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4. EH

tert-7F =R H 7 U Z—hD 0 CHHBEE 1 0.1 viv%Tween"80 ¥R 0.5 w/iv% /1 V7R &

T AF BB — RKEER) . 100, 300, K TN 1000 mg/kg % . Sprague-Dawley & SPF
T NOBEZIIARECAT 14 B R OECHIM 2@ LCGHMATE £T (42 AR | #EC
XASELAT 14 A B K& CASELHARINE T AR A 2@ L CiR%L 4 A £ T (42~48 A M) #&
1L, KELS TR OVEREE /AR AR U,

1. RERSSH

WTNORGEIZBWTHRELCEWIIALNAT. —RREBIZLEFRIASNL -
7=

WHE L OB E T, WTIhoRSEHIZBW LB EREGEODEE IR D LN
ot

RELF A TiE, 100 mg/kg UL EO R GHEOMEREIZ ST, HIR TIZRBRAIZ KR
b, FRSEA9 /N E LU MERF AR AR S, BRI o0 BAFRAL B OSIF AR iR o BR R e 46 23
LZante, £, BRTITARAIC KRB, M8 7HIRERIROE 7, RAE DOH
T, FHEEMAL., PEN OB A o o 22k, & B, T T ONR M ER
MR NE R I,

2. ATEHEEN

HEp i, MAY, REFTICE LA, TRE, BERELOZIBERICTHER
g &+@%@ RO Lo Te, SHIT, HER, MIRBIR, REK, FHREL.
EHIRE, %EL4 mé%ﬁ AR R ORI BRI B 5 O BITR O 67,
LR RE BENBO NN EnD, 1000 mg/kg #5EHICB W TH S O
@E%\xﬁ&Ux%% FEV O UTIRKERE, S0 S O B ATEN 72 & O A FEREE ~D
BT WEEZ BT,

AW T, ILERROEEIL 4 B OMEHEERE, m¢ﬁ@%%ﬁ$&@§ﬁ4aﬁﬁ
AT LA ONCAETFRICII R E R 5 I L 22 ITBO b o T,

INOORRING tert-T FN=AZ 7 ) T — bORERGHEMEIC T2 EEE ST

MERE & B2 100 mg/kg/day R, AFEEAEFTMRICE L T, MEREY R CREMIC
*9 D BRIV TV 1000 mg/kg/day & HHT L7,
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5. &

Tji

JEATTERER RN EEEHR (LTHELREORIEIZLY | tert-7 F L=
APV T—= DTy FEMWICR ARG X285 AR Z i L= T,
TDORGEEIET D,
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6. HBRMHERUAE

6.1 HWERMERUERK
6.1.1 WERME

tert-7 FL=A K 7 1) TF— N

SNtz (REFERED

G R

CAS &%=

& AU IR M

BT E
PESR
I
AL

b %

Vi RIE
R 1E AT

ES LIFoE#HRE &bt

tert-7 FN=RAH 2V F—kK (77 UxZX7)TB)

tert-butyl methacrylate
585-07-9

CH,=C(CH3)COOC(CHs;); CsH 140,
0 CH,

|l |
H,e=—"—0——CH,
CH, CH,

142.20
99.6%

e £ 135 B AR

0.878 (20°C)

—60°C LAF

67°C/93hPa
AICHER ., h & OB RIEFNC TR,
HABGIEARIN CHEE REL T,

HABAIEA] (MEHQ : hydroquinone monomethyl ether)

TENE

AT 71k
RAFS AT

BREOLE

190 ppm

BAMRABR AL T2 AR E s E T L 7o FetE o il
DFEFR, WRWE OREMEIZE-EN 220 2 & D3R
e (TEE2)

MREET (MVBEN, FERNR LR - 2~8°C)

VB TRRT BRI E AR A7 2 R ONERS 2 A JEA 4 Bk
By g TR =

WERME Sg A RTFAEE U TSI T #E5R S
RAFEIZHRAT L, BRI THROKEITE THRY
HROEFTITRA L, & GHFETOBRME DR EMEE
MR LT, F7o. SWHINS T L BmE ok &
ITEZELZ,
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6.1.2 B
£ Fr 0.1 v/v%Tween®80 I 0.5 wiv% I VARF L A F Lk
I — 2K
(RS T4 : 0.1 %Tween80-0.5 %CMC-Na ¥&ix)
1) ERERE 1

& B TINAa—ZF M) (LLFCMC-Na &E27, )

A =7 — A REERR A A

HbE AARZER 7

1y NET 6220

{RA7F ik et

RIFS T H B IGAFJERT 55 2 iRk SR R =
2) BERRREE 2

4 PR K

A= — PRt RIS T 5

FRAE AARZER )7

oy s 6K76, 6K90

RIFITiE =R

EXE2 0 SR T &5 2 A SR R R
3) BARHKE 3

2 FR Tween®“80

A —TJj— MP Biomedicals, Inc.

oy hEE 7398H

RAF =R

RS HT SIS ET 55 2 fF et e B AR Rl =
6.2 BEZRORAR
6.2.1 EME (EK) ORBRUVREAZE

Fd . 0.5 wiv% & 78D K 912 CMC-Na Z{ESR AKICE#HE L, RIS, 0.1 vivh & 725

X 912 Tween"80 ZIRIN L 7=, HEEIZES L. 0.1 %Tween80-0.5 %CMC-Na ik
E L7z, dRRE (M) HRIIREBREHEE A OFi B IZiTW., RAREE T T AR
AL, WET (WVRUEN, FEBME : 1~9°C) 2R L7z,

6.2.2 BERBRDRAMBR UV RERE
BEZLCHEBORBMEZEL, FEVPTAV— (EHFTIFA P —RY
k17> Model K. KINEMATICA AG) % AW THIRIRIZ /2 5 F THANIZIEE L2 %R
ERICEA L. FUERE (10, 30 X0 100 mg/mL) & L7=, 8T 20074 2 5 21,
27H, 3A 6, 13, 20, 27, 29 H., 4 A 6 KO 13 HOFI 9T > 72, & 5HR CkHRRATE

HaEt) X1 HERS TG0 7 AR BOR) (ZoEER, @iEdr (NEEN,

13
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FHIE - 2~6°C) TIRAF L. R 8 ALIANICERGITHEA L7,

6.2.3 WERRDREM

AR T D 5 KT 100 mg/mL BREHE (A : 0.1 %Tween80-0.5 %CMC-Na ¥#K)
X, B R TR (MIEREEAN, FFAME : 1~10°C) 8 HEfR/THE, IR T T 24 B
HETHDZEMREREER VI —F 2o ¥ —THREINTWDS (FAEE 3, R
BEF . A-2006) .

6.2.4 BEREDRE - — MR

HEDOBGE 1B & & GEKBIZAVTZSREOWRKIZ OV T, MRSt R Y U5
—F L H—T GCIEIL Y & EM LT, TORER, BEOFERMEIICHT L HE
1$ 93.0~98.3%, C.VAEIX 0.2~0.7%TH 0V, W HFR@EN (RE - ZEICxd
BEIG 100£10%, C.V. : 10%LLT) Thoto (BAER4, 5) .

