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Dear Section 8(e) Coordmator A o ‘ \m\“\wm WMMillill

3 bi ' TSCA 8(e) Notice - Chi i ﬂ] "~ . 88940080238
Clba-Qelgy Corporation (Clba) clalms no information in th15 letter as Conﬁdentxal.

. Business Informatmn

In accordance with EPA's March 16, 1978 policy statement on Section 8e) reporting
under the Toxic Substances Control Act, and EPA's June, 1991 TSCA Section 8(e)
Reporting Guide; Ciba wishes to bring to the attention of the Environmental
Protection Agency results seen in a sensitization study conducted with Chimassorb
81. Chimassorb 81 is 2-hydroxy-4-n-octoxybenzophenone, having CASRN 1843-05-6.

Chimassorb 81 is a light stabilizer used in plastlcs This product ‘is being’

-commercialized by Clba in the United States. _

" This study was obtained from our parent company, Ciba-Geigy Limited o(' Basel, 9

g

Switzerland. A copy of the study, entitled "Skin-Sensitisation Test in the Guinea Pig
Maximisation Test Test No. 914110 TK 10050 (CHIMASSORB 81) Report”, is
enclosed. In this study, 60-66% of the animals were sensitized. Based upon current
EPA gmdehnee it is felt these results warrant reportmg under TSCA 8(e).

Clba w111 add this mformatton to its Material Safety Data qheet (MSDS) and label.

. Please call the unders1gned 1f you have any questmns about this submittal. )
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" Skin Sensitisation Test in the Guinea Pig
Maximisation Test |
Test No. 914110
= TK 10050 (CHIMASSORB 81)
Report'>
I
‘_fStudy‘DiféCtbr:"_$ "‘br. med.vet. Ch. Hagemann
Testing Féciliﬁy:l"* CIBA-GEIGY Limited
‘ , - .. Toxicology Services
. Short-term Toxicology.
, , R . 4332 Stein / Switzerland
Test Guideline: OECD 406 / 84/449/EEC B.6.
«f Starting date: V5September'10, 1991
fféompletion date: -~ December S5, 1991 .. .
w7 spomsor: ' CIBA-GEIGY Limited
- : - ' Additives Division
-3 4002 Basel / Switzerland =
- : )
SN This report contains: 29 pages
4+ O ) ‘ -
G
<
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" 0.1. Proprietary information

Proprletary information of CIBA—GEIGY Limited.
Not to be dlsclosed to third parties without prev1ous consent
A S - of CIBA—GEIGY lelted , v -
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0.2. Certification of GLP and verificatiOd of the report

4(Certification of Good Laboratory Practice and verification of
a complete and unaltered copy of the report by the sponsor).

To the best of my knowledge and belief, the statement of com-
pliance with Good Laboratory Practice found on page 4 of this
A report, and signed by the Study Director is truthful and accu-
rate, and this report as provided by the testing facility is

complete and unaltered. .

C.
' ijFor the Sponsor:

' Signaturé:_i”' L T A .. pate: ~.!.o.l4e-.
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- 0.3. Statement of compliance with Good Laboratory Practice

To the best of my knowledge and belief this study has been per-
formed in ccmpliance with Good Laboratory Practice (GLP) in
Switzerland, Procedures and Principles, March 1986 (Verfahren
und Grundsaetze der Gutenr Laborpraxis (GLP) in der Schweiz),
issued by the Swiss Federal Department of the Interior and the
Intercantonal Office for the Control of Medicaments. These pro—
cedures are in essence consistent with:

- QOECD Principles cf Good Laboratory. Practice (Council Decision
81/30, adopted on May 12, 1981, and the OECD Recommendation
83/95 concerning the 'Mutual Recognition of Compliance with
Good Laboratory Practice', adopted on July 26, 1983).

A& — United States Environmental Protection Agency, Title 40 Code
of Federal Regulations Part 160 (FIFRA); Federal Register,
August 17, 1989. . ” ,

.~ United States Environmental Protection Agency, Title 40 Code.
of Federal Regulations Part 792 (TSCA); Federal Register,
August 17, 1989. o ' :

- Japan Ministry of Agricultdre,’Forestrirand Fisheries, .

