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ERET L L HID, MIRKE, TRTY, SHBLUMMREDEMTHICRIET RS
KDL THRELE. 58I, 1000 ng/kez BEFAE L L, LUF 300, 100 B XL030 mg/

kg L. 0L LTHE(EFRERIESHZRT .
I. RiERG5 &M

LE(PHI RIFT RE

—HAREE 1000 mg/kegfE Tk, HWEMSASN, /12 BINFET LS.

{RE : 1000 mg/keBETHEMME MBH 5N 1=

{REEE : 1000 ng/keBETH OB A S M.

MEFHIRE  SBEHLONBREOBICEZASA LD S 2.

MEMEFORE 30 ng/ke\ LOBTREZROEMEH 2 WV IX S EME™, 1000 ng/kglf
TK, ClBLXUER) DOSEBLT NI Y251 RORKEIASNT.

Bl : BREHLY, B LR BEAOA R~ BEHITE, WIES L D
hREl, SIBDERLAL .

awEHER 100 ng/kell LOBTEROMNEREDSME, 1000 ng/keBECHBOMNE S
DEEMHS NI

R : 1000 ng/keB TERMICRABEL BB LUVEABEHLESALNE. L
L, BCHICBOWTEBRECRATI2LEEDh 3L LiEAONRP .

2HEPIC RIFT B2

—ARIREE : 1000 mg/kgBE Tk, WM, SREFHOET, B, RE, BEOBEN, BX
BTBRBLUCFRRERLAEN, 6/12 FIMAET L.

fKE : 1000 mg/kgﬁ’ﬁ’fKc‘@ﬂﬁﬁ?&%,ﬁﬂ%ﬁc:tﬁbmfﬂ%'mfa&Bnt:.‘

IREEE : 1000 ng/kelM\ CRBMAE RS PRICH L BA SN,

BIMATR : 1000 ng/keBECTHIRO EH B LVBIBORANSA SN, EEHTIX, WE
@%%,%Q%ﬁém,W%®§%,ﬂ%@%ﬁ,%%%ﬁ@%ﬁémﬁivmkmkﬁ
Blehrashi-.

BHEER 100 mg/kell LOBRTBEROBNEREDOEME, 1000 ng/keBE CEBOET - 48
NEEOFHEIALN.

IR AR ¢ 1000 ng/keBECTRIICEB S BRI M A SN, BEHlICBLTIE,
MO ZENE, BBORREOBEER EEBHOX ML RALRBET2EEBDNIELEH
s5hr.
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LB (P)DEMEEI RIE TR
EEEH, RER, KEHH : RSB OABEHRLOMICEEZAOL R o 2.
ZHREMER, MEIRIAM  BREM L O HBELOBIIEEA 2o, 1, 28K
BIIORFEIAOShRIP 2.
ZHRE  XRSHLONBREOBIZEZAShBRP S .
HEAEH, BEREH, BRE . BEREFLINBHLOBMICEEA SR o2,
HER : SRS5HeONBHEOMICERASh RIS .

QHER(FHIRIZFTEZE

BHERK, 26K, WE (0 HOHERE, ROEHE, it - SR5HELHABHY
OEICEEALNRDP > .

ERK, HEEX  HERSFLOABHEOMICEIAON R - 2.

— MR NEEBLUVRESHEOEEEREAOA P o,

HE 4 HOEGFERE, £6F, i SBSHLONBHIDODMIZEZAOhZP 2.

AEEE: WTFhOBEIZCBWISEREEA N R o=,

RE: FREHLY, HE O HBLUMHE 4 HEOIIHBHLOBMIEEA5h gk
2 7=,

HBAE  WIThOBICBWTLEEIASN RS-,

LLED LI, A7 VIVEE2-E FOF Y TFNIATNO—BREUENELERE,
T 30 mg/keR SICL WV EBRERDEESRD NI 5 30 ng/kgkRi, Mk
100 mg/kgf S5 LW BEOMMTEZEDSEIPZEDONEZZ LS 30 ng/kgE 2o 5.
T, FEREEHFOLREBEZEEL, WThOEBICLEE RO N2 EI D
SMHEOEBEBLICRIWORE LD 1000 ng/kg BRI N B .




AZZVIEE-E FODF S F N 27 )i, b dEl, MENEE, BEH, K

MEADOFERE LTESEAINTLS ., YPEMSEONICHEL CACEBRIMEZBE
DER~DEEEHEE TS =812, 0ECD GUIDELINE FOR TESTING OF CHEMICALS,
Combined Repeat Dose and Reproductive/Developmental Toxicity Screening Test) IZ{¢
D2TAS V) NVEE2-L FO X F VAT EMES Yy MC L B 1 E, 41~49 HREARK
D&%bt&ﬁ&#ﬁ%-i%%i%%féﬁ%%ﬁh,mm%wuﬁiéﬁﬁ&%ui
P-MRBMFNRREERFTILLLIC, HRME, XETY, THBLUSBARLED
EMTEHICRIETREII DD TR L .

2B, BMEOEORSICLDLDsfEiF vy X T 5888 mg/kgd L < ik 3273 mg/kg, *
NVEY MT 4680 mg/kgt HBEIh T3 . LrL, REBRSEHICETIBEICIIEL
TR,

77 ¥

LLEROEDB L UHEE

WEBMEDAY Z Y VEE2-L FoF > 2 F )L X5 )L (CAS No.868-77-9)iF, & F & :

130.14, @b 0 -10 CLATF, #m: 87T COBEABHOWMETH, KBLUTZE i
ELHLTHEFPT V. HHBICE, X 7 E 9 A 18 HIZ
PSRRI EZIOEANE (BET Lot No.

E : 97.6 %, EL, THHELLTZF LY YT VI AS )L —}F &
0.2~0.3 %, T FL T UYa—=)vE/RAFZ 2 )L —1+% 2.0~2.5 %$2K). AFE
LETOREL, ARBEROERVEREZDOAE - EXRHTOREEIIEEETRICA
NTRELE. 28, RSHAMRTRICLYERES COREIZRVEBRAERYE IR
MEICEHL, ZO—EEINULER, MEZ 97.6 % ThHH, FAMMPRLRETH
SR EDVERINE.

WA LT, EFAKEAWE. EHAK(GRASERZEHETE, Lot No.5DT2N, AF
H:¥8 7% 11 B I7TH, FAMAR : Eak 12 &£ 3 B, AFE, RREZORESR
HFTORBYEREEICRELR.



2R EBREBIUHEBMRE

WERMEZFRL, FHAKCER LU TCLBEBEEORSREZHBLE. 2B, 2, 20
BLU 200 mg/mloiARME, FARBHH - BEXEETT 7T BHE, S5CER - BHEEHE
TT 4ARKBMEELTOREMICHEBORWI LRI T WL~ (Attached table
), EREOFAVBMEIFHEE, | HECABLTHR - EXEHFTCREL, ANE 7 H
MAICERALE. BSBOBRKRBERETRELE. £/, ERYPBIMELRERZT L,
REBERKEETRTLE.

REFBEBLUVCHEOREHHMBETHCEALERBEORSMETORRYEEE %
RREZATCEHERE I/ OSSN S72AVTAELRE. Z0O#E, tRYEEERET
BED 99.6~100.9 % T, BREL-HEREEEAAN(RTEEDOT 5 BLUM)ERL, #
EIZHEEE 2 » - 7= (Attached table 2 B L v 3).

S.ERABWMB LUHET RN

1) BimEEL KT RE

AERICE, " BBEMHRARBLIUERE - BREHFHEARICAAIN, BRARETHEEORE
BT 2HMANE LB S5 N TV %Sprague-Davley A > v b [(SPF), Crj: CD(SD)] %
Huwri. @imid, ¥ 8 £ 1 A 17T HCHAF vy — VX - U (HHEFT L
=)o 8 BEHITHMESR 73 K2BALE. AF® | HoOKEGEIZ, #5 263~300
g, MeH 197~228 gTH o 1= .

2) REB L UEIHME, BHA T &S RIZEEME

AFLEZ#YE, 5 HEOREHRBLI O Z0® 7T HEOBMLAAB 2& T =, Z DB,
SEHOKEMERLIUEBH -—MARBOBREE, = SIHIEECEHBFIC 7T HEOMEBRE
BEFToE. " BRIREBEBILIUTRKERBIIEEFAONT, FLERAHBEETCEELEADS
hghrolE8IWMEZEITLTHABRICAWE.

EaOR, 32— 2AVWTHKEZRENICAT RIS, BESBERIIIZED
FTHREBLUGBEPIFEFT UL RDILISIUREFBRHICT 2. BATROKRRBMIE
BREFRBHE - TV THBRBRESIEERICERELD L.

g, RE - JMEHBMBEIAFHICHEESA VI L2BAEBLIVBRIILDIREE
kD, BAUTREIBRICLIZREEBIVENVFEHEEHABLTHEMLE, 5K, B
%L FPOEr —VICRERES, AFEAH, B LUEHLHMESEILZAL
EONRVE, BATBROES -VICBERES, R5E, HRBLUHYWESEITAL,
BZXilBRFLESIARXVERIMAHTE




3) BB BIUHEEM

B, =i 20~24 °C, RE 40~70 %, BHIEE 12 KK PR 6 Rr~F1% 6
BF), MRE 12 B/ (7AW — X DRE LA HER)CRELEAEEE M 9
SE)THEL . .

W - BEIARI i R 7 > L R WEE r — P (W: 240 x D: 380 x H: 200 mm)ZFH W T
1 r=CHi0 5 RETCOHMBEELL, BOQTBREAFT L ARAES— D (W: 755x D:
200 x H: 170 mm) 2 O CHEMNEAFTLE. EEL, REFRF VL AREEX T —VAT
For. £, B8HPE, EFE 18 A -7 L—TRBLERE(HY7L—2, HE
Fr—VX - UN—REH)EANETSZAF v oA —U(W: 310 x D: 360 x H: 175
m)IC@EMICB L, BRSBERLIUEER2I Y. F—YVOZITNM, BAKRBLUO7ZXF
v o Ry — o GARIC 2 BME, RF VLV IARABETST -V B LTHEEDORZHRIT
2RI 1 B LT, 2B, WPABEOER(KOREREMR)IB LT 0.02 B RER
FBESPUTLKBRTORDE Yy Z7RELCLZEBEIEHT =,

RKEOHMEETEBLPERMEOSIERE, TEFEEEBIIMEEAHGALARR ST
S—TEMBLAEMBEEIRF v — VR - UN—BASUEPSAFLE. ZOHBR, K
BELUABRELR TEDERAEEOBREANTH > 7~

1) ERE L OB K |
BEHE, ATH 3 0 A LUKOERER(CRE-1, £ ) TY 9 VBT ERRRI)EAH
BICAN, HEICERE $A. #ALAMNOMFERE, BEEAHALR ALY S
—BLUA I I VERIERRSE LS AT L.

BOBIK I, AEAZBKIEE MW THBICERS . RNAOKEREZRE, FIE
3HACLIHEEARSBEARGLEREL Y ¥ —CEBLAREEATF LE.
FHBEURHADRERREE, WThLRBRERCED - EEEORBENTH > /.

4G, REA%, BN, REEBLIURSHM

1) BEBBRBLUKRS A

A7 UNVEB2-E FOXFY I F VT ZAF)VIE, #ELTROMIZAIZERI N A4
BEZIONDREYD, REMLBE L THEOREEZERL -.

