ¢ 0 ¢ 0 0 0 ¢ ¢ O
Mouth, Salivation O ¢ 0 0 0 0 0 0 0 0 © 0 0 06 0 I 0 0 0 0O 0 6 0 0O 06 ¢ ¢ 0 0 I O © o 1 ¢ © O 0 O 6 O 0 0 6 06 0 6 0O ¢ 0
Anorcctal region. Soiled perimeal region ¢ ¢ 0o 0 0 0 0 o0 0o O 0O O 0 0 0 0 0 0 0 O O 0 0 0 O O 0 0 0 0 4 4 3 3 0 0 0D 0 O 0 0O 0 0 0 0 0 0 0 0 0
Pre: Before administration, Post: Alter ini i
Table 2 (continued). General conditions of female rats
Group Number of females Days of administration
and general conditions 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
PEP 300 mg/kg  Number of females (1t ¢+ 1t 1t t ¢ ¢t v ¢ ¢ 1t 1 ¢ v 1 1t r ¢ 1t °r1r it 11 r 1 1 1 1 1 1
General appearance, No abnormality 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 i 1 1 1 1 1

Pre: Before administration, Post: After administration.

26



HAERE S R-10-007

Reproduction/developmental toxicity screening test of p-ethylphenol by oral administration in rats

Table 3. General conditions of dams during pregnancy

Group Number of dams Days of pregnancy
and general conditions 0 1 2 3 4 5 6 7 8 9 10 i1 12 13
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Otive oil (vehicle) Number of dams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13

Behavior, Decrease in locomotor activity o 0 o 0 0 0 0 O O O-0 ¢ 0 ¢ 0 ¢ O O O O O © 0 O O 0 O O
Anorectal region, Soiled perineal region o o 0o o0 0 O O O 0 O O 0O ©6 ¢ 0 0 0 0 0 0 0 O 0 O O 0 0 O
PEP 30 mg/kg Number of dams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
Behavior, Decrease in locomotor activity o 0 0 o 0 0 O O O O O O O O O O O O O 0 0 O ¢ O 0 0 0 O
Anorectal region, Soiled perineal region o o 0 o o0 o 0 O O O O O O O O o O O 0 O 0 O O O 0 0 0 O
PEP 100 mg/kg Number of dams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 (3 13 13 13 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 (3 13 13
Behavior, Decrease in locomotor activity o 0 6 0 0 0 0 0 0 0 06 0 0 6 0 © 0 0 0O 0 o0 0 0 0 O 0 0O
Anorectal region, Soiled perineal region o 0 0 0 0 0 0 0 0 0 O 0 0 0 0 0 O O ¢ 0 0 0 O 0 0 0 O O
PEP 300 mg/kg Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 1710 18 12 11 12 k1 12 11 12 11 12 12 12 12 12 11 12 10 12 11 12 12 12 12 12 12
Behavior, Decrease in locomotor activity ¢ 1 0 3 0 t o0 1 0 1 0 1 0 O O O O 1 O 2 0 1 0 O 0 0 0 ©
Anorectal region, Soiled perineal region 1 1 i i 0 0 0 0 0 0 O O O O O O O O O O 0 O 0 0 0 0 0 ¢
Pre: Before administration, Post: After administration.
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Reproduction/developmental toxicity screening test of p-ethylphenol by oral administration in rats

Table 3 (continued). General conditions of dams during pregnancy

Group Number of dams Days of pregnancy

and general conditions 14 15 16 17 18 19 20 21 22 23 24 25 26
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre

Olive oil (vehicle) Number of dams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 131 1 o0 o0 o0 O O6 O O

General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 i3 13 1 1 06 0 0 0 O 0 0

Behavior, Decrease in locomotor activity 6o o0 o o 0 0 0 0 0 ¢ O O O O O O O O O O 0 o0 0 0 O

General appearance, Death 6 0 0 06 6 0 0 o 0 0 0 0 0 0 0 0 0 O 0 0 0 0 0 0 0

PEP 30 mg/kg Number of dams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 4 4 0 0 O 0 O O O

General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 4 4 0 0 O 0 0 O O

Behavior, Decrease in locomotor activity 6 o 0 0 0 0 0 o0 0 0 O O 0 O O O 0o O O 0 O0 0 O 0 O

