Z=ZFNANFYNAZ IV DTy P ERHWVWS
RUOBRSCLIRERS BN - EMBESEMF AR

HABHEBENSNM TV —F L F —
W& & R




%= B 2-ZFNWNAFYWAY VL - DSy FERWAREOBRESICLARESRS
B - HEREESHHESER

B & S:090716
WERYWEYL 2-2FNWAFIINAZ 2 Y L~ (CAS No.688-84-6)

i B FR : Sprague-DawleyHME#E> v b (SPF) [Crj:CD(SD)IGS]

HBR B (2-TFUAFUNRI YL — P DBRFERCACERS NEBEDORE~D
EELWET B85, 0ECD Guideline for Testing of Chemicals for
Combined Repeat Dose and Reproductive/Developmental Toxicity
Screening Test (Proposal) > T, 2-ZFIVAFINAI I YL -+ %
MEZ vy PCBOBRS ULERERSEN - EEREBSHMEERETY, I
BN T IRERSCLZ2-RBEHENREE LRI T LB, &
fRMEE, TRETH, SRBLUTARLRLEDERTHIIRETREIDVWTH
LK.
mB, YRR, B 59 F 3 H 31 H (REEE Y SEETLEHAER
BE, XR8P 220 SRELAREBE, I EFE 85 SERHEFREEHESE
BREZEM) THHRALCEZVECRIBZRECEELEDECRI2AEELD
MEOHESLED 2O 4 FUHRETIARBRICW T2 £ (1
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Table

Table

Table

Table

Table

Table

Table

Table

Table

1-1
-2

4-1
4-2

Table, Fig., D H R

General sign of male rats (P) in combined repeat dose and
reproductive/developmental toxicity screening test of

2-ethylhexyl methacrylate by oral administration  --:-----. 37~38
Body weight of male rats (P) in combined repeat dose and
reproductive/developmental toxicity screening test of

2-ethylhexyl methacrylate by oral administration  -------.. 39
Food consumption of male rats (P) in combined repeat dose and
reproductive/developmental toxicity screening test of

2-ethylhexyl methacrylate by oral administration  +«--v.... 40
Urinary examination of male rats (P) in combined repeat

dose and reproductive/developmental toxicity screening test of
2-ethylhexy! methacrylate by oral administration = -+-------- 41~42
Hematological examination of male rats (P) in combined repeat

dose and reproductive/devel opmental toxicity screening test of
2-ethylhexyl methacrylate by oral administration = ~ +eceeccns 43
Blood chemical examination of male rats (P) in combined repeat

dose and reproductive/developmental toxicity screening test of
2-ethylhexyl methacrylate by oral administration  --v------ 44
Necropsy finding of male rats (P) in combined repeat dose

and reproductive/developmental toxicity screening test of
2-ethylhexyl methacrylate by oral administration = cecreeene 45
Organ weight of male rats (P) in combined repeat dose

and reproductive/developmental toxicity screening test of
2-ethylhexyl methacrylate by oral administration = +eeceeens 46
Histopathological finding of male rats (P) in combined repeat

dose and reproductive/developmental toxicity screening test of

2-ethylhexyl methacrylate by oral administration -«ccccv.. 47




Table 10

Table 11

Table 12

Table 13

Table 14

Table 15

Table 16

Table 17

Table 18

Table 19-1

Table 19-2

Table 20

General sign of female rats (P) in combined repeat dose and
reproductive/developmental toxicity screening test of

2-ethylhexyl methacrylate by oral administration «ecvvvn.e 48
General sign of dams (P) during pregnancy period in combined

repeat dose and reproductive/developmental toxicity screening

test of 2-ethylhexyl methacrylate by oral administration -------- 49
General sign of dams (P) during lactation period in combined

repeat dose and reproductive/developmental toxicity screening

test of 2-ethylhexyl methacrylate by oral administration «-«--..-- 50
Body weight of female rats (P) in combined repeat dose and
reproductive/developmental toxicity screening test of

2-ethylhexyl methacrylate by oral administration ~ csereee. 51
Body weight of dams (P) during pregnancy period in combined

repeat dose and reproductive/developmental toxicity screening

test of 2-ethylhexyl methacrylate by oral administration «------- 52
Body weight of dams (P) during lactation period in combined

repeat dose and reproductive/developmental toxicity screening

test of 2-ethylhexyl methacrylate by oral administration «------- 53
Food consumption of female rats (P) in combined

repeat dose and reproductive/developmental toxicity screening

test of 2-ethylhexyl methacrylate by oral administration -------- 54
Food consumption of dams (P) during pregnancy period in combined
repeat dose and reproductive/developmental toxicity screening

test of 2-ethylhexyl methacrylate by oral administration -------- 55
Food consumption of dams (P) during lactation period In combined
repeat dose and reproductive/developmental toxicity screening

test of 2-ethylhexyl methacrylate by oral administration «------- 56
Necropsy finding of female rats (P) in combined repeat dose

and reproductive/developmental toxicity screening test of
2-ethylhexyl methacrylate by oral administration ~  «+vv-vvn. 97
Necropsy finding of dead female rats (P) in combined

repeat dose and reproductive/developmental toxicify screening

test of 2-ethylhexyl methacrylate by oral administration «+-+<--- 58
Organ weight of dams (P) in combined repeat dose

and reproductive/developmental toxicity screening test of

2-ethylhexyl methacrylate by oral administration  -+ev-v.e. 59
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Table

Table

Table

Table

Table

Fig.
Fig.

Fig.

Fig.

Fig.

Fig.

21

22

23

24

25

Histopathological finding of female rats (P) in combined repeat

dose and reproductive/developmental toxicity screening test of
2-ethylhexyl methacrylate by oral administration ««c-ev.n. 60
Number of estrous cases and reproductive performance of male

and female rats (P) in combined repeat dose and reproductive/
developmental toxicity screening test of

2-ethylhexyl methacrylate by oral administration ««+cv-vnn 61
Observation of pups (F1) in combined repeat dose and
reproductive/developmental toxicity screening test of

2-ethylhexyl methacrylate by oral administration @ +ecc0eses 62
Body weight of pups (F1) on days 0 and 4 of lactation in combined
repeat dose and reproductive/developmental toxicity screening

test of 2-ethylhexyl methacrylate by oral administration -------- 63
Necropsy finding of pups (F1) on day 4 of lactation in combined
repeat dose and reproductive/developmental toxicity screening

test of 2-ethylhexyl methacrylate by oral administration -----.-- 64

Chemical structure of 2-ethylhexyl methacrylate ++cccceceeecaas. 65
Body weight of male rats (P) in combined repeat dose and
reproductive/developmental toxicity screening test of

2-ethylhexyl methacrylate by oral administration «+eceven. 66
Food consumption of male rats (P) in combined repeat dose and
reproductive/developmental toxicity screening test of

2-ethylhexyl methacrylate by oral administration ~  +--e---.- 67
Body weight of female rats (P) in combined repeat dose and
reproductive/developmental toxicity screening test of

2-ethylhexyl methacrylate by oral administration @ +ece0cvnn 68
Body weight of dams (P) during pregnancy and lactation

periods in combined repeat dose and reproductive/developmental
toxicity screening test of 2-ethylhexyl methacrylate

by oral administration  eeeeeaae 69
Food consumption of female rats (P) in combined repeat dose

and reproductive/developmental toxicity screening test of

2-ethylhexyl methacrylate by oral administration = ceeceeees 70
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Fig.

‘Fig.

Food consumption of dams (P) during pregnancy and lactation:
periods in combined repeat dose and reproductive/developmental
toxicity screening test of 2-ethylhexyl methacrylate

by oral administration
Body weight of pups (F1) on days 0 and 4 of lactation in combined

repeat dose and reproductive/developmental toxicity screening

test of Z—ethylhexyl methacrylate by oral admfnistration -------- 72
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C:-31

-ZFNWAFYNAZ YL = DSy b ERAVWAEORSICLIRERSEN - £
EEBUHSHRZT Y, MEHYINITIRERSILZ—BRBEENREE LRI T
Ll Hiz, MIRHE, XETH, SHRBLUP2BEREDEBITHCIRETREZEIIDNVT
BE L. 58, 1000 mg/kezBEAE L L, BT 300, 100 3L 30 mg/kge Uiz,
ML UTEEK(O—- A NWIREHEFRIT .

I. REZSSME

LLEMPIRIETRE

— MR WTNOBE S CH L CERMIEED S LR > . 1000 ng/ked T 1%, —
BEDBEABHONE. 30 ng/kell LOBTRD 6 N RREBIEER L XABE 2D N,
7.

(A ;1000 mg/keBE TR MMEI DB 5 h k.

BAE : 1000 ng/keB TEMM BB NTE .

FRIZZ @ 1000 ng/kgBECHEOREN & S hi.

MAEERRE : 1000 ng/keBE THIMIKE, ~EF/DEVE, AT M2 VU MEB LUH
MRS DEAED 5 SN T

ML E : 1000 mg/kefE TREH, a-~7a7 ) o EBILTWL-71 TN U EDE
B, PVT IR, MG, RESRE L UCIOBE, (015 & KMPTOEEEEMSHS N .

B BECERT AL BONBELEABLNRD .

SBEES : 300 ng/kebl FORTCBROBNEROBE, TEMA, FRS L CEMOMMN
EEOBENAS NS |

FEAGENRE ;1000 ng/keBE TREMIC BRHESEA 2 01 & e RIS BE 438 100D 6 F 8
3 BICHBNE.

N
N

S HEMRPIIRITTEE

—#EIRAE : 1000 mg/keBECix, FETHD | HlER SNz, 1000 mg/kgdf Tik, HITRE
BLUOBEDOFEADBASRNE. 30 ng/kel LOBTROONEHRREBEHEREEARE
ok,

{KE : 1000 mg/kgBf CIERBLAT, MRS L CHERICHMMEADLAS Wz,

REEE : 1000 mg/keBF TR ZEATICEKEL AL N =,

ZIMERT R - 1000 mg/keBE TR BRI AONE. BTCHTHE, MREOEMLBIBOHE
RKDBEALNT=.

BEER 100 ng/ke CEBMOMNEZDEMEN A 5N . 300 ng/kelf T B O
BEEORMEMVALNEZ. 1000 ng/keBF CEBMOE N ER, FRIE, FEB X TERBOMEN

- 14 -




FROEHE, FROENEZBOSHEMEADN A5 .
PR T ORE 1000 ng/keMTHIROEEH 2 WEEEOEGD 4 Hl, MEICHEA
BOOETD 4 PlEEWOKMEDS 2 FlicHESIE. BREACHLT, BECKREDRE
DFE-TUENEDY, FRCEESLUCHEOEH, RRCUASOORTSLTAK
BB, EHOKMLE, EHOBEMEFTH&S h .

. £EEE S

1L.R2BWP)IOEBERECRIEITRE
GBI, RBE, *RAMELGH : 1000 mg/keff CRIE\EQBOEBERAH SN 1.
SREMEE, MEIREARD, SMKEE, WEKEE : 1000 ng/keBE CHIRMBOER S A S M.
ZHE . ERSHLONBEHLOMIIEZXSA W ok,
B, BRREH, HRE: 1000 mg/keB¥ CHU BB LUVBREBRORENAS NI
HIEER : 1000 mg/kgB¥f THAERZ QM T E R o 4D 2/9 6, BHEHICHER IS LG
T LEGEWDS 3/7T HIRDL5NE.

2HERMFOCRIETREE

RMEBERY, 2%, BEF 0 HOHFERK, RoEWE, Mt 300 mg/keff Tk, M
FE O HOHERBOBKMEIAS NI, 1000 mg/keBETlx, RHERE, WE 0 BOoFE
REBLIVCROELFRDOEEIAS NI,

JEEERE, WHAE 1000 mg/kefETld, HERKORE, HEFXDOREIA S M.

—RRRE  ERESWH LIRS LIREEREAS W RD o /2.

WE 4 HOEFERHY, £&FFE, ML : 1000 ng/keBE T, HE 4 BOEFEREB IT
EEXEDRENALNIE.

AR RECLIZEEAShARDP > .

(RE : 1000 mg/kg#¥ Tk, WHE 0 HICHMENTY, BEHBITESHOREDKME,
ME 4 HCEANOKEDKELASNE.

BRATR - ZESICERT2LEbhaEiEAS Dok,

PEDEIIE, 222 FNWAFIVNAZ )L - D —REMFNBEEZEIE, BT
300 mg/keBR S LD BHOMHEEL L UBIEEOFEIRD LN EZZI &5 100 ng
/kg/day, HETIX100 mg/keR S LD BREOMNESOSEIRADONEI L, 5 30 ng
/kg/daybEZoh3. £, FEEEASHFTOREZESR], BETEREBIUTZREI
REFBDOSNRP oI LD S 1000 mg/kg/day, # Tk 1000 ng/kef 5ic & b HAEH
BLUEREHORKBEIAZD SN D5 300 ng/kg/day, REWORETIX 300 mg/
ket G XV HE 0 HOFERBOBKEIADSNEZI LA S 100 mg/kg/daye E X 5N
5.
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T FNAFTUNAZ )L — FHBREONCHKE L TCACERINWEGEORR~OE
WEWRET ST, 0ECD Guideline for Testing of Chemicals for Combined Repeat
Dose and Reproductive/Developmental Toxicity Screening Test (Proposal) iK#t- T,
2-TFINWAFVINAFZ YL —bEMES Yy NI 1 H 1B, 41~49 HEZEOQHRE LK
BERSEM - SEREEUHHEHRETV, BEHFYICN T IRERSGICL 52— RELT
MR EERE T2y, HRHEE, TEFTH, SRBLCIRREDEBETHICK
EIEg I >WTKRELE.

YRS

LBBRWE DB K THRE&

BRPED2-TFINAFIIV AT 2 YL — b (CAS No.688-84-6)ik, Fig. LiC BRI (L%
EEEHEL, 2F& 198, @& :-60 CUT, #H:229°CTHH, BREBVWTRAETH
3. MEBICE, TR 8 E 9 H 27 A
ORI ESOER VR (EET Lot No. i
99.4 %). AFBRIEFZLVETH>2E L, AREZOHBRYEREZOSE - BXRHTOR
BEIRE LR, ob, BEHEAKRTREIYERESZ TORES ERVWERRERYE R
BRLIEABASHICENL, TO—HME2IHFUEER, MER 99.4 $THb, HHAH
MR RETCH oI LBEREINE.