BRECELTE, ESBHEOBY VY TE2RWRFIT LTS AF v I8BT4 AR TNV E
HEEAVWT, BEKZOKRELE. BEHER, BTRESEHIVEESEHCEOEN
BEHORERZEEL L, 5 nl/kgTHEHELE. TR, TEMBLUXEBEPIERSH
HLENVEIHBRSFHIIROEVWAEHOKREL, HIRAMBIEEIR 0, 7, 14 BLW 21 HoD
REZ, RALMBMPEHEE 0 HOKEZHEEYX U, 5 nl/kgTCHEH LA, BEKFLIG T
8 W 46 o+~ 11 & 58 D [EiT, #H5EHE | H 1 @& LA

RERGHOBRBIEMELS 10 BARTHD, KEGHEITHEL 341~380 g, HH 232~



256 gTH o7~

2) MBI URYS &
BEMAE, WTFom<ELE. bbb, SRWERSHFLE LT 4 BEEREL, 2ot
WCxigiEzaid . | oM, Migesheh 12 Re Ui,

it Sk SR w58 (HE) E(EHES) H(EHMET)

EIH SBOEHAK) 0 mg/kg ( 0 mg/mi) 12(001~012) 12(051~062)
B2 AYVUNER2-E R O¥VIFNIATI 30 mg/kg (6 mg/ml) 12(101~112) 12(151~162)
I AYVUNEE2-E N OXVIFNIATI 100 mg/kg ( 20 mg/ml) 12(201~212) 12(251~262)
BEARE AYPUNEE2-L N OEVIFNIATN 300 mg/keg ( 60 mg/ml) 12(301~312) 12(351~362)
EOBE AvyUNEE2-bR O¥YIFNIATE 1000 mg/kg (200 mg/ml) 12(401~412) 12(451~462)

BEBF, Iy b EAWE 2 BRZEORSICLZ THARGESER 0, 30, 100,
3008 £ U 1000 ng/kg, &M 5 BHOKERICLVERELE. T42b 5, 1000 ng/kgkf T &
S5HBUREPASN-ZOAT, SRLIXEREREIRL, hEHEE, BEEB L UHK
THEFGAaSARPoEY . 22T, YRROBE5BIE, 0ECDHA K> A4 CRARE
LEh T3 1000 mg/kgz EFAE L L, LLTALK 3 © 300, 100 8L 30 ng/kek
L. £/, dBELTHBRYE LA - HBEOEKGERAK)ZHRET 2 2&T-.

3) &5
% 5 #ifL, OECD GUIDELINE FOR TESTING OF CHEMICALS, Combined Repeat Dose and

Reproductive/Developmental Toxicity Screening Test X% - T, HTIIXEH 14 B
Mezoik 35 HElO&E 49 & L, Tl 2Ee 14 HE, *EHME+H(EE 8 H
), MIRHEBLUHEE 4 HOERAIHETCORE 41~48 HE L L. &b, &5H
mEEEE 1 HELE.

5. EEBLUREEE

1) #(P)
(1) —BRE
—BREBLCRCOEER, BRSHMTICEBREN - %0 | § 2 B(=EL, KA
FEigE | EDBRLE. BB, Bk, REBEOPCHBL, BEORDHOLLE
B-HME 10 STMEGRLTY Y IRICEES, HEREEMIEREFRL, KEMAGY
CRELE.
(2) HRERE
HREZ, BB 2 E@ELEEH (%5 1, 4, 8, 11, 15, 18, 22, 25, 29, 32,




36, 39, 43, 46H B L HME).

(3) %0 & 3

[BEEG, ZEMAMGH 4 BMBLUCREMNMETE2» S LBEMIC 2 BMEL-ZGEE
MED &S5 3, 6, 10, 13, 31, 34, 38, 41, 45 BL U 48 H). &b, HRgiHDFE
4 K biEHia s Ui,

(4) MFFEHIRE

BEHR(49 HE)BR TOEBIZ, RV bSAVEY =L F NI LOBERBKS (K 40
mg/ke)C L BREE T CHARBMAS A2 L —2a XD MKEZRBML, UFOMKE
MREZEMBLE. B, BROMBITHEEL -

FRIMERB(RBC), ~EZ/ OV B(HGB), A~ M2 ) v MEHCT), mM/MRE(PLT)B L
BT ER #(WBC)id, EDTA-2Ka —F ¢ > & L J=Sysmex¥ > 7 )L A w ZUZEREL Z M2 D W
T, HIEHE B MK E (Sysnex E-2000 , REEABFHRASH)EAVTHELE.
o4, PHFROKREEMCV), PHRAKROERE MBI UCESRMKMNERER
(MCHC)Z B H L =,

AR R M ER 8 (RET) i, EDTA-2KALFE U /= M#K % Brecherk il L W MAEREELTXZ 1 K
U2 R EHKE, Glensafe B LR R L CHEME T TRmEK 1000 @4 o MR KRIK
BEHLE.

HMEKRE S EE, EDTA-2KEB L-MEE XS A4 KI5 XICEBHEL, May-Giemsaka L /=
BAREER L CHEMET CAMER 100 B2 58EEHE L.

7o roYE KRBT, BHEESS 0 R TSR F ORMAPIT)BL 7 4 7Y/
— T UEE(FIB)IE, 3.13 7 2V EF MU D LATRBLAMBIZIONWT, HELXEBBA
KLY MEBRESFEBE(27 I/~ R y—11, ZHAKREH)ZHAVTHEL .

(5) MWL ENBE

MEFOREFOMKE L BRBAICEXRGR» SERLE-ZOB»S5E 058K 4 °C,
3000 rpm, 15 SR LTHEZMBFICODWT, MTomMKELFHREEERBLEZ. 28, #
ERMBIUERE TIXREERE-80 CIONIIKREL, REALBIEZRBSESERBEET
WEHE(-80 CIMNICRE L 7=,

GOTH KL U*GPTidHenryZ %, ALPIZp-NPPEE ¥, ¥ -GTPIX v -G-P-NARE %, &8 (TP)
ik Biuretik, BE UL E L (T-BIL)iZAzobilirubini%, REZZ(BUN)iL Urease-GIDHE, ¥
L7 F = (CRE)ixJaffeis, 7 K v #E(GLU)ILGlucose dehydrogenasei®, 8L 25 10—
JU(T-CHO){XCOD-DAOS., bV U5 A K(TG)IXGPO-DAOSI, Caldo-CPCik, #EHE) >
(IP)iZMolybdenum blueikic & b, BEHITEE (AU 500, &) o NN A ETEH|RIRL)E
AWTHBZELE.

NaBXUKE A4 VEBIREBEBRICELD, CIREEFHEREIL LD, WIThs2EBHERES
e @ (EA4, X2 A DEZAVWTHREL .

BB, EXRIECL D BEHEREEE(AES 600, AU U AKX ZEILEKRRAS
HYBHOWTHEEL .

PNVTIVEBRIREAEBLCEASEE»S, /(TN T IV /0T ) V) IFER



SR E A S E L .

(6) &

Lo (4) BLE (5) TROULAHMEISICHMOBEI T ARICBE - HABORNIE
WBEETo L. IR, FE, B, SEBLCBELAIMHEBCERZMEL, 81T,
B, B LTMIEE &I 10 BrhEgdE AV ) VICEEL, ®RELE. EEL,
WERBLIUEE LRI T 7 VHICH 24 BRIBE®R, 7VI—-NVCRELE.

(7) mEHESENRE

WELERE - HBIC DV TERI ST I 7 0 VEBEREENLE.

NEHBLUCREAE(1000 ng/kg) W00, AR, MK, BIiR, B0, HHE, B8t
K, BIBBLUMICOWTH-EREBHMERAZERL, RAEMMEOICKREL K. 1000 ng
JREHORETHBHEEXTEEE2TITHURICESH D LE LN EB#IE 30, 100
BLO 300 mg/kgBEli DWW T L EBRICKRE L 2.

2) () |
(1) —"MREBILUECOERE
—MRRESLCECOFEE, RSHMPICEESM - %0 | H 2 @B(=7FL, KRB

FEIRE 1 BB L. B, BCEHE, BRREEEC»ICHBL, IE, FEBLUE

BEORDohi-aE - Mz 10 NPEEERI V) VICEERE, HHERGHBIER2E

BL, WEMABEOICHREL .

(2) tE /35

AR, R5RAEBEEA»PoREERBETHEE | BHRELE. B, RIEHIER 2
HEICODE>THEINSHEE | BEEHLUE.

(3) KEWE

REE, XEMGH 14 HEBLUCRESABFICE | AFIC 2 B(AEH : &5 1, 4,
8, 11, 15, 18, 22, 25 B L 29 H), HEMEHPICIEER 0, 7, 14 BLW 21 HIZ,
WEHBICEWHE 0 BLY 4 HoFhZFhBEL .

(4) BB wE

BEEEE, REMSKH 14 HEMETE | M 2 RIAELEZEEAEH : &5 3, 6,
10 BLU 13 H). £/, HWIRAMAEHER 2, 9, 16 BLU 21 HiIZ, WEHEBEEEHE
H 4 HICRIZELE.

(5) ZRETM LMD HK

SRABIME, CRIMEETEICE— 7 VRET CHABIRD 5 HMBES 1%

HBL, EROEBCL DV EROEREERL -, THEME, FR, BR, WRSL O

BrERICEEZREL, BE, M, OEBLIUEBELEIC 10 XFEEEFLTY

CHICEEL, B LE.

(6) HUikED WE
REMEIEARI S Y, PHRREOREORFR, oBKRTOMEELEIR 21 HP» 5 MEIER
25 BHOFal 10 RETEHEHT L. Fal 10 HILABRIPERTLTIVWESES, FOHZWE




0 H& L&,

(7) 4EUR 25 HoFm 10 ReE TIiIZnl Lo

VEIR 25 Bl 10 BPETCIZABUR» > X, IR 26 HICZ—F VBT CTIE
KEMRA» S MM B -BICHRL, EROAEICKDTIROFEZMER L. T
i, PR, B, MIRBXUWELMHEBRICEZGZWEL, SE, K, OB TMIEL
EHIZ 10 M EEAILY ) VHICEEL, RELE.

(8) HEREBOHEB LUK

BB, WERELZ2WET s HETHEHBREL, WE L HEZ—F VKRBT CEXRH
IROUIMFICE D MOBEIE-RICHBRL, ERERBLIUCHEKHZEI L. R, B,
MR LIRS HEBICEEZEWEL, 8, W, MBI TEEE 62 10 %k
EAIL Y DICEEL, BREL-.

(9) MEEMENRE

WBHUESE - BB O VW TEHEEIH >IN 7 VAEEREERLE.
AREBLUOBESHE000 ng/kg)BED O, I, Mg, MR, B, WL, 58S
LMW DWW TH-EREHMEARAZFR L, HEERFEOIIREL 2. 1000 ng/kglfD &
THEBELERTEEZTRTHYEICEL D B LEZ SN AR S T 1000 ng/kglE D 5E
THTEMOASNERBBIX 30, 100 3L 300 ng/kgBElc DWW T L RABRICREL &

3) WMEHWM(P)DEREBEIRITTHE
14 BRI b= TS hrtfiE, A—BAT I & | CEsAEDETARSRELE
REMEE 14 B2RELLT, SRERRBTZECOEAKRARERRE L.
BREREBEHIZIT-EHIAIITY, BEAICETE -ERE2HERL Iz SRR T
By LT, TOHERER 0 HE LTRE L.

4) FER)

(1) HEROBE

HERICKREERK M, TERY, HEREBLIUAREREOEELZBRE L. KE
Rik, 10 HPHEEHFU ) VRICEEL, RELE(EEL, RBELCOELVWE AR
B < ).

