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1. —RIER
GENERAL INFOMATION

1.01 MEFR
SUBSTANCE INFOMATION

CASE S 79-39-0 79-39-0
WEL (BARER) ARV TER
MEL (GER) Methacrylamide Methacrylamide
Bl % %
ERERESDES
ERNERESMES
OECD./HPV#£&#H 2-TORVFER, 2-AF)L- 2-Propenamide, 2-methyl—
2FR C4HTNO C4HINO
BER 0 0

H.C H.C

CHl, CHl,

3 S F=:85.11 Molecular weight : 85.11

1.02 REMFERINETEE L
SPONSOR_INFOMATION

EEREICET HER

[3E5ES

OECD/HPVI 0% 5 Ls (SIAM15) [CRYULES N F-1E3R
(http://cs3—hg.oecd.org/scripts/hpv/)

OECD/HPV Program , SIDS Dossier , assessed at
SIAM15(22-25 October 2002)
(http://cs3-hq.oecd.org/scripts/hpv/)
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Sponsor Country: Japan

1.03 73 —EEH
DETAILS ON CHEMICAL CA

1.1 — iR B EIR

GENERAL SUBSTANCE INFOMATION

TEGORY

MEDIAT AlhE Organic
MEOE- B BREOER |8 AR Colour : White
IZHLVER Odour : Odourless
#ERIIREE (20°C. 1013hPa) & Solid
ME(EE EE%) >=99 % (BE/EEY%) >=99 % w/w
H 8 Mitsui Chemicals, Inc. Mitsui Chemicals, Inc.
EE
1.2 THEH
IMPURITIES
CASE = 5536-61-8 5536-61-8
MELAFRIUPAC) EINECS# : X329V LB TR L EINECS-Name : Sodium methacrylate
ERNERERDES
BRSBTS BH
EHE (%)
H 8 Mitsui Chemicals, Inc. Mitsui Chemicals, Inc.
Hig (62) (62)
2S5 $h R - TR S 0D B Y A7 Sl Purity : Typical for marketed substance
ECES: 226-896-5 EC-No : 226-896-5
4 F = : C4H602.Na Molecular formula : C4H602.Na
CASEE 7783-20-2 7783-20-2
WE £ # (IUPAC) EINECS#% :BRE7E=V L EINECS-Name : ammonium sulphate
ERBEREEDES
BRESICEITEETH
SHE(%)
i Mitsui Chemicals, Inc. Mitsui Chemicals, Inc.
H 8 (62) (62)
"= FHEE : T ARG D BB 7S i B Purity : Typical for marketed substance
ECES: 231-984-1 EC-No : 231-984-1
4F3 :H3N.1/2H204S Molecular formula : H3N.1/2H204S
1.3 4
ADDITIVES
1.4 B4
SYNONYMS
MmE£-1 2-ARY)JLTEF 2-Methacrylamide
MER-2 2-AFJL-2-TARUFIR 2-Methyl-2-propenamide




ME£-3

2-AFILTFHUINTEE

2-Methylacrylamide

MEZ-4 2-AF)LTORFER 2-Methylpropenamide
ME£-5 2-JARUTEF, 2-4F)L-(9CI) 2-Propenamide, 2-methyl- (9CI)
ME£-6 o —AFILTOUITER Alpha—methyl acrylic amide
MmER-7 A8V LT K (8CI) Methacrylamide (8CI)
MEA-8 AR29\) JVBE TSR Methacrylic acid amide
MEA-9 AR ILTER Methacrylic amide
MEBEZ-10 AFITHIVILTER Methylacrylamide
MEH-11 Prop—2-T> 73K, 2-AF)L- (PICCS) Prop—2-enamide, 2-methyl- (PICCS)
H Mitsui Chemicals, Inc. Mitsui Chemicals, Inc.

Rshm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
=
15 HiE-WAE
QUANTITY
HE-MAR 2001 D 4 ERE N (T £98500k (£ HF) ca. 8500 tonnes in 2001 as the capacity for production
wEE
H#
EE

1.6 F&ER
USE PATTERN

FHRRER

ITEMNR®Z IEAHT3)—: 11 89FIE Industry category : 11 Polymers industry

ARN3E ARATI)—:2 EEF HE5F Use category : 2 Adhesive, binding agents
BA@hTId)—I2EIT55M: a0 FMmT Extra details on use category : Polymer processing

éb&é#’ﬁﬂlﬂ'% No extra details necessary

H 8 Mitsui Chemicals, Inc. Mitsui Chemicals, Inc.

HigR (65) (65)

"% B FUAXE: AFTELGL Emission scenario document : not available

1T RESLVANDRBER

SOURCES OF EXPOSURE

REICHT SR

EBR: BBE/N—B=

Source of exposure : Residual monomer content

REXNR PHE Exposure to the : Substance
o Mitsui Chemicals, Inc. Mitsui Chemicals, Inc.
His (64) (64)
e RII—DEBE/I—SEIFH05NEFNUT, Residual monomer content of polymers is ca. 0.5% or less.
REICEHTS1ER RER: BISICHTHEIE Source of exposure : Measurement at workingplace
REXNR - ME Exposure to the : Substance
&% Remark :
1990108 . BEIGFRICH TR A2 IILTIRDREL NJL%E|On Oct. 1990 exposure level of methacrylamide was measured
E']IELT’ RIREN - EEGCIZKY HTLT=. at Packing place. Absorbed substance was analyzed by GC.
“f Sampling method
—sampling method; water
B ¥ 2 —sampling instrument; inpinjar
—DR”XEJ# 15 L/’\ —absorbed rate; 15L/min
— IR URZSF& ;900 L —absorbed volume; 900L
FFHR AR ; 605 —sampling time; for 60 minutes
— @R L% 185E —number of replicate; 5 times in a day
R E=4YUYF—4: 007 - 056 mg/m° Result : Monitoring data : 0.07 - 0.56 mg/m>
o Mitsui Chemicals, Inc. Mitsui Chemicals, Inc.
H 8 (57) (57)
%% 1E581% : (2) HIRFHTIE@EHEHY Reliability : (2) valid with restrictions
REICHT HER RER BISICHT5EE Source of exposure : Measurement at workingplace
EBENR - ME Exposure to the : Substance
%% Remark :
2002F 7R FEBRIBICEITDARZIIILTIEDRELNILE |On July 2002 exposure level of methacrylamide was measured
BIELT =, RIRSN =B EHPLCIZLY 547 LT=. at Working place. Absorbed substance was analyzed by HPLC.
AFHREGE Sampling method
REGE 2% 7 =R L) D BE IR TE R (pH4) -sampling method; 2% acetnitril/phosphate buffer (pH4)
— AR EREE 1V EVDy— -sampling instrument; inpinjar
—IRUSRE ;1 L/9:|\ —absorbed rate; 1L/min
—IRURAFE; 30 L —absorbed volume; 30L
—a MR B ; 305 -sampling time; for 30 minutes
— @R LE; 1 H6E=(X3E —number of replicate; 6 or 3 times in a day
fmR: Result :
EAY UG T—R: TOEREHED = DHFHEE 079~  |Monitoring data: Sampling for process evaluation; 0.79 — 0.93
0.93 mg/m3 mg/m3
TO+REHE D76 DAEHT ;0.07~0.18 mg/m° Analysis for process evaluation; 0.07 - 0.18 mg/m°
HEEHEDI=H DA FHEEE;0.13~0.16 mg/m3 Sampling for product evaluation; 0.13 — 0.16 mg/m3
AETOEADE=S)2Y;006~0.18 mg/m3 Monitoring of packing process; 0.06 — 0.18 mg/m3
o Mitsui Chemicals, Inc. Mitsui Chemicals, Inc.

Hig

(58)

(58)




&=

[1E3E1E: (2 #IRATIREEHY

[Reliability : (2) valid with restrictions

FEICHT 51FR w5 Remark :
fERDHEEE Emissions during production
A TIRFFERTEEEIND=H., BERDKREE  [Methacrylamide is produced in closed systems and hence
[EIEBIZHIRN BE ., FKEDRATLANDH LA (ZER [emissions during production are extremely low. Normally no
1t&YH+72ELY) release into sewage water systems occurs (well below 1
t/year).
fus] Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
fas} (94) (94)
EE
REICET 51ER FEE Remark :
RBE/X—E=E Residual monomer content
BE.RYT—POBREE/7—EIXEFBIZDLALN(0.1%LL  |Residual monomer content of polymers is usually very low
) — AR B E/Y—E(30.001%~0.01%TH 5, (below 0.1 %). Typical residual monomer contents are 0.001 %
to 0.01 %.
o Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
Hs (98) (98)
=
REICHT 51ER e L] Remark : Migration
FEALENFEB AR IILTIRORY) T —ELENSDFEE) |Migration of residual unpolymerised methacrylamide from
ElX. TSAFYI#MEICET ZEECOB RMRA 35S polymer articles is very low, as typified migration into food
90/128/EEC) D T THSFLUBMADBEZEBEINHELSIZ |simulant under EEC food regulations for plastic materials
FERIZDI, (Directive 90/128/EEC).
}E590/128/EECIZE 1A B MEDEMDAERIZEEFTHFEER  |Experiments conditions for food contact approval in Directive
EJ 90/128/EEC.
—BRA7 > 7K, 40°CT10B & K UN70°C T2RERS —Deionised water, 10 days at 40 degree C and 2 hours at 70
—3%EFER, 40°CT10H 13 KT 70°CT285M4 degree C
—15%T%/—)L, 40°CTI0BREH KU T70°CT2B5R -3% acetic acid, 10 days at 40 degree C and 2 hours at 70
— VA YR 20°CT2AME LU40°CTO.585 degree C
('f_c“:j*?"f77:/li, S LEDEREMSEDBHOREYELTHE |-15% ethanol, 10 days at 40 degree C and 2 hours at 70 degree
A =) c
—Isooctane, 2 days at 20 degree C and 0.5 hours at 40 degree
R LEOEHTTE. BREDEMIZEDITSAFVIH |C
BOoDRBAZVYILTIFOBEEIEIEEITDE $FE  [(sooctane is used as replacement for vegetable oil for
AT BRFE (SML) [£0.02 mg/kgEL T (EFEL B & 1kgFRIZ A |analytical reasons)
A291J)LTFIR0.02 mgllF) THB, Result : Migration of residual methacrylamide from plastic
materials for food contact is very low under these conditions.
The Specific Migration Limit (SML) is below 0.02 mg/kg (that
means below 0.02 mg methacrylamide in 1kg food simulant).
H B Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
Mitsui Chemicals, Inc. Mitsui Chemicals, Inc.
EE:S (2) (80) (2) (80)
[
REICEHT DHR &% 199043 A 1B A 519974 (RREE: [AXTIL1197&5E 8 |Remark : Between 01.03.1990 and 17.09.1197 24 work place
SNTLAHM19TDREZEWNEEHLND)IF1THIZARD LT |exposure measurements of methacrylamide were done. All
SROBBEZEATEEEMLIz. TRXTOAIEKERNDZESR |measurements were done by personal-air sampling. Adsorption
YT TIZEYERELE=, D UAS ILEIEFESERZERLT |has been carried out by silica gel or activated carbon or the
&S B0, RERMEEAME(XT TR IT7A/3—T4JLAT |substance was filtered by paper filter or glass fiber filter.
BBL =, BESNI=-MEE) L, KFEIEZHIERFTHE |Adsorbed substance was desorbed with phosphoric acid, water
BEL.HPLCERIZARYOTRT SO4—IZ&Y D #iLI=-. & or carbon disulfide and analyzed by HPLC or gas
2R/ —AEFIEAER) T —EES KU AZDY JLT S |chromatography. Workplace measurements during packaging,
FERERDOBISRELAEL. production of monomers or production of solvent polymers and
delivery of methacrylamide.
HER:
3[E D 45 #7815 (3053F8) :0.16~0.25 mg/m° Result :
21[E1 ) K &38I5E (3.5~ 7.585R) :0.01~2.10 mg/m3 3 short term measurements (30 minutes): 0,16 to 0,25 mg/m”®
21 long term measurements ( 3,5 - 7,5 h): 0, 01 to 2, 10 mg/m®
o Rshm GmbH & Co. KG Darmstadt Rshm GmbH & Co. KG Darmstadt
H 8 (95) (96) (97) (99) (100) (101) (102) (95) (96) (97) (99) (100) (101) (102)
&= {E381%: () FIR{T CIEREMEHY Reliability : (2) valid with restrictions
1.8 IBANIESR
ADDITIONAL INFOMATION
BESHE E3 LABELLING
TR MEEE/MAEBICLILIEENERT Labelling : provisionally by manufacturer/importer
YEDFIR: L Specific limits : No
UL Xn Symbols : Xn
Nota : D Nota : D
RE4]: (20/22) RAF-(EIRARALERTE R-Phrases : (20/22) Harmful by inhalation and if swallowed
SE4]: (22) MEFRALLZNIE S—Phrases : (22) Do not breathe dust
(24) RIS LDEfMERTHIL (24) Avoid contact with skin
BERZRA
BERE
XEkEAEDEFAE A
H R6hm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
5&E Roehm GmbH Roehm GmbH




B

E
D WA RE W ARE (L DY NS
BRISR - AE

RE4]: (20/22) RAFEIRAALEAT

CLASSIFICATION

Classified : provisionally by manufacturer/importer

Class of danger : Harmful

R-Phrases : (20/22) Harmful by inhalation and if swallowed

BERBZRA?

BELE

XAAEORELAM
H

Réhm GmbH & Co. KG Darmstadt

Rohm GmbH & Co. KG Darmstadt

E=

BFEn 5
HEZRZRR ZRBFRDEFE:MAK (DE) Type of limit : MAK (DE)
BEEFE
XEREAE D EHE & A
H B8 Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
H# (25) (25)
eSS MAKIE LA L MAK-value does not exist.
PR R KEFZ WATER POLLUTION
S EEE KBwS (K1) Classified by : KBwS (DE)
FRE KBwS (K1) Labelled by : KBwS (DE)
BIEISR: 1 (BEDKEFTEME) Class of danger : 1 (weakly water polluting)
BERBZRA
BEEFE
XEREAE D EHE & A
H Bt Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
EE
BHES BRLKENY—F MAJOR ACCIDENT HAZARDS
MBIV AA~DIBE L Substance listed : No
BERERRA
BEARE
XERAEDEHE LA
g Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
EE
BRHES ARUER AIR POLLUTION
SEEE . TA-Luft (F4Y) Classified by : TA-Luft (DE)
RTRE: TA-Luft (F4Y) Labelled by : TA-Luft (DE)
&S 3.1.7 (E#itEYE) Number : 3.1.7 (organic substances)
BRISR: 1 Class of danger : |
BERERRA
BERE
XERAE D EHE LA
e Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
&%
BEfF D58
BERZRR
BEEAE
XEREE D EEEE A
Hig STN FILE CHEMLIST (20020322/UP) STN FILE CHEMLIST (20020322/UP)
"= BIZSBREYEY AN E~DIBE LISTINGS E.G. GHEMICAL INVENTORIES
247 EINECS Type : EINECS
JBNESR  EINECSES 201-202-3 Additional information : EINECS No. 201-202-3
BF 5
BERZERR
EEARZE
XERAE D EHE LA
Hi g STN FILE CHEMLIST (20020322/UP) STN FILE CHEMLIST (20020322/UP)
"=E BIZ ERFIEANEE~DIBH LISTINGS E.G. CHEMICAL INVENTORIES
247 :DSL Type : DSL
BEfF D58
BERZRA
BREHE
XERAE D ERH & A
Higt STN FILE CHEMLIST (20020322/UP) STN FILE CHEMLIST (20020322/UP)
"= BIZSBRFYEY RN E~ DB LISTINGS E.G. CHEMICAL INVENTORIES
247 AICS Type : AICS
248
BERERR
BEESE
XERAEDEHE LA
High STN FILE CHEMLIST (20020322/UP) STN FILE CHEMLIST (20020322/UP)
"E BIZITEEFME) AN E~DIBE LISTINGS E.G. CHEMICAL INVENTORIES

447 :ENCS
SBINtESR:ENCSES 2-1065

Type : ENCS
Additional information : ENCS No. 2-1065




BERBERA

EEHE

XERAEDEEFELE A

Hi i STN FILE CHEMLIST (20020322/UP) STN FILE CHEMLIST (20020322/UP)

% BIZ EEETEME Y RANMEEADIBE LISTINGS E.G. CHEMICAL INVENTORIES
447 :ECL Type : ECL
EBINEER:ECLY T IILES KE-24899 Additional information : ECL Serial No. KE-24899

BEF 558

BERZRER

EEHE

XEREEDEFEE A

E:] STN FILE CHEMLIST (20020322/UP) STN FILE CHEMLIST (20020322/UP)

&% BIZIEEFEMEIRNMEE~DIBEH LISTINGS E.G. CHEMICAL INVENTORIES
447 :PICCS Type : PICCS

BFa5

BERBZRA

BERE

XukAEDEHFHEH

i STN FILE CHEMLIST (20020322/UP) STN FILE CHEMLIST (20020322/UP)

G2 BIZITEEFME) AMEE~DIEE LISTINGS E.G. CHEMICAL INVENTORIES
BAT HEEME) AN RAR) Type : Poisonous Chemicals List (Switzerland)
BANELR: Additional information :

EEMEI)AM (EEMEID)AL) Giftliste 1 (List of Toxic Substances 1)
BEEHTIU—2: 5-50mg/keD A MR OBIEHEE Toxic Category 2: Acute Oral lethal dose of 5 — 50mg/kg

B2 5

BERERRA

BERE

XERAE D FE LA

H# STN FILE CHEMLIST (20020322/UP) STN FILE CHEMLIST (20020322/UP)

"% BIZ EEEFEMERANMEEADIBE LISTINGS E.G. CHEMICAL INVENTORIES
BAT  ZF D WHMISEL 5 AR (BF5) Type : other: WHMIS Ingredint List (Canada)

B2 5

BERERR

BEARE

XERAEDEHE LA

s Mitsui Chemicals, Inc. Mitsui Chemicals, Inc.

H B (60) (60)

25 AT BEEYNE Memo : Disposal of waste
B85 £ EBRROREMIEFEESND Remark : Waste of the production process are incinerated.

B4

BERZRER

EEARZ

XERAE D EHE LA

s Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt

Hg (88) (88)

£33 AEEEYLIE Memo : Disposal of waste

8% A2 LT IR X EEYICRI T HMGIL =AY,
HHREZRNELTRELGITNITELEL,

Remark : Methacrylamide must be disposed of as a special
waste in accordance with the regulations for special waste.

2. YL R IEIR
PHYSICAL CHEMICAL DATA

2.1 BhsR

MELTING POINT

RS O DFHEME other TS

CASES

HEE FFRMET ERK S (Lot. PAL0299) . i :99.3% WAKO Pure Chemicals Industries, Ltd. (Lot. PAL0299) Purity;

99.3%

SRR

Hik FDh: T—3%L other: no data

GLP T—5%L no data

HEBEToE 2001 2001

AEREN

#® |
S °C 111.3°C 111.3 °C
nfE:. °C
HE: °C RS Ambiguous

#55m

SRR

E@ERa7 (2) HIFRF CIEREHEHY (2) valid with restrictions

ERE M D I PR L

H 8 METI Japan METI Japan

RS (48) (48)

£33 755 :SIDSTURIRAUMIELTEELRER Flag : Critical study for SIDS endpoint




HEME S

CASEE

MES

IR

HiE

ZoH: T—8%L

other: no data

GLP

T—5%L

no data

REBRETLF

1996

1996

L eI

#ER

e °C

106 - 112 °C

106 - 112 °C

»fE:  °C

8#%:. °C

HY

Yes

FEam

ER

FEBE 95-105°C

Sublimation temperature: 95 — 105 degree C

fEREERa7

(2) HIRRTTEREMEHY

(2) valid with restrictions

{E3E 1 D HIHIIRERL
Hi8

Réhm GmbH & Co. KG Darmstadt

Rohm GmbH & Co. KG Darmstadt

EL:ES

(88)

(88)

&=

HEMES

ZDhDFHERME

other TS

CASEE

WMEE

i - 98%
At - 7K <2%

Purity: 98%
Impurities: water < 2%

IR
Bk

Z0Hh: T—5%L

other: no data

GLP

T—5%L

no data

BERE(TF

SEREM

#ER

e °C

109 - 111 °C

109-111° C

HfiE:  °C

8#:. °C

#&im

ER

Bl T =4

(2) HIFRfTTIEREMHY

(2) valid with restrictions

{ERETE O F BT AR AL

ZRX#K NIV T—4

Secondary Literature, handbook data.

Higg

Réhm GmbH & Co. KG Darmstadt

Réhm GmbH & Co. KG Darmstadt

EHLES

€]

[€D)

el

HERYE £

CASEE

HMES

SR

ik

Z0M: T—5%L

other: no data

GLP

T—5%L

no data

REBRETOLE

1992

1992

110 -111°C

110 -111°C

R

EREERa7

(2) KR CIEEEHY

(2) valid with restrictions

{EREME D HIBTAR AL

ZRXER, NRTVHOT—4

Secondary literature, handbook data.

8

Réhm GmbH & Co. KG Darmstadt

Rohm GmbH & Co. KG Darmstadt

HEESS

(18) (117)

(18) (117)

E=

HERME#

CASES

MESE

IR

HiE

Z0Hh: T—5%L

other: no data

GLP

F—8%L

no data

HBRETOLE

1976

1976

SRERZ

#ER

s °C

110 °C

110 °C

ofE:. °C

HE. °C

TN
0 aff

N




EEHRa7 (2) FIRf CIEEMEHY (2) valid with restrictions

1S5 D FI BT L ZRXiEh NRTVHT—4R Secondary literature, handbook data.
o Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
5| F XAk (16) (39) (115) (16) (39) (115)
&=
22%m
BOILING POINT
HERYER ZDMDHEBRME other TS
CASEE
MEE FFHET EHRX R (Lot. PAL0299) . FliFE : 99.3% WAKO Pure Chemicals Industries, Ltd. (Lot. PAL0299) Purity;
99.3%
EE
Hik ZD1th: JIS K2233-1984 other: JIS K2233-1984
GLP T—437%L no data
HEBEToRE 2001 2001
HEREH
#®E e —
e C 225 °C 225 °C
£A 1013 hPa 1013 hPa
»fE:  °C
ftl
SERR
EEMEXa7 () KR TIEREEHY (2) valid with restrictions
(BT HIBTRRL
Higs METI Japan METI Japan
RS (48) (48)
"= 757% :SIDSTURRAU NI ES>TEELEER Flag : Critical study for SIDS endpoint
HERYEA
CASEE
MEZE
EE N
HiE ZOMh: T—32%L other: no data
GLP T—5%L no data
AEBREITOE 1996 1996
SHEREH
R
R C #9215°C ca. 215 °C
£A 1013 hPa 1013 hPa
. °C DR HY Decomposition : Yes
5
ER H B .95-105°C Sublimation temperature: 95 — 105 degree C
EEHRa7
{E381E O HI IR HL
H Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
RS (88) (88)
EE

23 BEE(LE)
DENSITY (RELATIVE DENSITY)

HERMEA Z D DELER M E other TS

CASES

EE FNAMZET ERK St (Lot. PAL0299) . i : 99.3% WAKO Pure Chemicals Industries, Ltd. (Lot. PAL0299) Purity;
99.3%

SRR

Hi& ZFDfth: JIS K7112-1980 other: JIS K7112-1980

GLP F—AEL no data

HRBRETO-E 2001 2001

EEE3

R 1.138 g/cm’ 1.138 g/cm’

BA4T HE Density

mE(°C) 25 °C 25 °C

SERR

E@EHRa7 (2) ¥Rt TIE®EMEHY (2) valid with restrictions

{ERBTE D FIBTR B

Higt METI Japan METI Japan

EIGES:S (48) (48)

5%

HERYER

CASEE

HHEE

SERR

ik ZDHh: F—2%EL other: no data

GLP F—AHEL no data

HEBREITo-F 1996 1996




REREMS

R 11-112 g/cm’ 11-112 g/cm’
247 HE Density
BE(CC) 20 °C 20 °C

ER WRE fE5& Form: crystalls
EEMRTT

HEEREREED

o Rshm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
EIGES:S (88) (88)

&=

HEBYMER

CASES

HMEE

AR

HiE ZDHh: T —2%EL other: no data
GLP T—45%L no data
REBREITO-F 1993 1993
HEREMH

=R 550 kg/m* 550 kg/m”
24T WSEE bulk density
BE(C) 20 °C 20 °C

AR

EREIERTT

{EREME D HIBTAR AL

i Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
EIGES:S (88) (88)

EZ

HERYEA

CASEE

HMEE

AR

HiE ZDHh: T—2%EL other: no data
GLP T—5%L no data
HBRETOEE 1976 1976
HEREH

S 1.1 g/cm’ 1.1 g/cm’
BA4T ZE Density

mE (°C) T—A%L no data

JER

EEMHRa7

{EREME D FIBTAR AL

H B Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
EIGES:S (39) (39)
EE
24 EZSKE
VAPOUR PRESSURE
HERYER ZTDHDHABRNE other TS
CASEE
EE FILHEE T K 4t (Lot. PAL0299) | #HE :99.3% WAKO Pure Chemicals Industries, Ltd. (Lot. PAL0299) Purity;
99.3%
X
FiE OECDHARS A 104" KRR OECD Guide-line 104 “Vapour Pressure Curve”
GLP (AYAY-4 No
HBREToEE 2001 2001
REREH HEXBE: 60, 70, 80 °C Test Temperature: 60, 70, 80 degree C
EHn=3 Number of replicate: n=3
FoaE: 20 - 40 mL/% Flow rate: 20 — 40 mL/min
IR AU ABE - fliK Solvent for absorption: pure water
T THR: BIHEER (99.99%) Carrier gas: extra pure N2 (99.99%)
fER
AT 0.00013 hPa 00013 hPa
BE: °C 25 °C 25 °C
nfE:. °C E TRl Decomposition : No
fasm
R
EEHRa7 (1) #IRRZ<E%EMEHY (1) valid without restriction
BT FI TR
Higt METI Japan METI Japan
5| FXAR (48) (48)




3

[25% :SIDSTURRAUKCESTEELRER

|Flag : Critical study for SIDS endpoint |

HERYME R
CAS%EE
HHEE
EE _
ik ZDith (51H) :Haas & Newton|ZHiEo7= other (calculated): according to Haas & Newton
GLP LMV No
HBREToEE 1976 1976
AEREH FHEICAW=T—4 35 :215°C(1013hPa) Base of calculation: Boiling point: 215 degree C (at 1013 hPa)
"E |
ERE 0.14 hPa .14 hPa
BE:. °C 20 °C 20 °C
2R °C
HEaR
ER
EBEHERTT
E5EM D HIETAR L
H Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
HEES (31) (31)
=
2.5 ER{R E(log Kow)
PARTITION COEFFICIENT
HEBMER ZDMDHBRYE other TS
CASEE
MEE FFMET EHRK R (Lot. PAL0299) . HiFE : 99.3% WAKO Pure Chemicals Industries, Ltd. (Lot. PAL0299) Purity;
99.3%
JERR Fo58/—)IL—K octanol-water
ik OECDAHARSA107“DERE (1-F 2% /—)L/7K) . 75X |OECD Guide-line 107 “Partition Coefficient (1-octanol/water),
WESE” Flaskshaking Method”
GLP [0y Yes
HBRETOEE 2000 2000
HEBREH YT E: 505 mg SAMPLE WEIGHT: 5.05 mg
AERROMR: COMPONENT OF TEST SOLUTION:
=2 No.l No2 No.3 Case No.l No.2 No.3
JKEAFN1-42-%/—)L 5mL 10mL 20mL 1-octanol saturated by water 5mL 10mL 20mL
1-494/—)Lfaf1K 30mL 25mL 15mL water saturated by 1-octanol 30mL 25mL 15mL
BE: 24-26°C TEMPERATURE: 24 - 26 degree C
FEIHA: 20/%93 x 5% REVOLUTION: 20/min x 5 min
SEH2 NUMBER OF REPLICATE: 2
7% HPLC ANALYSIS: HPLGC
BE e
Log Kow Log pow : = -0.15 Log pow : =-.15
LOG POW LOG POW
HE A B ¥ Test A B Average
No.1 -0.13 -0.15 No.1 -0.13 -0.15
(6.3) (6.2) (6.3) (6.2)
No.2 -0.17 -0.17 -0.15 No.2 -0.17 -0.17 -0.15
(6.2) (6.2) (6.2) (6.2)
No.3 -0.13 -0.13 No.3 -0.13 -0.13
(6.2) (6.2) (6.2) (6.2)
0 NIEXKMEDpH () is pH of water layer
BE: °C 25 °C 25 °C
$5A
ER pH fE: = 6.2-6.3 pH value : = 6.2 6.3
[ EE = (1) FlRR7Z<IE%EEHY (1) valid without restriction
{E38 14 D I BT IR L
) MITI Japan MITI Japan
EIES:S (56) (56)
3 754 :SIDSTURRAUKZIELTEELRER Flag : Critical study for SIDS endpoint
SHEEMER
CASES
HHEEE
AR
Ak ZFDth (51 5) : Rekker|ZHES other (calculated): according to Rekker
GLP [AYAV-4 No
RBRETOEE 1977 1977
AEREM
=2 e —



Log Kow

Log pow : = -0.51

Log pow : = -.51

RE: °C

E =D
10 aff

ERR

EREERa7

(2) HRRTEEEHY

(2) valid with restrictions

BB D HIHIRRL

Rekker (197N >T-FBHONT-EtE FE

Accepted calculation method according to Rekker (1977).

s

Réhm GmbH & Co. KG Darmstadt

Réhm GmbH & Co. KG Darmstadt

HEEE

(75) (88)

(75) (88)

BZ

HERME %

CASEE

MEE

ER
Bk

Z Dt GRIFE)

other (measured)

GLP

F—AHL

no data

RBRETE

1984

1984

SHEREH

R

Log Kow

Log pow : = —0.23

Log pow : =-.23

BE:  °C

5

EIR

SEMHERTT

(2) FIRfFFCIEEMESHY

(2) valid with restrictions

(S ER R ET

XEF LGB, —RHICROHON-RFHREICEE
L.fHlIzZ T Anbhd,

Study well documented, meets generally accepted scientific
principles, accepted for assessment.

His

Réhm GmbH & Co. KG Darmstadt

Rohm GmbH & Co. KG Darmstadt

HLESS

(108)

(108)

EE

26.1 KRB (BEEREST)

WATER SOLUBILITY & DISSOCIATION CONSTANT

HERYE#

ZDhDHERME

CASEE

other TS

WMEH

FHMET EZH/R LS (Lot. PAL0299) . FlIE :99.3%

WAKO Pure Chemicals Industries, Ltd. (Lot. PAL0299) Purity;
99.3%

S

HiE

OECDHARZ1/105

OECD Guide-line 105

GLP

T—5%L

no data

REBREToLF

2001

2001

SEREM

#HER

KRR

>=100 g/L

>=100 g/L

BE: °C

25°C

25 °C

pH
pHifl ERONERE

[t

EEH

EERa7

@) HRCEEEHY

(2) valid with restrictions

{E3E 1 D HIHIIERL
Hi8

METI Japan

METI Japan

SRR

(48)

(48)

®&

757% :SIDSTURRAVMNIESTEERHER

fREEE 2

HEBRME

Flag : Critical study for SIDS endpoint

B —f%
5

BE: °C

GLP

HEREH

HEBRETOLE

HER

A
i aff]

EZ

EEERaT

{ERE1E O HI BT AR AL
8

B

E=

HERME S

CASES

MESE

IR

HiE

Z0H: T—8%L

other: no data

GLP

T—5%L

no data

REBRETLF

1996

1996

eI

R




KBRRE 202 g/L 202 g/L

BE: C 20 °C 20 °C

pH 71 71

pHEIE B DME = E 100 g/L (20°C) 100 g/L at 20 °C
s R Miscible
SR
EEHERIT

{ERE1E O HI BT AR AL
Hi8

Rshm GmbH & Co. KG Darmstadt

Réhm GmbH & Co. KG Darmstadt

51 SR

(88)

(88)

&=

R B E 28

SERME

B —1%

Bk

BE:  °C

GLP

FEREM

HERETLF

[

=0
w0 aff

EIR

EEHROT

{ERE1E O HI BT AR AL
Hi8

B B

EZ

HEYE S

CASEE

MES

IR

Vab:

GLP

HERE(TF

SERE M

#ER

IKIBERRE

BE:  °C

EET

EEHROT

{E3E 1 D MR
Hi8

5| Bk

E=

fR B E 28

HEME

ZOMOHBRME

Other TS

B — 1%

FIEHMET EH XS (Lot. PAL0299) | HHE :99.3%

WAKO Pure Chemicals Industries, Ltd. (Lot. PAL0299) Purity;

Hi&

OECDHAKRS 1112

OECD Guide-line 112

EE:  °C

GLP

No

HEREM

—RERME B E ; 800 mg/L (9.40 mmol/L)
—{E#ER ;0.1 mol/L NaOH (f=1.001)

0.1 mol/L HCI(f=1.000)
—EH;1E

DINEER
— X ER Y E =& ; 800 mg/L (9.40 mmol/L)
80 mg/L(0.94 mmol/L)

— 4 JLE$;0.963 cm '

TITRATION METHOD
—concentration of test substance; 800 mg/L (9.40 mmol/L)
—standard solution; 0.1 mol/L NaOH (f=1.001)
0.1 mol/L HCI (f=1.000)
—number of replicate; 1

SPECTROPHOTOMETRIC METHOD
—concentration of test substance; 800 mg/L (9.40 mmol/L)
80 mg/L (0.94 mmol/L)

—cell constant; 0.963cm"’

—EH;5E —number of replicate; 5
HBRETEE 2001 2001
fER
1R
R BRIE L F B AR L2 5Ly Acid-base constant : Dissociation not being occurred
[ EE = (1) FlRR7Z<IE%EEHY (1) valid without restriction
1S58 D I BT IR HL
o METI Japan METI Japan
EIES:S (48) (48)
E=
262 REERN

SURFACE TENSION

2.7 51K 3 (& IK)

FLASH POINT(LIQUIDS)




28 HOMBEE (B KK

AUTO FLAMMABILITY (SOLIDS/GASES)

29 5l
FLAMMABILITY
2.10 IR FE M
EXPLOSIVE PROPERTIES
HEBYMER
CASES
T
AR
Fik Z D 1th: Shebeko (1983)[ZHt -5t E other: calculated according to Shebeko (1983)
GLP
HERE (T F
HEREN 1RE. 298KERELT-1E, Values assume 298 K and 1 atmosphere.
BRBEV/FEFEETTIE. COEEELYE TRA T A Higher temperatures and/or higher pressures will lower the
BE LV LR EMNS, lower limit and raise the upper limit.
"E |
KIZEYESH
m-C=FARUEY KYEEIZE
m-CZRANU L KYBHEICH
BN
Z0ith IRFEBR: TFRIE:2.0 vol% (ZEXRH) Explosion limits: lower value: 2.0 vol.% in air
ERR{E:15.1 vol% (ZE&H) upper value: 15.1 vol% in air
[l
SERR
[ i =d (2) KRR CIEREMEHY (2) valid with restrictions
ST D HIETAR L BOLNIETEAE Accepted calculation method.
o Réhm GmbH & Co. KG Darmstadt Rohm GmbH & Co. KG Darmstadt
EIGES:S (104) (104)
EE
SBRMES 1.1~14THE As prescribed by 1.1 - 1.4
CASEE
HHEE
EE
HiE ZDfth other
GLP [AYAV-4 no
AEBREIT O 1997 1997
HEREM TR ANDIREFEEE: Hartman 247 (1L B8) Explosive concentration of dust in air: Hartman type (1-liter
R
RIZEY RS
m-CZhARUEL KYEEITE
m-C=FARDED KYBHEITK
%
SRFEMELLY
Z Dt 7R Result :
RIEEHEE: 55meg/L (ZERH) Minimum explosive concentration: 55mg/L in air
[RREERERE: 12% (T IVEE; 825mg/L) Limiting oxygen concentration: 12% (Sample concentration;
RIFEKRIRILF—: 75md (FUTIVEBE; 825me/L) 825me/L)
Minimum ignition energy: 75mJ (Sample concentration;
825mg/L)
et
AR
EEMRa7 (2) FIRRfT CIEREMHY (2) valid with restrictions
{E58 14 D I BT IR L
i Mitsui Chemicals, Inc. Mitsui Chemicals, Inc.
51 FAX#E (67) (67)
5%
211 Bietk

OXIDISING PROPERTIES

212 BALETTARTU v IL

OXIDATION/REDUCTION POTENTIAL

213 ZDOYBALZHIEIRICE T H1EEH

ADDITIONAL INFOMATION

HEME S

CASEE




MES

AR
HiE
GLP
MEREITO-E
AEREM
fER
faam
ER AE: B Memo : Colour
ER:EA Remark : Colourless
EEtEZa7
{25814 O HI BT IR HL
HE Réhm GmbH & Co. KG Darmstadt Ré8hm GmbH & Co. KG Darmstadt
5| XK (88) (88)
=
HEBYMER
CASES
T
AR
Vi
GLP
MREITo-E
AR
fER
[l
ER AE: THFZRE Memo : Conversion factor
fiE: 1 ppm =348 mg/m3 Value: 1 ppm = 3.48 mg/m3
1 mg/m° = 0.29 ppm (1013 Pa; ;2 :25°C) 1 mg/m°> = 0.29 ppm (at 1013 Pa; Temp.: 25 deg. C)
EEERa7
{E5aM D HIETR L
HB
5| Xk Rohm GmbH & Co. KG Darmstadt Rohm GmbH & Co. KG Darmstadt
&=
SHERME A
CASEE
HHEE
EE N
Vi
GLP
MEBREITO-E
SER S
R
155
JERR AEER Memo : Corrosion
EE: A9) IV TIRIZE BRI TOHMDREINFIEA |Remark : The inhibitive action on corrosion of mild steel in sea
&, ERSBRIEICKYI5, 456 KUB5°CTIRETSNTLVS, [water by Methacrylamide has been investigated using
ANBLBBRISEESE M., TOFRREIASY1)JLTSR  |galvanostatic polarization measurements at 35, 45, and 55 ° C.
RESIVREICKET S, BKPTOHMMDREREZEEILA |The additive retard the dissolution reaction, the extent of
BOYITIREGRE 1 M)ZKYISCTRABC5%IET L=, which depends on the concentration of Methacrylamide and
the temperature. The corrosion rate of mild steel in sea water
was decreased upto 65 % by Methacrylamide (concentration: 1
M) at 35 °C.
S8BT (2) IRt CIEEMEHY (2) valid with restrictions
1S 3BT 0 | W R L RERIIBGEREIN, —fBMICEOONT-FFRREIZEE  [Study well documented, meets generally accepted scientific
L. &HEICALSIEN XD, principles, accepted for assessment.
o Rohm GmbH & Co. KG Darmstadt Rohm GmbH & Co. KG Darmstadt
HLESS (37) (37)
E=
SHEEMER
CASES
fEE
AR
Vi
GLP
MEREITO-E
SEREM
fER
et
ER AEREICEHTIER Memo : Disposal considerations
5 BREVIAETHH-0H. HICER T TRE T XETH |[Remark : Waste is hazardous and therefore particularly to be
%, REWITHBOFREMBSLIUREEZEEELDORER. 5 |kept under surveillance. It must be disposed of in accordance
SN =B ATERA TREZLE=A> TR LA T IELLS |with the regulations after consultation of the competent local
AR authorities and the disposal company in a suitable and licensed
facility.
EEHERa7
{E581 O HI IR HL
H Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt

HLESS

(88)

(88)




lEZ

HEME S

CASEE

MES

IR

Vab:

GLP

MREITO-E
HEREH
HER
[l
ER AE AV —RIFEH Memo : Henry's law constant
% i (FHEE) :5.899 10E-3 Pa*m’/mol (25°C) Remark : Value (calculated): 5.899 10E-3 Pa*m®/mol at 25
degree C
EBEHRTT

{ERE1E O HI BT AR AL
Hi 8

Rshm GmbH & Co. KG Darmstadt

Réhm GmbH & Co. KG Darmstadt

SRXE

(42) (42)
EE
HERYES
CASESE
HMEE
AR
ek
GLP
HEREITOLE
BREM
BE
Ea
ER AERR Memo : Odour
! Remark : Odourless
EEHERTT
{E381E O HI IR HL
Higt Réhm GmbH & Co. KG Darmstadt Rohm GmbH & Co. KG Darmstadt
5| AXER (88) (88)
EZ
HERYEA
CASES
HMEE
AR
Hik
GLP
HERETOLF
HEREH
fER
et
X AT RIMRE Memo : Saturation concentrations
7% : Remark :
BHRARIBREICEITARMBTO A I TIFDRNREE: Saturation concentations of Methacrylamide in the gasphase
BE fafniRE at various temperatures:
[°c] [mg/m3] Temperature Saturation concentration
25 <23 [degree C] [mg/m’]
30 916 25 <23
40 97 30 ca. 16
50 301 40 97
80 3580 50 301
80 3580
FHik:ARYAIRT ST
Method: GC
EEHRa7

{E3E 1 D HIWIIRERL
s

Réhm GmbH & Co. KG Darmstadt

Réhm GmbH & Co. KG Darmstadt

HI:ESS

(86)

(86)

e

HERYE £

CASEE

MEE

ER

Hik

GLP

RERE(To-F

HEREH

e

FEam

ER

AERE

% REEEEI0°CE LA TIXASAEL, BEIEME LV
ASTRICKYEGHEEDHAREEN H D, LD T, FRE
BRI NELESEN, REIESATOEWE/I—DF
FEIE3hABTHS.