R LT, 3—vAdA4NnERWE., -4V [Filb2TE#kN S, Lot No.
1726(AFH :EH 9 F 1 B 8 H, BAMHE: ER 14 £ 1 B 7 H)B KLWLot No.
2N2TUAFH :FR IFE 4 8 100, EAHR: ¥R 4 £ 4 5 9 B)]iE, AFE, &
BREROERYEREEDERBEZHTOREEICRE L.

2EGREBLIVEERER

SREZLIEEBYERZLEENIRL, I-VAIMNTHERL IV EREORSKRAR
B L. B, 6, 20 BRU 200 ng/al0oRBEHIEL, FHUBAE - BEXERETT 7T 8M,
XLIER - EXARHTT 4 BEARE L CHREREREORW I LRI ATV ERE
$H 1 (Attached table 1), BEEOFMMIETARE, | HHOTLIZ/ASIT L, BE - EX

._16_




EHTTREL, ANZ TBUACHEALE. REBEOBAFSRKXEE L. £12,
HHRYEIMERAEZTY, BS5BEREKEECERLUE.
REREEBIVCHORSGHBBR THOCFEALLZSREORSBRATOHRYERE ®
ARERANTCERRE IO MN S 7EAVWTRELE. ZORE, HRYEBERXESR
HED 99.5~110.0 % THD, RELV-HEREHEAN(RKAREDE 10 BUA)ETRL,
W I IR L A b o 7= (Attached table 23 & UF3).

3.ERABMB LURE &G

1) BPES L TREK

MBI, BHARICNE SN TW3Sprague-DawleyZA MM > » b [(SPF), Crj: CD
(SDYIGS] ZH W/, Wik, ¥k 9 £ 4 8 16 BEHEAFv - X - UN—KA&#d
(HB@\EEL > —)b5 8 AMTHES T3E2EALEZ. AFE 1 HOKEHAE,
Hh 288~310 g, MEDH 183~210 gTH - =.

2) BESB LML, BEalrEa s @ EENE

AFLEEYE, s BHOREHEBL T ZTO® 7T HE OBt E®RTZ. CORBIC,
SEHOKEJNERLIVUEA—BRREOBEEL, 5 CHEILEHAPC 7 RO AR
BETo>E. " MBREBIUCHREHRBCIEENALNT, SLMAHRETCEELIRDS
hWiabholamEHEa0 LTHARICAWE.

BHoUE, a2 2AVWTKELZBRICATERLE, BEAREERECLVEED
FEHREBLUSBPEIES LA RDZILICBEHBHCIT &, B2U0ROBERGMIE,
BREBRHCZ—FTIVHKBR T THROBET S ZRICEEZELS L.

gy, BE - SIHRPRAFHCHE A V2L E2TAEBLICBRICILIREE
LD, BpUREBBRCLIREBEBLICENRCFEEFHLTENLE., 6K, ®
% - SEEMPoR -V EHRES, AFEAL, HABLUTRE - JLEHWESZ
EALESZANLE, BAURDEVF —VICRHABRES, K52, B3I U0awES £
AL, BZEBRTLESRIVERY FT 1.

3) REEHBLUAEESR

EiUix, BR 20~24 C(EEME : 20~24 °C), HHE 40~70 %B(EHE : 44~59 %),
BHRE & 12 BYRICHBAE - 4Rl 6 RE~4% 68F), MKW 12 B /RK(Z7 1 VP —IC X DR
BLEFHZERICRELEREZ(CH 6 SE)TCHB L.

B - BRI R T L 2 BEEL S — P (W: 240 x D: 380 x H: 200 mm)&E B0
TV T5—=VHih S RETCOHETL L, HOUTBIXRF OV IABRAET— V(W 755
x D:210 x H: 170 am}ZAWCHEABIAE Uiz, 2F L, XBEAF UV AHREEX T —
CSHTTo>E. £, B8MIE, HiR 18 BicA— 2 L —7ABLERE(V Y7L —7,

_17_




HEFY—IWZ - UN=(L2LIEANETSIFy IR —D(W: 310 x D: 360 x
H: 175 mm)iCf@RIiC L, BERABRBLUMER2IEE. VY0P M, HKEB LW
TORFv IRy —Yoxld BRI 2 EUE, RFVLVIRAES VB LUK HEES
ORHE 2 BRI 1 MU EfTok., B, BHPABTEOER(ROBEFBR)IB LW
0.02 YXRFBIEEBF PNV LKBRTORDEY 7HELC L Z2MBRIEHT> .
REOWMESEBLUVERYEOSNBERE, FTEFEILCHAEABELER DT
VI—TCEMUERBEEERF v — VR - UA-BRRERPOEAFLE. ZORR, 2
BBEYKRER CETD R EEEORBATH - =,

4) BB LTERKIK

gk, AFE 3 AEUAOERAB(CRF-1, # YUY VERBTEMARLL)EHHE
WICAN, HRACEREEE. FALEAMOSHERIE, UEEADRRRBIIRE LS
—BLEA VS NVEGTERAIEPLSOAFLE.

ki, KEKEZHAKHEZAVWTEHRICERIEZ. A KOKERERERE, XX
SAATLUHHEARBRRARBEREL VY —CTRELERBEEAF LR,
AMBLTHHKOREZRIZ, WINIARBRTCED LBEBFOHEAANTH o 2.

4. 5ER, REFE, BER, R5EBIURSHHE

1) REBBB LIRS HE
-TFUANF WAL )L — M, BBELTEONICANICERSN S TEESE XS

N2, B5REBE LTEORTEZERLE.

BRECHBLTE, SBEREOBFYV VTERINTERI 7oL VBT A IR -—F TN
EHEEAWT, BEREOKRS LE. REBRIE, BTRBREHHIVWERSHIRGE
WHEHOKEEREREEL L, S nl/kgTHEHM UE., HTR, REFMBLOZRAMPRIRS
HR2WEHESHIRSEWHEHOKER, HIRAMPIEER 0, 7, 14 BXT 21 H
DHEEER, RAHBPEIEE 0 HOKRERZEEL L, S5 nl/kgTCEE LE. FERIETF
Al 8 Bf 42 2~12 B 00 20T, HRESEEME 1 H 1 @& LE.

HERMEHOBEBEIMELS 10 B THD, KREGMEIXMED 351~384 g, HED 212~

237 gTH o=

2) BB LUKRSE

BFapi, UToMm<eLk. 72bb, KRWHEKEHLE LT 4 HEREL, ZToft

KWNBEERTE. | BoBpEE, MEzhzh 12 IR L.

__18_




B BRI k58 (BRE) H(BMES) H(EHDES)

BIEE ATER (2-74)) 0 mg/kg ( 0 mg/ml) 12(001~012) 12(051~062)
B2RE 2-1FWAEINAYIUL-) 30 mg/kg ( 6 mg/ml) 12(10i~112) 12(151~162)
FIW 2-IFNFINATIYY-} 100 mg/kg ( 20 mg/ml) 12(201~212) 12(251~262)
SABE 2-TFINFVRAIIVL-) 300 mg/kg ( 60 mg/ml) 12(301~312) 12(351~362)
EHEE 2-IFWARYIAYITU-} 1000 mg/kg (200 mg/ml) 12(401~412) 12(451~462)

FEEZ, Koy MPERWE 2 ABBORSC L2 FHEARGES B : 0, 125, 250,
5003 K OF 1000 mg/kg, &8 5 FHOBRICELDBRELE. T4bbH, 125 mg/kgl Lo
THRSERICHRED, 1000 ng/keBFE THREDRBIAONLD, FHE LT THKRAER
Shiab->i=. 227, Y8ROB’EEE, OECDHA FS AV TRARBELIATWVS
1000 mg/kezmxmBaE e L, UTFALLK 3 ¢ 300, 100 L 30 mg/kg& L. £/,
HEE LICHRRYELA—F20EK(I -V A AM V)2 E5TI8H2HRTE.

3) ‘5™

¥ 5 89 i%, OECD Guideline for Testing of Chemicals for Combined Repeat Dose
and Reproductive/Developmental Toxicity Screening Test (Proposal) H#->7T, #T
F2ZEET 14 HREEZzo0® 35 HEOGE 49 BHEE L, M 2ka 14 5, 3B
A (K 6 HR), WIRABTLBSIUVHEE 4 DOLRGTA £ TCOFET 41~47 HE & L
. B, H5HKBEERS 1 He Lz,

5. (IRBLUREFHE

1) #(P)

(1) —fkAE

—~BRREBIURCOEEL, #SHEBRPCEESH - B0 1 B 2 @(EEL, Sd
EHIEET 1 m)BRELE. '

(2) ABHE

HREF, 1BRK 2@AEL-(HER &5 1, 4, 8, 11, 15, 18, 22, 25, 29, 32,
36, 39, 43, 46 B L UHIRA).

(3) BEHEHE

BT, SEMEE |4 BRBLORNEMRTEPS 1 BHE 2 BHELE(BE
HEH: %5 3, 6, 10, 13, 24, 27, 31, 34, 38, 41, 45 B XU 48 B). % B, LRET
Ho¥#® 4 BhodiEags L.

(4) Rig&

BEHERTRICERRY -V E2AWTHER - #KTT 3 BETCERUER KEARK)E
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FIEREWTHE - HAKTT 21 BEATHEBRUERC BER)RsTIEZho 2G5 LER
(24 BRR)ICDOWT, MTOREREBLE. 28, REBORIEEL .

3 RFRER : Rk, ABuEL L. pH, &8, B, Y MUK, EVvEY, B, ¥
DY) =T, T-LAR7VEZFy VARBER(S ANV - ZHKARMICREHT
BT -ARRANB(II=ZF v 200, TANVR - ZHBRESH)EHVWTREL 2.
RiLER, UB2REERAQB TRCERIEMBETCHELE. 28, BRE, YHoK
BRESBIZITo .

21 BER : HEG.CH)REFRCIVBFBURLEF (2 UV Ry F-1ID, kA2t =2
VIERAWTHELE.

24 HHR . RE(W)2HLELEE,P08H L.

(5) i #FEIME

REMBE(49 BEIKTOREIR, RPNV ES—IF MY D LOBEERES (40 ng/
ke L AMBTCHEXBRIPOI -2V —YavichbmmEgRL, U ToMmKkEN%
BEEBLE. 2, BROBITZEELE.

IR (RBC), ~EZ/ DY B(HGB), ~% F2 Uy MEHCT), MRS (PLT)$ & 0°
B M ERE(WBC) Ik, EDTA-2K2—5 4 > 2 Li=SysmexV > 7N H w PICEER LA >0
T, %IEHBE MK KR (Sysnex K-4500, FEEFEFHRASLIZHAVWTHELE.
5T, FHFMBRARMCYV), FHRMERM AR S (MCH) B & T8 R Bk &R EE
(MCHC)2 & HI U 7=.

MR AR MBS (RET) 4k, EDTA-2KMLER U 7= ffii# # Brecheri kI X W BERLBL TR S 4 K
T RCEHEE, GlemsatAEREER U CHME T CHRIMR 1000 @R o@RKRREE
HE L=,

HMBRESEIZ, EDTA-2KLE LM R X5 4 K75 RICEHK L, May-Giemsaf BB A
BESILCEMSE T CHMmMIR 100 @2 2EE ML E.

7o bhor e Rl (PT), EHAES PO RIS IFVRBBRAPIT)B X7 « 70
—5 ViEE(FIB)iX, 3.13 2 VEBF MY D LATHUELEMFEIZO>NVWT, WALERE S
RICLVARBEDHREB(27 /Ry —1I, ZH#%ALE)2AVTHEL .

(6) MmALFEEEE

MBEFEOREROOM E FARBICERSIRILSFERLUAZLEDL B OB 4 °C,
3000 rpm, 15 AL THEMEIZODWT, UTOMBLENRELEBLE. &b,
LDHoF@EICiE, AN VB LTHEs MR EAWE, HEAOMES & M H &
FETIHREE(-80 C)ARLKREL, REAMBEISRKBEERUBEE CHHE(-80 C)
NICRE L=,

GOTEJ:ZFGPT&iHenry%‘&E, ALP{Zp-NPPE B %, v -GTPIX v -G-P-NARE ¥, LDHIE
Wroblewski-La Duedt, ¥ ZE A (TP)iEBiuretik, B U L E » (T-BIL)iE Azobilirubinik,
REEHF(BUN)ikUrease-GIDH., 27 L 7 F = (CRE)ikJaffeds, Mm¥E (GLU)ikGlucose
dehydrogenaseik, #£ I L 27 O — )L (T-CHO)IZCOD-DAOSIE, b U Z U &5 4 K(TG)iXGPO-
DAOS#, Calko-CPCiE, #E# Y > (IP)ikMolybdenum blueikic & b, BEHwEEE (AU 500,

_20_
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AV NRAREIERASH)EATHEL .

NaB LUKiZA A BREBEIC LD, ClEEEFHEEILCLY, WTFhs2EHERES
WrEEdE (EA04, a4 AGT)EHWTAIELE.

BEHSHEIE, SQRUKEBRICE D BBERKENEE (AES 600, AV U NRRAEZTERAS
)eAWTHELE.

FHTIVEABERENESIUEASEME»S, A/(TNVTIy /a7y vk
HEHDEEISBEHLE.

(7) &14&

LD (5) BLU (6) TEMUABHYE2IS5ICRMBEI G LBRICHBLE. MR,
IR, GERE), TEMAK, FRIR, W, O, R, B, TR, 3%, BEBITERL
FREEEEMELE. EL, TEEBLIUTEFRRE 20 %PESEERLY VI 1 KE
FRHELE. ChooBRER, i, KE, B, BHB(ETR -ETR), &, §,
+ 26, =%, OB, BB, %%, BB, Y UNE(THE - BRAE), Bk, B8, §il
B, LR/K, 88, LEME, BEK, "—F¥—F, BH{EE  ARBR®)rr b
20 % HMEBERNTY VIKEELE. AEL, BEBIUBELAR T 7 VR | BEE
EHR IO RTNI—NWEREL, BEREINVIY—WTUTFEF -HRNVT) i | BREIER
20 YHMERFERNL) VICBERELE.

(8) WEMEFEWMAE

HHUESEE - @B OWTERIR> T 74 v AEEXREMHERLE.