NohSan, Notification No. 3850, Agricultural Production
Bureau, August 10, 1984. : : .

Study director: Dr. med.vet. Ch. Hagemann

Sigq;ture:
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0.4. Signatures

This report represents the results of the investigations com-
- piled by the undersigned: : '

Study director: Dr. med.vet. Ch. Hagemann

,Signature:L‘

. Fom» facility , - :
management: Dr. phil.II W. Basler

R »i's‘ign‘ature:“‘?" o /% Date: W’///”y
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0.5. Reserved page for flagqging statements. - |
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. 914110
TK 10050

Test No.:
- Test Article:

Quality assurance statement

Test Article:

Study Title:

Test Number:

Study Director:

TK 10050

Skin Sensitisation Test in the
Guinea Pig

914110

Dr. med.vet. Ch; Hagemamn

I hereby certify that the follow1ng Quallty Assurance activities were

performed:

A
Inspectlon dates

Inspections / Audits reported

L_Inspectlons / Audlts performed -
1) 20.09.91
2) 14.10.91

©3) 11.11.91 °

4} 04.12.91 - Final Report Audit -

to Manaqement

1) 20.09.91

2)716.10.91

©3) 12.11.91

4) 05.12.91
Quallty Assurance I
"Inspector.rﬂi"- ~ o o .
s o, 2.7
Signature: N ".,;.Céfééiz.ff o Date: ............. 7(~
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1. SUMMARY AND CONCLUSION

65 end‘GO% of the animels were sen31£ised by TK 10050 under.the
experimental conditions employed 24 and 48 hours after challenge,

- respectlvely

According to the maximisation grading TK 10050 showed a moderate to

2.1. Introduction ‘ & ‘

strong grade of skin- sen51tlslng (contact allergenlc) potential in
albino gulnea plgs

2. GENERAL

At the request of the Additives Division of CIBA-GEIGY lelted,
a sensitisation .test in albino guinea pigs was performed to
determine the contact allergenlc potency of TK 10050 in alblnoh
# guinea pigs.

Thls test wvas based on the OBCD Guideline No. 406, adopted

~ May 12, 1981, by the OECD council, and on Annex V, Part B of
Council Directive 79/831/EEC (Comm1831on Dlrectlve 84/449/EEC
of Aprll 25, 1984)

Experlmental startlng B A Lo
-date: . ;VOCtober 14, 1991

Experlmental termlnatlon » L .
date: . November 14, 1991
Testing facility: . CIBA-GEIGY Limited

Toxicology Services
Short—term Toxicology
4332 Stein/Switzerland

Archlves are located at CIBA—GEIGY leited, Werk Stein, CH-4332
Steln, Switzerland. Raw data, protocol and report will be
“"'stored at this location.

2.3. Distribution

Stﬁdy director (Dr. med.vet. Ch. Hagemann)o
Dr. H.J. Weldell (for the sponsor)

WL ‘Archives

Quallty Agsurance-Unlt (Dr “H. Weber)
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&
2.4. Test material ff';«f,e.,;wﬁe
Test article: B " TK 10050
Batch No. : EN 253644.02
o 2 . ' , v
 Trade name: . CHIMASSORB 81
Purity: N » >99.5%
Physical properties: solid
Stecrage conditions: - room temperature
Validity: X o May, 1995
Test article received: August 9, 1991
2.5. Auxiliary combounds
’ oo » .
u 7,Phy51ologlcal saline (0.9 %), sterile solutlon (Hausmann, St
(;'V ' Gallen, Switzerland) IR
7. < Bacto Adjuvant; Complete, Freund (Difco Lab. Detroit,
Mlchlgan Usa) , ’ ,
- vaseline (white petrolatum) Ph. H. VI (Slegfrled AG,‘
Zoflngen, Sw1tzerland) . _
-~ Oleum arach;dls Ph. H. VI (Siegfried AG, Zofingen,
Switzerland ' :
Test System__

‘ The alblno gulnea pig is the recommended species for skin

sen31tlsatlon studles.

m,fjén;mal straln: S Pirbright White Strain (Tif: DHP}

.. ‘Breeder:--.° . . CIBA-GEIGY Limited

TR T e .Animal Production

4332 Stein / Sw1tzerland

‘\Date of ecclimatisation:m,October 9, 1991
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2.7.