General appearance, Death 6 0 0 0 0 ¢ 0 O O O O O 0 0 O 0 0 O 0 0 0 0 0 0 0

PEP 100 mg/kg Number of dams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 5 s 1 1 1 1 1 1 1

General appearance, No abnormality 1313 13 13 13 13 13 13 13 13 13 13 13 13 13 13 5 5 1 1 1 1 1 1 1

Behavior, Decrease in locomotor activity ¢ 0 0o 0 0 0 o ¢ 0 0 0 0 O O O O O O O O O O 0 o0 O

General appearance, Death ¢ 0 0 0o 0o 0 0 6 6 0 0 0 0 0 0O O O G6C O 0 C 0 O 0 O

PEP 300 mg/kg Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 4 1 O O G O O O

General appearance, No abnormality 12 12 12 11 12 12 12 12 12 12 12 12 12 10 12 8 4 2 0 O O O O O O

Behavior, Decrease in locomotor activity 6o 0 0 1 0 0 0O O O 0 0 G 0 2 O 4 0 2 0 0 0 0 0 o0 O

General appearance, Death e 06 0 ¢ 0 0 0 0 o0 o0 0 0 0 0 0 0 1 O 1 0 0 0 0 0 0

Pre: Before administration, Post: After administration.
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Reproduction/developmental toxicity screening test of g—ethylphenol by oral administration in rats

Table 4. General conditions of dams during lactation

Group Number of dams
and general conditions

Days of lactation

0

1

2

3

4

S

Pre Post Pre Post Pre Post Pre Post Pre Post Pre

Olive oil (vehicle) Number of dams 13 13 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13
Behavior, Decrease in locomotor activity o 0 0 o0 o0 0O 0O 0 0 0 O
PEP 30 mg/kg Number of dams 13 13 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13
Behavior, Decrease in locomotor activity o 0 ¢ 0 0 0 0 0 o0 0 o
PEP 100 mg/kg Number of dams 12 12 12 12 12 12 12 12 12 12 1i2
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12
Behavior, Decrease in locomotor activity O 0 0 0 0 0o 0 0 0 0 0
PEP 300 mg/kg Number of dams 10 9 9 8 8§ 8 8 § 8 8
General appearance, No abnormality o7 9 8 8 8 8 7 8 8 8
Behavior, Decrease in locomotor activity O 2 0 0 0 0 06 1 0 0 0

Pre: Before administration, Post: After administration.
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Reproduction/developmental toxicity screening test of p~ethylphenol by oral administration in rats

Table 5. Body weights of male rats

Group ' Olive oil (vehicle) PEP 30 mg/kg PEP 100 mg/kg PEP 300 mg/kg

Number of males 13 13 13 13

Days of administration
1 363.5 + 15.0 359.7 = 12.1 3622 £+ 125 3599 + 126
7 3863 + 16.7 383.8 £ 14.1 3869 + 153 380.4 + 182
14 409.1 = 19.3 4072 + 13.7 406.7 £+ 17.8 403.5 = 219
21 428.1 £ 22.1 4254 + 14.8 429.6 £ 19.0 4222 £ 244
28 4542 + 23.7 4546 + 22,6 4546 = 21.7 445.0 + 252
35 476.0 + 24.7 4775 = 28.0 473.1 £ 25.0 465.2 + 28.0
42 488.5 + 24.6 4959 + 29.1 492.9 = 26.1 483.1 + 29.6

Each value shows mean (g) + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of p—ethylphenol by oral administration in rats

Table 6. Body weights of female rats

Group Olive oil (vehicle) PEP 30 mg/kg PEP 100 mg/kg PEP 300 mg/kg
Number of females 13 13 13 13
Days of administration
1 2324 £ 10.1 2304 = 5.0 2292 £ 10.8 2332 £ 10.5
7 2393 £ 92 2389 + 10.1 2374 £ 11.7 2445 = 142
14 2448 £ 12.1 245.9 £ 10.2 2419 + 13.1 2540 + 15.8
Each value shows mean (g) + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of p-ethylphenol by oral administration in rats

