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A 7Y NE 2~k FaFy 7o) TAFLVOSY FERAWRREOKREC L IRE
REHM  AFERESHMHSARETY, BEIMICHTIRERSICL 2 -BHEEEN
REBERTTHL LT, HREE, RETY, BEBLUTRR COEMBE I RIE
TEHECOWIREILE, #ERIE, 1000 mg/kg2meaHB L L, BT 300, 100 B& U
30 mg/kgdk L7z, xfMEE UTHEEK GESIRAK) REBFEER T -,

I. REEKRGHHE

1. BOPIICRIETEE

— AR IRAE 1 1000 mg/kgiR S EETH, WE, BREFHOET, RRTENH SN, 2/12
METLE.

KE : FR5HLY, XBELOMICEIXHONED .

R FRGELY, TEFLOMICERA OGN RN =,

MAEFRE : 1000 ng/kgiR 5B TAZ L 7Y v MEDEE, AOREBLU~NES T
EVBOEREERMNA ST,

MBLZENRE : RRSFHLD, EREFEBICAY 7Y VE (2-k FaFyToEl))
TAFNOBREILLZEHEIHONEN T,

R BIREELD, AYVUINVE (- FaF VY TuEN) TATFTLVORSICLZE
BEsohholz, REHTR, M- ik - TROBAEAEBIUCER - BBoRElk
NHB LN

REER : 1000 mg/keR SHTCIHBOANERORESA LN,

FREMBENRE : 1000 ng/ketR 58 Tk, O, BER, TR, BR, BK, BE, 8
BHE, BIEBLUMICAY 7Y IVE (2-k FuFxyTull) s AFNVoRECERT
ZEEDhIELRISONRN-2. iz, BEHFICBWT S, FIRFICEENHRESIN
FHRE AR 7Y LVE -k FuxyToEl) AT VOREICERET2  Bb
naxtEHsponzholz.

2. O RIETHE

— A2 KRB : 1000 mg/kefX SBETR, Wi, BREHOET, BERTEIHLN, 1/12 F
MET L.

RE : BIEHLd, ABELOMCERBOREN- 2.

HAR: BRENLY, XY 7Y LVE (2-eFudxy 7o) T AT A0EKRSICL?
TE#IHS N T,

HRATR : WTFhoBIBWTy, RERI oMo, REHM TR, Mo HKall
BLUER - HFoRE{LHB SR,



BEHER . SRSHL L, YEELOMICEZRBL N2,

FEAHZAMRE : 1000 ng/keiR 5B T, OB, WA, TR, MR, TR, R, 5
BRIUWICAY 7V NVE (2-E RkaFx vy Tubbl) 2 AFNVOBRFIZEFETS L EbDN
A2EEHa LNz, i, HTHICBWT S, YRBICEENEEIN-RE - #
BMcAY 7Y VB (2-e FadvTab)) tAFNVoBRECERT L Bbh 3Bk
HAoENhoT=.

. AEREHMN

1. BEP)OEMRBECRETEE

REOK, REXE, XEAK: SKkERLy, dRBLoMcERabhlho 12,
ZHEIEE, RN SREBRE Y, JEBrOMIERsOARD o2, &2, O
KEIZHBRBEIARONEN- 2.

FHE: ZREBELY, FEFLOMICERS ORI 2.

B, BREH, BRE  SREHLY, ABHELOBMCERS RN 1.
HEE: SREHELy, TEELOMCEZS RN 5.

2. FERCEIRETER

RUERK, 25%E, WE 0 DOFERK, ROoEHE: RBR5HLs, HBELOM
iZERISMRZNS .

FEEERE, HEXR : EREFL Y, YEFELOMICERB AR - .

it BREHLy, SEELOMCEZZBONR N .

— AR EESLUERERLY, EREREs oMo 2.

ME 4 HOFERK : S5y, dRFELOMICERBOhRD - 2.

HE 4 HOEFE: SBRSHLy, HBEHELOMICZRXAOARZI o 2.

ARBE: WThOoBKKBWTH, BEFERs ORI .

RE: SREFOMELY, HE 0 HBLUWE 4 B iICHBRLOBICERZS
nzmotz.

HBRAR : WThOoBIZBWTS, BEXEALARD- R,

Proths, URBRFETICBIZAYZ2YLVE (- Fux 3y Tulbfi) A5
VWO—RENZNESZEBEIT, LD 300 ng/kg EX N5, /-, ERREHNSE
RRERESRE, BHOLEEBLICEHMOREICEHLTWTAS 1000 mg/kek #EXh
%.
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A7) VEE -k FudyTub)l) ATV, BREERE, BENER, #E
#, MM THAOER: LTLELERAIATWS., &6, EFLRXYMEMBEONIICEEL
TACERZNEHEGORE~AOVE L H#ET S/~ 12, OECD GUIDELINE FOR TESTING
OF CHEMICALS, Combined Repeat Dose and Reproductive/Developmental Toxicity
Screening TestVizff-»TA Y 7V IVE: (2-k Fud vy 7ubll) AT hVEMES Y b
21 3 1 HE, 41~49 HEZREOKRS LERERSSYE - £ERAEEUHSERETY, #
BB I 2REZG L2 REREZNLBEERT TR L b, HRBEE, RE -
78], ZEBLUMBRREOEREBECRIETEZEBICDVWTRE L.

2B, BPEOSY PEBIZEORGIZE BLDs0fEIE 2000 mg/kel ETH 722 . L
ML, BRAMEB IUESESHCETIERICIEEBEL TR,

1. ARMHES LURK

WRWBOAY 7)Y I)VE (-eFufy7utd)) T A7) (CAS No.923-26-2) X, &
T8 144.17, @i 2 -67 °C, ¥ : 96 COEAFBHOBETHY, KITBEFLTL,
PEhUBIUMSOUCE DD TEHEITPT W, HHABICIEF,

PoOREENEZLOERWE (
Lot No. ¥E: 98 %, REL, AFBELTY 0LV TY
AI=IWE/ A7)V V—F% 2 ABUTEE) . AFREBZDVEITONE L, HABEROMER
MEREZDER - BXRHETOREHCABERICANTRELE. 28, 4HB0K
SR TRICERERDEO - HA2RETICET U TR LR, MBI 93.0 % T
By, FRANRTREETCH I ePEREIN-.

K E LT, Bk ERWE. FHAK (MRS XRERETE, REEHAK,
Lot No.4L74N, AFH : ¥ 7 £ 2 B 23 H, #HME: K 11 £ 11 A) &, AF
%, ABREROZEFRF TORRMERBEZCHEEL 2.

2. BRERKB XU REMER

WRYHZMERL, EHAKCERL TLRREOKRSRELZHFH B LE. 2B, 0.8 B



U 20 BIMBEOABBIE, FH - HXARHTT 7T HURF LTI REMHIIHEDO 2V
ENBEXI LT W78 (Attached table 1) , 2, 6 BXU 20 %iIREOF B ITFEIH,
1 HEBEZAELCER - BXRGFTCTREL, AL 7 HUNKERALE. 0.6 XIRED
AL, EREFRUTOBRETHY, KEMORBETEZ 2oL, FAKFIC 6 %R
FEOREBEZIHAKRKTHERLTAYL, EPHPEREGICHAW:, BRERTRORRES
BREREZELE., £, #BEDBRIHERELR2WT, REBREAERTRRL L.
BEEHBLIURSHRIRTHIRERB LR 2, 6 BLU 20 ¥ REORSBRAETOH
BRYBERE2ABRERATHEERCLVBMEL:., TORR, HRVEBRERETRIBED
95.5~99.0 ¥ T, ME LB ERETEA (XRBREOE 10 %LA) 2R L, BECH
Bixlzho = (Attached table 2 BLU 3) .

3. EREYME JUEE X

1) 81 s X URK

AR, —BREMEABRBLULEM - RESUHARICHAZ L, BRRETESOME
T AMRMNE LB o TwASprague-DawleyRIHES v + [ (SPF) , Crj: CD (8D) ]
EREWE. B, FER 7T F 3 A 15 HEHEAF Y-V R - Y N—-KXNE&n (HHHE
vy —) 5 8 ARMTHMES T3 E2BALE. AFR 2 HOKERER, H# 236
~294 g, N 1856~209 gTH /=,

2) MEB LUBIML, BT ER L UICBERE

AFELESYIR, 5§ HEORBHMB LT 20% 6 HMOILHMZRT 7=, o,
SHOAKEAEBLUEBH-—RIRBOBEL, SO CBIEIMEIETSIC 7 BRO%E R
BETolk. ~RREBLIURKEHBICEENAONT, F-UERANBRTEEINZDS
o BMEFEST LTERICAWE.

BAGR, V21— ERAWTHRERZBIICAT 2RI, BEMEEKIILIVEED
FHEEBE SUMEMNEEF LR LICKRESHBBORBICT> 2. BATBROERSR
B, |REFEBBICT —FVTHRBRBRRS S ERICEBELS L.

iz, BE - BHEBMARRAFHCHEHEA V7R L3R ARBLIUARIIL 2L EE
kD, BAURBERICEAPEEBIVCENVFEEHHLTRILE. X512, B
Z - BP0 &r—VICRERES, AFEHH, #HBLUItEHMBESE2EAL
ROIRNVE, BROHROE Y —VILRERES, RE5R, BB LUIHBSEELEAL,
BILiZ@BRFLESKAVERDFT-.

) MEEFABLIUHESTH
iz, SEiR 20~24 °C, 7818 40~70 %, BAMEE 12 BERAY (HBHA : 4B 6 BE~4-1h
6 ), MREE 12 E /B (71400 BRBULEFRER) CRELEHAEE



(E 3 5%) THREL:.