Group Size and Husbandry

The test was performed on 10 male and 10 female guinea pigs in
the test group and 5 males and 5 females in the control group,
respectively, initially weighing between 351 to 414 g. ‘

The animals were housed individually in Macrolon cages
(Type '3), assigred to the different groups by means of random
numbers generated by the random number generator, identified by
individual ear tags, kept at a constant room temperature of
22+3°C, at a relative humidity of 30 tc 70% and a 12 hours

-light cycle day.

The animals received ad libitum standard guinea pig pellets -

'NAFAG No. 845, Gossau SG and fresh water. :

- All batches of the diet are'assayed for nutritive ingredients

and contamination level by the manufacturer. Analytical results
are available at the animal supply office. . _ ~

The drinking water quality fulfilled the critical parameters in
the specifications of the "Schweizerisches Lebensmittelbuch"
(Edition 1972). The results of the routine chemical examination

of water at source (Grundwasserfassung Stein) as conducted .

periodically by the water authority (Baudepartement des Kantons
Aargau, Abteilung Gewaesserschutz) are available to CIBA-GEIGY
Limited, as well as the results of inhouse chemical analysis by

the analytical laboratories of the Pharmaceutical Division,

CIBA-GEIGY Limited.

Sénsitivit?‘of strain

The sensitiﬁity of the strain is checked every six months with

‘a known sensitiser, such as 2,4-dinitrochlorobenzene, para- .

phenylene-diamine or potassium-dichromate.

e The results of the latest positive control test are presented
’ inkAppendix 3 of this report. :
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3. METHODS
3.1.'Réason,for selection
The maximisaticn test has been selected, because it is oné of
the recommended tests in the OECD guideline 406, adopted May
12, 1981, as well as in Annex V, Part B of Council Directive
79/831/EEC.(Commission Directive 84/419/EEC of April 25, 1984),
and because the sensitivity of the methcd is well known. The
test has been performed according to the original protocol of
Magnusson and Kligman (J. invest. Dermatol. 52, 268-276, 1963;
Contact Dermatitis 6, 46-50, 1980).
- 3.2. Test procedure .
3.2.1. Induction procedure (weeks 1‘and 2)
A The induction was a two-stage operatidn; First, intradermal

injections (into the neck region); second, closed patch expo-

 sure over the injection sites one week later.

First inductionweek, intradermal injection

‘jThrée'pairs of intradermal injections (0.1 ml per injection)

were made simultaneously .into the shaved neck of the guinea
pigs as follows: . : .

- a&jﬁvant/salinévmixturéfiei (v/V)

:f.%‘test‘a:ticlé~TK”10050 in Oleum arachidis (w/v)

- test article TK 10050 in the adjﬁvant”saline mixture (w/v)

" second inductionweek, epidermai'appliéation"

. Inithé second week of induction TK 10050 was incorporated in
< vaseline (w/w) and applied on a filterpaper patch to the neck
"“of the animals (patch 2x4 cm; approx. 0.4 g paste per patch;

occluded administration for 48-hours).

3.2.2. Resﬁ period

During weeks 3 and 4 no ireatments were pérfbrmed.
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Test Artlcle; TK 10050

- 3. 2 3. Challenge (wnek 5)

The: anlmals were tested on the flank with TK 10050 in vasellnev
(w/w) and the vehicle alone (patch 2x2 cm; approx. 0.2 g paste
per patch; occluded administration for 24 hours).

3.2.4. Control group

A control group of 10 animals (5 m/5 f) was treated with adju-
vant and the vehicle during the induction period. During the .
challenge period the group was treated with the vehicle as well
as with the test article to check the maximum subirritant con-
centration of the test article in adjuvant treated animals.

Concentrations

3.3.1. Intradermal Induction

The concentration for the intradermal injections was selected

" on account of the solubility of the test article in standard
vehicles and its local and systemic tolerability. The following

concentrations of test artlcle have been prepared for lntrader-
mal 1nject10n-~ , : P

1 and 5 % in Oleum arachldls

‘Slnce 5% TK 10050 in Oleum arachldls could be injected and was .-

well tolerated, this concentration was used for the intradermal
induction. ' R o . ; :

‘3 3 2. Epldexmal Appllcatlons (1nductlon and challenge)

'The concentratlons for the epldermal appllcatlons were selected

.on ‘account of the primary irritation potential of the test

article. The following concentrations of TK 10050 have been

“examined on separate animals for the determlnatlon of the max1-*'
mum subirritant concentratlon- .