NBESLCREAZ(1000 ng/ke) B0 0B, W, [E, B, EE, 85, +=18,
2hE, BiiE, Sk, BB, ER, BR, BRE, V8 (TSE - BERKR), BF, 818, B
Bt, ¥55, B bk, BE, AR, TEK, FRIR, LRNMNMWETELRSYOR),
B (KB - /N - IEBE), B8, LEHERLICEH(MWE - RBE)IZ DWW TH-EREHER
AEERL, FEEMSFEOCHRE LR, 1000 ng/kgBt O RETCHBHLLERTREEERT
BYBIEDPHILEZAOSN BB L TEBIC DWW T 30, 100 B X 300 mg/keBt &
BHICKRELUE. 2B, 300 ng/keBfd 1 I (No.3B)DHIRTEFTORDENEEE L&

HREBRIIBRELE.

2) H(P)

(1) " BREBLIVECOEE

—RREBLUECOEERZ, BEYEPICEBRET - &0 1 B 2 @(FL, B&E
i BRAT 1 EDERELE. '
FErpliE, BREELH»ICHKL, BMORR, M, E8E), TEA, BRE, BER, O
W, FEEE, B, B, SSBIUNEOEREWUELE. EEL, TEABITRRR
i 20 %M ERL T LIC | BMBIEEBBELE. ChoO0RBE, M, [E, KR,
MEWAR(E TR -SATHR), BE, &, +215K, %, Q%K. 8§k, &K, &k, YN
(T2 - BRAME), BERE, SRR, ¥, 88, LR/MME, B8, LBWE, BRX, —F—
B, BH(WE - KEEE), AL L bIC 20 YPHEGFAVT Y VEEAZLE. EEL,

..2]..




RIREZILE—WTPHTFEER - RULU 0 | BEEER 20 $PMEEHFRLV) VICHRE
BUE. £/, S8F - A8, H-ERAHEBEAREZERL, FEHESZENCRELE.
(2) “EEH

AL, REFMEEPOXERADETED | BRELE. 2B, BEHI ERK 2
BREICODE>THEZWEZHRIE 1| HEEFHBLE.

(3) REHE

HREIX, ZEBMBA 14 BEBKCRESBEPICE 1 ERBIC 2 @(HzE &5 1, 4,
8, 11, 156 BLw 18 H), HRAMAPICIEER 0, 7, 14 BLw 21 Bz, MEHRHEPE
EHE 0 BLW 4 HizZhZhHAEL L. '

(4) mEEAE

BEE, ALK 14 HEE TR 1 A 2 @lELEZ(BEHEH : 5 3, 6,
10 BLY 13 B)., £, @#REMPEER 2, 9, 16 BXU 21 BIZ, WEHABA &M
T 4 HoBELE. :

(5) PHBREOBRE

REMIZEARSKEI Y, 2BRRBORFTOFE, SRKTORZ LR 21 B> 5HIE
25 HOFET 10 BFETEHEBIT >R, Fai 10 BEARIEETLTWESES, TOBEWE
0 HE LR,

(6) #E4R 25 BOFH 10 BETI AR U2 > -EY

MEPR 25 HOSE 10 BRETICAK U ok, IR 25 oo —FIVHEBTCHE
KEARD o MIMBES H-RICHRL, EROBEBICLIVHERORSEER L E. THM
G, BECKEE, B, EBE), FEGK, TR, B, O, R, B, W, 8L
CHEOEEZBELE. 2L, TEFEBIUTRFREE 20 YEEFHRIVvoU T 1
MEERAUELE. Cho0BBE, I, [, B, BWRE(S TR -SHTR), &8,
B, T2HEB, =B, @B, 5B, &6, BB, VU SEH(TSE - IRAE), B, WL,
FE, B, LMK, T8, LEFHE, BR, N—F¥—IR, BH(WE - KBE), ALEL
EHIT 20 BHAERBRELALTYVYCEELE. EEL, BEREINVIY—IVTIVFTER K L
Vel 1 mEER 20 YHMEEHERVTYVICEBRELE.

(7) HEREBOBEL L UTEHR

ey, BEREL2HET 4 HECHBABRL, FLERIPLRHAECLEEHI2NVWIEHE

¢ Bz —F VKRBT CHEREBR> O OB ¢ 2RICHRL, BERERB I TREHK

ERA . BORE, N, EH), TEEK, BRI, BWKR, OB, TR, B, Bk, =
BRIUVHWEEEERHELE. EEL, TEABIOCHERRRIK 20 %hEEERIV<Y

Vi1 BEEBRBELE. ChODBER, M, [8, K, BERKR(ETER - FTK),
BE, B, +2168B, =5, BB, 8%, BB, 55, U NE(THE - BEKE), B,
&, FE, B, LR/NEK, B, LEWE, B, "—F¥—IR, gHE(WE - XHEE),
A Ediz 20 BpEREAVT) VICBEELE. EEL, BREREINVIYF—-NVT VT E
Redpe) s | BhEER 20 ¥rPMEEEHER VY VCBEELE.

()
. s
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(8) WEHMEORE

WHELUERE - B ODVWTEERIEI TN 74 VEEEREZHERL .
MNEHBLCRETAE (1000 ng/kg)BE OO, i, [EB, Fi, R, 8, -2,
Zin, BB, 5%, &%, ER, BR, MR, VUE(THE - BRE), BB, 3%, B
B, oS, 78, &, TERK, PRI, LEMOURETERGDOH), MO - /5 -
HEH), B, LEFWE, BH(WE - KES)SLTARCOVWTH-ERGHEBER 2R
U, HEHMEZOICRELZ. 1000 ng/keff ORBETCHBR LILXRTREERTHPHRIC
EDVHBLEIONENR, MBS X CRKIE 30, 100 B KT 300 ng/kgdfic 20T b A Bk
RELE.

3) HEP(P)OEMEL T RITTEE
14 HEKS LEME2RA-H#AT 1 84 1 CHAGDE TABERELE. SEHAMKIK
14 HZREL LT, XE2HETI2EICOERABERE L L.
XEBBEIBHEE-—EMHLIITY, BEACEFELEIEEE2MA L M2 RERL
B LT, ZoHZER 0 HELTERELE.

4y FrER(F1)
(1) HERKOBRE
HERICHEERREM, TERY, FERBBLIUCALRBEOREZBR L. E

Bk, 20 pMEBEER L) VICEEL, BELE.

(2) FEROEE
FERE, —BREBLICECOAEZEFHRTEE | BRELE. ECRE, Sk

® 20 %hEREAATYCEEEL, BELE(EEL, HEBEEFLOZLWESER ).
(3) &
KEZ, B8 0 H(KEH)B L 4 BCHEL .

(4) Bl
EHFERE, ME 4 HOBREBR TR -F VKRBT TERBR> S KOBIES & LRE
HBRUKE. SRTEEORD Sz R, 20 $hiE@ZE-sv~ ) VCEEL, RELE.

6. REFZHHIK

BEERFETHERRLELDK, NEBEHI2-ZFVAFINLAT I VL —FOERS
HOMTHTY, BRE 5 %Ek#H(p<0.05)2FREL, 5 BKRM@(p<0.05)& 1 %KE
(p<O. 02 IZAWTETRLE. FEROKEI - BOPHELEESEERELE. B,
FEZHBMOTREBEO—KRIKE, KE, BHE, FEORNEERILIVHENESR, R5TIZ
REPORTOBMNB L CHNERBIESFISBALE.

(BE A7 &)
RE(EHGY, FER), BHEE, REQH, XEMELH, HEMMT [H%E (EF 0
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H)-ZRMBEE] , #EER, REERS(FERB+EERYK), FERY, TERK,
g [RHERK/SREH)x 100] , ROEMRK ((WH 0 BOFERK/ SKE
B x 1001, #GkE, HKE [(HRESEEHE) X 100] , 4% [(HE 0Bo%H4:
RE/REERB)X 100] , WE 4 HOLEERY, WS 4 OokER (WS 4 Hok
FRE/WHE 0 HOFERB)X 100] , AXBREREE [(NEBE R/ 5L R X

100] , MHEGE/H), BEOCUNERSLICHNER, R, RELE, MKEOBRER
REBLCMBLEORERE L, SHCENBER I CEERLE2EHLE. 20,
BartlettZIC L2 5 A BMOBREZTV, SHOMOBE TR —TRBEHRIE L2982
T, ARZSEDunnettiZic X b iTok. — 4, SHRLAD kb > B, lEL
ERALUE—mBREEIC X228 (Kruskal-Walliso @) 2 F0, H82 o EM % HE
UZzDumnettB o REHEIZ L D iT 2 )=,

RER ((ZERLBVE/ REHPH) X 100] , ShE (KRB SREEIHY
B)X 100] B L OHER [(FERHEMS SBRBEH)IX 100] &, X' REKLLIFT-
.

2B, FEEMZORECBVC, BSEREETENENEESRRI MO A BRI
DPVNWTHREEZRMLAEABRE  MBOMRARLC>VWTIE, SBBLOBMILES 3o EL
ZHMALzDunnett M OMEEZANWTCIT ok, T CHBHLOBMCEEENZDONE
&, Cochran- ArmitageDMERAIREZZ AW CHERSEOREET> -

=R

I. REHEBH
LERIRIETRE

1) —#iRBE (Table 1-1 B XL 1-2, Appendix 1-1~1-5)

FUBLCERGE, WFNOBTOLEDOWRD > .
—BRRBEEZCSWT, HBEETE, BEHAMEZEL TV ThOBY SREEAL L
o, 30 mg/keBE T, MENHESE 9, 10, 12, 13 BLT 240 1~3 BlIc& S A
F=. 100 mg/keBE Tk, MEEH RS 5, 9, 10, 12~18, 23~28, 30, 33 B LT 43 Qi
I~3 BlzH S iz, 300 ng/keBE Tk, MIEHIBS 4~28, 33, 35, 39, 44~46, 48 B &
U 49 HIZC 1~4 flicashkz. 1000 mg/keBECik, HEBDBELADES 16~23 HiZ 1 4
i, MEHRE 2~49 HIC d~2flichohiz. 2B, Kk, SR OB5%K 3 5
BoK 0 HoMicALN, BERBELTLREOBERBICELIZALN R, - 1.
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2) k& (Table 2, Fig.2, Appendix 2-1~2-5)

30, 100 BLU 300 mg/kef¥ DA B, WBELIEZZIEKOHEETHD, WIhoRIE
HZbEREZEZXH&ONRL >, 1000 mg/kegfE Tk, HEEBLLEATRS 18~50 HIZHK
EOREBERRE AN,

3) {#fH & (Table 3, Fig.3, Appendix 3-1~3-5)

30 mg/keHDBHEEE, MRHELIZEREETHD, WIhORHZEHZH EREEAS
hiahofz. 100 mg/keBf ik, NBHLIELATES J BEBHECAERRSENASH
D, REBIEKELEELTERP >, 300 ng/keBE DB EIL, HBEHELIZIIEEE
THh, WTFhoREBLLERZEEAONZD o=, 1000 ng/keBf Tk, HNEBE &L~
THE 6, 10, 31 BL 4 AEHSEOFRRKRE AL N,

4) R#&E (Table 4-1 B X U 4-2, Appendix 4-1~4-5)

30, 100 B&LU 300 mg/kgB¥Cid, TRBELILRTREBIVTLECIAERZEZAS5NR
oz, 1000 mg/keB¥ Cid, NBBELUERTIHEDFRREEILIAS NI,

@3, pH, Ba, B, Y&, EVVEY, B, woE) =L BLlUTikEK,
BRSGHLLNEHEEEIRNEETCH - 2.

5) I#FeaE(Table 5, Appendix 5-1~5-5)
30, 100 B XX 300 mg/kgBf ¢, MBHLEXRTWTINOBEERBICHEREZELAD

Nahro7z. 1000 mg/keBf Tld, NEBH LHERTHROKE, ~EF/DEVE, NT 7Y
v MEB L AMKRKOERREELH SN,

6) Muak{b¥ ez (Table 6, Appendix 6-1~6-5)

30, 100 B L 300 mg/kgBfTlk, BB LLERTWThOREEHICOGEREZEXADS
Niabr o7, 1000 mg/keBETik, MBEH LT TPNTIVE, AGE, REZERB LT
CloARBRZSHE, BEH, a.- 707V VRBIXUOL-/uT7 YV RoFEREEI AN
.o B, 1000 ng/keBE T, 2 HI(No.408H K TM411)CGOTHB K UGPTO R WE# B A S h,
BRI ERTERZEIRDSA R VOO, GITBXLUGIOEEHEREAS M=,

7) Bi#FT R (Table 7, Appendix 7-1~7-5)

MR, 30 BLT 100 mg/keBHTRVWITNICHREEASh @I ok, 300 mg/kgBF T
W, EEELTAORBICHEAGESD | M(No.308)icAa S Nz, 1000 mg/keBcik, B
ROBWEERE LKOEHDL 1 Hl(No.402)icAHsnz. LPL, Th5oEME, WY

hoDBHITH O EFEH ML L.

8) B EEZ (Table 8, Appendix 8-1~8-5)
30 BLU 100 me/keBE T, ABBLIERTWTFNWOREORNEEBIUVHEANERC
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bAREZEEA S NRDP >z, 300 BLU 1000 ng/keBE Tk, MBEHLLERTEROMENE
BOERRSMHE, RoCCTERE, FRBLUBROMENEEOHRARARE,AO M.

9) REEMEMRE (Table 9, Appendix 9-1~9-5)

FFO © BRIREEIEDS 1000 mg/kgBE T 2 #liz & 5 h (Photo.1), ZORBRER VWIS T EW
BETHok.

B - B E I DET A 1000 mg/kegBE T 3 HiZ & 5 h(Photo.2), ZORBEEWTL D
ﬁifﬁ‘f'@?)ot.

BB, BIEICBIT2HNAEMOETIEL, 1000 mg/kgBETHBHRLERTEHERELRD S
ni.

ZOMOEMME LTUTIERLERADBE S M.

B ENEOBEOWFEESEINBHRT 4 ACAaLAED, 2O0BREEVWTHLE L
BETH- .

BE AU OBHMECEBMNNRBET 1| #lE 1000 ng/kef¥ < 1| FI(BIRTCERBED
EWMPBRIhEHYICAHOSAEDY, TOREINEHO | I <EE, 1000 ng/ke
Bo 1 HcaETH . :

BWELEK  FEMOBTAEED 300 mg/ke ¢ | FH{BIRTHERLGAORBICEA®
BEHMPBEEIWE=8WICHEOAED, ZTORBEREETCH . BFRALD 1000 mg/ks
BT 1 (BMTEBEELEAODEMPRBES M EGEICASAED, TOREZXSETH
Sf. BEAOHEEED 1000 ng/keB T 1| SI(HKRTHEBRLLEOBEWMOPBR I L =8
Wlicaroshzd, ZORBEIBETH > .