[T 757 1 DOBEHE ]

UTORCIW->T, FHERE 27 R THIR L., HIEERNZE %2 n=1 THIFH
WL, 2R, BEIFICIESFNTERE 2~/ 32T v 7 AZ—F5 —THHELLENHITo
77

— LA 2 JAH j
(mg/mL) PR EEE REmE Esk FRE
(mL) (mL) (mL) (mL)

10 1 20 1 10 200
30 1 30 1 20 600
100 1 100 2.5 50 2000

[GC A7 L (Agilent Technologies Inc.) ]

GC HP6890ON
Y G2613A
bl N7 Sl B N P ¢ G2614A
T—H B 7 R GC ChemStation G2070A)
[GC 4:14]
SR AN : HP-1
(0.53 mm L.D.x15m, EE 1.5 um, Agilent Technologies
Inc.)
Xy UTHA : He
mMET—F : aVABR N T Uy —F— R
ST 4] i v : 34 cm/sec (A —7 L RFE 40°C 3% 1E)
EAO : 2 7Y v R AFEAD
AR : 70°C

14
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¥ Hi 25 : Flame Ionization Detector (FID)
T E I : 200°C
H, it & : 40 mL/min
Air it & : 450 mL/min
F— T R : 40°C—100°C (10°C/min)
AEHEA & : 1 uL

[ E il 0D B HH]

BEERBHAR 2 GC~3[MEA L Ttert-7 Fb=AF 7 J T— s DO — 7 @IED
i (Qs) K7, BNIAIEERFE A GC ~ 1 HWEALT tert-TF =X X7 1] 5
— hoOE—7EHE QY ZKD, UTFTOXIZLOBERBFD tert-7F =247V
T — NREAZRD T,

B ERBE tert-7 F =A% 7 UV T — MREE (mg/mL) = 8: x AxFx W

Qt : BIE SRR D tert-7 F =A% 7V 77— b O — 7 EA

Qs : FEETNEHRIR D tert-7 T N=2 2 7 ) 57— FOEH ' — 7 mig
A FEVESRBHAU P O tert-T7 F =A% 7 ) T — MRE (ng/mL)

F AR =R

6.3 HEIYERUVRAOEREH

BRI FEERBIET A R4 VTN T y FEER LT, ZoRBICEN S
RHDT v b i*ﬂ“iﬁ%ﬁ% AGiE - EABHERBRIAS AW O, ZORMEDN K<
HoNTEY, EREMPEETHL I ENLEIRLI,

6.4 HEREY

Sprague-Dawley & SPF 7 > & [Crl:CD(SD), HAF v —/L & « U S—frA 2t E
AREAE X & —] HERES 60 IC4 8 Bl CIEA (AT « MRS 6208) L. 11 HH
D - UL E 21T -7, ZOM, —HREo#l g, REHE LK OMEEREE (K
PR T 7 O 2510, AR, TR A ORIz En TR
WA BB BT e MR 48 LA BN L, 9 s CHR IR Lz, HFEH
VB L T 4~5 ARIRR THRAIBICHERIG AR L TW A KA ILHE & Uiz, &5
ﬁ@%%ﬁli%fﬂ&%@ MEiE 216~253g Th - 77,

mE, BT EESTYE (RERSORTH) OFEICLVBERIMEL. ALY
wﬁﬁﬁ%étfw ERDBEDIAT o, EEOEIY T IEar Ea—F 2Rz
7m/7m%%&wﬁ¢%mm%®ﬁaAbﬁkfm/7E%%f2£ﬁﬁéﬁﬁb
KB L UBHANOMEEE 2 EIELITHIY Y Tz) TitoTa, BT oRAINTZ
o 56, PRI Am@ﬁWM(B@)iﬁ@%@%&bfﬁﬁﬁﬁbﬁo%w
ORE (14 78) EOHEEMREH (100 o —7 VIR T CRBEFE I, B,
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SEFR ISR BRI E R G- DR NRD Lo 7272 Mkt T L 72 BALE MY
13 4%, RIS TR, =— T LIRREr T TERIES BT,

6.5 HfBEEHE

i, WAL 22~26°C, FEXHEIL 37~55%, R Iald 1 BFfE 10~1512, BB 1 H 12
B (07:00~19:00) OEMWHAETRE (HBEEFS 904 5=) TF 77 v b4 ERE
= (W 254xD 350xH 170 mm : U — Rz oo =7 U o 7 #&d) TR, &
BUH I ERES L ICDF 2 IR 2 A LT, 728, i3z 17 HO1E 5 B £ Tl RE (R
A4 7L —7  BRF LA« YN AN TTATFy /o
r—3 (W 340xD 400xH 185 mm : AAZ U7 ERRE4L) (BN CINE LT, SPEHZ
NMF (BEJEER, e« AV = X VEERF TS, vy FEB 061114,
061214) # A7 > L ABGEAZHIC L 0 B ISR S 7, AR KT G 5 K E K
ZHEGAREE IR AORIC L D BRICER S,

BT OB ABE FIZOWTIEA Lz e v MZoWT, BEEAB ARSI
VA —TEM LR E AT L, KBV T, MEEARAARRMNIMTE L ¥
—CEME (F 6B ICHEMELIESITHEREAF Lz, BEKIZOW TR, KEEIZ
HEHL U 72 KE D30T 2 BUE R & o 7 — S SN (5 4\ ISKIE L.,
FORREATLE, ZIbOHHRERIC L0 R, SO K CEREH ORAE M
REREICEE B2 DA REMORNZ L 2R L, LR OSITHEEOE L 2 {R1F
L7,

6.6 EMDHER

Y OMEBINIARRH DY EAEZ S TTo 7, HRURIT, FEr—v
CHEZ LI LIy = 7L, RE S, RERK, 58 £ 88
T, HEFES, ST ER (H) | ZRMESH AT ER () WLk,

6.7 BERE,. RSHRRUVESEHE Th o 0OERER

& 5% 13, OECD Guideline for Testing of Chemicals 421 (Z¥E U, #&O# 5 2&R
L7, B5HIME, HECARIAT 14 BE. 2RI 14 B X OZSRCEIRIAE T % 14 B R
0> 42 H | HECIIECAT 14 H . ZSECHI R R ORI 208 L CHRERL 4 H £ T 42~48
A, RRBMEY (BWES : 3106) OV TILS3 HE & L,

6.8 IH5AE

BEHEZ, FTolmEORAOKBEICE L T kiEHROREsEL LE, 558
IZ10mL/AkgAEE L. 7 VX7 B Y U7 2 B0 TRl N # 5 L7z (08:42~12:14,
7272 L. BGRICOT Th 78I, 2 TH D 17:00~17:23 IZ& G L7D) o
SRR ITBEER (0.1 % Tween80-0.5 %CMC-Na iAiR) ZRRICHS L=, MiEZL o
BERETRFTOREL EEICREN L, 2k, MOEER 7 BUREIZOWT, iR

16
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IR 7 B OFEE EEIZREH L7,
6.9 BEERUHER

P 213 100, 300 200 1000 mg/kg D 3 FHEE L, ZAICKIBREZ N A 4 BEAERR &
U7z, 14720 OEVMEITMERER 12088 L7z, BEEREEZ £ 9-1ICTR LT,

