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Document Processing Center (T $-790)
(Attn: TSCA 8(e) Coordinator)
Office of Poltution Prevention and Toxics

U.S. Environmental Protection Agency
401 M Street, S.W.
Washington, D.C. 20460

Re:  Notice of Substantial Risk Under TSCA Section 8(¢) Re arding Evidence

of Skin Sensitization in a Guinea Pig MK Maximization Study with

Hycar® ATBN o
Pom -
Dear Sir/Madam: ‘”ngns E;,‘

The B.F.Goodrich Company (BFG) submits this information in accordance with
Section 8{e) of the Toxic Substances Control Act (TSCA) and EPA’s numerous

interpretive statements. This submission does not contain confidential business
information.

We are notifying the EPA of information from an unaudited draft report of a
guinea pig skin sensitization study with Hycar® ATBN (CAS# 68683-29-4), an
elastomeric modifier for thermoset resins (see enclosure).

7

Background

yxer g
Y |

As part of our product stewardship program the skin sensitization of Hycar®
ATBN was evaluated using the Magnusson and Kligman Maximization test with
guinea pigs in compliance with OECD Guideline No. 406, Twenty test and ten
control animals were used in the main study. Based on the results of dose
selection tests, the test material was administered at ] percent, undiluted, and
undiluted and 75 percent in the intradermal induction, topical induction, and
topical challenge phases, respectively. The test material was determined to
cause a 75 percent (15/20) sensitization rate and was classified as a strong

sensitizer to guinea pig skin.
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Document Processing Center (15-790)
(Attn: TSCA 8(e) Coordinator)

April 28, 1999

Page 2

Significance/Assessment of the Data

The current M3DS5 notes that prolonged or repeated contact may irritate the
skin, causing dermatitis and warns to avoid prolonged skin contact and to wear
chemical resistant (impervious) gloves.

Based on these unaudited findings, we are reviewing our MSDS and label to
include the appropriate information and warning statements.

If you have any questions regarding this submission, please contact Dr, Robert K.
Hinderer at (216) 447-5181.

Sincerely,

fot, 4

Kenneth J. Willings
Vice President
Health, Safety, & Environmental

KJW/sr
Enclosure

VIA CERTIFIED MAIL
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Dear Dy Hinderer,

RE:M + K SENSITISATION STUDY ON HYCAR ATBN-DRAFT REPORT

As discussed in our telephone conversation on Monday, please find attached a copy of the draft rsport as
promised.,

Kind regards,

ANTHONY SANDER
STUDY DIRECTOR
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GLP COMPLIAMCE SYATEMENY

consider the data generated to be y reflects the
procedures used and data generated, ’

- These Regulations are in accordance

hed as OECD Principles on Good Laboratory Pra.tice (revisec
1997, ENV/MC/CHE:‘vi(S'B.)I?); and are in accordance with, and im

plement, the requirements
of Directives §7/1 8/EEC and 88/320/EEC,

tuble to the United States Environmental Praotection

nistration, and fulfif the requirements of 40 CFR Pant 160.
40 CFR Part 792 and 21 CFR Pan 58 (as amended).
c---.-l.»o-----cn.I--al.unl-o'vlnll.b.'oe‘GJtll'lbll.l..b.l!i'ilﬂ.ll‘l'ﬂlll-' DATE: dl.sl.el.c-o..llnl.u.l-n."'!-!llll..b.ol'll"llllb
A Sanders

Study Director
for Safepharm Laboratories

LO/C #:10UY LPP 917




SPL PROJECT NUMBER: 826/085

QUALITY ASSURANCE REPORT

The routine inspection of short term studi

process designed to encempags Y type once per month,
Inspaction findings are reposted to Manaaement/Study Directors on the day of inspection in
cach case. Dateas of relevany fonthly inspections are as follows;