Table 7. Body weights of dams during pregnancy

Group Olive oil (vehicle) PEP 30 mg/kg PEP 100 mg/kg PEP 300 mg/kg
Number of dams 13 13 13 12
Days of pregnancy
0 2552 £ 16.2 257.6 £ 12.0 248.8 + 14.2 257.7 £ 12.8
7 290.8 + 14.8 296.5 + 13.9 282.1 + 153 292.5 + 15.7
14 328.5 & 18.1 333.3 + 183 318.4 + 16.3 326.6 £ 20.6
20 409.0 + 22.5 415.7 + 26.2 384.7 + 23.8 * 399.8 + 20.9

Each value shows mean % S.D. (g).
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of p-ethylphenol by oral administration in rats

Table 8. Body weights of dams during lactation

Group Olive oil (vehicle) PEP 30 mg/kg PEP 100 mg/kg PEP 300 mg/kg
Number of dams 13 13 12 10
Days of lactation

0 304.9 + 21.6 304.5 £ 21.6 286.8 = 20.0 291.8 + 23.2

4 325.5 + 24.5 323.2 £ 35.7 312.7 = 16.7 313.6 £ 26.5 (8)
Each value shows mean + S.D. (g).

Figures in parentheses indicate number of dams.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of p-ethylphenol by oral administration in rats

Table 9. Food consumption of male rats

Group Olive oil (vehicle) PEP 30 mg/kg PEP 100 mg/kg PEP 300 mg/kg

Number of males 13 13 13 13

Days of administration
| 255 & 23 253 + 3.6 26.1 =+ 23 235 + 26
7 23.1 £ 2.6 227 =+ 1.5 239 + 2.0 232 + 24
14 23.1 =+ 2.6 27 £ 2.0 236 = 1.5 224 £ 3.9
29 234 + 23 241 + 2.8 23.8 + 2.1 242 £ 2.4
35 225 + 3.1 235 + 3.2 23.7 £ 2.0 235 £+ 23
41 250 + 2.5 258 + 2.8 266 =+ 2.1 259 £ 23

Each value shows mean (g) + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of p~ethylphenol by oral administration in rats

Table 10. Food consumption of female rats

Group Olive oil (vehicle) PEP 30 mg/kg PEP 100 mg/kg PEP 300 mg/kg

Number of females 13 13 13 13

Days of administration
1 16,7 = 3.2 18.1 £+ 3.2 177 £ 3.1 172 = 3.5
7 160 = 2.9 16.7 = 4.2 143 + 3.7 17.2 = 34
14 186 £ 2.6 19.0 £ 3.7 177 £ 2.9 20.8 £+ 1.7

Each value shows mean (g) = S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of p-ethylphenol by oral administration in rats

Table 11. Food consumption of dams during pregnancy

Group Olive oil (vehicle) PEP 30 mg/kg PEP 100 mg/kg PEP 300 mg/kg
Number of dams 13 13 13 12
Days of pregnancy
0 173 = 44 216 £ 5.6 173+ 24 188+ 34
7 233+ 2.1 240 £ 2.6 219+ 2.8 244 = 3.1
14 241 £ 23 233+ 26 23+ 1.8 244 £ 29
20 192 £ 3.7 16.7 + 5.2 179 £ 43 146 £ 6.9

Each value shows mean + S.D. (g).
Significantly different from the control group (*: P<0.05, **: P<(.01).
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Reproduction/developmental toxicity screening test of p—ethylpheno! by oral administration in rats

Table 12. Food consumption of dams during lactation

Group Olive oil (vehicle) PEP 30 mg/kg PEP 100 mg/kg PEP 300 mg/kg
Number of dams 13 13 12 8
Days of lactation

3 411+ 4.8 36.8 + 11.9 39.8 £+ 4.1 36.4 £ 11.5
Each value shows mean + S.D. (g).