Bi%E - EEIh R A 7y L AMBER S — (W:240 x D: 380 x H: 200 mm) &AW
T15—Yhk 5 RETORMEL L, BFAUBRAT VLV ARAEY—Y (W: 755
xD:210 x H: 170 mm) 2FAWTHEFBME L. =EL, RKEZAT VUV ARBELY —
VNTITo . 7=, BEHME, HR 18 B - b 27V —T7TRELERK (Y v7 L —
7, BEAF2»—NVA - YN—K(ASHL) 2ANETIAF v 78Sy —Y (W: 310 x D:
360 x H: 175 mm) BB L, BRMRBLUHEER L. ¥—YORTI, RKIK
BIUTSAFyv 78 rr—voRRE LB 2 BUE, ATV VARBESYy—Y - |
Ey— VB IUHRHEEORHIT 2 B 1 BULETF-k. 28, UDEEEOHER (K
ORERBBR) BLU 0.02 $XRBEEREFT MYV LAKBRETOROEY 7TREL L 2HF
BEHT- =,

KBOWBEEB XU ELAMEOAMFERIE, BEEEHBCHARAIRREIFEY
Y—TEBUEKELZEHEF vy — VA - YUN-KRAESHEDPBAF L. TOHKE, DK
BIZUYRRERTEDHEBOTEHNTH - 1.

4) KB & UBREIK

gFEHE, AFE 3 PAMUAROBERME (CRF-1, £z v VBB TEKNSH) 251
SRICAL, BHICERZER:. AL ZFROMRERE, HEERABEXRES LY
Y—BIUT)V VI NVEBIERRNSHNOAFLE.

gREbkiE, KBEKERKBEZAWTHRICENE® 2. SEEKOKEREZRIE, £
3HAZLEHHEARBRREARBEREL VY —TEBLEBEEZAFLE.
EEBIURBKOREERT, WIhHRERTEDREBOTHRNTH - 12.

4. RERE, REHE, BEKBIUTRSER

1) BRERBE LUERESHE

ALY 7Y VEE (2-k Fafy7ubil) TAF LR, #KELTEORIICAIEREAS
TEMEBEIONEED, BREEBL LTRORSEBIRLE.

BECBLTR, SBNEOFY VFERNEBETSAF Y 78T 1 AX—F T
HEARWT, BHENRELE. REHRE, BTEBESHH 5 VWRESHICRLEN
MEEOOKESREL L, 5 nl/ke CHELE. BT, SEHB L CKEHETIZESH
HBEVEBEEIRLEVWAEADKES, FRIM IR 0, 7, 14 BXU 21 HO
KE%E, SHAYBHHFAME 0 HOGELXBZEL L, 5 nl/ke TEE L 2. #5245
9 BF 12 S ~11 B 56 HOMT, H5EKE 1 0 1 @E L.

BEMEHOBRIEEYL & 10 BB THD, KEEEILE 315~359 g, BEH 210~
243 §TH - 1.



2) BHEBIURER
BB, MTom e LE. Thbb, BRVERSHL LT 4 HEREL, €Oft
KXNRBEERTE. | H#0BPHRIE, BEEEhEh 12 LE.

B BB g52 (BE) B (BWES) 8 (IWES)

HLIEF R (EEAK) 0 mg/kg (0 %) 12(001~012) 12(051~062)
SE2E AYJUNER(2-EM UFY7°HECN)IZFH 30 mg/ke ( 0.6%) 12(101~112) 12(151~162)
SE3BE AYUNER(2-EM URVTOURCH)IATH 100 mg/kg (2 %) 12(201~212) 12(251~262)
AR AYUNBR(2-Eh URY7OOE R )IATH 300 mg/kg ( 6 %) 12(301~312) 12(351~362)
5B UMK (2-b} USYT° RN )IATH 1000 mg/kg (20 %) 12(401~412) 12(451~462)

HRERREZ, Sy bE2AWE 2 EMEORECLSTFHER (RE5ERE . 0, 30, 100,
3008 & U 1000 mg/kg, &BF 5 f) OERICEORELE. TR, 1000 ng/keik 55
TREBEBICEESALONEZDAT, SRLLRTRRARLRL, AEEBB X UHARTS
RERAOhRMN- R, 22T, YRXBROKRSRIZ, CEODN 4 KFSA4 UV TCHARRLX
NTw? 1000 mg/kgk Bm R L L, MTAKH 3 T 300, 100 BLT 30 mg/kg& L7z,
¥, ¥BLUTHERDELE-HBORE (EHAK) 2BRETIHERT 2.

3) |5 HIM

R 5 ARG X, OECD GUIDELINE FOR TESTING OF CHEMICALS, Combined Repeat Dose and
Reproductive/Developmental Toxicity Screening Test’{cf-> T, MTRRER 14 H
Mezotk 356 HHOAE 49 HEE L, MTRZER 14 HE, XEHMET (R 14
HE) , BRBEB L UMHEE 4 HOSMEIHE TORE 41~48 HHE L. 2B, 85
MHE®RE 1 HE L.

5. BB LUREIEE

1) #(P)

(1) —#ziIRAR

—RREBIURTCOEER, #EHMSICEIRESR - B0 1 H 2 H (2FL, 8RR
Bizgimel 1 @) SIBLE. 28, RUHAR, RRBFELHCHRL, ERXoBDLILE
BE-AHRE 10 %hHEER ALY ) VKICEES, -FERCHRIEREER L, REER
ERRELE.

(2) (KEME

RER, LAMI 2 mAELE (MEH %5 1, 4, 8, 11, 15, 18, 22, 25, 29, 32,
36, 39, 43, 46HB L UHIMA) .



(3) EHBRE

AR, TEHEH 14 HEBLUREARETHE 5EE 2 BREL = (BEANE
H:#&%&5 3, 6, 10, 13, 31, 34, 38, 41, 45 B XU 48 H) . 2B, HMRAHO F# 4
RtED SIXERE L=,

(4) MBFHRE

5 HART (43 HR) RTORHK, RV MNLEY—ILF Y 7 L0BERNKRS (1
40 mg/kg) WEBHBTF THEABREM IO N2 Lb—va vtk MEBERRL, UFom
BENRELZERLE. 28, BROBEIREL =.

FRILFERER (RBC) , NEX¥ b vE (HGB) , ~? b2 YU v ME (HCT) , M/MREX (PLT)
B UHIMEREK (WBC) &, EDTA-2ka—F 4 v/ Li=Sysmex¥ V7 Hh v FICER LM
HWizo>WT, ZIEEEHMEREEEE (Sysmex E-2000 , REEHEBFHRRAEHE) 2HN
THIE U, &6, FEARMKREE (MCV) , ERRMRINARE (MCH) B X U FEHRK
MERMEARIRE (MCHC) 2EH L.

IR AR EKEX (RET) &, EDTA-2KHLIE L 7=M# %BrecheriZiC X D BERREBLTA S 1
K75 RICBEKE, GiemsaRB U EREER L TSR T THRMER 1000 B0 £ % ET
#BL-.

HMERE SEE, EDTA2KMHE L7=MBEEAS A FT S5 AIZEHK L, May-Giemsa®fE Lz
AR fER U CSAMSE T THIMEK 100 BEESHEE L.

Tubro v VR (PT) , BFHEEA e v R 7S A F VU (APTT) BEU 747
=% VIRE (FIB) &, 3.13 %7 V> YD ATHELEZMBEICOVWT, BEL
BREARC IO MBEEIINEE (a7 /v A8 -1, Z&EHKERN&H) 2AVWTHELE.
2E, 300 mg/keiR H5BED 1 H(No.304) ik, RMI Rk b, BERORER TE ah o
7=.

(5) MBILFEHIRE

MBERREAOMAE & FEFHICHEAGRD S K] U=0E» 52008 (39 4 °C,
3000 rpm, 15 ) L THREMEK>WT, UTOMBLENREEEBELE. &5,
BEF M M ER E TIWRE (-80 °C) MitREL, REAMBRERBESFRLE
FTHHE (-80 °C) NICHEL=.

GOTH & UFGPTidHenry ik, ALPiZp-NPPEE %, v -GTPIX vy -G-P-NAREM, ¥EH (TP)
iZBiuretik, YU E v (T-BIL) iZAzobilirubinik, FRFEZEFH (BUN) idUrease-GlDHI%,
27 L7 F = (CRE) (XJafféeik, 7 K8 (GLU) iXGlucose dehydrogenaseik, #8121 X
7 u—)b (T-CHO) {XCOD-DAOSHL, MY 7Y+ 54 F (TG) iXGPQ-DAOSH, Caido-CBCi%E,
HHY) ~ (IP) iXMolybdenum blueikic &b, HEIFIFEE (AU 500, AV U NNANFE T
A &) ZAWTHEIZEL -,

NaB L UKiZ A 4 VERBEIEICED, CIRBBHERICLN, WIhb2EMEME
FriE@E (EAO4, %hA&# A& T) BHWTHMEL .

BOME, BREKBKICLY B#BRKEIZEE (AES 600, ) YINANFETEKAL
) EHWTHEL =



PLV7TIVvRBEREHBBICEHAEE S, /C(ZLTIv /a7y V) iz E
HABEE» SBHUE.

(6) &im

Fieo (4) B (5) TRMOLAZHWEISICHMBFEEE-BICHET - HEBOARE
RBEEE2T-0-. WIE, TR, B8, FEBIUCRE HEARBHBICEREAEL, 8T,
B, CRRBIUTEBE L HIC 10 HHBERNVIY VB (2L, BEBIUBE LA
R77 V) CEZEL, RELE.

(1) WEERZPIRE

BHUESRE  #HBICOWTEBKE - TINS 7+ VEEEREERL 2.