7B, IhosoXEhiE, TRETLEEBREINZEMLTH, £RDVPBHFATHZ L
P, BROTEHELE.

Zoftizik, g, M, K8, BEE, B, 2K, =5, OB, 5B, &5, 55,
RaBR, VU oNEI(THE - BB, IR, B, a1 2R, B8, TEH&, BRE, RN,
B CRMY - /B - XEBE), B8, LEMERIVCEHE(MWE - KBE)TENRES LT
1000 mg/kgBE L S REEALNBRP 2 7=,

2. (P RITTRE

1) —f&4K %8 (Table 10~12, Appendix 10-1~10-5, 11-1~11-5 # & ¥ 12-1~12-5)
L BLCHEIFEAIE, SBE, 30, 100 3L 300 mg/keBETRAH SNz o =
1000 mg/kgBE Tk, 845 15 HIC 1 Sl (No. 45T)DE=L A=, FET-HICIE, MEHIES 2

H>»o(zrL, #5 8 HeK<), STEEIKES § HRr SR TCRBETASL W,
EEMO—BRREBBECBVT, #BRHETEIBREHM2BAL T IO BPC O RERE

HROSNRPo k. 30 mg/kgBE T, WEHES 10, 12~14 HIZ 1~2 AlKH SN .

100 mg/kgBECld, MEDERE 12 BL 13 Biz 1 flizAa e N, 300 ng/keBE Tk,
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wERE 10, 12~15 BXT 17T H, &Ik 0, 3, 4, 9, 12~14 8L 1T BIZ 1~3 #l
CH SN, 1000 ng/keB¥ Tidk, HEDFBFLDHKZE 16~19 H, Hik 0~3 Hiz 1 flic,
RAEMES 2, 4~19 H, 2K 0~23 H, BF 0 BLUT | Bz I~ flick s hiz.
GH, RERE, SHLLIBRE5RERHA 3 o958 30 solBicashi-.

2) {AE(Table 13~15, Fig.4 B L~ 5, Appendix 13-1~13-5, 14-1~14-5, 15-1~
15-5)

SEBARART T, 30, 100 B X 300 ng/keBt DR BRI N EH LIEEARORBTH D ,
WIhDHIZAZOERZEIALO NP ok, 1000 mg/kgBt T, NBHLIL~NTHRS 4
~15 HEREORRBRE@ELA LN, 2B, 1000 ng/keBt DFETH T, HEEICAE
WOBAHE NI,

ERMAB R T, 30, 100 BRI 300 mg/keBE DR BI N BE L ZIIRAKO#B TH D,
WFhOREH S EREEHSNZH o7, 1000 ng/kedt Tik, SR L~ CHEE
14 BEU 21 B RBEOARRERESAS Wi,

WEMRE S Tk, 30, 100 & 300 ng/keBf D EIX B L IZEAROHBTH D,
WFNOMFEAC S AREEASNARD >k, 1000 ng/keB T, HBELEXTHE 0
BLU 4 BEHBOBRREED AL R,

3) {8g8 & (Table 16~18, Fig.6 H L v* 7, Appendix 16-1~16-5, 17-1~17-5, 18-1~
18-5)

R EBMEE Tk, 30, 100 BL 300 ng/kef D BHEEINBH L ZEABROEB TH
D, WTFhoBZEICLAREFX& SN Eb ok, 1000 mg/keBE Tk, NEH L TEHE
5 3 BLT 6 QREBEEBOERAEKBE A LN, 2B, 1000 ng/keBf D THI T,
FTMCBEEOZELWHDEAL M.

ERBEPR TR, aRSHOBEBEINER L IZEIAKOERTHD, WIThoRZEH
KbEBREZHLNARD D=,

WEHME S T, 30, 100 BELU 300 mg/keH O BHBENBHELLRTEREEAS
N ok, 1000 mg/kgBf ClL, B LIERTHERBRZLED NEZRDP LD, HE 4 H
CEESOREMEMPHSNE.

4) S FT R (Table 19-1 B &L 19-2, Appendix 19-1~19-5)

EEMOEMIIBNT, SEE, 30, 100 BLT 300 mg/keETEHREEETAS WAL S
7= . 1000 mg/kgBECik, MO EHD 1| Fl(No.d54)itAHA SNz,

1000 mg/keBF DT H (No.45T) D BRI B VT, MROEHFLHMOBBEDORRIH S
hri.

5) 235 & & (Table 20, Appensix 20-1~20-5)

30 mg/kgBE T, HBHIAXTWTINOBEOMAEER L THNERGBIIIFRER
HoNEMo7. 100 mg/kgBfTlk, NBECIERTEBEHMOMMEZOFRZAENALN
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7=. 300 mg/kgl¥ Ti&k, NBHLUERTCEBOMNBEEDERZEEIALNE. 1,
300 mg/kgB¥ Tik, NEBEHLIELRTHBOBNEES LIUCHNEECARREBENA SN
B, BEBIUMRELRELTRERRL, BS5EESCHDOTERARW L HM L. 1000 ng/ks
BT, NBRBLUERXTBHORNEREOFREREHE, ko CICHRIER, FRS XTER
DHNERDERBRLREMEMBAONE. ZOMICIE, 1000 mg/kgBCik, NBELLXTT
BEABLIVCLOBOBNEROARREHE, ROVCIHMOMNERBOERRGEIASNE
B, ChooFELEIHETERBLHENERL -EoEREADO N EHWI LS, EITE
SLLEDTRARVWEHETL -

8) FEIEEE WA (Table 21, Appendix 21-1~21-5)

(1) EEpH _

iR EBOEHENNEBET 2 Hle 1000 mg/kefET 3 MIizA S = (Photo.3). =0
REINERETICBEE~EE, 1000 g/kefTC I BEETH . &, BEOEHEN
1000 mg/kgB T 1 BlicA LN, TORERBEETH> 2. 2B, REDLIVWEEHEDE
WORBMIE, NBELILAT 1000 ng/keBHETEF S o1,

M EAE MO T D 1000 mg/kgEE ¢ 4 FlicA 5 N (Photo.4), ZDREEEHVWITh D

BETH--.
B EBEOEILED 1000 mg/keBE T 2 HIZ& S5 h(Photo.5), ZOREIFI K ERE~E

ETtHoi=.

BRE, BBIIRBT2HASEMOETBIOMIC BT 2EHOFEE, 1000 ng/keBE T
MBELIERTHEREIZDON .

ZOMDEML UTUTIERLUERESELOR .

B Mo EERAED 1000 mg/keff ¢ 1 flicHreonizd, TORBERIFEETH
o, BB, TOELE, LPEATHEILPS, BRERUELEMELE.

Zofizix, O, [RE, FE, BEK, 8§, +2E%, 2B, @k, 8B, &%, B85,
UUOSEI(TFEE - IR, B, ST, B, R, 75, B, TEE, PRE, E£N
h, HH, LEHE, BH(BEE  KEB)BLIUCLRCIEINBEEB LV 1000 ng/keBtl b
EEEXAaEshRDPoE.

(2) B

1000 mg/keH S DFETH | Hl(No. 45TV HBWVWT, BEEBREMREOFE—I VBN
WHEERL, MRIEBESIVCHECEBIFIEEL, BRCHABOOEK TS X TAMg
BHOBENPEEL, MELEHEORMENPEE I (Photo.6), BRI EMDOETHHIEE
CaohE. 2B, SIMTEBEILEAMORBEOERRERETI2EGIEAONEZD .

_28_

»

B IS S e S



. EMEBEEMN
1.E#YP)oEMBBLELIREITES

1) #{5@ B (Table 22, Appendix 22-1~22-5)
KEMOBSHE(14 HE) o REEERHIK, 30, 100 B LT 300 mg/keRE TR MNBEE D
MIZEREZEEAShED o=, 1000 mg/keBETik, NBEL AN TCEERHOERREHE

BHrENT.

2) REMELOH, “EXK, MBS LK (Table 22, Appendix 22-1~22-5)

RECHWEZFITZEPBERINE2D, SHORXEREIVWTIhE 100 % TH - 1=
REMEBOHE, SREHLENBHLOBICAREIAON LRI o,

A ZREMEE, 30 mg/kgBET 2 i, 100 mg/kgBEC 1 #l, 300 mg/kgBET 1! B LT
1000mg/kgB¥ ¢ 2 BB oD, SHOZHBMBIE 9~12 il o/, LhL, =%
NEERSHEINBELrORCABRZEAOhRDP o=, HERDES WL D - = S5
i, 1000 mg/keB¥ T 2 #l(No.451 B L~ 452)H 5 hi=.

3) HIRMABB X U5 kB (Table 23, Appendix 23-1~23-5)

MEYRMRIX, 30, 100 HLU 300 mg/keBCENBRHEOBMLAREES N AL O L.
1000 mg/kgB¥ Tk, NEBH LR THEHRNOEBRREE A SN . FHBE, 30, 100,
300 BLU 1000 mg/keBE L b, WThOBBHOLBREBLILEEZTA ORI o2,

4) BEE, BEREHB X CBEKHE (Table 23, Appendix 23-1~23-5)
30, 100 BLU 300 mg/keBE T, MBI TEHEY, SEERBICEERERCE
BREEAOhRD> o=, 1000 mg/kgBE Tk, MBHLIENRTEARBIUCEERHIOER

RIEEHAS NI,

5) HEXRB X UEEREE(Table 23, Appendix 23-1~23-5)

o BREE, 30, 100 B LT 300 mg/kgBETIEHELRZE 100 % TH o=, 1000 mg/kgHE T,
2 FEYW(No.451 BILY 452)TCHERDPBON P> OHERE 77.8 % TH o =.
AEEEE, 30, 100 BXLU 300 mg/keBE Tk, WERBICEEE AW R o=, 1000 mg/
keB¥ClE, LIBOREFRD | Hl(No.454)poh, BEHIEFERIRHFARC LEEEHY
D3 Bil(No.453, 454 B L r 461)RDHoS K=,
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2HERFICRIETHE

1) BHERKB L= (Table 23, Appendix 23-1~23-5)
30, 100 B LU 300 mg/keBE Tk, NEBERLUERTAEERBBLUIBRIIERER
Aohdror, 1000 mg/keBETix, NBHELERTBEERBROERREELA SN,

2) WER, ROBEHEP LM (Table 23, Appendix 23-1~23-5)

30 BLU 100 mg/kgBETIL, WMBHLLRTROENE, WE 0 HOoOFERE, KE
R, HWERBIOMIELCABRZEEASWARDP 5, 300 ng/keBETix, NBBE &L TH
HOHOFERBOAERKMEHAS NI, 1000 mg/keBE Tk, NERLIHENTROER
R, HME 0 HOFERUBLUVHERDEREREKE, FERBOERLREEIAL M.

3)%%%@*%%%,W§4E@iﬁﬁﬁ,W%4E®$ﬁ$$&w%§§ﬁ®ﬁﬁ
(Table 23, Appendix 23-1~23-5)

30, 100 H LT 300 mg/keBF Tk, NEBLUARTHE ¢ BOLERSY, WH 4 B

EERPFIUMILEAREZAS WD o/, 1000 ng/kgB¥ Tk, WRBELENTHEF 4
HOEZERBBIUHEE 4 BOEGFXOERREKEIAS N L.
FEROARBECTE, SHLIEFRIBRFRAONRP o=, EERIKBWT, &
B2 30 mg/kgBET 1 Iz, RORIED 1000 mg/kgB¥ T 1 liCASHED, WIHhEE
& L HIME U
FERDO—BRETIE, BEOANEGH 30 mg/kegBfT 1 BlicHSN=D, B & HETL
=

4) HE R DIRE (Table 24, Fig.8, Appendix 24-1~24-5)

30, 100 B X 300 mg/kgBE T, MNBEHLUEATHE 0 BB XV 4 BoOMERRNTY,
BEYBLUCESGHODKRELEREZERAO N R o/, 1000 ng/kgBf Tk, MRE L LN
THE 0 HOMERNFY, ELTHUBLIVEARHOKEDARREE, 25 TCICME 4 H
DESGHOKEDERREEDSASNE.

5) £HER D E%AT R (Table 24, Appendix 24-1~24-5)

30 mg/keH TR O BREL BB L CREOHAELNE | flash D, WIhEERH L
BT L., ZOMiZE, WIFhoRIEIEEEZASh AL E.
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- FNAFINWAI T —FDTy FEBTABEORSCLARERSSM - &0
EEBUHGAREEBLE., 58, 1000 mg/kgzZa AR L L, LLT 300, 100 B
KW 30 mg/kgl L. BB, MBL LTHEK (I A4 W MHESHERT .

BEHMEP)CELTE, BECBLCHEEAIZVWThoBIZEAOARD o~ —BIREH
EIZBWT, 1000 mg/kgBECRBEDENDASNE. £, 1000 ng/keBE Tk, HEER
DEBELHELZFEOREMIMEBALN, 2-ZFNWAFI VAL Z )L — 1000 ng/
ket S C2FREOENLERTLEIOND. d, 30 ng/kgll LOBETHESERIC—3#
MOREPAENEN, -TFMAFILAS I YL — L+ DHBOBICEFEESZ X 5H
RN DS, BBRYHOMBMICESSE T h, SEER EaxBRIRD o).

M#HFEHRBEIZB N T, 1000 mg/keBf CHRIDIKY, ~EF/DE V&, ATr2 )y ME
BLUTHMRBEDOEELASNE., BETCE, FEEAENCIXEGHICELEZASN RN
HYDOD, BRIBCHAENDOETERDONTNEZEDS, 2-ZFIVAFINAZ I YL
—MOBRETCEMBEBLUBECEEDIELTWRLEIOGNS.