§9-1.E¥#§ﬁ£§

w0 0 10 ﬁé b o

SRR | 100 10 0o el 5| oo

| w0 | w | w X E | B

nEw | w00 | 100 oo | 1| a0

6.10 KREEDHKEMRHL

FIZER LI Ttert- 7 F A=A 2 27 U T — DT v b EPWVZ 14 BEKERAKRG
BB (PR | (EBHEARY Y F—F Ly —, #4100, 300 KT

1000 mg/kg, ABREFE 5 : C-R069) TiL. OECD Guideline for Testing of Chemicals 421
TRGIREE L XL TWAD 1000 mg/kg (ZHBW T, ETEWITA LT, (KE, EiFE
KO R L 7 4 BR M B e - DN FR D 7=, 300 mg/kg LA KO ERETIEw
BOEREDOEEBIIL LN hoT VY, Lisho T, MBAHEEERBRICB T 2 RE

1T 1000mg/kg ZmMHEE L, AFAK 3 TR L T 300 4T 100mg/kg @ 3 HES
RE LT,

6.11 BERUVBREDAE
AR HOBRBEIITROEY & L,
K 5-pash H (&G 1H
SZR KA H DR O H
AL SRS SXFLO A

6.11.1 —RREOHRE
EEEICOWT, 5 FIEER 3 E (RGN RSE®RLTERGR 2 FREK) |
ENENEAR, REBRE, B TR ORE 2 EO—iREaeBls L,

6.11.2 KERTE

HEZHEE 1, 4, 8, 11, 15, 18, 22, 25, 29, 32, 36. 39, 42 X O B o, HEZ
L1, 4, 8. 11, 15 H CEXE&IZKS 18, 22, 25, 29, 33, 36, 40, 43, 46

17
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BN 49 BIZHEIE) « FHR 0, 4, 7. 11, 14, 17 RO20 A CNTRFL 0 R4 AIZ
EREZRE LT, 2B, FEROSIEEEFICOWmOK T M S - OFE 0 B
OEFERE (14:37~17:11) ZErE. 08:32~11:27 DEICATo 7,

6.11.3 EEHEAE

R ONT, HEEERE 1, 4, 8, 11, 15, 32, 36, 39 & U042 AT, MEXHG 1,
4, 8, 11 XV 15 H (REZEWIIHS 30, 33, 36, 40, 43, 46 XN 49 HIZ HHIE) |
R 1. 4, 7, 11, 14, 17 X O20 BIECNZAL 2 M OV4 BIZEREEEZHIE L, ATH O
WMEEEND 1 IEE 7200 1 BEMELER U, & OFEE &0 i
08:32~11:31 OWNZFT - 7=,

6.11.4 BIRRE

MEDEEEICHSNT, RERBTVENORZRENRDOOND ETHHEREZZREL,
SiR U7, SRRl G-EI IR e A R SR, RS, BIERER OB IRIL S
WZOYKE L. BIEHGBREBRIBELORIERHOROFBEME TORE R 2R~
oo RBLHAM IR DT OB EL R,

6.11.5 REEAHE

AZBLRETR THIRAA T %, R GREOMER 1.1 TRAERE S, FH, BIERK
HOHVITEEHICHE AR L b DERRBRI EAR LT, REETICELLEE
EARRECREH 2 0 H S lE L7z,

6.11.6 SRR TIRELEE

1) [FEosigs

LRSI T2 AR, SIERBOBREOEEEABIE LI, ST
DOWERITITHR 21 AN DITHR 24 AOMO 1 B 218l (FH1. &) K OER 25 A O 4/
F TV, IR A 0.5 BEMA TR L, 282 17:00 £ TIZKET LEHEA.
DOHZFFLOH & Lz, L4 25 H ORI 10 K E T2 L 72 h - 72 1000 mg/kg $6 5-
BO 1 (EHES : 4106) R USKRZREENO 300 mg/kg &% 5FED | ] (BhE S -
3106) (X, —— 7 URRERT THRREINRGINIC X U B B8 S 7= %5 4 1T, 42
DE®BMEER LT, TORBR, FERDBO LR 05, RELHBIL, &
IR T O 7 — X ITFERHLEE N HERAN LT, i T L7 eI AR R oG K
DEREOUBEDORMATHOAMAZBE L, DHE THZEILOA L L, A4 E
CTHARZRIL Y, BED, BREAURILEZHEE U CRAREZBE L,
SR Lo R S BIC, =T L IRER T CHERBIREINNIC & 0 Fif $03E X 4,
EEB R OERBERE A T,

2) HAEROHIE

MARICHARY, ERELEA T, HERIINRETOFEZBZL, Hil%

18
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HELTHRELRE L%, BFEWICRILEE-, HERIBAROBER 4RI 4B £
THEA1ETRo7-, 2B, SEEWIEEE L,

I 4 HICHEEENTE L%, 202~ —T VEREE T CHRUILEE S TEMB Z 1TV,
THED « Bl - IEE A SRR MO BREOR R A2, ok, HEROKEIZME
(BRI E A2 BIE U, &N CHEED N EE A2 R Uiz,

6.11.7 REEEE

1) FRMOIREEENE
ETOEPIZONT, EEEGERIC, =T LEMT THERKBIREIENZ X 0 K
B S BIT, FFIVESER - BB - BT - [T A2 SR 0RE - Mo AR
Tk DR AR B 2T, R A TR LT, b, HBRE R SR AR OF
I BFENRBO SN, RO 3HICOWTCRHRERICRTE L, 62, HEhY
(BE) 13823 5 BICHEBEBN OB REREZ A -, BEMITHKRLORR HEo
B (ExER) 2WETDIE LI, BERE L HRREOEENHEE 100g ¥720
DFEMEEREZRM L, 28, MAEOHREIZOWTIIERN A IZHEL, £O455
ECakflm L7,

2) JRPRMIER A

SEMWICONT, LLTIRT a8 « k2 U S EEE 10vol% kL~ U ik THIE.
RAE LTz (L, HREEORE BRI 77 VR CTEE L% Y EERRE 10vol% kL
VU TRELR) o IRWT, R T7 0 0ullitg, el ~vbhF Y- x
AT (H-EB) EEITWV, 205 bRBELOE A ERORKE, R EER, ITRK
VAR R E AL & SR L (MAEOSEIZ W TiEmfl 2/ L, A REZRE)
ZOFER, NIRRT CHRBEOR - EZ ETr) Th D Mo &k B2
WERE R E DR ERBD b=~ EFHEOEFIRONENEZ TERE LT,
B, THRERLZSE - MEET - BEORE L,

FERR, FER LR, AUSZiR, HEE. VR, 2. B, WIRMEE A R OERD |
A kg (HIT)

6.12 fREHARAT
) UTORIZEDFERIA—FEFTHL,
LR (%)= (REEWR/FEEHE) <100
ZRRR(%)= UEIR UM E/ZR LizMnE) x100
BRRE%)= MRS ET-EOB/RZR L HEDED) %100
HPER(%)= (HAEV HEME/ AR IRMES) x100
FEIRFE (%)= GERER/EEE) x100
SERER ZR (%)= (BEpE R BU# HEIRED) <100
A #(%)= (A REURB M ERED) <100

19
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AEEFE R (%)= (HREFERB/HARE) <100

P =mesy (HERHESRD)