Memo : Storage

Remark : The storage temperature should not exceed 30
degree C. With peroxides and incident light polymerization may
occur. Therefore contamination should be avoided. Shelflife of
unstabilizied monomer is 3 month.




{E3EMHERTT

{5814 D HI| BT AR B0

o Rohm GmbH & Co. KG Darmstadt Rohm GmbH & Co. KG Darmstadt

51 SR (79) (79)

EE

HEBYMER

CASES

MEE

AR

Vi

GLP

HEBRE(To-F

AR

i

[t

ER AE:SILEE Memo : Vaporization rate
iB%: Remark :
EEZET (1 X 10E-3MJL) IZHITDHARY) LT SR DZEFEIRE : |Vaporization rate of methacrylamide in low vacuum (1%¥10E-3
A9V LT IR 2.5 me/BERE (25°C) Torr):

30.0 mg/H¥M# (40°C) Methacrylamide: 2.5 mg/hour (at 25 degree C)
BEEICRETHRDE/X—DEEIEH100 mgTHoT=. 30.0 mg/hour (at 40 degree C)
The weight of the monomer before exposure to vacuum was
approximately 100 mg.

EEtEZa7

{25814 D HI BT IR HL

o Rohm GmbH & Co. KG Darmstadt Rohm GmbH & Co. KG Darmstadt

EIGES:S (38) (38)

&=
(BRE&E: U T IEEXTIES. IREEa SRR 5:8N1E
HELTRBINTWA, ATFUTL—MIEFNITHRETS
BE MG, CCISERET )

SHERME A

CASEE

MEZE

FR ERAE 7SR5 2 Aliphatic amide degradation

JERR TOVLTIREE—DRESLVEFRRELTH AREEL Strains of Pseudomonas sp. (soil bacterium) and Xanthomonas
Pseudomonas sp.( TIEHIE) & & U Xanthomonas maltophilalZ |maltophila capable of utilizing acrylamide as sole C— and N—
DWVT,. ZHOVILTIR, FOEAUTPIR, TFILTIRE LU A [source were tested for their ability to degrade a mixture of
AOVYITIREEMD D fEREERET LTz, acrylamide, propionamide, butyramide and methacrylamide.
Pseudomonas sp.M/ VW FHEE K (E5.6 mMASR1)JL7IK%ET2 |Batch cultures of Pseudomonas sp. degraded 5.6 mM
BFfE T0.6 mMMETRAELT = AFVV LT IRIE D fERE Methacrylamide to 0.6 mM in 72 hours. Methacrylamide was
78umol/LTF O ILEE. A3 ILEER LU T EZT7IZZEHRS |transformed to acrylic acid, methacrylic acid and ammonia with
7=, Xanthomonas maltophila®)/ \'vF 12 & L4885 T/E & |a degradation rate of 78 umol/L. Batch cultures of
MESELT-, BRETILEXUEEANIL L LTREELIB A |Xanthomonas maltophila degraded the mixture in 48 hours.
[ R ERE AWM L L1= (Pseudomonas sp.[X28 B TH#Z. 4 |Faster degradation rates (2 hours at the rate of 2800 umol/h
#2800 umol/BF) , for Pseudomonas sp.) were obtained when the strains were
Pseudomonas sp.& & U Xanthomonas maltophilal&Lyg 113,  |immobilizied in calcium alginate.
IEFERICHIGTEEDHILRUEES LU T7EZT7%4%E  |Both strains produced stoichiometric amounts of
ALf=o corresponding carboxylic acids and ammonia.

EEEATT @ ARACERERY @ valid with restriotions

{E%E T O I BT IR L HERIIBGERESh , —fEMIZEZOONF-FZHRIEBIZEE  [Study well documented, meets generally accepted scientific
L. MICANSIENTES, principles, accepted for assessment.

8 R6hm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt

EIGES:S (69) (71) (103) (69) (71) (103)

5=

HERYER

CASE=S

HESE

ER RERAE 7SR fE Aliphatic amide degradation

HiE

GLP

MEREITO-E

SEREM

fER

HEEm




ER IO TIREE—DRFEFIVEZRRELTHIATEEL  |A Pseudomonas putida isolate capable of utilizing
Pseudomonas putida? Btk E 7 IL XU EENILS ™I LLE—XT  |Methacrylamide as sole C— and N-source was immobilized in
BEELIzo A2V TIREEELLTHEALIZECAHGRE: calcium alginate beads. When Methacrylamide was used as
25°C. SRERJEFE 1 1000 ppm) . 5t D FEApH (pH:6.7) [L 2 E(Z |substrate (temperature: 25 °C, test concentration: 1000 ppm),
ERL=%TI6~ 1208 E R IZ—F EHoT=, B BIZEpHIL7.2 |the initial pH of the medium (pH: 6.7) increased rapidly and
THoT=. MBI D, AE DY TIRHBRPIZRFEH KD |then remained constant after 96 — 120 hours. The final pH was
ZEHZNHI85% M CO2E KUNHID T, TRIURES =2 EMTREN|7.2. Mass balances indicated that approximately 85 % of C and
= N was recovered in the form of CO2 and NH3 during the

degradation of Methacrylamide.

EEMEXa7 (2) KR CIEREEHY (2) valid with restrictions

ST D HIETAR L HEBRIIBGERIN, —BMICEDHON-FFZHREIZEE  [Study well documented, meets generally accepted scientific
L. FEBICANEIENTES, principles, accepted for assessment.

H g Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt

5| FAX#EK (21) (21)

EE

AERME A

CAS%EE

2 RERRE 7SR fE Aliphatic amide degradation

HiE

A 7AEMB LURYEILE =)L (PCB) TiHE#Eh iz
BRENSEEMEMERREDHML-, CORESEERIEAS
;7'1)LTEF‘E%—o)ﬁﬁa&tlﬂ%iiﬁtlxﬂmﬁlﬁﬁ'eﬁm
B—DRESLIVERRELTAPYYLTIR( g/LEED
VB IRE S (pH 7.0) th, 30°C TR B IRAE M Z 4RI &
Ltz HER8 R DA /B R ($0.085 mg/LTH>1=. RIEM
HAVINIEREX7.62 mg/L. TUE=TREIX51.6
umol/ml, pHIZ8.31 T&H> 7=,

A mixed microbial culture was isolated from an environment
contaminated with organic cyanides and polychlorinated
biphenyls (PCB's). This mixed culture could utilize
Methacrylamide as the sole source of carbon and nitrogen.
The mixed microbial culture was grown for 48 hours on the
phosphate buffer medium (pH 7.0) containing Methacrylamide
(1 g/L) as the sole source of carbon and nitrogen at 30 ° C.
The protein concentration of the inoculum was 0.085 mg/L.
The final protein concentration was 7.62 mg/L, ammonia 51.6
umol/ml and pH 8.31, respectively.

SRR 7 (2) IRt CIEfEMEHY (2) valid with restrictions

{S3ETE 0 | BT L RERIIBGEREIN, —BMICEOONT-FFRREIZEE  [Study well documented, meets generally accepted scientific
L. MICANSIENTES, principles, accepted for assessment.

o Rohm GmbH & Co. KG Darmstadt Rohm GmbH & Co. KG Darmstadt

HLES (20) (20)

&%

AHERYER

CASE=S

TS

EE BRESE Enzyme formation

HiE

GLP

MEREITO-E

SEREN

R

iR

R TEMNSZRJIJILERSA—+E E £ B Corynebacterium A strain of nitrile hydratase—forming microorganism,
pseudodiphteriticum ZBB-41 A EigfiSh . BEREEE AR |Corynebacterium pseudodiphteriticum ZBB-41, was isolated
HENhTWS, FEYMBEELTAYYYIILTIR(05%w/v)ZEF  |from soil and the conditions for the enzyme formation have
mebEBEREENKRESURESNT=, been studied. The addition of Methacrylamide (0.5 % w/v) as an

inducer greately enhanced enzyme formation.

E3EMRa7 (2) FIRRfT CIEREMEHY (2) valid with restrictions

{E%ETE D I BT L HERIIBRGE RSN, —fEMIZEZOON-FZHERIBIZEE  [Study well documented, meets generally accepted scientific
L. MICANSIENTES, principles, accepted for assessment.

8 R6hm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt

51 FAX#E (118) (118)

5%

AHEBRYER

CASE=S

HHEE

ER Ko R Hydrolysis

B




ER TIROEMEMKSRIEIZREDNDTOERTHY . FOR1E[The acid-catalyzed hydrolysis of amides is a two—step
BESIUZFDEROTORALSNT-EZEAE DK FD  |process, in which a pre—equilibrium protonation step is
REBEBBEENSLEDITOCRERTERMMNELS, followed by a nucleophilic attack of a water molecule on the

protonated species, which leads to the products.
ATYT1: A (FER) + H+ = AH+ Step 1: A (amide) + H+ = AH+
ATYT2: AH+ + H20 ——-> Carboxylic acid + NH4+ Step 2: AH+ + H20 ———> Carboxylic acid + NH4+
65~85°CD ;R EEF THRE46% DIEEEFIZE TS 24241))L  |The rates of hydrolysis of Methacrylamide in sulphuric acid up
TIRDOMKDEBEEINBIEINTIND, ZREEIFEEIZ  [to 46 % have been measured over the temperature range of 65
FOTERIRESI ~27% THERINT =, to 85 °C. A rate maximum was observed between 31 and 27 %
acid, depending on the temperature.

BT = (2) #IRRft CIEREMEHY (2) valid with restrictions

{SEETE D HI AR HL HERIIBR GRS, —fRMIICEDON =R ZRRIBICEE  [Study well documented, meets generally accepted scientific
L. fH\EICHAWNSZENTES, principles, accepted for assessment.

EE:S Réhm GmbH & Co. KG Darmstadt

5| FAX#EK (43)

&=

3. IRETEan SAERG

ENVIRONMENTAL FATE AND PATHWAYS

31 REH
STABILITY

311, FnfE
PHOTODEGRADATION

HERYER

11~14THRE

as prescribed by 1.1 — 1.4

CASES

MEH

S

HiE

ZD1th (F1E) : SRC AOP Ver.1.90 (USEPA)

other (calculated): SRC AOP Ver.1.90 (USEPA)

547

Air

GLP

N Z

No

REBRETOLE

2000

2000

LR &R K (nm)

HR: KimH

Light source : Sun light

ABFREITE D -5 RE

WMEDARIEIL

SHEREH

#ER

MEEE

JBECC)

BEEA SR

FiB A1 /2

D AREE (o) &

EFIE (%)

EEN SR

BERE (5347)

OH

OH

BRAIRE

1.5X10° EROX S SV AL /om®

1.5X10° hydroxyl radical/cm®

RETEH

2.0X10°"% ocm®/EJL-F>

2.0X10™"® cm®/molecule-sec

FiB A1 /2

FE 058

half-life is 0.5 day

S RE R

1 aff

SRR

EmEEza7

{E3E M D HIHIIERL
Hi8

Mitsui Chemicals, Inc.

Mitsui Chemicals, Inc.

SRR

(63)

(63)

&=

75% :SIDSTURRAVMIESTEELARER

Flag : Critical study for SIDS endpoint

HEBRMES

11~14THRE

as prescribed by 1.1 — 1.4

CASES

MEF

R

Ak

Z D (1) : SRC AOP Ver.1.90 (USEPA)

other (calculated): SRC AOP Ver.1.90 (USEPA)

547

=
)

Air

GLP

L\NZ

no

RBRETOLE

2000

2000

FIRER R (m)

SR KB5S

Light source : Sun light

ABHTEE IE DX R E

MEDARIEIL

L EIE

#ER

WERE

[u}

R (°C)

| ERLS AR

3Bt /2




SRR () S B ] [ | |

EFIRE (%) |
EE S #E

EREICEPD) P OZONE
%@?ﬁﬂfﬁ%fi 7.0x10" EJjL/cm’ 7.0X1011 molecule/cm®
REEH 1.1X10”" om®/EIL-F> 1.1X10-17 cm*/molecule-sec
iR A1 /2 FEHE1.08 half-life is 1.0 day

P ERAE B

f&am

IR

EEHERIT

{E3E 14 D I BT L

H Bt Mitsui Chemicals, Inc. Mitsui Chemicals, Inc.

EIlGES S (63) (63)

3 75% :SIDSTURIRAUKIELTEELRER Flag : Critical study for SIDS endpoint

3.1.2. KA R (MK R )
STABILITY IN WATER

HEBYMER ZDMDHBRYE other TS
CASES
MEE FMET EHRK R (Lot. PAL0299) . FiFE : 99.3% WAKO Pure Chemicals Industries, Ltd. (Lot. PAL0299) Purity;
JERR 24T JEEMH Type : Abiotic
Fik OECDAHARSA 111 pHD B EL TD MK £E” OECD Guide-line 111 “Hydrolysis as a Function of pH”
GLP LMV No
HBRETOLE 2001 2001
HEREH AERMEDEE: 50 mg/L Concentration of test substance: 50 mg/L
BE:49-51°C Temperature: 49 — 51 degree C
=E: BFEISXO Vessel: flask with a plug
2 Number of replicate: 2
H#ARE: 5E R Period: 5 days
7R e
HEEE
SARE
FTERBZEDONEE®). pH. B
R t1/2 pH4 :> 5 B (50°C) t1/2 pH4 : > 5 day(s) at 50 °C
t1/2 pH7 : > 5 B (50°C) t1/2 pH7 : > 5 day(s) at 50 °C
t1/2 pH9 : > 5 B (50°C) t1/2 pH9 : > 5 day(s) at 50 °C
DEEE R 7L No
fEm $ER pH4, 7 BEUV ITRTE (t1/2 > 58 (50°C)) Result : Stable at pH4, 7 and 9 (t1/2 > 5days at 50 degree C)
JEIR
S8R 7 (1) HIRR7Z< S5 MEHY (1) valid without restriction
ST D HIETAR B
Hi# METI Japan METI Japan
HLESS (48) (48)
wE 757% :SIDSTURRAU NI ES>TEELEER Flag : Critical study for SIDS endpoint
AHERYER
CASES
T
ER 247 IEEWH Type : abiotic
Bk OECDAARSA 111 “pHOEEREL TD MK S BE” OECD Guide-line 111 “Hydrolysis as a Function of pH”
GLP LMNE No
HBREITOLEF 1995 1995
AEREN
#E |
HERE

EHRE
FTER & DD ARE®). pH. &

B
PERERY

$5A

R OECD 111IZ#EMLF-EBDRERSE T GEE  5:=40°C) IZ  |Under the test conditions discribed according to OECD 111
BlT5pH 4, TELVITDA29) LT IRD MK 5 R IEZHE T |(Temp.: max. 40 °C) hydrolysis of Methacrylamide is not
Hhvotz, significant at pH 4, 7, and 9.

[ EE = (2) IR CIEREMEHY (2) valid with restrictions

1SRETE D HIETAR L HARS A HER, JEGLP Guideline study, no GLP

o Rshm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt

EIES:S (87) (87)

E=

313 TEDREM

STABILITY IN SOIL

HERYEA [ [ |
CASEE [ [ |




- il

ER
HERDEAT

BEES NI

RE

TIEEE °C

EEZEETY

| TEDEE G

EEEYR

HEEE ()

EHRE %)

IE1 A R ihEE

MEMNAATREE

SH K B5RE (DT50, DT90)

S EE Y

BUCEOBRE
i G

R

I2&BH@AEESND,

AF)VTIENEBABHINIHEICIE, TEPHED

Degradation by soil microorganisms is expected when
methacrylamide is released to the soil.

EEERaT

SR8 D HI WL
Higg

Réhm GmbH & Co. KG Darmstadt

Réhm GmbH & Co. KG Darmstadt

HL:ESS

(40) (70) (116) (119)

(40) (70) (116) (119)

[k

32. BRI TR (RE)

MONITORING DATA(ENVIRONMENT)

HEYMER

CASEE

T

AR

Hik HPLCIZ & 2747 Analysed by HPLC
—RBER: 2% TR =R/ BRIE BER ——Eluent: 2% acetnitril/phospate buffer
—-73.Ls: Finepack SIL-C18-5 4.6X250 ——Column: Finepack SIL-C18-5 4.6X250
—H—KH5.L: Finepack SIL-C18T-5P 4.6X50 ——Gurd Column: Finepack SIL-C18T-5P 4.6X50
—BE: 40°C -Temperature: 40 degree C
—E: 0.9 mL/% ——Flow rate: 0.9 mL/min
- & UV210 nm -Wave length: UV210 nm
—SEFAE: 5uL —Injection volume: 5 uL

HIE AT (Hh =) NYITSIVRRE Background concentration

[EEZS FEK surface water

R EAYUTRE Monitoring Concentrations
ST = E(me/L) Sampling site Conc.(mg/L)

2002%7R818 2002%7H8H 01.July 2002  08.July.2002

K River water
O A BFI50m iR = <0.1 ca.50m upstream from the outfall = <0.1
A0 M F950m T i 0.8 <0.1 ca.50m downstream from the outfall 0.8 <0.1
AOMNSF400mTHR - 0.3 <0.1 ca.400m downstream from the outfall 0.3 <0.1
AOMNSHI5000m TR — <0.1 ca.5000m downstream from the outfall — <0.1
T/KALIEIS D EEK 03 0.2 effluent of sewage treatment plant 03 0.2
BKSA1 12 = waste water linel 12 =
BKSA22 2100 = waste water line2 2100 =
- AFTET —: not available
RHERSAR = 0.1 mg/L Limit of detection = 0.1 mg/L

#55m

JERR

[ e S= (2) HIFRF CIEREMHEHY (2) valid with restrictions

{E38 14 D I BT IR L

o Mitsui Chemicals, Inc. Mitsui Chemicals, Inc.

HEESS (59) (59)

E=

33 BELLE

TRONSPORT AND DISTRIBUTION

331 RERX S HEOBE)

TRANSPORT BETWEEN ENVIRONMENTAL COMPARTMENTS

HEME S

CASEE




MES

ER BT R Type : Adsorption
£:1982 Year : 1982
ik O FE other: calulation
fER
JERES FOfth: TE—K other: soil — water

RESHPRCEADREE
(levelll/IIN)

et

ER TIERFZREIL. log Pow=-0.51%FL\T. logkoc=0.544 X |The soil adsorption coefficient can be calculated from the log
logPow+1.377TDRMNSCEHTES, Pow (-0.51) using the following equation: logKoc = 0.544 *
Koc=126L71=A> T, LEBRFFDLENEEZLND, logPow + 1.377

Koc = 12.6 Soil adsorption is therefore considered to be low.

EEHRa7

{25814 O HI BT IR HL

HE Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt

HLESS (41) (41)

&=

HERYE R

CAS%EE

MEZE

ER BAT {EHME Type : Volatility

Hik ZDh Other

"R e —

JERES K—ZE& water — air

REDHPRCEARTRE
(levelll/IT)

[l
ER AU —BIE A3 X 10E-2 Pa-m’/mol&k Y45 /N &S &M |As Henry's law constant is well below 3%10 E-2 Pa*m®/mol
5. KDEDERHNDERK(TIBERTEILEEZLND, volatization from water into air is considered negligible.
EEHRa7
{E58 14 D HI BT AR HL
i3 Réhm GmbH & Co. KG Darmstadt R6hm GmbH & Co. KG Darmstadt

5| FAX#k
EE
HEBYMER
CASEE
TS
R ££:1978 Year : 1978
HiE ZOM: KELUVERTDRERE other: Determination of concentration in water and air
7E e

[EEZS K—E& water — air

BRES i FRICEARGER
(levelll/IIT)
#55m
SER BREDBEIZETAK-ZEREDOTEEEZRELI. W& |Equilibrium concentrations between water and air were

DKERS (96.5~98.2%) FKMBITFHRB L 1=, determined at the boiling point of the solutions. The majority
the substance remained in the water phase (96.5 — 98.2 %).

a7
{E5E 1 D HI TR B0
8 R6hm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
5| X #R (45) (45)
E=
3.3.2 HEd
DISTRIBUTION
SHEEMER
CASESE
fEE
R ££:2002 Year : 2002
[EEES ER—AYHE-—EE—TE-—K air — biota — sediment(s) - soil — water
ik IITALNIIIZ&SETE Calculation according to Mackay, Level III

ERE M




LS R THVF—ETIL(LRILI) EALE=A%25Y) JLTIRDIR |Table Environmental distribution of Methacrylamide using the
Bafm Fugacity model (Level III)
U I8—R AU 100%ZEER A~  100%K~  100%EiEA~ Compartment Rel Rel Rel
i da i da 100% to air  100% to water 100% to soil
TR 0.0% 0.0% 0.0% Air 0.0% 0.0% 0.0%
K 41.9% 99.6% 33.5% Water 41.9% 99.6% 33.5%
TiE 58.0% 0.0% 66.4% Soil 58.0% 0.0% 66.4%
3= 0.2% 0.4% 0.1% Sediment 0.2% 0.4% 0.1%
[l
R _
E3EHERDT (2) #HIRf CIEEHEHY (2) valid with restrictions
E5EM D HIETAR L
\ Mitsui Chemicals, Inc. Mitsui Chemicals, Inc.
EIGES:S (61) (61)
3 75% :SIDSTURIRAUNIELTEELRER Flag : Critical study for SIDS endpoint
HEBYMER
CASES
HHEE
ER £:1992 Year : 1992
JERES ER—EYHE—EE—TE—K air — biota sediment(s) soil — water
ik IITALRNI T IZEBETE Calculation according Mackay, Level I
AEREN
HER
[t
ER a2 IN—F AR % Compartment %
ER 0.20 Air 0.20
7K 99.79 Water 99.79
TiE 0.00 Soil 0.00
=4 0.00 Sediment 0.00
SEME, Kt 0.00 Suspended matter, aquatic  0.00
4418 0.00 Biota 0.00
EEYDMHIK: Compound properties:
SF=: 851 g/EIL Molecular weight: 85.1 g/mol
JKAARE : 2.020 10E+5 g/m° Aqueous solubility: 2.020 10E+5 g/m°
RRE:14 10 E+1 Pa Vapour pressure: 1.4 10 E+1 Pa
AUY—BIEH: 5899 Pa*xm’/mol Henry's constant: 5.899 Pa*m®/mol
Log Pow: - 0.51 Log Pow : — 0.51
BE:25°C Temperature: 25 degree C
BT =g (2) KRR CIEREMEHY (2) valid with restrictions
{S3E T 0 | W R HL Mackay (1992)IZfto1=BHont-stE A%, Accepted calculation method according to Mackay (1992).
o Rohm GmbH & Co. KG Darmstadt Rohm GmbH & Co. KG Darmstadt
EEESS (42) (42)
[
34 IFRMEE SRR
AEROBIC BIODEGRADATION
HERYMER ZDMDHBRME other TS
CASES
HMEZ FHET EHRE R4 (Lot. PAL0299) ., #iFE : 99.3% WAKO Pure Chemicals Industries, Ltd. (Lot. PAL0299) Purity;
99.3%
ER AT HFRE Type : Aerobic
Hik 0ECDﬁ*fF5'f‘/301C"%Eﬁ‘ﬁ@ﬁ:ﬂ%IEMlTl%it%ﬁ( 1)”8 & |OECD Guide-line 301C “Ready Biodegradability: Modified MITI
UOECDF 1 K542/ 302C"“ A E #4714 B IEMITIFHER Test ()" and OECD Guide-line 302C “Inherent
(m)” Biodegradability: Modified MITI Test (I)”
HEEHAR 28 HE 28 day(s)
ETER EMEIE. JEEIME activated sludge, non—adapted
GLP [E3%) Yes
HBRETREE 1997 1997
HEREH <ARERER> <Original test>
-7i%; OECDH AR5 42301C “KES M AEIEMITIERER  |-Method; OECD Guide-line 301C “Ready Biodegradability:
(1)” Modified MITI TEST (I)”

-IEEHAR ;28 A

—iRE; 100 mg/L(EHEBRMEIZDLT)

GBANERER>

%ﬁﬁii;OECDﬁ*(Fﬁff‘/SOZC “RERE D EME ASEMITIER
ER(I)”

-IEEHAR; 28 A

—im ;30 mg/LGRERMIEIZDLNT)

—Contact time; 28days

—Concentration; 100 mg/L related to Test substance
<{Suplemental test>

—Method; OECD Guide-line 302C “Inherent Biodegradability:
Modified MITI TEST ()"

—Contact time; 28days

—Concentration; 30 mg/L related to Test substance




AEBRYMEEE 100 mg/L (GRERMEIZDLV\T) (OECDHAKS1>301C) 100 mg/L related to Test substance (OECD Guide-line 301C)
30 mg/L (GREEMEIZDLVT) (OECDH 1 F542302C) 30 mg/L related to Test substance (OECD Guide-line 302C)
EREE

EERE °C

HNEVEESVEE(mg/L) 7=)v Aniline
NEREATERE
NEREENAE
"R |
=R HEE %) HE ((OIEEED) WHEAB)
| SRR
| S fERE-2
| S fERE-3
| S FERE4
DERERL
LERERUNDIBERE S E
RUZO#E
HEWMEDT7, 14BEONRE |[THE =61% 7 day(s) = 61 %
14H B =74% 14 day(s) = 74 %
Z0ith fER: Result :
<AREAERD> <Original test>
- fREE; 24% (BOD), 32% (TOC), 31% (HPLC) —Degradation; 24% (BOD), 32% (TOC), 31% (HPLC)
GBNERER> <Suplemental test>
-5 fREE; 95% (TOC), 100% (HPLC) —Degradation; 95% (TOC), 100% (HPLC)
—$E R RE R E 5 MEinherently biodegradable —Results; inherently biodegradable
iEam REWHED RN inherently biodegradable
SERR
EEERT7 1) HIRLGLEREEHY (1) valid without restriction
{E381E O I TR HL
Hi MITI Japan MITI Japan
EIGES:S (55) (55)
ik 757% :SIDSTURRAU NI ES>TEELEER Flag : Critical study for SIDS endpoint
HERME A 11~14THE as prescribed by 1.1 - 1.4
CASEE
WMESE R - 99.4%; FNRE Purity: 99.4 %; unstabilized
JEIR AT IR Type : Aerobic
HiE OECDHARZ A 301E" 5 & S M  {EIEOECDRS')—=2% |OECD Guide-line 301 E “Ready biodegradability: Modified
HER” OECD Screening Test”
EE A
HETER EMHEIR activated sludge
GLP [R5V no
HBREITOLEF 1988 1988
HEREH
SBRMEEE 100 mg/L (DOC GAFA#RFR)IZDOLVT) 100 mg/L related to DOC (Dissolved Organic Carbon)
HERE

EHEE °C

SEEYE B LV RE(me/L)
SRERE R &

Y

B
RIRSREE (%) HE

SRR

1HE=3-5%

1day(s)=3-5%

SDRREE-2

3HE =14-16%

3 day(s)=14-16%

SRS

10 HE =78-96%

10 day(s) = 78 - 96 %

SRR

13EHE =96%

13 day(s) = 96 %

SRS

21 HE =98-99%

21 day(s) = 98 - 99 %

DR R

LREfER LS DA REAIE S &
BRUZDHER

HNEMENT, 14ABEHDHRRE

Z Dt

SEE 28 & TIT%

Degradation : 97 % after 28 day(s)

FE S0 readily biodegradable
R
[ EE = (2) IR CIEREMEHY (2) valid with restrictions

SRR D HIBTAR AL

HARSAVRER, RVY—=VJHER. FFGLP

Guideline study, screening test, no GLP.

o Rshm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
EIES:S (81) (81)
3 754 :SIDSTURRAUKZIELTEELRER Flag : Critical study for SIDS endpoint

3.5. BOD-5, CODZ#=[&BOD-5./CODLt
BOD-5,COD OR RATIO BOD-5/COD

3.6 EMIEHEYE
BIOACCUMULATION

HERMEH

CASEE

MEE

R

Hix
Eig

FOfth:LymanlZ{it>1-51&

other: caluculated according to Lyman




B O]

RERE

Bt AR

GLP

L\

no

RBRETF

2002

2002

DA E

SERS M

HERYE IR

XY E

BB R RO E

SHEBRARX A EE

| —|

ELE{TE
EEEEE ()
SHERPDEERYERE
i=HEfRE(BCF) 0.45 0.45
A~ TE 3K
B i
REY
. *%:A(Dﬂ'b.o)ﬁﬁg
o G
;";%R 1-F98/—)L/ KDECIZE (logPOW=-0.15)ZFL\T. log |The bioaccumulation potential is predicted from the 1-
BCF=0.76 X logPOW—0.23D XM S E Wi fiEiE % FBILT=, |Octanol/water partition coefficient (logPOW = —0.15) using the
BoNTBCFMS, ME D EMRMBHEE T RSN MN DTz,  |equation: log BCF = 0.76 X logPOW ~ 0.23
From the derived BCF no bioaccumulation of substance is
predicted.
BT = (2) HIRRF CIEREEHY (2) valid with restrictions
1S58 O FIBT AR
H B Mitsui Chemicals, Inc. Mitsui Chemicals, Inc.
HLEESS (41) (56) (41) (56)
& 7545 :SIDSTURRAUMZE-TEELRE Flag : Critical study for SIDS endpoint
SHERME R
CASEE
MEZE
EE N
5 ZDHh: LymanlZHEo1=5tE other: calculated according to Lyman
£
KEHE (H)
BREE R
HEtit HAR
GLP LMNE no
HBRETOEE 1982 1982
DA E
AEREN
WERME AR
tEEM
SEHEZRUSTAE
MBRARXEiE
e e —
ELE{TE
BEEEFE %
HAEBRPDOHEBRYERE
=R 2 (BCF) 0.24 0.24
BA - e TE 3K
ittt B RS
R
iﬂ)ﬂt@ﬁg
iE aff
JERR 1-F9%5/— )L/ K EZRE (logPOW:-0.15) ZFLAVT, log The bioaccumulation potential is predicted from the 1-
BCF=0.76 X logPOW—0.23 DX DEMEHEMEZEFBILT=, |octanol/water partition coefficient (logPow: —0.51) using the
/FoNT-BCFA S, ME DEMRMEIEE T RSNAEAN DTz,  |equation: log BCF = 0.76 * logPow 0.23
From the derived BCF no bioaccumulation of the substance is
predicted.
EFEMERO7 (2) HIFRF CIEFEHEHY (2) valid with restrictions
{SHETME D HI AR HL Lyman 5(1982)IZfE>1=3BH LN T-EtE AL Accepted calculation method according to Lyman et al. (1982).
H Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
EIGES:S (41) (41)

e




I ERA | FOER#EE (EU-RAR) JRX (EU-RAR)
-1 RADORMEN

ACUTE TOXICITY TO FISH

fthDFHERME
KISHIDA CHEMICALS CO., LTD (Lot No. D12358J) flifE >=

other TS
KISHIDA CHEMICALS CO., LTD (Lot No. D12358J) purity >=

HBME 98% 98%
F—1%
73 OECD HAKRSA> 203 "R %E, AHEHRR" OECD Guide-line 203 “Fish, Acute Toxicity Test”
GLP [EdR Yes
HERE T F 2000 2000
Oryzias latipes (238, %K) Oryzias latipes (Fish, fresh water)
BIE, R, HIEE f##A4&: Aichi Yatomi chiku fish farm (Z40, BA) supplier; Aichi Yatomi chiku fish farm (Aichi, Japan)
RER/N\SA—F— BIER BAKEBETRER TEST PARAMETER: mortality, abnormal behavior and
IURRAb abnormal
respiration
AERMEDITDEE Y Yes
YT T 0 RU 24B5/% SAMPLING: at 0 and 24hr
BB AE GCH & BHHBIE measured by GC
fEROME BT FE T—A%L no data
HEREN
_ KE/AE; 21.2 mm (18.7 — 22.9 mm), n=10/0.1392 g (0.0913 - [size/weight; 21.2 mm (18.7 — 22.9 mm), n=10/0.1392 g (0.0913
HBRADAH. AR KE 0.1855 g) -0.1855 g)