WEER JURSHR (1000 ng/kg) R5HO.ORK, R, BEK, B, B, BX,
BREE, IEBLURMIC>OWTH-EREHBEREFR L, HEERENCRE L.

2) #E(P)

(1) ~RREBIUTRTOEE

—BRREBLIUCETCOERR, REUMPIIRREN - %0 1 B 2 8 (=L, 5K
HidSmer 1 @) SIBLE. 28, BEMIE, BEBESHICHBL, EX0oRDoh
#BE - HME 10 BHhEBERV Y VRICEER, H-EREHEBERL ER L, HEMEE
ZHNCRE LR,

(2) HEM

MERIE, BRERBE ORERRAHETEE | MBELE. 2B, BEHEIESE 2
HfichizoTHREINZBEE 1 BLEFHLE.

(3) FEME

RER, REHMEA 14 SMBLURBHE ICREE 2 B (JEH &5 1, 4, 8,
11, 15, 18, 22, 26 B&U 29 H) , HRMABESPICIEZER 0, 7, 14 BLU 21 Hiz, T
EHIICIIEE 0 BV 4 HicehehHEIEL =,

(4) EHEBAZE

BRI, XEHGR 14 HEZTREE 2 BMELE: (REBRAER : &5 3, 6, 10
BEU 13 H) . £, HIRMAMPZER 2, 9, 16 BX U 21 HiZ, BEHHbEmES
4 HIZEIZE L 7=.

(5) REATH DS R

REFARIMEE, REFHBRETRICT -7 VERT THEASROUINIC & D BRIDBFES
BRICHBRL, EROARICIDVIFIROFELHER Uk, TIEMIE, TR, B, mi
BLURIWEBICEREAEL, 8IE, M, VBBLUBRE L b2 10 % Mg
RANVe Y VEBICEEL, RELE.

(6) AERRRRDOBIE

RERBZERMG S, MERBORFROAE, MHEKRTOMEEITR 21 HY SIEK
25 HOMFRET 10 B ETHEHT-> . 8] 10 FICAHRMEET LTWERE, TOH2MHE
0O H& L.



(7) 4E4R 25 HOFE 10 B TICALE LRd- =89

SEIR 25 EOFHT 10 BBE TIoMlLrho =ik, K 25 Hiox— 7 LB T ¢l
KEROYINTIZ & 0 BMBFEX - RICHBRL, BEROEECLVITROEELHREL .
TOEME I, P, S0, MRS L UMRRBESCERSIEL, 8%, &, MEBLUC
g E & B2 10 B HEREANLTY) VBRICEZEL, FELE.

(8) WEREBOBES L UHIH

BEmit, BEKEEES 4 D CTEOBEL, WE 4 Bz —F VERT THEAY
IRODEINTIC & 0 MMBKFE X € - BICHR L, BRENS X CRERERAE. ITH, B,
Bfss & IR HHB I EREREL, S, B, CEBEIUERE L b 10 %
BEANTY VEBICEEL, FELE.

(9) WEMEZNME

W LERE B OWTERERREST/NS 7 ¢+ VEEEAEERL .

MBS L UREAE (1000 ng/kg) BEHOORK, W, BE, MW, =RH, W,
FIEB LUV THEREHMEAL R L, FEAMZNCRELE.

3) BEMP)oEMRBEICRETES

14 HRZOE-> TREINEEHE, B—HAT 1 4 1 iCH35DETHERE L .
REMEIE 14 HEBEEL LT, RE2HR T2 CodREERRE L L -,
REHREBEHRXE-ERINTY, BREACEFEZEERZHERL 22 XEHNL
e LT, TOH:2FR OB LTEBE L.

4) FHERF.)

(1) HEROBIE

HERICHREERREN, HERE, MERBPLIUARETOEERBRE L. E
RiE, 10 %pERBALCY VHBICEEL, REFELE (EL, EBELOELWEERE
BR<) .

(2) FEROBE

HERZ, " BRRABBIUCRCOFELEFNRTEE 1 MEBELE. ECRE, KR
% 10 %PHEBEHEANTY VEBEICEEL, RELE.

(3) K&

REIZ, BE OH (H4EH) BLU 4 HIC@IEL =,

(4) &

FERIE, HE 4 HOBER TRICT —FIVHE T CH AR & BIMKIE X #1151
SR I=.



6. MEFEMTE

HEMDORFZENHERITELEOREEZR Y, EERERTEINBE LAY 2 ) VEE (2-
EraFy7abil) cAF O RERLOBTT 2. WFhOoBREIZBEWT Y, &
BRE 5 %BRMEEEEL L, b %Ki (p0.06) & 1 %Ki (p<0.01) LA TERL
oo FERZ—BEOFHE -BL LTRELE. 28, THEBOREROT — ¥ iX&E
PeEBRALE.

1) ZELRBRE

Bartlettikic K 2SN HMEOREETV, FAHR SE - THEEIC LDDEIHET
W, BELRZ I B L OMMEE I DunnettiE (FIBHE L WHES) 7=k Scheffeik
(FIBBELLRWBE) ZAVWTITo . —F, E0BLRDoh - BAR, E
MEMALE—TEREEBEEC L 291 (Kruskal-Wallis OBE) 2TV, X SINBE
& DREMLLBIE AN % M A L 7zDunnettih (FIEXAE L WIES ) & 7=k Schefféik (HIEHs
FLSRWER) EEVWTT- 2.

KE (R, HER) , SER, BENE, KEQK, RREM= [(HKH (HH 0
H) —XRE#EH] , EKERK, BHEEREK= (FEREK+FEERK) , HERK, %E
Rk, PEEE= [ (BHERB/SKEEK) x 100] , RoEHE=[ (HE 0 HOHE
RE/BREE) x 100] , HEEK, FEKE= [ (BREE/EHEKHE) x 100] , HEFE=
[ (WE 0 HOFERBBHERK) x 100], BE 4 HOHFERK, BE 4 Ho%
FE=[ (HE 4 HOoFERK /™WE 0 HOHEREK) x 100] , AREHEHEE= [

(NREERE/HERE) x 100] , thit= (H/H+iE) , BEER (HNEEX2ED) ,

M FERERRAE, MALFERIRERAE.
2) xHRE

RER= [ (RERLIMB/EEME) x 100] , REX= [ (ZEREK/ KEKRIL
e x 100] , HEXR= [ (HERHEBK/ZREH) x 100] .

_10_



I. RIBIR5=H
1. #(PICRIETEE

1) —ARIKRE (Table 1-1~1-2, Appendix 1-1~1-5)

FETCIE, MBEE, 30, 100 B XUF 300 mg/keflk SR TRED 2N o7z, 1000 mg/
kg SR TIR, 85 11 B&U 20 HIZ&IHDOAET 2 FIMFECLE.

—fRIRERBE B WT, MEEE, 30, 100 BLU 300 mg/keiR 5B T, BIEMEE
LTWTho#p b EHEREAONEMN -/, 1000 mg/kgi ST, BEMSKE 3
5, BREFHOETHRS 11 B o, RRTENRE 16 Ahesbhiz. B, —RK
REOZALOHIRFMEIIZ, REMNKRFEEZ~FH 30 2, BREFHOBTHIRFER 5 9
~#) 1 B, R TESRGHY 10 A~PIKHITH -7, 7=, BREEAEE, &
WA 12 FILH, BREHOETH 6 i, R TEMN 2 HTHo1=.

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

BIRGBHOKER, MFEHLFEFBROHEBTHED, WTHhOUEHIZBEREEHS
nighoi=.

_11_



3) $4#H P (Table 3, Fig.2, Appendix 3-1~3-5)
BfREBROEHERE, ERLIZEIFEEETHD, WTFholllEHItbEETEEZR a0
Moz,

4) MEFHME (Table 4, Appendix 4-1~4-5)

300 meg/keld TOH|MEFH TR, WEHLEXTWThOAEEBCIAEREZRAG RN,
o 7. 1000 mg/kgR ERE TR, MBELHEXRTAZ I 7Y v MEOHEBREM, KR
BEIUANEo b VBOBHEMERNAL L.

5) ML ZW#E (Table 5, Appendix 5-1~5-5)
RIBGHLY, MEBLERTWThAOBEHBIERZERS AR DS 2.

6) HMAF R (Table 6-18 £ U6-2, Appendix 6-1~6-6)

E£HEFHOHBICBNT, MBEB LU 1000 ng/keBREFH TR, WTHhIZHEERALH
Rinofz. 30 my/keRSHTRAMETREEN 1| Sl AfMER LEORBICRHAR
Eihs 1 ff, 100 mg/keiX GH TR AR E LAORIICHOGHEEA 1 41, 300 mg/ke
BREBFCRAUMBELRE FAERR LAOBRSICEOCRKEN 1 ], MAMEREE - B
BREEONER | flicadbhlz.

1000 mg/kgiX SHOFETHOHRIZBWT, i - TR -  BROBACLEB L UTZER - @
BoREA 1 Fi(No.401) LD REREID 1 F(No.40)icH LN,

7) EEHER (Table 7, Appendix 7-1~7-5)
300 mg/kgll TOREFH TR, HBELERTWThOREER L DEEERA AR,
-7, 1000 mg/keiR EBTIE, WEBL R THRBOHENSEROEERSHEMNA O L=,

8) WM BEZHME (Table 8, Appendix 8-1~8-3)

(1) 554

frig : MREAEOFHEOZREEMNSBET 7 41 (ZI<EE) , 1000 ng/keik 58T
8 il (I<EE) icabhlk.

BE  BHEZOEMMANERET 1§ (Z<8E) tadbhlk.

R EK B TAFEN000 ng/kefs 5T 1 H (BE) Kapohiz.

