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METHACRYLATE PRODUCERS ASSOCIATION, INC.
1250 Connecticut Avenue, N.W., Suite 700, Washington, D"~ 20036

U.S. Environmental Protection Agency

401 M Street, S.W.
Weshington, DC 20460
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Re: TSCA Section 8(e) Submission
Butyl Methacrylate (CAS No. 97-88-1)
2-Ethylhexyl Methacr, 'ate (CAS No. 688-84-6

88010000136

 Dear Sir/Madam:

The Methacrylate Producers Asscciation, Inc. (“MPA™) has recently received the
enclosed abstracts of studies conducted on butyl methacrylate and 2-ethylhexyl methacrylate.

For both chemicals, the enclosed abstracts report on oral toxicity studies in rats that were
conducted according to OECD Guidelines No. 471 and 472. Mutagenicity studies were also
undertaken. These abstracts were obtained as part of a joint effort among MPA, the CEFIC
Methacrylates Sector Group and certain Japanese chemical producers for the SIDS and ICCA
programs. Accordingly, these studies and other data will be included in the documents that will
be presr -ted later as our consortium fulfills its obligations in the SIDS and ICCA programs.
While we are unable, given the sparse information available, to express an opinion as to whether
these findings represent a significant risk for health or the environment, this is to our knowledge

the first report of the various noted effects.

This submission is being made on behalf of the MPA member companies: CYRO

Industries, ATOFINA Chemicals, Inc., INEOS Acrylics, Inc., and Rohm and Haas Company.
Nothinyg in this letter is considered confidencial business information of MPA or its members.

If you have any questions regarding this submission please contact me at (703) 327-6276
or via e-mail at chunt@loudoun.com. S

Sincercly,

ol

Ehzabeth K. Hunt
Executive Director
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. May 17, 2001
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Butyl methacrylate

[CASNo. 97-88-1]
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Molecular formela: GiHyO; Molecrlar weight: 16220

$8—42 Torr (12— 85C)
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were increased at a dose of 1000 mg/kg. Histopathological examination reveaied atropay of tie
splenic red pulp at doses of 100 mg/kg or more. The kidney showed no histopathological
abnormalities attributable to the test substance. In females, there were weight ain depression and 2
decrease in food consumption at a dose of 1000 mg/kg. Atrophy of the red pulp in the apleen was also
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developmental toxicity are considered to be 1000 mg/kg/day for the parental males and offspeing, and
300 mg/kg/day for the parental females. * : .

Butyl methacrylate was not mutagenic in Salmonelis typhimurium TA100, TA1535, TASS,
TA1687 and Escherichia coli WP2 uvrA, with or without an exogenous metsbelic activation system.
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calls, with or without an exogenous metabolic activation system.
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1. Repeat Dose and Reproductive/Developmental Toxicity
Purity . 996%
Test species/strain ¢ Rat/Cri:CD(SD)
Test method * OECD Comhined Repeat Dose and Reproductive/
Developmtal'[bnmySumm‘lhst
Route : Oral(gavage) -
Doees . O{vehicle), M.lm.mlmm/kg/du
Nimmnber of animals/group © Males, 10; females, 10
Vehicle . Sesame oil

Administration period . Males, 44 days
Females, from 14 days befors mating to day 3 of lactaion

Terminal kill . Males, 4§5days
Females, day 4 of lactation
GLP T Yes
“Test results:
<Repeat Dose Toxicity>

In inales, there were weight gain depression and a decrease in food consumption at a

dose of 1000 mg/kg. Urinary examination revealed increases in ketone bodies and occult blood,

and hematological and blood chemical examinations showed increases in prothrombin time and
urea nitrogen at a dose of 1000 mg/kg. Absolute and relative weights of the spleen were
decregsed at a dose of 100 mg/kg or more, and relative kidney weights were increased at a dose
of 1000 mg/kg. Histopathological examination revealed atrophy of the splenic red pulp at doses
of 100 mg/kg or more. The kidneys showed no histopathological ahnormalities attributable to
the test substance.

In females, there were weight gain depression and 2 decrease in food corsumption at a -

dneeofleg/kg.Atmphyuftheredpulpmthesplwnwasalsoobservedhlstopathologlcally
at adose of 1000 mg/kg. -
‘The NOELSs for repeat dose taxicity are considered to be 30 mg/kg/day for males and 300

mg/kg/day for fermales.