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of p~ethylphenol by oral administration in rats

Table 13. Organ weights of male rats

Group Olive oil (vehicle) PEP 30 mg/kg PEP 100 mg/kg PEP 300 mg/kg
Number of males 13 13 13 13
Body weight ® 466.7 + 253 4719 = 27.2 469.6 =+ 25.1 459.3 + 28.1
Liver (mg) 12551.8 = 978.0 12789.1 = 12783 13026.4 + 1193.6 131214 + 13263
(mg/g) 26.886 =+ 1.326 27.066 = 1.607 27.720 £ 1.772 28.528 + 1612 *
Testes (mg) 3185.2 + 3453 33445 = 3703 32709 + 2764 32626 + 369.8
‘ (mg/g) 6.846 + 0.843 7122 = 1.016 6.984 + 0.709 7115 + 0793
Eptdidymides (mg) 1151.8 = 103.6 1230.5 + 85.5 1261.6 + 73.3 * 12034 + 1126
(mg/g) 2477 = 0286 2,622 + 0.300 2,689 + 0.143 2,628 = 0.274
Prostate, ventral (mg) 5843 = 140.8 567.1 =% 84.8 643.0 = 1102 621.6 + 107.7
(mg/g) 1.250 £ 0.285 1.204 = 0.184 1370 + 0.233 1.359 £ 0.252
Seminal vesicles (mg) 1609.7 + 3272 1668.7 = 300.9 1850.6 + 207.3 1565.7 £ 2222
(mg/g) 3450 + 0.683 3.541 = 0.622 3943 + 0.421 3421 £ 0.524

Each value shows mean % S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of p—ethylphenol by oral administration in rats

Table 14. Organ weights of female rats

Group Olive oil (vehicle) PEP 30 mg/kg PEP 100 mg/kg PEP 300 mg/kg
Number of females 13 13 12 8
Body weight (2 290.2 + 18.7 290.5 + 28.7 280.8 + 11.8 2777 + 17.1
Liver (mg) 95292 + 6363 9788.6 + 997.6 91242 + 535.1 10058.2 = 1042.6
- (mg/g) 32.854 + 1.367 33.731 + 1.621 32.506 + 1.488 36208 *+ 2.896 **
Ovaries (mg) 942 + 12.8 1009 =+ 13.8 96.7 + 12.1 98.4 + 9.5
(mg/g) 0325 = 0.045 0349 = 0.044 0.345 + 0.045 0.354 + 0.029

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.0S5, **: P<(0.01).
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Reproduction/developmental toxicity screening test of p—ethylphenol by oral administration in rats

Table 15. Macroscopic findings of male rats

Group Olive oil (vehicle) PEP 30 mg/kg PEP 100 mg/kg PEP 300 mg/kg

Findings Grade - P - P - P - P
Epididymis

Nodule, yellowish-white, caudal, unilateral 13 0 13 0 12 1 12 1

Small, unilateral/bilateral 13 0 12 1 13 0 12 |
Forestomach

Cyst, mucosa 12 1 13 0 13 0 13 0
Kidney

Enlargement, bilateral 13 0 13 0 13 0 12 1
Lung

Dark colored spot/area, scattered 12 1 13 0 13 0 13 0
Testis

Small, unilateral/bilateral 13 0 12 1 13 0 12 1

Notes) - :No abnormal changes P : Non-graded change
Numerals represent the number of animals.
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Reproduction/developmental toxicity screening test of p—ethylphenol by oral administration in rats

Table 16, Macroscopic findings of female rats

Group Olive oil (vehicle) PEP 30 mg/kg PEP 100 mg/kg PEP 300 mg/kg

Findings Grade - p - P - P - P
Forestomach

Edematous, mucosa 13 0 13 0 9 3 5 3

Thickening, mucosa 13 0 13 0 11 1 8 0
Glandular stomach

Attachment, dark colored content, mucosa 13 0 13 0 12 0 7 1
Kidney

Discoloration, pale colored, bilateral 13 0 12 1 12 0 8 0

Rough surface, bilateral 13 0 12 1 12 0 8 0
Small intestine

Diverticulum® 13 0 13 0 12 0 7 1

Thickening, wall 13 0 i3 0 9 3 6 2

Notes) - : No abnormal changes P : Non-graded change
a) between jejunum and ileum
Numerals represent the number of animals.
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Reproduction/developmental toxicity screening test of p-ethylphenol by oral administration in rats

Table 17. Histopathological findings of male rats

Group Olive oil (vehicle) PEP 30 mg/kg PEP 100 mg/kg, PEP 300 mg/kg

Findings Grade - + + 2+ 3+ P NE - + + 2+ 3+ P NE - £ + 2+ 3+ P NE -+ + 2+ 3+ P NE
Liver