Foffticid, MBEE LU 1000 mg/kelR SR L B0, WK, R, BR, 3I%B LU
WicBRERASh RN 1.

(2) FETH

1000 mg/kgfX SEED 1 H1(No.401) THFNE - fili - BREO D -1l (Z<EEE) , Mfi - BhE -
N5 - MR ECHME (BE~BE) Maonrk. fio 1 H(No.404)THO 5 -1l (<
WRE) , Mol (BE) , MoBECHME (BE) Bashr.

_12_



2. P REITEZE

1) —f%Ik88 (Table 9~11, Appendix 9-1~9-5, 10-1~10-5, 11-1~11-5)

FETCIE, XMEEE, 30, 100 B LU 300 mg/kgik SBECILEB O Lz, f=. 1000 mg/kg
REHTIE, S5 15 HICIIMNET L.

—fRIKEB BB WT, XfEEE, 30, 100 3 X1° 300 mg/kefk SBETid, BRI 28
LTWThoEe b BERIBOAEN -/, 1000 mg/kgit 5RE T, REMKRE 4 AH
5, BREFHOETIES 11 2o, RETENKRS 11l Hhoa M= 2B, —fix
REOEOHFAREE, RESIKEER~F 30 2, BREHOETHEEEL 6 »
~% 1 Bfel, IRETENRSRZY 10 A~PNIRETH- . =, ARBRMKE, &
BH 12 HILH, BREFHOETHM 4 H, EERTEN 4 fITh-7=.

2) fAk#E (Table 12~14, Fig.3~4, Appendix 12-1~12-5, 13-1~13-5, 14-1~14-5)
RECHMHI B L URE RS, MIREEAT 26 CRBERET 2B LT, SR5HFOK
ERNERLEZEAROEBTHD, BREEHOARD 2.

3) BB (Table 15~17, Fig.5~6, Appendix 15-1~15-5, 16-1~16-5, 17-1~17-5)
30 BLU 300 mg/kgiR G T, HBEFLEXRTWThOAZHOBHERICHIEEER
Bohzpof=. 100 B LU 1000 mg/kefe 5B T, WHEELERTERS 6 BLU 10
HICESHBOBEREBESA LY, HRPHBLUTHBHRIICEZERZERD 5
Mo,

4) KA R (Table 18-13 & UF18-2, Appendix 18-1~18-5)
EHEFOHRICBWT, NEE, SRER LB WThiZbREZB 2D 2.
1000 mg/kgik SEDECHOBMICB WT, HOERELE L TER - BB 0K AL
1 i (No.456)i2% & 1=,

5) 3 EEER (Table 19, Appensix 19-1~13-5)
ZREBRLY, HEELERTWThoBEERBICOAEERIAON M 2.

6) MHIBHHMEEAIME (Table 20, Appendix 20-1~20-3)

(1) £#FH

TR : Z3HH% 1000 mg/kefk ST 1 i (hFEE) HLHNTE.

Bl RAEANCHNL I ARENSEET 1 #] (I<HER) Caonk.
Zofiticid, MEEES LU 1000 me/kef SR L O, TR, BRE, HE, AIBBLUC
R BEAO RN 2.

(2) ECH

1000 mg/kegi& S-BED 1 H1(No.456) Tl i#lE (EEE) , Ei5 - @F0 HE R (88

- 13 -



BHLNT.

. EmEREEHY
1. B PIOEMRBEICRITTZE

1) RMEE (Table 21, Appendix 21-1~21-5)

S{LEAfI S0 7 BEB L UREMORSHE (14 HRE) ofREE K, 30, 300 B &
U 1000 mg/kegik SR WHEL BRIZIEEERETHY, FEERAGNRD- . 28,
100 mg/keik SHTHBE L EXTREROKRSHE (14 HE) oREEIBROEEREE
BH B NN, BERIEE LEELTRENS .

2) REX, ZHREHE X UZIR%E (Table 21, Appendix 21-1~21-5)

100 mg/keiZ 58D 3 #HEBRWELFITREMNER I L. REBHKIZ, S&5HL Y
HEHELOMICERERAOARD o, 12, REFICH, SREBLINBHRLOM
CEBEZERAORRD S 1=,

AEZHEIE, 100 BX U 300 me/keiR 5B TH | flponlds, ZHFICIZRERL
PNBEHE:OMICERERA ORI =, 2B, ZHRBOLHMMNFEEREIMHEL I-.

3) ITIRBAM B L UM% IRRE (Table 22, Appendix 22-1~22-5)

BERESFHOIIRGIEE, TEFELREABETHY, ERERALONRN- . i,

WThOEHE b HRIREBICEBZAS hizho 12,

4) B, BEREKB SUEKE (Table 22, Appendix 22-1~22-5)

30, 100 B XU 300 mg/keik S TN B L UERTEKROERERBES L UEKED
BEREEMNH SN, 1000 ng/kgiR SHTREBRZIZOOLT, REBIKEL
EETRadok. 2B, BRERE, EREFELONBRELOMICAREZRALLRZD

- 7=,
5) HEE (Table 22, Appendix 22-1~22-5)
XTHERY, BIRE L HERIE 100 % THo 1=,
2. HIERFHRRETHE
1) MHUEREBLUDH®E (Table 22, Appendix 22-1~22-5)

MEERBBLUIHEER, REERLONBRLIZFEARETH)Y, HEERALN
Tz,

_14_



2) HAEX, RoEHEL L UHHE (Table 22, Appendix 22-1~22-5)
HE 0 HOFERE, SEERK, B4F, ROoEREB L UHIE, SFEH L HHE
HLEIEEEETHY, EEZERZHIO RN,

3) MERDO—MRINKE, WH 4 HOMEREK, WS 4 HOEFEB LUAKREFOBE
(Table 22, Appendix 22-1~22-5)

HERO—RRETHE, WTHhORELLEFTERIBEREI o .

WHE 4 HOHERBBIUHEE 4 HOEFER, SRSFLWBERLABETHY,
EEEZRB NPT,

HEROHAREFOBETIR, WThol b AFRAaL RN .

4) R O{AE (Table 23, Appendix 23-1~23-5)

ZHREHOKER, ME O HBLU 4 HEe b bicHBRLZEFFEEETHY,
BEZFsaonlaho7-.

5) HrEROHMATE (Table 24, Appendix 24-1~24-5)
EE, BEEHLIIWTHICHEERAGARN 5=,

AZ 7Y NVEE (2-e FrF Y 7ublN) TATIOSY MCETA2RORSIC L BRIE
REEN  FHERESUEMHAEREEE L. B5BIE, 1000 mg/ke2 BSHBE L, U
T 300, 100 B&LU 30 mg/kgk L=, 2B, dfBe UTHEE GEFAK) BEHEERT-.

KB (PR U Tk, 1000 mg/kgiR 5BFT 2 HINFET L. HETHOHK, EFOH
BANEHE  BoREBEHEBENRECBWT, HILBOE{LH 2 WEEBELICES
SLHFEALNBAIROMICE, HFEIREEMBZIEDLAT, ERBHELHIZTE2h -
= —ARREHRFEICBWT, 1000 mg/kgik 58 TRESHB O D & D BH~ 24 TR
SEZBNSREN B 6N, FHEREEEH 30 AETHD, RELZBE L T RN
DERFEDL oz, i, RS HMOPBHIC BREEHDET HIDBH ~ 5040,
IRIE T EM DN H STz, 300 meg/kgld FOJREHFTR, HRERRE R, —HKRKED
HBEeHONREMo 2. KEBLCESRICIK, 1000 ng/kgiRETHEZBR B LD
> 7z. 1000 mg/keiX SR CTHBEINWMEE, 2% 7Y VEE (- FudFy 7o) o
ATNVORBHICES<ELE:EIONS. -, BEREVOETS S UBRIR FEIX, %
T7UNE (2-EFa¥F vy 7ael) TAFVORBRSICLDIENEENRILEEZE IO
2, AEHBPLUCEARCHEAZREITELOLDO T AN -2, 1000 mg/kgft 547

..15_.



THROHENEBEBROEEREE B ONE. LML, FROENERICITIENED IR
Wk, MBECENRETHHEERBICEENAORARWI L, 5 FROREHEET
FRETHAENBOLNRNWI LD S, HROHNERBOEHMNAY 7Y VEE (2-¢ Fo
FYTUENL) IATNVORGFICEDBDE LTHENZRNICEBRLDOTRRZNWEEX
5h5. MBERNREIICBWT, 1000 ng/ke SBHETAT 2 Y v MEDEME, RIMERE
BIUAE/ubEVEBOBHEERNEAS RN, MOEBICEERBDLhRWI &M b,
A ZYNE (- FuFy 7o) TAFLVOR5ICEZ330L LTHEERZEL
BEIXohRZW. HRICBWT, 30 ng/kek SHTHAMB IR AAEBEE LEDRE
EICHEEREE, 100 mg/kefR SR THAMEERE LEADORSRICH O @MSET, 300 ng/kegik 5
BHTHUMABSELREAUEBREKOESICEOAEE, MAMREE - BE A0 /pR
NHLNEDN, WEFhsDPEFATSHD, 1o, SSHABNTRIADLARWI LI, *
72U NVEE (2-EFaF VY TOEN) TAFNOREICLBZBDTHEBZWEEILNLS.

FREMBRENREICBWT, 1000 ng/kefREHTHA Y V7Y LVE (- Fuaxy T ui)
IXATFHNOBRGEICERATLEEDLDNEERI LRI 2.