04, 08, 16, 26 March 1999

This report has been audited b~ Sufepharm Quality Assurance Unit. 1t is considered to be
an accurate account of the dags gunerated and of the procedures followed,

Date of Report Audit:

20 April 1999

n-.--on.-u--n--no-.-.--o-sntnoooon'(voleillcvhloccgnu-eue-uwfcs'.---t-'iun DATE

For Safepharm Quality Assurance Unit*

-
LRI TY YY) nc.ool-nlt-a--ae;-.---aa Pdssverecrsnnnng,

"Authurised QA Signatures:

Head of Depanment; IR Patornan CBig; MiBlai DipRQA
Deputy Head of Department: (A Crowther MiScT
Senior Audit Staff: IV Johnson 8Sc; G Vivan ONC; Af Cooper HNGC; RJ Gilbert Bse

GU/b A10ULS L6b 91F  woqiy suy
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SUMMARY
STUDY SPONSOR : BF GOODRICH COMPANY

STUDY TITLE

TEST MATERIAL

MAGNUSSON .4 KLIGMAN
MAXIMISATION STUDY IN THE
GUINEA PIG

..

HYCAR ATEN

4 study was performed t¢: assess the wonct sensitisation potesntial of the test masesrial
in the albino guinea Pz, The study was performed in conmmvliance with the OFECD
Guidelines for Testing of Chemicals No. 406 "Skin Sensitissation” (adopted 17 july
1992) and Method 86 of Coramission Directive 96/54/6C (wwhich constitutes Asrmex
V of Council Directive %7/548/FEC),

The results may be used a5 a basis for classification and labeeliing under Annex vy of
Councll Directive 67/548/LEC (as adapted to technical proogress by Commisssion
Directive 93/21/€EG).

Twenty test and ten controf animals were used for the main study.

Based on the resuits of sighting tests, the concentrations of test material for the
induction and chalfenge phases were selected as follows:

Intradermal Induction
Topical Induction
Topical Challenge

1% wiv In arachmss o BP

undifuted as suponlied

undiluted as sucoolied and 75% vv in
arachis oil B

LYY (%3

(X3

The test material preduced a 75% (15/20) sensitisation rate and was classified ans a
strong sensitiser to guinea pig skin. The test material was also - rlassified as a sensstisser
according to £U labelling reguiations, The symbol *Xi", thme indicaticn of dangeer

‘imitant’ and the risk phrase R 43 "MAY CAUSE SENSITISATICM. BY SKiN CONTACTT"
are required,
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HYCAR ATBN:
MAGNUSSON & KLIGMAN MAXIMISATION
STUDY IN THE GUINEA PIGC

1. INTRODUCTION

itisation potential of the tes
material. The study was performed In compliance with the recommendations of the
QECD Guidelines for the Testing of Chemicals No. 406 "Skin Sensitisation* (adoptec
17 July 1992) and Method Bé of Commission Directive 96/54/EC (which constitute.
Annax V of Council Directive 67/548/E€C),

The results may be used as a basis for classification and labelling under Annex VI of

Council Directive 67/548/EEC (as adapted to technical progress by Commissjon
Directive 93/23/EEC).

The test system was chosen because the guinea Plg has been shown to be 3 suitable
species for this type of study and is recommended In the test method. The strain ysed
in these laboratories has been show:: 1o produce satisfactory sensitisation responses
using known positive sensitisers (see Appendix Xi). The results of the study are

believed to ve of value in predicting the likely contact sensitisation potentiai of the
test material to man,

The study was performed between 8 February 1999 and 20 March 1999,

2. TEST MATERIAL AND EXPERIMENTAL PREPARATION
2.1 Description, identification and Storage Conditions

Sponsor’s identification : HYCAR ATBN

Date received : : 25 January 1999 .