Fatty change, hepatocyte, periportal 2 8 3 0 O 4 7 2 0 0 P 11 1 0 0 5 8 0 0 0

Microgranuloma ) 5 8 0 0 0 3100 0 O 2 11 ¢ 0 0 s 71 0 0
Stomach

Edema, lamina propria, forestomach 12 1 0 0 O 130 0 0 O 130 ¢ 0 O 13 0 0 0 ¢

Hyperplasia, squamous cell, forestomach 3o 0 0 0 130 0 0 O 130 0 0 0 10 3 0 0 O
Testis

Atrophy, seminiferous tubule, focal, unilateral/bilateral 12 1 0 0 0 1 0 0 0 O 9 3 0 0 1

Hyperplasia, Leydig cell, unilateral 130 0 0 0 1 0 0 0 O 12 01 0 0
Epididymis

Cell debris, lumen, unilateral 13 0 0 0 O 1 ¢ 0 0 0 1 0 0 0 O 12 0 1 0 0

Decrease, sperm, lumen, unilateral 130 0 0 O 1 0 0 0 O 1 0 0 0 O 12 0 0 0 1

Granuloma, spermatic, unilateral 13 0 0 0 O 1 0 0 0 O 0o 0 1 0 O 2 0 1 0 0
Kidney 1
Lung

Accumulation, foam cell, alveolus 6 0 1 0 O

Cellular infiltration, eosinophil, periarterial 0o 0 1 0 O

Hemorrhage, focal, with deposition of the brown pigment 0 0 1 0 0

Notes) - : No abnormal changes +: Very slight +: Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined
Numerals represent the number of animals.
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Reproduction/developmental toxicity screening test of p—ethylphenol by oral administration in rats

Table 18. Histopathological findings of female rats

Group Olive oil (vehicle) PEP 30 mg/kg PEP 100 mg/kg PEP 300 mg/kg
Findings Grade -+ + 2+ 3+ P NE - + + 2+ 3+ P NE - + 2+ 3+ P NE -+ + 2+ 3+ P NE
Liver
Fatty change, hepatocyte, periportal 11 2 0 0 0 3¢ 0 0 O 12 ¢ 0 0 O § 0 0 0 O
Microgranuloma 8§ 5 0 0 0 § 4 1 0 O 8§ 4 0 0 O 2 6 0 0 O
Necrosis, focal, subserosa 121 0 0 0 1330 0 0 0 12 0 0 0 0 7 1 0 0 0
Vacuolation, cytoplasmic, hepatocyte, midlobular 130 0 0 0 12 0 1 0 0 12 0 0 0 0 8 0 0 0 0
Stomach
Edema, lamina propria, forestomach 130 0 0 0 130 0 0 0 8 4 0 0 O 3 4 1 0 0 * ##
Erosion, mucosa, forestomach 130 0 0 0 130 0 0 O 12 0 0 0 o 6 1 1 0 0
Hyperplasia, squamous cell, forestomach 130 0 0 0 130 0 0 0 9 3 0 0 0 0 7 1 0 0 ** #i
Ovary 13 8
Duodenum
Thickening, mucosa 1 2 0 0 0 01 1 o0 0
lleum ’ 3 2
Jejunum
Diverticulum, partial deficit of muscular layer 3 0 1 1
Kidney

Basophilic tubule, cortex/medulla

Cast, hyalin, cortex/medulla

Degeneration/necrosis, proximal tubular epithelium, cortex

Dilatation, lumen, distal tubule, cortex

Notes) -:No abnormal changes #: Very slight +: Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined

Numerals represent the number of animals.
*#*, P<0.01 : Significantly different from control (Two-tailed Mann-Whitney U test).
*, P<0.05 : Significantly different from control (Two-tailed Mann-Whitney U test).
##, P<0.01 : Significantly different from control (One-tailed Fisher exact test).
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Reproduction/developmental toxicity screening test of p-ethylphenol by oral administration in rats