BEHW (PRt LTk, 1000 mg/kgf¥ 5T 1 FIMNFET L. HTEHOEHR, REOH
BINERE - HBOREHEBZENREBICIBVWTY, HLERICHELELEDOEMNMD 3 WEFE
BEMMICESLEZOMIMRDOMICIE, FEITREELMRZEDSLT, EHIHE->»
iTERh o, ~RIRBBERBICBWTS, HOBE LERKIC 1000 ng/keik 58 TRE,
HREEHFOEBETBLIVERTENA SN, EHRIE, 100 B LU 1000 ng/ket 55 Txf
FEHLERTRE 6 BLU 10 HCEBREENA LN, BERETH DI L, 100
B&LU 1000 mg/keR EBHOBMBIXIZEFUCTH DI L, 300 ng/keiR SR TRABELD
MitZRBERBNIENS, XYY NVE (- FudyTubl) AT IVORSK
20 TRZWEHE Lz, £, AE, SRS UCHEERENRETRAY 7V
B (2-EFudvy7ub ) zAFVORGICEET 2L Ebh3E/LEHaONR DIz,

Lizhio T, YEBREHATEBIAX Y7V VE (- Faxy7Tul) T AFIVD
—REHENEZERIT, ML d 300 ng/kgFEXH5NB.

FHEmPOEEREECHLTE, BEEN, REX, REHK, ZHEB JURHEIEK
wid, BSREBLIBEBRAGARN- 2. 7=, BREHL IFRUME, DBk, &
K5, BRER, ERXEBIUTHERICIHZERIHSOh b5z,

FHERCEDCHLTHE, BREHTHREERK, 28X, FERK, W& 0 HoHER
B, HAER, RoEHE, kBB, ARBETR, WTholie
bRERHONWRM o, &, AR, WE 4 HOSHERE, £FF, KF, #Rc
ymBERAGRENS T,

Lo T, BABREATIBIAA 47U NVE (- Faxy 7o) 2271V
ML FEUNENEXZERE, BHEOEMBIURIMoRECEHLTWT RS 1000
mg/kg HEEZ N D

_16_



1) OECD GUIDELINE FOR TESTING OF CHEMICALS,Combined Repeat Dose and Reproductive
/Developmental Toxicity Screening Test (EEAERBRFELERTHEHREBLEZEL2TR
EhoRMEXh-ER)

2) FA¥ )NV (- Faxry7abil) TAFILOSY hE2FEWAHE
HEOKRSHEEZAR (MRES : 102014) omRBREH) (PR 8 4 B 16 H)
(R EHEHRANA TV Y —F v /¥~ PEWRR)

3) FTA¥ 7Y VEE (- RFpxyTol) TAFTAVOSY P EHAWSE
MRS LIREREEN - EHRLESUMOARO FHRAR (ARES : 091914P)
OEMRBEE (FK 8 F 4 A 16 H) (BRE|HEHENIZ Y Y —F V- ¥
BT FAT)
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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-liydroxypropyl 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 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
30 [Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 1 12 12 1 12
Nonnal 12 12 12 12 12 12 12 12 1R’ 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 |Number of males 12 12 12 122 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
300 {Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 n 12 12 12 R
2-hydroxypropyl methacrylate Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 1R’ 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 11 1t o111 o4r 111w 1 16 100 10

Normal 12 12 10 9 7 4 1 0 0 0 0 0 [ ] 0 [ 1] 0

1000] Decrease in locomotor activity} ¢ ¢ o0 ©0 0 o0 ©0 0 0 2 4 4 4 3 6 5 S 4
Salivation 0 0 2 3 5 $ 11 11 12 12 11 i o o1 oo 11 i 10 10 10 10 10
Prosis 0 0 0 0 0 0 0 0 0 0 0 1 1 2 1 2 1 1
Death 0 0 0 o 0 0 0 1 0 0 1 0 0 0 0

*: Commencement of pairing.
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Table 1-2  General sign of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test of 2-hydroxypropyl 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 2 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 1?2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1
30 jNumber 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 R
Normal 12012 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 v 12 12 12
100 |Number of males 12 12 12 912 12 12 12 12 12 92 12 12 12 12 12 1 12 2 12 12 12 12 1212 12
Normal 1212 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1?2 12 12 82 12 12 12
300 [Number of males 12 12 12 12 12 12 12 12 t2 12 12 12 12 12 32 12 12 12 12 12 12 12 121212
2-hydroxypropyl methacrylate 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 0 10 10 10 10 10 10 110 10 10 10 0 10 10 10 10 1 10 0 100 10 10 10 10 10
Normal 0 0 0 0 0 0 0 2 3 3 4 4 5 5 ] 6 6 6 6 7 6 7 7 6 10
1000} Decrease in locomotor activityy 4 5 3 2 3 3 1 2 o0 ©6 o0 1t o0 0 o0 © 0 o0 0 © ©0 0 0 o0 O
Salivation 0 10 0 0 10 10 10 8 7 7 6 5 5 4 4 4 4 4 3 4 3 3 4 [¢]
Prosis 1 0 0 i 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Table 2 Body weight of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening
test of 2-hydroxypropyl methacrylate by oral administration

Group Control 2-hydroxypropyl methacrylate

(mg/kg) 0 30 100 300 1000

Number of males 12 12 . 12 12 12

Days of admin-

istration 1 338.2 =  10.7 335.9 * 10.5 338.0 = 11.8 337.2 £ 12,0 338.1 = 12.1
4 354.0 = 12,5 354.7 = 14,3 354.5 £ 14.6 353.8 * 14.5 349.4 1461
8 371.3 = 15.4 373.1 + 17.3 372.3 £ 17.8 I 2 1604 366.4 = 17.8
11 382.0 = 17.4 385.7 = 19.5 386.3 £ 19.4 384.4 x 18,7 380.0 £ 20.5 [QRD]
15 400.4 = 21.2 404.5 * 22,0 406.0 = 23.1 401.2 £ 21.4 393.5 = 20.7 an
18 407.6 £ 22.3 410.8 = 21.7 11,9 = 22.2 407.8 * 22.8 403.8 £ 22.3 ()
22 424.4 = 231 427.0 * 22.8 431.3 = 23.9 426.5 £ 24,1 406.7 = 40.5 (10)
25 436.0 £ 24,6 439.3 £ 25.1 442,6 £ 25.4 438.3 * 23.9 4206.8 * 33,3 103
29 442.9 *  26.8 451.7 %= 27.8 452.2 £ 248.9 450.9 % 26.2 433.2 * 32.8 (10)
32 4541V = 28.3 461.6 = 29.1 459.3 x 26,9 459.3 = 27,8 440.4 = 31.8 QL]
36 465.6 = 31.5 475.8 % 30.3 473.0 * 28.2 470.8 = 29.3 452.6 *  31.4 (10)
39 472.5 £ 32.5 482.3 = 31.5 479.0 = 29.3 477.6 = 29.8 459.5 = 31.8 (10)
43 479.8 *  32.7 491,2 = 33.4 488.0 =  31.4 487.0 =  30.4 467.3 * 32.8 (10)
46 489.6 2 34.6 500.7 = 34.7 495.8 *  33.9 496.9 = 31,6 478.7 = 32.7 10)
50 472.1 * 32.9 480.8 + 33.46 476.1 = 31.1 474.4 * 30.5 456.9 *  34.2 (10)

€ach value shouws mean (g) *5.0.
Figures in parentheses indicate number of males.
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Table 3 Food consumption of male rats (P) in combined repeat dose and reproductive/developmetal toxicity screening
test of 2-hydroxypropyl methacrylate by oral administration
Group Control 2-hydroxypropyl methacrylate
(mg/kg) 0 30 100 300 1000
Number ot males 12 12 12 12 12
Days of admin-
istration 3 26.3 % 1.6 26,8 * 1.5 25.7 % 3.4 26.7 % 2.3 25.3 % 2.4
4 27,0 * 2.7 27.3 % 2.5 27.2 = 2.8 27.8 % 2.5 26,2 2.9
10 26.3 % 2.7 27.1 % 2.3 27.3 * 2.7 27.06 % 2.4 26.0 % 2.9
13 25.5 * 2.5 25.8 % 2.1 27.1 2.9 26.7 2.1 25.2 % 2.4 (1)
31 26.0 % 2.5 27.8 * 2.7 2601 % 2.2 27.0 2.1 24.8 % 2.4 (10)
34 26.0 x 2.0 27.3 % 2.4 26.4 * 2.3 26.9 % 2.4 25.9 * 2.0 (10}
38 25.3 % 2.1 26,7 * 2.8 26.3 % 2.4 25.9 = 2.5 24.5 % 2.1 (10}
61 25.0 % 2.0 26.1 2.8 26.5 * 2.2 25.8 % 2.3 25.5 % 2.4 (10)
45 24.6 * 2.4 26,1 * 2.5 25.4 % 2.2 25.9 * 2.8 25.4 % 2.3 (10)
48 25.4 * 2.3 2.9 * 2.6 25.7 2.2 25.6 + 2.7 25.6 % 2.3 (10)

Each value shows mean (g/day) *S.D.
in parentheses indicate number of males.

