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At the request of the Plastics &
Additives Division an subacute study in
rabbits was corducted. The purpose was
to determine the skin irritating
potency of TK 10412/1 after five con~

secutive applications on the rabbit
skin.,

This report presents the results of the
laboratory investigation as compiled by
the undersigned.

Study Director G. Seif
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20

e
Under the conditions of the present
experiment TK 10412/1 wae found to
cause extreme irritation when applied
to intact and abraded rabbit skin.

The calculated primary irritation index
wag 6.8,

Study Director:s

G. Seifert, T.C.G., Section Head

Technical Personnel:
A. Buenzli
E. Fankhauser
E. Schaer
S« Winter

The job descriptions and the summaries
of training and professional eXperience
for all personnel participating in this
study are filed in the archives of the
test facility.
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£
4.1
Code Mo
TK 10412/1
Batch No.
Tank 8404 roh
Description
liquid
Stability
stable
Purity

noet determined
Test Article Beceived:

28.06.82

Rationale

The albino rabbit has been selected for
this test as being a standard species
for the determination of skin
irritation.

Species and strain
New Zealand White Rapbits

Source

EKleintierfarm Madoerin AG, CH-4414
Fuellinsdorf

Humber of amni

3 male / 3 female

060007
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Initial body weight range
2=3 kg

Individual identiflication

ear tags

Husbandry

Animals were housed individually in
metal cages.

The animal room was air conditionned:
temperature 2213° C, relative humidity
S5415%; 12 hours light/day, approxi-
mately 15 air changes/h.

DBiet

Rapbit food, NAFAG, No. 814 Tox, NAFAG
AG, Gossau, SG (Switzerland),and water
were provided ad libitum.

The procedure used is based on the
method of Draize, described in the
"Appraisal of the Safety of Chemicals
and Foods, Drugs and Cosmetics® (1959)
of the US Association of FPood and Drug
Officials (AFDO) .

Application of the substance

Before treatmeant the entire back and
the flank of the rabblits were shaved
with an electric clippert.

Gauze patches of 4§ x 5 cm scaked with
0.5 ml of the test material were
applied to the skin.

The patches were covered with an imper-
meable material and were fastened to
the body of the rabbit with adhesive
tape. The dressings were removed after
24 hours.

-
-
2
L
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The skin reaction was assessed after

removal on the basis of the following
evaluation scheme.

ORE FOR SKIN IRRITATION IN RABBITS

3 and eschar formation

asﬁe&a@&eﬂﬁeeswﬁea.e@naeaasac&ﬁem@@@ew@eewaa»

Very sllght ervt) (barely perceptible)..c.cecsccssan
%11 @fmé @S‘Y = eo&ﬂoweaaaasqae&sauetese@@naeees@
mrat@ t@ Seveare ; P PP AAAI NI ERD O D RO ROROPRE®
Severe erythema (beet redness) to slight eschar

formaticn (injuries in G2pth) cesececcassosccasaossscns

o
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3
4
4

Total possible erythema score

a formation

amnaeas»oewasassa@enoeuea@&na@eeaoessssmaeass@

vﬁxy glgght edema (barely pPercepible) coccocecasosscncs

Slight ledges of area well defined

by definite raising).c.csccccscnacssscenssocsosssoosse
ode edenia (raised more than 1 M) ceeeeccososssoce

 (raised wore than 1 mm and

ex*en@&mg beyond area of ¢
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Total pogsible ede

3 SCore

o

Primary reaction score = score after the first 24 hours = |

i resaction score = average score on days 1-5 = ROW%

Final reaction score = score on day 5 of test = §

The severity of skin irritation was rated as follos :

] = none 22 = 4
20 - 1 = minimal >4 =~ §
N = glight »6 - 8
CIBA-GEIGY L7TD. GU 2 Toxicology
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A new patch was then applied to the
same dorsal area, and the procedure was
repeated for a total of 5 consecutive
days. The £ifth dressing was removed &
hours after the application and the
skin reaction was then reccrded.

The skin reactioun was recorded again on
days 8, 9 and 10 (recovery period).

Bodyweights were recorded at -3 days,
at initiation and day 3 and 5 of the
treatment pericd and at day 8 and 13 of
the observation period.

Toxic symptoms were recorded daily.

Starting date of the expe

19.07.82
End date of the experiment
28.07.82
S.
Skin irritation
See Table 1

Under the experimental conditions the
animals showed:

a primary reaction score of
4.7
4 mean reaction socore of:
6.8
a fipal reaction score of:
8.0
After treatment with TR 10412/1 there

was no tendency of recovery during the
observation period.
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The vehicle treated patches showed no
icrritation effect on the skin of

rabbits,
Bodyweight .
See Table 2
Symptons
See Table 3
The rabbits had not recovered at the
end of the observation period.
Autopsy

All animals were killed and autopsied
after the 10 test days, and macroscopi-
cally examined.

No substance related gross organ
changes were observed, which could be
related to substance application.

The application sites in all animals
showed extended erythemas and necroses
during the test as well as the observa-
tion period.

Pinal Report
WST 454
Copy of the final report
WET 452
Raw Data

WET 454

CIBA-GEIGY LTD. GU 2 Toxicology
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TYALUATION OF THE SKIN REACYTIONS ;f;g‘gg SQ?EM%; H 22 &%&0 2

After 1 day After 2 days After 3 days After 4 days
Sex 8 & 3 ) ) |
Animal Wo. 1, 6 QU Y VW Ve RV VY ) ﬂf{//f{&'
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Cewichtsprotokell ;23

Test-Material:
Test-Nr.:
Dosis mg/kg:

T ASOUAL S
I2055¢

Patum S92 7). 78 23 72 74 .44 24 P&
Tier Mo, Sexn
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A T 12826 | 2428 12800\ 1 yeo | 2930
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Bemerkungen
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