Mg EHBREICBNT, 1000 ng/kgBET 7NV 73 VK, A/, REZEB I UCLDS
i, BEH, a:-707 ) VEBRTE-I/ 070V ROEME, &5 KIZGTE & TPTOH
EERDBALONE. GOTB XGPTORTWEYW 2 HITIE, K CREBHEMF® I ZREIEDH
BOLENTNBIEDPS, -ZFMAFINAS Z VL —FOBRSTCHEBICEZEENEL 2
YEZBND. 2P, BEEELBVTY, 300 mg/kg EOBTHBOHENEZOSMED
AOLENTWS. 1000 mg/keBE TREZBEZB LUCIOFME, %25 WIZ300 mg/ksll EDEET
BROBNEESIUCHNEEORENASNTSE D, £, 1000 ng/keB ¥ CREEDOSH
BEHREDLSN TS, —F, FEAKENCEBRCIELCIBREEEh T RVLWE, ZHh S
DEBEDPL2-ZFIUAFINVAFII NV —rORETCERICHENEZ 25 SR T8
MEHreEZISND. 2B, 300BLC1000 ng/keM T TERDHNESEOSZELIAS I
D, TERCREBEASEZNECRIZD s ED o /-,

MEEH(P)ICBI LTI, 1000 mg/kegB¥ TR THID | fIR® S I =, ETH T, SR
wEaY, BEaE0RL, FTEEHASHL, BIRIECEBWTIHMROZEHR L "MAlO B DL
AKBZDoN iz, FEHORBHEBENRBECE W, BRBRCEEMROFE—F > BHA
B, MRCEBBLVHEOSEM, MBLEAEOOR TR LICABEOER, EHO
HILE, BOEMRETHAOAED, ChesEDE L EERT 5 L5 1000 mg/
keBFOAFEFEBWTHRBEBZDONTWE D, HHIVWEEBLEELEEISNS.
LEdoT, BRI, EFEFALEBALTROSNEZMEBEOCERAE, BEOWA S MK T Dig
BL, HRMEOZEM, BHOENETZREL, 28REBDRLEBELEIEICLD L
WEXh?2. 28, STEFZ, FEHEGFEFNCRDoh-THORbELBEHELEFTR
LEZLND. .

—RREERCBOVCE, EEPICHEDENIAONE. BB, BEOBE LEARK
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30 mg/kgl OB THED A S N, 1000 ng/kgBE Tk, KL AR CIEBEEOEME L Ml

Ui R QR MMEID B AT 5 0, MEIRMIME L OCME NI AL hE. BEERT
i, 100 BET 300 ng/keB CEBOMN EROEME, 1000 ng/kelf T B OGN E 20
B, TR, FRELCEROMENEROBESASNE. BEEAGEORECS VT,

1000 mg/keBCHIRO M BEH A VWIEBEOEN, BMBOMAEOLOET, EHOHRLEH
B 5N, 1000 ng/ke 5 CHTEIBE, BRBLUCRM~OEEFELZLEL0R 5. L
DU, BRI, FESLCBROBHERS 20T ER0/bik, 8 8%0ns
LERTIELOLDTIERD o 1.

LiEBoT, SRBEHTICBT22-ZFVAFSAS DY L — b D — i85 260w
YR, T 100 mg/ke/day, MET 30 mg/kg/dayr £z 5h 3.

BB, 2-ZFNANFYNAS S ) L— b OBBLENETH B A 2 ) VEI-E FO%
VEFNWNZIFNOSw P EAWIBORSCLIARERS SN - S SHHSRKER
VIBWT Y, 1000 ng/kgBE DM TR G RBERLBRDENTVE . £, 2-(VAF N .
FIVEFNAZZUL— LD vt 2 AVEEORSC L2 REBESEN - SHBES h
MEGE AR 10 BV Tk, 1000 me/ketd 512 & b MEME T B & O0% 56 O MIAR 4 O 2 1 D8
EXRVTNE. LBL, 2-(VLFLVP I/ )ZFN=RAI 2 YL —rDF v hEFNE
BORSIZLIREBSEUP L CEBREEMMAARR KBV TIL500 ng/ketl 510 &
DL D, 7FINRIZ VLV -t DS5y P2HWIRAEKORSEM - ERBE ML
BRBR BV TILI000 ng/keR 510 L DML &, T R b o 5% B 005 (b B 5
Shabhokr@EXATHE.
REWP)OEMBREIT LTI, 30, 100 3L 300 meg/keB CIERBE, =X,
TRAMEAH, BHE, THIEY, CHENEME, SRS, ShK, SHRESK, HERSL
UMEREICEEEASNED o k. 1000 ng/keBE TiE, REEMOEME, EREEEOE
EDHONE. £, 1000 ng/keBi Tlk, HERFSHET LESBYBE<HoN, &
BB LCHERAROEBFBOONE. 25, SREKOEERBENOEEIES £
Le#zehs. -
FERFOCHLTE, 30 3L 100 ng/kedt TIBIMERS, SWE, TERM, H
B0 HOFERR, HME®R, RORBME, i, —RRE, WE 4 DoEERE, £&
=, M, hE, SRICSEEEASNED o, 300 ng/keBtTik, WH 0 DOHER
BOEENSH SN, 1000 ng/keBiTit, BIMERKOEE, ROEMEOEME, BE 0
HOHFERBOBES L OHERDEME, EERKOSESA 57z, 1000 ng/keké D i
BYTIE, BEOBELERML LE—RREOE,, hEOHMMING, EHEOEERA

ENTWBI DS, BHUOLEREOEMIC LD, BABO®D, BERK QML

Y, BRBICAMREICEEEELELOLEIOND. £, 1000 ng/keBE T ik, @
B OBBLUME 4 DOMBEINTE, EFEHBLUCEAGOGEDRENAONE. 1
B, 1000 mg/kgB¥ THROOSN-WHE 0 HBLUHE 4 HOoBESHOKRBEDERIK, £%
REOBDICES B EIoNs. AERBETE, SREBLE2-ZFUAFI MRS
IOV EELES L EXONIREEALN R 5.

,~\
i
S
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LEX-T, YRREMETEBI22-2FMAFINNMATI 7)) L—rDERREHME
FihErEald, HoLEmicM LU Tk 1000 me/ke/day, MoEMITE L TIX 300 mg/ke/
day, REBWMOREEITEL T 100 ng/kg/day BN 5.

BMEDXSIZ, 222 FNAFINWAFI )L~ —BBHFORZEEE, X
300 mg/kg S LV BMOKNERBPLUHNERDFEMNEDONEZ LD S 100 ng
/kg/day, #METiE 100 mg/kgR S LD BROMNESOSELAOOINEZI LN S 30
mg/kg/dayb EX 6N 3. £, EMEEFUHENRBELERL, ETEXES L 24
CEERED SN RPoEIZ L, E 1000 mg/keg/day, Tk 1000 mg/kgi 542 & b HFHik
BBLUCERBEROEEIBHONI=Z L5 300 ng/kg/day, RBWORE T 300 n
g/keX B LD WHE 0 HOFERBOKEILRD O N D5 100 mg/ke/dayt E X 5
na.

SR
1) M- FMAFINAZ IV L - ORERBOREMEZAR ) (K
BRES : 402616PP) (kKK HANA A VY —F £ ¥ — WEHAKA)
2) F2-ZFNWAFINRI YV —1LDT7y b 2ZAVWAIREOKRSICLIR

EEREEN - ERRESUHMERROFHRAR RASLEORSA A VS —F £ & —
FEMEF (GRBES : 090716P) SRWMEE

3) (XS Y VB EFOXYIFAIIRFTADS Yy b2 AV EEORS
L ARERSEN - AMEESUHMARR AXELETERNAF VY —F L I —
PEMEA (RRES : 092115) REMEE

4) MRAPAFNTIV)IZFNMAZPULV—-bOZy P EHWEEORS
CEZREBRSEN EMELEBSUHSRR SRS UE S ERENEMEN (RR
#5 1 6L6T3) mEBESE

5) MRAPTFNTFTI))IZFN=AI o) L—- DSy P EB0nEEOKS
CEARERESBEMBLCEBRESUMHARR) 2L RV UV —F L ¥ —
(RBRES R-67T4) BREREE

6) FTZFWAZ2VL— DSy b EAVIREZOBRESY - SHEE
BEHMARR) WHEASEEYRZZ LW AN (KBRES  96-064-2) BRB|ES
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Table 1-1

toxicity screening test of 2-ethylhexyl methacrylate by oral administration

General sign of male rats (P) in combined repeat dose and reproductive/developmental

Group Number of males Days of administration
(mg/ke) and general sign 1 2 3 4.5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Control 0 | Number of males 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
Normal 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
Number of males 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
30 Normal 12 12 12 12 12 12 12 12 11 9 12 10 11 12 12 12 12 12 12 12 12 12 12 10 12
Salivation 6 00 0000 0 1t 3 0 2 1 0 0 0 0 O0O0OO0CO0OO0OTO0 2 0
Number of males 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
100 | Normal 12 12 12 12 11 12 12 12 11 11 12 10 11 11 10 10 9 11 12 12 12 12 11 11 11
2-ethylhexyl methacrylate Salivation 6 0 0 0t 00 0 10 2 1 1 2 2 3 1 00¢ 0 0 1 1 1
Number of males 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
300 Normal 12 12 12 9 10 10 11 10 10 9 9 10 10 9 11 31 10 10 11 10 9 11 10 11 9
Salivation 0 0 6 3 2 2 t 2 2 3 3 2 2 3 1 1 2 2 1 2 3 1 2 1 3
Number of males 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
1000 | Normal 12 7 105 3 0 2 2 0 0160 O0O0T1 2 1 3 2 1 1 2 00 2
Soiled fur o006 00 00 00 0O0OO0COOOTI1I 1 1 1 1 1 1 1 00
Salivation 0 5 2 7 9 12 10 10 12 12 11 12 12 12 11 10 11 9 10 11 11 10 12 12 10

- {0

—~

S
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Table 1-2

General sign of male rats (P) in combined repeat dose and repf‘oductive/developmental
toxicity screening test of 2-ethylhexyl methacrylate by oral administration

Group Number of males Days of administration
(mg/ke) and general sign |26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45 46 47 48 49 50
Control 0 Number of males 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
Normal 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
Number of males 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
30 Normal 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
Number of males |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
100 | Normal 11 10 & 12 11 12 12 10 12 12 12 12 12 12 12 12 12 10 12 12 12 12 12 12 12
2-ethylhexyl methacrylate Salivation 1 2 3 0t 00 20 06 00 O0CO0O0CO0O0CZ2 0 000 0 0 0
Number of males {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
300 { Normal 10 9 8 12 12 12 12 10 12 {1t 12 12 12 11 12 12 12 12 11 11 11 12 8 10 12
Salivation 2 3 4 0 0 0 0 2 0 1 00O 1 0 0 001 1 1 0 4 2 0
Number of males |12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1z 12 12 12 12 12
1000| Normal 1 3 17 0 7 1 5 7T 3 7 8 7 2 5 4 7 4 8 4 4 3 5 5 12
Salivation 11 9 11 5 125 117 5 9 5 4 5 107 8 5 8 4 8 8 8 7 7 O
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Table 2 Body weight of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test
of 2-ethylhexyl methacrylate by oral administration

Sroup Control 2-ethylhexyl methacrylate -
(ma/kg) 0 30 . 100 360 1000
Number of males 12 12 12 12 12
Days of admin-
istration 1 367.6 * 9.8 348.2 %= 9.0 387.7 % 8.7 348.0 + 9.2 368.0 % 8.8
4 374.7 %= 9.9 374.3 = 10.6 380.5 % 9.0 379.6 £ 12,4 365.5 £ 10.1
8 394,0 £ 11,2 389.6 * 12.5 397.9 = 13,0 396.7 = 13.9 386.8 = 14.0
11 406.8 = 16.4 401.7 * 13.8 410.6°+ 16,9 406.6 £ 15.8 393.8 = 12,9
15 423.3 = 20.2 414.0 = 171 425.2 + 18,3 420,9 £ 20.5 406.4 = 17.9
18 434,7 201 424.0 = 16,7 435.9 = 19.0 428.7 £ 20.3 407.8 = 19.3xx
22 | 452.4 = 22,9 437.7 = 17,5 453.4 = 20.5 444,5 = 24,7 426.3 V4, 4xx
25 457.8 * 23.2 443,3 = 16,3 462.4 £ 20,7 451.2 £ 25,7 429.0 £ 15, 2xx
2% 470.3 = 25.4 456.4 * 12,9 476.8 £ 24.2 464.5 = 306.1 440.4 = 16.0xx
32 481.5 = 29.3 465.2 = 15.5 4841 £ 26.3 474.5 £ 30.0 446,88 £ 17.4xx
36 493.2 £ 29.6 480.3 = 15.3 500.2 = 29.7 486.7 = 30,2 457.5 *® 19, 3xx
39 500.0 = 32.8 487.2 = 17.5 505.7 = 31.6 492.7 £ 33.2 459,5 £ 20.0%xx
43 510,2 * 33.0 498.3 £ 17.7 515.3 = 35.7 503.6 = 34.4 467.2 + 19, 3xx
46 511.8 = 30.6 495.1 *  13.8 513.1 = 34,1 506,8 = 34.7 470.4 £ 20, 4%x
50 500.2 + 32.6 4841 + 16.4 502.8 =  34.1 494,0 + 33,0 447.8 & 19.4xx
Each value shous mean (g) *3S.0D. :
Significantly different from control {(xx: P<0.01).
I
— SN
{ \‘ {"\,f.
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Table 3  Food consumption of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test
of 2-ethylhexyl methacrylate by oral administration

¥

Group Control 2~ethylhexyl methacrytate

(mg/kg) 0 30 100 300 1000

Number of males 12 12 12 12 12

Days of admin-

istration 3 21.8 % 2.7 22.3 % 2.9 2601 % 3. 3% 23.4 %= 4,0 21.8 = 3.9
[ 26.1 %= 2.9 25.8 % 2.0 26.6 % 2.4 25.9 + 2.3 22.6 % 3. 7xx
10 24.5 & 2.1 23,2 % 1.8 24.1 % 2.7 23,7 % 1.8 21.8 = 1.3xx
13 24.4 % 2.5 22.2 = 1.6 24,0 * 2.7 23.3 % 2.0 22.3 %= 2.0
24 20.3 * 1.7 21.3 % 2.4 22.3 2.9 21.3 1.7 22.4 = 2.1
27 22.9 %= 2.1 22.5 % 2.1 23.5 % 2.8 22.3 * 1.9 22.1 % 2.1
31 24.3 % 2.3 23.5 = 1.7 26,4 * 3.2 22,4 * 1.9 22.0 = 1.93
34 22.3 * 1.7 21.6 % 1.4 23.1 % 2.1 21,1 %= 2.2 19.3 = 2. 1xx
38 21.6 2.3 22.3 % 1.5 22.8 % 3.0 21.3 = 1.8 21.5 = 1.1
41 21.8 % 2.2 21.3 % 1.5 22.3 * 3.0 21.0 £ 1.9 20.3 = 2.1
45 21.3 % 1.4 22.3 & 2.2 22.5 %= 3.0 20.6 % 1.9 21.8 = 2.3
48 21.9 =+ 2.9 22.1 * 2.2 22.5 % 2.5 21,3 & 2.4 20.6 =+ 1.8