Fiqures
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Table 4 Hematological examination of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test
of 2-hydroxypropyl methacrylate by oral administration

Group Control 2-hydroxypropyl methacrylate
(mg/kg) 0 30 100 300 1000
Number of males 12 12 12 12 10
RBC (° ~wms )} 871.3 % 41.5 884.9 * 18.5% 849.9 = 38.4 841.8 = 40.5 834.6 x 36.6
Hemoglobin (g /d) 15,463 * 0.63 15.64 % 0.56 15.27 = 0.63 15.07 = 0.51 14.85 %= 0.57
Hematocrit (%) 46,13 % 1.61 46,11 % 1.18 44,93 % 1.37 44,63 * 1.37 43.72 % 1.66xx
MCV {um3 ) 52.98 * 1.31 52.11 % 1.30 52.91 * 1.28 53.08 * 2.22 52.43 % 2.1
MCH (re) 17.94 % 0.33 17.68 = 0.55 17.97 0.54 17.93 = 0.75 17.80 *= 0.70
MCHC (g/d) 33.88 * 0.38 33.91 = 0,462 33.98 * 0. 65 33.77 % 0.62 33.98 % 0.44
Platelet (1? / mms ) 105.t8 * 18.55 113.82 = 11,54 101,77 = 8.45 107.96 * 15,79 106.74 £ 11.02
RET (%) 28,4 + 13.8 23.7 * 5.3 25.8 + 5.7 24.0 % 4.2 24,0 % 6.4
PT (sec.) 14,63 % 1.546 15.26 * 1.61 15.20 * 2.20 15.44 1.66 (1) 15.36 1.53
APTT (sec.) 28.33 * 3.72 28.32 * 2.32 27.85 2.83 29.36 % 2.54 (1) 29.33 % 1.67
Fibrinogen (mg /dl) 237.4 17.5 250.4 % 15.1 238.8 23.7 235.0 * 16.3011) 229.0 = 14,6
WBC (102 / mma ) 50.9 17.8 606.0 % 13.2 51.8 * 8.9 0.8 19.6 55.3 19.1
Differential leukocyte (%) .
Lymphocyte 90.7 x 3.8 91.3 4.5 90.5 % 4.5 90.4 * 4.5 90.8 * 3.3
Neutrophil 8.3 * 4.2 7.8 * 4.3 8.9 = [ 3.8 * 4.2 8.3 % 3.1
Eosinophil 0.4 = 0.5 0.3 % 0.5 0.1 = 0.3 0.3 % 0.5 0.3 = 0.5
Basophil 0.0 * 0,0 0.0 x 0.0 0.0 0,0 0,0 £ 0.0 0.0 %= 0.0
Monocyte 0.7 * 0.7 0.6 x 0.7 0.5 % 0.7 0.6 %= 0.8 0.6 * 0.7

Each value shows mean *S.0.
Significantly different from control (xx: P<0.01).
Figures in parentheses indicate number of males.
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Table § Blood chemical examination of male rats (P)

in combined repeat

of 2-hydroxypropyl methacrylate by oral administration

dose and reproductive/developmental toxicity screening test

Group Control 2-hydroxypropyl methacrylate
(mg/kg) 0 30 100 300 1000
Number of males 12 12 12 12 10
GOT (71} 73.71 % ?.19 70.58 =+ 12.88 67.52 x 5.87 49.58 =% 6.96 67.51 =+ 12.468
GPT (/1) 25.93 = 2.97 24.50 % 3.87 24,19 4.85 21.55 = 3.48 21.91 x 4.28
ALP (/1) 93.31 £ 11.74 89.27 + 12,07 88.77 =% 7.80 94.59 £ 13.91 87.82 = 11,08
Y -GTP (s 1) 0.00 0.00 0.00 = 0.00 0.00 =+ 0.00 0.00 =+ 0.00 0.00 % 0.0¢
TP (g .74d) 5.66 % 0.18 5.69 % 0.17 5.54 % 0.33 5.43 0.35% 5.39 * 0.2
Albumin (g, /d) 2.940 = 0,149 2.901 = 0.107 2.892 £ 0,143 2.820 = 0.149 2.884 * 0.089
Protein fraction (%)
Albumin 51.98 + 2.50 50.99 % 1.61 52.22 % 2.05 52.02 * 2.15 53.56 % 1.68
ai-glo 23.18 2.10 24.79 % 2.04 23.47 £ 2.17 22.467 * 2.5¢9 21,43 * 1.42
az-glo 5.22 + 0.64 4.81 % 0.73 5.31 = 0.71 5.26 % 0.54 5.64 % 0.66
as-g lo 5.74 % 0.44 6.00 0.46 5.71 % 0.29 5.87 % 0.32 5.29 * 0.58
B-eglo 11.22 # 0.469 10.83 + 0.40 10.83 =+ 0. 84 11.37 = 0.88 11.50 % 0.89
y -glo 2.68 * 0.41 2.58 * 0.38 2.48 * 0.46 2.83 % 0.463 2.56 * 0.40
A/6 ratio 1.088 = 0,107 1.043 = 0.069 1.096 & 0.095 1.089 + 0,098 1.156 +  0.075
T-BIL (mg 7 dl) 0.069 = 0,011 0.057 = 0.013 0.0866 £ 0.004 0.059 = 0.010 0.066 * 0.014
BUK (ng /7 dl) 17.44 % 1.86 18.23 2.23 17.67 * 3.07 18.22 =« 2.37 20,43 2.00
Creatinine (mg 7 dl) 0.493 £ 0.036 0.5t5 = 0.021 0.514 £ 0.03¢6 0.523 * 0.037 0.519 = 0.040
Glucose (mg 7 dl) 122.73 = 12,469 124.62 * 8.27 122.03 + 12,460 123.51 = 9.16 122.34 % 6.50
T-CHO (mg 7 dl) 43.40 % 7.51 47.68 % 6.52 49.48 £ 10,10 38.66 * 7.71 34.80 * 3.04
16 (mg ~dl) 42.22 *  13.56 44.70 8. 644 40.99 * 7.62 39.83 =  17.44 37.30 = 17.12
Na {mEq/ 1) 145,45 2 1.00 145.48 + 0.74 145.38 = 0.94 145,19 = 0.73 145,05 = 1.03
K ( nEq 7 1) 4,608 = 0,264 4,505 £ 0.214 4,563 ¥ 0,247 4.570 0.321 4.339 = 0.250
et (mEq” 1) 106,91 =% 1.13 106.56 * §.06 107.18 + 1.20 107.45 =+ 1.57 107.22 = 1.67
Ca (ng 7 dl) 10.02 £ 0.23 10.01 0,28 9.95 0.25 9.76 % 0.23 9.82 * 0.23
1P (ng 7 dl) 6.60 * 0.61 6.466 * 0.60 6.51 + 0.58 5.88 * 0.59 7.30 * 0.58

Each value shows mean *=S.0.
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Table 6-1

Control

2-hydroxypropyl methacrylate

300

Necropsy finding of male rats (P) in combined repeat dose and reproductive/developmental

toxicity screening test of 2-hydroxypropyl methacrylate by oral administration

1000

Group

(mg/kg)

0
12

30
12

100
12

12

10

10
10

10

11

Number of males

Normal
Kidney
Pyelectasia
Testis
Small
Epididymis

12

Small
Yellow-white nodule




Necropsy finding of dead male rats (P) in combined repeat dose and reproductive/developmental toxicity

screening test of 2-hydroxypropyl methacrylate by oral administration

Table 6-2
2-hydroxypropyl methacrylate
1000

Control
100 300

Group
0 30
0 0

(mg/kg)
0 0
2

Number of males

Lung
Dark red
Liver

Dark red - -
Kidney
Dark red - - 1
Jejunum
Red - - 1
[leum
Red - - 1

_SZ—
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Table 7

ot 2-hydroxypropyl methacrylate by oral administration

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

Group Control 2-hydroxypropyl methacrylate

(mg/kg) 0 30 100 300 1000

Number of males 12 12 12 12 10

Body weight (g) 472.1 % 32.9 480.8 33.46 476.1 £ 311 474.4 x 30.5 456.9 * 34.2

Thymus (mg) 321.79 * 105.03 349.81 £ 80.14 336.23 = 4471 363.99 £ 90.47 347.51 £ 59,01
(mg%) 67.93 £ 20.66 73.07 £ 17.12 70.63 x= 8,30 76.84 * 19,15 7617 £ 12.31

Liver (g) 11.675 = 0,984 12,306 £ 1,292 11.87V = 1,240 12.154 £ 1,234 12.337 £ 1.795
(9%} 2.473 £ 0.108 2.556 £ 0,132 2.488 = 0.123 2.558 £ 0,126 2.689 * 0.225%

Kidneys (9) 3.028 = 0.208 2.996 £ 0.254 3.003 = 0.242 2.978 £ 0.28% 3077 £ 0.274
(g%) 0.642 = 0.037 0.624 £ 0,050 0.633 = 0.038 0.628 * 0,045 0,697 = 0,052

Testes (9) 3.279 = 0,254 3.335 £ 0.285 3.385 = 0.213 3.320 £ 0.573 3.271 = Q.155%
(g%) 0.697 £ 0.044 0.696 = 0.077 0.713 = 0.065 0.701 = 0.120 0.718 = 0,051

Epididymides (9) 1.295 £ 0.088 1.297 = 0.106 1.363 £ 0,149 1.258 £ 0,214 1,274 = 0.128
(9%) 0.277 *+ 0,027 0.272 * 0.03¢ 0.288 * 0.042 0.265 * 0,043 0.280 + 0.028

Each value shows mean* S.D.

Significantly different from control (x: P<0.05).
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Histopathological finding of male rats (P) in combined repeated dose and reproductive/developmental
toxicity screening test of 2-hydroxypropy! methacrylate by oral administration

Group Control 2-hydroxypropyl methacrylate
(mg/kg) 0 1000
Number of males 12 10
Grade - £ + # # - xx + #
Liver

Vacuolar degeneration of 5 7T 0 0 0 2 8 0 0 0

periportal hepatocytes

Testis

Atrophy of seminiferous tubules 11 1 0 0 o0 10 0 0 0 O
Epididymis

Spermatogenic granuloma 12 0 0 0 0 9 0 1t 0 0

Grade of histopathological finding; —: No abnormality detected, -: Slight, +: Mild, H: Moderate, ftt: Marked.