,1, 5, 10, and 30% in vaseline.
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Test Article: TK 10050

i
':fThéftésted'concéntrations7did'not indUceﬂérythema'reactidns{" 
. The following concentrations were used: e A

Epidermal induction

‘Concehtration of tést article: 30%.
_ Vehicle: : ‘ " vaseline.

'Epidermal challenge

Because a higher concentration may lead to nonspecific reac—

tions in adjuvant treated animals (Magnusson B., Contact
Dermatitis 6, 46-50, 1980), the following concentration was
chosen- as subirritant. for the challenge application:

Concentration of test article: 20%
~Vehicle: . : - vaseline

3.4.A0bservations and récords ,

Induction reactions

- aAfter the intradermal 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 reactions are treatment
related and not compound related, the reactions are only

.described in special cases in the section of results.

2 ‘ e
Challenge reactions .

ki

B enfi”fourqand fortY'eight hours aftef rémo#ing‘the dressings;
the challenge reactions were graded according to the Draize

scoring scale (Appendix 1).-
'General

. The éensitising'potentidl'of TK 10056 was classified according
~+i.to.the grading of Magnusson,and Kligman (Appendix 2). o

-“a“ifThe?bodeﬁeight was reco}ded“at étartiand_end of>the’tes£.J
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SO © . ‘4. RESULTS

The 1nc1dence of pOSltlve animals per group and the individual chal—
<lenqe reactlons are listed in Tables 1, 2, and 3.

The individual anlmal weights at start and end of the test are listed
1n Table 4.

‘Under the experlmental conditions employed, 65 and 60% of the animals .
of the test group showed skin reactions 24 and 48 hours after remov-
lng the dressings, respectively.

TK 10050 is, therefore, classified as a moderate to strong sensitiser
in albino guinea pigs according to the gradlng of Magnusson and
“Kligman.
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5. TABLES
TABLE 1

Number of positive animals per group after occlusive

epidernal application

- Control group:

after 24 hours  after 48 hours
vehicle control - 0/10 . 0/10
test article 0/10 - 0/10
Test group: -
A after 24 hours after 48. hours
vehicle control =  0/20 . . 0/20
13/20 12/20

(;, test article
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TABLE 2

Challenge reactlons after epidermal appllcatlon
(CONTROL ‘GROUP) .
DRAIZE Score 24 hours after removal of the dressing.

Vehlcle control

Male animals 111 112 113 - 114 115

Erythema score: 0 0 0 0 0
0 0

Edema score: O 0 0.

_Femhle animals 116 117 118 119 120

ErYthema score: 0 0 0 .00
(’_Edema score: . 0 0 0 0.0

‘Test article control

Male animals =~ 111 112 113 114 115

_Erythema score: 0 ° 0 0 0o 0

Edema score: 0o 0 0 0 0.

Female animals 116 117 118 119 120

[ E B - — e e i 4 . o e

'Erythema score: 0. 0 0 O 0
_Edema score:: .0 0 0 0 0
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Test No.: 914110
Test Article: TK 10050

DRAIZE Score 48 hours after removal of the dressing

v

Vehicle control

112 113

Edema score:- .0 0 0

Male animals . 111 114 115

‘Erythéma score: 0 0 0 0 0

Edema score: 0 0 o 0 0

Female animals 116 117 118 119 . 120

Erythema score: O 0o 0 0 0

Edema score: 0 0 0 0 0 -
J.'