(2) FERDOEE

FAERE, —BRREBILICECOFRELEARMAYEE | MHEELE. TTRE, 3K
#® 10 RHESEANVT ) CMICBEIEL, RELE(EREL, ERELOEL VWK
<.

(3) KE

KRER, ME OH(EEH)BLT 4 BIZBEL-.

(4) HI&

EFERE, WE 4 HOBRERTRICZ— T VB T TR ARBIRY 5 MOBES ¥ 21
BRLZ.

<



6. 88 5 F 19 75 1k

MEBEOMEFENHEETILEOREELEZA L, SEERFEINBERLEAY VY LE2-
FOFXF P IFNZAFNVDOERSELOMTIT >, WTFRORELBWTS, BRE 5
BRWMEAEEL, 5 %KW (p<0.05)L | %KM (p0.0)LICATTERLE. HERIE
—BEOTEHELHERBEZRELE. B, FTEMOREEDTF — v GHEE PSRN L.
1) $BHERE

BartlettRIC L 2 FEHMIEDRERZTL, F4BBRLE—TAREBECLIAHAINET
W, BERSEANBEL OMHMILEIZDunnettiE 2 AW TITFo . —F, E4KLEADLHN
BRirolHEE, BEZMALE—-TEEBEIC L 224 (Kruskal-WallisoBRE)E2F U,
FRBROENBHELOMMLRIEZIEM2RA L ~Dunnett M OBREEE BV TIT- 2.

KEB Y, FER), BHEE, REOK, SR, HRPH= [2%E(HEE 0H)
- XREEFRH] , EREE, RHEERK=-(FERB+EERE), HERY, TERK,
ahiE= [(REERE/EREH)X 100] , RoEd®R= [(HME 0 HOWERE /&
PRIEE) X 100] , B, BRE= [(BERERHEB)X 100] , H4E= [(HEF 0
HoFERE /REERB)X 100] , E ¢ HOEERYE, WEH 4 HoE#ER= [(#
H 4 HOEERK/WE 0 HOFERK)X 100] , AEEFEHEE= [((NEREERH
SHERB)X 100] , Ml=(#/itf), BEEEHNERZSY), OBEENRERE,
1M ¥ 1l 2 B 42 2 A .

2) xBE
REER= ((REBRIBVHE/BEBSHMH) X 100] , BHE= [((ZHMER/ ZEKILH
M) x 100] , HEXE= [(FEREEME MR x 100] .

2B, REEABFOREIBVC, BEREN THEMFNEEN RBINM OB S
DVWTHLHREZEMLARE - HEIc> 0TIk, SEHREOBBE®EE LRDIERMLZ A A
UZzDunnettid EZ W TIiTo . ZITHBRELOBICEBREFROONEAMRII DWW T,
Cochran-ArnitageDRMIREEZAVWTHERLEDOREZERL =
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I. RE&ZS &M%
LRI RIETRE

1) —f%iREE(Table 1-1~1-2, Appendix 1-1~1-5)

SR, ofRBEE, 30, 100 BLor 300 mg/kgitcikBRw s h@h >, 1000 mg/kglf T
i, &5 20 HIC1HI(No. 402)DSFE T L/, RIHE CTHREDHICEIREIALOh AL /2.
EEMO~BREHEICBWT, SBE, 30, 100 BL o 300 ng/keBHTIdH M %
BLTWTho#EmebBFEEIASN 2> 1000 ng/kgBETld, REIEE 3 BH 5

BREEH 1 2~8 30 sodicashk.

2) K& (Table 2, Fig.l, Appendix 2-1~2-5)

30, 100 B & 300 mg/kelfDREIL, HBRELIZIAZKOERTHDL, WTFhoRlE
HiZodBBEZEEIASNREZDP >/, 1000 ng/keBE ik, WBHLLLTHES 18~25 BLU
2~50 HCARBEDERREELEA LN,

3) £ & (Table 3, Fig.2, Appendix 3-1~3-5) _

30 BLU 300 mg/keF¥ DB RERE, WEEE S IZFIREETH, WThOoBEERIZDLE
BEEEH#»SN R/, 100 ng/keffCld, HBHLLERTES 3 HCEHSEOER RIK
fERASNED, BREBIIKRELELDTE R »o=. 1000 ng/kgBE Tk, NEBE LN
TG 13, 31, 38~45 HIEBHEOAEREKEM AL N,

4) Mkt E (Table 4, Appendix 4-1~4-5)
BEREHLEY, HBRBEIERTOWTINOBRIEEHICOEEZZAON P ok,

5) M b¥ e & (Table 5, Appendix 5-1~5-5)

30 BLU 300 mg/kgBETIE, HWEHLUNTREZEZOEEREELEA LN, 100
ng/keBETIE, WBHRLUEANTEEREIRVIREZZEOETEMEANA SN =, 1000 ng/
kgBETId, BB LIERTREEZR, K, ClBLUERY VORELREE, PV VLS4
FOEBREENASN.

6) Z AT R (Table 6-1 B L 6-2, Appendix 6-1~6-5)

EEHOHRICBNT, HBHTEIHFAMEL FEORMICAAGERD | fllcash
oo 30 BLU 100 ng/kgBETIE, WThIK O EBEIAShRP >, 300 ng/kgBE Tt
RFEMEBRICAEED 1 6, MESEEEOBEHE®RMEN | Fllza S, 1000 ng/kght



, Mol omgaRea b h L F, MmIEBROMKDL 1 BHicHS .
1000 mg/kgik G EEDILEH @ EIMRIZBNT, M- 19O R G40 B L O m v E e o
KDL F(No. 402)) o B h .

7) 2SE ®E & (Table 7, Appendix 7-1~7-5)

30 mg/kgfETiE, WEBEHLEXRTWThOBREERICOAREIAOA R o=, 100
BL” 300 mg/kg#E Tk, NBELHUERTEROENEROERREESASNE.
1000 mg/kgiR SHETIE, MBRLURTHFEBLUVEROENEROEELRSEM A5 N
=.

8) RIBMHME ¥ A (Table 8, Appendix 8-1~8-5)

(1) £%&6

Mghs . HimA 1000 mg/kglf T 1 HI(BIRTHBROBRELLIPERINZGHY)IIALSN
=D, TOREBERCIBETCH-> .

O DAFESMBET 1 HlE 1000 mg/keBT 1 BlicHSNED, ZORERVT
NI WETH>T=.

B : DAFENSIBEET 2 e 1000 ng/kegBET 2 H, DNERLHEFABERESE D
NEET 1 flicaonkd, FRhooBERWTIWLI<KEETH- .

B 0 FRAE 58 (Photo.1)A5 1000 mg/kgBE T 3 #, £ & EIE(Photo.2)h 1000 mg
/kgeBET 2 FliZAH oS, ThAhoDBERVWTAB I BETCH >~ b, REEIL
SRIE 1000 mg/keHECHBH L EXTHEMAMAERERVWODDERENAD SN, EGEH
FRREBZETIRVWODEMEBRICH -, Foficid, REEFEESEMCILSEBET 3
%, 30 mg/kgBET 1 il X 1000 mg/kg#ET 4 B, MMERMEAROFBE NMEMNNBEET
2 B, 30 mg/kgBET 1 B, 100 mg/kgBET 1 Bl& 1000 mg/kegBET | fl, EMNRHAEARND
Fih 100 mg/keBE< | B, BR(HEME)D 1000 mg/kgfET 1 B, CUEAMEERE
B 1000 mg/kgBET 1 I, HFHPERBMED 1000 mg/kgBET 1 B, RMEORREME(F M
YD 300 mg/kefET | PHEIMTERICEGHPBEEINLEZFEW)ICHEONEDY, Zh b
DREIVWTIN I BE~EETHo L.

BRLE ERSOBFAFELNEBHET | fI(ARTHEELIRORTICEDEKE M
BEINEGFMICHLAEDY, ZTOREIBETH> .

Zofizik, B, BT, BEBLIUMTEINBERS LY 1000 ng/keB¥TCEFEIALN
B0,

(2) FLeh

1000 mg/kgB D | BITHRO MM, FMOFE, @R - i - BITOECHBENASNED,
ENODBRERIWINS IKBE~BETHo>2. 2B, BIRTEFORDLNZEEIC
FIEKETRBT LA NRP D .




2P RIFTRE

1) —fgikAE(Table 9-1, 9-2, 10, 11, Appendix 9-1~9-5, 10-1~10-5, 11-1~11-5)

FEL L, MR, 30, 100 BL U 300 mg/kglETEEH SN LA o1z, 1000 ng/kghET
&, &5 6 EIZ 3 #I(No.457, 458 B Lor 462), &5 9 HIC 1 B (No.459), &5 12
BiZ 1 #1(No.456) & &5 17 HIiZ 1 #il(No.461)DEr 6 HIMETC L. ETH TR, WIE
NS 3 HPSRERN 1 4~ 30 20MAaSh, BREHORT, WRER, KE,
HEDOHFN, REBETE, RRHLIVIEHEMNECTS | ~ § HAI»S5F S DHTER
Shiz.

EHEHO—BRRBBEEICBENWT, SEE, 30, 100 8L 300 ng/keBECRBIRMZ
BLTOWThOEMELEFIASN R o/~ 1000 ng/kelE T, WEMPEE 3 HAS
BRERK 1 54~8 30 20BA&Sh, £, | AITEEREDOERT, B, HEDEI,
KREBRTFR, BlEsROSN.

2) {k&E(Table 12~14, Fig.3~4, Appendix 12-1~12-5, 13-1~13-5, 14-1~14-5)

RECHMGEEI T, 30, 100 B L 300 mg/kgBf DRBIZHBELIZIERAKOHER TH Y,
AEEEAaLNGP oz, 1000 mg/keB Tk, HRBELILRTES 4 BRU 8 BIZKE
DEBREMEMPA LN . 2B, 1000 ng/kgB DR TH TR, TLHIC BB REERD A
HHNI.

WEIRSAR R Tk, 30, 300 B &L X 1000 mg/keBt D hE Ik EEE L ITIFEBOKBETH D,
BEZE AN o=, 100 ng/keBETld, MBEHLLNXTHER 2] HCAEORERS
EHAHSNED, BEBIIKELEDDTIERD > .

WEHEH T, 30 BLU 100 ng/kgBE DK BEIFINBHRLLATHE 4 HICKEDE
ERhEErALNED, BEBIKELZ6DO TR 2P >4, 300 B LT 1000 ng/kght T
i, SBELEXTOWThOBMEHOKREICOEEZZAS NP > /2.

3) {285 8 (Table 15~17, Fig.5~6, Appendix 15-1~15-5, 16-1~16-5, 17-1~17-5)
REFGH T, 30, 100 BX 300 mg/keB O BESINBRLIIEABOHBETH
b, AEREZEE&#ShARDP o/, 1000 ng/keBfTlE, HBELILRTES 3, 6 BLU 13
HCEBEDEEREEN AL N K.

MR AR T, 30 BLY 300 mg/ke O IBEBRIMBE L IZIFRAKOEBTHD, &
BERA#LhARP o2, 100 BL 1000 ng/kgBECid, WHBHEHLLLTHEE 16 HIZEE
EOEBRLRBEERALNE.