Table 19. Results of observations about estrous cycle

AR5 R-10-007

Dose Olive oil(vehicle) PEP 30mg/kg PEP 100mg/kg PEP 300mg/kg
Number of animals examined 13 13 13 13
Pre-treatment period
Number of animals showing type of cycle
4-day cycle 12 12 12 10
4 and 5-day cycle 0 0 0 2
5-day cycle 1 1 i 1
Mean length of estrous cycle in days; Mean+S.D. (N) 41 £ 03 (13) 41 £ 03 (13) 41 + 03 (13) 42 £ 03 (13)
Treatment period
Number of animals showing each type of cycle
4-day cycle 12 12 12 8
4 and 5-day cycle 1 0 1 3
5-day cycle 0 1 0 1
irregular 0 0 0 1
Mean length of estrous cycle in days; Mean+S.D. (N) 40 £ 0.1 (13) 41 £ 03 (13 40 = 0.1 (13) 42 £ 03 (12)
Frequency of animals of which type of estrus cycle
was changed after the treatment 1 /713 0 /13 1 /13 4 /13
Mean times of vaginal estrus during mating period; Mean=S.D. (N) 1.0 £ 00 (13) 1.2 £ 04 (13) 1.0 = 00 (13) 09 £ 03 (13)

Significantly different from the control group (*: p<0.05, **: p<0.01).
Figure in parenteses indicate the number of animai.
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Reproduction/developmental toxicity screening test of p-ethylphenol by oral administration in rats

Table 20. Results of observations about reproductive performance

RERE 5 R-10-007

Dose

Olive oil(vehicle) PEP 30mg/kg PEP 100mg/kg PEP 300mg/kg
Number of mated pairs [A] 13 13 13 13
Number of copulated pairs [B] 13 13 13 12
Copulation index [(B/A)x100,%)] 100.0 100.0 100.0 92.3
Number of fertile males [C] 13 13 13 12
Fertility index [(C/B)%100,%] 100.0 100.0 100.0 100.0
Pairing days until copulation
; Mean£S.D.(N) 25 = 1.1 (13) 32 0+ 21 (13) 1.8 = 1.0 (13) 22 £ 08 (12)

Significantly different from the control group (*

: p<0.05, **: p<0.01).
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Reproduction/developmental toxicity screening test of p—ethylphenol by oral administration in rats

Table 21. Observation of offspring (F,)

Group Olive oil (vehicle) PEP 30 mg/kg PEP 100 mg/kg PEP 300 mg/kg
Number of dams 13 13 12 10
Gestation length (days)

Mean + S.D. per dam 221+ 03 223 £ 05 223+ 05 223+ 05
Number of corpora lutea

Total 209 ) 213 182 195

Mean = $.D. per dam 16.1 £ 2.1 164 £ 14 152+ 15 163+ 14 (12)
Nuraber of implantation scars

Total 194 204 175 190

Mean + S.D. per dam 149 + 13 157+ 16 135+ 38 (13) 158+ 1.7 (12)
Implantation index (%) 035+ 72 959+ 7.0 951 £ 5.6 9.8 + 34
Gestation index (%) ¥ 100.0 100.0 923 75.0

Number of offspring at birth

Total 186 188 163 144

Mean + 8.D. per dam 143 x 1.7 145+ 2.1 136+ 22 144+ 1.7
Number of live offspring at birth

Male 96 90 82 75

Female 90 94 79 55

Total 186 184 161 130

Mean + S.D. per dam 143 + 1.7 142 £ 21 134+ 21 130 £ 49
Sex ratio

Mean + $.D. per dam 052 = 0.13 0.49 = 0.16 052 +0.16 058 £009 (9
Number of dead offspring

Total ¢ 4 2 14

Mean + S.D. per dam 00+ 00 03 06 02+ 04 14+ 38
Delivery index »

Mean% + $.D. per dam 958+ 65 92.1 £ 82 941 + 8.1 925 + 8.2
Birth index *

Mean% + S.D. per dam 958 = 6.5 902 = 9.0 93.0 = 8.7 832 + 304
Live birth index”

Mean% + S$.D. per dam 1000 + 0.0 979 + 45 988+ 238 88.6 + 314

Number of offspring on day 4

Male 96 87 80 65

Female 88 88 77 49
Sex ratio

Mean + S.D. per dam 0.52 = 0.13 049 £ 0.17 052 £0.16 0.56 = 0.08 ®)
Viability index ®

Mean% + §.D. per dam 98.8 + 29 949 + (2.7 976 £ 6.7 858 + 329 [C)]
Number of external abnormalities " 0 1 0 0

Mean% = S.D. per dam 0.0 + 00 03+ 17 00+ 00 00+ 00 (8)

Significantly different from the control group (*: P<0.05, **: P<0.01).

a): (Number of implantation scars/Number of corpora lutea)=100.

b): (Number of dams with live offspring/number of pregnant dams}x100.