Description : extremely viscous turbid light amber
liquid

Storage conditions reom temperature in the dark

Data relating to the Identity, purity and stability of the test material are the
responsibility of the sponsor,

%642 M0ILS LEP T SAV] NV g 11 w12 | "
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Experimental Preparation
For the purpose of this Study the tes?

snaterial was freshly prepared 2; follows:

Intraderimal Induction % w/v in arachis ol BP

1% W/v in a mixture of Freund’s Completz
Adjuvant pius Jistiiled water (1:1)
undiluted as supplied

undiiuted as supplied and 75% v/v

Topical Induction
Topical Challenge in arachis

3. METHODS

3.1 Animals and Animal Husbandry

Thirty-six female albino Dunkin Hartley guinea pi
Limited, Burton-orﬂ‘rent, Staffordsh
study the animals weighed

ity were controlled to remain w
ranges of 17 to0 23°C and 30to 7

ithin target
0% respectively, The

/8 #0148 4
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2.2  Procedusre

The method uyzed for astessing the sensitising properties of the test material was

based on the Guinea ¥ig Maximisatior test of Magnusson B & Kligman A M.
). invest. Desmaco!, (3 969} 52: 268 - 276.

3.2.1  Selection of Comscanitrations for Maln Study (Sighting Tests)
The concentrations of tast material to be used at
study were deteimined by
were treated with varioyus
were as follows:

each stage of the main
‘sighting tests’ in which groups of guinea pigs
concentrations of test material. The procedures

3.2.1.1  sciection of Concentration for intradermal Induction

Two concentrations of ¢

235t material were investigated (1% and 5%
wé in arachis oil BP)

- A total of two guinea pigs were used, each
guinea gig recelving iour 0.1 ml injections of only one
concentration of test material, The degree of erythema at the
injection sites was assessed approximately 24, 48 and 72 hours and
7 days after injection according to the scale shown In Appendix X

The degree of oedema was not evaluated. Any evidence of systemic
toxicity was also recorded. The h

only mild to moderate skin irritati
systemically,
main study.

ighest concentration thar caused

on, and which was wel| tolerated
was selected for the intradermal induction stage of the

3.2.1.2  Selection of Concentration for Topical induction
Two guinea pigs (intradermally injected with Freurd's Complete
Adjuvant fifteen days eariier) were treated with the undiluted test

material and three preparations of the test material (75%, 50% and
25% vl in arachis oil BP), Applications were made to the clipped

flanks under occlusive dressings for an exposure period of 48 houyrs,
The degree of erythema and oedema was evaluated approximately
1, 24 and 48 hours after dressing removal.  The highest
concentration producing only mild to moderate demmal irritation was
selected for the topical induction stage of the main study.




2.2.1.3

SPL PROJECT NUMBER: 826/088

Solection of Concentration for Topical Challenge

The undiluted test material and three Preparations of the test
material (75%, 50% and 25% v/v in arachis oll BP) were applied to
the clipped flanks of two 8uinea pigs under occlusive dressings for
an exposure period of 24 hours. These gulnea pigs did not form
part of the main study but had been treated identically to she control
animals of the main study, up to Day 14, The degree of erytheraa
and oedema was evaluyated approximately 1. 24 and 46 heurs after
dressing removal. The highest non-irritant concentration of the test
material and one lower concentration were selected for the topical
ch:illenge stage of the main study.

3.2.2 Main Study
A group of thirty guinea pigs was used for the main study, twenty test and
ten control, The bodyweight of each animal was recorded at the start and
end of the study.