WEHETTE, SRSHELNBREERTEHBICEEEIASN BRI -,

4) &M R (Table 18-18 L ur18-2, Appendix 18-1~18-5)

EFHIOEBICEBNT, dBE, 30, 100 BLT 300 mg/ksBECEEHEA LN -
Jz. 1000 mg/kgBETid, MR D EHE & WMAMESI B OB AD 1 HI(No.460)icAH 5N 7=,

- 13 -



1000 mg/kglEDIECHDHMIZE VT, WIROEHH 1 #), HOMRebhs 1o, K5
BEOZMEH 6 B, WiERSOMKD 6 B, MEKBEORRELD 3 B, IOk ke
i 2 plicHsh =,

5) B3 E HE & (Table 19, Appensix 19-1~19-5)

30 mg/kglE T, HEBHLURTWTNOREERICLAEEEAOR L P>, 100
ng/kgBE Tk, HBHLLERTERBROUNERBOEELBEMEIA SN =, 300 ng/ksht Tt
MEHOESRTHERZZZVY, BMOBASEBOSEMEAMS& SN, 1000 ng/kekt T
&, MBELLERTERBOEN - BAERBOEELRESESA SN,

6) FERFASEE MM A (Table 20, Appendix 20-1~20-5)

(1) &£#E6

f iR« RO BT | Fl& 1000 ng/keBET | BllcA SR . 2 DRRE B TIHF
BETHholh, 1000 mg/kgBETHEETH o7, /-, HMHBHBEET | FlCHS b,
FOBRBEEICBETH- .

IR0 A EMAENNBET | fllcaohEs, ZO0REIEETH > 7~.

B BEBLUCAFER~OGFHEEE(F@E)H 1000 ng/kgBET 1 FHCH SN I=H,
ZTOREIBETH - I-.

Bl RRFLBELPSBET 2 ), HREERERGESSEET 1§, mRE
BREREMESHBET |, BREEASHBET | PlICHALNED, ZR6DERE
BWThIKBE~BETHo>1-. B, ThoofEounThd, 30, 100, 300 B &
1000 meg/keBf b HBEHLOBICEREZEIAONE P - 1.

A SEREIS 2% {L (Photo.3)A% 1000 mg/keBfT | FliHONED, ZORERIEETH
- 7=

FOMICIE, O, FRBLUINETENBES LT 1000 ng/kelEr s EE XA LR
rofz. £, HRTEHEORD SN 1000 ng/kelED 1 H(No.460) DB DIE K & &
CBOERETBTIEMEIALSN R 0.

(2) A

1000 mg/kgR SBEDFETH 6 BUIBNT, FICFEDS | 6, WIEICEBED | 4, 1B
WWEMD 5 MeaMEBOERY L Hl, BIBILERFEOBERD 3 Hacmm» 1 4,
REREOUS AN | fleBCRMBEDL | #l, MNEKBICUSAD | Fliiadhrz., E,
ZNHODORER, MROEBBLVEABHOBERILIEE TH oD, ZOMDARIFL
TN TILKEE~BERETH . £, BIBMTEEORDON = 1000 ng/kg#D 2 #
(No.456 B LU 461)DBIB DA K, 261 (No.461 BL U 462)D R BB OB REt, 1 H
(No.462)D /o REtbE2 BT 28 {biEashizdho k.
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IT. MLt sl
LEHYMP)OERBECRIZTRE

1) F&f5mE % (Table 21, Appendix 21-1~21-5)
ZEEORSHE(14 HR)ORBERHZ, SREHLIABHLOBICERELIALN

B o,

2) REHH, RRE, ZRMHE B X2 E(Table 21, Appendix 21-1~21-5)
EREEL 1000 mg/kgik S HDOE | MERWELHITREMSER IR, £/, 1000
mg/keltD | MTHMSZRBEBFICECLE. TR, SERSHLONBHRLOMIC
BEZEZEEAoNrol. £, REERILD, EREHLABELOBICEEZEALN

R,
T2ZRaMEix, 30 BLU 300 mg/kef 5HTE | flaohizd, ZHRECEIZRSEL
MEELOBICEEREZZIAONREPo=. BB, THHEO2ABPHERZSBKL .

3) MIREAR B L a4 IKAE (Table 22, Appendix 22-1~22-5)
ERAME, EREBHLOINBHLIOBICHERZIAbN R 2. £, WThDH
MEbTBIRBICEREIAON R 5.

4) BEE, EERBEEB L UEKZE(Table 22, Appendix 22-1~22-5)
HEH, EREBBILUVERER, SREBLOMBRIOBIZEREZEGASNZD -
=

5) HHEZE(Table 22, Appendix 22-1~22-5)
IR, SRSHEOHEEG 100 ¥ TH o7,
HER(FHCRETRSE

1) BHERMEB LU= (Table 22, Appendix 22-1~22-5)
BHEREBLUABRERD, SBRSHLINBEREOBMICAEBRZEZASh R o=,

2) HEE, ROEERB LML (Table 22, Appendix 22-1~22-5)
HWE 0 HOMER, HERK, R4EX, ROEHEBLIUOMEHIE, SR5H L B
BlLroBlicaEZEZA oD o).



3) HERD—RIE, WH 4 HOEFRE, WE 4 0% ERD LU RS OBE
(Table 22, Appendix 22-1~22-5)
FERO—BIRETIE, WFROHL S REFREBEE Lo r .

WE 4 BOEGERE, WE 4 HOEGEE L CHIE, &E5HE b ELEE O
FEZEIALSNRRD - -,

FERDARREDBETH, WFROBELER RSN R,

4) HrERODOKRE(Table 23, Fig.7, Appendix 23-1~23-5)
WE 0 HBLU 4 HOMEN Y, BEHABLUVEGHOKER, SRS5BLONE
HroMIERELAO L RP -,

5) £#E R o H#Fr & (Table 24, Appendix 24-1~24-5)
MR, BERSHELIVTHICHEEFZAONL R .

&

AY 7V NVEE2-E ROF YT FNIATANDI Yy MBI AROBEILLIRERS S
M- EEBESEHERABEERLE. K5 EIE, 1000 ng/kezBmAEL L, UWF 300,
100 BL 30 mg/kg& L=, b, BE L TEKREFAKIESELZERIT .

EEWPHUIBE L Tk, 1000 mg/keB¥T 1 SIARTLE. BEHOEKR, BEXOBEES
NEBRE - HEoREHASFXUREBECBWT, ERBELRICESCEEZISNAMROMIZ
i, REIREZZLCERADSNT, EREHALGPIITERP 2. —RIREBERIIBWT,
1000 mg/kelf TR BSHBOMBEIPORSERICHEE P A SN LD, HFERKBEH 30 2
MThHy, BREEZ2HBRLTCIERFHBOEREITD O Lok, COREE, AF 2
WE2-e FODXF P2 FNZXFINORBILZ2ELOMICEREEIFEFEIOSN RV ERLS,
WHROMEORBMEIIEILSELEEZ LN S, £/, 1000 ng/keBicild, BHEEBORHD &
MELAGECHEMMEGASNH . 30 ng/kebl LOBOREERZDIEM, 100 ng/kgld £
DHOBWOMSEEDEM, 1000 ng/kgBEdK, Cl, EHE) L 0N, BROKREMEME
MMBICBIT2RMEBILE, ECELERRVIBHEODKTEZTRBT2ELEEILSND.
Lh»PL, REZEZ, K Cl, BV oENEBEETHH, EROMEBENFROREREE
MHEL, BELBMTH o=, 1000 ng/keBtTld, FROMNEREOAERSE, MK
ZHRBICBW TN 7)1 FOREFZEDLONED, FROEBSERBICEZELAS
hiznwZ e, FiOFRBHABEORECOEEIAO5NMh NI S, FBEOHENEED
EEEMVT)ESA FOREIBEEORDICHEIELEEZON, BHEFNICER R
HOTIERWEHELE. 2B, MERFOREICBVTE, 1000 ng/keB¥ TCLHMEEE
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CREEROON Lo, HRICEWT, MIBEETHE MRS RO RBEIC 8 & a5
21 1, 300 mg/kglECH MBI B EHD | Bl EDORERE & BLH» 1 6,
meﬂmﬁTﬂhmﬁﬁEMﬁlmtﬁwﬁmm@MKﬁlmuﬁ%htﬁ,wfn
HLEBITHD, BEILLZbDOTERVWEEIOND. £/, FEMAKENRETRD
SREMRO A, O /NAFEE, BFRO /DA B L U ZE o T M 2 e

B ORME FIEREEN, THRMEANOFEE /NG, B, VEAMEKEARES L UF
PIREEIE, SHEETEREICIASATVWEDY, B2VELEBATHEI L6, BEN
ZlheEIh3.

MEE (PYZBE L Tik, 1000 mg/keBfT 6 BIMEE LA, BEHTE, SWREERD,
BREBOWLEALGN, SRIIBWTHiolREL, MROZER, MEOEW, BT OIE
K, BERKEBLONBOBRELIrADOLE. BCHTEFEOBRRIN-BE - MM
DFBHAMFOREC BV THOEE, MIROER, BMMOEWH, BBRRKFOBEMK,
BEHEBLUNBREEOUSABAONED, THLOOELMEEEHOZX ML RICER
TH2HDEEZOND. —BREBERIIBWTIE, HoBEs & B 1000 ng/kgBE THRE
BEHroNE. TOMICIEEEHORERT, BE, HRE, HEOHFIL, RRE TR, PFRE
WO CHOSIZHSNE. 1000 ng/kgB T, MEEHICIEEEZOR D EEEL 2K
BEOBMME»PZEmRSHBICASNE. 28, 100 BLU 1000 mg/kelETHERPAB G
KEHEOEEIPAONEDY, —BEOELTHD, HBEILLZLDOTIERVWEEZ SN
5. BEEETI, 100 mg/kgll LOBFTEROBNEEDOHEH 2 VW IXEMEMEMA, 1000
mg/keBE CEMOHNBERBDEEMGASO NI, £, HRIIBWT, ROEREB LUEE
DRRDPAL NS THRBHEMFOICEIWIRICERE, BRMCHERBLUCALBES~NDOHFF
K, BMICERLEERLE RN, | HlOADELTHZD, A7) J)VEE2-L K
OFYZFNIRFIVDOREGICEIDELEAEEZSETCERY. ZOM, HEMEMBFEYN
BRECBWIROONEMBEOH M, MBI EMITE, FIBEORRF LB, FR
WHRIRBEER, RRAFERTEREEBLCERRFERRE, WThsLBEAITCHIZ LD
5, BEMELELEZEILOND.

LED->T, YSRABREGFTIEBT AP 7 ) VE2-E ROF L L F NV AF VDO —HKEE
MEOBEEEEIE, T 30 ng/kekiE, HT 30 ng/keExon 3.

HEYP)OEBEEICH LT, SREBLOIZBEEAYE, XBEX, XREHH, THES
LURBMBICEERIAONRP . £/, SRSELLERAM, 25BRE, BEK,
ERES, BEREBLUHERIIOEEIAS R - 2.

HERMTFNICHLTE, SRE5BLIBHERK, 2%%E, RERK, WE 0 HOHKE
Reg, HEX, ROELEE, HILCEEEIaoARDP o=, HRBERTIR, WThoik
bEREIALN RO, £z, —BKRE, HE 4 DOEERH, £7 %, £k, KhE,
By BEIAON R P D,

Lieho7T, SEBEHATIEBUZ A7)V IVEB2-c FOX S F NV IATIVOETESR
EBEMEOREREEE, MEOLEBBLURIPOFEECE LTI LY 1000 ng/kgk
EINhD.
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MUEDEDIE, XFZ 27V NVH2-E FOFYZF NI AF)NO ~EHBMEE0RTERIT,
HETIEZ 30 mg/kegis S I LD IRFHEROBEMPADO N &5 30 ng/kgskil, M <TI
100 mg/kgR S LV BHOHMEROBHELAD SN LS 30 ng/keEZ 51 5.
Eh, FERBEHSUFNRNREERE, WThOBEHICOEESED ARG >EZ & H
SHMOER B LT RIMOBEL S 1000 mg/kgb I h 3. B, BEESEHEUDE
THDIAZZUIVBC-EFOFL7O0BL)ZRFLNOS vy EHWIHEOBSICLBR
HigGutt -  FEBEBEMESHREEICEBELEY, ZO08BE-—REMENELER
uMMtbSWmNRT%D“,X&ﬁUw@2th$/:%WIZTW®ﬁ# M &
BLEEZIOSNS.