Each value shous mean (g/day) =S.0.
Significantly different from control (x: P<0.05, =xx: P<0.01).
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Table 4-1

of 2-ethylhexyl methacrylate by oral administration

Urinary examination of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test

Group Control 2-ethylhexyt methacrylate
(ma/kg) 0 30 100 300 1000
Number of males 12 12 12 12 12
Volume (mi): Mean=*3S,D. 13.27 = 5.66 11,53 = 4,05 11.94 % 4.92 14,08 = 3.79 12.58 = 3.59
Specific gravity: HeanxS.0. 1.0523 = 00,0174 1.0560 += 0,0131 1.0588 = 6.0177 1.0514 = 0.0156. 1.0700 = 0.0134x
Color
Light yellow 12 12 12 12 12
pH
5.5 0 0 1 [ 0
6.0 0 i 2 2 1
6.5 0 1 1 2 3
7.0 3 3 0 2 3
7.5 2 2 2 3 2
8.0 3 3 4 1 3
8.5 2 1 2 2 i}
=9.0 2 1 0 [¢] s}
Protein
Hegative 2 [t} 1 i 8}
Trace 2 0 1 0 1
30 mg/dt 2 7 5 S [:3
100 mg/dl 6 4 4 4 5
2300 mg/dl ¢ 1 1 2 0
Glucose
Negative 12 12 12 12 12
Ketone body
Negative 0 0 i 0 1
5 mg/dl 3 3 0 2 2
15 mg/dt 3 8 i 7 b4
40 mg/dl 3 1 3 0
Bilirubin
Negative 11 12 12 12 11
Stight 1 0 ] 0 1
Occult blood
Negative 12 10 12 12 12
Trace [} 1 0 0 0
Slight 0 1 0 0 0
Urobilinogen
0.1 E. U, /dl 7 6 [ 8 8
1.0 E. U, /dL 5 é \ [ 4 4

Significantly different from

control (x: P«<0.05).
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Table 4-2

Urinary examination of male rats (P) in combined repeat dose and reproductive/developmentat toxicity screening test
of 2-ethylhexyl methacryltate by oral adninistration

Group Control 2-ethylhexyl methacrylate
(ma/kg) 0 30 100 300 1000
Number of males 12 12 12 12 12
Urinary sediments

Epithelial cells

0~20 cells/100 fields 1 13 it 1" 10

21~100 cetls/100 fietds 1 1 1 2
Erythrocytes

0~20 cells/100 fields 12 11 12 12 12

21~100 cells/100 fields 0 1 0 0 0
Leukocytes

0~20 cells/100 fields 12 12 12 12 12
Casts

Not observed 12 12 12 12 t2
Crystats

Not observed 3 4 4 5 4

Qbserved 9 8 8 7 8
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Table 5

of 2-ethylhexyl methacrylate by oral administration

Hematological examination of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test

Group Control 2-ethylhexyl methacrylate
{(mg/kg) 0 30 100 300 1000
Number of males 12 12 12 12 12
RBC (i? /mmas ) 851.8 = 50.2 854.1 =% 41.8 854.3 =+ 47.6 815.7 % 33.6 770.5 % 63. 0xx
Hemoglobin (g/dl) 15.61 % 0.66 15.62 = 0.54 15.61 = 0.64 15.05 = 0.57 14.48 * 0.96xx
Hematocrit (%) 46.47 * 2.39% 46.57 % 1.92 46,55 = 2.1 44,83 % 2.01 42.60 = 3.43xx
MCY (ym= ) 54.58 * 1.10 54,55 * 1.32 54,52 & 1.24 56,96 * V.46 55.29 = 0.98
MCH (pe) 18.34 =% 0.46 18.31 % 0.52 18.29 = 0.59 18.45 = 0.56 18.82 =+ 0.57
MCHC (g d) 33,41 * 0.56 33.57 %= 0.62 33.54 % 0.42 33,60 % 0,52 34,03 = 0.62
Platelet (10t / mma ) 102.78 = 13.28 109.15 % 13.35 105.60 = 1217 102.51 * 12.31 99.59 % 8.19
RET (%) 22.4 £ 4.0 22.4 % 4.1 20.8 = 3.1 25.3 + 4.3 23.8 = 5.8
PT (sec.) 15.69 =+ 1.08 17.04 = 1.55 17.46 = 4,58 17.68 = 3.70 15.98 * 1.74
APTT (sec.) 32.79 = 2.41 35.13 = 2.26 33.01 = 4.07 35.28 x 3. 64 32.78 = 3.26
Fibrinogen (ng /dl) 243.3 = 20.1 247.1 = 13.3 243,8 = 21.8 242.4 =+ 13.0 228.9 % 13.0
WBC (102 / mme ) 80.0 = 26. 4 66.3 % 23.4 73.8 = 22.5 59.5 %= 9.4 49.3 = 12.2xx
Differential leukocyte (%)
Lymphocyte 88.3 % 7.7 90.5 * 3.3 87.6 % 5.1 90.46 * 2.5 87.1 = 6.3
Neutrophil 10.7 = 7.4 8.5 = 3.1 10.9 = 4.3 8.4 %= 2.3 11.6 = 6.2
Eosinophil 0.6 * 0.8 0.7 %= 0.9 1.2 * 1.2 0.4 * 0.7 0.8 * 0.9
Basophil 0.0 x 0.0 0.0 = 0.0 0.0 = 0.0 0.0 % 0.0 0.0 %= 0.0
Monocyte 0.5 * 0.7 0.3 * 0.7 0.3 * 0.9 0.6 + 0.7 0.6 * 9.5
€ach value shous mean #8§.0.
Significantly different from control (xx: P<0.01).
" a
ey L
(N
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Table 6 Blood chemical examination of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test
of 2-ethylhexyl methacrylate by oral administration

Group Controlt 2-ethylhexyl methacrylate
(mg/kg) ¢ 30 100 300 1000
Number of males 12 12 12 12 12
GOT (lu- 1) 62.68 =+ 9.07 61.67 £ 13.56 60.85 £  9.22 55.79 +  7.36 100.85 %= 111.48
GPT (lu/ 1} 20,25 % 4.27 17.53 =+ 2.95 18.41 + 3.57 16,05 * 3.07 48,63 = 78,98
ALP (lu/ 1) 83.50 + 18.08 95.17 £ 20.4% 84.35 £ V1.1 84,47 £ 28,62 95.91 + 19,38
LDH (/1) 225.71 £ 73.25 232.08 £ 79.76 242.41 % 82.47 207.47 £ 55.64 240,89 % 188.46
¥ -GTP (U7 1) 1.3% % 0.50 i.48 *  0.55 1.67 0.58 1.48 % Q.55 2.04 = 0.93
TP (g/a1) 5.45 *+ 0.27 5.43 = 0,21 5,40 £ 0,19 5.30 & 0.13 S.12 £ 0.26xx
Albumin (g7dl) 2,888 £ 0.127 2,892 £ 0.104 2.848 * 0,105 2.842 £ 0.083 2.918 £ 0.126
Protein fraction (%)
Albumin 53.02 * 1.89 53,26 £ 2.15 52.76 + 1.55 53.63 % 1.54 57.08 =+ 1. 88xx
ai-glo 21.94 % 2.14 22.27 % 1.75 22.24 % 1,72 22,17 = 2,40 20,38 * 1. 66
a2-glo 5.17 % 0.63 5,36 £ 0.77 5.36 & 0.80 5.23 +  0.7% 4.98 = 0.58
as-glo 5.58 & 0.48 5.5 =  0.39 5.41 £ 0.39 5.43 £ 0.40 4.63 £ . 0.42xx
g-glo 11.27 = 0.61 10,88 = 1.02 11.45 £ 0.85 10.70 £ 0.61 10.19 =  0.852x
v -glo 3.03 % 0.69 2.68 x  0.58 2.78 £ © 0.54 2,85 = 0,48 2.75 £ 0,468
A/G ratio 1.132 £ 0,086 1.144 £ 0.097 1.118 = 0.067 1.159 = 0.074 1.333 +  0.101%x
T-8IL (mg/dl) 0.058 = 0,011 0.059 = 0,008 0.060 = 0,007 0.056 £ 0.007 0.061 %= 0.016
BUN (mg.”dl) 16.08 1.39 15.33 £ 2.05 15.19 =  2.24 17.03 = 1.99 18.32 & 2.71x
Creatinine (mg/dl) 0.510 = 0,030 0.504 = 0,028 0.494 * 0.036 0.486 = 0.03% 0.511 = .0.072
Glucose (mg 7 dl) 116.31 = 11.84 121.81 % 15,61 121.32 = 10.490 120,83 £ 10.73 121.72 = 8.87
T-CHO (mg.~dl) 51.86 % 9.88 53.78 * 13.83 54,98 = 9,42 55,92 £  8.49 54.73 £ 9.94
T6 (mg /dl) 65.47 £ 11.05 42,60 £ 17.13 56.28 * 20.95 38.62 £ 13.82 36.28 = 12.59
Na (mEg/ 1) 148.17 = 1.77 148.31 % 1.18 147.67 = 1.56 148,68 =+ 1,35 147.78 = 1.88
K (mEg/ 1) 4,660 £ 0,287 4.609 = 0.304 4,597 £ 0.215 4.618 = 0,279 4.671 = 0.284
ct ( mEga/ 1) 105.72 % 1.35 105.69 * 1.28 106.33 = 0.9 106.32 % 1.22 107.82 = 1.36xx
Ca (mg/ dl) 10,15 = 0.25 10.03 =  0.31 10.08 = 0.30 10.02 = 0.33 9.83 = 0.32
1P {(mg 7 dl) 7.18 * 0.48 7.32 £ 0.61 7.56 = 90.70 7.41 = 0.56 7.48 = Q.61
Each value shows mean £3S.0.
Significantly different from control (x: P«<0.05, xx: P<0.01).
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Table 1 Necropsy finding of male rats (P) in combined repeat dose and reproductive/developmental

toxicity screening test of 2-ethylhexyl methacrylate by oral administration

Group Control 2-ethylhexyl methacrylate

(mg/kg) 0 30 100 300 1000
Number of males 12 12 12 12 12
Normal 12 12 12 11 11
Testis

Atrophy 0 0 0 0 1
Epididymis

Atrophy 0 0 0 0 1
Epididymis(tail)

Yellow-white nodule 0 0 0 1 0

— SN

AN
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Table 8 Organ weight of male rats (P) in caombined repeat dose and reproductive/developmental toxicity screening test
of 2-ethylhexyl methacrylate by oral administration )

Group Control 2~ethylhexyl methacrylate
(mg/k9) 0 30 100 300 1000
Numbesr of males 12 12 12 12 12
Body weight (g9) 500.2 % 32,6 484.1 £ 14.4 502.8 % 34.1 494,0 =+ 33.0 447.8 % 19. 4xx
Brain (9) 2.110 £ 0.086 2.057 = 0,075 '2.088 * 0.069 2.120 £ 0.055 2.083 = 0,072
(g%) 0.423 = 0.034 0.424 £ 0.019 0.417 = 0.031 0.430 = 0.026 0.45% =  0.021xx
Pituitary (mg) 1%.12 = 2.28 16.08 1.66 16,08 X 1.84 17.28 =+ 1.53 15.93 = 2.4
(mgZ) 3.03 %= 0. 41 3.32 % 0.35 3.20 = 0,35 3.52 % 0,.39x 3.54 % 0.4%9x
Thyroids (mg) 21.90 %= 4.43 21.43 £ 3.59 20.468 =* 3,645 24,81 * 4,93 19.68 = 3.16
(mg%) 4.38 0.84 4.45 ® 0.72 4,15 = 0.86 5.01 = 0.90 4.41 £ 69
Thymus (mg) 298.46 = 92.59 299.40 x  86.22 313,92 = 74.76 279.66 £ 52.85 229.77 = 46,77
(mg#} 59.55 = 17.70 62,15 £ 19.02 62.68 + 15,71 56,54 * ?.95 51.28 * 9.72
Heart (9) 1.418 £ 0,087 1.401 £ 0.107 1,435 £ 0,104 1.428 = 0,117 1.334 £ 0.087
(qa%) 0,283 £ 0.018 0.291 = 0.022 0.287 = 0.018 0.289 £ 0.025 0.298 + 0.021
Liver (9) 12.732 £ 1.242 12,429 £ 1,196 13.341 £ 1,468 13,627 £ 1.349 13.898 = 1.146
(g?) 2,542 = 0,142 2.565 = 0.211 2.653 = 0.165 2.757 = 0.181x 3.103 %= 0,209%xx
Spleen (9) 0.684 = 0.087 0.718 £ 0.086 0.753 = 0.127 0.663 £ 0.058 0.663 = 0.104
(a%) 0.138 = 0.012 0.149 = '0.017 0,150 * 0,027 0,136 = 0.012 0.148 £ 0.024
Kidneys (g) 2.931 = 0.201 3.010 = 0.298 3.161 = 0,277 3.443 £ 0.209%xx 3.379 £ 0.358xx
(a#) 0.587 = 0,051 0.622 = 0,059 0,629 * 0.040 0.698 % 0.045xx 0.754 £ 0.070xx
Adrenals (mg) 54,37 £ 7.84 55.42 %= 2.31 59.57 * 8.36 59.56 =% ¢.10 54,08 % 9.37
(mg¥) 10.88 *= 1.44 11,43 % 1.80 11.90 = 1,87 12.11 = 2.06 12.05 = 1.87
Testes (9) 3.551 % 0.320 3.450 £ 0.196 3.360 = 0.239 3.569 = 0.251 3.443 £ 0,400
(9%) 0.711 = 0.069% 0,713 = 0.050 0.672 = 0,062 0.724 * 0,070 0.769 = 0.084
Epididymides (9) 1.353 = 0.129 1,302 = 0.085 1.284 & 0.094 1,334 £ 0,145 1.226 £ 0,164
(9% 0.273 * 0.02% 0.271 *+ 0.023 0.258 * 0,027 0.273 * 0.038 0.27% * 0,038

Each value shows meanx S.D.
Significantly different from control (x: P¢0.05, xx: P<0.01).