_ Test article'control"“ .
Male animals 111 112 113 114 115
‘Eryﬁhema score: 0 0 ~ 0  0O- 0
- Edema score: -0 0 0.0 0
Female animals _116 117 118 119 120
ErYthema score: O 0 "0 0 0
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TABLE 3

e e

Challenge reactions after epidermal application
(TEST GROUP)

DRAIZE Score 24 hours after removal of the dressing

‘Vehicle»control

' Male animals 91 .92 93 94 95 96 97 98 99

Erythematscore: 0" 0 0 o 0 0 0 0 0

Edema score: = 0 0 0o 0 -0 O 0 0 0

. Female animals 101 102 103 104 105 106 = 107 .108 109

el e o — o ——— " 4~ " —— —— R o — A — e U Yo il S S P U G T T T D o S .

' Erythema score: 0 ©0 O .0 .0 0 0 0 0
Edema score: o o o 0" 0 0 0 0 0

. Test article

" Male animals . 91 92 93 94 95 96 97 98 99
Erythema score: 0 1 1 10 2 o0 1 1.

Edema score: Y 0 1 0 0 0 0 0 0

“Eemale animals 101 102 103 104 105 106 107 108 109

S A T S T ——— —— o " . S Yo S, o} S S — — o S W T S W S S e S A S D D . . el e s

'“igErythema score-:‘o 0 "1 1 1, 1 0 1 1
”,EQemg‘score ~ -0 0 0 0 o~ 0 .0 0 0

e
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DRAIZE Score 48 hours after removal of the dressing

S

Vehicle control

Male animals

Erythema score:

. Edema score-.

Female animals

"Erythema score:

- Edema score:

Tegt article

Male animals

“Erythema score:

Edema score:

“Female animals

. Erythema score:
: - Edema score: ".

101 102 103 104 105 106 107 108 109 110

0o 0 0 o o o o o 0o -0
o 0 0 0 0 0. 0 0 0 0
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""" TABLE 4 .

Individual animal bodyweights in g — males

* CONTROL GROUP

TEST GROUP

weight
~at start - at end
359 606
399 650
389 642
370 646
410 647
386 598
413 660
368 633
354 615
375 653
382 €29
20.5 22.0

" Animal No. weight Animal No.
' " at start at end
111 378 584 91
112 374 603 92
113 385~ 657 93
114 371 597 - 94
115 396 652 95 -
: 96
97
98
99
100
e e e e e e e +-—-—
Mean 381 619 -
.- 8td.Dev. 10.0 33.5
— ———— A —— —— — o o — —— —— Y — — — + —————

Individual animal bodyweights in g — females
CONTROL GROUP L o TEST GROUP
. Animal No. =~ weight ‘ .Animal No. weight

. .. "at’'start - at end i - .. - at start at end.
— ——— - e ——— A ke -— e -

o116 351~ 505 K 101 - . 383 <60

117 379 ‘ 534 102 377 435

118 376 546 103 414 583

119+ 374 536 104 386 551

120 353 528 105 377 317,

106 383 568

107 367 537

- 108 396 558

109 395 535

o A - 110 394 576

. Mean % .. 367 530 387 548

13.1° 27.3

G ‘Std:Dev(éjfg; 13.5 ~  15.3

18]



Skin Sensitisation Test in the Gulnea Pig 21
Test No.: 914110 '
Test Article: TK 10050

6. APPENDICES

APPENDIX 1

- Evaluation of skin reactions

_Evaluation of ctkin reactions according to Dralze in Appraisal of
. the Safety of chemicals in Foods, Drugs and Cosmetics (1959),
R The US Assoc1atlon of Food and Drug Off1c1als (AFDO) .

Ervthema and eschar formation

No erythema.; ..... T B S PRGN }.,.0

Very slight erythema (barely perceptlble) ................... 1
Well defined erythema........... v evueenennn. . 2
" » Moderate to severe erythema. ... ....ciinneeeeaenanennnanns 3
Severe erythema (beet redness) to sllght eschar forma- S
- tion (lnjurles in depth) ... i oeiendsnerenaaanens e e .4

Edema formation

- No edema...................{' .......... e e ',.;....,..O

‘Very sllght edema (barely perceptible)................. LA §
: Slight edema- (edges of area well deflned by deflnlte

ralsing) .. .o el et it e e e T et 2

Moderate edema (ralsed approx1mate1y B T ) 3 T 3

Severe edema (raised more than 1 mm and extending
- beyond area of exposure)........... ..o TR ...
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" APPENDIX 2
N ﬁaximisatioﬁigradinq
Sénsitisatiop :
rate (%) Grade . 'Classification
0-8. I weak |
9 - 28 11 mild
29 - 64 'iII» moderate
65 - 80 v strong
81 — 100 ﬂV' extreme
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' APPENDIX 3