REBAKEHE-YDRKE

SEPETORZEARRR

CuS04-5H20 LC50 (96B%H) = 0.59 mg/L

CuS04-5H20 LC50 (96hrs) = 0.59 mg/L

IBIE R DEE; “Fh532”

feeding during acclimation; “TETRAMIN”

oAl JE{E; HERD 128 L LRI SHFUKTOIEILZES Zof= acclimation; acclimated to dilution water for more than 12 days
-~ before testing
FHHKR BRIE R L F=7KEK dechlorinated tap water
FEE; 41.0 mg/L CaCO3 hardness; 41.0 mg/L as CaCO3
ﬁ¥R7k0)1t$E4JT$§ pH; 6.8 pH; 6.8

HEBRFR(RCRERBR £TDFH
3

REFRZ 75450
HERP DL L, HEBRO24FM AT S EEE 5 X of=

stock of solution; no data
feeding during test; none, feeding was stoped before 24hr of
the test

AEBRYEDBERPTOREN

REBIE/BRIOBEEFORE |BRIIEALEA o no solvent was used
RERH L AHSRABER 3L glass vessel
&M 96 B 96 hourf(s)
Fikk= semistatic
= - [RSEER : HY Limit test : Yes
gz HWE T 5L aeration; no data
WK/ KSR 245 24hr
N [ n=10 n=10
B EHEYORY EH/ERDADE ; 1/10 number of replicates/fish per replicate; 1/10
FEIFETINTDUCELTRE |pH: 6970 pH: 6.9 - 7.0
RRUSBRIZETHKE BEEE%R: 64 - 11.3 mg/L DISSOLVED OXYGEN: 6.4 - 11.3 mg/L
HEREEEE 231-238°C 23.1 — 23.8 degree C
ERLT room light
D IKE 1685 - 8RFMHIC LD BARE Y AL 16hr — 8hr light—dark cycle
THAEREDHERZE
R
BREERE =FE; 0, 100 mg/L concentration; 0, 100 mg/L

RHRE

=1 EE/RARE: Table 1 NOMINAL/MEASURED CONCENTRATION:

BRERE SERIRE (mg/L) Nominal Measured conc. (mg/L)

(% RARE) [o]:=45E3 2405 Rk Eiy conc (% of nominal) Ohr* 24hr¥% mean
(mg/L) (mg/L)

avko—)L <05 <05 Control <05 <05

100mg/L 90.5(90.5)  94.4 (94.4) 92.4 100mg/L 90.5(90.5)  94.4 (94.4) 92.4

*: Hi-IcABELE-HBAR
*k; 4 RBROABRBR

* ; freshly prepared test solution
*%; test solution after 24hr exposure period

EXET L e

RIERCEROR

HETRIER

R

SEIK: 100 mg/LTEE [FHLNEH o1

SYMPTOMS: none of abnormalities at Control and 100 mg/L

MEBRICHITHETE

HEEADEE: 30— LR U100 mg/LTHLNIEAST-

EFFECT OF MORTALITY: none at Control and 100 mg/L

EERIE

ZDDBREER

FEam

#£5 (96h-LC50)

LCO : > 100 Eifl/F%E me/L
LC50 : > 100 3=:AI/3% € me/L
LC100 : > 100 3=:8I/5% % me/L

LCO : > 100 measured/nominal mg/L
LC50 : > 100 measured/nominal mg/L
LC100 : > 100 measured/nominal mg/L

EREERa7

(1) HRG<IEREHY

(1) valid without restriction

F—RAT41

{ERE D HIWIIRERL




BREDRE, AR, KE

s EA Japan EA Japan

5| FAX#EK (29) (29)

HE 757 : SIDSIZEDTEERIVRRAUb Flag : Critical study for SIDS endpoint
HERME 1.1 - 1415 H as prescribed by 1.1 - 1.4

E—1%

Bk fh: BEBD2MESE, DIN 38412 Teil 15 other: Acute toxicity for fish, DIN 38412 Teil 15
GLP [E{8) Yes

REREITOE 1987 1987

AIE. R HRE Leuciscus idus (Fa$8, %K) Leuciscus idus (Fish, fresh water)
IVERAE

ARMEDITDEE

RERMED A E T—HHL no data

:‘f*ﬁ%@-’ﬁf%‘l‘ﬁg i F &

AEBRRAKEH-VOAKE

SEYE TORZHABRER

Lo AlLEH

FHHKIR

HRKDIEFRMEE

HRAR RORE SR EZOH
7

HBRMEDBATCOEEE

BN/ BHOEREZDRE

REDH

SEHME 48 BFfE 48 hour(s)
AERAHK 1E7K= Static
k= /KSR

HH, ELEYRAR

FENBRINDEELTRE
REUXEBXICHITHKE

S ER IR FE #

HREADIKAE

FHRFEREDEFETE

faR

RERE

ERRE

E)EJNEA kS

FHECEQR

HMETAIEER

SEIR

MEBXICHTHETE

EERS

ZDMDEREFER

aam

#&2R (96h-LC50)

LCO : =933 mg/L
LC50 : = 2730 mg/L
LC100 : = 7989 mg/L

LCO : =933 mg/L
LC50 : = 2730 mg/L
LC100 : = 7989 mg/L

EEERa7 (2) HIRfTETIEREEHY (2) valid with restrictions
F—RET1
HERFIEXEBZEAER A THAGLPIZERL TILVD Test procedure in accordance with national standard methods
{EFE T4 D I BT IR L with acceptable restrictions, GLP.
faal:::H Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
HEESS (91) (91)
sz 757% SIDSIZESTEERIVRRAU+ Flag : Critical study for SIDS endpoint

4-2 KEJREHBY~OIUSHEWBIRFIID )
ACUTE TOXICITY TO AQUATIC INVERTEBRATES (DAPHNIA)

HEBENORR, WLE, RS

7

lIB1E 5 D EE; Chlorella vulgaris, 0.1 — 0.2 mgC/ B /{A{X
lE1E; 21 BFE
HERPOEE L

HhDHERME other TS
HERYE KISHIDA CHEMICALS CO., LTD (Lot No. D12358J) #lifE >= KISHIDA CHEMICALS CO., LTD (Lot No. D12358J) purity >=
BR 98% 98%
H—1t
Hi% OECD AR5 202 OECD Guide-line 202
GLP &Ly Yes
HEREToLE 2000 2000
Daphnia magna (FR3R%8) Daphnia magna (Crustacea)
EiE. Rk, HiAE {#£443; National Institute of Environmental Studies (B Z) supplier; National Institute of Environmental Studies (Japan)
IVRRA - Wik HE immobility
HBENEDATDEE HY Yes
- . YT T HERERREF SR T B SAMPLING: at start and end of test
HEBMEOAIHITIE GCIZ&LBAIE measured by GC
RO R T—AHL no data
A

feeding during acclimation; Chlorella vulgaris, 0.1 — 0.2
mgC/day/individual

acclimation; 21 days

feeding during test; none

SEYETORZMHARBER

SHEYE: K2Cr207 EiC50 (4885[) = 0.60 mg/L

REFERENCE SUBSTANCE: K2Cr207 EiC50 (48hrs) = 0.60
mg/L




R ERBALA B D S &R 2485 R 5 3R 535 D R R EAD Daphnia magna [juvenile Daphnia magna less than 24hr old
FHHKIR M4 medium (refer to OECD-TG 211)

TEE; 249 mg/L CaCO3 hardness; 249 mg/L as CaCO3
FRKOIL2MMEE oH: 83 oH: 8.3

HERAR(RURERR LZTOR
®ix

REFEBRR T—HGL
HERARDITH L

stock of solution; no data
renewal of test solution; none

HEBRYEDEERPTOREN

R/ BHOEREZDRE

BEIIFEALEA T

no solvent was used

RBAH 100 mL A5 RARI/AD 100 mL RERA R 100 mL test solution in a 100 mL glass vessel
E4ME 48 BFfE 48 hour(s)

o . 1EK= Static

HERAH BRI - HY Limit Test : Yes

B, 1ELEYOHBREYH EH/E#HT-YDEIK; 4/5 number of replicates/individual per replicate; 4/5

SBXESENBREINF= DAL [PH: 7475 pH: 7.4 =75

L1EERICEITEKE BFEER: 84 -89 mg/L DISSOLVED OXYGEN: 8.4 - 8.9 mg/L

RBREERE 19.9-206°C 19.0 - 20.6 degres C

\ e EALT room light

BHORE 16B5RA - 8RRIC LDBAREH 1oL 16hr — 8hr light-dark cycle

iiﬁfﬁﬂﬁfﬁfgd)ﬁﬁjﬁi

i

BEEE 0, 1000 mg/L 0, 1000 mg/L
xR HRE/FRARE Table NOMINAL/MEASURED CONCENTRATION
BRERE. ERARE (mg/L) Nominal conc. Measured conc. (mg/L)
(mg/L) (% B%7E) (mg/L) (% of nominal)

OB+ ABEFfH iy Ohr* 48hriok mean

KRRE avkE—iL <05 ! Control <05 !
1000mg/L 984.7 (98.5) 892.6 (89.3) 9375 1000mg/L 984.7 (98.5) 8926 (89.3) 9375
*; FizICAEL-HBRIAR * ; freshly prepared test solution
*x; RFISIFHZ DHERBTR *¥; test solution after 48hr exposure period

E ik B 3
24hr EiC50 > 1000 mg/L 24hr EiC50 > 1000 mg/L
48hr EiC50 > 1000 mg/L 48hr EiC50 > 1000 mg/L

RREEKAEROE 48hr NOEIC > 1000 mg/L 48hr NOEIC > 1000 mg/L

SRR S aAVrA—)LELTV1000 mg/LRER THIEH L U5HEKEZE X |No mortality and immobility at Control and 1000 mg/L of 2-

HoNIEhDT=, Methyl-2-propenamide.

EE

MEXICEITORISITZ I

WREIZHITHREDHLEDE

aam

#% B(48h—EC50)

NOEC : > 1000 S238I/3% E me/L
ECO : > 1000 38I/5%E me/L
EC50 : > 1000 S2:1/5% E me/L
EC100 : > 1000 3=:8I/5% € mg/L

NOEC : > 1000 measured/nominal mg/L
ECO : > 1000 measured/nominal mg/L
EC50 : > 1000 measured/nominal mg/L
EC100 : > 1000 measured/nominal mg/L

ST (1) #FIRRZELIEEBEDY (1) valid without restriction
F—RE8T1

{E3E1E O HI IR HL

faal:::H EA Japan EA Japan

5| AX#EK (26) (26)

EE 757% :SIDSICES>TEERIVRRAUE Flag : Critical study for SIDS endpoint

4-3 KEEY~DOEHE (BIZITER)

TOXICITY TO AQUATIC PLANTS e. g. ALGAE

thDHERME other TS
SERE KISHIDA CHEMICALS CO., LTD (Lot No. D12358J) fiiff >=  |KISHIDA CHEMICALS CO., LTD (Lot No. D12358J) purity >=
o 98% 98%
E—TE ‘
#iE OECD AR5/ 201 "&%E AREEAR" OECD Guide—line 201 “Algae, Growth Inhibition Test”
GLP [FLy Yes
AEBREITOIE 2000 2000

Selenastrum capricornutum (GE38)
7&; ATCC-22662

Selenastrum capricornutum (Algae)
strain; ATCC-22662

4t
LV R e {438 American Type Culture Collection supplier; American Type Culture Collection
RTTIN BREE growth rate
TURRAE AR E (MRaE/mL) cell concentration (cells/mL)
EHEERICANV-T—2NDiESE
AERMEDITDEE »HY Yes
R . YT 0, 24, 48, 12858 SAMPLING: at 0, 24, 48 and 72hr
HBRMEODTAE GCIZ&LBAIE measured by GC
FIRE R UTIRE; Yukms StatLight #3 “— >t EbE" F&t-test; Yukms StatLight #3 “Pairwise Comparisons

RO BITTE

Bt

BEONEEDOHER IR

HERI SR CORBM AT E

BRIR RS HAARERE; 1X10E+4 HAREEL/mL
JIE1E; 3 days

initial cell concentration; 1X10E+4 cells/mL

acclimation; 3 days




SEYBETORZMHARBER

SEBYE: K2Cr207 EbC50 (728FRS) = 0.52 mg/L

REFERENCE SUBSTANCE: K2Cr207 EbC50 (72hrs) = 0.52
mg/L

KR

B FRIEE

R (RUBEER) LT OH
Wi

HERAR T %L
HERARDIEZEHIMEE: OECD medium

stock of solution; no data
TEST MEDIUM CHEMISTRY: OECD medium

HERMEDBRRP TOREN

RN/ BHOEREZDRE

BE|EFERALEA ST

no solvent was used

ZABEDRELT300 ML=ATF5 X0 [THERBRI100 mLEA

100 mL medium in a 300 mL Erlenmeyer flask with a porous

RERH hiz plug
SR 72 hour(s) 72 hour(s)
e X FRAREAER: HY Limit test : Yes
HEBEAHX IRESHEE; 100 rpm shaking; 100 rpm
B 3 3

pH:

BHRERODLGLELTEITE TS
HERFIRRF SRR TR DKE

pH:

WIEEER; BAsAEF 7.0 - 7.3, 8 TR 8.1-86
BhnEtER; BASARF 7.3 - 75. 8 T 89- 90
KREDOFEFLEM T,

original test; 7.0 — 7.3 at start, 8.1-8.6 at end of test
supplemental test; 7.3 — 7.5 at start, 8.9 — 9.0 at end of test
no adjustment during exposure period

#IEERER; 21.8 - 22.8 (F1Y 225) °C

original test; 21.8 — 22.8 (mean 22.5) degree C

FAERR EEEE BANEKER; 21.2 - 23.0 (1§ 22.5) °C supplemental test; 21.2 — 23.0 (mean 22.5) degree C
e 4,000 - 5,000 lux 4,000 - 5,000 lux
BB IKRE bt =09 continuous
EHAEREDHESE
ER _
e 0, 1000 mg/L (#)[EIEXER) 0, 1000 mg/L (original test)
HRERE 0, 556 mg/L (GBINELER) 0, 556 mg/L (supplemental test)
= 1 RE/RARE Table 1 NOMINAL/MEASURED CONCENTRATION
BERE SEARE (mg/L) Nominal Measured conc. (mg/L)
% BRTERE) conc. (% of nominal)
(mg/L) O I T2BF R (mg/L) Ohr 72hrkx
<FNEEER> <Original Test>
SRR arka—iv <0.5 <0.5 Control <0.5 <0.5
R 1000mg/L 1011 (101.1) 926 (92.6) 1000mg/L 1011 (101.1) 926 (92.6)
GBEMEER> <{Supplemental test>
avka—)L <0.5 <0.5 Control <05 <05
556mg/L 599 (107.7) 556 (100.0) 556mg/L 599 (107.7) 556 (100.0)
* BRBARE +x 18 T B * sinitial **:final
% 2 Selenastrum capricornutum O T HMAEE Table 2 AVERAGE CELL DENSITY OF Selenastrum capricornutum
RERE HARAZEE (1x10E+4 $#HRE/mL) Nominal conc. Cell Density (1x10E+4 cell/mL)
(mg/L) OFFRE  24B%Rd 48BFRE 7285/ |(mg/L) Ohr 24hr 48hr 72hr
<HIEIEER> <Original Test>
R arka—)L 1.0 55 34.7 201.6 Control 1.0 55 34.7 201.6
> 1000mg/L 1.0 50 30.6 197.3 1000me/L 1.0 50 30.6 197.3
GEANEER> <Supplemental test>
arka—)L 1.0 5.2 335 204.4 Control 1.0 5.2 335 204.4
556mg/L 1.0 5.3 40.6 2122 556me/L 1.0 53 40.6 212.2
% 3 FHYRERE Table 3 AVERAGE GROWTH INHIBITION
RERE PHE Nominal Inhibition
IY7ik REER REE conc. area method growth rate growth rate
(mg/L) (0-728%5R)% (24-48B5RE%  (24-T2BERE%  |(mg/L) (0-72hr)% (24-48hr)% (24-72hr)%
<HEIFRER> <Original Test>
ERBEEE®) arvka—)iL = = = Control - - -
1000mg/L 482 1.59 -2.08 1000mg/L 482 1.59 -2.08
GBNERER> <Supplemental test>
avka—)L = = = Control = = =
556mg/L -7.99 -9.36 -0.34 556mg/L -7.99 -9.36 -0.34

FRERICEFTLHERMIR

ZTOMERTIER
I')7;%; EbC50 (0 — 72%fE ) > 1000 mg/L area method; EbC50 (0 — 72hr ) > 1000 mg/L
NOEbC (0 - 72B%f& ) = 556 mg/L NOEbC (0 - 72hr ) = 556 mg/L
rate method; ErC50 ( 24 — 48H%f& ) > 1000 mg/L rate method; ErC50 ( 24 — 48hr ) > 1000 mg/L
AR NOErC ( 24 - 48B%f& ) = 1000 mg/L NOErC ( 24 - 48hr ) = 1000 mg/L
ErC50 ( 24 — 7285 ) > 1000 mg/L ErC50 ( 24 - 72hr ) > 1000 mg/L
NOErC ( 24 - 72B%f& ) = 1000 mg/L NOErC ( 24 - 72hr ) = 1000 mg/L
SMNEXTOERIEZLH,
SRS TEIREDELHEDE
HEEm
#& % (ErC50) EC50 : > 1000 3E8I/5%E mg/L EC50 : > 1000 measured/nominal mg/L
#& R (NOEC) NOEC : = 556 ZEI/5%E ma/L NOEC : = 556 measured/nominal mg/L
(S EERa7 (1) HIREEEEDHY (1) valid without restriction

*—2RE3T4




{ERE1E O HI BT AR AL

| EA Japan EA Japan
5| FAX#E (28) (28)
e 757 : SIDSIZESTEERIVRRAUk Flag : Critical study for SIDS endpoint

4-4 WEM~OEH BIZIENITYT)

TOXICITY TO MICROORGANISMS e. g. BACTERIA
HERME 1.1 - 1415 H as prescribed by 1.1 - 1.4
E—1%
Hik {th: Bringmann and Kuehn, DIN 38412 Teil 81Z#E#L other: according to Bringmann and Kuehn, DIN 38412 Teil 8
ARERDIELE fth: HIE other: bacteria
GLP gL No
HEBRETOF 1988 1988
EX Pseudomonas putida (FHTE) Pseudomonas putida (Bacteria)
AERMEDITOEE T—H%L no data
RERMED A HAE
REHME 16 B 16 hour(s)
AR
1] |
B
TR HBRARDAE LS BRERMICKYIEMLT- Remark : The turbidity of the solution was increased by the
. 20000 % ) 40000 mg/LIZEWTHEEMNENALNT-. degradation products.
ER Inhibition between 20000 and 40000 mg/L.
[t
FER(EC50%) EC10 : > 10000 mg/L EC10: > 10000 mg/L
EREERTT ) %Rt TEEEHY (2) valid with restrictions
F—RET4 AERFIEFERZEEERLTD Test procedure in accordance with international standard

methods with acceptable restrictions.

{ERE D HI WL
Higg

Réhm GmbH & Co. KG Darmstadt

Réhm GmbH & Co. KG Darmstadt

5| ARk (84) (84)
=
4-5 KEEY~DIEEHME
CHRONIC TOXICITY TO AQUATIC ORGANISMS
A BADIEMEMN
CHRONIC TOXICITY TO FISH
B. KEJEBEHBYA~DIRIESM
CHRONIC TOXICITY TO AQUATIC INVERTEBRATES

thORBRYME other TS
= KISHIDA CHEMICALS CO., LTD (Lot No. D12358J) fliE >= KISHIDA CHEMICALS CO., LTD (Lot No. D12358J) purity >=
HEBRmE 98% 98%
E—1%
53 OECD HARSA> 211 OECD Guide-line 211
GLP [ESS) Yes
HEREIToLE 2000 2000
HERAEME Daphnia magna (FB5%%8) Daphnia magna (Crustacea)
HEYEOLITOEE 35 Yes
= . REHMGEAR daily during exposure
HBMEOIH A GCIZ&LBAIE measured by GC

FYEES reproduction rate

B/ 55—

B —BORTEAK. ERilk. EENR TEST PARAMETER:

R -FR; H—ERISHTHFDOEK. FORRTH. FTE —parents; number of dead parental Daphnia magna per day and
TIURRATE abnormal behavior and appearance
—juveniles; number of juveniles produced per adult, number of
dead juveniles and aborted eggs

HEEDOHHRTEE FRERUTIRE; Yukms StatLight #3 “—xEbER “ F&t-test; Yukms StatLight #3 “Pairwise Comparisons “
HEREH |
BFIER O E &

BiFlOEE. RE. BIFIMERO
i

HEREE 19.7 - 206 °C 19.7 - 20.6 degree C
pH 75-8.0 75-80
BEEE
{48, EMIREMZEAT (BA) supplier; National Institute of Environmental Studies (Japan)
R i, 2485 51 5 3R 575 0D ok R EA DD Daphnia magna age; juvenile Daphnia magna less than 24hr old
1L D EE; Chlorella vulgaris, 0.1 - 0.2 mgC/ B /{E{& feeding during acclimation; Chlorella vulgaris, 0.1 — 0.2
lE1E; 3 - 438 mgC/day/individual
e - EAERR D EE; Chlorella vulgaris, 0.1 - 0.2 mgC/ B /A acclimation; 3 — 4weeks
HBEMOER SHEYE: K2Cr207 EiC50 (48H8]) = 0.60 mg/L feeding during test; Chlorella vulgaris, 0.1 — 0.2
mgC/day/individual
REFERENCE SUBSTANCE: K2Cr207 EiC50 (48hrs) = 0.60
mg/L
K OECD HARZ1Y 211 DiBEHR medium on OECD Guide-line 211
ERADIL 2T TEE; CaCO3 254 mg/L hardness; 254 mg/L as CaCO3

pH; 7.6

pH; 7.6




HEBAR(RUREFEBRR) EZDHA 1%7?5"5‘77&; T—H%HL stock of solution; no data
5 HRERR RO E3ME renewal of test solution; 3 times a week
HEYEOBRRTTORENE
SRRBF/ARIOBEEETOEE |[BRIIFFERLEA ST no solvent was used
ZHE 218 21 day(s)
RBDH® 100 mLAS AR ERIHER AR 80 mLEAMNT 80 mL test solution in a 100 mL glass vessel
EH, 1B Y-YDREBREYE B/ E R &HT-Y DEASR 10/1 number of replicates/individual per replicate; 10/1
ERLT room light
L 168575 - SEERIC EDBAREH (4L 16hr — 8hr lightdark cycle
SRR S BAEEIN =D s |BFEESR: 80 - 9.1 me/L DISSOLVED OXYGEN: 8.0 — 9.1 mg/L
H1RERICBITAKE FE[E: 245 - 254 mg/L as CaCO3 HARDNESS: 245 — 254 mg/L as CaCO3
THAEREDHERZE
&R
R =FE; 0, 100.0 mg/L concentration; 0, 100.0 mg/L
=1 HE/EARE: Table 1 NOMINAL/MEASURED CONCENTRATION:
BE SEALRE. (mg/L) B8 Nominal Measured conc. (mg/L) Time
BE 0B 2H 6H 8H 15H 17H mE conc. Oday 2day 6day 8day 15day 17day weighted
* *% * *%k * *%k Iy * *% * *xk ¥ *%k mean
S arkA—)L <05 <05 <05 <05 <05 <05 <05 Control <05 <05 <05 <05 <05 <05 <05
RARE 100.0mg/L 925 913 995 936 1041 1002 969 100.0mg/L 925 913 995 936 1041 1002 969
% ERFERE 925 91.3 995 936 1041 1002 969 % of nominal 925 913 995 936 104.1 1002 96.9
*; FizICAELHEBRBAR * ; freshly prepared test solution
*; RERASEFE R OHERAR *%; test solution after 48hr exposure period
ERRE D
RIEME K BEE 3
RIBEFH _
MRXICH TSRS FZE LA,
EEMTE
HEBOZLM
BT —45 G EFFECT DATA (PARENTS)
21H LC50 > 100.0 mg/L 21day LC50 > 100.0 mg/L
BT 45 (%58 EFFECT DATA (REPRODUCTION)
21H EC50 > 100.0 mg/L 21day EC50 > 100.0 mg/L
21H NOEC > 100.0 mg/L 21day NOEC > 100.0 mg/L
218 LOEC > 100.0 mg/L 21day LOEC > 100.0 mg/L
KREPOZINOH NUMBER OF WINTER EGGS DURING EXPOSURE
I kA—)LE T 100.0 mg/LTE BRI A A ST none of winter eggs at Control and 100.0 mg/L
R 2 REX2VBEHOHIDV DO RERTHEBIEE Table 2 CUMULATIVE NUMBERS OF DEAD PARENTAL DAPHNIA
AND
BRERE P AmE ETE %) MORTALITY AFTER EXPOSURE OF 21DAY
arvka—)L 1 10 Nominal Conc. Number of dead ~ Mortality (%)
100.0mg/L 2 20
Control 1 10
100.0mg/L 2 20
% 3 H)E FE IR Table 3 TIME (day) TO FIRST BROOD PRODUCTION
RERE RRES. EHA Nominal vessel no. Mean day
12 3 4 5 6 7 8 9 10 Conc. 1 2 3 4 5 6 7 8 9 10
avkOo—)L 8 11 7 18 8 20 13 10 — 11 118 Control 8 11 7 18 8 20 13 10 — 11 118
1000mg/L 13 17 - 8 11 7 1117 11 - 119 1000mg/L 13 17 - 8 11 7 11 17 11 - 119
JER
%4 RETPOFRBEAEHYOEFOFHRBEHRVEEE Table 4 MEAN CUMULATIVE NUMBER OF JUVENILES PRODUCED
PER ADULT AND INHIBITION RATE DURING EXPOSURE
BRE =]
R 1-6 7 8 9 10 11 12 13 14 15 16 |Nominal DAY
Conc. -6 7 8 9 10 11 12 13 14 15 16
avkO—)L 00 02 09 09 1.3 40 40 124 184 184 254
1000mg/L 00 04 09 09 09 38 38 48 68 68 68 |Control 00 02 09 09 1.3 40 40 124 184 184 254
1000mg/L 00 04 09 09 09 38 38 48 68 68 68
BE A Fi9+/-SD.  [MEEER
R 17 18 19 20 21 (%) Nominal DAY mean+/-S.D. Inhibition
Conc. 17 18 19 20 21 rate (%)
avkO—)L 391 39.4 438 642 666 66.6+/-39.72 -
1000mg/L 316 31.6 31.6 66.1 66.1 66.1+/-16.85 08 Control  39.1 39.4 438 642 666 666+/-39.72 -
100.0mg/L 31.6 31.6 316 66.1 66.1 66.1+/-1685 0.8
x5 RBETORBERSH-YDRBEFH Table 5 CUMULATIVE NUMBER OF JUVENILES PRODUCED PER
= = ADULT DURING EXPOSURE
&E BHRES A&t
R 1 2 3 4 5 6 7 8 9 10 Nominal. vessel no. Total
Conc 1 2 3 4 5 6 7 8 9 10
avkO—)L 51 71 42 24 109 7 114 66 - 115 599
1000mg/L 39 74 - 51 57 78 92 64 74 - 529 Control 51 71 42 24 109 7 114 66 - 115 599
1000mg/L 39 74 - 51 57 78 92 64 74 - 529

&h |




EC50 : > 100 :BI/5%E mg/L EC50 : > 100 measured/nominal mg/L

#558 (EC50) LC50 : > 100 E81/3%5E meg/L LC50 : > 100 measured/nominal mg/L

NOEC : > 100 ZE8l/5%E mg/L NOEC : > 100 measured/nominal mg/L

#&2 (NOEC. LOEC) LCEC : > 100 S8I/5%F mg/L LCEC : > 100 measured/nominal mg/L

EEMHXa7 (2) #IRRfT CIEREMHY (2) valid with restriction

X—22T1

{2581 O HI IR HL

s EA Japan EA Japan

5| FAXER (27) (27)

= 75% SIDSIZESTEERIVRRAUb Flag : Critical study for SIDS endpoint

4-6 BEELEM~DEN
TOXICITY TO TERRESTRIAL ORGANISMS

A BREEY~DEE
TOXICITY TO TERRESTRIAL PLANTS

B. TEAM~DEHM
TOXICITY TO SOIL DWELLING ORGANISMS

C. MOIMWIEEERE (REEET)~OEN
TOXICITY TO OTHER NON-MAMMALIAN TERRESTRIAL SPECIES (INCLUDING AVIAN)

-1 EEEM~DENE
TOXICITY TO SEDIMENT DWELLING ORGANISMS

4-1 EMEMBET=L)T (BMERICILEWESTD)
BIOLOGICAL EFFECTS MONITORING (INCLUDING BIOMAGNIFICATION)

4-8 EFRNMETIRETE
BIOTRANSFORMATION AND KINETICS

4-9 BMEHR
ADDITIONAL INFORMATION

HEBEYME

E—1%

Vab:

1 |

[l

EEERa7

F—RET1

{E5EM D HI TR L

;8 Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt

51Xk (22) (22)
IEHMEDDTESLVKT TV ERESNT-#FEE |Pseudomonas aeruginosa and Chromobacterium sp., Bacteria
(Pseudomonas aeruginosa) & U OENITYDLRE isolated from soil and water samples around industrial sites

£ (Chromobacterium sp.) l&. A2V )L 7R % Rk ZFRBREL THIFA |were able to use methacrylamide as carbon source.
AEETH S,

HERYER

CASES

TS

SEIR

Vb

Hik A HARSAY 247 RSN Type : Cytotoxicity

GLPE&

MEREITO-E

SEREN

R
— AR B KK D LS Tdp HAdineta vagaDREIZxt T B A441)  |The cytotoxic effects of methacrylamide on the embryos of
V7SRO EEERET Lz, the common freshwater rotifer Adineta vaga was studied.
BEAZDY I TIRFEE T TH~6BM A Fa1_X—KLIzEZ  |When eggs were incubated for 5 to 6 days in the presence of
2. BB DE & ILEEITIKFEL=, ED50%%FEHSE S7= |methacrylamide, the percentage of the eggs hatched was
DITHELEELFD A% LT IREEIL0.04 MEHETE S |depended on the concentration. The estimated approximate

R T=o COHEERX. SYEDKNE FEEBEMZMAIZ3 35 A2 |concentration required to kill 50 % of the embryos was 0.04 M
YILZ IR DA EEIZEI T BHayashin (19894F) MEREE—  |methacrylamide. This sequence is identical to that reported by
HTd, Hayashi et al. (1989) for the cytotoxicity of methacrylamide

towards cultured neuronal cells from brains of rat embryos.

#5 5

#55m

JERR

[l (2) HIFRF=TIEERHY (2) valid with restrictions
RERCDVWTELERHINTILNS, — BRI LR BIZ %7 [Study well documented, meets generally accepted scientific

[E3EM D IR R LT3, GLPOFHBEICK YR ZESh TS principles, accepted for assessment.

ik Rohm GmbH & Co. KG Darmstadt Rohm GmbH & Co. KG Darmstadt

51 A3k (FT3Xik) (36) (120) (36) (120)

Bz RET EMBREDIST 2B, EREISAD




| HE%

| FOER#EE (EU-RAR)

JR3Z(EU-RAR)

5-1 MO RT1UX. RE. 2
TOXICOKINETICS, METABOLISM, and DISTRIBUTION

HERYMEH

CASES

MEE

R

bab:

BiE/AARZA

84T

Type : Distribution

SERTZRE

GLP@E &

HEREB Lo F
5 DEERE

HERBMH

PREEIRRE

A ACESiUb=))

w58

e

ERISEESN-E

Bt 2

IR

| B A 6

REHEY

[R#{ZEY CAS No.
#E

YR I RADI4C- A2 9 LT IRERERARE %, 30 #%
M& 1.1 %

[RGB SSREA R E SN T=. 8 EDIRETREL.

After i.p. administration of 14C—-methacrylamide to male ddY
mice, radioactivity was determined in different organs 3
minutes after dosing. The distribution of radioactivity in

K 2.4 % different tissues was as follows:
N 2.8 % Blood 11.1 %
fiti 8.0 % Cerebrum 2.4 %
DM 6.7 % Cerebellum 2.8 %
FFhig 12.6 % Lung 8.0 %
StEAGER B 33.2 % Heard 6.7 %
RER iRt 8.3 % Liver 12.6 %
R 50% Kidney 33.2 %
BERS AR 4.8 % Spleen 8.3 %
| Testis 5.0 %
FHDIRETEEDS % (FA /A EFEEL T L=, Gastrocnemius 4.8 %
muscle
5 % of the radioactivity in the lung was bound to protein.
(5
fERTE
ERETE D H TR
Het Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
5| FA3CHR (SE3XAR) (46) (46)
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CASEE
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HiEkAHARSAY 247 Kt Type : Metabolism
R AE
GLPE&
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HHRAKE
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ERICBEESN-E
Rk e
BEUAR
| £ AR AR 3
(R EY)

REBEH CAS No.
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HERER

FEREHIYTIRBLUTT//NILES—ILFELF-ifddY<
DADRFTHAY—LERWNT, A9 ILTIFO/UERAR
HEBRE LIz, GCAICLYI DD RBEMHNRE SO A
RE X TELM oT=,
RESNE-RBOFEEERIILUTOEY TH>f=:Km=2

mM; Vmax=2.75 nmole/mg protein*min

T/ NIVER— )LFBICI>TREE HISH2fE IR LIS
EMD A IILTIEORBIEF IO LP-45012(KFT HT
ENTRBEIND, TILAFA VNSV RTIS—EEELI IR
AR ILREMEAZ DY L TIREHRENTI ¥
R—rFBE, A9 LT IR (Ein vitroGETR T ILEFF &
HLRIGLT=,

B

FEam

In vitro—metabolism of methacrylamide was studied using
hepatic microsomes of untreated and phenobarbital induced
male ddY mice. One metabolite was detected by GC analyses
but could not be identified. Rate constants for the metabolism
were determined: Km = 2 mM; Vmax = 2.75 nmole/mg proteine
* min. Phenobarbital induction increased the reaction rate
about 2—fold suggesting a cytochrome P-450 dependent
metabolism. Methacrylamide also reacted with reduced
glutathione in vitro when incubated in the presence of a mouse
liver cytosol preparation containing glutathione transferases.

EEtt

{E3E 1 D HIHIIRERL
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Réhm GmbH & Co. KG Darmstadt

Rohm GmbH & Co. KG Darmstadt
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(112)

(112)

%

HEYES

CASES
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HiE

HEA ARSI

B47 K

Type : Metabolism

SERAZAE

GLPE S

HEBREHS Lo F

LR Q B

iz

HERENY - R iR

£

HREEE

Eih

£35S

HEREMH

IR

3815 (AT

®B58

#iatFi&
I

R

IRl

E¥ CAS No.

#ER

HERAER

ABHY VT IRET IVAF T D Z R R & E TE #k (pH: 7.3,
mE:37°C, BEFRIT L BfEEL ) (£0.014 [*mol-1*min-1&JE
;ﬂfga HMRORBELOEERIGITEFTESILNRE

FEE

$EE

The rate constant for the 2 nd order reaction of methacryl—
amide with glutathione (pH: 7.3 and Temp.: 37 degree C)
without enzymatic catalysis was very low: k = 0.014 I*mol—
1*min—1 suggesting that direct reaction with cellular
nucleophiles is negligible.