No remarkable changes were recognized in heart, thymus, spleen, kidney, adrenal and brain.
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Table 9 General sign of female rats (P) during pre-mating period in combined repeat dose and reproductive/developmental toxicity screening test
of 2-hydoroxpropyl methacrylate by oral administration

Group Number of females Days of administration
(mg/kg) and general sign_ I 2 3 4 5 6- 7 & 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
2-hydroxpropyl methacrylate Nomal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 9 7 S 2 0 0 ] 0
1000} Decrease in locomotor aclivity} 0 0 0 0 0 ] ] 0 0 0 4 4 2 3 3
Salivation ] 0 0 3 5 7 10 10 12 12 12 12 12 12 11
Prosis 4] V] 0 0 [ [ 0 0 0 0 3 2 1 2
Death 0 0 0 0 (] 0 o 0 (1] 0 0 0 1

*: Commencement of pairing.
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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-hydroxpropyl methacrylate

by oral administration

Group Number of dams Days of pregnancy
(mg/kg) and general sign 0 1 2 3 4 5 6 7 8 9 10 1N 12 13 14 15 16 17 18 19 20 2i
Control 0 |Number of dams 12 12 12 12 12 12 12 12 12 12 12 t2 12 12 12 12 12 12 1212 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 122 120 12 12 12 12 12 12 12 12
30 |Number of dams 12 912 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 a2 12 12
Normal 12 12 12 12 12 12 12 12 02 12 12 12 12 12 12 12 11212 12 12 12
100 |[Number of dams 8 3 8 8 8 3 8 8 3 8 8 8 H 8 8 8 8 8 8 3 8 8
Normal 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 g g 8 8 8
300 [Number of dams 1 W U A U & NS AN 1 AN T 1 U 1 A S 1 AN TS & AN § TN NN O SN F SN N S S § G B U B
2-hydroxpropy! methacrylate Normmal 11 T A (R & S T (NN 1 U © D (NN TN U 1 (NN & NS AN NN 1 NN AN SN SN N AN § SRS B A B
Number of dams 1111 11 11 1111 11 I 11 1 1n 11 ) L S B Y | 11 11 D U B
Normal 0 0 0 0 0 0 0 0 0 1 1 2 1 s s 6 6 6 6
1000{ Decrease in locomotor activity 1 3 1 1 0 0 0 0 0 0 1 1 0 0 0o 0 0 (]
Salivation |’ HS D U T § SRS 1 AN N SRS NN ¥ (RS § NS § AN {2 [ B 10 6 6 S 5 5 5
Ptosis 1 0 I 1 0 0 0 0 ] 0 0 0 ] 0 0 0 0 0 0o 0 ] 0
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Table 12

Body weight of female rats (P) during pre-mating period in combined repeat dose and reproductive/developmental
toxicity screening test of 2~hydroxypropyl methacrylate by oral administration

Group Control 2~hydroxypropyl methacrylate

_(mg/kg) 0 30 100 300 1000

Number of females 12 12 12 12 12

Days of admin-

istration 1 225.0 % 7.8 226.3 % 8.8 220.7 % 7.5 224.9 %= 8.6 225.3 8.5
4 230.2 * 9.0 230.0 * 7.7 230.8 * 8.7 230.4 = 9.1 230.2 % 9.0
8 238.1 = 10.0 237.9 = 8.t 235.3 = 8.¢ 237.1 % 8.5 236.7 = 10.3
1" 244.8 = 1.6 244.2 11.5 23%9.5 = 9.0 241.3 = 10.8 241.0 % 1.0
15 256.0 * 13.6 254.1 % 13.5 249.0 * 9.0 251.9 £ 14.4 250.3 * 12.5

Each value shows mean (g) =*=S.D.
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Table 13 Body weight of dams (P) during pregnancy period in combined repeat dose and reproductive/developmental
toxicity screening test of 2-hydroxypropyl methacrylate by oral administration
Group Controt 2-hydroxypropyl methacrylate
(mg/kg) 0 30 100 300 1000
Number of danms 12 12 8 1 11
Days of pregnancy
0 263.5 = 13.7 259.7 = 10.9 253.6 = 10.2 255.0 = 16.46 263.5 = 11,9
7 299.4 % 15.4 292,3 * t12.1 289.6 * 15.3 288.3 * 19.5 297.2 * 16.2
14 331.7 = 17.9 326.3 £ 13.4 321.0 = 12,6 321.6 251 334.4 = 16,5
21 422.8 * 26.5 416.1 + 18.9 411.0 = 21.3 409.6 =+ 38,7 424.0 + 33.8

Each value shows mean (g) *S.0.
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Table 14 Body weight of dams (P) during lactation period in combined repeat dose and reproductive/developmental
toxicity screening test of 2-hydroxypropy!l methacrylate by oral administration

Group Contral 2-hydroxypropyl methacrylate
_(m9/kg) 0 30 100 300 1000
Number ot dams 12 12 8 [ 11
Days of lactation

0 309.3 15.4 29%5.2 %= 15.4 289.1 + 15. 2%4.7 % 25. 307.2 % 6.6

4 328.0 + 18.7 328.5 * 3.7 322.9 22. 318.0 x 27. 327.5 * 21.1
Each value shows mean (g) =*=S.D.
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Table 15 Food consumption of female rats (P) during pre-mating period in combined repeat dose and reproductive/developmentat
toxicity screening test of 2-hydroxypropyl methacrylate by oral administration

Group Control 2-hydroxypropyl methacrylate

(mg/kg) 0 30 100 300 1000

Number of females 12 12 12 12 12

Days of admin-

istration 3 18.7 % 2.4 18.6 % 2.6 17.4 = 1.9 17.8 = 2.3 17.7 = 2.6
6 20.0 =+ 1.3 19.3 = 2.3 17.3 % 1.4xx 18.9 = 2.3 i8.0 = 2.0x
10 20.7 % 1.6 19.8 * 1.9 17.4 * 1.6%xx 19.3 = 2.2 18.5 % 2.5x
13 20.1 + 2.1 19.8 + 2.1 18.9 + 1.5 19.7 1.4 18,7 * 2.8

Each value shous mean (g/day) £S.D.
Significantly different from control (x: P<0.05, xx: P<0.01).
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Food consumption of dams (P) during pregnancy period in combined repeat dose and reproductive/deuelopmental

Table 16
toxicity screening test of 2-hydroxypropyt methacrylate by oral administration
Group Control 2-hydroxypropyl methacrylate
(mg/kg) 0 30 100 300 1000
Number of dams 12 12 8 1] 11
fays of pregnancy
2 23.7 * 1.8 23.2 2.2 21.3 % 1.8 22.3 % 2.9 21.9 + 2.5
9 25.3 + 2.3 25.6 % 3.6 23.1 % 1.4 24.5 % 2.6 24.6 % 2.0
16 25.6 * 1.9 24,3 1.9 22.5 * 1.6 23.9 * 2.9 24.8 £ 2.4
21 23.0 * 2.2 22.8 + 2.1 22.4 * 2.1 23.2 + 2.4 24,0 + 3.0
Each value shous mean (g/day) *S5.0,
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Food consumption of dams (P) during lactation period in combined repeat dose and reproductive/developmental

Table 17
toxicity screening test of 2-hydroxypropyl methacrylate by oral administration
Group Control 2-hydroxypropyl methacrylate
{mg/kg) 0 30 100 300 1000
Number of dams 12 12 8 11 11
Days of lactation
4 32.6 4.7 35.3 % 3.1 34.6 * 5. 32.6 + 3.8 33.0 4.

Each value shows mean (g/day) *5.D.
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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-hydroxypropyl methacrylate by oral administration

Group Control 2-hydroxypropyl methacrylate
(mg/kg) 0 30 100 300 1000
Number of females 12 12 12 12 11
Normal 12 12 12 12 11
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Table 18-2

Necropsy finding of dead female rat (P) in combined repeat dose and reproductive/developmental

toxicity screening test of 2-hydroxypropyl! methacrylate by oral administration

Group Control 2-hydroxypropyl methacrylate
(mg/kg) 0 30 100 300 1000
Number of females 0 0 0 0 1
Lung

Dark red - - - - 1
Jejunum

Red - - - - 1
Ileum

Red - - - - 1




e

Table 19 Organ weight of dams (P) on day 4 of lactation in combined repeat dose and reproductive/developmental
toxicity screening test of 2-hydroxypropy!l methacrylate by oral administration

Group Control 2-hydroxypropyl methacrylate

(mg/kg) 0 30 100 200 1000

Number of danms 12 12 8 1 11

Body weight (9} 328.0 = 18.7 328.5 = 13.7 322.9 + 22.3 318.0 = 27.5 327.5 211

Thymus (mg) 286,03 £ 79.55 280.54 * 97,30 274.986 40,92 239.55 & 71.4¢4 256,11 £ 72.58
(mg%) 87.28 * 24,24 B4.63 * 26,50 B4.98 9.58 74.32 16,548 78.04 * 22.51

Liver (9) t3.739 * 1.276 14.225 = 0.809 14.3%90 x 1,148 13.312 £ 1,537 14.164 * 1.543
(g%) 4. 183 £ 0.200 4.331 £ 0.169 4,441 = 0,256 4.185 x 0,322 4.316 = 0,271

Kidneys (9) 2.068 * 0.215 2.053 * 0.272 2.128 = 0.251 1.900 = 0.19%¢ 2.085 =* 0.113
(g%) 0.633 = 0.067 0.627 = 0.081 0,460 x 0.069 0.597 = 0.039 0.637 % 0.038

Ovaries (mg) 111.64 = 7.09 108.48 = 19.40 108,60 * 13.11 103.16 12.88 107.12 * .71
(mg?%) 34.11 * 2.49 33.03 * 5.73 33.70 * 3.89 32,463 * 4,69 32.85 + 3.75

Each value shows meanx S$.D.
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Table 20 Histopathological finding of dams (P) in combined repeated dose and reproductive/developmental
toxicity screening test of 2-hydroxypropyl methacrylate by oral administration

Group Control Z2-hydroxypropyl methacrylate
(mg/kg) 0 1000
Number of dams 12 11
Grade - + + # # - +x + # #
Thymus
Atrophy 12 0 0 0 O 10 0 0 1 0
Kidney :
Calcium deposition in urinary tubules | 11 1 0 0 0 11 ¢ 0 0 0

Grade of histopathological finding; —: No abnormality detected, : Slight, —+: Mild, #: Moderate, 1H: Marked.
No remarkable changes were recognized in heart, liver, spleen, ovary, adrenal and brain.