Table § Histopathological finding of male rats (P) in combined repeat dose and reproductive/developmental
toxicity screening test of 2-ethylhexyl methacrylate by oral administration

Group Control 2-ethylhexyl methacrylate
(mg/kg) ] 30 100 300 10090
Incidence & Grade N Ay £ + H i N Ay =+ # #) N A} £ + 4 it N A} £ + H # N A| = + # #t
. Liver f12] [12] [12] [12] [12]
Necrosis, focal 12 0 12 ¢ 12 0 12 0 10 2 2 000
- Spleen (12] (12] {12} (12] [12]
Decrease, extramedullary 12 0 . 12 0 12 0 12 0 9 3 0 3 0 0%
7 hematopoiesis
Kidney (12] (0] {0l [0l {12)
’; Hyaline droplet, proximal tubule 8§ 4 4 0 0 0 12 0
= Testis [12] fo] fo] (0] (121
' Atrophy, seminiferous tubule 11 1 1 0 00 11 1 ¢ 0 0 1
Epididymis ‘ [12] {o] (0] (1] [12]
Granuloma, spermatic 12 0 0 1 01 0 0] 12 0
d Decrease, sperm 12 ¢ 11 1 0 0 0 1
, Cell debris, lumen 12 9 11 1 01 060

Grade of histopathological finding; *: Slight, +: Mild, +: Moderate, {ii+: Marked.

N : No abnormality detected.

A : Abnormality detected.

['J : Number of males examined.

No remarkable changes were recognized in heart, lung, trachea, pancreas, stomach, duodenum, jejunum, ileum, cecum, colon, rectum, thymus,

lymph node(submandibullar, mesenteric), adrenal, urinary bladder, prostate, seminal vesicle, p1tu1tary, thyroid, parathyroid, brain(cerebrum, cerebellunm,
medulla oblongata), spinal cord, sciatic nerve and bone marrow(sternum, femur).

Significantly different from control (¥: P<0.05).
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Table 10

toxicity screening test of 2-ethylhexyl methacrylate by oral administration

General sign of female rats (P) in combined repeat dose and reproductive/developmental

Group Number of females ! Days of administration
(mg/kg) and general sign [ 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15% 16 17 18 19 20
Control 0 | Number of females|12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8 1 1 0 O
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8 1 1 - -
Number of females)12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 10 9 4 2 2
30 Normal 12 12 12 12 12 12 12 12 .12 11 12 10 11 11 12 10 9 4 2 2
v Salivation 0O 0 00 00 0 0 0 1 0 2 1 t 0 0 0 0 0 O
100 | Number of females{12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8 4 0 0 O
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8 4 - - -
2-ethylhexyl methacrylate Number of females|12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8 5 2 ¢ O
300 | Normal 12 12 12 12 12 12 12 12 12 10 12 11 11 11 11 &8 4 2 - -
Salivation 60 0 000 0 00 20 11 1101 0 - -
Number of females} 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 4 3 2 O
Normal 12 8 11 8 7 5 7 5 7 5 5 2 0 2 2 1 0 0 0 -
1000| Soiled fur o 0 0 0 0 00 060 0 OGCO0OCOTOTO 1 1 1 1 -
Salivation 0 4 1 4 5 7 5 6 5 7 7 1012109 4 4 3 2 -
Abnormal gait |0 0 0 0 0 0 0 1 1 1 1 1 1 1 0 0 O 0 0 -~
Death o 0 0 0 00 0O OO0 O TOODO 1 OO0 0 0 -

*: Commencement of pairing.
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Table 11

toxicity screening test of 2-ethylhexyl methacrylate by oral administration

General sign of dams (P) during pregnancy period in combined repeat dose and reproductive/developmental

Group Number of dams Days of pregnancy

(mg/ke) and general sign |0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24
Control 0 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 2 1 O
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 1 ~
30 | Number of dams 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 3 O O
Normal 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 3 - -
Number of dams 1111 11 1% 1t 11 i o1ro1r i1 11 1111 ff o1 o1 o1t o111t 11 1111 0 0 o0
v 100 [ Normal 1 NS S 1 A 1 A T T A A €02 T T T 1 T T A S O O B
2-ethylhexyl methacrylate Salivation o 0 0600 0 0000 00 01! 1 0 0O0O0OC0OO0TO0OCO0- - -

Number of dams 11 11 11 11 1f 11 1% 11 11 11 1v i1 11 11 11 11 11 11 11 11 11 11
300 | Normal g 11119 9 n1n1witrtiyr 90O MNTWITMNHLTILND - - -
. Salivation 3 0 022 90 00 01002 11t 0 0100600 - - -
~ Number of dams 9 ¢ %9 9 99 9 ¢ 99 9 9 9 9 9 9 9 % 9 9 9 9 9 3 1
‘:’ 1000| Normal 3 11 4 3 3 4 4 2 3 2 7 3 5 5 5 5 4 3 3 6 6 7T 2 1
Soiled fur t1r 111 00 0 O0OCOCOCODEOCOOOOTOTOODOD OO OO
Salivation 6 7 8 5 6 6 5 5 7 6 7 2 6 4 4 4 4 5 6 6 3 3 2 1 0

N




Table 12 General sign of dams (P) during lactation period in combined repeat dose and reproductive/developmental
toxicity screening test of 2-ethylhexyl methacrylate by oral administration

..09..

Group Number of dams Days of lactation
{(mg/kg) and general sign{ O 1 2 3 4
Control 0 | Number of dams 12 12 12 12 12
Normal 12 12 12 12 12
30 | Number of dams 10 10 10 10 10
Normal 10 10 10 10 10
100! Number of dams 11 11 11 11 1
2-ethylhexyl methacrylate Normal 11 11 11 11 1
300 | Number of dams I 1n 1 11 un
Normal 11 11 11 1t 1
Number of dams 9 7 4 4 4
1000| Normal 6 b 4 4 4
Salivation 3 2 0 0 0




IS

Table 13 Body weight of female rats (P) in combined repeat dose and reproductive/developmental toxicity screening test

of 2-ethylhexyl methacrylate by oral administration

Group Control 2-ethylhexyl methacrylate
(mg/kg) 0 30 100 300 1000
Number of females 12 12 . 12 12 12
Days of admin-
istration 1 225.1 = 6.4 225.3 = 6.7 224.8 % 4.8 225.2 4,4 225.1 %= 6.5
4 226.3 % 7.9 227.7 * 7.0 225.1 = 7.5 228.4 %= 8.5 218.1 * ?.0x
8 232.7 = 9.2 235.3 % 9.2 233.8 = 2.4 233.7 * 9.3 220.3 £ 10,2xx
i1 2640.4 % 8.8 239.1 £ 1.0 239.4 £ 11.2 234.4 £ 11,9 221.9 £ 14.3xx
15 247.0 * 9.3 245.2 = 10,0 245.2 % 9.8 240.6 = 12.8 232.5 * 9.3xx  (11)
18 246.0 [GRD)] 246.8 * 8.4 (4) - 232.5 . 2 241.0 + 18.90 3
Each value shows mean (g) =*S.D.
Figures in parentheses indicate number of females.
Significantly different from controt (x: P<0.05, ¥x: P<0.01).
N ' { \1



25

Table 14 Body wefght of dams (P) during pregnancy period in combined repeat dose and reproductive/developmental toxicity screening test
’ of 2-ethylhexyl methacrylate by oral administration

Group Controlt 2-ethylhexy!l methacrylate
(ma/kg) 0 30 100 300 1000
Number of dams 12 10 11 11 ?
Days of pregnancy
0 247.3 % 7.9 253.4 % 9.4 244.6 = 10.6 245,2 £ 1t1.9 238.6 £ 11,5
7 279.1 = 6.5 287.6 = 12.0 277.1 ‘1‘ 13.1 276.2 = 12,6 270.1 %= %.0
14 | 317.4 = 8.8 320.7 = 14.4 309.5 = 15,4 305.8 = 14,4 296.3 = 10.4xx
21 408.9 + 15.1 402.2 £ 19.1 403.1 =+ 15.4 S 401.4 = 22.5 364.3 +  29.1xx

Each value shows mean (g) £S.D.
Significantly different from control (xx: P<0.01).
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Table 15 Body weight of dams (P) during lactation period in combined repeat dose and reproductive/developmental toxicity screening test
of 2-ethylhexyl methacrylate by oral administration

Group Control 2-ethylhexyl methacrylate
(mg/kog) 0 30 100 300 1000
Number of dams 12 10 11 11 9
Days of '
tactation 0 296.8 * 20.3 293.9 =+ .9 291.6 £ 11.4 296.3 =+ 23.0 270.7 *  17,7xx
4 310.8 *+ 15.7 307.5 * 2.0 303.5 .+ 13.¢ 298.8 = 18.1 280, 0 + 19.0xx  ( 4)

Each value shous mean (g) =xS.D.
Figures in parentheses indicate number of dams.
Significantly different from control (xx: P<0,01).
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Table 16 Food consumption of female rats (P) in combined repeat dose and reproductive/developmental toxicity screening test
of 2-ethylhexyl methacrylate by oral administration

Group Control 2-ethylhexyl methacrylate

(mg/kg) 0 30 100 300 1000

Number of females 12 12 12 12 12

Days of admin-

istration 3 14.9 %= 2.5 13.8 * 2.5 13.7 = 2.1 13,9 = 1.9 11.0 2 2.6xx
[ 16.2 % 1.2 16.2 ® 2.1 15.7 = 1.4 15.2 % 1.5 11,3 * 2. 1xx
10 17.1 % 1.6 16.0 %= 1.7 15.6 =+ 2.2 15.3 = 1.4 13.9 +® 5.1
13 15.6 = 2.1 16.8 * 1.6 16.4 * 2.6 15.4 * 2.2 14.1 * 3.8

Each value shous mean (g/day) =*S§,0.
Significantly different from control {xx: P<0.0f). )
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Tabte 17 Food consumption of dams (P) during pregnancy period in conbined repeat dose and reproductive/developmental toxicity screening test
of 2-ethylhexyl methacrylate by oral administration

Group Control 2~ethylhexyl methacrylate
(mg/ka) 0 30 100 300 1000
Number of dams 12 10 i1 11 9
Days of pregnancy
2 18.2 % 1.5 18.3 % 1.5 18.5 % 2.2 18.6 * 2.5 18.4 % 3.1
9 21.4 = 2.8 21.1 % 2.9 20.5 % 2.4 19.3 = 2.9 18.1 *x 2.7
16 21.0 % 2.7 20,1 =*= 2.1 21,1 %= 1.5 20.8 = 2.2 20.0 3.5
21 18.2 * 3.5 17.8 * 1.4 18.8 =+ 2.2 19.7 * 2.3 16.6 * 3.6
Each value shows mean (g/day) =*3S.D.



95

Table 18 Food consumption of dams (P) during lactation perfod in combined repeat dose and reproductive/developmental toxicity screening test
of 2-ethylhexyl methacrylate by oral administration

Group Control 2-ethylhexyl methacrylate

(mg/kg) 0 30 100 300 1000
Number of dams 12 10 11 11 4
Days of

lactation 4 26.8 * 5.7 26.5 + 4.8 27.6 % 3.3 25.5 + 4.2 20.0 + 2.6

Each value shous mean {g/day) =£S.D,
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Table 19-1 Necropsy finding of female rats (P) in combined repeat dose and reproductive/developmental
toxicity screening test of 2-ethylhexyl methacrylate by oral administration

Group Control 2-ethylhexyl methacrylate
(mg/kg) 0 30 100 300 7 1000
Number of females 12 12 12 12 i1
Normal 12 12 12 12 10
Thymus
Atrophy 0 0 0 0 1
~ & )
@ ~



-89_

Table 19~2 Necropsy finding of dead female rats (P) in combined repeat dose and reproductive/developmental
toxicity screening test of 2-ethylhexyl methacrylate by oral administration

Group Control 2-ethylhexyl methacrylate

(mg/ke) 0 30 100 300 1000
Number of females 0 0 0 0 1
Normal - - - - 0
Thymus

Atrophy - - - - 1
Adrenal

Enlargement - - - - 1
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Table 20 Organ weight of dams (P) in combined repeat dose and réproductive/developmental toxicity screening test
of 2-ethylhexyl methacrylate by oral administration

Group Control 2-ethylhexyl methacrylate
_(ma/kg) 0 30 100 . 300 1000
Number of dams 12 10 11 1 9
Body weight (9) 310.8 % 15.7 307.5 = 12.0 303.5 =+ 13.9 298.8 = 18.1 271.9 = 14.2xx
Brain (9) 1.881 = 0.041 1.898 = 0.074 1.846 £ 0.102 1.856 = 0.068 1.812 x 0.042
(a%) 0.604 = 0,025 0.617 = 0,034 0.60% = 0,036 0,624 = 0,038 0.653 = 0,034xx
Pituitary (mg} 20.52 £ 2.32 22.39 = 3.04 20.75 %= 2.74 18,39 = 1.89 17.31 = 3.45%
(mg%) 4.460 = 0.78 1.28 % 4.9¢ 6.84 6,78 6.15 % Q.44 6.22 % 1.20
Thyroids (mg) 16.55 = 2.78 17.52 = 2.74 18.03 = 3.28 17.02 = 2,09 19.92 = 4,44
(mgZ%) 5.33 = 0.92 5.6% %= 0.83 5.94 = 0.99 5.69 % 0.460 7.18 = 1.65%x%
Thymus (ma) 185.37 = 42,93 207.45 = 37.55 203.87 £ 49.93 208,27 = 58,94 164.64 = 48,30
(mg7) 59.71 £ 13.91 67.39 = 11.51 £66.87 = 14,68 69.51 £ 18.56 59.04 £ 16,43
Heart (9) 0.959 £ 0.080 0.959 = 0.088 0.945 £ 0.074 0.926 £ 0.110 0.838 + 0.101%
(g%) 0.308 = 0.021 0.311 = 0.024 0.312 = 0.025 0.308 £ 0.026 0.302 £ 0.024
Liver (g9) 13.346 = 1,284 12.44% = 0,943 12,496 £ 1,407 11,687 £ 1,241% 14,279 = 1.630
(aZ) 4,294 * 0,354 4.04% = 0.271 4,114 = 0.379 3.906 &  0.264x 5.132 = 0.472xx
Spleen (g9) " 0,603 £ 0.079 0.627 £ 0.101 0.688 = 0.140 0.624 = 0.107 0.527 £ 0.098
(g%) 0.194 £ 0,024 0.204 * 0.028 0.228 + 0.0%0 0.210 £ 0.037 0.188 = 0.029
Kidneys (g) 1.757 = 0.111 1.778 = 0.098 1.845 = 0.084 1.869 = 0.148 1.956 = 0.155%x
(g%) 0.566 = 0,033 0.578 £ 0.031 0.608 = 0.032x 0.626 = 0.043xx 0.706 £ 0.057xx
Adrenals (mg) 70.02 * §.74 §6.467 £ 8.96 £9.48 % 8.84 £8.93 £ 7.36 67.67 £ 12,48
(mg%) 22.5% * 2.57 21.72 %= 3.14 22.91 = 2.95 23.05 =+ 1.96 24,26 % 3.90
Ovaries (mg) 100.49 = 10.76 106.26 = 17.46 103.58 = 11.85 100.87 = 12.77 98.76 &£ 12.79
(mgZ) 32.36 % 3.47 34.62 % 5.78 34,18 *+ 4,11 33.71 % 3. 47 35.53 & 4.07