EaEtt
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Réhm GmbH & Co. KG Darmstadt
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(33) (39)
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Type : Metabolism
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ERER AR B

=
§i

S8 2E
REED CAS No.

EN

R

HERER

ERRZEL: 10:ERIZH =512 E FaRIGRER (pH: 7.0;58
E:371°C)IZBWT, A9 ILTERIX2-TAX 7T /OUF
flX2-THAFX IO FOUFRIEFIDUEEA LGN o1,

Biotransformation in vitro: Methacrylamide did not bind to 2—
desoxyadenosine or 2—desoxycytidine or thymidine in an in
vitro reaction experiment (pH: 7.0; Temp.: 37 degree C) over 10
weeks.

S OHRRE
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5| FA SRR (FT3XHR)

(46)

(46)
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Type : Metabolism
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[REEEY

@E% CAS No.

#ER

A291) LT 2R LAY Y D R E =[S EWistarS v D fZ 4~ 0

Methacrylamide did not have an influence on lipid peroxidation

SHERGER VY—LRIZE T DI BERILICEEERIZTSHE M 0T, in lung microsomes of male ddY mice or male Wistar rats.
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Type : Other: Distribution, Excretion
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SAHLUHEM

RETIER L 1=14C- A2 91 LT SR (15% KB R) =R >
A FICHRIRNIESERDODMERE LTz, 4B H&ICSFES
FHABAOKRSEEEEE L, RELEHIXFEP TRY
=< ROTIE. B, 208 KUh TEMN oz D .
b, & BHRE LU TOBITEELIEMN o1z, REHEHE
DRES (FAED86%) [F24RFRE LARIZR M S HE S =, I
KB D14C-CO2(ELIEE DM >T=(1%) o

RINE LU

R RS RN -

W= a9 ERAVCTHAEEH TEIUIEREHEHT
T14C- 229V L TSRO RIERIN (585 LU 15%KER, 155F
1215304 ) #5-ME L 1=, 24R5R1R . KEBH D IRSHEEIXE R
LR BE Lz, BERLEERBOA—FSS4 5 5T74—I2&
Y. EEBRNICBITREREN RSNz, TOMOMB I TELE
DGHEENRE Iz, RS EEEFEPTRIEL. T
hDRBEAN TIEREEED I —ICH LTz, BAEEHT

Distribution and Excretion Distribution of radiolabelled 14C—
methacrylamide was studied in male Japanese white rabbits
after i.v. administration (15 % in water). Radioactivity was
determined in different tissues after 24 hours. The highest
concentration of radioactivity were found in the liver, followed
by serum, kidney, total blood and lung. Lower levels were
observed in the heart, brain, sciatic nerve and muscle. Most of
the radioactivity (86 % of the dose) was excreted with the
urine within 24 hours. Expired 14C—CO2 was very low (1 %).

Absorption and distribution Skin absorption: Skin absorption of
14C—-methacrylamide was studied in male Japanese white
rabbits under both occluded and unoccluded conditions (5 and
15 % in water, for 15 or 30 minutes). After 24 hours the
majority of the radioactivity remained at the application site.
Autoradiography of the treated skin showed an accumulation in
the hair follicles. Small amounts of radioactivity were also
found in the other tissues. The highest levels were observed in
the liver while radioactivity in the other tissues was evenly

SHES4E

MBS TOEREEDERLIFFAEFUHE T COREEDIERDMIZ |distributed. Results with occluded administration did not differ
HEEZIZRDoNGEL o=, 150K ICERELZEEKFT SHE  |significantly from those obtained without occlusion. Washing of
M;E PR EE LD LTz, 5 SN =IREEED23~52% |the application site after 15 minutes resulted in decreased
H24F R IR M EE SN I=2EM D, A29 LT IRIE™D  |serum levels of radioactivity. After 24 hours 23 — 52 % of the
X DOEEEEL TLHENAEZICRIRSN S A REMEMRIZE |administered radioactivity was excreted with urine suggesting
b, THERINEBLLIEERTHDIEEZ LN, that methacrylamide may be absorbed through rabbit skin

relatively easy. Primary absorption sites seemed to be the hair
follicles.

%I Absorption Dermal absorption of 14C—methacrylamide in male
14C- A2V LT IR5HE L TU15%KERE0HNME R 5%  Wistar rats and male ddY mice after direct administration of 5
D ifEWistarS YL E KUY I RIZE T B EEWRIRIED Y |or 15 % aqueous solution for 30 minutes was lower than in
FRYL DL o= (BEAREH-YDHAZIHIELT=) , KED [rabbits, when adjusted to the dose per unit body weight. The
DOMEHEEITEEIZEE L=, SYrTIEHEHEM D37~ |majority of the radioactivity remained in the skin. Only 3.7 to
5.7% D& H 24FF R ICRMDEEME T, R DRIZEIFBR |5.7 % of the radioactivity was excreted in the urine of the rats
kit & X EESNEMN o=, after 24 hours. Urinary excretion was not determined in mice.
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[aek::: Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt

5| FASCHR (FT3Cik) (34) (34)

[[E=

5-2 AtEEM
ACUTE TOXICITY

A AfEROst

ACUTE ORAL TOXICITY

B. RHBRASH

ACUTE INHALATION TOXICITY

C. RMREEEN

ACUTE DERMAL TOXICITY

e 1.1 - 1.41338%E As prescribed by 1.1 - 1.4
HBRME L =H{bEHR Rt (Lot No.710130) Mitsui chemicals. Inc. (Lot No.710130)
CASES
S
TR HE = 99.5% purity = 99.5%
Hi& -
. s prom so 247 : LD50 Type : LD50
TR ARSI OECD BAFSA> 401 "ABEOSE OECD Guide-line 401 ~Acute Oral Toxicity”
GLPE& [EXA) Yes
HEBRETOE 1999 1999
- vk Rat
HERR (R Crj: CD (SD) Crj: CD (SD)
PRI (M, I :F) i3 Male
- 0 GRIE). 1315, 1512, 1739, 2000 mg/kg 0 (Vehicle). 1315, 1512, 1739, 2000 mg/kg
X i==}
£ A= (ER) DEE 5[ 5
SR (8K X Water
‘5%
BHEHM(E)
T DEAEREH
R O
e e
ZHSHTORLH
ERERFTR

BIRFTR




EAK:

-1512 mg/kg KA E; KAHEHIT, . BERKE. OORE

DFN. EfL, AL O-EBR

-1315 mg/kg LLE; IREER UMK E B4

RE:

-2000 mg/kg; B ORI ZEHE

-1739 mg/kgbl b; #5588 EIRRERIZEH 1T HHBRD W At

-1512 mg/kg LLE; step 1 ¥ FHRRICH (T HPEEDEHFI-

[FIFFE. BB IS T2BEDZSHREMILL. BRERETHE

OhEEDRL. BRICEITE BEEEHEEDVI-XI

NETURBMBEORD . BRLKICETHEFED

-1512 R U 1739 mg/kg; BED T ILEL THIE OEERV

FERMEN

-1512 mg/kg; D FBISHTHBREDERLE ML, L EHEMRE

ISHET2EREOEN. HEMRICETIhEEDIRE. ER

gﬁl%ﬁ%fimﬁiﬁﬁéﬁﬁ RO HRMEIRICE T 28ED
5t

-1315 mg/kg LA E; /NI E 1+ 2R MR DB E DR,

JFOEYNEIZLDIEER R (95%): 1559 - 2844 mg/kg

Symptoms:

-1512 mg/kg or more; staggering gait, salivation, irritability,
soiled perioral

fur, sitting position, orange yellow urine.

-1315 mg/kg or more; tremor and decrease in body weight.
Pathological lesions:

—2000 mg/kg; slight atrophy of spleen.

—1739 mg/kg or more; intracelial cell fragment in epididymis.
-1512 mg/kg or more; moderate degeneration or necrosis of
Step1spermatid, slight multinuclear giant cell in seminiferous
tubule, moderate decrease of elongate spermatid and slight or
moderate decrease of pachytene spermatocyte at stage VII-
XII in testes, decrease of spermatoza in epididymis.

-1512 and 1739 mg/kg; slight necrosis in purkinje’ s cells and
small testes.

-1512 mg/kg; slight vacuolar degeneration in molecular layer,
slight degeneration of sciatic nerve fibers, moderate necrosis
of neurocyte and

slight gliosis in hippocampus, slight necrosis of neurocyte in

T Ot amigdala nuclei.
-1315 mg/kg or more; slight necrosis of neurocyte in
cerebellar nuclei.
Confidence limits (95%) with probit method: 1559 — 2844 mg/kg
& 11%50. 1, 2, 3- 14HOETEYH GELEXR) Table 1 Number of dead animals at 0, 1, 2, 3 — 14days
(mortality)
B’E58 0B 1B 28 3-14H ZELZX
DOSE Oday 1day 2day 3—14day mortality
Omg/kg 0 0 O 0 (0/0)
1315mg/kg 0 0 O 0 (0/0) Omg/kg 0 0 O 0 (0/0)
1512mg/kg 0 2 O 0 (2/5) 1315mg/kg 0 0 O 0 (0/0)
1739mg/kg 0 1 0 0 (1/5) 1512mg/kg 0 2 O 0 (2/5)
2000mg/kg 0 0 4 0 (4/5) 1739mg/kg 0 1 O 0 (1/5)
2000mg/kg 0 0 4 0 (4/5)
[l
D501 X IFLC501i LD50= 1789 mg/kg (A& LD50= 1789 mg/kg bw
1t 5 D LD50fE X [FLC50{E D& LY
%
ER _
5N (1) HIFRA<EEEHY (1) valid without restriction
{25814 D HI BT IR HL
[aek::: MHW Japan MHW Japan
51 FA XXk (FTTHK) (50) (50)
S 757% : SIDSIZESTEERIVRRAU - Flag : Critical study for SIDS endpoint
- 11 - 14I23RE as prescribed by 1.1 — 1.4
HABRMEA = $# e A L4 (Lot No.710130) Mitsui chemicals, Inc. (Lot No.710130)
CASEE
TS
SER i = 99.5% purity = 99.5%
Hik
. < em e 447 : LD50 Type : LD50
TE AT OECD AARSA> 401 BEEOSE OECD Guide-line 401 ~Acute Oral Toxicity”
GLPE& [EXA) Yes
HEREITOFE 1999 1999
= vk Rat
HER (& R) Crj: CD (5D) Crj: CD (SD)
TR Gife - M. - F) It Female

REE

0 G&#), 1315, 1512, 1739, 2000 mg/kg

0 (Vehicle), 1315, 1512, 1739, 2000 mg/kg

FRAEE (R DEBYH

5[

5

B (B1R)

K

Water

BEZR

HEHR (2)

ZDMDHEREH

iRETPRIANIE

HBR

FHAEETORCHR

FRIRFTR

BIRFTR




EAK:

-1512 mg/kg KA E; KAHEHIT, . BERKE. OORE
DFN. EfL, AL O-EBR

;_125 me/kg BLE; IREER A E R

S

-1739 mg/kg; TILEX D THIRICHE TR EDIEE. LEMHZ
BREICHTIEEDEHE

-1512 mg/kg LA L; BRFE D RSB EHE.

-1315 mg/kg LA E; /NS D MR AERR I E (F 28R E DRI
TREYNEIZK HERERFR(95%) : 1575 - 2212 mg/ke

ot £1#&50, 1, 2. 3- 14EDRTEWH GETXR)
5= 0B 1B 28 3-14H RL=E
Omg/kg 0O 0 0 0 (0/0)
1315mg/kg 0 0 0 0 (0/0)
1512mg/kg 0 O 1 0o 1/5)
1739mg/kg 0 0 2 0 (/5
2000mg/kg 0 0 4 0 @5

et

LD50fE X [$LC501E

LD50= 1774 mg/kg AE

Symptoms:

-1512 mg/kg or more; staggering gait, salivation, irritability,
soiled perioral fur, sitting position, orange yellow urine.
-1315 mg/kg or more; tremor and decrease in body weight.
Pathological lesions:

-1739 mg/kg; slight necrosis in purkinje’ s cells, slight
degeneration of sciatic nerve fibers.

-1512 mg/kg or more; slight atrophy of spleen.

-1315 mg/kg or more; slight necrosis of neurocyte in
cerebellar nuclei.

Confidence limits (95%) with probit method: 1575 — 2212 mg/kg

Table 1 Number of dead animals at 0, 1, 2, 3 — 14days
(mortality)

DOSE Oday 1day 2day 3-14day mortality
Omg/kg 0 0 0 0 (0/0)
1315mg/kg 0 0 0 0 (0/0)
1512mg/kg 0 0 1 0 (1/5)
1739mg/kg 0 0 2 0 (2/5)
2000mg/kg O 0 4 0 (4/5)

LD50= 1774 mg/kg bw

It 5 D LD501E X [$LC50fE D&
%

JERR
B (1) HIRAEEEHY (1) valid without restriction
1S58 D HI BRI
HEt MHW Japan MHW Japan
5| FSCRR (T XX ik) (50) (50)
= 75% :SIDSIZESTEERIVRRAUk Flag : Critical study for SIDS endpoint
HEMESR DTS : /\yFHS; 86013 other TS: Batch Number; 86013
CASE S
MEZE
JER HHRE >= 90% Purity; >= 90%
Hik
247 : LD50 Type : LD50
OECD /RS M> 401 "AHROSM" OECD Guide-line 401 “Acute Oral Toxicity”
puk:R Treatment:
—BE] AILRFSD AF L)L O—R-Naiadik EEHRK: 4%) -Solvent; Carboxymethylcellulose—Na-solution (suspension:
SRR E DR BHEHEAVTUEGOBERNIZHSTS 4%
FiEHARSAY HERMEOH— LML, EBETIZREMITEoT, —Test article Preparation; Homogeneity of the test article in
-#%58;1000 XU 2000mg/kg KET10ml . 3000 mg/kg 4K |[the vehicle was maintained during treatment using a magnetic
ET20ml stirrer. The preparation
was made immediately prior to dosing.
—Application volume; 10ml at 1000 and 2000mg/kg bw 20ml at
3000 mg/kg bw
GLPE& &Ly Yes
HERETOE 1986 1986
. Zvbk Rat
HEBRR (/R Wistar Wistar
TER (i M. M- F) 33 male
o 1000, 2000. 3000 mg/kg A2 1000, 2000, 3000 mg/kg bw
K5
RS (5 OB 50 5
SER B ome ome
BEER
=AM (H)
Z DI DELER S
HHatFry IR
73] e
EHSHTORTH
BEERPAT R

BIRFTR




EAK:

~1000 mg/kg; SEERIK AE

;2010 %g/kg; EFHIKRE. BRR. SEEN KA. BRENMLFE (X /Eeh
o

-3000 mg/kg; SEEHIRAE, SEB) KA. BERAGL, #BENL., [EAE{L
£H7ESYMNE2-s AR THEEL:

RE:

-1000 mg/kg; 5% fifi; BEKEEIRE (1)

-2000 mg/kg; SETS; fil; BHRREFRE (1), BEHRE (1). B/B;
BEEOEE). BXERE (1), B RELL

-3000 mg/kg; FET; fifi; BEKRIRE (1), BEKEEHRE (1), B
FEQ). B: ). RBEMENELSNIREG). 5 2E
Zf!.i(*;lktﬁu), FERUEBRNEYWQ). i BEOBIKERA
& (4

TREYNEIZ K HEFEMERFR(95%): 1353 - 3015 mg/ke

Symptoms:

-1000 mg/kg; sedation

—2000 mg/kg; sedation, somnolence, ataxia, ventral body
position or curved

body position and ruffled fur.

—-3000 mg/kg; sedation, ataxia, ventral body position, latero—
abdominal position and curved body position.

The surviving rats had recoverd within 2 to 8 obsrevation days.
Pathology:

-1000 mg/kg; Killed; Lung; dark-red mottled (1)

—-2000 mg/kg; Dead; Lung; dark-red mottled (1) and dark-red
discolored (1), Stomach/Intestines; severe meteorism (1),
enlarged meteorism (1)

Killed; No pathological changes

-3000 mg/kg; Dead; Lung; dark-red to black mottled (1), dark—
red light mottled (2), dark-red discolored (2), Stomach;

Tott meteorism (2), filled with test article (5), Intestines; yellowish
foamy mass (4), reddish and yellow contents (2), Liver; ventral
light mottled (4)
Confidence limits (95%) with probit method: 1353 — 3015 mg/kg
K EE50, 1. 2, 3- 14BDETHYH GETTER) Table Number of dead animals at 1, 2, 3, 4 — 15 days(mortality)
B5= 1H 28 3H 4-15H %TE DOSE 1day 2day 3day 4-15day mortality
1000 mg/kg 0o 0 0 O (0/0) 1000 mg/kg 0O 0 0 O (0/0)
2000 mg/kg 0 1 1 0 (2/5) 2000 mg/kg 0 1 1 0 (2/5)
3000 mg/kg 0 5 0 0 (5/5) 3000 mg/kg 0 5 0 0 (5/5)
"Egﬁ
LD501E X L C501E LD50 = 1938 mg/kg A E LD50 = 1938 mg/kg bw
It i D LD50FE X [(FLC50{E D& LN
%
AR
S5 (1) #IRR7Z< S MEHY (1) valid without restriction
{EREHE DR S HARSAUIZEBFHER, GLP. Guideline study, GLP.
Réhm GmbH & Co. KG Darmstadt Rohm GmbH & Co. KG Darmstadt
Higt Mitsui Chemicals. Inc. Mitsui Chemicals, Inc.
5| FA SRR (Gt X ik) (83) (83)
= 75% :SIDSIZESTEEBLRIVRRAUk Flag : Critical study for SIDS endpoint
HERYEL other TS: Batch Number; 86013 other TS: Batch Number; 86013
CASE S
HEZ HEE; >= 90% Purity; >= 90%
SEIR
ik
247 : LD50 Type : LD50
OECD #HAF31/> 401 "2 MR FHE" OECD Guide-line 401 “Acute Oral Toxicity”
AL Treatment:
—iﬁﬁ“; HILRFYAF)LEILO—R-NaiB iR (FER: 4%) —Solvent; Carboxymethylcellulose-Na—solution (suspension:
. NN -SRERYME DN BEHERAVCTUEGOBERNIZETS (4%
FERSAARSAY REBRMEDOHY—HEHIFLz, ERISERERIZTE . —Test article Preparation; Homogeneity of the test article in
-1 551000 R U 2000mg/kg AE T10ml . 3000 mg/kg {& |[the vehicle was maintained during treatment using a magnetic
ET20ml stirrer. The preparation was made immediately prior to dosing.
—Application volume; 10ml at 1000 and 2000mg/kg bw 20ml at
3000 mg/kg bw
GLPE & [EXA) yes
HEREIToLE 1986 1986
= vk rat
HBRR (R Wistar Wistar
TR Gife - M. - F) [3 female
e 1000, 2000. 3000 mg/kg fAE 1000, 2000, 3000 mg/kg bw
BE5E
FRAEH (A DEIEK 50 5
SEIE (ALK cme ome
BE5Z8
Bz H(B)
ZOMORBEE
TR TR
e T ——
SREBCORCH
BRIRATR

BIRFTR




ZDh

i IK:

-1000 mg/kg; SEEHIRRE R VAR E

-2000 mg/kg; SEEHIRAE, RS, BB KA. BEEML FE- (LB N
i HE.E5

-3000 mg/kg; SEEHIRAE, BB KA. BEEAGL. #EENZ . [EAE{L,
HE.E5H

EFESYME2-sBREITEEL=

RE

-1000 me/kg; FB%; fii; BHKEEFRE(1)

-2000 mg/kg; SET; fil; BERE(2). FEQ), B: BXEE
(2). BBXR@2). Nz BEABTHEESREQ?) B RELL
-3000 mg/kg; BET; fifi; BEFREE(B). B; EEDKIMEQ). EAHL
=R MQ). b7 BEERRY 6)
FOEYNEIZKDIEERFR(95%) : 1035 - 2226 mg/kg

R ®50, 1, 2, 3- 14HOETEHYH GETH)

Symptoms:

-1000 mg/kg; sedation and ruffled fur

—2000 mg/kg; sedation, somnolence, ataxia, ventral body
position or curved body position, ruffled fur and emaciation
—-3000 mg/kg; sedation, ataxia, ventral body position, latero—
abdominal position, curved body position, ruffled fur and
lacrimation.

The surviving rats had recoverd within 2 to 8 obsrevation days.
Pathology:

-1000 mg/kg; Killed; Lung; dark-red mottled (1)

-2000 mg/kg; Dead; Lung; dark-red discolored (2), reddish
discolored (2), Stomach; enlarged meteorism (2), enlarged (2),
Small intestines; meteorism with yellowish contents (2) Killed;
No pathologic changes

-3000 mg/kg; Dead; Lung; dark-red discolored (5), Stomach;
severe meteorism (3), cloudy fluid (2), Intestines; yellowish fluid
(5)

Confidence limits (95%) with probit method: 1035 — 2226 mg/kg

Table Number of dead animals at 1, 2, 3, 4 — 15 days(mortality)

K58 18 28 38 4-15H RXx

DOSE 1day 2day 3day 4-15day mortality

1000 mg/kg 0 0 0 O (0/0)
2000 mg/kg 0 0 4 O (4/5)
3000 mg/kg 0 5 0 O (5/5)

1000mg/kg 0 0 0 O (0/0)
2000mg/kg 0 0 4 0 (4/5)
3000mg/kg 0 5 0 O (5/5)

aam

LD50{iE X [$LC501E

LD50 = 1653 mg/kg 1A=

LD50 = 1653 mg/kg bw

It 5 0D LD50E X [LLC50{EMDELY
%

R

Bt

ERE O IERE

g

Réhm GmbH & Co. KG Darmstadt
Mitsui Chemicals. Inc.

Rohm GmbH & Co. KG Darmstadt
Mitsui Chemicals, Inc.

5| FSCRR (T XX ik) (83) (83)

& 757% :SIDSICESTEERIVRRAUk Flag : Critical study for SIDS endpoint

HEMES T—A%L No data

CASES

HHEE

EE

Bk —
. NS 47 : LD50 Type : LD50

HEAAETAY fth: T —47%L other: no data

GLPEE& T—H%L No data

HEBRETOE 1963 1963

HBR (8 6 el LG

PRI (M. - F)

rEE

FREH M) O

AR (181K)
paidon 3
BZHR(R)
Z DI DELER FE 1
ffEtFRo 0
R e
EHSHTORTH
BEPRPAT R
Bt&AR
SEIR: MREHER (KAHE, BiE. BEIRE, IEREZ%E |Symptoms: neurotoxic effects (including reeling, unrest,
5ES  BEICKPEEXHAONEMN DT, ) excitation and spasms, together with breathing difficulties. No
ZDith D ERIEARLY abnormalities were reported on autopsy.
No further information available.
o e

D501 X [$LC501E

LD50 = 1380 - 1950 mg/kg {AE

LD50 = 1380 - 1950 mg/kg bw

I 1 D LD501E X [£LC50fE D& LY
%

EZ

Bt

{ERE1E O HI BT AR AL

Hig

Rshm GmbH & Co. KG Darmstadt

Réhm GmbH & Co. KG Darmstadt

51 FASXHk (GT3CHR) (14) (14)

| [EE

HEMES T—3%L no data
CASES

HMEE

N




FE —
B C e e 247 : {th: ALD50 Type : other: ALD50

HE AT th: T—44L other: no data

GLPE& T—4%L no data

HEBRETOF 1967 1967

HBR (L R iy Rat

TR G- M. B - F)

nEg BE: KTHRELI-1- £ 10% A20))LTER Application: 1- or 10 % Methacrylamide in water

FREH M) O

R EAK)

piidon S
B (B)
Z D DEAERE REZOHRERM: 7 B Post observation period: 7 days
#HEtFRy IR
e |
BESHTORTH
ERERFT R
Bt&m R
ALD (IR Bt E) ALD (approximative lethal dose)
SER: SITIEE. shigikae Symptoms: gait disturbances, atonia,
Z Dt HERD: BB, PEBES, BMEER5%1-4B THIELTz [abnormal body position: lying on the side, jumping convulsion;
Deaths occured 1-4 days after lethal doses
Bh e

LD50{iE X [%LC501E

ALD50 : #3. 1500 mg/kg A E

ALD50 : ca. 1500 mg/kg bw

It 5 0D LD50E X [LLC50{EMDELY
%

AR
[EYELES
{E3E1E O HI IR HL
HEt Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
5| FASCHR (ST X k) @) @)
{52
HEMESR T—A%L no data
CASES
MEZE
EE N
2R AT EHEHRESEEEORRE Type : other: threshold for acute nervous system effects
FiE/HARSA> = o == - 2
TR other: no data
GLPE& T—H%HL no data
HEBREToF 1980 1980
B e P el R
EHGAYN )
K52

FREH M) OEMH

R (EK)

RERER

HEHH (B)

ZDHDHEREH

iRET PRI

#ER

ZRASHTORLH

BRERAT R

BIRFTR

Z Dt

DT —2IT7ELY

Faam

LD50fE X IELC501E

=200 mg/kg AE

No further information available.

=200 mg/kg bw

It 1 D LD501E X [LLC50fE DE LY
%

JERR

ExEH

{E3E1ME O HI IR HL

faal:::8 Réhm GmbH & Co. KG Darmstadt Rohm GmbH & Co. KG Darmstadt

5| FASCHR (FEXHR) (74) (74)

E=

HEMER T—375L no data

CASEE

fEE $HE: > 95 % (GC) Purity: > 95 % (GC)

JERR

ik —
N s pre= oo 247 : LD50 Type : LD50

B AT th: WeillZ&k 57 % (1952) other: determined according to Weil (1952)

GLPE& F—AHL no data

HEBREIToFE 1981 1981

ECEXCIE S50 E23 Mouse




TER (B M. - F)

rEE

ERER (MR OB

160L; 1TFEIZDE4 T

16; 4 animals per dosage level

A A

0.9 % £EEIEK

0.9 % saline

Sl IFEE Bl

Details were not reported.

BE5ZR

B GIED)

ZDMDFHERFEH

iRat AR

#ER

FRERTORCH

FRERETR

BIRFTR

Z Dt

#Eam

LD50fE X [$LC501E

LD50 = 451 mg/kg A&

LD50 = 451 mg/kg bw

I 1 D LD50{E X [£LC50fE D:ELY
%

R

B (2) HIBRF CIEREEHY (2) valid with restrictions

1S58 D HIBTIR L

fasg::} Rohm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt

5| FASCRR (Gt XX k) (35) (78) (35) (78)

=

AERME A 1.1 -14I2E as prescribed by 1.1 - 1.4

CASES

HMEE

ETN

Hik

N s pe= oo LD100 LD100

Tk AT fih: A= E AR other: Range—finding test

GLPHE& [AYAV-4 No

HERETOFE 1978 1978

o IR Mouse

SERR (2 Rih) NMRI-X 7 X NMRI-mice

EEIGCN D i3 male

e e E—FVRITEMNLT=E % 229 LT IR 5 % Methacrylamide in peanut oil

52

£ R (R DEE 1HAZICDE20L 2 per dose group

A8 (B E—FVil 5% oleum arachidis 5 %

BEEK BE stomach tube

GG

DD EAER

#fatF a0

ZHEHTORLTH

BEPRPAT R

BHRE R
222 250 mg/kg B 1 500 mg/ke: IR EMEIREL Effects: 250 mg/kg and 500 mg/kg: No neurotoxic symptoms.
1000 mg/kg KU 2500 mg/kg: £ TDEYIAIE SR —FERILL (1000 mg/kg and 2500 mg/ke: All animals died within 1 hour
WIZFET after administration.
R FERETELERE. B #5ALAIZHEDRUES) [Symptoms: reduced activity and general reactions, increased
LEEM; XS HEHN2 RIZREFFEDOFLAH#SNT-, & |giddiness and ataxia within 5 minutes of treatment; 2 animals
DEDFRBRTERUVHIERNRBICIEELGHMAH ST, fthd |of the highest dose group showed a reduced pain reflex.

Ot FEITHETE, oI, Subsequent examination showed intense haemorrhaging of the

stomach and mucosa lining.
250- F71=(X500 mg/kgZ R 5 L= IRICENTHIZEZMA |Other organs were not affected.
RIFAHSNIEHI D=, No signs of neurotoxicity were evident in mice given 250- or
500 mg/kg.
Ftl

LD50fE X [$LC501E

LD100 = 250 - 2500 mg/kg {AE

LD100 = 250 - 2500 mg/kg bw

I 1 D LD501E X [£LC50fE D:E LY
%

EZ

[EE

(2) FIRF TIEEESHY

(2) valid with restrictions

SR D HIHIRHL

RRFIEAEREECEDON-AERERBREICENLT
V%, GLPEMLTIZALY,

Test procedure in accordance with national standard methods
with acceptable restrictions, Range—finding study, no GLP.

Hg

Réhm GmbH & Co. KG Darmstadt

Rohm GmbH & Co. KG Darmstadt

5| FASCHR (FEXHR)

(90)

BEE

HEBEMES

no data

CASES

MES

IR

HiE

HiEAARZA

fth: T—AEL

other: no data




GLPE& T—HHL no data

HEBRETOF 1967 1967

HER (L F80) R Rabbit

TR (G- M. - F)

wEs IKISTARRELT=5- F1=1X 20 % A%HYJL TR 5- or 20 % Methacrylamide in water
582

ERER (MR OB

7PT; 500 mg/ke¥% 53E 5PC. 1000 mg/kgik 53 2T

7; 5 animals 500 mg/kg—group and 2 animals 1000 mg/kg—

A A

KIER AR

agueous suspension

R EEEE G single administration by stomach tube
HEAM (H)
DD EAER S
#HEtFRI IR
=1 |
BESHTOREH
ERERFT R
Bt&m R
BETZE: 500 mg/ke: SIEFR3E A R 5&ICFHRT Mortality: 500 mg/kg: 3 out of 5 animals died after
1000 mg/kg: 2PC 1T : fEIR: BAE T . FEREEE K U2 [administration.
BEE 1000 mg/kg: 1 out of 2 animals
Z0Ohh VEBVGL (BEZRE) | TH. MEMES. MRFMRERTY |Symptoms: loss of appetite, balance and posture disturbances,
FRRIEEREIXERE TH-o1=, lying on the side (abnormal body position) and in one case
diarrhoea and tonic spasms. Haematological and clinical—
chemical analyses were normal.
155

LD50fE X [$LC501E

= 500 - 1000 mg/kg fAE (GRE X FAIDEMNRLLL)

=500 - 1000 mg/kg bw

1t i (DLD501E X [LLC50{E D3E L
%

ER

it
{ERE M D HI WL
Hig

Réhm GmbH & Co. KG Darmstadt

Réhm GmbH & Co. KG Darmstadt

5| FASCRR (Gt X ik) (6) (6)
EE

HERMES T—H%HL no data
CASES

T

AR

HiE

Hik HARSA th: T—4%L other: no data
GLPE& F—AEL no data
RBRETOE 1967 1967
AR (8 R#) *3 Cat

TR (B M. I F)

KB HRIZARRLT=0.5 %- (100 mg/ke) Ft=lL 5% A2IJ LT
K (1000 mg/kg)

0.5 %- (100 mg/kg) or 5 % Methacrylamide (1000 mg/kg) in
aqueous solution.

FRAEE (R OEBYH

6T (1000 mg/kef% 5 8 4PT; 100 me/kei% 5 8 2L)

6 (4 animals 1000 mg/kg—group; 2 animals 100 mg/kggroup)

A A

BEICLLEMEKRE

single administration by stomach tube

BE5Z8
HEHAE(A)
TR DEAEREH
TR LT
e T ——
ZHASHTORLH
BRERFTR
EHRET R
ALD50 (IRRBEE) ALD50 (approximative lethal dose)
SEJK: 1000 mg/kg: 4PCH2CMN1-2BRIZFHRTELI=AEEEIIZE |Symptoms: 1000 mg/kg: 2 of 4 cats died after 1-2 days but no
BEEFHONLEMN DT, 4L (ZIR 5 H DB AHA S |findings on autopsy. Vomiting occured in 3 of 4 cats after
=, HEBEEHESHEERNAON (BZ . THRERE adminstration. After several hours the cats developed
= EEST). EFELERIOEIR(F4-58#%(1ZHZEL .. 1-338 [neurotoxic symptoms (including trembling, balance disturbance
ZFhih f%&ICARHEL =, and spastic gait). The symptoms of the surviving cats
100 mg/kg: 100 mg/kgZ 1% 5 LTI=2E IS M ERIEH DN improved after 4-5 days and disappeared within 1-3 weeks.
MHot= 100 mg/kg: There were no signs of toxicity in 2 cats given 100
HOERITAL mg/kg.
No further information available.
Ftl

LD50fE X [£LC501E

ALD50= 100 - 1000 mg/kg A& (FRE T : M DEMN KL HV7ELY
M. EEDEHRABRHMNSALDSEEHLNS.)