HARAEFR%)= (R4 HAGFERByERL 0 HHEAKE) *100

hH, SR, REHGREBEL, HEY, TR TICE Lz B, EiRBIRE,
MR BRRE., AFREROEE HEIZRISR TR O FEITHE > THRIE
L7e, 7eds, HAERMEE (MEHERD 220 Tk, BEW I & OFEIHEE RD 7%,

BB AT o7 2,

2)

RO P AR N 22

Bartlett f& &8

I R A

AN

p>0.01, =

d\
o

p<0.01, %708k p>0.05,

i

Dunnectt

BE

Dunnett %

HiE

p<0.05,0.01
AR 4% 72

p<0.05,0.01
i A E

Student
D tRE

p<0.05,0.01
MR

Aspin-Welch
D RGE

p<0.05,0.01
iRl

3)

4)

2, 2
*: F=s,7/s,

( 73? bS] N 812>Szz)

ALERFE T

EIRFP, EFEVF, HAR, AREFER, HEREMFRIIEY T LICELRDT
#%. Bartlett REIC L W ESBMELZREL (AEAKE 001, W) . H0BO%
A1 Dunnett #5€. FEZ B OLA T Dunnett R E &1 7o 7= (A EKUE 0.05 &
wro.01, fEfED) P,

KRR, RIEE, R, WER, HAEROMEIL, ORI, M4 it
W X7 mEEh R, dRIRMEEN Y S, (LA IR L EEMEEI M S REAEAFIR L. MEAATIR
BOEZZRD, £ 2—VDOMRELEICED YREEZIT-T2 (BEKYEE 0.05 &
O 0.01, WMD) . 2720, HREES S LTOBARNHRLNEBAICIE Fisher

20
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DEERFIH B LV RELTT o7 (AEKE0.05 R0 0.01, A .
7. HEBER

7.1 —fi2IKEE (Table 1-1~1-4. Appendix 1~16)
WTNORSGREZEBWTHATEMIT A LT, —RIREBIZLBE TN o
77

7.2 {KE (Fig. 1 RU 2, Table 2-1~2-4, Appendix 17~32)
MEED KRBT WTHOE GEICBWNTH & G-I 428 C TR REE S FISEE 4R L,
HEEIRD N o T,

7.3 {EfEE (Fig. 3 RU 4. Table 3-1~3-4, Appendix 33~48)

100 mg/kg O MERED BR & TIIH L E e o7z,

300 mg/kg 5 HEOME TR 11 RICARZREMEN A 50, 1000 mg/kg & 5#EORET
5 42 BICAEBEREED, MTHE 4 BICHBERRMEROUTER 11 BICAEBELR&EN
HONTEBN WTNHEREHERICRE IR  HHEFHEROLWELEB X biLT,

74 #/EEE (Table 4. Appendix 49~52)
WTINORGIIZE N TS | AR KO R RO K Ot g0 W52 &0
BT DN T,

7.5 ZEFTR (Table 5. Appendix 53~148)
WEREI B XD & F 2 DB MERED RATI A VB Il & 647z,
B ek : KAUEIA 100 mg/kg P& 5-FEDOHE 1 5], 300 mg/kg ¥ 57
DOk 6 B & HE 1 5] K O 1000 mg/kg B GREOHE 12 5] &
7 BN A BT,
T Wek : RAEAS 100 mg/kg B 5-FEOLE 5 5] & 2 1, 300 mg/kg
B G5 BEOME 10 51 & HE 7 11 K OV 1000 mg/kg ¢ 5-FE D IE 12
Bl & e 11 Bl A BTz,
iz, CLFOFE MBS A D= ay . HEUBEAT B OYR B2 A MR 2 & B8
WEEBZ BT,

R RN : FEEA 300 KON 1000 mg/kg B EREOE 1 HlIzAH SR
77

R i : falH1 B2 7% 1000 mg/kg & S-#E DM 1 Gl A BTz,

R ik : FERRIL~ L = 7 fEE A3 5 IREE O HE 1 2 2 A7,

B : /N 300 mg/kg B H-EED 1 HlICH BT,
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7.6 JREMEHFRE (Table 6-1 RV 6-2, Appendix 53~148)
BRIy ER G ORELEZ LN DB IFEER CEBICA LT,
HF M : W72 KRR O BFRAL 23 100 mg/kg % 5-RE DM 2/2 51,
300 mg/kg G- HEDME 4/7 B & T 1000 mg/kg % 57 D
8/11 BT Fx & 2072, BRI STV BE T 7 /N8 wp DM T e A
KDY 100 mg/kg $5-FEDHE 5/5 i, 300 mg/kg = 5-FEDORE
10/10 1] & W 2/7 1 &2 OY 1000 mg/kg Fe5-BE Dk 12/12 3]
& ME 8/11 Bl A b ATz B2 (R R BEE 725 1000 mg/kg
BEREOME 3/11 Flic Bz,
R ik ; BRI O IR I 7R PR D YETRAY 100 mg/kg B G BEO I
1/1 511, 300 mg/kg ¥ 5-Ff DHE 3/6 1 K% 8 1000 mg/kg < 5-
BEORE 12/12 il & 5/8 Bl A HavTe, BEPOUTRE 72
PRARE O Z2 kA 1000 mg/kg % 5-#E O ME 5/8 Fllz 7 5
720 BRMOUITRELL 22 JRAE OEESEDY 1000 mg/kg % -BE
DHE 3/8 BIZ A & 7o, RIS EL 228 1 FIAL A% 300
mg/kg PEEREDHE 2/6 HIK U 1000 mg/kg 5 #f O K
10/12 5] & 1/8 Bl A & v 7=, B 72 7R M ER [T1AE A 100
mg/kg H G EEDOHME 1/1 F1, 300 mg/kg & 58D [ 3/6 il K
1000 mg/kg % GREDRE 6/12 2 A vz, BET
R 70 PR O I R DY 100 mg/kg BEG-BEDHE 1/1
i, 300 mg/kg & 5-HEDHE 2/6 5] & TY 1000 mg/kg % 5-#
DRE 12/12 5 & W 4/8 BT I DAV, BEBCSULBRET 72 R
ABE DRSS 100 mg/kg B 5-FBEORE 1/1 1, 300 mg/kg
WEREDTE 6/6 H1 K T 1000 mg/kg X E-EEDHE 6/12 4112
O, BRSSO 7R ERIR O RS T3 25 100 mg/kg
B G HEDOHTE 1/1 151,300 mg/kg $& 5-#EDHE 3/6 1511 & UY 1000
mg/kg % F-REDHE 12/12 5] & M 6/8 BT~ BTz,
¥, UTIORT L ORE M CTORTRIZ, £ ORARN R OB IR
HIBEMEELEEZ BT,

FEE B : BLEE 7o bE A ZENEDY 300 LT 1000 mg/kg #& 58 TH 1
il A & LTz,

P B : e A 2R BN 2R A% 1000 mg/kg ¥ H-BED 1 Hlic A BTz,

e B : TR T R O ZEME 25 B D 1 BT, PEE R
DEREH 300 mg/kg TEEBED 1 FlicAH LT,

Il : BT 7 BARR A~ L = T RE B S R EREE O ik 1 BT, B
BN ZEIEDY 1000 mg/kg &% GREDOME 1 BIIZA BT,

R ik : W72 PR B M O #kHEL S 1000 mg/kg B 5-REDME 1 112
BB,
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7.7  t£FEHE (Table 7. Appendix 149~152)
WTROEICBIEEAMORETA LN hoT, FT, BEMGREB RIS KR N
PR H ISR BB & R GRS OBICEBREITR D b o Tz,