3R

1) OECD GUIDELINE FOR TESTING OF CHEMICALS,Combined Repeat Dose and Reproductive
/Developmental Toxicity Screening Test(EE£EEFEHEABRCERLEFLE RS2 NE
EhosREBEINEZEN)

2) WS RM SN B

3) A7) JVE-EROF LS F NIRRT NDSY FEAWLWAEOR S
LOREBREENE - EHELEEYEHIRBO THAR HKASHBANRI AV —F &
v~ PBRER (REBRES : 092115P) BR|EE

4) A7) VEQR-EFOF> 7O L) ZZFNVOT Yy P EAVSEDR
itk omBEEHESEE - £AHEREBFEHFGRAE HAxsdBELxRI1 TV —F L & —
PEHFEM (RBRES : 091914) RRBEE
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Table 1-1

General sign of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test of 2-hydroxyethyl

methacrylate
by oral administration
Group Number of males Days of administration

(mg/kg) and general sign 1 2 3 4 5 6 7 8 9 10 11 12 13 14 1s5* 16 17 18 19 20 21 22 23 24 25
Control O |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 1212 12 12 12 12 12 12 12 12 12 12§12 12 12 12 12 12 2 12 12 12 iz 12 12
30 {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 |2 12 12
Normal 1212 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 [Number of males | 12 12 12 (2 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12 12
Normal 1212 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
2-hydroxyethyl methacrylate | 300 |Number of males | 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 1212 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 11 11 11 11 11
1000} Normal 12 12 8 5 9 2 2 2 2 3 3 4 2 2 2 0 2 1 1 3 3 o0 o 0 3
Salivation 0 0 4 7 3 10 10 10 0 9 9 8 10 10 (0 12 10 1 11 8 8 i1 11 il 8
Death o 0o © o ©0 o0 0 © 0 o0 O ¢ 0 o 0 o 0 0o 0 1 0 0 0 0 0

*; Commencement of pairing.



£e

Table 1-2  General sign of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test of 2-hydroxyethyl methacrylate
by oral administration
Group Number of males Days of administration

(mg/kg) 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 12012 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
30 {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 12012 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 INumber 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
2-hydroxyethyl methacrylate | 300 {Number of males | 12 12 12 12 12 12 12 12 12 12 12 12 12 (2 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 | 11 11 11 11 1f 11 11 11 11 1t 11 11 11 1t 11 1t 1t 11 1t 1t 11 11 i1 11 il
1000| Normal 1 o 1 ¥ o © 2 1 © ¢ ©0 © 1 2 ©0 1 © 1 © 0 2 0 0 o0 11
Salivation 0 11 16 16 1 11 9 10 11 10 11 11 10 9 11 10 11 10 11 11 9 11 il 1t 0




Table 2

Body weight of male rats (P)
of 2-hydroxyethyl methacrylate by orat administration

in combined repeat dose and reproductivesdevelopmental toxicity

screening test

Group

Control 2-hydroxyethyl methacrylate
(ma/kg) 0 30 100 300 1000
Number of males 12 12 12 12 . 12
Days of admin-
istration 1 359.3 = 10.1 358.8 = 10.9 358.2 x 9.5 359.0 = 10.4 358.2 % G.4
4 373.1 = 15.2 375.8 =  13.6 372.1 = 11,7 371.6 = 10.9 368.1 =  13.6
8 392.0 £ 15.4 396,10 = 11,0 390.0 = 13.3 390.6 = 11.7 382.8 = 14.1
11 401.8 £ 164.9 405.6 = 12,6 398.5 + 14,3 398.4 £ 141.3 391.8 = 12.9
15 415.5 £ 18.6 418.0 = 12.8 414.8 £ 16,4 414.8 = 14.6 403.3 = 13,7
18 423.9 * i9.3 427.1 £ 13.6 422.0 & 171 420.2 £ 14.4 406.3 * 19.0%
22 439.6 = 21.4 4641.8 £ 14,5 439.3 * 18,2 434.6 & 14,4 419.2 = 18.2x (1)
25 456.1 = 22,9 454.2 = 18,3 450.6 = 18.8 452.3 £ 16.5 432.1 £  19.6%x an
29 471.6 = 27.4 469.8 = 20.9 465.8 £ 20.3 468.8 £ 17.0 446,9 *x 21,1 (1)
32 479.2 £ 27.0 475.3 *  20.7 470.0 * 20.2 474.2 * 16.8 449.7 £ 19.5xx  (11)
36 487.0 = 28.1 484.0 *x 24,3 477.3 = 1467 481.3 = 18,0 456.5 £ 20, 3xx  (11)
39 496.3 * 29.2 490.8 = 24.7 486.7 £ 18,9 488.3 = 19.1 459.9 £ 21.4xx  (11)
43 505.6 = 31.6 500.3 * 23.7 492.3 £ 21.3 496.8 = 19.0 465.5 £ 22.2xx  (11)
46 508.6 * 33.1 603.7 £ 26,4 493.2 & 24.4 498.8 = 18.8 466.6 £ 19.7xx  (11)
50 484.5 * 34,2 483.2 * 27.9 475.4 * 26.5 478.8 * 18.5 §42.5 +  20.9xx  (11)
' Each value shows mean (g) *S.0D
. Figures in parentheses indicate number of mates
> Significantly different from control (x: P<0.05, xx: P<0.01).



Table 3 Food consumption of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test
of 2-hydroxyethyl methacrylate by oral administration

Group Control 2-hydroxyethyl methacrylate

(mg/kg) 0 30 100 ) 300 1000

Number of males 12 12 12 12 12

Days of admin-

istration 3 26.5 % 2.8 28.5 =% 3.3 26.8 x 2.0 26.7 % 2.5 24.9 = 2.1
13 28.4 =+ 2.7 28.8 =+ 2.4 27.9 = 3.6 27.3 2.6 26.6 % 2.2
10 26.6 % 2.7 27.5 % 2.6 27.2 % 2.7 26,9 * 2.5 26.6 = 2.7
13 26.5 % 3.1 27.2 * 2.4 26.8 = 2.0 25.6 % 2.1 23.8 * 2.1x
31 27.9 =+ 2.7 27.6 % 3.1 25.2 =+ 2.3x% 27.6 % i.6 25.2 * 1.8x [QRD!
34 28.3 = 2.6 29.1 2.9 27.1 * 1.8 28.4 1.4 26.7 * 1.4 (1)
38 28.9 % 2.4 29.3 % 2.1 27.8 % 2.7 28.3 = 2.4 24.7 * 2.%xx  (11)
41 28.3 % 2.6 29.0 = 2.3 27.8 = 2.5 27.9 = 1.9 24.9 % 3.2xx (1)
45 27.4 =+ 3.1 28.7 * 2.6 26.8 = 2.9 26.6 * 2.3 24.3 % 2.3x (1)
48 25.8 + 3.2 27.4 % 2.8 26,4 * 3.8 26.9 =+ 2.0 24.0 * 2.5 (11)

Each value shows mean (g/day) =*=S.D.
Figures in parentheses indicate number of males.
Significantly different from control (x: P<0,05, x¥: P<0.01).

1)
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Table 4

Hematological examination of male rats (P)
of 2-hydroxyethyl methacrylate by oral administration

in combined repeat dose and reproductive/developmental toxicity screening test

Group Control 2-hydroxyethyl methacrylate
(mg/kg) 0 30 100 300 1000
Number of males 12 12 12 12 11
RBC (W% mma ) 859.9 + 32.2 874.3 % 32.3 847.8 + 46.8 851.7 % 30.3 845.7 £ 62.4
Hemoglobin (g/d) 15.43 = 0.84 15.81 %= 0.48 15.63 0. 81 15.37 % 0.67 15.42 % 1.10
Hematocrit (%) 44,54 & 1.66 45,52 % 1,33 44,93 x 1. 44 44.64 % 1.21 45.01 =* 2,72
HCY (ums ) 51,80 = 1.23 52.09 =% 1.89 53.09 = 2.51 52.44 % 1.35 53.28 % 1.51
MCH (pe) 17.95 = 0.63 18.08 =+ 0.90 18.46 = 1.10 18,06 = 0.72 18.25 = 0.56
MCHC (g dl) 34.60 % 0.90 34,73 % 1.09 34.78 = 1.08 34.42 1.05 34.25 % 0.90
Platelet (10?/ mm3 ) 109.02 = 12,78 115,20 =% 2.08 109.88 = 12,46 107.55 = 9.71 109.95 + 4,15
RET (%) 23.8 5.2 24.8 = 5.2 23.3 % 6.3 24.2 % 6.8 22.0 % 3.5
PT (sec.) 16.91 = 1,47 16,44 % 1.24 15.96 % 0.96 17.78 = 2.16 16.80 * 1.80
APTT (sec.) 31.99 % 2.70 32.98 % 5.59 30.23 * 2,24 32.17 = 2.31 31.03 * 2.85
Fibrinocgen (mg 7 dl) 253.8 * 15.5 256.6 % 20.6 254.9 * 16.1 241.7 % 12.3 258.3 =% 29.6
WBC (12 / mm> ) 54.3 % 10,0 53.1 % 8.0 58.5 =* 14.6 53.6 * 11.8 57.3 10.7
Differential teukocyte (%)
Lymphocyte 84.0 % 6.9 84.9 * 7.3 86,8 * 6.9 84.3 7.4 82.4 % 1.9
Neutrophil 15.1 % 6.7 13.8 * 6.8 12,1 = 6.3 V4.6 = 7.3 12.0 x 12.1
Cosinophil 0.5 % 0.8 0.8 1.0 0.8 = 0.9 0.8 % 1.0 0.1t % 0.3
Basophit 0.0 x 0.0 0.0 0.0 0.0 %= 0.0 0.0 0.0 0.0 = 0.0
Monocyte 0.4 =+ 0.7 0.6 =+ 0.5 0.3 + 0.6 0.3 * 0.5 0.5 + 6.5