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-hydroxypropyl methacrylate by oral administration

Group Control 2-hydroxypropy! methacrylate

(mg/kg) 0 30 100 300 1000
Number of females 12 12 12 12 12
Number of estrous cases before administration (7 days)

Mean1S.D. 1.8 + 0.5 18 £ 0.5 14 £ 0.5 1.8 + 0.5 1.8 + 04
Number of estrous cases before mating (14 days)

MeantS.D. 3.1 + 03 35 £ 05 3.8 £ 0.4%+ 33 £ 05 34 £ 05
Number of pairs 12 12 12 12 11
Number of pairs with successful copulation 12 12 9 12 11

Copulation index (%) a) 100.0 100.0 75.0 100.0 100.0
Number of days till copulation

Mean+SD, 24 + 14 28 + 17 23 £ 05 28 £ 15 35+ 16
Number of pregnant females 12 12 8 11 11

Fertility index (%) b) 100.0 100.0 88.9 91.7 100.0
Number of pregnant females with live pups 12 12 8 11 11

a): (Number of pairs with successful copulation/number of pairs)X100.

b): (Number of pregnant females /number of pairs with successful copulation)X100.

Significantly different from conirol (**: P<0.01).
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Table 22 Observation of pups (F1) in combined rcpeat dose and reproductive/developmental toxicity screening test of 2-hydroxypropyl methacrylate by oral administration

Group Control 2-hydroxypropyl methacrylate

{mg/kg) 0 30 100 300 1000
Number of dams 12 12 8 11 11
Length of gestation (days)

Mean+S.D. per dam 2217 £+ 039 2225 + 04§ 2200 + 0.00 22.18 + 040 22.09 * 0.30
Number of corpora lutea :

Total 242 198 133 187 192

Mean+S.D. per dam 202 + 22 16.5 + 1.9* 166 + 26* 170 & 2.1* 175 + 1.8
Number of implantation scars

Total 196 181 125 167 178

Mean=+S.D. per dam 163 + 1.7 151 £ 1.8 156 * 1.6 152 £ 29 162 + 33
Implantation index a)

Mean% +S.D. per dam 81.7 + 101 91.6 + 6.4** 948 + 7.1* 90.0 + 158* 919 + 13.1
Gestation index (%) b) 100.0 100.0 100.0 100.0 100.0
Number of live pups born

Male 84 73 55 75 87

Female 93 90 62 82 79

Total 177 163 117 157 166

Mean1S.D. per dam 148 + 23 136 = 1.9 146 *+ 14 143 £+ 3.0 151 + 4.0

Sex ratio ¢) .

Mecan£S.D. per dam 0.47 = 0.05 0.45 + 0.10 046 * 016 046 * 0.15 0.52 *+ 0.11

Birth index d)

Mean% 1S.D. per dam 9.0 + 6.6 9.2 + 79 939 + 74 939 + 64 913 + 143
Number of dead pups on day 0 of lactation

Total 4 7 3 0 3

Mean+:S.D. per dam 03 + 07 06 + 0.8 04 £+ 07 00 + 00 03 x 0.5
Number of pups bom

Total 181 170 120 157 169

Mean+S5.D. per dam 15.1 + 24 142 £ 19 150 £ 1.9 143 £+ 3.0 154 + 4.1
Delivery index ¢)

Mean% £S.D. per dam 919 + 72 939 + 59 9%.1 + 74 939 + 64 928 + 14.7
Live birth index f)

Mean% 1-S.D. per dam 979 £ 40 9.0 + 54 97.8 + 45 1000 *+ 0.0 984 X 2.8
Number of live pups on day 4 of lactation ’

Male 81 n 54 74 86

Female 20 89 62 82 71

Total n 160 116 156 163

Mean1S.D. per dam 143 * 20 133 £+ 20 145 + 1.5 142 £+ 31 148 £ 39
Viability index g)

Mean% +S.D. per dam 970 + 46 98.1 + 3.5 99.1 + 2.5 993 + 24 983 + 3.0
Number of extemal anomalies 0 0 0 0 0

Mean% +S.D. per dam 00 + 00 0.0 + 0.0 00 £+ 0.0 00 £ 0.0 00 + 0.0

a): (Number of implantation scars /number of corpora lutea)X100.

c): Number of male pups/number of live pups.

€): (Number of pups born/ number of implantation scars)X100.

g): (Number of live pups on day 4 /number of live pups born)X100.

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

b): (Number of females with live pups/number of pregnant females) X100,
d): (Number of live pups bom / number of implantation scars) X100,

f): (Number of live pups born /number of pups born)X100.
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Table 22 Body weight of pups (F1) on days 0 and 4 of lactation in combined repeat dose and reproductive/developmental
toxicity screening test of 2-hydroxypropyl methacrylate by oral administration

Group Control 2-hydroxypropyt methacrylate
(mg/kg) 0 39 100 300 1000
Number of dams 12 12 8 R 11
Male
Days of lactation

0 6.43 * 0.50 4,86 +  0.82 4.49 = 0.39 6,67 = 0.61 . 6.51 £ 0.58

4 10.72 = 1.07 11.69 + 1,04 10.69 = 0.85 11.23 & 2,03 10,46 + 1.70
Number ot dams 12 12 8 11 !
Fenmale
Days of lactation

0 6,13 + 0.51 6.41 x  0.65 6,15 £ 0.29 6.24 * D49 6.22 = 0.

4 10.28 &+ 1.21 11.03 + 1.35 + 0.67 10.45 + 1,44 10,06 =  2.14
Each value shous mean (g) *=S.D. per dam.
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Table 24 Necropsy fiding of pups (Fi) on day 4 of lactation in combined repeat dose and reproductive/
developmental toxicity screening test of 2-hydroxypropyl methacrylate by oral administration

Group Control 2-hydroxypropyl methacrylate
(mg/ke) 0 30 100 300 1000
Number of males 81 71 54 14 86
Normal 81 71 54 14 86
Number of females 90 89 62 82 7
Normal 90 89 62 82 (ki
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Fig. 1 Body weight of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test
of 2-hydroxypropyl methacrylate by oral administration
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B~ 2-HYDROXYPROPYL METHACRYLATE 30 MG/KG
b————a 2-HYDROXTPROPYL METHRCRYLATE 100 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-hydroxypropyl methacrylate by oral administration
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&—————¢ C(CONTROL

m————@ 2-HYBROBXYPROBPYL METHRCRYLATE 30 MG/KG
4 —————a 2-HYDROXYPROPYL METHRCRYLATE 10D MG/KG
E—————X 2-HYDROXYPROPYL METHRCRYLATE 300 MG/KG
¥———X 2-HYDROXYPROPYL METHRCRYLATE 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-hydroxypropyl methacrylate by oral administration
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&———0 CONTROL

B——m 2-HYDROXYPRAPYL METHACRYLATE 30 MG/KG
A————4 2-HYDROXYPROPYL METHRCRYLATE 100 MG/KG
X—————F% 2-HYDROXYPROPYL METHRCRYLATE 300 MG/KG
¥—————X 2-HYDROXYPROPYL METHACRYLATE 1000 MG/KG

450~
400+
350}
300
250} _
- ¢ RDOMINISTRATIAN PERIOD b
DLL { | } i I
0 7 14 21 0 4
DAYS OF PREGNANCY BAYS OF LACTATION

. 4 Body weight of dams (P) during pregnancy and lactation periods in combined repeat dose and reproductive/developmental
toxicity screening test of 2-hydroxypropyl methacrylate by oral administration
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G—— @ 2-HYDROXYPROPYL METHRCRYLATE 30 MG/KG
A———+ 2-HYDROXYPROPYL METHRCRYLATE 100 MG/KG
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Fig. 5 Food consumption of female rats (P) during pre-mating period in combined repeat dose and reproductive/developmemal
toxicity screening test of 2-hydroxypropyl methacrylate by oral administration
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&————& 2-HYDROXYPROPYL METHRCRYLATE 30 MG/KG
A————a4 2-HYDROXYPROPYL METHACRYLATE 100 MG/KG
F————FX% 2-HYDROXYPROPYL. METHRCRYLATE 300 MG/KG
¥———X 2-HYDROXYPROPYL METHRCRYLATE 1008 MG/KG
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Fig. 6 Food consumption of dams (P) during pregnancy and lactation periods in combined repeat dose and reproductive/developmental
toxicity screening test of 2-hydroxypropyl methacrylate by oral administration
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Fig. 7

& -————o CANTROL

B —————m 2-HYDROXYPROPYL METHACRYLATE 30 MG/KG
& & ?2-HYDRGXYPROPYL METHRCRYLATE 100 MG/KG
=— % 2-HYDROXYPROPYL METHARCRYLATE 300 MG/KG
¥——————% 2-HYDROXYPROAPYL METHRCRYLATE 1000 MG/KG
< 1sr FEMALE
=
CEE TS e
2 = ="
= QI
a S
o=
| ! L !
0 4 0 4
DAYS OF LACTATIBN DAYS OF LACTATIGN

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