=100 - 1000 mg/kg bw

I 1 D LD501E X [£LC50fE DE LY
%

EIR

Bt




1S58 1 D HIHT IR L

H Rshm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt

5| FASCHk (GT3XRk) (9) 9)

| [EE

HEMESR T—37%L no data

CASES

HMEE

JERR

ik —
Fik S FHARSA fth: T—27%L other: no data

GLPES T—5%L no data

HEREIToF 1967 1967

HERR (L R0 1 o

TR (it - M, - F)

wE5e KiBBRTARRLIZI0% A2 JLTIR as 10 % Methacrylamide in aqueous solution.
G E

HEREH R O

2T (1000 mg/keg% & 1IT; 500 mg/kgtk 5 1PT)

2 (1 animal 1000 mg/kg—group; 1 animal 500 mg/kggroup)

R EAK)

BEICLPEEES

single administration by stomach tube

BEEE
B (B)
Z DI DELER S
#fEtFRy 0
®E e
XHASHTORLTH
BEPRAT R
BB R
JEJR: 1000 me/ke: FRALIEM R VIRHZFESBREDSHITIEE. |Symptoms: 1000 mg/ke: increased salivation, slight
R, RE RS, $960BFRAKICIET, disturbance of gait, followed by vomiting, tremor and tonic—
500 mg/ke: FELHIEL o 8 52 ERE O RIS M KR IS 1THES |convulsions. Death after about 60 hours.
ZDih D ERIFARLY 500 mg/kg: No mortality. Slightly increased salivation and
disturbance of gait after dosing.
No further information available.
) e

D501 X [£LC501E

=500 - 1000 mg/kg fAE (GRE X FADEMRLLL)

=500 - 1000 mg/kg bw

It 5 0D LD50E X [LLC50{EMDELY
%

R

Bt
{E3E 1 D HIHTIRRL

iR Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
5| FASCHR (ST X k) (8) (8)

EE

HEMES T—37%L No data

CASEE

HMES

SR

e ]
Hik AR5 L other

GLPE& T—H%L no data

HEBREToF 1955 1955

HBR L R EXl Rat

PR (i M, It - F)

B’EE

FREH M) OEMH

R (A

faidon 3
M (H)
Z DI DELER S 5 HAR : 8 BFRE Exposure time : 8 hour(s)
#HatFryN IR
73] e
EHSHTORTH
BEPRPAT R
Bt&AR
SyM2MT(ZARH LT IR TRFILERIARICRELT- (RIR: |12 rats were exposed to a saturated atmosphere of
20 °C), EMFEFTHDNEA DT, Methacrylamide (temperatur: 20 degree C). No toxicological
T effects were observed.
=0

W0 aff

LD50fE X $LC501E

I i D LD50E X [FLCSOfEDE LY
%

ERR

Ett

(2) HRRTEEEHY

(2) valid with restrictions




{ERETE O BT AR AL

BENOHEFRE. sHlGRREL

Only summary available, without detailed documentation.

o Rshm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
5| ARk (ST X k) (11) (11)

(=

HEYMES T—3%L no data

CASE S

S

FER

ik T —
FikHARTAY ] other

GLP#E& T—3%L no data

REBRETE 1980 1980

HBR (L R s B

TR (M. - F)

"’EE

FREH M) O

R EAK)

piidon S
B (B)
Z D DEAERE KB 4 5 Exposure time : 4 hour(s)
#HEtFRy IR
e |
BHESHTORLEH
BEPRPAT R
BHRET R
BE: A ILTIROERIRVIT7OVIVADEEYESS |Administration: The substance was heated to 50 degree C to
=8, HERMEZ50°CITmMERLT=, obtain a mixture of vapours and aerosols of methacrylamide.
JEK: 001 mg/LIX 53 AERELL Symptoms: 0.01 mg/L-group: No adverse effects.
Z0it 0.037 mg/L¥x 58 P DAESOEVEADRURILTERY [0.037 mg/L-group: decreased haemoglobin values and an
JLE DM increased level of sulfhydryl groups in the blood.
D TEIREL (KA. 1. B No further information available (sex, strain, number of
animals).
e - |

D501 X [%LC501E

=.01 - .08 mg/L (GRE T fAIDEARIELL)

=.01 -.08 mg/L

It 5 0D LD50E X [LLC50{EMDELY
%

AR
[EYELES
{E3E1E O HI IR HL
B Réhm GmbH & Co. KG Darmstadt Rohm GmbH & Co. KG Darmstadt
5| FA 3Lk (ST ik) (74) (74)
lES
HEYMES T—3%L no data
CASES
HEE
AR
Fik |
Hik/HARSAY i other
GLP@E & T—H%L no data
HEBREToF 1980 1980
HBR G R e Mouse
YN A )
®&E52

ZRAEE () DEYH

R (BK)

‘58
EHEAR (B)
RO EI RERR : 4 BRY Exposure time : 4 hour(s)
#atFaon e
e T ——
ZHASHTORLH
BRERFTR
EHRET R
B’E: A3 ILTFIFORKRVI7OVILEDREEYWETES |Administration: The substance was heated to 50 degree C to
=& . HERYMEZE50°CIZmERL =, obtain a mixture of vapours and aerosols of Methacrylamide.
Symptoms: 0.0256 mg/L1% 5 8¥: ;EEhREI 4 Symptoms: 0.0256 mg/L—group: decreased activity
0.037 mg/LIZ 58 FEE . mMPDAESOEVFHD RV R [0.037 mg/L-group: decreased activity, decreased haemoglobin
Z0ith JLZERY JLEDEE values and an increased level of sulfhydryl groups in the blood.
THlEHDNIEMoT= No mortality was observed (all dose groups).
fthDIEHREL (M7, F2. ENE). No further information available (sex, strain, number of
animals).
[t

D501 X [$LC501E

=.01 - .08 mg/L (GRE T fAIDMEMNRIELEL)

=.01 -.08 mg/L




I i D LD50E X [FLCSOEDE LY
%

ER

EREtt
{E3E 1 D HIWIIRERL
Hi 8

Réhm GmbH & Co. KG Darmstadt

Rohm GmbH & Co. KG Darmstadt

51 FA S Hk (GT3CHR) (74) (74)

IS

RERME A T—HHL no data

CASEE

HHEE

AR

o e
PN LDLo LDLo

Bk A4 fth: T—A2%L other: no data

GLPEE& [ No

HEBRETOF 1966 1966

BB (G R4 il Rat

TR (B M. M- F)

K52

ZRAE (R OEBYH 10Pt 10

60 %THR/—)L (96 %ig, 2% "), 20 %I O/ /—)L. 20 %
K

60 % Ethanol (96 %ig; with 2 % Benzen). 20 % Propanol, 20 %
Water

B (181K

R i3

HEHAEA)

DD EAER

#fatFaonE

e |

BESHTORLEH

BEPRPAT R

BHEET R
B5: BEOEEIZ20 %R 10 %429 L7 IR KA &% 4BF |Application: 4 hours applied to abdominal skin, 20 % and 10 %
G5 L= methacrylamide solution

201t SER: FEEBILGL, BEER S L BEERERD . —FI7  |Symptoms: No mortality; temporary apathy just like the control
EINKERHONT- group exposed with the vehicle.
HOERIT AL No further information available.

%R e

LD50fE X [$LC501E

LDLo > 1600 mg/kg {AE

LDLo > 1600 mg/kg bw

I 1 D LD50{E X [£LC50fE D:E LY
%

SRR

EaEtt

{E3E M D HI WL
Hi 8

Rohm GmbH & Co. KG Darmstadt

Réhm GmbH & Co. KG Darmstadt

5| BTk (T 3CAk)

(12)

(12)

BEE

D. RS (ZTOMDKX5ER)

ACUTE TOXICITY, OTHER ROUTES

HEMES

T—=5%L

no data

CASES

HEE

R

HiE

HiRHARZA

LD50
fth: T—57gL

LD50
other: no data

GLP#E&

T—5%L

no data

REBREToLE

1989

1989

HERR (B R#)

XIR

Mouse

TR (it M., it F)

rEE

FREH M) OEYH

R (A

BEZR

BEREA

HEHR (8)

ZDMDHEREH

iRETPRIANIE

HBR
FHAEETORCHR

FRIRFTR

BRI R

Z Dt

E =D
0 aff

HitE

LD50 = 200 mg/kg {AE

LD50 = 200 mg/kg bw

EIR

Bt




{ERE1E O HI BT AR AL

HE R6hm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt

51 A 3Tk (FT3XRR)

k= (72) (78) (105) (72) (78) (105)

RERYE A 1.1 - 1418 %E as prescribed by 1.1 - 1.4

CASES

fESE

AR

% e
e o e LD100 LD100

HEAAETA fih: A= E AR other: Range—finding-Test

GLPES [RYRS3 No

RREITOE 1979 1979

I ) SIS HEEE

TERI (M HE:F)

B5E

HREH (R O

1AEICDE2 LENMRI-Y ) X)

2 (female NMRI-mice) per dose group

R EAK)

[T

BERE P

=AM (B)

ZTDMDHAERE Y B 5 1% OETEAR: 24 BFRE Post observation period: 24 hours

#atFRyn

73] |

XHASHTORLH

BEPRAT R

BB R
%5 oleum arachidis (E—73V;H)F D2- F1-1E 4 % A4%') |Administration: 2— or 4 % methacrylamide emulsion in oleum
ILTER 2AER arachidis (peanut oil)
FEAK: 200 mg/kei% 5 8¥: BAEAL . RS EERZL Symptoms: 200 mg/kg—dose group: No mortality and no
400 mg/ketRk 58 BEAL . AERENTHZSEER neurotoxic effects 400 mg/kg—dose group: No mortality, dose—
400 - 800 mg/kg: FHFL RV BE RS DFHL . —FFAY7F [dependant neurotoxic effects 400 — 800 mg/kg: decreased
T/—t . OFEWN BEKRHE, oD RIGIE3EFREI £ F TR |activity and decreased pain reflexes, transient cyanose,

ZDih HTH-oT=, giddiness, ataxia. These effects were reversibel after 3 hours.
800 mg/keiR 5 BE: BAEEL . M ETFLVNA AKBDIET. |800 mg/kg-dose group: No mortality, from 800 mg/kg
EQRE EESTRUREERS additionally clonic convulsion, reduction of body temperature,
1200 mg/kei% 5 B BR3E: SRFRE1% (22PC Fh20T: fE 4K (%800 pale skin, abnormal gait and posture. 1200 mg/kg—dose group:
me/ketk 5B LR TH 1=, Mortality: 2 of 2 animals After 3 hours: Symptoms like the 800

mg/kg—dose group.

155

=HE LD100 = 200 — 1200 mg/kg (A E LD100 = 200 - 1200 mg/kg bw

AR

|5l (2) HIRRft CIEEMEHY (2) valid with restrictions

SRR D HIHTIRHL

HABFIENEREETEDON-FAERERBREICENLT
V%, GLPEMLTIFALY,

Test procedure in accordance with national standard methods
with acceptable restrictions, Range—finding study, no GLP.

faa:::h Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
5| FACRER (GTX k) (89) (89)

EE

HEMES T—37%L no data

CASEE

HMEE

SR

HiE

it BAKSA i Foast cter o dae

GLPE& F—AEL no data

HEBREITOFE 1967 1967

HBR (L RH) il Rat

TR Gife - M, - F)

BEE KBRIZABUI=1- £1E 10% 229 )LFTIR 1- or 10 % methacrylamide in aqueous solution

FREH M) OEYH

R (A

BEZR

BN

HEHR (2)

Z D DHERE M

REROEELRM: 7 2

Post observation period: 7 days

iREtFAIA IR

HER

EHEHCTORLS

BRERAT R

BIRFTR




ALD (IR Bt E)
fEIK: BEALZ S SITRER UV BAURE. L. B, IRE.

ALD (approximative lethal dose)

Symptoms: disturbance of gait, loss of appetite, following lying

ZFDith IRERFESE, EFERE. 2B RITRERD <A1 on the side, salivation, narcosis, tremor, trembling convulsion.
D ERIEARLY Those animals that survived were symptom—free after 2 days.
No further information available.
fE5
SME #9 1300 mg/kg A E ca. 1300 mg/kg bw
AR

EEtt
{E3E 1 D HIWIIRERL
Hi 8

Réhm GmbH & Co. KG Darmstadt

Rohm GmbH & Co. KG Darmstadt

5| A X XA @ @
| [EE

HEMESR T—H%L no data

CASES

MEE

EE

HiE m

. S le— oo : ALD50 other: ALD50

HEAAARTA fth: T —27%L other: no data

GLP#E& T—37%HL no data

HEBREToF 1955 1955

HEAR (8 R#) XA Mouse

TER (i M., - F)

= KBRISERUT-8 % 229 LTIF 8 % Methacrylamide in aqueous solution
B5E

FRAZH (MR D%k

) 1T ip.

BEER

BEHR(R)

Z D DEAERE RERRTHROH=M: 7 8 Post exposure observation time: 7 days
#fatFaon e

e e —
BESHTORLEH

BREKET R

BHEET R

ALD (#ERRE3EE) ALD (approximative lethal dose)
Post exposure observation time: 7 days
JEIR: HFELY, FIRRAE, BIERAE, IFIREE . £ @188 |Administration: 8 % Methacrylamide in aqueous solution
T Ot = Symptoms: giddiness, restlessness, excitation, difficulties in
breathing, convulsion, slow recovery

it

=E #9 450 mg/kg (AE ca. 450 mg/kg bw

EE N

EaEtt
{E3E M D HI WL
Hi 8

Réhm GmbH & Co. KG Darmstadt

Réhm GmbH & Co. KG Darmstadt

5| FA 3CHk (SE3XHR) (11) (11)
lES
HEYMES T—3%L no data
CASES
HESE
SEIR
Hik

N S e= oo ALD50 ALD50
HEAAARTA th: T—47%L other: no data
GLP#E& T—AL no data
HEREIToFE 1967 1967
HERR (L R0 SAEES Heies

PRI (i - M., - F)

HBRITARRLT= 1 % Tz 10 % A2HYJLTIR

single administration of 1 % or 10 % methacrylamide in aqueous
solution

FRAEE (R DEYH

BEGAK)

BEER

RS

ESIGIED)

ZDhDFHEREH

HBREOHEHM: 7 B

Post observation period: 7 days

HRET PRI

#ER

ZHAEETORCHR

FRRFTR

BIRFTR




ALD (IR Bt E)
fEIK: FFREE . STEE. RELD: HMEML. BTk, —

ALD (approximative lethal dose)

Symptoms: difficulties in breathing, disturbance of gait,

ot BT abnormal body position: lying on the side, loss of appetite and
death after one day

s

={E ALD50=#5 500 mg/kg 1A= ca. 500 mg/kg bw

SRR

Rt
{ERE1 D HIHIRERL

Réhm GmbH & Co. KG Darmstadt

Réhm GmbH & Co. KG Darmstadt

31 XA GoX AR @ @
EE
HERME A T—R37L no data
CASES
T
AR
HiE

R ALD50 ALD50
HEAAARTAY fh: T—4%L other: no data
GLP#E& T—37%HL no data
HEREToLE 1967 1967
BB R (L RH) A T
TR (M. I -F)
nEg KIBRICARRICUTz 1- F2IX 10 % A29Y)LTIKR 1- or 10 % methacrylamide in aqueous solution

FRAER (MR OB

A A

B4R BRARMA iv.
BEHR(R)
ZTODMORAEBREY BE5ZOBELM: 7 A Post observation period: 7 days
HEtFRy IR
e |
BESHTORLEH
BEPRPAT R
BHEET R
ALD (#ERRE3EE) ALD (approximative lethal dose)
SEIK: (TORAMERER  ShiRIKiE . SiE Symptoms: jerky breathing, atonia and narcosis.
Tott A8ERALIAIZFET Death within 48 hours.
D ERIFAR No further information available.
et
=HE ALD50 = 360 mg/kg 1K E ALD50 = 360 mg/kg bw
SERR
ExE
E58 1 D HI TR B0
ik Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
5| FA 3Lk (ST ik) (7) (7)
[[E=

5-3 EERME/RIHME

CORROSIVENESS/IRRITATION

A REREER

SKIN IRRITATION/CORROSION

. 11 - 14I23RE As prescribed by 1.1 - 1.4

HABRMEA S ekt NUFEE 710130 Mitsui chemicals, Inc., Batch number; 710130

CASES

HHEEE

AR

pH

5i& e
. EXESE Semiocclusive

FE/HARZA> OECD HARSA> 404 "SR ERIBHE/EEE" OECD Guide—line 404 “Acute Dermal Irritation/Corrosion”

GLP@E & [E)) Yes

HERETOE 1998 1998

HEAR (8 %) ERE: Rabbit

PRI (M. - F)

BE5E 05¢ 5g

KRS (MR 0%k 3k 3

AL (RM) g (i

B 5128

=AM (H) _
= & - 14 R E i :4h

ZOMDREBRER iﬁ?ﬁﬁaﬁ (=75 P)s;lo:sgre time our(s)

#EtF R0

e e




—RRBRIT

RIERIGE AL Not irritating
INFERELE-1BRBE. ERALEEEETIZSEEOHIBE|Very slight erythema was noted at all treated skin site one
Bh#HLNT=, hour after patch removal. Treated skin sites appeared normal
WAL= K S £ 245 AR ICIE B AR EEITE o 1=, at the 24-hour observation.
R 1 1, 24,48, 25RO B D FHIE Table 1 Average score for all animals at 1, 24, 48, 72 hours
Ot BERIG  185RT 2485 4885 72858 skin reaction 1hr 24hr 48hr 72hr
$IBE/Fn Rz 10 00 00 00 Erythema/Eschar 10 00 00 00
FiE 10 00 0.0 0.0 Oedema 10 00 00 00
HEaR
RIS R LI A Not irritating
RIEEEH
SERR
[ 5 (1) #IRA<EEEHY (1) valid without restriction
E581 D HIETAR R

Mitsui Chemicals. Inc.

Mitsui Chemicals, Inc.

5| B3k (GT3XRk) (68) (68)

| [EE

HEEME R 11 - 14I23RE As prescribed by 1.1 - 1.4

CASES

HEZ MR > 98 % Purity: > 98 %

AR

pH

A&
FEAZEEIS Semiocclusive
OECD AR 404 “RAMR ERIEIE/EEME" OECD Guide-line 404 “Acute Dermal Irritation/Corrosion”

Bk HARSAY 75i%: Directive 84/449/EEC, B4 "2ME M (REFIHM)”  |Method: Directive 84/449/EEC, B.4 “Acute toxicity (skin

irritation)”

GLP#E& &Ly Yes

HERETOFE 1988 1988

BT (L Rk ERES Rabbit

EEIGCN D

B’EE 05¢g 5g

LA MR O 3 3

BIE (B il Other

BE5ER

HEHAEA) o .—

- S=FfE : 4 BFRE Exposure time : 4 hour(s)

TOMOFRE PDII: 1.11 PDII: 1.11

#atF a0

—RFHRIT

BERIGE BEORHME slightly irritating
INVFRBREBRI~T2BRBEDIE(IZH LT, =/ FBRERT |Very slight erythema was noted in one animal 1 to 72 hours
~2BEBEDIEICEWNTIKEEDMNAONT=, . 73y |after patch removal and in one animal 1 and 24 hours after
FRRERI~T2ER 1T (ZBABEGIIIAA LN T, /Sy FB& |patch removal. And well defined erythema was noted in one
HE1BEMEBEDIEICEVWTIEEDZFELAAH LT, T b(E |animal 1 to 72 hours after patch removal. Very slight oedema
THETA#HMTHoI=. was noted in one animal 1 hour after patch removal. They were
(R#E X1 and 24—1 to 24D EKRTERLELT) reversible until day 7.

ZDih =11, 24, 48, 72 BREZOEYOFHIE Table 1 Average score for all animals at 1, 24, 48, 72 hours
BRERIG 16560 24850 488%R0 7205/ skin reaction ihr 24hr 48hr  72hr
fIBE/#nfZ 133 133 1.00 1.00 Erythema/Eschar 1.33 133 1.00 1.00
FHE 0.33 0.00 0.00 0.00 Oedema 0.33 0.00 0.00 0.00

] e

RIERIBE R L not irritating

EEEEH

JERR

[l (1) FIR#<EEEHY (1) valid without restriction

{EFE M D I BT L HARSAUIZ&BAER. GLP. Guideline study, GLP.

ik Rohm GmbH & Co. KG Darmstadt Rohm GmbH & Co. KG Darmstadt

5| TR (ST XX k) (92) (92)

=

HERME A $—9ﬁb no data

CASEE

HHEE

EIR




pH

ik

Bk HARSAY th: T—HEL Other: no data

GLP#E& Lz No

HEBRETOLE 1980 1980

HBR L R EEE Rabbit

TERI G- M. I - F)

BE58

KRS (MR O ek

B (181K

EBEER

HEAM (B)

DD EAER S

HHEtFRy IR

e |

—RFHRIT

BRERGE BEQRBME slightly irritating

Z Dt D ERAEL No further information available.

h |

| £ 15 RIS

REEEY

SER

[ (2) #IRRft CIEREMEHY (2) valid with restrictions

E5EMEDHIEERL O 7 DRER. SEMEERE AL Russian study, study without detailed documentation.

o Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt

5| B3k (GT3THK) (74) (74)

lES

MERME A T—3%L no data

CASES

T

AR

pH

o Y
1t Other

. AN ik 1g DRARVEERD A2 ILT7IRE12cm2I2485R  |Method: 1g moist solid of Methacrylamide over 12 sq. cm. for 4

FEAAATAY (Rohm & Haas. 1955). hours (Rohm & Haas, 1955).

GLPHE& [AAYV4 No

REBRETOE 1955 1955

HEAR (L ) e SELET

EIG YN )

B5s

ZHESH (MR 0K

B (181K

B EER

HEHAE(A)

DD EAER

#fatFayn

—RFHZIT

BERIGE BEDRHHE slightly irritating

Z0ih — RRIE minor primary irritation.
D EHRLL No further information available

| 52 1S RIS

|REEBMHE

AR

ExE

{E381E D HI IR HL

ik Rohm GmbH & Co. KG Darmstadt Rohm GmbH & Co. KG Darmstadt

5| TR (G XX k) (39) (39)

EE

HEMER T30 no data

CASES

HHEEE

AR

pH

5 e

HiE A HARSAY 1th other

GLPE& L\VE No

HEBRETOLE 1963 1963

BB R (G %) e Rahiit

TR (it - M. M- F)

BE5E

KRS8 (MR ek

AR (181K

B 512

CESIGIE)




Fik: 50 % AUV TIRKBREIHFOEIICHRS L=
BEHIR: 1. 5. 154 F1=IE 208%R.

Method: A 50 % aqueous solution of methacrylamide was
applied to the backs of rabbits.

TORDHABREM Application period: 1, 5, 15 minutes or 20 hours.
#EtFayn
e |
—RFFRAT
RIERGE BEORRMNE slightly irritating
$ER: 1-159 BB RAL-24B M % R U8 HEZIZHRIBMEDIKIE  |Result: No signs of irritancy when the skin was examined after
[FALNEEI DT, B EZ208H D EIZEREDFREHMNHD |24 hours or 8 days after 1-15 minutes of application.
. 8EERFETRAIFEN TH o=, IH X DE D208 LLEE |After 20 hours of application the animals showed slight
Z0OH BIZBWLWTRIBMEIEZEDONEH DTz redness of the skin, which was reversible after 8 days.
The application to the rabbit ear over a period of 20 hours
caused no irritancy.
[ |
| £ 15 Rl
| REBEEN
SER
s
E5E1M D HIETAR R
o Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
5| FA3XHk (GT3THK) (5) (5)
| [EE
HEBYMER T—3%L no data
CASES
T
AR
pH
FE e
Hik A HARSAY th: T—H%L Other: no data
GLP#E& [AYAY-4 No
HEREITo-FE 1980 1980
HBR (G R atlasi ginea pig
EI YN )
B58
ZESE (MR 0K
R (181K
EEER
HEHAEA)
DD EAERFE
HEtFRy IR
e |
—RFHRIT
BERIGE BEDRHHE slightly irritating
ZDith D EHRLL No further information available.
| 52 15 R
|REEBMHE
AR
|5l (2) FHAATEEEHY (2) valid with restrictions
(S4BT O | EAR L O 7 DRER. SRERDFMIC DL TERHFH AL Russian study, study without detailed documentation.
iR Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
51 A3k (GT3Cik) (74) (74)
&%

B. ERFI ER

EYE IRRITATION/CORROSION

HEYMES 1.1 - 14ICHRE as prescribed by 1.1 - 1.4

CASES

EE HHE: > 98 % Purity: > 98 %

SRR

Bk e

OECD AAKRS A 405 "R B RIBE/BEHE" OECD Guide-line 405 “Acute Eye Irritation/Corrosion”

. < e . 733%: Directive 84/449/EEC, B.5 "2E K (BRI Method: Directive 84/449/EEC, B.5 “Acute toxicity (eye

FES ATV irritation)”

HEBEDZ(T

GLPHE& &0y Yes

HBREFoIE 1989 1989

RBR (8 F#) a3 RAEDT

TR (B M, 1 F)

B5= 0.1g Ag

A= (R) DEE 3 3

IR L

BEZR

M (B)

ZTDMDEAERE Y

fHRETFRINIE

e *

BE




RBm 2. HE

RIS 2. W%

B R 2 $EE

hEEQREE
L2TOHMTRAESHEERRUBEERO NG o, %
5#%1-128M% 02 BERICARESR UL—FDHEHLN
To B 5 #24BRM B O1EITITERR (U L—K1) BRHLN
Tz B ERIBBEBEDICIZTL—R3 OFEERFNHON., J
L—h2DHEER RO 514 18512 T2T, 24- 48B5fR DL
ERTROONT =, HER2BEZICITT L — 20O EER TR
METROLN, TL—R1M 2EBHSNT=, T L—r20%E
EREN RS ZRIBEEOLEARTREDON. JL—MIZD
WTIX24BE R DL EAR R V48 #Z D2t TRH LN =,
ETOEEFTHRETAFMNTH =,

moderately irritating

No acute toxic symptoms and no mortality were observed in all
animals. Opacity of cornea (grade 1) was noted in all animals 1
to 72 hrs after treatment. Iridic irritation (grade 1) was noted
in one animal at 24 hrs after treatment. Grade 3 of
conjunctival redness was noted in one animal at 1 hr, grade 2
was noted in two animals at 1 hr and all animals at 24 to 48
hrs. At 72hrs, grade 2 of conjunctival redness was observed in
one animal and grade 1 in two animals. Grade 2 of conjunctival
chemosis was found in all animals at 1 hr, while grade 1 was
noted in all animals at 24 hrs and one animal at 48 hrs. All
effects were completely reversible after 7 days.

Z Dt
x1 1. 24, 48, 72 BEZRDLEYMOFHE Table 1 Average score for all animals at 1, 24, 48, 72 hours
Rt 1BFRE 24B%R  48BFRE  72B5RE Reaction thr  24hr  48hr  72hr
AIRER 1.00 1.00 1.00 1.00 Cornea opacity 1.00 1.00 1.00 1.00
LR 0.00 0.33 0.00 0.00 IRIS 0.00 0.33 0.00 0.00
HERE Conjunctival
I 233 2.00 2.00 1.33 Redness 2.33 2.00 2.00 1.33
fEEzE 2.00 1.00 0.33 0.00 Chemosis 2.00 1.00 0.33 0.00
—RFFHRAT7 (1-72 BERE): 1305153.83 Primary irritation score (1-72 h): 3.83 of 13

h e —

AR I 3 Tl EHY Irritating

IEEE

SERR

[ (1) #IRAZLTIEREEHY (1) valid without restriction

[ERETE O HIBTAR L HAFFAUIZLBHER. GLP. Guideline study, GLP.

HE Rohm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt

5| FSCRR (T X ik) (93) (93)

BEE AR FFULVTULVELY Comment : not rinsed

HEMES T—3%L no data

CASES

MEZE

EE N

ik e —

HiEkAHARSAY fh: T—4%L other: no data

HERDIAT

GLPE & [y No

HEREITOFE 1955 1955

HEBRR (5 R0 A Rabbit

Tﬁ*;i':ll(EE’E:MJlt’E:F)

#58
FREH M) OEMH

R (EK)

REER
HEHH (B)

ZDMOHREY

¥5:1x50 mm® A

Application: 1 x 50 mm® powder

iRET PRI

BE

RIB R IR

RIF B BT%

RSB $E

Z Dt

RBHEHY

FEK: 1-24B5 R RICRFRVFE, b WERBGERA A5
i IERDEE: 8B %, BREKER T EICAIFMTIRA
Moz, HEDIFRITEL

=+ =0
i af

AR R 1T

Irritating

Symptoms: Redness and oedema as well as slight opacity after
1 — 24 hours. Recovery of the symptoms: after 8 days; opacity
not completely reversible. No further information available.

REEH

EZ

Bt

{ERE1E O HI BT AR AL
Hi 8

Rshm GmbH & Co. KG Darmstadt

Réhm GmbH & Co. KG Darmstadt

5| A SCHK (23X KD

(11)

(11)

[EE

HEMES

T—5%L

no data

CASES

MEE

ERR
Bk

HEAARFA

ftb: T—AHL

other: no data

HEBEDI(T




GLPES [ No
HEREIToE 1980 1980
Yx Rabbit

HERR R/ RH)

T%E'Jgf-ﬁ:MJﬂ.‘E:F)

#152
FREH ) OEWE

BEGAK)

RERZR
FEHRE (2)

ZDMDHEREH

iRET PRI

#ER

FERK: VU X ORICHITHMEEFEM . 2B 0RE MR, i
DIERIEEL

Symptoms: Hyperaemia of the mucous membranes and a
profuse serous discharge from rabbits’ eyes. No further

ZDih information available.

) |

AR R %

IEEEH

SERR

[ 5 (2) EHATIEREEHY (2) valid with restrictions

1S58 D HIBTIR L OL 7 DM REROFMIC DL TEEdAL Russian study, study without detailed documentation.

HE Rohm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt

5| FA SRR (Gt X ik) (74) (74)

EE

5-4 RIERRME

SKIN SENSITISATION

HEBYMESR T—3%L no data

CASES

T

AR

& _
. NN T—3%L no data

HE AT fth: EHIERE other: case reports

HEDIA(T

GLPE& [R5V No

HERETOLFE 1960 1960

HBR (R85 Eb Human

Tﬁ*;i':ll(EE’E:MJlt’E:F)

w58
EREE MR OE Mk

R (EK)

5

BZHR(R)

Z DI DELER ZE 1

ffEtFRo 0

71 e

AERFER
SADEHITI%AZYY IV TIREZERLI-CAEABA), BFILX |5 patients who were in contact with 1 % methacrylamide
BB 2 TTZOUILNTIRRUTZIUL—LRU A2 JLEERIZFE [(solvent not indicated). They were previously exposed to
T|ahi=, 72851 . SAT2NICEBHERIGHED DN T=, 15 |acrylamide and other acrylates or methacrylates. 2 out of the
[E7OIL—MHEEREERLZEBE THoTz, EHEDIL. |5 patients showed a positive reaction after 72 hours. There
R, BAETED R BIZEL TULVRLY, BE D E 8 RIGZERLT= |were also positive reactions with acrylates. The authors don't

Z Ot 0ANDRSTAT7CHBEDIE. 1-5%F 2L T7IRIZE RIS |distinguish between a irritative— and sensitzing reaction. 30
FIRSIED ST, volunteers (control group) with normal skin reactions showed

no positive reactions when tested with 1 %— or 5%
methacrylamide.

REAEE

JERR

ExEH

{E581E O HI IR HL

;| Réhm GmbH & Co. KG Darmstadt Ré6hm GmbH & Co. KG Darmstadt

5| TR (G XX k) (54) (54)

EE

HREEVME R FT—R31L no data

CASES

HHEEE

AR

ik e

Hik HARSA fth: T—4H%L Other: no data

RERDEAT

GLP#E& LMV No

HEBRETOF 1980 1980

RER (FE R EJ/ILEVE guinea pig




TER (B M. - F)
?ﬂt%E

X5 &
KRS (MR O ek
B (181E)
B 512
=AM (H)
HEAEMICAZD) LT IREEGMICRNR S L The animals were treated intracutaneously with
FOMDIRERSE Methacrylamide and were subsequently challenged.
#atFRyn
[
HEREER R BEOBREM Result: slightly sensitizing
Z Dt HDOFERITAL No further information available.
i |
REAETE
R
[ (2) A TIEREEHY (2) valid with restrictions
1S58 D HIBTARHL O 7 OMZE. REBROFMIC OV TEEHAEL Russian study, study without detailed documentation.
B Réhm GmbH & Co. KG Darmstadt Rohm GmbH & Co. KG Darmstadt
5| ATk (Fu3Cak) (74) (74)
EE
HERMEA T—3%L no data
CASES
HHEE
AR
HiE
FE/HARZA4> fh: T—2%L other: no data
HEBEDI(T
GLP#E& No No
HEBRETOLE 1966 1966
SHEAT (T R guinea pig guinea pig
TR (M. I F)
w58
FREE (MR OEEK []usy 6
B EE)
5
BEHM(A)
WA: BEFEE: 1 g, 20 x 24 B5RE Application: Induction: 1 g, 20 x 24 hours, occlusiv Challenge:
rEa FAZEEEH:14H B: 10 % Methacrylamide(60 % T4./—JL. 20 % |Day 14: 10 % Methacrylamide in a mixture of 60 % Ethanol, 20 %
TORDHIREM J0s8/—)L. 20 %K) Propanol and 20 % water
ffEtFRo 0
R
HEREER RBAEERL not sensitizing
FEIR: B ESFE: BEORINLRIEDKRE Symptoms: Induction: Slight local redness of the skin. Result: 0
ZDih R £ TOEYITREMEER DO NEA o1 of 6 animals sensitizied
iR
BAE BAERL not sensitizing
AR
[5 =L 2) FHftTiEEEHY (2) valid with restrictions
SRR HIETR L B —DH. FEFERIZL Only summary available, without detailed documentation.
ik Rohm GmbH & Co. KG Darmstadt R6hm GmbH & Co. KG Darmstadt
51 FAXX#k (GT3XAk) (12) (12)
iEE

5-5 RIEHRSHEN
REPEATED DOSE_TOXICITY

- 1.1 - 1.4I1258# as prescribed by 1.1 - 1.4
HARME A Mitsui chemicals. Inc.. Lot No.710130 Mitsui chemicals, Inc., Lot No.710130
CASES
HMEZ 99.50% 99.50%
JERR
Hik
FEaM Sub—acute
. e e OECD AAKRS5M> 407 "RiEZEOEM - FEB: 28-HF1-IL|OECD Guide-line 407 "Repeated Dose Oral Toxicity — Rodent:
HiE/HARZAY 148" 28-day or 14-d Study”
GLPE & [E{8) Yes
HERETOE 1999 1999
. Zvbk Rat
SRR (R4t Cri- CD (SD) Crj: CD (SD)
TR (B M. I F) 33 Male
e 0 G&aE). 30, 100, 300 mg/kg/H 0 (vehicle), 30, 100, 300 mg/kg/day
K52
EREH () OBHE 7L/ 7 per dose group
HY. BExTE yes, concurrent vehicle

A A




RE.KEENE

Mann-Whitney DU TEIZ L YRETLT=,
SBHEHLDEEMNp <005 THNIEHEEELAHHLT,

B4R #0 Gavage

XTHREEICxi 9 HALEE

58I/ (H) (OECD422% <. & [28AR/M 28days

S5HEOT—42ENHEEE. &

K5 HRE)

B5HEE 78/ Tdays/week

EEH#ARE (H) 14 B 14 days
HERENY: JBES; 5B TEST ORGANISMS: Age; 5weeks old
AERBARRFDIAE; 152 - 183 ¢ Weight at study initiation; 152 — 183 g

HER \5. R ik Administration: Vehicle; Purified water

® 5 2;5ml/keg Total volume applied; 5 mL/kg
B EIIBRZRDED. ZBRORR . BREEH=E. AE. & [For comparison of grip strength of forelimb or hindlimb, splay
BE.ROFEENHIE. MFREE. MRILFREE. #5xF |of hindlimb, locomotor activity counts, body weights, food
BREESLIVHEANEBZEED LLE TIL., HZWBartlettd [consumption, urinary quantitative analysis, hematology, blood
ENBREERELz, ENEHTHNIE—TEBANOVAZF| [chemistry and absolute or relative organ weights, Bartlett’ s
AL. AEENBESANIEEBRERB IO BEBODER% |test for homogeneity of variance was first performed. When
Dunnett®D % E LR EICKYRREI LTz, — A FE S B TH |variance was homogeneous, one-way ANOVA was used. If
HEKruskal-WallisiREZFIAL. EEEMNBRINNIEZE |significant differences were observed, the differences between
#Mann-Whitney DUIRTE K UIRETL 1=, #AEERER RO 7 H & |treated group and control group were examined by Dunnett’ s
URDEESHED LI TIE R A “Kruskal-Wallisf R EEZ3E  |multiple comparison test. On the other hand, when variance

ey m L. EEENBESANIEERERSIUNBEBOZER% |was not homogeneous, Kruskal- Wallis” s test was used. If

significant differences were observed, the differences were
examined by Mann-Whitney’ s U-test. For comparison of
functional observation scores and urinary qualitative analysis,
Kruskal-Wallis’ s test was first performed. If significant
differences were observed, the differences between treated
group and control group were examined by Mann—-Whitney’ s
U-test. Differences from control group were considered to be
significant at p<0.05.

I —

S kS

FRIKFTR (EEE. fTRORERR
HA LR )

ERFEIFAFT R (AR, FEE)

MEPRIFTR (AR, SEE)

MFEEEFHFRR (RER ER

&)

REBEFR (REER, FEE)

TR CE), BT R

BB R (RER, FEE)

Cr e

[
REMRBIFHATR (REX . EE

)

ERICERSh -8

AERGH

ETHlEBBEING T,

FRERAT R -

—300 mg/kg/ B ; £HHEHIT. KREFH D (p<0.01) ., (AEE
MR, EEEERL (p<001), BKERL. BELHRA. 5
BRAET. BIEOEAHET (p<0.01)

—100 mg/kg/ BRAL ; BFEB=ZIE T (100mg/kg; p<0.05,
300mg/kg;p<0.01)

—EEHRERTE, KAHEHT. AERD (p<0.01) . EEE
SEA . EEKA. HRAET, BHREHEERT (p<0.01).
BBEDEHET (p<0.01) . # B DM (p<0.05)

MiRFHIFTR :

—300 mg/kg/ B ; AT Rk (p<0.05)

—100 mg/kg/ B ELE ; ANES BE Y ELUMCHE A
(100mg/kg; p<0.05, 300mg/kg;p<0.01)

—30 mg/kg/ B LLE ; MCVi 4> (303 & T 100mg/kg; p<0.05,
300mg/kg;p<0.01)

—E S HAREIHR T B ; /MR (p<0.01)

Deaths did not occur for all animals.

Clinical observations: =300 mg/kg/day; staggering gait,
decrease in body weight (p<0.01), body weight gain, food
consumption (p<0.01) and water consumption, ataxia, decrease
in muscle tone, grip strength of forelimb (p<0.01). -100
mg/kg/day or more; decrease in locomotor activity
counts(100mg/kg; p<0.05, 300mg/kg; p<0.01). —At the end of
recovery period; staggering gait, decrease in body weight
(p<0.01), and food consumption, ataxia, decrease in muscle
tone, locomotor activity counts (p<0.01), grip strength of
hindlimb (p<0.01), splay of hindlimb (p<0.05). Hematological
findings: =300 mg/kg/day; decrease in hematocrit (p<0.05). —
100 mg/kg/day or more; decrease in hemoglobin and MCH
(100mg/kg; p<0.05, 300mg/kg; p<0.01). =30 mg/kg/day or
more; decrease in MCV (30 and 100mg/kg; p<0.05, 300mg/kg;
p<0.01). —At the end of recovery period; increase in platelet
(p<0.01).