7.8  XECA#E (Table 8. Appendix 153~156)

KRR DA E DT 300 mg/kg e 5 HED 1# (FBWES 3006 L1 3106) TH -
7o B OMAE ORI, QBB 10 HE CICRREPRSL L, 2B, RETH -
7o R 22 A 301X 1000 me/kg = G-#E0 1 FE (EWE 751 4006 L TF 4106) DA TEH o7z,
Flo, KBRETICELEZAR, REXR, BEEROZRRICIIMEL SR GHLD
MICEBEZIIRO Sz n o7z,

7.9 SHBEERUSE-IZZLIKE (Table 9. Appendix 157~160)
AYURIRBE TIE, RS 21.5~22.5 HICRFINER SO L. HER, HIREIE. Hik
BOERESR, HIRE HERE, HERBEONERIZAEEITRO AR T,
FILRETIE, WThoEwic b RED, BRLUEATENCAET IA L2

277,

7.10 HAEROEE (Table 10, Appendix 161~164)

HARERE ORI i R & KR SR OMICEE AR b en o7z, H4E
PR EIZIHVT 100 mg/kg B 5B THHCA B REEL A O, MEE OREME
R FEEFRICEZEDORWELTH -T2,

AhFEE L LT 1000 mg/kg B EGFRET, BHF~NL =T ROHEB S 1 GlH B =73,
TR bV EBIOETHY . BEEOELEFZ X o,

711 HMERO&EFE (Table 11. Appendix 165~168)

LI O LRI RREE T 7 5. 300 mg/kg % 5-HF T 8 Bl &% TF 1000 mg/kg # /7-
HTAFHONT-OAHRTHY | #23 4 HAETFRITHERE L KRG L ORICAEAIT
O LNl o T,

7.12 HWAEROIAKE (Table 12. Appendix 169~172)

AR O PR EIZ 3500 T 100 mg/kg 5 RECHEC B AR MRS A B8, fL o
BISE 1L 7 < BMEFHNCE RO WAL Th o 7o, MU REE & Kt 5/ & DI
HEETRD LN T,

713 HEROIRE 4 BEIBEFTR (Table 13, Appendix 173~176)

Fil A OO SEER TR BE S FREE O HE 1 1, 100 mg/kg % 5-BEOLE 1 #1, 300 mg/kg ¥ 5-EED
HE 131K TN 1000 mg/kg B G-BEDOKE 1 5l & M 3 A BTz DEBEIOETH D 3%
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AEENMHR DL EEEOELE B Z DT, iz, RBEEVN A XREEDORE 1 4112
BTz,

8. &=

tert-7 FL=A K 7 U T — D0 (KFHAE: 0.1 viv%Tween®80 AN 0.5 w/v¥%e 1 /LK &
T AF AR —AKEEHEK) . 100, 300, TR 1000 mg/kg %, Sprague-Dawley 52 SPF
Z v FOREIEREAT 14 ARMA ORI ZE L CHRATAET (42 AF) | #iz
EARELAT 14 B R OZRE B N AR 2 8 L TRFL 4 B £ T (42~48 A ) &
L., KEEGEEROEEBARE AR LT,

1. REHRSSEMN
WTNOFERLSHICBWTLRTEDIEALNT, —BREICLEB LA
7=

RELOEHETIE, WTNOREHIIZEWNTHIBRYER G OREITR D b
ol

RHEFRAE I, 100 mg/kg LA RO SO MG CHFIR M OB IRICEESR M E R 5
AN L, B TIIARAIC KRR D A INEE O R AR K
FAB AR O BIFRA L R OIS O PR RS LN B e &7z, DERLMHEFMEERE, AR
FlOEANAFEI AL S @IEE L, ITHREOHFLEEE T /) a—FroBEL %
Z2Hiv, £, HHROEFRILOWTN G IBREORZE CRIZRFED T v MCBIRBAET
A4 LR R ORI TH 0, MR- HICRERNEEN AL TN
W2 ENLWTNRLEEENERITIRVEE L LN, B TIXARIC KB A
v, MBI RERIR O T, RAE O 7. AL, JEE. B R ON7E
JAERBER SN, S5, MFIMTAREXORMERMENBER SN, B, REORE
FEIT DTG b & - Tz, BICEBEINZEHER YickB Ty, #ETRMED
Y1 B O LR B, BTE I a2u-Z a7 U U OIRENEMN Lz LD, %
FBIXHAELLEHELEINTEY, ARBICBWTHLREROL (L EE Z b, R
B, WEMAER ORI DWW TiE, RHE ~D % 7 iR & i &
DBEEMEN R IATB, BHNVELTHD | EEFRERIIBEVWEE X N, —FH,
T A BT IRAE OZEfBITERE > TR0, B{UIFHEL YR EHEZR SN T,
B, RMECALILE . ¥ o N HORHE Z7RB 9 5 R ERIEIRAE S ELZ ¢
BENTWDEZ EMLHRTLE, Qu-7 a7 U DIWEDIENT, Z N7 BD
HUCRE L 72 FiE 2 B DT aB e S s S 7z,

2. AERE SN

BEW i, A, SRETICE LA, ZRER, EREOZHRICIIHER
WEER G ORBITEO b oTlo, S b, HESR, EIRIIRE ., SR BEREEK,
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B, HERFR, AR, HERROWMIZHWRYERE ORBIIERD LT,
FIARBRIC L BENED LRI E b, 1000 mg/kg BE-EHIZRBW TG MEEIY O
RIERE, R A, BEWOILRMER, kX O EITEN e & O AL FEERE~D
WEII W EEZ LN,

HAERTIE, HAERERUERIL 4 HOMREEE, BARFONRBIEK ORI 4 A 5%
AT R ONZ A RITITEBR W E R 5 L 2B ERO bt d o7,

INLDO/RRNE tert-T F =A% 7 U T — sDRERE T 5 BEERET
MEME L 1T 100 mg/kg/day AT, AEJEFAEF M AT U CIRtEMER T K OB 12 %t
T HMEEE TV 3L 1000 mg/kg/day & HB L 7=,

9. Xk

1) tert-7 F =A% 7 VT — DTy bRV 14 BERKE
% 0 F Gl (TR (BN tEAR Y Y b —F & 2 2 —WlBRE S C-R069)

2) Shayne C. Gad and Carrol S. Weil (1994) : Chapter 7. Statistics for Toxicologists, In
Principles and Methods of Toxicology (A. Wallace Hayes, ed.), 3rd ed., pp.221-274,
Raven Press, Ltd., New York.