<Repmduchveanddwelopmentaltomcxty>

There were decreases in rumbers of corpora lutea and implantations in the parental
females. The test substance showed no effects on any reproductive paramiaters of the parental
tmales or developmental parameters of the offspring.

The NOELSs for reproductive and developmental toxicities are cons:dered to be 1000

* mg/kg/day for the parental males and offspring, and 300 mg/kg/day fo- theparenbalﬁmles.

2. Genetic Toxicity
2-1. Bacterial test®
Purity D 996%
Test species/strains 1 S. typhimurium TA100, TA1535, TAS8, TA1537
E. coli WP2 uvrA
Test method * Guidelines for Screening Mutagenicity 'I‘estmg of Chemicals
(Japan)and OECD Guidelines No. 471 and 472
Proc»dures . Pre-incubation methed

(JETOC INFORMATION SHEET No.43)
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Butyl W{W-ﬁﬂ-ﬂ

. Positive controls . -Somix; 2-(2-Furyl)-3-(5-aitro-2furyl) acrylamide
L o (TA100, TAS8 and WP2 uvrd), Sodium azide (TA1535),
+59 mix; 2-Amincanthracene(all straits)

: -S9mix; 9.77, 195, 39.1, 78.1, 156 and 313 ug/plate(TAL00,
TA1535, TA98 and TA1537) ; 9.77, 185, 38.1, 781, 156, 313
and 626 xg/plate (WF2 uvrA)

+39 mix; 9.77, 195, 39.1, 78.1, 156, 313 1.1 625 g/ plate
(TA100); 195, 39.1, 78.1, 156, 313, 625 and 1250 pg/plate
(TAIS35, TAI537 and WP2 ovzd) ; §.77, 15,38, 781,
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Yes

' |
Platea/test

Number of replicates
GLP
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' mix, and lt313n/phheorm(TAlw. TA1535, TAS8, TA1537) and 625 ug/plate or

greater (WP2 uvrA) with an S9 mix.
Genetic offects.
S typhirarium TA100, TA1535, TAY8 and TA1537
+ ? -
‘Without metabolic activation® 1 nnm™
With metabolic activation: D00 Mm
EB. coli WP2 uvrA
i + ? -
Without metabolicactivation: (1 (1 [
'With metaholic activation: U u ©
22 mwmmmw(wmw"
Purity T 906%
‘Type of cell nsed ¢ Chinese hameter ng(CHL)cells
Test method ¢ Guidelines for Screening Mutagenicity Testing of Chermicals
(Japan)and OBCD Guideline No. 473
Solvent : DMSO :
Positive countrols T -S9 mix, Mitomycin C
459 mix, Cyclophosphamide
Doess : -S9 mix(continuous exposure) : 0,1?&355»710.1423,‘/@
-59 mix(short-term exposure) : 0, 178, 365, 710, 1420 »g/mL
459 mix (short-term exposure) : 0, 355, 710, 1420 pg/mL
) : Rat liver, induced with phenobarbital and 5.6-benzoflavone
Plates/test 12 ‘

' | GLP ! Yes
(JETOC INFORMATION SHEET No.43)
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Test results:
This chemical did not induce structural chromosomal zberrations in the absence or
presence of an exogenous metsholic activation system.

Genetic effects. .
. . onloid
+ T - + ? -
. 'Without metsbalic activation: 7 0 ™ (1 00 M

With metabolic activatica: (1 0 M (1 1 ™

1) The tests were performed by the Research Institute for Animal Science in Biochemistry and Toxicology, 3-7-11
Hashimotodsi, Segamibare-shi, Kanagawa 226-1132, Japan. Tel +8142-762-2775 Fux +81-42-762-79%9

2) ‘The tests were pecformed by the Biosafety Rescarch Center, Foods, Drugs and Pesticides (An-pyo Center), Japan,
582-2 Shioshinden Arabama, Fukude-cho, Iwuta-gun, Shizuoks, 437-1213, Japan. Tel +81-598-68-1266 Fax +61-
538-58-1303 -

{JETOC INFORMATION SEEET No.43)



2-Ethylhexyl methacrylaté'
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A single oral dose taxicity test revesled an LDy, value of more than 2000 mg/kg for both sexes.