Two main phases were involved in the main study; (a) an induction of a
response and (b) a chalienge of that response,

3.2.2.1

S/TTRI01LE LY D12

induction

induction of the Test Animals; Shortly before treatment on Day g
the hair was removed from an area approximately 40 mm x 60 mm
on the shoulder region of each animal with veterinary clippers. A

degree of erythama at the test material Injection sites (je. injection
site b) was evaluated according to the scale shown in Appendix X_
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One week later (Day 7), the ssame area on the shoulder +==sion used
previously for intradermal iniections was clipped again and treated
with a topical application oy the undiluted test materiz A filter
Paper patch (WHATMAN Na., 4: approximate size 40 mmr < 20 mm),
saturated with the undilutesd test material
prepared skin and hYeld in place with a strip of surgica ndhesive
tape (BLEMDERM: approximatee size 50 mm x 30 mm) covamred with
an overlapping length of alurminjum foll. The patch anc il were
further secured  with a strip of elastic adhesive ‘nandage
(ELASTOPLAST: approximate- size 250 mm x 35 mm) wemund in a
double layer around the tomo of each animal. This mcclusive
dressing was kept in place forr 48 hours.

was appriver to the

The degree of erythema and oeadema was quantifled one sz twenty-

four hours following removal of the patches using the scase- shown
in Appendix X.

Any other reactions were alsa recorded.

Induction of the Control Amimals: Intradermal infecicams wera

administered using an Identiczal procedure to that uysed iy ‘the test
animals, except that the injecttions were:

a) Freund's Complete Adjuvan: plus distilled water in the —atio 1:1
b) arachis oil 3P

<} a 50% wiv formsulation of arachis oil BP in a 1:1 msxwure of
Freund’s Complete Adjuvam/distilled water

Approximately 24 and 48 hours after intradermal injecaon the
degres of erythina at the vehictie injection sites (je injectic site L)
was avaluated according to thee scale shown in Appendix

.v:

The toplcal applications followecr th

animals except that nothing waas applied to the filter Pagemr.  Skin
reactions were quanilfied as for the test animals,
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3.2.2.2

3.2.263

SPL PROJECT NUMBER: 826/088

Challenge
Shortiv before treatment on Day 21, an area of approximately

A square filter paper patch (WHATMAN No.4: approximate size
20 mm x 20 mm), saturated with the undiluted test material was
applied to the shorn right flank of each animal and was held in
place with a strip of surgical adhesive tape (BLENDERM:
approximate size 40 mm x 50 mm). To ensure that the maximum
non-irsitant concentration was used at challenge, the test material at
a concentration of 75% w/v in arachis oil BP was similarly applied
to a skin site on the left shom flank. The patches were occluded
with an overlapping length of aluminium foll and secured with a
strip of elastic adhesive bandage (ELASTOPLAST: approximate size
250 mm x 75 mm) wound in a double layer around the torso of
each animal,

After 24 hours, the dressing was carefully cut using blunt-tipped
scissors, removed and discarded, The challenge sites were swabbed
with cotton wool soaked in diethyl ether to remove residuyal
material. The positior: of the treatment sites was identified by using
a black indelible marker-pen.

Prior to the 24-hoyr observation the flanks were clipped using
veterinary clippers 1o remove regrown hair.

Evaluation of skin Reactions
Approximately 24 and 48 hours after challenge dressing removal,

the degree of erythema and oedema Was quantified using the scale
shown in Appendix X.

Any other reactions were also recorded,




3'3

The bercentage of test animals that showed a more severe reaction sa: the test
material challenge site than the mogt severe reaction seen in e control
animals, was compared with the following scale:

Percentage of Classification of
animals sensitised serwsitisation potential
0 non-sensitiser
> 0-8 weak sensitiser
> 8-28 mild sensitiser
> 28 - 64 moderate sensitiser
> 64 -80 strong sensitiser
> 80-100 extreme sensitiser

Commission Directive 93/21/€eC adapting Council Directive 67/52827FEC on
the classification, packaging and labelling of dangerous substances.

The test material will be classified as sensitising and assigned the syrmrmmp) "Xi",
the indication of danger “Irritant’ and the risk phrase R 43 "MAY TaAuse
SENSITISATION BY SKIN CONTACT" if 30% or more of the test animazss show
a sensitisation response,

4, ARCHIVES
Unless instructed othenwise by the Sponsor, all original data and the final rancont will

be retained in the Safepharm archives for a period of five years, After this pericod, the
Sponsor’s instructions will be sought.