KL R :

—300 mg/kg/ B ; 7ILIT UM (p<0.05) . a 183&Ua 258
TV2iE (p<0.05) 35 KUALPE 4 (p<0.05)

—EE AR T B, 7 LTS H80N (p<0.05) . A/GLEHEMN (p
<0.05) . 1)y L AN (p<0.05) , FEHE1) > HEN (p<0.05) . #4
AUNYEEFD (p<005) ., FIILa—RED (p<0.01) k)Y
) RiEid (p<0.05)

FRIBZRET R (3% -

Blood chemical findings: =300 mg/kg/day; increase in albumin
(p<0.05), decrease in alphal- and alpha2—globulin (p<0.05) and
ALP (p<0.05). -At the end of recovery period; increase in
albumin (p<0.05), A/G ratio (p<0.05), potassium (p<0.05) and
inorganic phosphorous (p<0.05), decrease of total protein
(p<0.05), glucose (p<0.01) and triglyseride (p<0.05). Pathology
(number of animals): —300 mg/kg/day; dilation of lumen in
bladder (3), dark redness of light lobus anterior (1) and dark

SRR red maculae of left anterior (1) in lungs. —At the end of
—300 mg/ke/ B ; BEBERRRHLER (3) . BRMATEDREFREBI (1) [recovery period; white maculae of light middle and left anterior
BLUEMATRIOREFREBE (1) in lungs (1). Organ weight —300 mg/kg/day; decrease in
—EIE AR T B ARt P R B KU ZERRTRIO B BE (1) absolute organ weight of the brain, lungs, heart, liver, and
adrenals (p<0.05), spleen and pituitary gland (p<0.01). increase
[FaE= in relative organ weight of the brain, lungs, heart, liver,
—300 mg/kg/ B ; B, fifi. 1(Dg . FFIEE S UBIR (p<0.05) . B2 |thyroids, testes and epididymides (p<0.01). ~100 mg/kg/day or
BE LUK TER (p<0.01) DIt EERA . B, B, D&, [more; increase in relative organ weight of the kidneys (p<0.01).
BFE . BRIR . BRI VB E LIADIEXEEHEN (0<0.01) [-At the end of recovery period; decrease in absolute organ
—100 mg/kg/ B AL ; B DM E=1400 (p<0.01) weight of the heart, liver and epididymides (p<0.05), increase in
—EIEEARE T DS, FFES KU R LIADIETEER |absolute organ weight of the testes (p<0.05).
4 (p<0.05) . FER DX EE1EM (p<0.05)
VERR. BIBR R SUHEE ER(p<0.05) . ik, ffi. Bifd KU |increase in relative organ weight of the spleen, adrenals and
B (p<0.01) DX EEHEMN epididymides (p<0.05), and brain, lungs, kidneys and testes
(p<0.01). Histopathology (number of animals): =300 mg kg/day;
fHBREFMRTR (B slight swelling of axonal in the cerebellar peduncle (1), slight
—300 mg/keg/ B ; BRED/NMxHIEARIER (1) . BEDLEH |degeneration of sciatic nerve fibers (7), moderate cellular
BT (7). MIZE T3P FEEDIFRIEKRE (2) BKLUHA |infiltration of neutrophil (2) and granuroma (1) in the lungs,
FEERE() . RERREEERICE T 2BREDIFHEKRE slight cellular infiltration of neutrophil at lamina propria in the
). BEOMTEARZIEBMR () trachea (1) and slight hyperplasia of tubular pars nervosa in
—EIEEARIE T B BREE 0D /MBI S FR A AR (3) . BREE (4) /= [the pituitary gland (1). —At the end of recovery period; slight
[FHREE Q) DAL BHRRHTM., MICHITHEE (1) £f=1d |swelling of axonal in the cerebellar peduncle (3), slight (4) or
FEE Q) ORFERE. BRETORT—UIXEKUXIZHIT |moderate (3) degeneration of sciatic nerve fibers, slight (1) or
BRATYT 1B FHRBROER (1) moderate (1) granuroma in the lungs, retention of step19
spermatids at stage IX and X in testis (1)
[t
NOAEL (NOEL) NOAEL : = 30 mg/kg A NOAEL : = 30 mg/kg bw
LOAEL (LOEL)
NOAEL/LOAEL M #t FE R #L

It i ONOAEL(LOAEL) DiE L VEE

ER

%58 5 ml/keg

[l (1) #IRR%E<IEEEDY (1) valid without restriction
{23814 D HIBTIRHL SIDSTURRAUNZE-TEELTER Critical study for SIDS endpoint
Hig MHW Japan MHW Japan
5| FA TRk (T XX k) (51) (51)
[[E=Z
- 11 - 14I23RE as prescribed by 1.1 — 1.4
HABRMEA Mitsui chemicals. Inc.. Lot No.710130 Mitsui chemicals, Inc., Lot No.710130
CASES
HMES 99.50% 99.50%
SERR
Ak
Fa Sub-acute
. NN OECD HAKSAY 407 "REFZEOFM - FEH: 286-HF 1= |OECD Guide-line 407 “"Repeated Dose Oral Toxicity — Rodent:
HEAARTA x148” 28-day or 14-d Study”
GLP#E& [EIR Yes
HEBREToF 1999 1999
= vk Rat
HEBR (G R 4 Crj: CD (SD) Crj: CD (SD)
TER (HE:M, M- F) It Female
nEg 0 G&aE). 30, 100, 300 mg/keg/H 0 (vehicle), 30, 100, 300 mg/kg/day
ZHESH () 03 T0C /&% 7 per dose group
AR (181K)
BERK% #0 Gavage
xtBEEICx 3 BN HY). AR yes, concurrent vehicle
&5 R (B) (OECD422% T. % [28EF 28days
S5HMOT—42ENHLEE. &
REEHRE)
B5HEE 78/ Tdays/week
EEHIRE (H) 148 R85 14days
B B, 5B E TEST ORGANISMS: Age; 5weeks old
AHERBAIABFDIAE; 128 - 154 ¢ Weight at study initiation; 128 — 154 g
HEREH ’E RIE; fiK Administration : Vehicle; Purified water

Total volume applied; 5 mL/kg




iREtFamE

RE. RERNE

BIRFELIFRBEOED. EROFH. EXEHE. AZ. B
B2, ROEENHIE, MEREE, MRICFREE. HHExt
BREESLVENERZEEDLETE., RY)IBartlettd
ENBREEEREL Iz, N THNIE—TEBEANOVAEFI
AL, AEENHERSNNERERB LU BHREO=ES
Dunnett® % E LLEIRTE CKYIREI LTz, — A, TELETH
N(EKruskal-WallisiREEFIAL, FRENBEINNIEER
#Mann-Whitney DUIRTEIZKYIRETLT=,
HEEBRRAO7ELVRDEENTED LE TIERYI
Kruskal-Wallis#R EZ XL EEENBERINNITREH#E
LU BRI D ZE E#ZMann-Whitney DURE I LY HREF L T=,
RMBHEDERNp<005THNITHEEEEALLT,

For comparison of grip strength of forelimb or hindlimb, splay
of hindlimb, locomotor activity counts, body weights, food
consumption, urinary quantitative analysis, hematology, blood
chemistry and absolute or relative organ weights, Bartlett’ s
test for homogeneity of variance was first performed. When
variance was homogeneous, one—-way ANOVA was used. If
significant differences were observed, the differences between
treated group and control group were examined by Dunnett’ s
multiple comparison test. On the other hand, when variance
was not homogeneous, Kruskal- Wallis” s test was used. If
significant differences were observed, the differences were
examined by Mann-Whitney’ s U-test. For comparison of
functional observation scores and urinary qualitative analysis,
Kruskal-Wallis’ s test was first performed. If significant
differences were observed, the differences between treated
group and control group were examined by Mann—-Whitney’ s
U-test. Differences from control group were considered to be
significant at p<0.05.

R [ —

S, kS

BRRFTR (EEE. fTROAERR
b i)

BRI PRI R (AR, FEE)

MFPRIFTR (AR SEE)

MAERECFHTR (RER, EE

&)
REBEFR (RER, FERE)

TR CE), ST R

BIRFTR (RER, FEE)

[T

REBRBFHTR (REX EE

E)
ERICERSN-E

A= RIibH
P ARTES T (A Y Deaths did not occur for all animals. Clinical observations: —
ERERFT R : 300 mg/kg/day; staggering gait, decrease in food consumption
—300 mg/kg/ B ; kHHESIT. BB ERA (p<0.01). JKH [(p<0.01) and water consumption, ataxia and decrease in
BEERY. EBKH. HERAET muscle tone. —100 mg/kg/day or more; decrease in body
—100 mg/kg/ BULE  (AEEMEFH L weight gain. =30 mg/kg/day or more; decrease in locomotor
—30 mg/kg/ BLLE ; BEEENEIE T (308 LU 100mg/kg; p< |activity counts (30 and 100mg/kg; p<0.05, 300mg/kg; p<0.01). —
0.05, 300mg/kg;p<0.01) At the end of recovery period; staggering gait, decrease in
—EEARRR TR, KAHEHIT. AEFL (p<0.01) ., EEE  |body weight (p<0.01) and food and water consumption, ataxia,
Y. SOKERLD . BENKA. HENET. BEREEHZEIE |decrease in muscle tone, locomotor activity counts (p<0.05)
T (p<0.05). ZEEDIEHET (p<0.01) and grip strength of hindlimb (p<0.01). Hematological findings: —
300 mg/kg/day; decrease in hematocrit (p<0.05) and
MiEFRIRTR hemoglobin. —At the end of recovery period; increase in
—300 mg/kg/ B ; NTRI)wkEA (p<0.05) B L UANES OE |platelet(p<0.05) and PT (p<0.05). Blood chemical findings: =300
ViR mg/kg/day; increase in albumin and triglyceride(p<0.05),
—[EEHAR 4 T B ; /MR (p<0.05) S K UPT(p<0.05) [decrease in alphal—globulin, urea nitrogen (p<0.05), creatinine
#hn (p<0.05) and ALP. -At the end of recovery period; increase in
ALP (p<0.05), potassium (p<0.01), inorganic phosphorous
MiEIERIRT R (p<0.01) and chlorine (p<0.05), decrease of total protein
—300 mg/kg/ B ; ZILTIUHE IV F ) RiEM (p< (p<0.01) and glucose (p<0.01).
005), -1 AIY ED . REEHRED (p<005). JLTF=
Vi (p<0.05) . ALPE A
—EIfE #ARE 42 T B ; ALP1E 0 (p<0.05) . 1117 LA (p<
0.01), Y 380 (0 <0.01) . HFHIEN (p<0.05) ., #H /X
ER YEERD (p<001). ¥IILa—RFED (p<0.01)
AR R (%) : Pathology (number of animals): —300 mg/kg/day; dilation of
—300 mg/kg/ B ; BERE BT R (1) lumen in bladder (1). —At the end of recovery period; dilation of
—EEAREETE . BEOABELRE(HLU light renal pelvis in kidneys (1) and cyst in ovaries (1). Organ
DRNE AR (1) weight —300 mg/kg/day; decrease in absolute organ weight of
the brain, lungs, heart, liver, spleen, pituitary gland and thymus
i E= (heart; p<0.05, others; p<0.01), increase in relative organ weight|
—300 mg/kg/ B ; B, fifi. DB BEE. 1208, TEAEEZUM |of the brain, lungs, heart, liver and kidneys (p<0.01). —At the
RO HREE R (DE(Ep <0.05, ZDhiEp<0.01). |end of recovery period; decrease in absolute organ weight of
fisd, B, D BB, S EUBBOEMEREEEEM (o< the brain, liver, pituitary gland and ovaries (p<0.01), increase in
0.01) relative organ weight of the brain, lungs, heart, kidneys, spleen,
—[EIEEARTAR T B Bixi, BB, TEARSLUINEDMIESS |adrenals and thymus (thymus; p<0.05, others; p<0.01).
BEFHA (p<0.01), K, ffi. D, BiE. BiE. B3I S LUK |Histopathology (number of animals): =300 mg kg/day; slight
IR DB %} figi 25 E 21 (WARp <0.05, ZDHh(Ep<0.01) swelling of axonal in the cerebellar peduncle (2), slight
degeneration of sciatic nerve fibers (7), slight granulation of
FRERIES RO R (B30 - muscular layer in the esophagus (1). —At the end of recovery
—300 mg/keg/ B ; BREDQ/NMXHIEARIER (2) . BEDLEM |period; slight swelling of axonal in the cerebellar peduncle (5),
RASHTH (7). BEGBICBITABREDRZERR (1) slight (5) or moderate (2) degeneration of sciatic nerve fibers,
—EIE AR T B BRE D /MM B FRFERR (5) . B2 (5) &= |slight dilation of renal pelvis in the kidney (1), slight cyst in the
[FHPEE Q) DAEHERETE, BEOBRIER() . BE |pituitary gland (1) and uterus (1).
DTEREEN) . BEOFEEEN)
HE
NOAEL (NOEL) NOAEL : < 30 mg/kg {AE NOAEL : < 30 mg/kg bw
LOAEL (LOEL)
NOAEL/LOAEL #E i 8 L
It i ONOAEL(LOAELDELNVE
AR

[EE

(1) HRZ<IERIEHY

(1) valid without restriction




EEME D FIETRHL SIDSTURIRAUMMIESTEELAER Critical study for SIDS endpoint
Hist MHW Japan MHW Japan
5| FASXHk (GT3XRk) (51) (51)
IS
HEYMES T—3%L no data
CASES
HHEE
JERR
& |
Bk HARTAY T %L o data
GLPE& [AIAY-4 No
HEREToLE 1980 1980
. vk Rat
R R Rk T —HHL Strain : no data
PR (M, It F) T—3%L T—37%L
BEs 3.2.12.0. 34.5 mg/m’ 3.2, 12.0 or 34.5 mg/m>
£ HAZE (ER) DEE [Jug:] 6 per dose group Application
B R
BEEE ®RA Inhalation
SERECx 0 HY Yes
R 58I (H) (OECD422% T. &% [16 38 16 weeks
SHEOT—2ENHL5E. &
RIEEGHRE)
RE5EE T—A%L no data
ElE HARE (H) T—A%L no data
N8 24L: Number of animals: 24:
N AW TERDERZRUVITOYVIVEEMEFDI-8. FER [The substance was heated to 50 degree C to obtain a mixture
HEREM ME%50°CICEALT= of vapours and aerosols of Methacrylamide.
HEtFRy IR
s
RE. AEENE
EEEE . SKE
RRATR (BEE. fTROFLE
HA L E i)

BRI R (RER, FEE)

MEPRIFTR (AR, SERE)

g;}ﬁfﬁt?ﬂ’aﬁﬁﬁ(%i&? BB

REEFR (AR, FEE)

SRR CR), SET R

BRI R (RER, FEE)

[T

EE%H%&%E‘JF&E(%E?& S

)
ERICERShT-8

AERIGHE
12 mg/m’: 12:8% : BRE QR EMH M SR OB OEM |12 mg/m’: After 12 weeks: Slightly increased aggressiveness
16:8% SEENMEET. BERLEOEMN, WEMEEM, AERE |of the animals; increase in summation threshold potential.
LEIURADEILZHTIE(EFOTS A R—LBEEE S & |After 16 weeks: Reduced activity, increased startle reaction,
VERFOVRERM) increased aggressiveness, decreased body—weight and
345 mg/ms; 12;8%%  AEFL . MM, AEES) (FHZ&  |biochemical changes inthe brain (increase in hydroxy—indol
HEH) ORED . ERMWZEFORD . BELORIDIET acetic acid and histidine levels). 34.5 mg/m> After 12 weeks:
165 A% EEMET. BERGOEM, ADEILFIZE [Reduced body weight, increased aggressiveness. Decrease in
IR 1t investigative activity (explorative behaviour) and moti-vated
B 3B RED/NE L B FEBMEDETIER. ATl |behaviour decrease in summation threshold indices. After 16
BEUHOP R AT —HEAL (TYMNRIZE TS EAREEK |months: Reduced activity, increased startle reaction,
MEMN)TrD7r. A=Y 5-EFOF S A R—)LEEEES |biochemical changes in the brain. Autopsy: Slightly smaller
FUERFOUIDEM) testes, and tendency for reduced mobility of spermatozoa.
Dystrophic changes in the liver, and brain (increase of biogenic
in rat brain: tryptophan, serotonin, 5— hydroxyindol acetic acid
and histidine.
bt
NOAEL (NOEL) NOAEL : = .0032 mg/L NOAEL : =.0032 mg/L
LOAEL (LOEL)
NOAEL/LOAELD 3 E R il
I i DNOAEL(LOAEL D EWVE
JERR
[l (2) HIFRF=TIEERHY (2) valid with restrictions
{EFE M D I BT L O 7 DHER. BHMICER Russian study, partial translation into English available.
B Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
5| TR (ST X k) (47) (74) (47) (74)
EE
HEYMESR $—9ﬁb No data
CASEE
HHESE
AR
HiE
HikHARSAY th: T—4%L other: no data




GLP#E& [ No

HEBREIToF 1970 1970

e 2k Rat

HER (2 R4t A= other: Porton

TR (M. M F) i Male

BER 50 mg/kg (11 BFE); 100 mg/kg (14 HFE) 50 mg/kg (11 days); 100 mg/kg (14 days)
S

£ AZE (ER) DB BNk 60L /B Number of animals: 6 per dose group
B (181K

B #OGESR) oral feed

SRR ICxE 9 S0 T—457%L no data specified

5 HRI (H) (OECD422% . % [25 AR 25 days

SHPROT %N H5HE. &
Ri&5HR)

REHE

10 x 50 mg/kg(11 BN 5. 10 x 100 mg/kg(14HREDERE

10 x 50 mg/kg for 11 days, followed by 10 x 100 mg/kg for the
next 14 days

EEH#ARE (H)

F—AHL

no data

HEREM

BIEREGE: 1500 mg/ke

Cumulative dose: 1500 mg/kg

HEZE
e FEENE

=
'

EElE, BOKE

RIRFTR (ERE. TR ORELR
HA S HF R )

BRI R (RER, FEE)

MEPRIFTR (AR, SERE)

J)'I#EL;EEE1I:$E"JFEE(%E$~ BB

REER (RER, FEE)

TR CR) | SET R

BIRFTR (RER, FEE)

[P

REBMBPHATR (RER. EE

E)

ERICERShT-8

AE Rk

ER

SIABSIVEBEERETHY., REROFE M (ERILI/N—%
;E%’)Tjj VICEBIERDONGEA o=, RS HEIROSNA
NDTz,

o+ =0
1 af

NOAEL (NOEL)

Gait and stance appeared normal, and the hind—limb activity
(tested by the ability to grasp a sloping bar) was unaffected.
No neurotoxic effects.

LOAEL (LOEL)

NOAEL/LOAEL D # FERHL

It i ONOAEL(LOAEL) DLV

SRR

[ (2) KR ETIEEEHY (2) valid with restrictions
RERICOVWT KL THSNTILNVD, — R4 LSRR B|Z & T= [Study well documented, meets generally accepted scientific
{E AT O 1| 7 AR H LTS, FHfI kYRR TS principles, accepted for assessment.
ik Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
5| FASCAR (Gt X k) (4) (39) (4) (39)
EE
HEBEYMES T—37%L no data
CASES
HESE
IR
Hik
HsE S HARS A fh: O—40vkET Other: Rotarod Performance Test
GLPE & T—AEL no data
HEREIToFE 1983 1983
= vk Rat
BB (8R4 Wistar Wistar
TR (B M. I F) i3 Male
nEg 6.93. 10.4, 15.6, 23.5 mM (140, 210, 320, 480 mg/kg/ H) 6.93, 10.4, 15.6 or 23.5 mM (equivalent to about 140, 210, 320
i3

FRAEE (R DEYE

L. 160T; 40T /FE

Number of animals: 16; 4 per dose level

R (A

15 54388 #Z0OEK) drinking water
MEBE(CH T H0E HY Yes

R 58 (H) (OECD422% T, % (60-90 B 60-90 days
S5HEOT—2ENHL5HE . &

&5 )

BE55EE M Continuously
EIEHARE (H)

HEREH




ﬁ%‘l‘#ﬂ’ﬂﬂﬁ

hE. kEEme

{EEIE . BRKE

FRPRAT R (BB, TR ORI
HA LR )

BRTIFAOFT R (AR, SEE)

MEPEIFTR (AR, SERE)

£§§£E4t52%FﬁE<%E$~ BE

RIEEFR (RER, FEE)

ST CR) | SET R

BIRFTR (RER, FEE)

e

E?E?ﬁﬁ.%ﬁ#ﬂ’iﬁﬁﬁ(%$$~ S

SECEREIEE

AERIGH
15.6 mMLL ETO—420 YR RER AR IEH $950%/E FL7=(15.6 [From 15.6 mM the Rotarod Performance was reduced about 50
mMEETIZ4PCh20T, 235 mMEE TIX4MCH4[T) ; % (15.6 mM 2 out of 4 animals, 23.5 mM 4 out of 4 animals);
HEEMEDF D decreased body weight gain. Dose—dependant neurotoxic
AEREHEHESM: effects: Symptoms: Ataxia (i.e. weakness, and a tendency
ER BHAA(THHEES. BOUICEEDRMEB KLUE| |toward spreading and dragging of hindlimbs). Urinary
=), EEDBRKERNEDOoNTI=5 YR TIEREZ N RS |incontinence was seen in animals showing severe clinical signs.
e Histology after 90 days: 23.5 mM-group: Morphological changes

SR 0B EDMERFMFRR in tibial and sural nerves, such as shrinkage and loss of
23.5 mMEE: [RF IR E KU HEE MR DR EF M E L (B BE#R |myelinated fibres, myelin retraction, and corrugated myelin
HEDOUBEHLWHEEL. ST DIUES SRR DOIT) U8  [sheaths, were observed. After 60 days: significante reduction
BE) BTSN, of (3H)-Colchicin-binding toneurotublin in nerve tissues.
608 #% : MHE MR ICE 1T SHBMNEDF 2 —T o E3H-
JLEFUOBEELEERD

155

NOAEL (NOEL) #9. 210 mg/kg (A E Ca. 210 mg/kg bw

LOAEL (LOEL)

NOAEL/LOAEL M #t FE R #L

It i ONOAEL(LOAEL) DE LVE

ER

5N () KR ETEEEHY (2) valid with restrictions
RERICDOVWT KL THSINTLNVD, — AL RIR A% T= [Study well documented, meets generally accepted scientific
{EEEME O BT R L LTS, FHfIIc kYRR TS principles, accepted for assessment.
H# Réhm GmbH & Co. KG Darmstadt Rohm GmbH & Co. KG Darmstadt
51 FA XXk (FT3LHK) (107) (107)
ES
HRME % T—BLL no data
CASES
MEZE
SR
2R 47 8
. s e— oo 4718 Type : Chronic
HiEAAARZAY T Sther
GLP#E& T—4%HL no data
AEBREITOE 1993 1993
= vk Rat
HEBRR (R Wistar Wistar
TR (M. I F) 73 Male
BEs 0. 200, 400, 800, 1200 ppm 0, 200, 400, 800 and 1200 ppm

FREH M) OEMH

R (EK)

e, AEENE

BEERE FZOERK) drinking water

SRR ICxE 9 HALEE HY Yes

REHM (B) (OECD422% T, 3% [4.8.127 A 4, 8, and 12 months

S5HMOT—42ENHLEE. &

R 5 HRE)

BEHEE th: T—H%EL Other: no data

EIEEAME (B) &=&K125 A 12 month in the longest case

AEREN
HatfEMT STATISTICAL ANALYSIS For comparison of 3 or more groups,
SHLU DB TIEHTHROERERIIC—TERE the differences between group means were first examined by
ANOVAIZ K> THREILT=1%. DunnettM Z ELLEIREIZL YR |one-way ANOVA and then by Dunnett’ s multiple comparison

Wt e mE L=, BEKEIIp<0.05&LT=, 2B¥E D LLELZ[XFisher® [test. Differences were considered significant at p<0.05. For

IERERERREZFI AL,

e —

comparison of 2 groups, Fisher’ s exact probability test were
used.

EEIE . #RKE

FRPRAT R (BB, TR ORI
HA LR )

BRTIFAFT R (AR, SEE)
MFPHIFTR (RER, SERE)




g?ﬁi{t#ﬂﬁﬁﬁ%(%$$~ S

RRETE RAE ERE)

LR CE), ST R

BIRFTR (RER, FEE)

B e

[
RIERRPHRRE (REER EE

E)

ERICERSh-8

HAERIGH
1EE/AE/BH=YDEKIZEDA29) ILTIEDIEEED |Estimated methacrylamide intake by drinking water per unit
BE body weight
per day:
AR TER AW TEFERE
BE [ppm] [me/ke/H] Methacrylamide Methacrylamide intake
concentration [ppm] [mg/kg/day]
0-3 4 A 4-12 478
Beginning 3 months 4-12 months
200 28 +/-1.0 (a) 1.2+/-03
400 50+/-1.6 23 +/-0.6 200 28 +/-10 (a) 1.2+/-03
800 9.6 +/- 3.0 46 +/-1.0 400 50+/-1.6 23 +/-0.6
1200 15.2 +/- 44 71 +/-1.6 800 9.6 +/- 3.0 46 +/-10
1200 15.2 +/- 44 71 +/-1.6
(a) F15 +/- SD, BEDEMHIT 18- 20/,
COMEERMEILALMNZIROTIND, BitEELETEAE () Mean +/- SD. Number of animals in each group was from
ZRIRITRYT 18 to 20.
These estimated intake were apparently incorrect. Re—
calculated doses
and calculation manner were on Appendix 1.
1200 ppm: I G HARSI R (AEIEMNE (I XBELEELTIEERE  |1200 ppm: Body weight gain was slightly but insignificantly
o ERHEMNTE DL, EROEBELVERESITHREDK |suppressed compared to control during the treatment period.
ER HEHREE DERIARE SN Tz, 8008 K1,1200 ppm: H— |Sympotoms of peripheral neuropathy including hindlimb
A0YR ETOHITHANEEIZE T L (p<0.05), weakness and abnormal gait were detected. 800 and 1200 ppm:
800 ppmil  : BEEE B DB EEMARE STz, —E DS vk  |Walking performance on a rotating rod decreased
TIXEBHRIEN DD 51= (800 ppmBEE1FTE £ 11200 ppmEE |significantly(p<0.05). More than 800 ppm: Group atropy of the
3, HEHMPDYRKES LEHE (T BB LU S [gastrocnemius muscle was detected. Some rats showed a
HECTRETHoI=. distension of the urinary bladder (1 animal in 800 ppm and 3
BBk FEERIIEEICEIELEN o=, 120 B&IZMFF |animals in 1200 ppm). Water and food consumption were not
#aL XF0—)L (1200ppm, p<0.05) . Y IEE & & (1200 different among control and treatment groups during the
ppm. p<0.05) BLUVY ~FILAZILISU R T S5—+H F M D A |treatment period. Hematogram did not change significantly.
SEHHIRGEMNREO Ny T ILAZJLLS R T |Dose-related increases in serum total cholesterol (1200ppm,
S—EETEMNIEHETEHNAEETIEGNo2T=, 120 AE®D  [p<0.05)and phospholipid content (1200ppm, p<0.05)and gamma
SYRRIZIEWHEEEELELEMELERONIEA DI=, [-glutamyl transpeptidase activity were seen after 12 months,
BRE&YMP. BHITERENREEZT=28 DS YR TILR |although the increase in the last item was not statistically
REZICERTIAREDBRABES LUREEMHBEEDSE |significant. Rat urine after 12 months did not show any
KO EITLT =, significant biochemical change. During post—administration
period, pigmentation of body fur due to urinary incotinence,
and symptoms of neuropathy were advanced, especially in rats
receiving the two higher doses.
BEHETELIVBEZBBRONTRIZENTE. #ExtE | No significant differences in absolute or relative organ weights
REEFIIENBRESECHEEEXRSA GO, were seen among either treatment or post treatment periods.
[t
NOAEL (NOEL) NOAEL : = ca. 9.1 mg/kg/H NOAEL : = ca. 9.1 mg/kg/day
LOAEL (LOEL)
NOAEL/LOAEL D # E Rl

It i ONOAEL(LOAEL) DLV

SRR

[ () KR ETEEEHY (2) valid with restrictions

{E3E1E O HI IR HL

g Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
Mitsui Chemicals, Inc. Mitsui Chemicals, Inc.

51 A3 #k (GT3CHk) 3) 3)

BEE 755 :SIDSTURRAUMIESTEELRER Flag : Critical study for SIDS endpoint

HEYMES T—3%L T—37%L

CASES

HMESE

JERR

Hik

Bk HARSAY th: 757Gl other: no data

GLP@E & T—A%HL no data

HEBRETo-FE 1966 1966

= vk Rat

HEBRR (B RH) Rif: T AL Strain : no data

TR (B M. I F) T—A%HL no data

200 mg/PT (10 % /K& FET=I% 400 mg/IT (20 % KiBFHK)

200 mg/rat (10 % aqueous solution) or 400 mg/rat (20 %
aqueous solution)

BEREH R DEME

3 10

Number of animals: 10

BEGAK)




5 E4RER BR Dermal
SRR ICxT 9 S0 »HY Yes
& 58I/ (H) (OECD422% . 1% [12RH 12 days
S5HMOT—42ENHE5E. &
K5 HR)
BEHEE 12 x 4B5R8 12 x 4 hours
EEHIRE (B) T—3%L no data
B CEAW: 60% TR/ —)LGHE: 96 %) .2 % N2E . 20 [Vehicle: mixture of: 60 % Ethanol; Purity: 96 % with 2 % Benzene
HERSMH % ZFa/8/—)JL . 20% K 20 % Propanol and 20 % Water Number of animals: 10
o e D e
[#E I —
RE, KEENE
EEEE . SKE
RRATR (EEE. fTROFELE
HA e i)

BRI R (RAER, EEE)
MEPEIFTR (AR, SERE)

in;li&EEﬂ:E?E"JFﬁE(%EZ’E\ E-S

RIEEFR (RER, FEE)

ST CR) | SET R

BIRFTR (RER, FEE)

[

E?E?ﬁﬂ.%ﬁﬁﬂ’iﬁﬁﬁ(%$$~ S

SECERENEE

AERIGH
FRTDSYRDAZY I TIRRERICERFL, All animals survived the exposure with methacrylamide.

IR SEIR BRI S LU —FME LA HE Symptoms: Apathy and temporary reeling. No further
i SHEBBMIEAFAAEETH D, information available.
& |
NOAEL (NOEL)
LOAEL (LOEL)
NOAEL/LOAELD #E FER B
i DNOAEL(LOAEL D EVE
R
B (2) FIRftETIEREEHY (2) valid with restrictions
{25814 D HI BT IR HL
HE Rohm GmbH & Co. KG Darmstadt R6hm GmbH & Co. KG Darmstadt
5| FSCRR (T XX ik) (12) (12)
EE
HEBYMESR T—H%L no data
CASES
TS
IR
Vb -

. S le— o EER -] Type : Chronic
HE AR fh: 7—4%L other: no data
GLP#E& T—A%L no data
HEREITOFE 1993 1993
. IR Mouse
BER A AR fh: ddY other: ddY
TER (i M. M- F) i3 Male
BEE 0. 200, 400, 800, 1200 ppm 0, 200, 400, 800 and 1200 ppm

FRAER (MR DB

A A

B EER FFOERK) Drinking water

STEREICx IS0 »HY Yes

& 58I (H) (OECD422% . 1% [4.8. 124 H 4,8 and 12 months

SHMOT—42ENHS5E. &

E&5HIM)

BERBE

EIfEEARE (B) &=&K125 A 12 months in the longest case

AEREN
HatfEMT STATISTICAL ANALYSIS For comparison of 3 or more groups,
SHLUEDLEB TIEHTHEOEREZRIIC—TERE the differences between group mean weres were first
ANOVAIZ K5 f#H7# . Dunnett D Z ELLERTE(CKYARHTL  |examined by one-way ANOVA and then by Dunnett’ s multiple

et R IR 1= BEIKE(Fp<0.05& LT =, 2BERI D LLEX(Z I FisherMIEFE |comparison test. Differences were considered significant at

HERREZ A=,

e —

e, hEENE

p<0.05. For comparison of 2 groups, Fisher’ s exact probability
test were used.

EEIE . BRKE

FRIKFTR (EBE. TR DR
HA LR )

REFMTRE (REXE. BERE)

MEPEIFTR (AR, SERE)

MFEEEFHRR (EER EE

)
RIEEMR (RER, FEE)




ST CR) | SET R

BliRA R (AR, SEE)
i 28 & =
REMABFNAME (REE BB
%)
ERICERShE-E
AERIGH
HEAEK/RE/BHT=YDERIKIZEDA29)JL7IRDIEEED |Estimated methacrylamide intake by drinking water per unit
BHE: body weight
per day:
ARV TER AR ILTERERE
BE [ppml] [mg/keg/B1 Methacrylamide Methacrylamide intake
concentration [ppm] [mg/kg/day]
0-3+~ A 4-12 78
Beginning 3 months 4-12 months
200 5.1 +/- 1.3(a) 33+/-14
400 10.6 +/- 3.7 6.1 +/-21 200 5.1 +/-1.3(a) 33+/-14
800 175 +/-49 95 +/-46 400 10.6 +/- 3.7 6.1 +/-21
1200 202 +/- 6.2 19.3+/-9.8 800 175 +/-49 95 +/-46
1200 20.2 +/- 6.2 19.3+/-9.8
(a) 15 +/- SD, FEDENYIEIT 18- 200T,
COBMBEERZIZHASHNIZEE->TWS, BitEELETEAE [(a) Mean +/- SD. Number of animals in each group was from
ZRIRISTYT 18 to 20.
These estimated intake were apparently incorrect. Re—
calculated doses
and calculation manner were on Appendix 1.
R
800 L1200 ppm: AEEMEAFZIZH A LT=(p<0.05), [800 and 1200 ppm: Body weight gain was decreased
BBEDEBHLVEESITEEDOREEREEZT OMERM  |significantly(p<0.05). Symptoms of peripheral neuropathy
BREEIhf-, O—4209F L TOHITREANEAEIZIE T LI=(p |including hindlimb weakness and abnormal gait were detected.
<0.05), Walking performance on a rotating rod decreased
800 ppmEl b : BFER A D EBA R E SN Tz, —EPD IV R TIL [significantly(p<0.05). More than 800 ppm: Group atropy of
FEBEHEIRANERO DAL= (800 ppmEF1 T £ K 11200 ppmEF1 thegastrocnemius muscle was detected. Some mice showed a
), distension of the urinary bladder (1 animal in 800 and 1200
BEHEDOBRKESITEREEHBHSLUIZE5EM  |ppm). Water and food consumption were not different among
TRI%ETHo1=, control and treatment groups during the treatment period.
BBk FERERIIBEERICEIELEN o=, IREFHEDYIAT |Hematogram did not change significantly. In mice, a high but
(X, B=ICHAILEWNS R ERIES GEEF IR fHAEARIE |doseunrelated increase of multiple lung tumors, which were
LoWant) O BB LYERESTEMMNEHESINT, diagnosed histologically as alveolar type Il adenoma, was
BEREES. REZICERTA2ARENDBRLBEH LUK |observed to be greater in the treatment groups than in the
TR EE DERHSETL=, control. During post administration period, pigmentation of
BEPRPELVRSRBPONTNIZENTH, #XIHE |body fur due to urinary incotinence, and symptoms of
HRESFIEMEREECEREXRON G ST, neuropathy were advanced. No significant differences in
absolute or relative organ weights were seen among either
treatment or post treatment periods.
et
NOAEL (NOEL) NOAEL : = #924.3 mg/keg/H NOAEL : = ca. 24.3 mg/kg/day
LOAEL (LOEL)
NOAEL/LOAEL 0) £ 7 fR L
i DNOAEL(LOAEL D EVEE
SERR
[l (2) HIRftE=TIEREEHY (2) valid with restrictions
{E58 14 D HI BT IR HL
g Rshm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
Mitsui Chemicals, Inc. Mitsui Chemicals, Inc.
5| FASCEk (T2 ik) 3) @)
= 754 :SIDSTURRAUMZES>TEELRER Flag : Critical study for SIDS endpoint
HEEME L 1.1 - 1.413R%E as prescribed by 1.1 — 1.4
CASES
HHEEE
AR
HiE
FsE S HARSA fth: 14 BHREEOSMH other: 14 d oral toxicity
GLP@E & [ No
HREBRETOE 1979 1979
. S 23 Mouse
HEBR GE R4 fth: CF1 other: CF1
TER (B M, M- F) e/ male/female
BEg 125, 250, 500 mg/kg/H 125, 250 und 500 mg/kg/d
%K : 20T ; & Bt AR 100 Number of animals: 20; 10 male and 10 female animals per
£ AR (KR D EEL dose group Application:
AR (K
iR #0OGaH) Gavage
SERECxT 08 »HY Yes




& 58I/ (H) (OECD422% . 1% [14 B 14 days

S5HMOT—42ENHE5EE. &

KI5 HR)

B5HEE 1H1[E once a day

EEHIRE (B) T—3%L no data
BEH%:125,258KU5%KBRELTEELYROIKE  |oral per stomach tube as 1.25; 2.5 and 5 % in aqueous solution
AERMEOEEETY)ILTIFELRLT, The effects of the substance were compared with those of

SHERG T2V ILTIR50 mg/ke/ BIZKY HEFMEDERNFEIRT S, |Acrylamide. With Acrylamide neurotoxic symptoms occured at

a dose of 50 mg/kg/d.