Each value shows mean *S.0.
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Tabte 5 Blood chemical examination of male rats (P)
of 2-hydroxyethyl methacrylate by oral administration

in combined repeat

dose and reproductive/developmental toxicity screening test

Group Controtl 2-hydroxyethyl methacrylate
(mg/kg) 0 30 100 300 1000
Number of males 12 12 12 12 11
GOT (U7 1) 70.94 = 12,29 68.81 £ 10,63 70.82 = 10.88 66.21 £ 10.88 62.32 = 12.26
GPTY (/1) 21.38 = 3.24 22.33 £ 3.15 21.38 £ 4,14 21.48 2,20 21.06 = 5.94
ALP (lu/ 1) 75.468 = 11.70 79.52 * 15.80 84,17 = 18.07 71.48 ®  14.95 75.33 = 28.14
Y -GTP (/1) 0.000 = 0.9000 0.000 = 0.000 0.000 = 0,000 0.000 £ 0,000 0.000 = 0.000
TP (gr/dl) 5.62 =% 0.29 5.88 % 0.27 5.74 % 0.20 5.73 %= 0.24 5.54 % 0.36
Albumin (g/d) 2.892 £ 0.141 2.991 £ 0.184 2.912 = 0,144 2.970 = 0,135 2.873 = 0.149
Protein.fraction (%)
Albumin 51.49 = 1.34 50,90 % 1.92 50.72 = 1,446 51.81 = 1.52 51.95 % 2.40
ai1-glo 22.78 £ 2,13 23.61 % 1.68 23.21 = .74 22.38 =+ 2.50 22.44 £ 2.13
az-glo 4.52 =+ 0.97 4.98 = 0.71 4,83 % 0.67 4,64 % 0.70 4,67 = 0.96
m-glo 5.60 % 0,49 5.50 * 0.22 5.54 * 0.51 5.33 % 0.26 5.20 = 0.53
8-glo 12.25 =+ 1.46 11.50 = 0.77 11.77 x 0.46% 12.04 %= 0.85 12.11 % 0.97
v -glo 3.37 = 0.79 3.51 = 0.55 3.93 & 1.03 3.81 %= 0.62 3.63 ®= 0.76
A/G ratio 1.064 = 0.057 1.039 £ 0,082 1.032 £ 0.062 1.076 = 0.066 1.085 £ 0.10}
T-BIL (mg 7/ dl) 0.072 £ 0.0046 0.075 *= 0,007 0.077 = 0,011 0.076 * 0.010 0.070 £ 0,012
BUN (mg./dl) 17.36 + 2.04 19.97 % 2.57x 19.42 % 2.1 20.82 2.07xx 25.06 * 4.57xx
Creatinine (mg /7 dl) 0.535 = 0.025 0.546 £ 0.051 0.538 £ 0.026 0.542 £ 0.056 0.544 = 0,063
Glucose (mg /dl) 125.26 = 10,06 125.89 = 8.99 124,38 = 8.77 126,18 = 9.70 142.55 = 43,046
T-CHO (mg./ dl) 5.68 = 13,77 61.31 + 14,52 63.34 *  16.35 §7.97 % 9.88 56.11 = 13,64
LEY (mg /7 d1) 83.18 = 47.03 99.67 £ 45.12 54,01 % 20,45 72.99 = 29.19 47.85 = 26.99x
Na (n&g/ 1) 144,41 1.76 144.08 % 1.57 144,38 = 1.72 144,03 x 1.72 143.38 * 1.21
K (mEg/ 1) 4,130 £ 0.184 4,173 = 0.231 4,293 = 0.154 4.291 £ 0.220 4.535 = 0.418%xx
Cl (nEq/ 1) 105.71 % 1.9 105,97 = 0.9¢9 107.15 = 2.25 107.09 = 0.98 107.08 = 3.36x
Ca (mg 7 dl) 9.76 %= 0.35 9.86 & 0.30 9.68 % 0.18 g.66 = 0.26 9.61 % 0.39
IP (mg /dl) 6.55 = 0.70 6,55 * 0.64 6.96 * 0.61 6.98 * 0.74 7.95 * 0.80xx
Each value shows mean *S.D.
Significantly different from control (x: P<0.05, xx: P<0.01).
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Table 6-1 Necropsy finding of male rats (P) in combined repeat dose and reproductive/developmental
toxicity screening test of 2-hydroxyethyl methacrylate by oral administration

Group Control 2-hydroxyethyl methacrylate
(mg/kg) ] 30 100 300 1000
Number of males 12 12 12 12 11
Normal 11 12 12 10 9
Thymus

Dark red 0 0 0 0 i
Kidney

Hypertrophy(bilateral) 0 0 0 0 1

¥hite spot(right) 0 0 0 1 0
Testis

Atrophy(bilateral) 0 0 - 0 1 0

Soften(bilateral) 0 0 0 1 0
Epididymis(tail)

Yellow-white nodule(left) 1 0 0 0 0
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Table 6-2 Necropsy finding of dead male rats (P) in combined repeat dose and reproductive/developmental toxicity
screening test of 2-hydroxyethyl methacrylate by oral administration

Group Control 2-hydroxyethyl methacrylate

(mg/kg) 0 30 100 300 1000
Number of males 0 0 ] 0 1
Normal - - - - 0
Thymus

Dark red - ' - - - 1
Lung

Dark red - - - - 1
Adrenal

Hypertrophy - - - - 1

(bilateral)
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Table 7

Organ ueight of mate rats (P)

of 2-hydroxyethyl methacrylate by oral administration

in combined repeat dose and reproductive/developmental toxicity screening ftest

Group Control 2-hydroxyethyl methacrylate

(mg/kg) 0 30 100 300 1000

Number of males 12 12 12 12 11

Body weight (9) 484.5 %= 34,2 483.2 = 27.9 475.4 % 26,5 478.8 * 18.5 442.5 % 20.9xx

Thymus (mg) 310.63 £  80.69 273.98 = 72.28 277.63 x  67.98 289.81 * 85.98 265.77 *  &64.35
(mgZ) 64,41 X 17,47 56.42 * 13.56 58.3t £ 13.24 60.68 = 18.21 60,33 15,64

Liver (g 12.099 *+ 1.7%8 12.532 £ 1,413 12.263 = 1,484 12.647 * 0.840 12,115 = 0,755
{gZ% 2.489 = 0.216 2.590 % 0.184 2.572 £ 0,194 2.640 £  0.124 2.741 %= 0.13%xx

Kidneys (9) 2.823 = 0.246 2.921 £ 0,247 3.017 = 0.250 3.028 = 0.260 3.200 *  0.44%
(gZ) 0.583 = 0.044 0.605 = 0,055 0.635 = 0.046x 0.634 = 0.0860x 0.723 = 0.110xx

Testes (g) 3.283 = 0.232 3.344 * 0,178 3.418 = 0,286 3.158 £ 0.475 3.281 ® 0,213
(9%) 0.682 = 0.075 0.6%4 = 0,063 0.721 = 0.070 0,662 = 0,100 0.744 = 0.054

Epididymides (9) 1.303 = 0.077 1.298 = 0.143 1.295 £ 0.093 1.236 £ 0.161 1.305 = 0.093
(g%) 0.271 + 0.028 0.270 * 0.042 0.271 *+ 90.019 0.259 = 0.036 0.296 = 0.030

Each value shouws mean® S, D.

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



Table 8

- '[E .

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

Giroup Control 2-hydroxyethyl methacrylate
(mg/kg) 0 30 100 300 1000
Incidence & Grade N A + + # N A + + # N A + + H# N A + + H# it N A + + H# #
Thymus [12] (0] (0] [0] [t1]
Hemorrhage 12 0 10 1 1 0 0 0
Heart [12] (0] fo] fo] (11]
Microgranuloma 11 1 1 0 0 0 10 1 1 0 0 0
Liver (12] (0l (0] (0] (11}
Microgranuloma 10 2 0 00 9 2 20 0 0
Degeneration, vacuolar, 11 1 0 00 11 0
centrilobular
Kidney (12] fi2] [12] [12] (11]
Basophilic tubules 9 3 3 000 111 1 000 12 0 12 0 T 4 31 00
Eosinophilic body, proximal tubule|{ 10 2 2.0 0 0 111 1 0 00 11 1 1 00 0 12 0 10 1 1 0 00
Hyaline droplet, proximal tubule 12 0 12 ¢ 11 1 1 0 0 0 12 0 11 0
Dilatation, renal tubule 12 0 12 ¢ 12 0 12 0 8 3 3 0 0 0%
Dilatation, collecting tubule 12 0 12 0 12 0 12 0 9 2 2 0 00
Cyst, unilateral 12 0 12 0 12 0 12 0 10 1 1 000
Mineralization, diffuse 12 0 12 0 12 0 20 10 1 16 00
Cellular infiltration, neutrophil | 12 0 120 120 12 0 10 1 1000
Degeneration, renal tubule focal, { 12 0© 12 0 12 0 111 1 0 00 11 0
unilateral
Epididymis [12] ) (0] {0l [11]
Granuloma, spermatic, left tail 11 0100 11 0
Grade of histopathological finding; +: Slight, +: Mild, +: Moderate, tt: Marked.

N : No abnormality detected.
A : Abnormality detected.
{1 : Number of males examined.

No remarkable changes were recognized in spleen, adrenal,

Significantly different from control (¥*: P<0.01).

testis and brain of control and 2-hydroxyethyl methacrylate 1000 mg/kg groups
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Table 9-1

of 2-hydroxyethyl methacrylate by oral administration

General sign of female rals (P) during pre-mating period in combined repeat dose and reproductive/developmental toxicity screening test

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*
Control 0 [Number of females 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
30 [Number of females 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
100 |Number of females 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
300 [Number of females 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
Number of females 12 12 12 12 12 12 o 9 9 3 8 8 7 7 7
2-hydroxyethyl methacrylate Normal 12 12 8 6 8 2 2 2 2 1 2 1 1 0 0
Decrease in locomotor activity 0 0 0 0 2 0 1 3 3 3 3 2 2 2 2
Prone position Q 0 0 0 ] 0 0 1 2 1 3 1 0 0 0
1000] Salivation 0 0 4 6 4 7 7 7 7 7 6 7 5 7 7
Lacrimation 0 0 ] 0 0 0 0 0 1 0 0 1 0 0 0
Soiled fur 0 0 0 0 0 0 0 2 2 2 2 2 2 2 2
Hypothermia 0 0 0 0 0 0 0 1 2 1 2 1 ] 0 0
Bradypnea 0 6o 0 0 2 0 0 1 1 0 0 0 0 0 0
Wasting 0 0 ] 0 0 0 0 0 ] 0 0 0 0 0 0
Death 0 0 0 0 0 3 0 0 1 0 0 1 0 0 0

*: Commencement of pairing.
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Table 9-2 General sign of female rats (P) during mating period in combined repeat dose and reproductive/developmental toxicily screening test
of 2-hydroxyethyl methacrylate by oral administration