3) /ARG (1981) : FEFHM-FHE & 53411, pp.23-27, 387-389, HUR K FHIIRZ,
H

4) AHZ 7 VUILEE tert- 7 F LT AT VDT v hEHWS 28 H

M E R O % 5 F 3Bk, Toxicity Testing Reports of Environmental Chemicals,
Vol4, 489-497.
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Table 1-1 Reproduction/Developmental toxicity screening test of tert-butyl methacrylate
by oral administration

Clinical signs in male rats

Day of administration

Dose Signs

ng/kg 1-7 8-14 15-21 22-28 29-35 36-42

0 No. of animals 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 0 0 o] ¥

100 No. of animals 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 0 0 0 0

300 No. of animals 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 0 0 0 ]

1000 No. of animals 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 0 0 0 0
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Table 1-2 Reproduction/Developmental toxicity screening test of tert-butyl methacrylate
by oral administration
Clinical signs in female rats during the pre-mating period
Day of administration
Dose Signs
mg/ke 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 o] 0 0 0 0 0 0 0 0 0 0 0
100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 Q 0 0 0 4} (4} 0 0 0 0 0 0 0
300 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 4] 0 0 4] (4] 0 v 0 4} 4} 0 0 0 0
1000 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 4] 4] 1] 0 0 0 4] 0 () 0 [¢] 0
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Table 1-3 Reproduction/Developmental toxicity screening test of tert-butyl methacrylate
by oral administration
Clinical signs in dams during the gestation period
Administration
Dose Signs
mg/kg 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 18 17 18 19 20 21 22a)
0 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 10 0
No. of dams with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 0
No. of dams with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 4] 0 0 0 0 0 0 0 0
300 No. of dams i1 13 11 1¢ 13 11 1r 13 1i 11 31 11 11 11 11 11 11 11 11 11 11 10 0
No. of dams with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ]
1000 No. of dams i1 12 11 1% 1t 11 i1 1t i1 i1 11 11 11 11 11 11 11 11 11 11 11 11 (¢}
No. of dams with abnormal findings 0 Q Q 0 0 0 0 0 0 0 0 ) 0 0 0 4] 0 0 ] 0 0 0
a): Day of gestation
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Table 1-4 Reproduction/Developmental toxicity screening test of tert-butyl methacrylate
by oral administration

Clinical signs in dams during the lactation period

Administration
Dose Signs

mng/kg 0 1 2 3 4a)

0 No. of dams 12 12 12 12 12

No. of dams with abnormal findings 0 0 0 0 0

100 No. of dams 12 12 12 i2 12

No. of dams with abnormal findings 0 0 o] 0 0

300 No. of dams 11 11 11 11 11

No. of dams with abnormal findings 0 0 0 0 0

1000 No. of dams 11 11 11 11 11

No. of dams with abnormal findings 0 0 ] 0 0

a): Day of lactation
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Table 2-1 Reproduction/Developmental toxicity screening test of tert-butyl methacrylate
by oral administration

Body weight of male rats

Pre-mating period ' Mating period Post-mating period

Dose Gain
mg/kg 1 4 8 11 15 18 22 25 29 32 36 39 42a) 1-42

No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 Mean 336.0 350.1 364.1 375.4 391.3 396.7 410.3 421.1 434.0 444 .7 458.3 466.5 474.2 138.2
S.D. 13.7 15.9 19.7 21.0 23.8 25.1 24.4 25.3 27.4 26.5 27.3 28.9 29.1 18.4

No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 Mean 335.0 347.5 362.4 373.4 387.3 392.8 409.1 418.1 428.1 439.3 450.3 458.9 465.8 130.8
S.D. 11.6 15.5 20.3 21.9 23.8 24.9 25.2 23.9 24.1 24.8 26.9 26.9 29.4 20.1

No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 Mean 333.4 348.1 365.9 382.1 392.1 399.2 415.5 427.3 439.5 446.7 459.4 467.2 473.2 139.8
S.D. 12.8 13.4 17.4 19.0 27.7 27.7 27.8 28.3 28.5 27.3 25.6 25.3 24.3 16.4

No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 Mean 335.1 341.7 358.4 374.8 390.8 395.9 414.3 425.6 438.0 446.8 459.0 465.5 472.1 137.0
S.D. 12.2 15.1 18.8 19.6 19.5 18.8 22.4 23.9 25.8 27.1 26.0 27.7 28.0 18.2

Unit: g

No.: No. of animals

a): Day of administration

No significant difference in any treated groups from control group.



R-960

Table 2-2 Reproduction/Developmental toxicity screening test of tert-butyl methacrylate
by oral administration

Body weight of female rats during the pre-mating period

Day of administration

Dose Gain
mg/kg 1 4 8 11 15 1-15

No. 12 12 12 12 12 12
0 Mean 236.7 245.8 254.0 259.8 265.3 28.6
S.D. 10.8 10.2 9.2 8.4 8.4 9.2

No. i2 12 12 12 12 12
100 Mean 236.8 245.9 254.8 260.8 285.0 28.3
S.D. 10.4 10.2 12.0 10.2 10.8 6.4

No. 12 12 12 12 12 12
300 Mean 233.6 244.7 253.0 262.0 265.8 32.2
S.D. 9.6 8.0 10.4 9.8 12.3 10.5

No. 12 12 12 12 12 12
1000 Mean 236.2 242.4 253.6 261.6 ©270.7 34.5
S.D. 8.4 10.2 12.2 13.2 13.9 10.7

Unit: g

No.: No. of animals
No significant difference in any treated groups from control group.
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Table 2-3 Reproduction/Developmental toxicity screening test of tert-butyl methacrylate
by oral administration
Body weight of dams during the gestation period
Administration
Dose Gain
mg/kg 4 7 11 14 17 20a) 0-20
No. 12 12 12 12 12 i2 12 12
0 Mean 274 . 296.0 309.0 330.2 347.8 378.9 428.1 153.5
S.D. 11. 12.9 13.3 14.5 13.5 17.4 1¢.9 16.4
No. 12 12 12 12 12 12 12 12
100 Mean 272. 296.3 309.3 328.7 346.5 377.3 426.5 183.7
S.D. 14. 17.9 17.9 19.8 20.1 23.4 25.6 16.0
No. 11 11 11 11 11 11 11 11
300 Mean 274 . 300.2 313.5 336.2 353.1 384.4 435.8 161.5
S.D. 10. 11.8 12.8 12.8 14.8 18.0 22.1 17.0
No. 11 11 11 11 11 11 11 11
1000 Mean 272. 297.0 308.0 328.9 347.2 379.0 427.5 155.0
S.D. 11. 13.7 12.6 13.8 14.3 17.0 23.2 14.5
Unit: g
No.: No. of dams

a): Day of gestation
No significant difference in any treated groups

from control group.
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Table 2-4 Reproduction/Developmental toxicity screening test of tert-butyl methacrylate
by oral administration
Body weight of dams during the lactation period
Administration
Dose Gain
mg/kg 0 4a) 0-4
No. 12 12 12
0 Mean 322.0 337.8 15.8
S.D. 20.9 14.6 16.4
No. 12 12 12
100 Mean 327.5 341.8 14.3
S.D. 26.7 21.7 10.2
No. 11 11 11
300 Mean 326.3 349.1 22.8
S.D. 17.2 19.6 16.8
No. 11 11 11
1000 Mean 322.8 350.6 27.8
S.D. 12.6 186.5 11.5
Unit: g
No.: No. of dams

a): Day of lactation
No significant difference in any treated groups from control group.
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Table 3-1 Reproduction/Developmental toxicity screening test of tert-butyl methacrylate
by oral administration
Food consumption of male rats
D Pre-mating period Post-mating periocd
ose
mg/kg 1 4 8 11 15 32 36 38 42a)
No. 12 12 12 12 12 12 12 12 12
0 Mean 25.3 27.9 26.4 28.5 28.1 29.2 28.2 28.9 28.4
§.D. 2.1 1.9 2.8 2.8 2.7 2.2 1.8 2.9 1.8
No. 12 12 12 12 12 12 12 12 12
100 Mean 26.8 27.2 26.2 28.5 27.7 28.5 27.7 29.0 29.7
S.D. 1.9 2.7 3.1 2.3 2.1 2.7 1.6 2.1 1.8
No. 12 12 12 12 12 12 12 12 12
300 Mean 24.4 27.6 26.7 29.5 25.5 28.6 27.3 27.2 29.6
$.D. 2.5 1.6 1.9 1.0 6.2 2.4 2.6 2.7 1.5
No. 12 12 12 12 12 12 12 12 12
1000 Mean 26.4 27.2 26.8 30.6 30.3 30.5 29.8 30.8 31.0%+
S.D. 1.9 3.4 2.1 3.0 2.4 3.8 2.3 2.8 2.1D

Unit: g/rat/day
of animals
a): Day of administration

No.: No.