:Reference values with 1-Chlor—2,4-dinitrobenzol

Test No. 910006

Experimental starting date: . June i7, 1991
Experimental completion date: July 18, 1991

The - follow1ng concentratlons of the reference compound and
vehicles were used: A

Intradermal lnductlon'

'Concentratlon of compound 0.1%
Vehicle: o : - Oleum arachidis

-Epidermal induction,

Concentratlon of compound . 1.0%. o - -
Vehlcle.v vaseline

Epidermal'challenge

o Concentratlon of compound-‘ . 0.1% -
ﬁ_Vehlcle- EERR o s vaseline




Skin Sensitisation Test in the Guinea Pig

Test No.: 914110
Test Article: TK 10050

24

‘Number of positive animals per group after occlusive

“

epidermal application -

el

. Control group:

after 24 hours. after 48 hours

vehicle contrbl ; /10 . ' 0/10
test article : - 0/10 = = - 0/10
Test group: |
after 24 hoursm afﬁér 48 hours
vehicle control 0/10 0/10 }

A test article»‘ ‘10/10 ; 10/10
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Challenge réactions after epidermal application

(CONTROL GROUP)

DRAIZE Score 24 hours after removal of the dressing

Vehicle control -

111 112

114

‘Edema score: :. 0 0

i

Male animals 113 115
‘Erythema‘score:' 0o o 0 0 0
Edema score: 0 9- O 0 0
Female animals 116 117 118 119 120
. Erythema score: 0 0 0 0 0
Edema score: -0 0 0 0 0
Test article control o
Male animals ~ 111 112 113 114 115
Erythema score: 0 0 0 0 VJOT
Edema score: . - o 0 0 0 0
Female animéls_ 116 117 118 119 120
Erythema score: 0 0 0 0 0
0 0
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'DRAIZE Score 48 hours after removal of the dressing'

. Vehicle control

Male animals . 111 112 113 114 115
Erythema score: 0 _ O 0 0o -0

Edema score: 0 0 o 0o 0

Female animalé 116 117 118 119 120>

Erythema score: 0 0 . 0 0- 0
Edema score: 0 0 0 0 0
>
(;Test article control -, _   . .
' “Male animals’ . 111 112 113 114 115 '
Erythema score: 0 0 0 o o0
Edema score: . .0 0 O - 0. O

e . S i S D S S i o s fom " S S T S o o T T o S T " T T T W T A > o S

‘Erythema score: 0 0 0 0 0
Edema score: 0 o 0 0 o
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Challenge reactions after epidermal application'
o (TEST GROUP)
DRAIZE Score 24 hours after removal of the dressing .

vehicle control

Male animals 101 102 103 104 105

Erythema score: O 0 0 0 0

Edema score: .. O 0 0 0 0

Female animals 106 107 108 109 110

. Ergythema score: 0 0 0" 0 0
Edema score: 0 0 o 0 O

. Test article

Male animals 101 102 ‘103 104 105

Erythemé score: 3 - 2 3 3 2

Edema score: . O 0 1 1 0

Female animals 106 107 108 109 110

Erythema score: 2 4 2 2 3
Edema score: . 0o -2 o -1 1
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\ Test No.: 914110 "% .
; Test Article: TK 10050
.‘qﬂ‘v" . M o - '
. DRAIZE Score 48 hours after removal of the dressing’
y'y'Vehiclg‘a. control |
' Male animals . 101 102 103 104 105
Erythema score: 0 0 0 0 0
Edema score: 0 o .0 0 0
" Female animals 106 107 108 109 110 -
.Erythema score: 0 0 0 0 0" ‘
“ Edema score: 0 0 0 o 0
+. Test article
~ ‘Male animals 101 102 103 104 .105
“Erythema score: 1 1 2 2 2.
_Edema score: o 0 1 1. 1
" Female animals 106 107 108 109 110
e Erythema score: 2 4 1 .1 2 :
- ,.Edema score: 24 -0 o 1
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