#EtFRy 0

R I ——

RE, AEENE

HEEE ., SKE

BRRFTR (EEE. fTROAERR
HA LR )

BREIFAORT R (AR, FEE)

MFPRIFTR (AR, SEE)

MABRECFHTR (RER, EE

&)
REBEFR (RER, FEE)

TR CE), BT R

BIRATR (RER, FEE)

[P

ﬁ?ﬂ%ﬂﬁ?ﬂ‘]ﬁﬁﬁ(%i?& BE

ERICERINT-E

A RIbH
125 mg/kg/ B :BI{ERAL 125 mg/kg/d: No adverse effects. 250 mg/kg/d and 500
250 mg/kg/ B & K500 mg/kg/ B : mg/kg/d: Reduced food intake, reduced body weight gain in
EEEE /L. REIEME R (500 meg/keg/ BETIX1:BHE. |week one at 500 mg/kg/d in week two at 250 mg/kg/d.
250 mg/kg/ BEETIE2B B IZHIR) . 500 mg/kg/ B B Tl ##% |Neurotoxic symptoms appeared about 2 days earlier in the 500
SMDOREIKH250 mg/kg/ BEELYE2B B<HEL. SFHEEF |mg/ke/d group compared to the 250 mg/kg/d group and were

SE] TIREVEETH - HEEEE ., RO, (L[EY/KR |more severe in the higher dose group: Disturbance of

- SR EERH. BEORE. BEOFT7/—t, coordination, hind-limb splay, decreased righting reflex, ataxia,
500 mg/kg/ H : JET-ZE : 20T F110PT slight tremor, slight cyanosis. 500 mg/kg/d: Mortality: 10 out of
REPUR - SRAEEICEITAMMENm, TERIFICZF DM (20 animals. Pathology: Haemorrhages of the lungs in the high
DRBZMEIEZEOONEI DT, dose group. No other pathological changes in the major organs.

[t

NOAEL (NOEL) NOAEL : = 125 mg/kg AE NOAEL : = 125 mg/kg bw

LOAEL (LOEL) LOAEL : = 250 mg/kg (AE LOAEL : = 250 mg/kg bw

NOAEL/LOAEL D FER B

i ONOAEL(LOAEL D EVE

SR

[l (2) HIRftE=TIEREEHY (2) valid with restrictions

SRR D HIHTIRHL

HEBRISOVTECGEERSN TS, — AL PHRBE T
LTS, FHEiIcEYEEBSh TS

Study well documented, meets generally accepted scientific
principles, accepted for assessment.

[aak::: Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
5| FASCHk (FE3Cik) (82) (82)

lES

HEYMES T340 no data

CASES

HEE

IR

5 e —
Bk HARSAY fth: T—2%L other: no data

GLP@E & LWVZ No

HEBRETOLE 1978 1978

. EZ3 Mouse

HEBRR (B RH) ft: ddY other: ddY

TR (B M. I F) i Male

wEe 153 mg/kg(0.9 % NaCl ;8% F) 153 mg/kg in 0.9 % in NaCl solution
FREH (MR DEIE 5Pt 5

TR (181K)

B 0GR Gavage

BB I T H0E HY Yes

%5k (B) (OECD422% T, #% (8- 1038 8 — 10 weeks
SHBOT—2ENHLHE . &

&5 )

BEHEE 2[E1/58 twice a week

EIEHRE (H)

AEREM &5 B Application: by stomach tube
TR TR

B I ——
RE, AEEME

EEEE . SKE

BRRFTR (EEE. fTRORERR
b5 il dii))

BRI PRI R (RER, FEE)




MiEZFERTR (R, BERE)

g?ﬁi{t#ﬂﬁﬁﬁ%(%$$~ S

REBEFR (RER, FEE)

LR CE), ST R

BRI R (RER, FEE)
REE

(TR
RIERRPHRRE (RER EE

E)

ERICERSN -8

A RIbH
BEOEHKRAS LUV HT M ITHEL (M. 5iEM) AY|Ataxia of the hind-limbs and slight behavioural changes
BHEINT-, (aggressiveness, alertness) were observed. From the 7 th
7B B L 0—20yRRER R EAFI50%{E T L1=(ID50=  |week: Reduction of rotarod performance about 50 % (ID50=
1787 mg/kg) . R EBEEH LVAEEMME(XIERE Thol=, I |1787 mg/ke). Normal testicular weights and body weight gain.

TR BERHEEEROONEN ST, No hematological changes. The treatment of the animals with

- ARGYITEIRTBRS1BERBEINSA29) ILTIREEHE T ET |phenobarbital (50 mg/kg, 5x per week, i.p.) one week before
DI/ INVE B— )L 5 (50 mg/ke. B5EIFERENIES)IZL |the methacrylamide—administration until the end of
Y. A29V L 7SRO RS ENMIFISN T, administration of methacrylamide reduced the neurotoxic

effects of the substance.

Em |

NOAEL (NOEL)

LOAEL (LOEL)

NOAEL/LOAEL ) #E FE 1R L

I DNOAEL(LOAEL DELVE

SR

Bt

E5E1M D HIETAR L

B Réhm GmbH & Co. KG Darmstadt R8hm GmbH & Co. KG Darmstadt

51 FA XXk (FT3LHk) (35) (72) (35) (72)

ES

HEMES T—3%L no data

CASES

HHEE

EE N

HiE

Fik HARSA fh: T—42%L other: no data

GLPE& No No

HEREITo-F 1966 1966

= o9¥ Rabbit

HEBRR (/R4 *if: T—HKL Strain : no data

PRI (M. - F) T/ male/female

e ARG LT IR 66 % X—RARK (1 g/E1¥) Methacrylamide as 66 %-paste (1 g/animal)

XA () OEE 30T ; MEIDT, It 20T 3; 1 male and 2 female

B (181K

BERK R Dermal

SREICx§ 508 »HY Yes

R EHM (H) (OECD422% T, 3% |[EhEh24 BB LU 8 Fifd 24hbzw.8 h

EHMOT—4E0HHIBE. &
Rz 5HR)

BEHEE

20 x 8 B¥EIIR 5121 x 24 KRR G5 GIEELFHERICE

& HARE (B)

1 x 24 h following 20 x 8 h (clipped or clipped and scarified)

A6

up to 6 weeks

SERE M

HRETPRINIE

HER
AE AEENE

EEEE . kS

RIRFTR (ERE. TR DR
HA SR D)

ARRIFAPT R (R, FEE)

MEFRIFR (AR, SERE)

J’J;EL;;&EHI:#E‘JFEE(%ESQ S

REEFR (REER, FEE)

LR CE), ST R

BIRFTR (RER, FEE)

(PR

RIERRPHRRE (RER EE

E)
ERICERSh -8

AE RIS

RN

SHZEUL £5EMLL REZEGL

Faam

NOAEL (NOEL)

No toxic effects; no systemic toxicity; no skin effects.

LOAEL (LOEL)

NOAEL/LOAEL D FERHL

@) HRF=TE#EEHY

(2) valid with restrictions

Rshm GmbH & Co. KG Darmstadt

Réhm GmbH & Co. KG Darmstadt

8
51 A SCHR (FE 3R

(12)

(12)




liz=

HEMES T—3%L no data

CASES

MEE

EE

ik e
ik HARSAY fh: T—2%L other: no data

GLP#E& LVE No

HEBRETOLE 1966 1966

N 94X Rabbit

HBR B RAt) i T—H%L Strain : no data

TR (M., I :F) i Male

BEE 21 x A F20 % ; 9 0.7- 0.8 g/ke) 21 x (20 % in vehicle; ca. 0.7 or 0.8 g/kg)

FREH R DY

3Pt

3

R EAK)

BEW: 60% TH/—)LHHE: 96 %), 2 W\

mixture of: 60 % Ethanol; Purity: 96 % with 2 % Benzene

20 % 70/8/—JL. 20% K

20 % Propanol and 20 % Water

RERER

R

Dermal

A EREE (i o HANIE

HY

Yes

X 5Hif (H) (OECD422% T, 1%
S5HEOT 2SN HIEE. R
E#H5HIR)

BE5HEE

8 B¥fEl/H. 5 B/

8 h/d,5 d/w

EEHARE (B)

6 3B

6 weeks

SERE M

!ﬁ}’ié‘l‘ﬁﬂ’im&

e FEENE

e —|

EEEE . BOKE

RIRFTR (ERE. TR ORELR
HA S HF R )

ARTIFMT R (RER, FEE)

MEPEIFTR (AR, SERE)

g;}ﬁfEﬂ:?E’JFﬁE(%Eﬁ\ BB

REER (RER, FEE)

SRR CR), SET R

BIRFTR (RER, FEE)

[

ﬁ?ﬂ%ﬁ%ﬁﬁﬂ‘]ﬁﬁﬁ(%$$~ S

SECEREIEE

AERIGH
EMHEREEOLAEI ST, No signs of toxic effects. The analysis of the blood and urine
A DR PICERMICEBESN-MAES LUVRDS |at regular intervals during the 6 week observation period
FERICEE. SRS (MEFJ ILASUBE )LE U ERRS2 |reveald no abnormalities, no functional disturbance of the liver

SR RAT7IF—E) FIEBHREEREES (MNP RER) (ERHSNAEM D [(serumg/Lutamate—pyruvate transaminase) or kidneys (blood
B urea) was found. Autopsy: No signs of toxicity.
B BHEREROOSNEN ST,

NOAEL (NOEL)

LOAEL (LOEL)

NOAEL/LOAEL D E Rl

I 5 DNOAEL(LOAEL DE WV E

AR

ExE

{E381E O HI IR HL

B Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt

5| BTk (T 3CAk) (12) (12)

iEE

HEBRMESA T—37%L no data

CASES

HHEE

JERR

Hik

HikAHARSAY th: F—5GL other: no data

GLP#E& LIVE No

HEBRETo-F 1975 1975

R IY¥ Rabbit

AR (%) —a1— —5VFEA New Zealand white

TR (M, B F) i/ male/female

BEE 0, 5. 50 (12 ) F1-[%500 mg/kg/B (5 &) 0, 5, 50 (12 weeks) or 500 mg/kg/d (5 weeks)

£ A= (ER) DENER 240 /% 24 per dose group

AR (K

BERR BE Dermal

SHEEREE(Cxt I 0 »HY Yes

B 5 R (B) (OECD422% T, %
SHEOT 2SN HEEE. R
E#R5HIR)

538 Ff-I 12:8

5 weeks or 12 weeks




REHE B0 5 A/8 daily 5 d/w
ElfEEAR (H) TEE 7 weeks
RS BIEL-EEERE Site of administration: clipped dorsal skin
SERSE 5 0.5 %(Triton X-1657K & &RIZIEHR) Application: 0.5 % in aqueous solution with Triton X-165.
#atFayn
458 X
RE, AEEME
BEEE . kS

BRRFTR (EEE. fTRORERR
b i)

BRI PRI R (AR, FEE)

MEPRIFTR (AR SEE)

MBRECFHTR (RER, EE

&)

REBEFR (RER, FEE)

LR CE), BT R

BlRFRR (AR, BEE)

i =8 B =
ﬁiﬁﬂﬁ?ﬂ‘]ﬁﬁﬁ(%ii’& EE

SECEREAEE

A RIbH
500 mg/kg/ BB D 23T 15 CHFEME DEERAEIRNES [Clincal signs of neurotoxicity in 15/23 animals at 500 mg/kd/d.
b=, 238 BIZHO THERIN 1=, R DBRIE JUHTA  [First observed at day 23. Splaying and forward extention of the
DHE, BOE L FHBIZx T HIEERRE RISEMN R STz, |hindimbs. The animals showed normal reflex reactions to
EMERORERSLVEEEITEEICLEFEL-(5BRM). |pinching of the toes. The incidence and severity of the toxic
SMHERKETREEE®R20B LUAICESEL:, signs steadily increased (5 weeks). The effects were reversible

TR 585 KU50 mg/ke/ BEICELWTHERRTHBINAMN >  |within 20 days after the last administration. No adverse effects

- o were noted at 5 and 50 mg/kg/d. No abnormalities were
BEEOOYTOMBREE. BRRIEFREE. NERH KUY |observed in haematology, clinical chemistry, gross and
BEMBICLARERERERICERIZOHONLEI ST, K. & |microscopic pathology of the treated animals. All major organs,
HELVLBHBEEL TN TOITERBI RSN, including brain, spinal cord and sciatic nerves were examined.

155

NOAEL (NOEL) NOAEL : = 50 mg/kg NOAEL : = 50 mg/kg

LOAEL (LOEL)

NOAEL/LOAEL D FER B

i ODNOAEL(LOAEL D EVE

R

[F (2) HIRftETIEREEHY (2) valid with restrictions

{EREME D HIHIRRL

HERISONTRCGEBR SN TS, —REIGEPHREB & T
LTS, FHEiIcLYREBSN TS

Study well documented, meets generally accepted scientific
principles, accepted for assessment.

HEt Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
5| FACRER (GTX k) an (77)

EE

HEMES T—37%L no data

CASES

HMEE

JEIR

ik e —
FiE S HARSA fh: T—42%L other: no data

GLPE& Lz No

HREBRETOLE 1980 1980

=: E=] Cat

HEBRR (/R4 Rift : T—HHL Strain : no data

TR (M, I F) T—H%L no data

JBRE 30 - 120 mg/keg/ BIZHR R IZHEXOLT

concentration, which is steadily increasing from 30 — 120
mg/kg/d

FREH M) OEMH

R (A

SR (Cxi I S0

%58 (H) (OECD422% T, &% 3B 3 weeks

SHMOT—4ENHS5E. &

R 5 )

BEBE T—3%L no data

EIfE AR (B) T—AHL no data

. BB 10 % A9 LT IRKBRE . #35 900 mg/kg Z3:BMEIZ |Application: 10 % aqueous solution of Methacrylamide providing
HERGE M Hi=VkEsLT= a total dose of 900 mg/kg over a 3-week period.

#fatF R0

[H#E I ——
RE. AEENE

BEEE . kS

BRRFTR (EEE. fTRORERR
b5 il dii))

BREI PRI (AR, FHE)

MiRFHIFTR (AR, TERE)




g?ﬁi{t#ﬂﬁﬁﬁ%(%ig‘l S

RRETE RAE ERE)

LR CE), ST R

BIRFTR (RER, FEE)

B e

[
RIERRPHRRE (REER EE

E)

ERICERSh-8

HAERIGH

JER HESHOERIEEDONGEH T No indication of neurotoxic effects.
i |
NnOAEL (NOEL)

LOAEL (LOEL)

NOAEL/LOAEL 0) #£ 7 1R $L

I i DNOAEL(LOAEL D EWVE

SERR

SN

{25814 D HI BT IR HL

HE Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
5| ATk (Fu3Cik) (24) (72) (24) (72)

EE

HERME S T—H7%L no data

CASES

HHEE

AR

HiE

5k HARSA fh: T—2%L other: no data

GLPEE& T—H%L no data

HERE{ToF 1966 1966

HUERR (L %) B Strain  no data

TR (M, I F) T—A%L no data

BEE 1000 mg/kg (R—RANRZERIEIZRAREL20 % ELT-) 1000 mg/kg (20 % in vehicle as a paste)
LS (M) OEEK 10pT 10

B EE)

B R Dermal

SREICxd 508 »HY Yes

5 2R (H) (OECD422% T, & (48R 4 weeks

8RO T 40 HHIBE. &
Rz 5 HR)

BEHEE

20 x 24F5ME; 5 B/

20 x 24 hr; 5 d/w

EEHARE (B)

14 BfH

14 days

HEREM

TRHE: mixture of: 60 %R/ —)L(FEEE96 %). 2% R E . 20
% Zas8/—)L. 20 % 7K

Vehicle: mixture of: 60 % ethanol, Purity: 96 % with 2 % benzene
20 % propanol and 20 % water

iRET PRI IE

=3
i

e FEENE

St
'

RS, kS

PRPRAT R (BB, TR ORI
HA LR )

ERTIFROFT R (AR, SEE)

MEPRIFTR (AR SERE)

MFEEEFHFRR (REER EE

)

REBEFR (EEER, FEE)

SRR CE), TR

BB E (A%, SEE)

fdids = 8
REBMRBIFHATR (REE . EE

&)

ERICERSh -8

AERIGH

6E =X 105 &AL MNFET=LT=, FET-RIICH T M EHRER |4 animals died after 6 or 10 applications. Prior to death, a
SEIR MAEBEHLNT-, BFTNEE HIMEREREHE slight tremor was observed. Local effect: Slight skin irritation.
B e
NOAEL (NOEL)
LOAEL (LOEL)
NOAEL/LOAEL #E i 18 L

It i ONOAEL(LOAEL)D:E LV

EZ

Bt

{ERETE D HI TR

HE Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
51 A #k (FTXXi#k) (2) HIRFETEEEHY (2) valid with restrictions

ik (12) (12)

5-6 in vitroiBinEE

GENETIC TOXICITY IN VITRO




A BEFEAZR
GENE MUTATION

R 11 -14I123RE as prescribed by 1.1 - 1.4
ABRMEA ZH RS Lot No.710130 Mitsui chemicals, Inc., Lot No.710130
CASES
HMEE HEEE >= 99.5% purity >= 99.5%
AR
& e
AmesitER Ames test
. NN EEMEOEERUERI) -V T HBODH AR5/, BA |Guidelines for screening mutagenicity testing of chemicals,
HEAAARTAY OECD HARS42471 JAPAN
OECD Guide-line 471
GLPHE& [EdR) Yes
HEBRETo-F 1999 1999
FRAEIFIRA Salmonella typhimurium TA100, TA1535, TA98 and TA1537,
TA100, TA1535, TA98, TA1537. KIZE Escherichia
MR IIREER
coli WP2 uvrA coli WP2 uvrA
REUEMHIE(S)DEE HY/E&L with and without
HEEE - Test concentration :
-S9 mix; 0, 313, 625, 1250, 2500, 5000 ug/ 7L —k -S9 mix; 0, 313, 625, 1250, 2500, 5000 ug/plate
+S9 mix; 0, 313, 625, 1250, 2500, 5000 ug/ 7L —k +S9 mix; 0, 313, 625, 1250, 2500, 5000 ug/plate
HER: System of testing:
-REGEM; 72 //NLEA—)LRUS5,6-R2J I5R TEHEEL |-Metabolic activation system; S9 from rat liver, induced with
=2V hEFiE R D S9 phenobarbital
—EH; 2 and 5,6-benzoflavone.
-TL—r /R 3 Administration:
&5 qiEE —Number of replicates; 2
SRERSHE —BE R B K —Plate per test; 3
-fEiE xR SR, —Application; pre—incubation

-S9mix; 2-(2-7Y) JL)-3-(5-=kO-2-7 JL)F S LT IR
(TA100, TA98,WP2uvrA)

T AL F R L (TA1535)

9-F7=/T79 (TA1537)

+S9mix; 2-F /T b5t (5E )

—Solvent; distilled water

—Positive control groups and treatment;

—-S9mix; 2—(2-Furyl)-3-(5—-nitro—2—furyl)acrylamide (TA100,
TA98,WP2uvrA)

Sodium azide (TA1535)

9-Aminoacridine (TA1537)

+S9mix; 2-Aminoanthracene (five strains)

¥ —
EY DIHE
;t;um%% |
B DB
FEL DS
fetE Negative
5000 ug/ FL—bETHEMEIEDHONGEA T2 Toxicity was not observed up to 5000 ug/plate
e e
BIEFREAZE
EE
[ WFIREZLCIEEEHY (1) valid without restriction
1S58 14 D HIBTIRHL
H MHW Japan MHW Japan
5| FASCAR (FT3XER) (52) (52)
EE 757% :SIDSTURIRAV NI ESTEELRER Flag : Critical study for SIDS endpoint
HERYER
CASES
HEZE fHiEE: > 95 % (GC) Purity: > 95 % (GC)
IR
Vb —"\;E,ﬁ
. NN Ames 5 Ames test
BEFAESAY fh: T—2%L other: no data
GLP@E & T—A%HL no data
HREBRETOE 1985 1985
SRR R (LR FRASFIAHE TA 1535, TA 1537, TA 98, TA 100, TA S. typhimurium TA 1535, TA 1537, TA 98, TA 100, TA 1538
KEBEHEIE(SHDEE AY/ &L with and without
RER S SRERERE . 0 - 5000 mg/TL—b Test concentration : 0 — 5000 mg/plate
7 _
EHYDIHE
tELDEE |
3
EHYDIHE
tELDEE
R 2 Result : Negative
BIETRAZE
JERR
N ) HIRAE=TEEESHY (2) valid with restrictions
SRERFIEHNERIZECERLTLND Test procedure in accordance with international standard
{EHEME 0 2 BT IR HL methods with acceptable restrictions.
fasii: Rohm GmbH & Co. KG Darmstadt Rohm GmbH & Co. KG Darmstadt

51 A SCAR (FT3XER)

(32)

(32)




liz=

B. #BHER

CHROMOSOMAL ABBERATION

R 1.1 - 14128 E as prescribed by 1.1 - 1.4
ABRME S ZHeFEHA S Lot No.710130 Mitsui chemicals, Inc., Lot No.710130
CASE S HHFE >= 99.5% purity >= 99.5%
MEE
AR
ik
ZEAEEHR Chromosomal aberration test
. e e LEMEOERRMERY)—=UTHBRODA RS, BA |Guidelines for screening mutagenicity testing of chemicals,
HEAAARSAY OECD /AR5 12473 JAPAN
OECD Guide-line 473
GLP#E& [EXS) Yes
HEBRETOF 1999 1999
Py CHL/IU #fa CHL/IU cell
RBLEHILSHDEE HY/EL With and without
HEBRRE Test concentration :
-S9 mix GE#HTALIER); 0, 0.23, 0.45, 0.90 (10mM) mg/mL —S9 mix (continuous treatment); 0, 0.23, 0.45, 0.90 (10mM)
-S9 mix GERFREIALIE); 0, 0.23, 0.45, 0.90 (10mM) mg/mL mg/mL
+S9 mix (5 REREALEE); 0, 0.23, 0.45. 0.90 (10mM) mg/mL —S9 mix (short—term treatment); 0, 0.23, 0.45, 0.90 (10mM)
HER % mg/mL
—RBEM; 7T //LEZ—ILRUE,6-R2Y 75K TEEEL |+S9 mix (short—term treatment); 0, 0.23, 0.45, 0.90 (10mM)
=5y X D S9 mg/mL
%5 System of testing:
hEa & -TL— b/ ER; 2 —Metabolic activation system; S9 from rat liver, induced with
B —BE; RBK phenobarbital
- SR EBREE -S9 mix;, */kI A2 C and 5,6-benzoflavone.
+89 mix; VAR T7IF Administration:
—Plate per test; 2
—Solvent; distilled water
— Positive control groups —S9 mix; Mitomycin C
+S9 mix; Cychlophosphamide
HPAEE
REEHEHYDIGE
REGEHLELDIBES |
REKEZ
REEHEHYDIGE
REGEHLELDIBEES
0.90 mg/mL (10mM)ETEHIFRH LM T Toxicity was not observed up to 0.90 mg/mL (10mM).
ER fER 2 Result :Negative
Z2EHREE
AR
B ) EHELTEEEHY (1) valid without restriction
{E58 14 O HI BT IR HL
faal:::H MHW Japan MHW Japan
5| ARk (GTXXik) (53) (53)
EE 754 :SIDSTURKRAVMZESTEELAER Flag : Critical study for SIDS endpoint
. 1.1 - 14I23RE as prescribed by 1.1 — 1.4
HBRMEE ZHEE A R4 Lot No.304190 Mitsui chemicals, Inc., Lot No.304190
CASEE
HEZ MR >= 99% Purity >= 99%
IR
5 e —
Z2EAREEHR Chromosomal aberration test
. N EEMEDLETERBREURI)—=V T REDHARS (4> BER |Guidelines for screening mutagenicity testing of chemicals,
Fik/HARSA JAPAN
GLP#E & [ESS) Yes
HEREITOFE 1993 1993
SRk CHL/IU #1Ra CHL/IU cell
KEBEHEIE(SHDEE AY/&L with and without




AERRE | -S9mix (24BFEIEHEIE); 0. 0.250. 0.625. 1.25,
2.50, 5.00 (= 58.7mM) mg/mL

-S9mix (48R E #:%):0. 0.20, 0.625, 1.25, 2.50, 5.00 (=
58.7mM) mg/mL

+S9mix Ffz[E-SImix (HLBHFER); 0. 0.625, 1.25, 2,50, 5.00
(= 58.7mM) mg/mL

Test concentration : =S9mix (24hr direct method); 0, 0.250,
0.625, 1.25, 2.50, 5.00 (= 58.7mM) mg/mL

—-S9mix (48hr direct method);0, 0.20, 0.625, 1.25, 2.50, 5.00 (=
58.7mM) mg/mL

+S9mix or —=S9mix (metabolic activation method); 0, 0.625, 1.25,
2.50, 5.00 (= 58.7mM) mg/mL

AHERR:
—BEEME 72/ NILEA—IILRU5,6-R2Y ISR THEL [System of testing:
=2yl R D S9 —-Metabolic activation system; S9 from rat liver, induced with
5. phenobarbital and 5,6—benzoflavone.
-TL—r /R 2 Administration:
-8 ZRBK —Plate per test; 2
HEREH —[5 14 xf HE B —Solvent; distilled water
EiEE vMhv(i v C —Positive control groups
REBEMEE (+SImixFE Tz [E-SImix); RV ELY direct method; Mitomycin C
metabolic activation method (+S9mix or —S9mix);
Benzo(a)pyrene
CDFRERIEGLPIZERL TLVB A, BBEREETRLIZEREM. |This test was performed according to GLP, but the
EEMEDLERBEMRY)—=VFRER(BAR)DHARFS A2 |concentration in which positeve responce was detected
[ITRENF-REREBRE G 10mMZEEA TS exceeded above maximum exposure level (= 10mM) in the
guidelines for screening mutagenicity testing of chemicals,
JAPAN.
(e
| M2t
REEHEHYDBE
RELEMLLDBE |
REMLES
REEHEHYDIGE
REGEHLELDIBEES
5.00 mg/mL (= 58. 7 mM)E CEHE (X H LI ST Toxicity was not observed up to 5.00 mg/mL (= 58.7mM).
R IHHE Result : Positive
B (24857, 48R5RAMNIE). -S A EE¥( 5.00mg/mL = 58.7 |IN THE DIRECT TEST (24hr and 48hr treatment): —frequency
mMMIZE TR EEREDREEIIFE R BEELERXTHEIZS |of structural aberrations at the high dose ( 5.00mg/mL = 58.7
otz BEEEXEITF v T RULE B EYE THoI=, |mM) was significantly greater than that of the negative control
250 mg/mL LU T DRSS EHITEERNBEDOFEENZEDHLI |group. The types of structural aberrations consisted mainly of
Hvot=, gaps and chromatid breaks. At the dose levels less than 2.50
mg/mL was not significantly different from the negative
control group.
R 1BEERDOHEE Table 1 Frequency of structural aberrations
#5650 24F5FH  48B%FE Treatment time 24hr 48hr
F et BR 1.0% 1.5% Negative Control 1.0% 1.5%
AR TER Methacrylamide
0.200mg/mL (= 2.35mM) - 1.0% 0.200mg/mL (= 2.35mM) - 1.0%
0.250mg/mL (= 2.94mM)  0.5% = 0.250mg/mL (= 2.94mM)  0.5% =
0.625mg/mL (= 7.34mM)  1.5% 0.5% 0.625mg/mL (= 7.34mM)  1.5% 0.5%
1.250mg/mL (= 14.7mM)  1.5% 3.5% 1.250mg/mL (= 14.7mM)  1.5% 3.5%
2.50mg/mL (= 29.4mM) 2.0% 4.5% 2.50mg/mL (= 29.4mM) 2.0% 4.5%
- 5.00mg/mL (= 58.7mM) 23.0% 21.0% 5.00mg/mL (= 58.7mM) 23.0% 21.0%
ER
2.
SOMIXHY /L DR BEE IN THE METABOLIC ACTIVATION METHOD WITH AND
“2TOREHTHERZOHE LR BELLTHE |WITHOUT
E(E ot SIMIX
—frequency of structural aberrations at the all doses were not
R2BEEEDHEE significantly
different from that of the negative control group.
SImixBYE=(FE|LTORBEEMSE Table 2 Frequency of structural aberrations
xR 2.5% 1.5% Metabolic activation without S9mix with S9mix
ARG LT IR
0.625mg/mL (= 7.34mM) 25%  0.5% Negative Control 2.5% 1.5%
1.250mg/mL (= 14.7mM) 2.5%  1.0% Methacrylamide
2.50mg/mL (= 29.4mM) 3.0%  1.5% 0.625mg/mL (= 7.34mM)  2.5% 0.5%
5.00mg/mL (= 58.7mM) 2.0%  0.5% 1.250mg/mL (= 147mM)  2.5% 1.0%
2.50mg/mL (= 29.4mM) 3.0% 1.5%
5.00mg/mL (= 58.7mM) 2.0% 0.5%
Z2EHRERE
JERR
B 5 (2) FIRFETIEEEHY (2) valid with restrictions
CDFRERFGLPIZERL TLNB A, LNODDBEM., ¥ |This test was performed according to GLP, but sevral
BOEERMERY)—=2 HEBR(BAR)EUPOECDH A RS54 |concentrations of exposure exceeded above maximum
_ ABICRENT-REREEE C10mMZEBZ TS exposure level (= 10mM) in the guidelines for screening
1S 3814 D I BT IR HL mutagenicity testing of chemicals, JAPAN and OECD guide-

line 473.

Hig

Mitsui Chemicals, Inc.

Mitsui Chemicals, Inc.




5| FASCHR (FE3XHR)

(66)

(66)

BE

5-7 invivolBIEEMY

GENETIC TOXICITY IN VIVO

HEYESR 1.1 - 1412 %E as prescribed by 1.1 - 1.4

CASESE

HHESE

AR

& e —
EBHERIAER Dominant lethal assay

ik HARSAY fth: FIEREETE— S ACEFRMERETOMI—ILIZIEIEESNT |other: part of modified reproductive assessement by
AV continuous breeding protocol

SHEDIA(T

GLP#E& [EdD Yes

HEBRETOF 1992 1992

N <) Mouse

HERR (& R D1 CD1

TR (M, Il :F) i3 Male

nEg 24, 80. 240 ppm (4.5, 15.4, 49 mg/ke/BIZHE) 24, 80, 240 ppm corresponding to 4.5, 15.4, 49 mg/kg/d

xRk

drinking water

i

A
HARUES S OHER [EE Negative
BiREHHR
NOAEL (NOEL)
LOAEL (LOEL)
#fiEtRRER

MY TRF-(FHEERRTRICEFZEOONEN D= [No differences in early embryonic deaths or total postimplation

ER deaths.
) e
in vivoiBizE M
SERR
5N (2) KIRFETEEEHY (2) valid with restrictions

{EREME D HIBTAR L

AERIOVWTRGER SN TS, —REGEZHIRBIZ R
LTLV%. GLPOFHfiIC K YEBESh TS

Study well documented, meets generally accepted scientific
principles, accepted for assessment, GLP.

[aek::: Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt

5| FASCHk (FT3Cik) (73) (73)

EE 757% :SIDSTURIRAV N ESTEELRER Flag : Critical study for SIDS endpoint

5-8 FEAAM

CARCINOGENICITY

HEMES 1.1 - 1.4138%E as prescribed by 1.1 - 1.4

CASEE

MEZE

JEIR

ik e
HEHARSAY fth: I AR AESLER; Bull et al. (1984) other: Initation promotion study; Bull et al. (1984)
HEBEDI(T

GLP#E& [F0y Yes

AEBREITOE 1990 1990

HERR (L R4 RPZS Mouse

TR (M. I F) It Female

BEE TPAEY):25, 50, 100 mg/kg. TPAZIL : 100 mg/kg 25, 50, 100 mg/kg with TPA; 100 mg/kg without TPA
KRS (MR D%k

AR (181K)

B EREE OGRS Gavage

pUEED e 6[8]/2;E 6 times in 2 weeks

XTHREEL AR &Ly Yes




HEREM

EEHME : 2 B
ABAREBTHM 2880

BARETOa—)L: BiEk: 40/8

[t BREE: 7OUILTIR

TR xR EE: Mk

% A HARE: 2 38R

HREMERS, sE/E. BERS. 28/

{REHRT: 02 M7 ER B D12-0-T+5- TH/AILRILR—
JL-13- BEEg1E (TPA) 2.5 ugZ RS IS13 5 L 1=, 3E/8. #EL
1-18 BB,

R EREAR: 52 JERH
FHOULTIREURIDOFHEBR T = I —4—LiESh TS
IZHEH5T . ALTAra— LIz =R RER TILESRE
;&g‘m\f:m HEBRANOZLMERVEHEEICET 58N

Exposure period : 2 weeks
Post exposure period : 28 weeks

Initiation—Promotion protocol: Number of animals: 40 per dose
group

Positive control: acrylamide

Negative control: aqua bidest.

Initiation period: 2 weeks

Substance administration; 3 times per week by gavage 2 weeks
without treatment. Promotion period: dermal adminstration of
12-o—tetra— decanoylphorbol-13- acetat (TPA) 2.5 ug in 0.2 ml
acetone. 3 times per week on the clipped interscapular region.
Total study duration: 52 weeks

Some doubts can be raised concerning the validity and
reliability of the test system as acrylamide which had
previously been reported to have initiating properties in a
study conducted following the same protocol did not show a
tumor initiating potential in this study.

HatFH A0 E

HER

RE. FAEENE

EElE, BROKE

PRIRFTR (ERE. TR ORLE

I T i)
PRI R (RAER,  SERE)

ARIFTR (AR FEE)

g;&&ﬁtﬁﬂﬁﬁﬁﬁ(%ii’& ES-S

REEFR (RER, FEE)

ST CR), SET R

BIRFTR (RER, FEE)

[

ﬁ?ﬂ%ﬁ%ﬁﬁﬂ'ﬂﬁﬁﬁ(%$$~ S

SECEREIEE

IE 5 54 FTORER

AERIGHE

#fiEtRRER
EeERFATR: TPARER S CIRIE. mERAE. BB REHS K [Clinical observations: Skin irritations with thickening, scabbling,
BREREMNEDHONT=, ThdD EE RIS IETOE—S—4LEE |scale formation was observed in all TPA treated groups. These
ISRET S, A99)IILT7IRNEBIZE N TREYME R 5 EFEER |skin reactions are attributed to the promotor treatment.
SERDBEE (XD NI T, Methacrylamide treatment did not lead to any clinical
RIER, B TECHABE S TR, A99YI)LT7IR  |symptoms which could be causally related to the

SR SEICHENTTPAWLIE, SENEB(CRIH ST IEBHDOEMILER |administration of the test substance. Pathology/ Histology: All

Hohihot=, CORERIZENTALYYILTIROES=
TI—MERHONEN T,

major organs were examined. No increased numbers of
neoplasms were seen in the methacrylamide treated groups
with or without TPA promotion. Methacrylamide had no tumor
initating potential in this study.

