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December 30, 1992

Document Processing Cen .er (TS-790) i] I l{l
(Attention: Section 8(e) Coordinator) i

Ofﬁ?e of Pollution Prev.ention and Toxics 1 NIT 8 1/ 37 /93
Environmental Protection Agency
401 M St., SW

Washington, DC 20450 "‘U N ‘}"* ””**ml.
l i l:i; i
Dear Section 8(e) Coordinator: v 1 e e

88938888131”

Subject:  TSCA 8(e) Notice - CGI 403

CIBA-GEIGY Corporation claims no information in this letter or the attached
toxicity study as Confidential Business Irformation.

In accordance with EPA's Ma. :h 16, 1978 policyr statement on Section &(e) reporting
under the Toxic Substances Control Act, and EPA's June, 1891 TSCA Section 8{e)
Reporting Guide, CIBA-GEIGY Corporation wishes to bring to the attention of the
Environmental Protection Agency dermal sensitization results seen in the guinea
pig with CGI 403. CGI 403, ideatified as TKA 40049 in the study, is bisi2.6-
dimethoxybenzoyl)-2,4,4-trimethylpentylphosphine oxide. A CAS Registry Numbe»
has been requested frum Chemical Abstracts Services but has not been received.

CCi 403 is an experimentai photoiniiiator for coatings. It has not yet bren
distribrted outside oi CIBA-GEIGY Corporation; we have conducted process
development work in our facilities in the U.S. A PMN will be submitted scon. The
present submission is a skin sensitization test {maximization test). Chailenged
anirmals showed a 70 and 90% positive response for the 24- and 48-hour observation
period, respectively. Under the maximization scheme, this product would be
classified as an extreme skin sensitizer. A copy of the study, entitled "Skin
Sensitization Test in the Guinea Pig Maximization Test. Test Ne. 824180, TKA
40049 (CGI 40%) Report”, is enclosed.

CIBA-GEIGY Corporation wili create a Material Safety Data Sheet and label to
reflect this new information and to notify its workers in accerdance with the OSHA
Hacsard Comirunication Standard (29 CFR 1910 1200L

Please call the undersigned if vou have any questions about this submitial.




Section 8(e) Coordmator
page 2of 2

Very truly vours,

CIBA-GEIGY Corporation

— =

Antheny DiBattista

Manager
Regulatory Affairs and Toxic Substance Compliance

Toxicelogy, Regulatory Auditing and Comapliance.




Skin Sensitisation Test in the Guinea Pig

Maximisation Test
Test No. 9241¢e

TKA 40049 (CGI 403y

Report
Study Director: Dr. med.vet. Ch. Hagemanr
Testing Facility: CIBA-GEICY Limited
Toxicologvw Ser\‘rices
Short-term Toxicology
4332 Stein Switzerl

Test Guideline: OECD 406 / 84/449/5RC B.¢.

Starting date: October 19, 1%32

Completion date: November 3, 1992

Sponsor: CIBA-GEICY ILimited
Additives Division
4002 Rasel Switzerian
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Test

Sensitisation Test in the Guinea Pig
No.: 924166
Article: TKA 40049

Certification of GLP and verification of the remcrt

.
actice and ve

{Certification of Good Laboratory Pr and v
a complete and unaltered copy of the report by

To the best of my knowledge and belief, the statement of com-
pliance with Good Laboratory Practice found on page 4 of this
report, and signed by the Study Director is truth"ul and accu-
rate, and this report as provided by the testing facility is
complete ard unaltered.

Tor the Sponsor:

Signature: U LT PR L Yot o f




Sensitisation Test in the Guinea Pig
No. : 524166
Article: TKA 40049

Statement of compliance with Good Laboi .tecry Practice

Tc the best of my knowledge and belief this study has been per—
formed in compliance with Good Laboratory Practice (GLF) in
Switzerland, Procedures and Principles, March A,BH Verfahren
und Grundsaetze der Guten Laborpraxis (GLP) iu Jer Schweiz),
issued by the Swiss Federal Department of the Ircerior and the
Intercanteonal Cffice for the Control of Medicawents. These pro—
cedures are in essence consistent with:

CECD Principles of Good Laboratory Practice (Council Decision
8§1/30. adopted on May 12, 1981. and OECD Reccmmendation

83795 concerning the 'Mut ual heuocnl- n of Compliance with
Good labeoratory Practice’, adopted on July 26, 1983).

United States Environmental Protection Agency, Iitle 4C Code
of Federal R=2qgulations Part 160 (FIFRA); Federal Register,
August 17, 1989.