2-Ethythexyl methacrylate was studied for oral toxicity in rats in sn OBCD combined repes
mmmmwwmmmumummmmwnm
mg/kg/dax One female died in the 1000 mg/kg group (12 animals of each sex).

hmmmmmmmmmmmmmm
were increased in the 300 and 1000 mg/kg groups. Suppression of body weight gain, decressed food
WmmmmmwmuMMMNc
mmmwum—m——mmmmmmm
in the spleen were seen in the 1000 mg/kg group. In the females, the relstive kidney weights were
incressed in the 100 mg/kg or more groups. Suppression of body weight gain during the pre-mating,
preguancy and lactation periods and decrease in fod consumption during the pre-mating period,
atrophy of the thymus, increased absolute kidney, relative thyroid and liver weights, and decreased
extramedullary betaatopoiesis in the spleen and focal melacia in the medulla oblongata were seen in
mxomwnmmmmhmtdmmmmwbemmﬁxm
and 30 mg/kg for females.

~ With regard to reproductive/developmental toxicity, three of the seven females lost their pups

in the 1000 mg/kg group. Numbers of corpora lutea and implantation scars were decreased in the
1000 mg/kg group. The NOELs for reproductive performance are considered to be 1000 mg/kg for
males, and 300 mg/kg for females.

‘With regard to pups. decreased numbers of live pups born w mseenmtheﬂnandlooom’kz
groups. Decreased birth, live birth and via' “ity indices, xrd d~~vear~d body weights of both sexes on
day O and day 4 efter birth were seen in the 100" -3/kg group. The NOEL for pup development is

(JRTOC INFORMATION SHEET No.43)
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comsidered to be 100 mg/kg.
2-Ethylhexyl methacrylate was not mutagenic in Saimoncla tmhmmm. TAl.., TA1535,
TASS, TA1537 and Escherichia coli WP2uvrA.

}memmmmmmmxdym :

CHL/IU cells, with or without an exoyxenous mataboliz activation system.

SUMMARIZED DATA FROM THE STUDIES

1. Singie Dose Oral Toxicity '

Furity T 994%
Test species/strain : Ra/Crj:CD(SD)IGS
Test method :  OECD Test Guidelipe 401
Roube > Oral(gavage)’
Doses : 0{vehizle), 500, 1000, 2000 mg/kg/day
Number of animals/group : Mz> 3; females,§
Vehicle M ST
GLP . 8%
Test results:
No deaths occurred in any group.

Rased on the above results, the LDy, value of 2-ethythexyl methacrylate was concluded to
Le more than 2000 mg/kg for both sexes. ’

2. Repeat Dose andRem'odm'hve/Developmemal Toxicity !

Purity 994 %
Test species/strain : Rat/Crj:CD(SD)IiGS
Test method : OECD Comhined Repeat Dose and Reproductive/
Developmental Toxicity Screening Test
Route ' . Oral(gavage)
Dosage : O(vehicle), 30, 100, 300, 1000 mg/kg/day
Number of aninmis/group. - Males, 12; females, 12
Vehicle * Cornoil
Administration period ¢ Malesg, 49 days
A Females, from 14 days before mating to day 3 of lactation
‘Terminal kill : Males, day 50
Females, d. - 4 of lactation
GLP : Yes
Test résults:
<Repeat Dose Toxicity>

For the males, tie absolute kidney weights and the relative pmmars liver and kidpey

. weights were increased in the 300 and 1000 mg/kg groupe. Suppregsion of body weight gain

and decreased food consumption, RBC, hemoglobin, hematocrit, WBC and total protein, and

increased GOT, GPT, A/G ratio, BUN and Cl, as well as focal necrosis in the liver and decresse
of extramedurilary hematopoiesis in the spleen were seen in the 1000 mg/kg group.

For the femnales, the relative kidney weights were increased in the 100 mg/kg or more

groups. Suppression of body weight gain during the pre-mating, pregnanc_ =nd lactation

{JBTOC INFORMATION SHEET No.43)
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2-Ethyhexy! methacrylale [686-84-8]
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mg/kg group, one animal of which died.
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the 1000 mg/kg group. The NOELs for reproductive performance are conisiderad to be 1000
mg/kg for males, and 300 mg/kg for females.