#E
ERHVEFLENALDER
EZIN

%Eiﬁt‘t (4) (EFEMEZFHBTEALY (4) not assignable

{E3E 1 O HI IR HL

B Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
5| BTk (T 3CAk) (19) (85) (19) (85)

EE

MEBRMES T—37%L no data

CASES

HESE

IR

Hik

Bk HARSAY fh: T—2%L Other: no data

HEDEZAT

GLP@E & T—A%HL no data

HEBRETOLE 1989 1989

. EZ3 Mouse

HERR (B R ft: ddY other: ddY

TR (B M. I F) i Male

mEE 200 mg/kg JKBRH 200 mg/kg in aqueous solution
52

BHASH (M) 0

AR (K

5 E4RER BERERS i.p.

MIBSEE B8 E1EFE-(X 2B8HE125 EI(FE28) Daily (first group) or 5 times every second day (second group)
RSN Y Yes

seEa A REHM 5 AF Exposure period : 5 days

BERSR REXERYM 658 Post exposure period : 6 months
TR TR

B2 ——
(K% _FEENE

EEE . fkE




ﬁ&ﬁﬁﬁ%(%ﬁ%fi‘ TR D FBER
H

A L FFL R
BRTIFAOFT R (AR, SEE)

MEPEIFTR (AR, SERE)

£§§£E4t52%FﬁE<%E$~ BB

RIEEFR (RER, FEE)

ST CR) | SET R

BIRFTR (RER, FEE)

[

E?E?ﬁﬁ.%ﬁ#ﬂ’iﬁﬁﬁ(%$$~ S

SECEREIEE

B 5 5 4 F TORER]

AERIGHE

#iEtREER
FIBDSTEH16IEE LV E 28 D 38T h 8Pt THiARIEE D12 [In the first dose group in 16 of 57 mice and in the second dose
MAEBHENT=, BETHZREL214C- 2291 LT ZRZFIFAL. 3|group in 8 of 38 mice, an increased number of lung adenoma
BRI ICBED AL TIRBEMNELI-E. FFiE. M&. [were found. After 3 hours it was shown with radiolabelled 14C~
BIES EURR AR LT IR BRENREITET HIEN RS [methacrylamide that the highest concentrations of
ni=. methacrylamide were found in the kidneys, followed by liver,
i CIEMETHAZEREL = A2 0 LT IR DF35% D22 /9 EE S |blood, spleen and lungs. Approx. 5 % of the radiolabelled

TR I#EEL TV =, REBEERNTOEEMNIZIXILAEDTILFE |methacrylamide in the lung was bound to the protein fraction.

JUEIFBREINW G M of=, 3/0Y—LDEEERELITREBEE
ABEVEERRDNT NICENTHEEEZ (T o1,
BB OMBIRIEZI R T X TOIES (KI5 fifa Lt & e
ICHR T DIRIELREE SN T,

*EBREE 6 A%, 481 TIZfEZMNRBHONT=,

]
RBR TR B BN AEORE

A direct alkylation of nucleosides in vitro was not observed.
The lipid per—oxidation of the microsomes was neither affected
in vitro nor in vivo. Histopathology of tumors: All tumors were
identified as adenoma resulting from alveolar type II epithelial
cells. Control group: After 6 months, 1 of 48 animals had a
tumor.

EIR

Rt

{E3E1E O HI IR HL

B Réhm GmbH & Co. KG Darmstadt R8hm GmbH & Co. KG Darmstadt
5| TR (GTX k) (46) (46)

|EE

5-9 AJE-RAZM (RREERESHEEED)
REPRODUCTIVE TOXICITY (Including Fertility and Development Toxicity)

A ZRhte

FERTILITY
. 1.1 - 142IRE As prescribed by 1.1 - 1.4
HEBRMHEA SH b H 24 Lot No810160 Mitsui chemicals, Inc., Lot No.810160
CASES #HE = 99% Purity = 99%
MEZE
SR
2R 4T —HRRER
. s o= o A7 —tHAREE Type : One generation study
HEAHARSA OECDAARS A2 421 OECD Guide-line 421
HEDI(T
GLPE& [EdD Yes
HEBRETOLE 2001 2001
— vk Rat
HER (R4 Crj: CD (SD) Crj: CD (SD)
TER (it - M M- F) e/ Male/female
wEe 0 GAME), 12.5, 50, 200 mg/keg/ B 0 (vehicle), 12.5, 50, 200 mg/kg/day
ZHESH (M) OEEK 130C /3 13 per dose group
i (JBK) HY). BE R yes, concurrent vehicle
B E4R O ERT) Gavage
i 428/, i XEI4BFIHNSIRIIEBEET males; 42days, females; from 14days before mating to day 3 of
lactation
SEERHARY RELATRE LM Premating exposure period
148/ Male : 14days
It : 148 R Female : 14days
RECHTR LM
R54EE. . THRE/E Frequency of treatm. : 7days/week
AEREAR 1 EikE Duration of test : 1 generation
StER S HEREN Y EES; 9B TEST ORGANISMS: Age; 9weeks old

B E5IAE; K
52 5 mL/keg

Administration: Vehicle; water for injection
Total volume applied: 5 mL/kg




REtPanE

RE. FAEENE

#at iR

REE, ZRESLUMEZNERE RFED LLEICIEFisher
DIEFEREERELMAL,

FARR ISP A ZE D LE BRI ZIEMann-Whitney D UR E (5 8k
[FEN =T —RIZX L T) F=[EFisherdD K BIERERRRE (R
HMOBEIHLT)EF AL,

ZOMD LR TIEES VDT —2EIEEREFOFHIZ
BL T&m#WIBartlett DFE D HARELZERL . ENETHNIT
—EELBANOVA, REH B ThIEKruskal-WallistR EZ
ALtz B5 BB LU BEMTHEEENBREINNIE,
Dunnett® % & LLEIRE IR UIRET L=,
AEK#E(Fp<0.05&LTt=,

STATISTICAL ANALYSIS For comparison of copulation
indices, fertility indices and rates of morphological anomaly,
Fisher’ s exact probability test was used. For comparison of
histopathological change, Mann-Whitney’ s U-test was used on
data graded or one—tailed Fisher’ s exact probability test was
used on total value in positive grade. For comparison of others,
Bartlett’ s test for homogeneity of variance was first
performed on data of each animal or on means in each litter.
When variance was homogeneous, then one—-way ANOVA was
used, otherwise, Kruskal-Wallis’ s test was used. If significant
differences were observed between treated group and control
group, Dunnett’ s multiple comparison test was used.
Differences were considered significant at p<0.05.

| —|

EElE, BROKE

PRIRFTR (ERE. TR ORLE
il Saidiciizi))

B iR (B R {E (A 2/ X BE 20)

ZEAHM (REETOBRBERY
ZEFTOREAHEH)

52 8RR (BEIRO H £ HAZE)

ST U5 15 30 (AE T RRF 30/ 78 RIR 30)

MHELFTR

ERES

BEFAR

MEPRIFTR (AR SEE)

g?&&tﬁﬂ’iﬁﬁﬁ(%Eﬁ\ S

REBEFR (RER, FEE)

SRR CE), ST RER
BRI R (RER, FEE)
BERH

EXY

B g

[T

REBMRBFHATR (REX BB

E)

ERICERSN-8

AERGHE

EEFHEVHRE
TELE

EERERIBEEFFR/ES
BT

EiELETONBBAETE

AR R (REMEEE)

EBRFEBRUETER

fERH O XS FE 8 T 1% (SR B

4ERr- PR ERE T EZ DD
BREE

PIZxt3 ANOAEL (NOEL)X [&
LOAEL (LOEL)

NOAEL £E1¥: = 12.5 mg/kg A E

iz 8 =

FETHIEER
<HBIBETET—E> <{Parental data> MORTARITY: -200 mg/kg; 1/13 (males), 4/13
T (females), and one female was sacrificed on becoming
—200 mg/kg;1/13 (M) . 4/13 (1) . CDIZHE1PTASBEFEIR  |moribund. CLINICAL OBSERVATION: —-200 mg/kg; dragging of
RRTEHIN, hindlimbs, decrease of body weight (males; 8 — 43 day of
BEERFT R : administration, p<0.01, —22.9% at 43 day, females; 8 — 15 day of
—200 mg/kg; BEDSIETY, AEFD (it 1% 58~43H B |administration and 0-20 day of pregnancy and 4 day of
p<0.01, 438 B DB 5 T-22.9%. Ifff; % 58~15H B, §TIRO |lactation, p<0.01, — 26.0% at 4day of lactation, 0 day of
~20BBELUVIEE4EB . p<001. 248 HOB A T- lactation, p<0.05), decrease in food consumption (males and
26.0%. $22L0H B. p<0.05) ., {ELEEF D (. p<0.01) females, p<0.01) =50 mg/kg; significantly decrease of body
—50 mg/kg;ﬁ?iiﬁﬂﬂ%@ﬁﬁ@fﬁ’)(Mﬁ)a’i*(ﬁ%ﬁﬁiﬂﬁ weight gain (males and females) and decrease of food
A (Hf# . p<0.01) consumption (males, p<0.01) HISTPATHOLOGY: —200 mg/kg;
FARR AR R inflammation of the lung was observed, and reproductive
—200 mg/kg; D RIENERESINT-H, £IEBEIZZLE(LER |organs were not affected (males and females).

R Hionighof= (), REPRODUCTIVE TOXICITY: —200 mg/kg; feritility and estrous
HhESH: cyclicity were not affected, copulation rate was decreased
—200 mg/kg; ETERER LU RIFEEHAICEEILZHONLMN D |(p<0.01), delayed parturition and abnormal nursing were
= REEET (p<0.01) . HHEBES LUHBFITEEED |observed.
Bmsnt-,
<FIIZEET2HT—4> <F1 offspring data> —200 mg/kg; decreased delivery index
—200 mg/kg; SIRFET (p<0.01), HHERIET (p<0.01). [(p<0.01), birth index (p<0.01) and live birth index (p<0.05), low
HERET (p<0.05). 12Z.08 HDIEKRE (I ;-13.2%. If ;- |body weight at 0 day of lactation (males ;—13.2%, females ;—
12.5%. p<0.05) ELUPEFEET (p<0.01) 12.5%, p<0.05) and decreased viability (p<0.01). No
WFNDFISYMIBNTEREZHER (TEHONLMD  |morphological abnormalities were found in any pups.
o

HE

NOAEL parental : = 12.5 mg/kg bw

F11Z%9 HNOAEL (NOEL)X [
LOAEL (LOEL)

NOAEL F1 {¥&1¥) : = 50 mg/kg {AE

NOAEL F1 offspring : = 50 mg/kg bw

F21Zxt3 ANOAEL (NOEL) X [E
LOAEL (LOEL)




£ B EM(CEI T ANOAEL ; 125 mg/ke/ B HERE
HERE R U FAEIZBE T BNOAEL; 50 mg/kg/ B

NOAEL for systemic toxicity; 12.5 mg/kg/day in male and
female

R NOAEL for reproductive and developmental toxicity; 50
mg/kg/day
[EEEES (1) #IRR7Z<IE%E1EHY (1) valid without restriction
ERETE D HI TR
| MHLW Japan MHLW Japan
5| ARk (T X k) (49) (49)
kS 5% :SIDSTURRAUNIE-TEELRER Flag : Critical study for SIDS endpoint
HEMER 11 - 14I23RE as prescribed by 1.1 - 1.4
CASES
fEE FiE: 99 % Purity: 99 %
EE
HiE
BAT . ZHAHER Type : Two generation study
e fth: EEShIEGEETOR—ILOETEKER other: modified reproductive assessment continuous breeding
Hik A HARSAY protocol
HEDEIA(T
GLPE& [EXS) Yes
HEBEToF 1992 1992
= <IR Mouse
HEB R (78 R 2 —
TERI (B M, I F) T/t male/female

FO: 24, 80, 240 ppm (4.5, 15.4, 49 mg/kg/B)
F1: 24,80, 240 ppm (6.8, 23.8, 71.3 mg/kg/ B ; . 8

FO: 24, 80 and 240 ppm corresponding to 4.5, 15.4, 49 mg/kg/d
F1: 24, 80 and 240 ppm corresponding to 6.8, 23.8,71.3

hE5g 69mg/ke/ B ; i) mg/kg/d for males and 8 69mg/kg/d for females
WAL tBBEE): 761C: 38T, HE38IT Number of animals (controls): 76: 38 female and 38 male
BER: 36 =IX3BML/BF (HE18FET=IF19ML, W18 FF=(E 19 |Number of animals: 36 or 38 (18 or 19 mal d 18
ARBE (R OB o o:;r{ng ?;n:alir;l)ma s: 36 or 38 per group or 19 males an
BIRGRE)
PR #0O(ERK) drinking water
189 A, 98 HREERHETE 189 days, 98 days continuous breeding
R ERHARE R EC AT & 2R Premating exposure period
It - RECHT: 7E R Female : premating: 7 days
RECHI R AR
BEHE Ef Frequency of treatm. : Continuously
SRS SERAAM - 27 @ Duration of test : 27 weeks
BRI xtHEE : HY Control group : Yes
ffEtFRo 0
B I ——
ARE AEENE
BEEE ., ke
BRARTR (EEE. TROREE
Lol i i)

AR (B BB (A 20/ X B 30)

REAHE (XEETORERY
RELETOMEHAEE)

WEYRAAR (B EIROH A D2 E)

ERER (A FRFR/BERER

HELFTR

[EAGECE ]

BFATR

MEPHIFR (AR, SERE)

J’J;EL;;&EHI:#EI’»JFEE(%ESQ S

REEFR (REER, SEE)

LR CE), ST R

AP EEE, SER)

RIERRPHRRE (RER EE

E)

ERICERSh -8

AERISTE

EEFHE VRS
[E3:4

EFEERIBBEFFR/ES
BT

EiZLE TN BBAETFE

MAEFR (RRMEEE)

EREBRUETR

PR O XS E T 1% (AR B

AIE=r-AI PR EEE T EZ DD
BEEH




figen = 8

HETAIEER

ER

FO:SHABRME ERRBRDH HERKRF = (THRBREF ML
[FRDHLNGMoT,
FILBEFLATO R R, £7F, BEEESSUHRKEICHEITRD

ZERHoN M o1,

REGER  EZBOEHNET (24, 808 £ 1240 ppmEE DIt
) . IR DIE SET (808 K 1240 ppmEEDHE) . CHHDF
Zi3bIhThHY. 5B ELREITHELT,

SZE168H  £BEOENET (240 ppmBED I BRE)
RRREEME L XED NI 0Tz, EFEREILEE TH-

B
BHBIERHLNEA ST,

=0
w0 aff

PIZxt 9 BNOAEL (NOEL)X [E
LOAEL (LOEL)

NOAEL FE¥) : = 49 mg/keg AR

SN OT, RELRARBROHIERREIR. ETBRENDF

FO: No substance related clinical or histopathological changes.
F1: Preweaning growth, survival, food and water consumption
not affected.

No treatment related clinical signs, no effect on reproductive
competence.

At 3weeks of exposure: Reduced hind-limb grip strength at 24,
80

and 240 ppm in males and females. Reduced fore—limbs grip
strength at 80 and 240 ppm in males. Those effects were slight
and disappeared since 5 weeks.

At 16 weeks of exposure: Reduced hind-limb grip strength at
240

ppm in females (slight).

No histopathological changes. Normal fertility.

No dominant lethality.

NOAEL parental : = 49 mg/kg bw

F11=%t9 HNOAEL (NOEL)X [&
LOAEL (LOEL)

NOAEL F1 {7&1# : < 6.8 mg/kg A E

NOAEL F1 offspring : < 6.8 mg/kg bw

F2[=%t 9 ANOAEL (NOEL)X &
LOAEL (LOEL)

SERR

[ FIRELIEEHEHY (1) valid without restriction
RERFIEAGLPIZERLL -ERAEE ML AEICH-OTLNS  |Test procedure in accordance with national standard methods

1S58 O HIBTIRIL with acceptable restrictions, GLP.
Rohm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt

Hi# Mitsui Chemicals, Inc. Mitsui Chemicals, Inc.

5| FA3CHR (FTXXHR) (23) (713) (23) (73)

k= 7575 :SIDSTURRA UM ESTEELRER Flag : Critical study for SIDS endpoint

B. F4&&HM

DEVELOPMENTAL TOXICITY

HERYER

CASES

HEZ FRE: 99 % (GO) Purity: 99 % (GC)

JERR

Ak

HEAHARFA ffi: OECD #1/FZ1Y No. 414 other: OECD Guideline No. 414

GLP#E & [ESS) Yes

HREToE 1990 1990

- <IR Mouse

HBR (G R4 ~ e

TR Gife - M. - F) it Female

n o 60. 120, 180 mg/kefhZE/H 60, 120, 180 mg/kg bw/day

B’E5E

LA () OEEK 15-300C /&% 15-30 per dose group

SR #2015 %) Gavage

AHERHARE 1THR6-17H 6-17. day of gestation

REL AR R A
R54EE. . &0 Frequency of treatm. : Daily
SHEREE - Y. BEER Control group : yes, concurrent vehicle
BB AA B K Vehicle: destilled deionized water
®5A% £O Adminstration: oral

SEAS IFRITE BICT R TOYIREEBRLTRAKE, FRIK All animals were killed on gestational day 17 and examined for
R RIRAE. REOHAS SV EDOMEZHFREEZIEE |maternal

Zo body weight, implant status, fetal weight, sex and
morphological
development.

TR TR

JETE (), FETRERS

AEH-YitiRE

REHR

BH)/ % HRIRE

BRH

HIAK

PRI (BEYROB A SAEH)

RE, AEENE

EEEE . KE

RRFTR (ZEBE. fTRORR

HA S EE R D)

MR G EEE)

MmEEEFHFRR (EEER. R

)

BRI R (RAER, FEE)

BHEESEMFEE~DHZE)




E?ﬁﬁﬁ#%ﬁﬁi(%i%& S

FERRECHE

EEREFRFRRUREFER

L

SEEGERIBEEFFR/BS
BTE)

PIZxt9 HNOAEL (NOEL)X [&
LOAEL (LOEL)

NOAELEBENEH T4 : = 60 me/kelhAE

EREE
NIGEEGFE
REEMEEGI KRB, NEER.
BIRIER)
ERISEESh-E
AERIGHE
#iEtREER
fEAK : Symptoms:
—60 mg/kg/ B :BMEAIXRHONEM 2T, - at 60 mg/kg/d: no adverse effects.
—120 mg/kg/ B : BHAANDHTHEEES LU RESMEHFE |- at 120 mg/kg/d: slight maternal effects, and clear evidence
BFH-YDOFEHRRAERDELTHRESNT, of
—180 mg/kg/ B : BEDBAANDEE FFiEOH T EEEN |developmental toxiocity observed as a decrease in mean fetal
ELT) . BRELBBADZE (KREEMEFVELT)HB LY |body weight
AETRESE (FABEFH-YDRTHRREDEMEKIURE |per litter.
BEFHEYDOFEHRBAERELELT) NEREINA. R |- at 180 mg/kg/d: mild maternal effects, observed as an
DHER. RIEDOH LU EBERFTHIEROHONEN ST, increase in relative
Ni(arAEL: 60 mg/kg/ B (BHAB LU RRIRDFAESMHIZET HEE (liver weight, clear maternal effects, observed as an decrease
HHEE) in body
NOAEL: 180 mg/ke/ B (#EZ I T S B ER) weight gain, and clear evidence of developmental toxicity,
JER observed as an
increased proportion of dead implants per litter, and decreased
mean fetal
body weight per litter; no external, visceral and skeletal
malformations of
the fetuses.
NOAEL: 60 mg/kg/d (No-Observed-Adverse—Effect-Level) for
both maternal
developmental toxicity
NOAEL: 180 mg/kg/d (No-Observed-Effect-Level) for terato—
genicity
155

NOAEL maternal tox. : = 60 mg/kg bw

F11=xt 9 ANOAEL (NOEL)X [&
LOAEL (LOEL)

NOAEL fEZH1E. : = 180 me/kefhE

NOAEL teratogen. : = 180 mg/kg bw

F21Zx$9 HNOAEL (NOEL)X [&
LOAEL (LOEL)

AR
[F (1) HIRAGEREEHY (1) valid without restriction
1E3EM D HIBTIRHL HBRAAFFIUIZER Comparable to guideline study.
Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
Hg Mitsui Chemicals, Inc. Mitsui Chemicals, Inc.
5| FA 3CHk (SE3XHR) (30) (72) (30) (72)
B 754 :SIDSTURKRAUMZIE>TEELRER Flag : Critical study for SIDS endpoint
FEMER F—F%C No data
CASES
HEE
IR
Hik
HiE A HARSAY fth: FT—2%L Other: no data
GLP#E& LMVE No
HEBEToF 1966 1966
= XIR Mouse
B ENCE VN NVIRT NMRI
PRI (M., B F) [+3 Female
e = 90 mg/kg B 225 mg/kg/KiA & 90 mg/kg and 225 mg/kg in aqueous solution
BE52
ZRAEE (R DB 7 Ff-1F 12 7or12
T SEA] ;
BERE BERERS i
FRERHAR EiR11-15H 11-15. of gestation
RELAIR AR
. BE4EE 88 Frequency of treatm. : Daily
HERGEH *IEBEE . T—AL Control group : no data specified
GHEHLE
i1 -
SRR (3 | SRR
HEh-Yitikik
R
BH/ % BRI
BERH
B3
| ST OREARY (BT YROE M HFEE)
[AE . AEENE
EEEE . SRKE
BRIRAT R (BEE. TR DR
I T i 1))

MFPHIFTR (RER, SERE)




MmEECFHFRR (EEE.EE

)

BIRATR (RAER, FEE)

BHEESEMFEE~DHZE)

RIERRPHRRE (RER EE

)

EEFRE VKRS

EEREFRFERUVRER
[E3:4

EERERIBEEFFR/ BN

B 750
k%A
SR ETE

REHEZOIREE. NEEE.
BIRIEA)

ERICEESn-E

PIZxt9 ANOAEL (NOEL)X (&
LOAEL (LOEL)

A= RIbH
#atrEER
BRI S (X DMEDEFTHIEEERERT HDIZHEL TL |ip. application is not considered to be a relevant route for
BWeEZLND, testing the teratogenic potential of the substance.
SEAK Symptoms:
90 mg/kg: BASMEXEROONLEN o=, FIREIFEL. BR'RIA |90 mg/ke: No maternal toxicity. Apparently no effect on litter
E RESR. BRI FE-(XFMRIREICRTHEASHL  |size, fetal body weight and length, number of resorptions or
EEILRDLNGEI o1, incidence of malformations.
25 mg/kg: BASHE  AEENERE 25 mg/kg: Maternal toxicity: reduced body weight gain.
SR fRIRSE: Fetotoxicity:
BRRIKER D . FEIRIRIE NS KU FRERE M Reduction of fetal body weight and increased resorptions and
TR ETFRRROIIT 6T ; 5PL(COESE ., 1L D FKE |abortions.
BUEFHELIVCRBOBRTENROLNT -, Malformations: 6 of 91 alive fetuses; 5 animals with cleft
BRIN-ZEE. CORMDIIVATHBRINDIBAHKAE  |palates and 1 with hydroplastic malformations of the
REFEE I EH o=, extremities and tail aplasia.
The observed effects were not significantly different from
spontanous rates observed in mice of this strain.
&m |

F11Zx9 HNOAEL (NOEL)X [&
LOAEL (LOEL)

NOAEL fEZFH1E - = 90 mg/kg A E

NOAEL teratogen. : = 90 mg/kg bw

F2[1=%t 9 ANOAEL (NOEL)X &
LOAEL (LOEL)

SERR
B (2) KR ETEEEHY (2) valid with restrictions
= e H ) =L, GLPIZERL=HARS AV RERERZE TH |Only summary available, comparable to guideline study with
ERRTEDFIETR AL ) acceptable restrictions, GLP.
[aak::: Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
5| FA TRk (T XX k) (10) (10)
[[E=

5-10F BB ER

OTHER RELEVANT INFOMATION

SERYE S

CASES

HMES

SER

Vb

HEAHARZA

847 RSN

Type : Cytotoxicity

GLP#E&

AEBREToLE

SRERE

#ER

LS

HEMESREDAS7) LT IR EHEMET TRELESYE
R B SR D MR B MR L CHERR S A Rz, CNILR
B a—XHEEFDICKYFERASN Tz (ED50=15 mM),

E=o
i af

FEE

In relatively high concentrations, methacrylamide showed
cytotoicity towards primary cell cultures of embryonic rat
brain enriched in nerve cells. This was demonstrated by a
decreased cumulative glucose consumption (ED50 = 15 mM).

EZ

Bt

{ERE1E O HI BT AR AL
Hi 8

Rshm GmbH & Co. KG Darmstadt

Réhm GmbH & Co. KG Darmstadt

2 A LX)

(36)

(36)

[EE

HERYMES

CASES

MESE

EIR
Vabis

BiE AR

547 - kS

Type : Cytotoxicity

GLPE&

RERE(To-F

HEREH

R




#HRREXD2I0— MK R () R MR SFHIREIEN18TG-2
B LVS Vb 2T HIREERTAMME) ZHLNTAZIYLT
SROMRBEMERE Lz, EEMRESFIFREDHR
MEHFELE T TENENSFEIT4BEEELT=,

BATE S K UHRE R R IS 9 2 R B E BRMERIC K Y ERER LT, M
RERREN) N T I —RBIZKYTHELZ, WThORER

Cytotoxicity of methacrylamide was studied in 2 clonal cell
lines derived from the nervous system, mouse neuroblastoma
N18TG-2 cells and rat Schwannoma RT4 cells. Cell cultures
were incubated for 5 or 4 days, respectively, in the presence
of various concentrations of the test substance. The effects

we on growth and cell morphology were determined
RIZEWTEH. AELEAIMNGHEEMSEX1 mMUEDBEE®  |microscopically. Cell viability was assessed using the tryptan
HTERINT=. blue method. Dose related cytotoxicity was only observed at
ED50(EN18TG-2#HfE CIZ8 mMTHY . RT4HIAE TIX20 mME |doses exceeding 1 mM in both test systems. ED50-values
YHLREM o1z, were 8 mM in N18TG-2 cells and > 20 mM in RT4 cells.

i |

[l

SERR

EEtt
SR8 D HIHIRERL
Hi 8

Réhm GmbH & Co. KG Darmstadt

Rohm GmbH & Co. KG Darmstadt

S AXE XA

(114

(114)

BEE

HERYME R

CASES

HHEE

EE

Bk e

HE/HARSAY 84T RS Type : Neurotoxicity

GLP&E&

MREITo-E

AEREN

®E e
ARGYILTIRNAITILODEBELT-FR 254 B iR H L UHEIE |A study was made on the effects of methacrylamide on the
DEIEBLRICRFTHELARATHRBREERM L=, A%Y1) |resting potential of the isolated desheathead sciatic nerve of
IWTPIRFFHBIUEEM S FVESFE BRI E S RIXSEH D [the isolated retina of a frog. Methacrylamide had no effect on

R = agEfRitis) the resting and compound action potential (sucrose gap
RERMEEE 25 mMASSY) JLTIR method). Testconcentration: 25 mM methacrylamide

Em |

15Em

R

ExEE

E5EM D HI TR R

B Réhm GmbH & Co. KG Darmstadt R8hm GmbH & Co. KG Darmstadt

51 FA XXk (FT3THK) (17) an
ER3E ¥ : “desheathead sciatic nerve of the isolated retina”[&

sz “desheathead sciatic nerve and the isolated retina” MDEELY
ZERbnd

AHERYER

CASES

TS

IR

& |

HESHARZAY BT RS Type : Neurotoxicity

GLPE&

MEREITO-E

SEREN

[ e
HEWistarS M L TEREIK BRI ANT=A291) )L T7ZR (235 [Male wistar rats were treated for 120 days with (23.5 mM
mM. $9480 mg/kegl=xti5) Z120 B %5 L1=. 120HE D% 5 |corresponding to ca. 480 mg/kg) methacrylamide in drinking
FIZHBEEOERNEERIN-CEE L. ZIRDOBRIE |water. Signs of neurotoxicity were observed after 120 days of
FUBIETYIER) , IR EBREZICEHEZREL., BRI |treatement (Ataxia and a tendency towards spreading and
WA INNBERTRELERLYNERASILT=, NF-22 /8B % |draging of hindlimbs). After terminal kill, the spinal cords were

e BBEL, SDS-AL/TOYTAUTEICEY R BELT=, 3855V |[removed and pellets enriched in neurofilamental proteins were
TIERBS Y ELLE L THERHES /\DE | $5INF68K-4  |prepared. The NF—proteins were isolated and separated by
DINIBE DS RISz, SDSimmunoblotting technique. A reduction in the degradation

of neurofilament proteins, in paticular the NF68K—proteine, was
observed in treated rats compared to controls.

Em e

$5A

AR

Bt
{E3E M D HIHTIERL
Hi 8

Rshm GmbH & Co. KG Darmstadt

Réhm GmbH & Co. KG Darmstadt

2 A LX)

113

113)

[EE

HERYMES

CASES

MEE

IR

HiE

ok N A

847 RSN

Type : Neurotoxicity

GLPE&

RERE(To-F

HEREH

R




LEBRAERED A7) LT ERIEEES Y MER S IXE (38
) DR EREBEEIFILz. AERISHRNS50%EE

Relatively high concentrations of methacrylamide inhibited the
neurite growth from rat dorsal root ganglion (3—days old) in

R RIE (150) ANRESN Tz, 150 = 30 mM culture. The halfmaximum inhibition concentration (150) was
determined from dose-response curve. 150 = 30 mM
& e
15w
AR
ExaE
1S58 O HIETAR R
B Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
5| FA3XHk (GT3THK) (111) (111)
(=
HEBYMER
CASES
HHEE
AR
& —
FiE A HARSAY 47 SN Type : Neurotoxicity
GLP#E&
HERE (T F
HEREN
®"E e
HEEREFHEL TS JREFRIB#HIXE (DRG) #1#28% [Neurite—extending chick dorsal root ganglion (DRG) cells were
in vitro CAZD) LT IRICREL-% . REA#DOREES KLU |exposed to methacrylamide in vitro and then growth cones
HEEDEILERET LTz, 16.6 MMARYY L TIFE ST EERIZ [were examined for alterations in morphology and function. DRG
. DRGHHEFZ 16 RIRE L=, ZxE16.6 mMMD AZ41) LTS |explants were exposed to media containing up to 16.6 mM
LEES I2KBNEBDERELTOEEIRH NN T, methacrylamide for 16 hours. No effects were noted as a
consequence of treating the cultures with methacrylamide up
to 16.6 mM.
155
SERR
S8 (2) HIFRft=TIEEEHY (2) valid with restrictions
RERICDOVWT KL THSINTLNVD ., — R4 RIR A% T= [Study well documented, meets generally accepted scientific
{EREME 0 2 TR HL LTW3, FHMBETRESN TS principles, accepted for assessment.
HE Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt
5| FSCRR (T XX ik) (44) (44)
EE
AERME R
CASES
WEE HhRE: 99.2- >998 % Purity: 99,2- >99,8 %
IR
ik |
Bk AHARSAY
GLPE&

RERETF

#&: Sprague-Dawley Sk

TR b

N4k 50T/ B

SHHM: 6 BfE/8. 7 B8, ZK28MH

SRERERE: 0. 12, 60, 300 mg/m® (0.030, 12.8. 62.6, 286 mg/m’
DHTRE)

B ER

Species: Sprague—Dawley rats

Sex: males

Number of Animals: 5 per group

Time of exposure: 6 h per day, 7 days per week, for 2 weeks
maximum

Test concentrations: 0, 12, 60 and 300 mg/m® (0,030; 12,8; 62,
6 and 286 mg/m’analytical concentrations)

Vehicle: air
HEBEH 1 T I | ;
ABBDRBRIZITRTOSYNEERL. MEELUVBEEE |Following 14 days of exposure, all animals were sacrified, the
FRFELLVICHELS AESLVES INESLLFEHL brain and testes were weighed and organ/body and
T2 TRTDOSTYMMIDNT, ML REMRIREERREL-, organ/brain weight ratios calculated. Complete macroscopic
TERABENMERBLANILEDTATDFYMIDLVT, K |postmortem examinations were conducted on all animals.
HERS LCETBIROBEMEREEERL -, Microscopic examination of peripheral nerves and gonades
were conducted on all animals from the air control and high
exposure level animals.
R
BeERFrR . A E. iE8E. B H. S EE. NERAIEIHRFTR Z [There were no test material effects seen with respect to
=13 EEMEE R EIRRFT RICEAL CTRERM B D FEILZE O 5% [clinical observation, body weights, food consumption, grip
Motz BRBLANILDSYRTIEIREZE B ICBRKEEEMAS |strength, organ weights, macroscopic postmortem
BZEINA,. COEZEOEUFMNERICOVTIETHET examinations or microscopic postmortem examinations. An
Hof=. increase in water consumption was seen in the high exposure
R NOAEL: 286 mg/m’ level animals in the second week of exposure, altough, the
toxicological significance of this difference was unclear.
NOAEL: 286 mg/m’
a5 e —
il néml
R
[ (1) #IRR7Z<IE%E1EHY (1) valid without restriction

{EREME D HIHIRHL

3:;5%?"[3@EB%E‘J&“#%%%‘;‘%I:%:FCL\%)~ FRERESRER.
GLP

Test procedure in accordance with national standard methods
with acceptable restrictions, Range—finding study, no GLP.




Hig

Rshm GmbH & Co. KG Darmstadt

Réhm GmbH & Co. KG Darmstadt

5| FASXHk (GT3XRk) (15) (15)

IS

HEBYMER

CASES

HHEE

AR

HiE

Bk HARSAY M PS/BKES Type : Other: binding to amino acids

GLP#E &

HERE (T F

HEREN

®"E e
AOVIITERDIIZIILTSZUB LIV TR I72 ED#ESR |Binding of methacrylamide to phenylalanine and tryptophane
Zin vitro CIRETL 1z, SEAEHL103 mM(TT=JLF7F=>) |was studied in vitro. Binding constants were 10.3 mM for

wa HEU36.8 mM(FJTRI7Y) THo1=, phenylalanine and 36.8 mM for tryptophane. The authors tried

" EETHBEEMERIYSIMRCEDE LD RIGIZETLD  |to link neurotoxic effects with possible reactions with
[F&RHEHAT=, neurotransmitters.

BEm |

[l

SER

s

E5E1M D HIETAR R

o Réhm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt

51 B3k (GT3THK) (108) (108)

e

HEBYMER

CASES

T

AR

& e

HE/HARZAY BAT h: EERRNIZBITAERFEADEE Type : Other: effects on enzyme activities in vitro

GLPE&

HERE 1T F

SER S

72 e
SESERBREDAZ LT IR ZEin vitroTTYMERED T |homogenates in vitro and the inhibition of enolases was
F—HIHML, T/5—EDEEEZEEILLIZ(ZETAYY A |determined (150 varied between 6.2 and 6.7 mM for the

. LD150(36.2~6.7 mMMTHo1=) , HIRFMEME S LU IEMER |different isoenzymes). No difference in enolase inhibition

R EUEYVERTOI/S—CHEDERIFEELICKYIRES  |between neurotoxic and non—neurotoxic substrates was
ngm-ot=, reported by the authors.

&R e

155

EE

S8

{E58 14 D HI BT IR HL

HE Rohm GmbH & Co. KG Darmstadt Réhm GmbH & Co. KG Darmstadt

51 FASCHk (FT3Xik) (108) (108)

[[E=

SHERMEA

CASES

MEZE

SEIR

ik e
BT M ESHEICEELEREE Type : Other: enzyme inhibition eventually related to

Bk HARSLY neurotoxicity

GLPE&

MEREITO-E

SEREM

73 e
TORMAIES BEZS LURED S MM R rEEZE 5L The effects of methacrylamide on mouse brain glycolytic
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