##: p<0.01 (Significant difference from control group)

D: Dunnett's test
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Table 3-2 Reproduction/Developmental toxicity screening test of tert-butyl methacrylate
by oral administration
Food consumption of female rats during the pre-mating period
Day of administration
Dose
mg/kg 1 4 8 11 15
No. 12 12 12 12 12
0 Mean 19.3 23.8 21.8 23.1 22.3
S.D. 3.3 2.0 1.9 2.9 2.8
No. 12 12 12 12 12
100 Mean 19.5 22.7 20.7 23.2 21.3
S.D. 3.0 3.7 3.0 2.3 2.1
No. 12 12 12 12 12
300 Mean 17.1 22.8 20.7 24.7 22.2
S.D. 3.6 2.7 1.6 2.9 2.9
No. 12 12 12 12 12
1000 Mean 18.4 20.3# 22.3 24.3 24.0
S.D. 2.1 3.2D 2.4 2.8 2.5

Unit: g/rat/day

No.: No. of animals

#*: p<0.05 (Significant difference from
D: Dunnett's test

control group)



Table 3-3 Reproduction/Developmental toxicity screening test of tert-butyl methacrylate

by oral administration

Food consumption of dams during the gestation period

R-960

Administration
Dose
mg/kg 1 4 7 11 14 17 20a)
No. 12 12 12 12 12 12 12
(4] Mean 23.2 26.0 26.5 25.6 28.2 28.0 25.6
S.D. 2.9 3.1 3.6 2.1 2.5 2.8 2.1
No. 12 12 12 12 i2 12 12
100 Mean 22.3 25.3 25.4 25.6 26.7 28.8 26.0
S.D. 3.6 2.5 2.8 2.2 2.2 3.1 3.3
No. 11 11 11 11 11 11 11
300 Mean 24.0 26.7 27.7 28.8# 28.4 30.0 27.8
S.D. 3.2 2.5 2.1 3.0D 2.5 2.2 2.5
No. 11 11 11 11 11 11 11
1000 Mean 25.1 26.4 27.9 30.2x+ 29.8 30.9 27.9
S.D. 3.0 3.0 1.8 3.1D 2.9 3.8 3.1

Unit: g/rat/day

No.: No. of dams

a): Day of gestation

#: p<0.05; #+: p<0.01 (Significant difference from control group)
D: Dunnett’'s test



R~960

Table 3-4 Reproduction/Developmental toxicity screening test of tert-butyl methacrylate
by oral administration
Food consumption of dams during the lactation period
Administration
Dose
mg/kg 2 4a)
No. 12 12
0 Mean 25.1 42.6
S.D. 7.0 5.6
No. 12 12
100 Mean 24.6 41.7
S.D. 7.8 3.4
No. 11 11
300 Mean 29.3 42.5
S.D. 10.7 4.0
No. 11 11
1000 Mean 31.6 44.1
S.D. 5.2 5.8

Unit: g/rat/day
No.: No. of dams

a): Day of lactation

No significant difference in any treated groups from control group.
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Table 4 Reproduction/Developmental toxicity screening test of tert-butyl methacrylate
by oral administration

Organ weight of male rats

Body Testis Epididymis

Dose weight (R+L) {R+L)
ng/kg g g(g/100g BW) mg(mg/100g BW)
No. 12 12 12

0 Mean 478 3.28 1166
S.D. 31 0.24 86

No. 12 12 12
Absolute 100 Mean 467 3.34 1196
S.D. 29 0.33 65

No. 12 12 12

300 Mean 475 3.00 1126
S.D. 26 0.63 193

No. 12 12 12

1000 Mean 475 3.38 1234
S.D. 29 0.25 143

No. 12 12

[¢] Mean 0.69 245
S.D. 0.05 24

No. 12 12
Relative 100 Mean 0.72 257
S.D. 0.08 21

No. 12 12

300 Mean 0.63 238
S.D. 0.14 46

No. 12 12

1000 Mean 0.72 262
S.D. 0.07 42

No significant difference in any treated groups from control group.



R-960

Table 5 Reproduction/Developmental toxicity screening test of tert-butyl methacrylate
by oral administration

Gross pathological findings

Organs Sex: M M M M F F F F
Dose{mg/kg): 0 100 300 1000 0 100 300 1000

Findings Number : 12 12 12 12 12 12 12 12
Epididymis

Focus,white 0 0 1 - - - -
Kidney

Large 0 1 6 12 o] 0 1 7

Focus,depressed 0 0 0 o} 0 0 0 1
Liver

Large 0 5 10 12 Y] 2 7 11

Hepatodiaphragmatic nodule 1 0 0 0 4] 0 0 0
Testis

Small 0 0 0 - - -

- ! Not applicable



Table 6-1 Reproduction/Developmental toxicity screening test of tert-butyl methacrylate

by oral administration

Histopathological findings

R-960

Organs Sex: M
Dose(mg/kg): 0 100
Findings Number: 12 12

12

M
1000
12

pyOo™

o
O
o

12

Epididymis
Number examined 12
Not remarkable
Granuloma,spermatic

mild

Ovary
Number examined
Not remarkable
Cyst,follicular

mild

Testis
Number examined
Not remarkable
Atrophy,seminiferous tubule

mild
moderate

Liver
Number examined
Not remarkable
Hepatodiaphragmatic nodule

mild
Clear change,hepatocytic
minimal
Necrosis, focal
minimal
Microgranuloma
minimal
Hypertrophy,hepatocytic,central
minimal
mild
Kidney
Number examined
Not remarkable
Dilatation, tubular
minimal
mild

Vacuolation, tubular
minimal
mild

Necrosis, tubular
minimal
mild

Urinary cast,hyaline
minimal
mild

Urinary cast,erythrocytic
minimal

Fibrosis,focal
minimal

Basophilic change, tubular
minimal
mild
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Table 6-2 Reproduction/Developmental toxicity screening test of tert-butyl methacrylate

by oral administration

Histopathological findings

R-960

Organs Sex: M M M M F F F F

Dose(mg/kg) : 0 100 300 1000 0 100 300 1000

Findings Number : 12 12 12 12 12 12 12 12
Kidney (continued)