Group Number of females Days of administration
(mg/ke) and_general sign 16 17 18 19 20 21 22 23 24 25 26 27 28 29
Control 0 |Number of females 8 7 4 2 2 2 1 1 1 1 1 1 1 1
Normal 8 7 4 2 2 2 1 1 1 1 1 1
30 |Number of females 12 9 4 1 11 1 0 0 0 0 0 0 0
Normal 12 9 4 1 1 1 1 - - - - - . -
100 [Number of females 11 6 4 ] 0 0 0 ] ] 0 0 0 0 0
Normal 11 6 4 - - - - - - - - - - .
300 {Number of females 9 8 4 0 0 0 0 0 0 0 0 0 0 0
Normal 9 8 4 - - - - - - - - - - -
Number of females 6 5 1 1 1 1 1 1 1 1 1 1 1 1
2-hydroxyethyl methacrylate Normal 0 0 0 0 0 0 0 0 0 0 0 0 0 ]
Decrease in locomotor activity 2 1 1 1 1 1 i 1 0 0 0 0 0 ]
Prone position 0 0 0 ] o ] ] 0 0 0 0 0 ] 0
1000| Salivation S 4 1 1 1 1 1 1 1 1 1 1 1 0
Lacrimation 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Soiled fur 2 1 0 1 1 1 0 0 0 0 0 0 0 0
Hypothermia 1 ] 0 0 Q 0 0 0 0 0 0 o 0 0
Bradypnea 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Wasting 0 0 0 0 ] 0 1 1 1 1 1 1 1 1
Death 0 1 0 0 A 0 0 0 8 ¢ 4] O 0 0
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Table 10  General sign of dams (P) during pregnancy period in combined repeat dose and reproductive/developmental toxicity screening test

of 2-hydroxyethyl methacrylate by oral administration

Group Number of dams Days of pregnancy
{mg/kg) and general sign { O 1 2 3 4 S5 6 7 8 9 10 11 12 13 14 15 16 -17 18 19 20 21
Control 0 |Number of dams |{ 11 11 11 11 11 11 11 11 11 11 11 11 11 11 1t 11 1t 11 11 1t 11 1t
Normal 11 11 11 11 1 1t 11 1t 11 11 11 11 11 11 11 1 1) 11 11 11 1l 1
30 |Number of dams | 11 11 11 1t 11 11 i1 11 1t 1t 11 11 11 11 11 1k 11 11 11 11 1r o1l
Normal 11 11 11 1t 11 11 11 11 11 1t 11 14 1 11 1 1 11 11 11 11 11 1
100 {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
Normal 1212 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
2-hydroxyethyl methacrylate | 300 [Number of dams [ 11 11 11 11 11 11 11 11 11 1t 11 11 11 11 11 11 11 1t 11 11 11 11
Normal ~ 1@ 11 11 11 11 1x 11 11 11 1 1t 1 11 1l 11 1111 11 111 11
Number of dams 5 5 5 5 5 5 5 5 5 5 S 5 5 5 5 5 5 5 5 S 5 5
1000f Normal 1 1 0 0 1 1 0 0 0 i 0 1 0o 0 o o 0 0 0 0 ] 0
Salivation 4 4 5 5 4 4 5 5 5 4 5 4 5 5 5 5 5 5 5 5 5 5




Table 11  General sign of dams (P) during lactation period in combined repeat dose and reproductive/developmental

toxicity screening test of 2-hydroxyethyl methacrylate by oral administration

g¢ -

Group Number of dams Days of lactation
(mg/kg) and general sign 0 1 2 3 4
Control O | Number of dams 1 11 11 11 11
Normal 11 11 11 11 11
30 | Number of dams 11 11 1 11 11
Normal 11 11 11 11 11
100 | Number of dams 12 12 12 12 12
Normal 12 12 12 12 12
2-hydroxyethyl methacrylate | 300 } Number of dams 11 1t 11 11 11
Normal 11 11 11 11 11
Number of dams 5 5 5 s 5
1000{ Normal 0 0 0 0 5
Salivation 5 5 S 5 0
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Tabte 12

Body weight of

screening test

femate rats (P) during pre-mating period in combined repeat dose and reproductive/developmental toxicity

of 2-hydroxyethyl methacrylate by oral administration

Group Control 2-hydroxyethy! methacrylate

(mg/kaq) 0 30 100 300 1000

Number of females 12 12 12 12 12

Days of admin-

istration 1 243.6 * 6.9 244.0 x 6.8 2644,.0 % 7.0 244.6 %= 6.7 244.4 * 6.6
4 243.3 % 9.1 247.8 * 7.4 245,3 % 8.4 241.8 % 7.0 228.5 = 11.5xx
8 250.2 = 9.1 256.5 = 8.2 253.6 x  11.7 251.3 & 9.4 217.4 = 32.4x% 9
11 251.0 = 10.8 255.4 * 12.7 254.5 = 13,1 251.9 = 10.9 217.9 x* 44,4 { 8)
15 257.7 * 11.1 263.5 £ 11.7 260.4 + 13.8 252.7 * 12.5 223.6 + 52,4 (D

Each vatue shows mean (g) ®=35.D.

Figures in parentheses indicate number of females.

Significantly different from control (x: P<¢0.05, xx: P<0,01).
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Tabte 13

Body weight of dams (P) during pregnancy period in combined repeat dose and reproductive/developmental
toxicity screening test of 2-hydroxyethyl methacrylate by oral administration

Group Control 2-hydroxyethy!l methacrylate
(mg/kg) 0 30 100 300 1000
Number of dams 11 11 12 it 5
Days of pregnancy
0 264.2 £ 10,5 272.5 = 11.4 270.8 =+ 9.0 260.5 9.5 262.0 = 11.2
7 298.9 = 11.7 305.4 = 10.8 303.7 £ 11,5 296.4 = 14,9 292.4 9.5
14 329.8 = 15.8 338.0 % 7.8 341.3 £ 13,46 325.0 * 17,2 326.4 £ 14,5
21 411.9 * 14.2 429.3 * 9.7 435.9 + 25 1x 412.8 £ 20.7 413.6 +  20.2

Each value shows mean (g) *=S.D.
Significantly different from controt (x: P<0.05).
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Table 14

Body weight of dams (P) during {actation period in combined repeat dose and reproductive/developmental
toxicity screening test of 2-hydroxyethyl methacrylate by oral administration

Group Control 2-hydroxyethyl methacrylate

(mg/ka) 0 30 100 300 1009

Number of danms 11 11 12 11 5

Days of

tactation 0 286.0 * 17.8 302,2 = 16.2 297.6 = 17.0 290.0 = L4 298.8 = 18,
4 300.7 = 40.0 328.8 * 12.7xx 326, = 11.5% 315.1 =+ b 309.2 &+ 1%,

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

Significantly different from control (x: P<0.05, xx: P<0,01).
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Table 15 food consumption of female rats (P) during pre-mating period in combined repeat dose and reproductive/developmental toxicity
screening test of 2-hydroxyethyl methacrylate by oral administration

Group Control 2-hydroxyethyl methacrylate

(mg/kg) [\] 30 100 300 1000

Number of females 12 12 12 12 12

Days of admin-

istration 3 19.2 % 2.2 19.2 * 2.4 18.8 = 2.3 16.8 * 2.4 13.7 * 3.1 xx
[ 19.6 = 2.4 20,2 =+ 2.8 19.4 =+ 1.8 17.5 = 1.9 12.9 =% 2.7xx  ( 9)
10 19.3 * 2.5 19.9 x 3.4 19.7 % 1.6 19.4 % 1.8 14.3 * 6.8 ( 8)
13 19.9 + 2.6 20.3 + 2.5 19.3 1.9 17.7 * 2.8 13.6 5. 7xx (1)

Each value shous mean (g/day) *S,D.
Figures in parentheses indicate number of females.
Significantly different from control (xx: P<0.01).
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Table 16

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

Group Control 2-hydroxyethyl methacrylate
{mg/kg) 0 30 100 300 1000
Number of dams 11 11 12 11 5
Days of pregnancy
2 23.3 x 2.7 24.1 % 3.3 23.0 % 2.9 23.1 % 2.7 23.4 % 2.7
9 26,5 * 3.6 27.4 * 2.2 27.8 % 2.4 23.6 * 2.1 25.0 %= 5.0
16 24,7 % 1.7 25.5 % 1.4 27.3 % 1.9% 25.0 % 2.6 28.4 * 3. 2xx
21 19.9 + 2.6 22.3 =+ 1.3 21,3 =+ 2.6 21.0 = 3.2 21.8 * 1.3
Each vatue shows mean (g/day) *=S.0.
Significantly different from control (x: P<0.05, xx: P<0.01).



Table 17 Food consumption of dams (P) during lactation period in combined repeat dose and reproductive/developmental

toxicity screening test of 2-hydroxyethy! methacrylate by ora!l administration

1%

Group Control 2-hydroxyethyl methacrylate

(mg/kg) 0 30 100 300 1000
Number of dams 11 11 12 IR 5
Days of

lactation 4 31.4 * 4.5 33.0 4.2 32.2 6,0 33.4 5.2 29.6 5.3
Each value shows mean (g/day) =*xS.0.
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Table 18-1 Necropsy finding of female rats (P) in combined repeat dose and reproductive/developmental

toxicity screening test of 2-hydroxyethyl methacrylate by oral administration

Group Control 2-hydroxyethyl methacrylate
(mg/kg) D 30 160 300 1000
Number of females 12 12 12 12 6
Normal 12 12 12 12 5
Thymus ,

Atrophy 0 0 0 0 1
Adrenal

Hyper trophy 0 0 0 0 1

(bilateral)
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Table 18-2 Necropsy finding of dead female rats (P) in combined repeat dose and reproductive/developmental
toxicity screening test of 2-hydroxyethyl methacrylate by oral administration

Group Control 2-hydroxyethyl methacrylate
(mg/kg) 0 30 100 300 1000
Number of females 0 0 0 0 6
Normal - - - - 0
Thymus ]

Airophy - - - - i
Lung

Dark red - - - - 1
Spleen

Atrophy - - - - 6
Adrenal

Hypertrophy(bilateral) - - - - 6
Stomach (glandular mucosa)

Dark red - o= - - 3
Small intestine

Dark red - - - - 2
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Table 19 Organ weight of dams (P) on day 4 of lactation in combined repeat dose and reproductive/devetopmental
toxicity screening test of 2-hydroxyethyl methacrylate by oral administration

Group Cantrol 2-hydroxyethy! methacrylate

(mg/kg) 0 30 100 300

Number of danms 11 11 12 11

Body weight (g) 300.7 = 40.0 328.8 = 12. 7xx 32601 % 11, 5% 315.1 % 17.4 309.2

Thymus (mg) 163.16 £ 74.%0 176.37 = 30.47 159.91 ®  54.09 160.7Y = 44.2¢4 174.02 =
(moZ) S4.11 %= 22,37 53.74 = 9.84 48.94 £ 14.16 51.5t £ 15,76 56.30 =

Liver (9) 12.77% =+ 1.020 13.159 &= 0.833 13.661 % 1,182 13.021 = t. N7 13.050 =
{g%)} 4.342 x 0.8B49 4.005 £ 0,244 4,187 = 0,284 4.118 = 0,349 4,216 =

Kidneys (g) 1.785 = 0.158 1.848 *  0.084 1,953 2 0.151x 1,947 = 0,162 2.056
(g9%) 0.605 + 0,107 0.564 = 0.037 0.598 = 0,038 0.618 = 0.048 0.642

Ovaries (mg) 98.946 = 8.50 100,55 = 15,13 102.85 = 11,51 95.71 11,23 97.44 =+
(mgZ) 33.83 =+ 8.14 30,57 =+ 4.40 31.53 + 3.28 30.35 -+ 2.94 31.52 +

Each value shows meanx S.0. .
Significantly different from control (x: P<0.05, xx: P<0.0

).



Table 20 Histopathological finding of female rats (P) in combined repeat dose and reproductive/developmental
toxicity screening test of 2-hydroxyethyl methacrylate by oral administration

Group Control 2-hydroxyethyl methacrylate
(mg/kg) 0 30 100 300 1000
Incidence & Grade N A + + H# i N A + + 4 i N A + + H N A + + H# N A + + i it
Thymus [12] ) (0] (o] [6]
Atrophy 1 1 01 00 5 1 0 0 1 0
‘Hemorrhage 111 1 0 00 § 0
Spleen [12] (0] (o] (0] (6]
Hematopoiesis, extramedullary, 11 1 0 1 00 6§ 0
increased
. Kidney {12] fo] fo] [o] [6]
~ Cellular infiltration, papilla and 12 0 5 1 0 1 0 0
b medulla, neutrophil, unilateral
' Adrenal . [12] [12] [12] [12] (6]
Necrosis, zona fasciculata, massive 10 2 0 2 00 12 0 12 0 12 0 6 0
Dilatation, sinusoid, 11 1 1 06 00 12 0 12 0 12 0 § 0
zona fasciculata, focal
Degeneration, vacuolar, 11 1 1 000|120 12 0 12 0 6 0
zona fasciculata, focal
Hypertrophy, zona fasciculata 11 10 00 12 0 12 0 12 0 6 0
Brain [12] (12] [12] [12] (6]
Malacia, medulla oblongata, massive 12 0 12 0 12 0 12 0 5 1 0 1 0 0

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

N : No abnormality detected.

