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At the request of the Plastics &
Additives Divislion an subacute study in
rabbits wae conducted. The PULpOse was
to determine the skin izeitating
potency of TK 10412/3 after five con-

Becutive applications on the rabble
skin.

This report presents the results of the -
labeoratory investigation as complled by
the undersigned.

Btudy Dirsctor Gs ofeGos Bection Head

20b00080000BR 08 50 eV

dates

“B8vacre e

4, &

PROPERTY OF CIBA-GEICY LIMITED
CONFIDENTIAL
HAY NOT BE USED, DIVULGED, OR PUBLISHED WITHOUT THE CONSENT QF
CIBA~GEIGY LIMITED :

000005




CONFIDEN 1AL

REPETITIVE SKIN IRRITATIOV IN THE RABBIT APTER FIve CONSECUTIVE
) APPLICATIONS Pay
GU Project Ne. B212%9 Test Articler TK 10412/3

£

2o

Under the conditieons of the present
experiment TR 10412/3 was found to
cause extreme irritation when applied
to intaet and sbraded rabbit skin.

The calculated primary irritation index
was 6.3,

G Selfert, T.C.G., Section Head

A, Buenzli

E. Fankhsuser
E. BSchaeg

8. Winter

The job descriptions and the summaries
of training and professgiocnal expecience
for all personnel particlipating in this
8tudy are filed in the archives of the
test facilitcy.
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66
4.1
TR 1041273
BAE 0164
liquia
gtable

not determined

23.08.82

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

Hew Zealend White Rabbits

Rleintierfarm Madoerin AG, CH-4414
Fuellingdozf

3 male / 3 femals
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a3 kg

satlico

8ar tags

Aninels vere housed individually in
Betal oages.

The animal room was alr coaditionned:
tgmgaragggs 2243° C, relative humidity
5841887 12 hours light/day. approglie
macely 15 alz changes/h.

Rabbit feed, HAFAG, ¥Mo. 814 Tox, HAFAG
AG, Gosssu, 8C (Switgerlend).and water
were provided ad libitum.

The provedure usad is bsged on the
method of Dralze, described Lln bthe
“Appralsal of the Sefety of Chemicals
and Foods, Drugs and Cosmeblce®™ (1958)
of the U8 Asnocistion of Food and Druy
Officinle (ASLG).

Before trestwent the entlire back and
ghe flenk of the rabblits were shaved
with an electric slipper.

Gauze patches of 4 x § cm soaked with
2.5 ®l of the test materisl were
applied to the skin.

The patches were covered with an lmpez-
muable material and were fastened to
the body of the rabbit with adhssive
tapes. The drensings were remcved after
24 hougs.

The skip reaction wap assessed aftep
removal on the basis of the feollowing
evalvation scheme.
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S00RE FOR SRIN (RRITATION IN RABRITS

aon--oooano‘oaa-oceopnqa-maaaoaooaecneuneew

Vatyslgm arythess (arely perceptible)sccsecscosocs
Well defined erythems.

Mé&% k&) “\'&E@ iy AR L LR L LN RN R g R

Slevere erythesa (beet re ) to slight eschar
fmﬁm (mjugiﬁ m m’ﬂsﬂa..ﬁﬁﬂl.ﬁﬁﬁ.'@..@ﬁ&eﬂe

Total possible erythese score

LA AR R L R Ry Ry R P P Y

2 B WD

Edsms formation

H@ m-nots LA AR R R L L g O A N,

harely percepible).coscseosososcacs

w Mmiﬁ& Emm;&ﬁOBOOBOOOBOOQOCGBSQQEBBBCQBGQQ&'DQ
Hoderate edena (raised more then 1 )
Ssvere sdama (ralsed more than 1 ms and

extending beyond area of SEOBUSRo 00000000000 mavsnsnss
Total possible edema score , 4

Wk D

&

Frimary reaction score = gcore after the first 24 hours = R

Maan reaction score B EVELage 5C0re o0

Final reaction score = soore on day S of test = FEg

Tor severity of skin lrritation was rated as follos s

0 = pone 32 = 4 = moderste
o =1 = minims bY I 4 = marked
> =2 =« glighe 6 -8 . = gxtrems
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A new patch wee then applied to the
same dorsal aream, and the procadure was
Eepsated for a2 total of § consecutive
daye. The £ifth dressing was removed 8
hours after the application and the
8kin resction was then recorded.

The skin resction was recocded again on
days B, 9 and 10 {recovery period).

Bodyweights were recorded at -3 days,
at initiation and day 3 and 5 of the
treatmeant period and at day 6 and 10 of
the gbservation period.

Toxic symptoms were recordesd daily.

04.10.82

13.10.82

See Table 1

Under the experimental conditions the
animels showed:

& primary veactlon score cof
5.0
& mean reaction score of:
6.3
a2 £inal reactulon scoge ofs
7.0 '
After trestment with TE 10412/3 there

was no tendency of recovery during the
obgervation perlod,
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The vahicle treated Patches showed no
irzitation effect on the skin of
rakbbits.

Eea Table 2

No significant body weight changes wers
to be obasrved,

See Yable 3

The rabbler had net recovered at the
end of the observation period,

ALl enimals were killed and autopaied
aftsr the 10 test dave, and HACEOBCOPL=
zally examined.

Ho substance gelated gEQSS organ
changes were observed, which eould be
zelated to substance application.

WY 454

WET 452

WaT 454
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