Each value shous mean® S.0.
Significantly different from control (x: P<0.05, xx: P<0.01).
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Table 21 Histopathological finding of female rats (P) in combined repeat dose and reproductive/developmental
toxicity screening test of 2-ethylhexyl methacrylate by oral administration

Group Control 2-ethylhexyl methacrylate
(mg/kg) 0 30 100 300 1000
Incidence & Grade N Al £ + # N Al = + # #t N A = + H N Al & + 4 # N Al = + #
Lung ’ [12] (0] ' | [0] (0] (11]

Inflammation, massive, unilateral 12 0 10 1 0 01 0
Thymus ' [12] [12] [12] (12] [11]

Atrophy, cortex 10 2 110 0] 12 0 12 0 12 0 8 3 3 000

Atrophy, medulla 12 0 12 0 12 0 12 0 10 1 0 100
Spleen [12] f12] [12] f12] [11]

Decrease, extramedullary 12 0 12 0 12 0 12 0 7 4 0 4 0 O%#

hematopoiesis

Brain [121 [12] (12] {12] f11]

Malacia, focal, medulla oblongata 12 0 12 0 12 0 12 0 9 2 1 1 0 0%

Grade of histopathological finding; *: Slight, +: Mild, : Moderate, ##: Marked.

N : No abnormality detected.

A : Abnormality detected.

[ 1 : Number of females examined. )

No remarkable changes were recognized in heart, trachea, liver, pancreas, stomach, duodenum, jejunum, ileum, cecum, colon, rectum,

1ymph node{submandibullar, mesenteric), kidney, adrenal, urinary bladder, ovary, uterus, vagina, pituitary, thyroid, parathyroid, spinal cord,
sciatic nerve, bone marrow(sternum, femur) and mammary gland.

Significantly different from control (k: P<0.05, *¥: P<0.01)
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Table 22 Number of estrous cases and reproductive performance of male and female rats (P) in combined repeat dose and reproductive/developmental
toxicity screening test of 2-ethylhexyl methacrylate by oral administration

Group Control 2-ethylhexyl methacrylate
(mg/kg) 0 30 100 300 1000
Number of females 12 12 12 12 12
Number of estrous cases before mating (14 days)
Mean=-S.D. 3.3+ 0.5 3.3+ 0.9 3.6x+0.5 3.4+ 0.5 2.4+ 0.8 *
Number of pairs 12 - 12 12 12 11
Number of pairs with successful copulation 12 12 12 12 11
Copulation index (%) 100.0 100.0 100.0 100.0 100.0
Number of conceiving days
Mean+S.D. 1.8+ 0.8 3.3+ 1.6 2.0+ 0.9 2.3+ 1.1 2.3+ 1.7
Conceiving days 1-5 12 10 12 12 11
Conceiving days =6 0 2 0 0 0
Number of pregnant females 12 10 11 11 9
Fertility index (%) " 100.0 © 83.3 91.7 91.7 81.8
Number of pregnant females with live pups 12 10 11 11 7

Significantly different from control (*: P<0.05).

a): (Number of pairs with successful copulation / number of pairs)x100.

b): (Number of pregnant females / number of pairs with successful copulation)x100.

@
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Table 23

Observation of pups (F1) in combined repeat dose and reproductive/developmental toxicity screening test of 2-ethylhexyl methacrylate by oral administration

Group Control 2-ethylhexyl methacrylate
(mg/kg) 0 30 100 300 1000
Number of dams 12 10 11 11 ]
Length of gestation {days)

Mean+S.D. per dam ‘ 22.25 * 0.62 22.30 * 0.48 22.00 = 0.00 22.00 £ 0.00 23.44 X 0.73%%

Pregnancy days £ 21 0 0 0 0 0

Pregnancy days = 22 10 7 11 11 0

Pregnancy days = 23 2 3 0 0 9
Number of corpora lutea

Total 211 161 185 172 134

Mean®S.D. per dam 17.6 £ 1.9 16.1 + 1.7 16.8 £ 1,3 16.6 + 2.} 14.9 + 2.7 »
Number of implantation scars

Total 190 148 170 161 116

Mean+3S.D. per dam 16.8 * 1.6 14.8 = 1.9 15,5 £ 1.8 14.6 £ 2.0 12.9 + 3.0
Implantation index .

Mean)£S.D. per dam ») 90.3 + 4.9 92.1 + 9.5 91.8 * 7.5 93.5 & 4.9 85.9 + 11.7
Gestation index (%) ¥ 100.0 100.0 100.0 100.0 7.8
Number of live pups born

Male 94 57 73 67 21

Female 86 81 86 80 35

Total 180 138 159 147 56

Mean+S.D. per dam 15.0 + 1.4 13.8 + 1.9 14.5 + 1.7 13.4 £ 1.5 % 6.2 + 4.3 x«
Sex ratio at birth

Mean+S.D. per dam © 1,34 + 0.94 G.81 + 0.47 0.91 + 0.39 0.93 + 0.57 0.61 * 0.48 (7)
Sex ratio on day 4 of lactation

MeanxS.D. per dam ©) 1,35 £ 0.94 0.79 £ 0.47 0.91 *+ 0.37 0.93 + 0.57 0.78 £ 0.49 (4)
Birth index

Mean%+S.D. per dam ¥ 95.0 t 5.5 93.6 + 7.2 93.7 £ 7.8 92.0 £ 8.2 45.0 £ 31.T#
Number of dead pups on day 0 of lactation

Total 2 3 { 1 52

Mean*S.D. per dam 0.2 £ 0.6 0.3 £ 0.7 0.1 * 0.3 0.1 = 0.3 5.8 = 3.8 xx
Number of pups born

Total 182 141 160 148 108

Mean*S.D. per dam 15.2 £ 1.4 14.1 = 2.0 14,5 + 1.8 13.9 + 1.4 12.0 £ 3.1 s
Delivery index

Mean§£S.D. per dam © 96,0 *+ 5.2 95.5 + 5.2 94,3 + 7.9 92.6 + T.4 2.6 £ 7.5
Live birth index

Mean%*S.D. per dam ¥ 93.0 * 3.5 98.0 + 4.4 99.5 + 1.8 99.3 £+ 2.4 48.7 X 35.6 %«
Number of live pups on day 4 of lactation

Male 92 56 72 67 13 N

Female B84 81 85 80 18 (7

Total 176 137 157 147 31 (M

Mean*S.D. per dam 14,7 + 1.6 13.7 £ 1.8 14.3 % 1.7 13.4 £°1.5 4.4 + 4.3 xx(T)
Viability index

Mean%+S.D. per dan ¥ 97.8 * 4.5 99.4 + 1.9 98.7 + 2.9 100.0 £+ 0.0 50.9 + 4B.6*x (7)
Number of external anomalies 0 0 0 0 0 &)

Mean%£S.D. per dem 0.0 + 0.0 0.0 £ 0.0 0.0 £ 0.0 0.0 £ 0.9 0.0 + 0.0 {1

2): (Number of implantation scars / number of corpora lutea)x100.

¢): Number of male pups / number of female pups.

¢): (Number of pups born / number of implantation scars) X100,
g): (Number of live pups on day 4 / number of live pups born)x100.

Figures in parentheses indicate number of dams.

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

bi:‘(ﬂumber of dams
d): (Number of live
f): (Number of live

with live pups / number of pregnant dams)X100.
pups born / number of implantation scars}x100.

pups born / number of pups born) X 100.
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Table 24

screening test of 2-ethylhexyl methacrylate by oral administration

Body weight of pups (F1) on days O and 4 of lactation in combined repeat dose and reproductive/developmental toxicity

Group Control 2-ethylhexyl methacrylate
(mg/ke) 0 30 100 300 1000
Number of dams 12 10 11 i1 7
Male weight
Days of lactation
0 6.59 + 0.59 6.80 £ 0.66 6.37 £ 0.47 6.70 + 0.34 5.62 + 0.60 % (6)
4 9.94 £ 1.11 10,73 = 1.28 10.24 + 1.01 10.3¢ + 0.70 8.83 £ .91 (4)
Female weight
Days of lactation
0 6.18 = 0.52 6.43 £ 0.65 6.14 £ 0.42 6.25 = 0.29 5.37 £ 0.56 *x
4 9.43 + 1,17 10.15 4+ 1,01 9.85 =+ 0.99 9.83 =+ 0.80 8.40 + 1.31 (4)
Mean pups weight
Days of lactation
0 8.33 = 0.57 6.58 = 0.63 6.25 + 0.43 6.46 + 0.27 5.46 + 0.55 *x
4 3.68 £ 1.11 10.36 + 1.04 10.03 = 1.01 10.08 = 0.70 8.63 + 1.08 {4)
Litter weight
Days of lactation
0 85.57 & 8.68 90.36 £ 11.93 89.58 £ T7.15 86.11 = 9.36 43.83 + 16.92 =
4 141.82 + 22.21 141.46 + 18.61 141.61 + 8.84 134.16 * 14.81 67.63 + 21.45 *x (4)

Each value shows mean (g) XS.D. per dam.

Significantly different from control {#x: P<{.01).
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Table 25 Necropsy finding of pups (F1) on day 4 of lactation in combined repeat dose and reproductive/
developmental toxicity screening test of 2-ethylhexyl methacrylate by oral administration

Group Control 2-ethylhexyl methacrylate
(mg/kg) 0 30 100 300 1000
Number of males 92 56 12 617 13
Normal 92 55 12 67 13
Kidney
Pyelectasia 0 1 0 0 0
| Number of females 84 81 85 80 18
@ Normal 84 80 85 80 18
l Tail
Trauma 0 1 ] 0 0




CH2: C—CO0OO CH2 CH2 C4H9
I \

CH; C,Hs

Fig. 1 Chemical structure of 2-ethylhexyl methacrylate



_99_

b———— & (CONTROL

EF———@ 2-ETHYLHEXYL METHRCRYLATE 30 MG/KG
A—————4 2-ETHYLHEXYL METHRCRYLATE 100 MG/KG
F—X 2-ETHYLHEXYL METHRCRYLRTE 300 MG/KG
¥————xX 2-ETHYLHEXYL METHARCRYLRTE 1000 MG/KG
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Fig. 2 Body weight of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test

of 2-ethylhexyl methacrylate by oral administration
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6————¢& CONTROL
B————m 2-ETHYLHEXYL METHRCRYLATE 30 MG/KG

A& 2-ETHYLHEXYL METHRCRYLATE 100 MG/KG
E——X 2-ETHYLHEXYL METHACRYLATE 300 MG/KG
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Fig. 3 Food consumption of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test
of 2-ethylhexyl methacrylate by. oral administration
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$—————¢ CONTROL

B8 2-ETHYLHEXYL METHRCRYLATE 30 MG/KG

A————a  2-ETHYLHEXYL METHRCRYLATE 100 MG/KG
T—% 2-ETHYLHEXYL METHACRYLATE 300 MG/KG
¥——————x 2~ETHYLHEXYL METHRCRYLATE 10008 MG/KG
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Fig. 4 Body weight of female rats (P) in combined repeat dose and reproductive/developmental toxicity screening test
of 2-ethylhexyl methacrylate by oral administration
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Fig. 5
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O————~ 2-ETHYLHEXYL METHACRYLRTE 30 MG/KG

A————a 2-ETHYLHEXYL METHRCRYLATE 100 MG/KG
F————X 2-ETHYLHEXYL METHRCRYLATE 300 MG/KG
¥———x  2-ETHYLHEXYL METHRCRYLARTE 1000 MG/KG

500~

o

— 400

I

v

Y 300 | ———

>

(]

@ 200
o 4 ADMINISTRATIAN PERIAD b
UL_ L ] ] ] |

0 7 14 21 0 4
DAYS BF PREGNANCY BAYS OF LACTATIAN

Body weight of dams (P) during pregnancy and lactation periods in combined repeat dose and reproductive/developmental
toxicity screening test of 2-ethylhexyl methacrylate by oral administration
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Fig. 6 Food consumption of female rats (P) in combined repeat dose and reproductwe/developmental toxicity screeming test
of 2-ethylhexyl methacrylate by oral administration
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Fig. 7

$————————¢ [CONTRAL

B———3 2-ETHYLHEXYL METHACRYLATE 30 MG/KG
A————= 2-ETHYLHEXYL METHRCRYLATE 100 MG/KG
F————X 2-ETHYLHEXYL METHACRYLATE 300 MG/KG
H¥—————X 2-ETHYLHEXYL METHRCRYLATE 1000 MG/KG
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Food consumption of dams (P) during pregnancy and lactation periods in combined repeat dose and reproductive/developmental
toxicity screening test of 2-ethylhexyl methacrylate by oral administration
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Fig. 8

>—— CONTROL

B———— 8 2-ETHTYLHEXYL METHRCRYLATE 30 MG/KG
A—————4& 2-ETHYLHEXYL METHRCRYLATE 100 MG/KG
T———X 2-ETHYLHEXYL METHRCRYLATE 300 MG/KG
¥———x  2-ETHYLHEXYL METHRCRYLATE 1000 MG/KG
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Body weight of pups (F1) on days 0 and 4 of lactation in combined repeat dose and reproductive/developmental toxicity
screening test of 2-ethylhexyl methacrylate by oral administration
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