¢): Number of male offspring/(number of male offspring + number of female offspring).
d): (Number of offspring at birth/Number of implantation scars)*100.

¢): (Number of live offspring at birth/number of implantation scars)x100.

£): (Number of live offspring at birth/number of offspring at birth)x100.

£): (Number of live offspring 4 days after birtl/number of live offspring at birth}x100.
h): Number of external abnormalities in live offspring at birth.

Figures in parentheses indicate number of dams.
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Reproduction/developmental toxicity screening test of p—ethylphenol by oral administration in rats

Table 22. Body weights of offspring (F,)

AERE 5 R-10-007

Group Olive oil (vehicle) PEP 30 mg/kg PEP 100 mg/kg PEP 300 mg/kg
Number of dams 13 13 12 9
Male
Days after birth
0 6.4 = 0.5 6.5 £ 0.5 6.5 = 0.6 6.2 = 0.5
4 10.5 = 1.4 103 + 1.8 110 + 1.2 97 + 1.2 (8)
Number of dams 13 13 12 9
Female
Days after birth
0 6.0 £ 0.6 63 £ 05 63 + 0.6 5.8 = 0.4
4 100 + 1.4 10.1 + 1.8 10,6 + 1.1 92 + 0.9 (8)

Each value shows mean + S.D. per dam. (g).
Figures in parentheses indicate number of dams.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of p-ethylphenol by oral administration in rats

Table 23. General conditions in offspring (F,)

Group Number of offspring Days after birth
and general conditions 0 1 2 3 4
Olive oil (vehicle) Number of offspring . 186 186 185 184 184
General appearance, No abnormality 186 185 184 184 184
General appearance, Death 1 1
PEP 30 mg/kg  Number of offspring 185 185 184 179 178
General appearance, No abnormality 184 183 178 177 175
General appearance, Death 1 5 1 2
Abnormal findings of offspring, Anal atresia 1 1 ! 1 1
Abnormal findings of offspring, Acaudate * 1 1 1 1 1
PEP 100 mg/kg  Number of offspring 161 161 159 157 157
General appearance, No abnormality 161 159 157 157 157
General appearance, Death 2 2
PEP 300 mg/kg  Number of offspring 130 130 117 117 117
General appearance, No abnormality 130 117 117 117 114
General appearance, Death 13 3

a): These abnormalites were observed in the same offspring.
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Reproduction/developmental toxicity screening test of p-ethylphenol by oral administration in rats

Table 24. Morphological findings of offspring (F,)

Dose Olive oil (vehicle)  PEP 30 mg/kg  PEP 100 mg/kg  PEP 300 mg/kg
Dead offspring
Number of dead offspring ¥ 2 13 6 30
Number of missing offspring 2 5 4 2
Number of dead offspring examined 0 8 2 28
Number of dead offspring with external changes 0 0 0 0
Number of dead offspring with visceral changes ® 0 o) °© oy ° 0@n ?

Live offspring

Number of live offspring examined (postnatal day 0) 186 184 161 130
Number of live offsping with external changes 0 1 0 0
Number of live offspring examined (postnatal day 4) 184 175 157 114
Number of live offspring with external changes 0 1 0 0
Anal atresia 0 1 0 0
Acaudate 0 1 0 0
Number of live offspring with visceral changes 0 1 0 0
Rectal hypoplasia 0 1 0 0

Significantly different from the control group (*: p<0.05, **: p<0.01).

a) including missing offspring

b) Dead offspring showing visceral autolysis were not included.

¢) Parentheses indicate the number of offspring showing visceral autolysis.
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