United States Envirenmental Protection Azency, Title 40 Cude
of Federal Regulations Part 792 (TSCA); Federal Register,
August 17, 1989.

Japan Ministry cf Agricul ;o T Fisheries,
NohSan. Notification No. 2 . Aarid iral Productlon
Bureau, August 10, 1984.

Hagemann
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Test No.: 924166
Test Article: TKA 40049

0.4. Sigpnatures

This report repx ‘ents the results cf the investiga.ions
piled by the und. -signed:

Stud - director: . Ch. Hagemann

Signature:

For facility

management:

Signature:
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Skin Semsitisation Test in the Guinea Pig
Test No.: 924166
Test Article: TKA 40049

Quality assuvrance statement

Test Arti~le: TKA 40049

Study Title: Skin Sensitisation Test in the
Guinea Pig

Test Number: 924 1¢o

Study Directcr: Dr. med.vet. Ck.

I hereby certify that the following Quality Assurance zctivities were
performed:

QA-Activitv Date performed Date revorted

Facility Inspection
Protocol Audit
Study Inspection

Final Report Audit

Quality Assurance
Inspector: D. Baltisberger

Signature:
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Sensitisation Test in the Guinea Pig
No.: 924166
Article: TKA 40049

Test material

Test article: TKA 40049

Batch No.: FZ Marly-wSH, dried
Trade name: CGI 403

Purity: see AC 925024
Physical properties: solid; light yellow
Storage conditions: room temperature
validity: June, 1995

Test article received: Augusi 17, 18vL

Auxiliary compounds

Physiclogical saline (0.9 %), sterile solutien (Hausmann. St.

Gallen, Switzerland)

Bacto Adjuvant, Complete, Freund {vi
Michigan U3A)

Vaseline {white petrolatum) Ph.
zofingen, Switzerland)

Dleum arachidis Ph. H. VI
Switcerland

Test Systerm

The albino guinea pig
sensitisation studies.

Animal strain:

Rreeder:




sitisation Test in the Guinea Pig

The t t was torforn r'-akzadlﬂfmmkamdmﬂpMSin
the ]

hcused indivicdially in Macroclen cages

i.'ned to the alFferept groups by means of random
* by the random number generatcr, identified by
Xept at a constant room temperature of

ve huridity of 30 to 70% and a 12 bhouns

! R ‘o nutritive ingrediants
contamin4ti \ a3 he uracturer. fnalvtical results
availaple tmal s 1y otfice.

drinking water gquality filled the critical parameters in

specii cafians of the ”Sc velzerisches Le ensmittelbuch"

dition Y. The resulte of the roucine chiemical examinatiocon
bt water - source (Grundwasserfassung Scein) as conducted
pericdically by the water authority (Baudepartement des Kantons
Aargau Abte:iliung Gewaesserscl.utz) are available to CIBA-GEIGY
Laimited, as well as the results of inhouse chemical analysis by
the analyt"al lahoratories of the Pharmaceutical Division,
CIBA-GEIGY Limited.

Sensitivity of strain

The sensitivity of the strain is checked every six months with
a known sensitiser, bupl as 2.4-dinitrochleorobenzene. para-
nhenylene-diamine or potassium-~dichromate.

The results cof the latest positive control test are presented
in Appendix 3 ¢©f this report.




Sensitisation Test in the Guinea Pig
No.: 924166
Article: TKA 40049

3. METHODS

Reason for selection

The maximisation test has been selected, because it is one of
the recommended tests in the OECD guideline 406, adopted May
12, 1981, adapted July 17, 1992, as well as in Annex V, Part B
of Council Directive 79/831/EEC {(Commission Directive
84/449/EEC of April 25, 1984), and because the sensitivity or
the method is well known. The test has been performed according
to the original protocol of Magnusson and Kligman (J. invest.
Dermatol. 52, 268-276, 1969; Contact Dermatitis &, 46-30,
1980).

Test procedure

3.2.1. Induction procedure (weeks 1 and 2)

The induction was a two-stage operation. First, intradermal
injections (into the neck region); second, closed patch
exposure over the inj=acticn sites one week later.

First inductionweek, intradermal injection

Three pairs of intradermal injections (0.1 ml per injection)
were made simultaneously into the shaved neck of the guinea
pigs as follows:

- adjuvant/saline mixture i:1 {(v/V)

- test article TKA 40049 i~ Oleum arachidis (w/v)

- test article TKA 40049 in the adjuvant/saline

Second inductionweek, epidermal application

In th=> second week of induction TKA 40049 was

vaselire w/w) and applied on a filterpaper

of the animals (patch 2x4 cm; approx. 0.4
occluded administration for 48 hours).