With regard to pupe, decrensed numbers of live pups barn were seen in the 300 and 1000
. mg/kg groups. Decreased birth, live birth and viability indices, and decressed body weights of

both sexes on day 0 and day 4 after birth were seen in the 1000 mg/kg greup. The NOEL for

pup development is considered to be 100 mg/kg.

3. Genetic Toxicity

3-1. Bacterial test®
Purity : 994%
Teat species/strain 3 Saimonells typhimuriue TA00, TA153S, TASS, TA1597,
Becherichia coli WP2 uvrA
" Test method : Wmh&mede
Uspan) and OBCD Guidelines No. 471 and 472
Procedures + Pre-incubation method
Solvent : DMSO ‘
Positive controls : -ssm:m(’rmo.m).mmﬂmsas),
ENNG (WP2 uvrd) and 9-Amincecridine (TA1537)
+59 mix; 2-Aminoanthracene (all strains)
Doses v ~S9mix; 391, 19.5, 9.7, 4.88, 244, L22, 0.610 pg/plate
(TA100, TA1535, TA1537) s 313, 625, 1250, 2500, 5000
+50 mix; 635, 3183, 156, 78.1, 39.1, 195, 9.77 ug/plate (TAL00,
TA1535, TA1537); 39.1, 78, 156, 313, 635, 1250, 2500
s@/plate (WP2 uvr, TAS8)
s9 . Rat liver, induced with pheacbarbitel and §:6-benzoflavone
Plates/test : 3 ’ .
Number of replicates T2
GLP . Yes
Teat results:

‘This chemical did not induce gene mutations in the S. typhimurium and E. cali strains.
Toxicity was observed at concentrations of 9.77 ug/plate (TA100, TA1535 and TA1537) without
metabolic activation, and 156 ag/plate (TA100 and TA1535) and 625 xg/plate (WP2 uvrA,
TAS8) and 313 xg/plate(TA1537) with metabolic activation.

(JETOC INFORMATION SHEET No.43)
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Genotoxic effects: .
S. typhinmrium TA100, TA1535, TA98, TA1537
+ ? -
Without metabolic activation: [1 [1 [
With metabolic activation: (1 (1 ™
E. coli WP2 uvrA
. + ? -
Without metabolic activation: {1 [1 [
With metabolic activation: (1 00 ™
3-2. Non-bacterial in vitro test (chromosomal aberration test) *!
Purity . T 994%
Type of cell used : Chinese bamster lung (CHL/TU) celis
Test method . Guidelines for Screening Mutagenicity Testing of Chemicals
(Japan) and OBCD Guideline No. 473 .
Solvent "+ Acetone ‘
Positive controls > ~59 mix, Mitomycin C
+59 mix, Benzofalpyrene .
Doses : -89 mix(24 hr continuous treatment) : 0, 10, 20, 40, 80 zg/mL

~S9 mix (48 hr continuous treatment) ::0, 10, 20, 40, 80 2@/l
-S9 mix (6 hr short-term treatmént) : 0, 10, 20, 40, 80 ug/mL.
+S9 mix (6 hr short-term treatnient) : 0, 625, 1250, 2500, 5000

s@/mL
S9 > Rat liver, induced with phenobarbital and 5,6-benzoflavone
Plates/test 2
GLP . Yes
Test results: : o
This chemical did not induce structural chromosomal aberrations or polyploidy under
the conditioas of this experiment. J
Genotoxic effects: . ¢
clastogenicity polyploidy
+ ? - + . 7 -
Without metabolic activation: (1 1 ™ [1 1 ™
With metabolic activation: nn M a0 m

1) The teat was performed by Nihon Bioresearch Inc, Rashima Leboratory, 6-104 Majima, Fukuju-cho, Hashina, Gifis,
§01-6251, Japan Tel +31-58-362-6222 Fux "+81-58-391-3171

2) The tests were performed by the Mitsubishi Chemical Safety Institut Ltd., 14 $ nayama, Hasaki-machi, Kashima-
gun, Dharaki, 314-0255, Japan. Tel +8147946-2871 Fax +81-47946-2874

{JETOC INFORMATT~ E_.“T No.43)