/BI#:01L8 LbD 915
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RESULTS

5.1 intradermsl and Toplcai Sighting Tests
A summary of the fesiilis of the intradesmal sighting test and the individual skin

study;
Intradermal Induction : 1% W/v in arachis oil gp

Topical Induction : undiluted as supplied

Topical Challenge : undiluted as supplied and 75% in

arachis oil gp

5.2  Main Study

5.2.1

5.2'2

Skin Reactions Observed After Intraderma) Induction

Discrete or patchy erythema was noted at the intradermal induction sites of
all control Broup animals at the 24 and 48-hour observations,

Skin Reactions Observed After Topical induction
Individual skin reactions observed at the topical induction sites of the test
and control group animals are given in Appendices v} and viy.

Discrate or patchy to moderate and confluent erythema with very slight or
slight oedema was noted at the topical induction sites of all test group
animals at the 1-hour observation, Discrete or patchy to moderate and
confluent erythema with or withoyut very slight oedema was noted at the
topical induction sites of elghteen test group animals at the 24-hoyr
observation, Bleeding from the intradermal injection sites was noted in
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Wwas noted at the topical induction sites of f

ve lest group animals at the
1-hour observation, Residuai test material was

No signs of erythema or oedema were noted at the topical induction sites of
control group animals at the 1 or 2

4-hour observations,

animals at she T-hour observation.

5.2.3  Skin Reactions Obszrvad After Topical Challenge

Individual skin reactions at the challenge sitas of the test and controf group
animals are given in Tables 1 and 2

Undiluted as Supplied
Positive skin responses (discrete or

mation was noted at the challenge sites of five
test group animais ar the 48 and/or 72shour observations,
noted at the challenge s

observation, Physical da
Material was noted in two

Fur loss was
ite of one test Broup animal at the 24-hour

mage caused by the removal of adhered tes
test group animals,

Physical damage caused by the remova

| of adhered test material was noted
in one control group animal at the 24

-hour observation.

75% viv in Arachis Ol Bp

noted at the challenge sites of twe!
observation. The severity of th,




and confluent erythema - grade 1 1o 2 and an isolated inci

48-hour chservatios:,
moderate and confliient erythemy - grade 1 10 2 with or wi

Desquamation was noted at the
test group animals 4 the 48 and/or 72-houyr
observations, Senall superficiat scattered sczbs were noted

challenge sites of four

at the challenge

individual bodyweights and bodyweight 8ains of the test and

“ontre! group
animals are given in Appandices Vill and JX.

> and was
The test material was also
ons. The symbo| "Xi", the
"MAY CAUSE SENSIT ISATION

classified as sensitiser according to EU labeiling regiilat
indication of danger ‘jrritany’ and the risk phrase R 43
8Y SKiN CONTACT" are required,

0148 Lvp 91
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HYCAR ATBN ¢ MAGNUSSON & KLIGMAN MAXIMISATION sT UDY IN THE GUINEA PG
APPEND | X Xx
SCALES FORr EVALUATION OF SKIN REACT 1ONS

EVALUATION OF ERYTHEMA VALUE
No erythems 0
Discrete or patchy erythema 1
Moderate and confluent erythema 2
Intense erythema and swelling 3

EVAI.UATION OF OEDEMA VALUE
No oedema 0
Very slight oedema (barely perceptible) 1
Slight oederna (edges of area well-defined by

definite ralsing) 2
Moderate oedema (raised approximately 1 millimetre) 3
Severe oedema (raised more than 1 millimetre

extending beyond the area of exposure) 4

From: Draize, j 1 (1977) “Dermal and Eye Toxicity Tests In: Principles and Procedures
for Evaluating the Toxicity of Household Substances, Naticnal Academy of
Sciences, Washlngton DC, p31.
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