Hyaline droplet,tubular 0 1 6 6 o] 0 0 0

minimal 0 1 1 6 0 0 0 0

mild 0 0 5 0 Q 0 0 0

Hyaline droplet,glomerular 0 1 3 12 Q 0 0 6

minimal 0 1 2 6 0 0 0 5

mild 0 0 1 6 0 0 0 1
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Table 7 Reproduction/Developmental toxicity screening test of tert-butyl methacrylate
by oral administration
Estrous cycle in female rats during the pre-mating period
Count of estrus Mean duration
Dose No. of of cycles
mg/kg animals 0 1 2 3 4 Mean+S.D. Mean#S.D.
(¢} 12 0 0 0 7 5 3.4+0.5 4.2+0.5
100 12 0 0 0 7 5 3.4+0.5 4.1+0.2
300 12 0 0 0 8 4 3.3+0.5 4.0+0.0
1000 12 0 0 0 9 3 3.8+0.5 4.3+0.5

No significant difference in any treated groups from control group.
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Table 8 Reproduction/Developmental toxicity screening test of tert-butyl methacrylate
by oral administration
Mating and fertility of animals
Male Female
Days until Copulation Insemination Days until Copulation Fertility
Dose No. of copulation index index No. of copulation index index
mg/kg males Mean+S.D. (%) a) (%) b) females Mean+S.D. (%) a) (%) ¢)

0 12 3.3+1.4 12/12(100.0) 12/12(100.0) 12 3.3+1.4 12/12(100.0) 12/12(100.0)
100 12 2.6+1.2 12/12(100.0) 12/12(100.0) 12 2.6+1.2 12/12(100.0) 12/12(100.0)
300 12 2.9+41.5 11/12( 91.7) 11/11(100.0) 12 2.9+1.5 11/12( 91.7) 11/11(100.0)

1000 12 2.9+2.5 12/12(100.0) 11/12( 91.7) 12 2.9+2.5 12/12(100.0) 11/12( ¢1.7)
a): (No. of copulated animals / No. of mated animals) X 100

b): (No. of males which inseminated females / No. of copulated males) X 100

c¢): (No. of pregnant animals / No. of copulated females) X 100

No significant difference in any treated groups from control group.
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Table 9 Reproduction/Developmental toxicity screening test of tert-butyl methacrylate
by oral administration

Delivery data on dams

No. of No. of
No. of females Delivery Gestation No. of implan- Implan- No. of No. of Live birth
Dose pregnant with live index corpora tation tation stillborn liveborn
mng/kg females pups % a) period Iutea sites index % b} pups (%)c) pups index % d)
Total 12 12 100.0 201 194 3 181
0 Mean 22.2 16.8 16.2 96.5 ( 1.5) 15.1 98.5
S.D. 0.4 1.5 1.7 5.1 ( 2.7) 1.8 2.7
Total 12 12 100.0 203 191 2 177
100 Mean 22.3 16.9 15.9 94.2 ( 1.2) 14.8 98.8
S.D. 0.2 0.7 0.9 6.3 ( 2.8) 1.3 2.8
Total 11 11 100.0 186 180 4 170
300 Mean 22.1 16.9 16.4 96.6 ( 2.3) 15.5 97.7
S.D. 0.3 2.3 2.4 3.4 ( 5.8) 2.5 5.8
Total 11 11 100.0 187 181 4 168
1000 Mean 22.2 17.0 16.5 96.7 ( 2.0) 15.3 98.0
S.D. 0.3 1.3 1.6 3.2 {( 4.9) 1.2 4.9

a): (No. of females which delivered live pups / No. of pregnant females) X 100
b): (No. of implantation sites / No. of corpora lutea) X 100

¢): (No. of stillborn pups / No. of stillborn and liveborn pups) X 100

d): (No. of liveborn pups / No. of stillborn and liveborn pups) X 100

No significant difference in any treated groups from control group.
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Table 10 Reproduction/Developmental toxicity screening test of tert-butyl methacrylate
by oral administration

External examination of liveborn pups

No. of No. of a) Body weight(g) External b)
Dose No. of Sex ratio abnor-
mg/kg dams males females Male Female malities(%)c)
Total 89 92 0.49 (4}
0 12 Mean 7.4 7.7 6.5 6.1 ( 0.0)
S.D. 1.3 1.7 0.4 0.3 ( 0.0)
Total 80 97 0.45 0
100 12 Mean 6.7 8.1 6.9 6.5% ( 0.0)
S.D. 1.7 1.5 0.3 0.3D ( 0.0)
Total 86 84 0.51 0
300 11 Mean 7.8 7.6 6.7 6.4 ( 0.0)
S.D. 3.1 1.5 0.8 0.5 ( 0.0)
Total 76 92 0.45 2d)
1000 11 Mean 6.9 8.4 6.6 6.3 { 1.3)
S.D. 2.1 2.1 0.3 0.3 { 2.8)

a): No. of males / No. of liveborn pups

b): No. of liveborn pups with external abnormalities

¢): (No. of liveborn pups with external abnormalities / No. of liveborn pups) X 100
d): Omphalocele was observed in one fetus and kinked tail was observed in one fetus.
*: p<0.05 (Significant difference from control group)

D: Dunnett's test
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Table 11 Reproduction/Developmental toxicity screening test of tert-butyl methacrylate
by oral administration
Viability index of pups
Viability
No. No. of live pups index on
Dose of day 4 after
mg/kg dams Day © Day 4 birth % a)
Total 12 181 174
0 Mean 15.1 14.5 96.9
S.D. 1.8 1.4 9.1
Total 12 177 177
100 Mean 14.8 14.8 100.0
S.D. 1.3 1.3 0.0
Total 11 170 162
300 Mean 15.5 14.7 95.4
S.D. 2.5 2.5 4.2
b)
Total 11 166 162
1000 Mean 15.1 14.7 97.7
S.D. 1.4 1.3 4.1

a): (No. of live pups on day 4 / No.
b): Two pups with external malformation was excluded.

No significant difference in any treated groups from control group.

of liveborn pups on day 0) X 100



Table 12 Reproduction/Developmental toxicity screening test of tert-butyl methacrylate

by oral administration

Body weight of pups

R-960

Male Female
Dose
mg/kg 0 4 0 4a)
No. 12 12 12 12
0 Mean 6.5 9.6 6.1 2.0
S.D. 0.4 0.9 0.3 0.9
No. 12 12 i2 12
100 Mean 6.9 9.8 6.5% 9.5
S.D. 0.3 0.8 0.3D 0.7
No. 11 11 11 11
300 Mean 6.7 9.9 6.4 9.5
S.D. 0.6 1.5 0.5 1.3
No. 11 11 11 11
1000 Mean 6.6 9.4 6.3 9.0
S.D. 0.3 0.5 0.3 0.6
Unit: g

No.: No. of dams

a): Day after birth

#: p<0.05 (Significant difference from
D: Dunnett's test

control group)
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Table 13 Reproduction/Developmental toxicity screening test of tert-butyl methacrylate
by oral administration

Gross pathological findings in pups on day 4 after birth

Dose {(mg/kg) 0 100 300 1000
Male
No. of pups examined 85 80 83 T4
No. of pups with abnormal findings 1 1 1 1
Thymic remnant in neck 1 1 1 1
Female
No. of pups examined 89 97 79 88
No. of pups with abnormal findings 1 0 0 3
Situs inversus totalis 1 0 0 0

Thymic remnant in neck 0 V] 0 3
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