3.2.2. Rest periad

During weeks 3 and 4 no tre .tments were prerformed.




Semsiticacion 7 T Im the Guinex P2in
No.: G247 6¢
Article: TUWA 407

3.2.3. Challenge +eek 5)

. cested on the flonk woth KA 40147
(W/W) ~he vinicle a one [patch 2x2 cm; »prcx.
per patch: occluded administraticon for 24 rours).

3.2.4. Contrcl group

A cor*trol group of 10 animals (5 m 5> ) vwas treited with adji-
vant ancd the vehicle duriig the inauc inn peried Juring the
challenae period the group was treated with .he veh ol: as well
as with the test article to chseck the maximum sublrritant con-
centration ©f the test article in adjuvant tieatec animals.

Concentrations

3.3.1. Intradermal Ioduction

The concentration for the intraderm:l injections was selectec
on account of the solubility of the test article in ;tandard
vehicles and its local and systemic tolerability in a pretect.
The following cencentrations of test article have been prepa—=i
for intradermal injection:

in Oleum arachidis.

arachidis could be lnjecteu and was

concentration was used for the intradermal

5% TKA 40049 in Oleum ar .chidis (w/Vv)

in the adjuvant/saline mixture (w/v)

2.3.2. Epidermal Applications (induction and challenge)

The concentrations for the epidermal applications were selected
on account of the primary irritation potential of the test
article. The following conce.itrations of TKA 40049 hav. been

mined on separate animals for the determination of the maxi-
mum subirritant concentration (see also Table 4):

1. 5 10, 2C. 30, and 50% in vaseline.




Skin Sensitisation Test in the Guinea Pig
Test No.: 924166
Test Article: TKA 40049

The tested concentrations did not induce erythema reactions,
therefore the following concentration was selected:

Epidermal induction

Concentration of test article: 50%
Vehicle: vasnline

No skin irritation was observed in the pretest.

Therefore the application site was pretreated with 10%
sodium—-laurylsulfate (open application) 24 hours prior to the
epidermal induction application.

Epidermal challenge

Concentration of test article: 50%
Vehicle: vaseline

Observations and records

Induction reactions

After the -ntradermal and the epidermal induction application
irritant reactions are normally induced by the adjuvant. the
high test article concentration, or the sodium lauryl sulfate
pretreatment. Because most of the reacticns are treatment
related and not compound related, the reactions are only
described ir special cases in the section of results.

Challenge reactions

Twenty four and forty eight hours after removing the dressings,
the challenge reactions were graded accerding to the Draize
scoring scale {(Appendix 1).

General

The sensitising potential of TKA 40049 was

ied according
to the grading of Magnusson and Xligman {Appendi 2y,

The body weight was recorded at stort and end




Skin Sensitisation Test in the Guinea Pig
Test No.: $24106
st Article: TKA 40048

‘

4. RESULTS

of positive animals per group, the individual challenge
the evaluation of the primary skin irritation porential
Tables 1, 2. 3 and 4.

animal weights at the test are listed
cf th= animals

group showed ski S i 48 hours after
dressings, res : ;

, hererore, classified as an ex.reme s
pigs according to the grading of Magnusson and Kligman.




Skin Sensitisation Test in the Guinea Pig
Test No.: 924166
Test Article: TKA 4004%

5. TABLES

TABLE 1

Number of positive animals per group after occlusive

epidermal application

Control group:

after 24 hours after 48 hours

vehicle control 0/10 0/10
test article 0/10 0/10

Test group:
after 24 hours after 48 hours

vehicle control 0,20 0/20
test article 14/20 18/2




Sin Sensitisation Test in the Guinea
Test NoO.: 9243166
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Challenge reactions after epidermal application
(COYTROL GROUP)

DRAIZE Score 24 hours after removal ¢f the dressing

Tcrythema score:
Edema score:

1cle contlol

Female animails

Erythema
Edema scor




Skin Sensitisation Test in the Guinea ?Pig
Test No.: 924166
Test Article: TKA 40049

DRAIZE Score 48 hours after removal of the cdressing

Vehicle control
Male animals

Erythema score:
Edema score:

Female animals

Erythema score:
Edema score:

Test article control
Male animals

Erythema score:
Edema score:

Female animals

Erythema score:
Edema score:




Sensitisation Test in the Guirea Pig
924166

TKA 40049

TABLE _

Challenge reactions atter epidermxzl application
{TEST GROUP)

DRAIZE Score 24 hours a removal cf

Vehicle control
Male animals

Erythema score:
dema score:

Test article
Maie animals

Ervthema score:
Tdema score:

Female animais

Eryvthema score:
Edema score:




___]
Skin Semsitisation Test in the Guinea Pig
. Test No.: 924166
Co Test Article: TKA 40049
DRAIZE Score 48 hours after removal of the dressing '
Vehicle control
Male animals 61 62 63 64 65 66 67 68 69 70
Erythema score: 0 0 0 0 0 0 0 0 0 0
Edema score: 0 0 0 0 Q 0 0 0 J 0
Female animals 71 72 73 74 75 76 77 78 79 80
Erythema score: 0 0 0 0 0 0 0 0 0 0
Edema score: 0 0 0 0 0 0 J 0 0 0
Test article
Male animals 61 62 63 €4 65 66 67 68 69 70 -
Erythema score 1 2 1 2 1 0 1 2 2 1
Edema score: 0 1 0 . 0 0 o 1 0 0
Female animals

Edena score:
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Evaluation of the primary skir irritaticn potential

Procedure: On each animal 2 concentrat
appiied simultaneously on the left aud
site served as contrel (not reported).

score 24 hours
after removing the dressi

concentration f TKA 40049 in

A naive

skin

Animal 05

Animal
No. /

female

= edema, er = erythema




Test No.: 924166
Test Article: TKA 40049

Skin Sensitisation Test in the Guinea Pig

Individual animal bodyweights in g - males

CONTROL GROUP
Animal No. weight

at start at end

TABLE 5

TEST GROUP

81 403 653
82 365 588
83 380 603
84 389 588
85 362 565
Mean 380 59%
Std. Dev 17.0 32.9

Individual animal bodyweights in g - females

CONTROL GROUP
Animal No. weigyht
at start a

t end

Animal No. weight
at start at end

61 422 556
62 371 639
63 394 578
64 37¢ £8<
65 409 6490
66 412 607
7 3983 504
68 417 587
69 384 578
70 444 673
401 614

23.4 35.8
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Evaluation of skin reacticns
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Skin Sensitisation Test in the Guinea
Test No.: 9241606
Test Article: TKA 40049

1

APPENDIX 2

Maximisation gqrading

Sensitisation
rate (%) Classification

0 -8 weak

9 28 mild
29 64 moderate
65 80 strong

81 extreme
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Reference values with Potassiumdichromate

Test No. 910032

Experimer.al -1ng :
Experimental co ! : February

January Z1l.
’\1.

The following concentrations o! the reference compound and
vehicles were used:

Intradermal imductic

Concentration ol : 0.2%
Vehicle: phvsiclogical saline

Epidermal inducticon

cf compcund: >3
vasealine

b
i

Epidermal challenge

1%
vaseline




Skin Sensitisation Test in the Guinea Pig
Test No.: 224166
Test Article: TKA 40049

Number of positive animals per group after occlusive

epidermal application

Control group:
after 24 hours after 48 hours

vehicle control 0/10 0/10
test article 0/10 0/10

Test group:
after 24 hours after 48 hours

vehicle control 0/10 0/10
test article 7/10 - 6/10




Skin Seansitisation Test in the Guinea Pig
Test No.: 924166
Test Article: TRA 40049

Challenge reactions after epidermal application
{CONTRCL GROUP)

DRAIZE Score 24 hours after removal of the dressing

Vehicle control

Erythema score:
Edema score:

Female animals

Erythema score:
Edema score:

Test article control
Male animals M

Erythema score:
Edema score:

Female animal

Erythema score:
Edema score:




Skin Semnsitisation Test in the Guinea Pig
Test No.: 924166
Test Article: TKA 40049

DRAIZE Score 48 hours after remcoval of the dressing

Vehicle control
Male animals 141 142 143

Erythema score:
Edema score:

Female animals 146 147 148

Erythema score:
Edema score:

Test article control
Male animals 141 142 143

Erythema score:
Edema score:

Female animals

Erythema score:
Edema score:




Skin Sensitisation Test in the Guinea Pig
Test No. 924166

Test Article: TKA 40049

Challence reactions after epidermal application
(TEST GROUP)

DRAIZE Score .4 hours after removal of the dressing

cntrol

thema score:
ema score:

Female animails

Erythema score:
Edema score:

Female animals

Ervthema score:
Edema score:




Skin Sensitisation Test in the Guinea Pig
Test No.: 924166
Test Article: TKA 40049

PRAIZE Score 48 hours after remcval of the dressing

Vehicle control

Male animals

Erythema score:
Edema score:

Female animals
Erythema score:
Edema score:
Test article
Male animals

Erythema score:
Edema score:

Female animals

Erythema score:
Edema score:
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