A : Abnormality detected.

(] : Number of females examined.

No remarkable changes were recognized in heart, liver and ovary of control and 2-hydroxyethyl methacrylate 1000 mg/kg groups.
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Table 21

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-hydroxyethyl methacrylate by oral administration

Group Control 2-hydroxyethyl methacrylate
(mg/kg) 0 30 100 300 1000
Number of females 12 12 12 12 7
Number of estrous cases before mating (14 days)
Mean+S.D. 3.4£0.5 3.3+ 1.2 3.5+ 0.5 3.3+ 0.6 2.9+ 1.7
Number of pairs 12 12 12 12 7
Number of pairs with successful copulation 11 12 12 12 5
Copulation index (%) 91.7 100.0 100.0 100.0 71.4
Number of conceiving days
Mean=+3S.D. , 2.7+ 1.8 3.4+ 1.6 2.8+ 1.1 2.8+ 1.2 2.4% 0.9
Conceiving days 1-5 10 11 12 12 5
Conceiving days =6 1 1 0 0 0
Number of pregnant females 11 11 12 11 5
Fertility index (%) " 100.0 91.7 100.0 91.7 100.0
Number of pregnani females with live pups 11 11 12 11 5

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

b): (Number of pregnant females / number of pairs with successful copulation)Xx100.
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Table 22

Observation of pups (F1) in combined re

of 2-hydroxyethyl methacrylate by oral administration

peal dose and reproductive/developmental toxicity screening test

Group Control 2-hydroxyethyl methacrylate
(mg/kg) 0 30 00 300 1000
Number of dams i1 11 2 11 5
Length of gestation (days)

Mean®S.). per dan 22.64 £+ 0,50 22.27 + 0.47 22.50 + 0.52 22.18 + 0.40 22,40 + 0.55

Pregnancy days < 21 0 0 0 0 0

Pregnancy days = 22 4 8 6 9 3

Pregnancy days = 23 7 3 6 2 2
Number of corpora lutea

Tatal 194 201 225 188 84

Mean®S.D. per dam 17.6 + 1.4 18.3 £ 2.0 18.8 + 2.1 17.1 £ 2.2 16.8 + 2.8
Number of implantation scars

Total 181 182 206 175 79

Mean*S$.D. per dam 16.5 + 1.4 16.5 + 0.9 [7.2 £ 2.1 15.9 + 1.8 15.8 + 2.7
Implantation index ¥

Mean%+5.D. per dan 93.5 = 6.4 91.1 £ 7.6 91.9 £ 9.2 93.5 £ 7.2 93.8 + 4.0
Gestation index (%) ¥ 100.0 100.0 100.0 100.0 100.0
Number of live pups born '

Male 80 88 99 75 40

Female 80 78 90 91 30

Total 160 166 189 166 70

Mean=®S.D. per dam 14.5 + 1.0 15.1 £ 1.0 15.8 =+ 1.8 15.1 + 2.3 14.0 £ 2.9
Sex ratio at birth

Meanx:3.D. per dam 1.42 £ 1.45 1.31 +0.71 1.47 +1.37 0.83 £ 0.21 1.44 £ 0.63
Sex ratio on day 4 of iactation ¢

Meau+S5.D. per dan 141 + 1,44 1.32 + 0.71 1.45 £ 1.35 0.85 +0.23 1.44 = 0.63
Birth index

Mean%+S.D. per dam 88.5 + 6.1 91.3 + 6.7 81.9 + 5.0 94.5 + 6.6 88.0 + 6.0
Number of dead pups on day 0 of lactation

Total 9 3 9 { 2

Mean=+S.D. per dam 0.8 £1.0 0.3 +0.5 0.8 1.0 0.1 +0.3 0.4 % 0.5
Number of pups born

Total 169 169 198 167 T2

Mean=+S.D. per dam 15.4 £ 1.2 15,4 £ 1.4 16.5 £ 2.3 15.2 + 2.4 id.4 £ 3.2
Delivery index ¥

Mean¥+S.D. per dam 93.5 £ 4.8 92.8 £ 6.5 95.9 £ 5.4 95.1 + 6.8 90.4 + 8.0
Live birth index ©

Mean%£35.D. per dam 94.9 £ 5.9 98.3 £ 3.0 95.9 + 4.9 99.5 + 1.8 97.6 + 3.3
Number of live pups on day 4 of lactation

Male 79 87 96 74 40

Female 78 76 88 89 30

Total 157 163 184 . 163 70

MeanxS.D. per danm 14.3 £ 0.9 14.8 + 1.1 [5.3 £ 2.0 14.8 £ 2.3 14.0 £ 2.9
Viability index ¥

Mean¥£3S.D. per dam 98.2 + 3.1 98.3 + 4.0 97.3 + 4.5 98.2 £ 4.4 1060.0 £ 0.0
Number of external anomalies 0 0 0 0 0

Mean% +S.D. per dam 0.0 +£0.0 0.0 £ 0.0 0.0 +0.0 0.0 £ 0.0 0.0 +0.0

a): (Number of implantation scars / number of corpora lfutea)x100.
¢): Number of male pups / number of female pups.

e): (Number of pups born / number of implantation scars)x100.
g): (Number of live pups on day 4 / number of live pups born) x 100,

b): (Number of dams
d): (Number of live
£): (Nugber of live

with live pups / number of preguan{ dams) X100,
pups born / number of implantation scars)x 100,

pups born / number of pups born) X 100,
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Table 23

screening test of 2-hydroxyethyl methacrylate by oral administration

Body weight of pups (F1) on days 0 and 4 of lactation in combined repeat dose and reproductive/developmental toxicity

Group Control 2-hydroxyethyl methacrylate
(ng/kg) 0 30 100 300 1000
Number of dams 11 11 12 11 5
Male weight
Days of lactation
0 6.43 = 0.50 6.39 = 0.37 6.55 = 0.56 6.37 = 0.51 6.82 = 0.74
10.19 + 0.80 10.02 + 0.77 10.23 £ 1.15 10.13 = 1. 10 10.44 = 1.62
Female weight
Days of lactation
0 6.11 = 0.45 6.07 = 0.44 6.02 & 0.48 6.04 = 0.49 6.34 = 0.67
4 9.66 = 0.62 9.73 = 0.88 9.48 = 0.93 9.75 * 1.04 9.90 + 1.56
Mean pups weight
Days of lactation .
0 6.28 = 0.50 6.24 £ 0.40 6.33 = 0.51 6.18 = 0.46 6.62 = 0.68
4 9.96 = 0.74 9,87 = 0.82 9.93 = 1.11 9.93 = 1.03 10.22 *+ 1.54
Litter weight
Days of lactation
91.21 £ 6.99 93.97 * 8.31 99.30 * 11.66 92.59 =+ 9.73 91.44 £ 16. 17
4 141.8]1 % 10.32 145.70 * 10.61 150.79 * 15.53 145.26 = 15.28 140.68 + 26.01

Rach value shows mean (g) =*S.D. per dam.



Table 24 Necropsy fiding of pups (F1) on day 4 of lactation in combined repeat dose and reproductive/
developmental toxicity screening test of 2-hydroxyethyl methacrylate by oral administration
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Group Control 2-hydroxyethyl methacrylate
(mg/kg) 0 30 100 300 1000
Number of males 19 87 96 14 40
Normal 18 87 96 14 40
Number of females 78 76 88 89 30
Normal 18 16 88 89 30
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o————& CONTROL

B—————m 2~-HYDROXYETHYL METHRCRYLRTE 30 MG/KG

b—————A 2-HYDOROXYETHYL METHRCRYLATE 108 MG/KG
F———=x 2-HYDROXYETHYL METHRCRYLRTE 300 MG/KG
¥——X 2-HYDROXYETHYL METHRCRYLATE 1000 MG/KG
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Fig. 1 Body weight of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test
of 2-hydroxyethyl methacrylate by oral administration.



_'[9_

¢————¢ CONTROL

B————# 2-HYDROXYETHYL METHRCRYLATE 30 MG/XKG
A————4&  2-HYDROXYETHYTL METHACRYLATE 100 MG/KG
EF———% 2-HYDROXYETHYL METHRCRYLARTE 300 MG/KG
$———————x  2-HYDROXYETHYL METHRCRYLATE 1000 MG/KG
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Fig. 2 Food consumption of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test
of 2-hydroxyethyl methacrylate by oral administration.
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o———¢o CONTRAL

B————————@ 2-HYDROXYETHYL HMETHARACRYLATE 30 MG/KG
A———— & 2-HYDROXYETHYL METHRCRYLATE 100 MG/KG
E————3X 2-HYDROXYETHYL METHRCRYLATE 300 MG/KG
$————x 2-HYDROXYETHYL METHACRYLATE 1000 MG/KG
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Fig. 3 Body weight of female rats (P) during pre-mating period in combined repeat dose and reproductive/developmental
toxicity screening test of 2-hydroxyethyl methacrylate by oral administration.
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¢———6 LCOANTROL

B————8 2-HTYDROXTYETHYL METHACRYLATE 30 MG/KG
4————a  2-HYDROXYETHYL METHRCRYLATE 100 MG/KG
EF——X 2-HYDROXYETHYL METHACRYLATE 300 MG/KG
¥——————x 2-HYDROXYETHYL METHACRYLATE 1000 MG/KG
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Fig. 4 Body weight of dams (P) during pregnancy and lactation periods in combined repeat dose and reproductive/developmental
toxicity screening test of 2-hydroxyethyl methacrylate by oral administration.
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———<¢ CONTRO
2-HYDRBXYETHTL METHRCRYLATE 30 MG/KG
A——— a4 2-HYDROXYETHYL METHACRYLRTE 100 MG/KG
B—————X 2-HYDROXYETHYL METHACRYLATE 300 MG/KG
¥——————X 2-HYDROXTYETHYL METHRCRYLATE 1000 MG/KG
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Fig. 5 Food consumption of female rats (P) during pre-mating period in combined repeat dose and reproductive/developmental
toxicity screening test of 2-hydroxyethyl methacrylate by oral administration.
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$———————— [CONTROL

B 2-HYDROXYETHYL METHRCRTYLATE 30 MG/KG
A—————A  2-HYPDROXYETHYL METHRCRYLATE 100 MG/KG
EF————X 2-HYDROXYETHYL METHACRYLATE 300 MG/KG
¥————X 2-HYDROXYETHYL METHACRYLATE 1000 MG/KG
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Fig. 6 Food consumption of dams (P) during

toxicity screening test of 2-hydroxyethy
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regnancy and lactation periods in combined repeat dose and reproductive/developmental

methacrylate by oral administration.
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4————¢ CONTROL

LML

-0 2-HYDROXYETHYL METHRACRYLATE 30 MG/KG
4———————a4 2-HYBROXYETHYL METHACRYLATE 100 MG/KG

- S % 2-HYDROXYETHYL METHRCRYLATE 300 MG/KG
%—————X 2-HYDROXYETHYL METHACRYLATE 1000 MG/KG
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Fig. 7 Body weight of pups (F1) on days O and 4 of lactation in combined repeat dose and reproductive/developmental
toxicity screening test of 2-hydroxyethyl methacrylate by oral administration.
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