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Toxicologist, Peview
ndzry Reviewer: Yisnnakis M. Ioannou, Ph. D. SVANE TR
Acting Section Head, Review Section I
Study Tvpe: Dermal Sensitization (guinea pics)
(Guideline § 81-6)
Study Title: <Clilosed-Fatch Repeated Insult Dermal Sensitization
Study (Buehler Method) with IN Vv9360-35 (Granuies)
ir Guinea Figs
£P2 Icentificsztion Numbers:
EPA Identification: 352-EUP-RLR
EPA MRID Ko.: e242-12
EPA Reccrd Wo.: 2359630
EED Project Ko.: 9-0836
Caswell No.: 3592
Sponsor: E. I. du Pont de Nemours and Company, Inc.
Testinc Laboratorv: E. I. du pont de Nemours and Company, Inc.
Baskell Laboratory £for Toxicology and
industrial Medicine
Elkton Road, P. O. Box 50
Newark, DE 19714
Study Number: Laboratory Report No. 476-88
Study Date: Aucust 8, 1988
gtudv Author: Wwilliam Z. Broc
¥zterials and Methods
:. knimzl Eusbzandry
Young adult male and female Duncan Hartlev albino guinea pigs were
ived from Charles River BSreeding Laboratories, Stonz RidZe, NY.
animzls were singly housed, guarantined for about one week and
w23 food and water ac¢ libitum. Temp2rature, humicity and a 12 nour
t/Gark cycle were controil=d.
%. Rancefindinc Stuly
The backs of 2 male and 2 female guinea pigs (406-424 orams) were
ed and aliguots of 0.4 ml (0.2756 om) of test material as received
79%, 25% and 17.5% (w/v) suspensions in distilled water were
ied to the intact ckin under a 25 mm Fill Top Chamber Delivery
er® (pztch). 2 plastic wrap was vlac2d over the patch and the
zls wrapcred with adhesive t“q;aga aAfter 6 hours of exposure, tne
pings anc patches were removeé and the test sites washed with warm
r. ~rritation responses were scoreé about z4 hours post-trsatment.
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Trere did not appear t0 be any adverse effect on body wsight Zains
czusel by the test material.

Z. Induction Phase

No irritation was observed in the IN V2360-35 (granules) trezted
suinez oigcs.

r tne posgitive control (DNCB) animals, mild to severe ervthema
wzz cbszrved following the 2zné induction treatment. At 2¢ hours aliter
th= 3r3 induction treatment, severe ery:thema with necrosis was observed
‘n £ anirals with severe ervithemz ané superficial necrosis preszent irn
omz zniTsl. Bt 4% nours, ail positive controls showel Severe erythema
with necrecsis. See Tables I anc II.

. Chailenge Phase {Tablss 111, IV andé V)

we dermal irritation was observad in the animals treated with test
mETErial.

In the necative controle treated with test material, nc cermal
tyritztion wag observed. In the negative controls treated with DNCB,
no or siight erythema was observed, but one treated site exhibited
Elanching cf the skin.

eor oDositive contrels, there was mild to severe ervthema. 1In
ad&ition, blanching of the skin was also observed in 2 positive
controlis.

Table IIT
INCIDENCE AND SEVERITY OF RESPONSES AT CHALLENGE a
24 hr 48 hr

Grour Incidence Severity Iinciéence Ssaverity
Test-IK V3360-35 0/10 0 0/2 0
Nez. Con. IN V@360-35 0/5 0 0/5 0
%ez. Torn. DNCE 0/5 0.6 0/5 0.4
s, Con. DNCB 4/5 2.2 2/5 2.6
s = The ‘ndicence of sensitization is defined as the numbar of animals

ir, each group sensitized to the test material civicec by the total
nomper of animals tested in that croup. Severity of the irritation
reeronse is tne sum of the test scores in €ach Sroup c¢ivided by the
sorzl number of animais tested in that group for both the 24- and
fg-rnour evaluaticns.

sntracted from Table IV, pace 185 of the report.

IV. <Ciscussion and Conclusion

Sermal administration of IN V3360-35 (cranulas) in both induction
5n2 cnallence chases did not appear to produce celayed hypersensitivity
~r allercic rzactions in the guinea pig. ©Positive controls were
onzerved to have erythema and necrosis. -
. TPecommendation: Tris study is classified Core Minimum.
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Takle 1
CORING SYSTAM USED TO EVELURTE SHIN RESPONSIS
Skin Reaction Score
NS I
g1 perceptible erythems, usually nonlOnfiuent)......ovvevvennn 2
Mi ned) ervihana, uSuzllV CONTIUSNY tevererersernstraerennanes 2
MO e teeiraeiea et e it aas e st ns 3
Se r23ness), with or without =23em3,
FOT™ME 50N s vennennssonnvocaasssonsssssnssnssassoces %
IVE COWIRIL GUINERL PIGE
% DWIZ
xnimzl induction ¢ 1 , # Induction # 3
RO, 24 rr 48 Ir 26 hr 4 nr 26 hr 4% hr
62483 0 ] 3 4R AN AN
62464 0 0 3 4N an 4N
2465 4] G P 3 AN 4K
€250% 0 3 2 3 4N AN
62509 0 0 3 3 43N AN
N = Necrosis SN = Superiicial NeCcros:is
Table IV
CHALLENGE PEASE - SUMMARY OF SKIN RESPONSES
Ervihens IN V2360-35 Nao, Con. IN V9360-35 Nac. Con. DNCR °0s. Con.
24 hr 48 nr 24 hr 48 hr 24 hr 48 hr 24 hr 4B nr
None 10710 16710 5/5 4753 2/5 375 - -
Slight 6/10 0/10 0/3 0/5 3/5 2/5 - -
Miid - - - - - - i/5 3/5
¥oderate - - - - - - 2/5 /5
Severs - - - - - - 2/5 1/5
2 = The dermal irritacion in one test site was inadvertently not recoréed.,

J
D
F

CHALLINGE PHASE - INDIVIDIAL

SKIK RE3PON

®

imal ¢ Nec. Con. IK V9360-3% Erimal # Nes. Cor.. DNZE  Animal § Fos. Con. DNCE
z4 hr 4% hr 24 nr 48 nr 2%t hr 48 hr

£245€ O 0 62466 ¢ 0 2
62457 0 0 62487 0 0 4
62510 0 @ 62510 1 0 3z
62511 0 0 62511 1 1 2
62512 G a 62512 i3 iR 22
s=Dsrmal irritation in this sits inadvercently not racorded. Arez
2ata on this paje were extracted from Takies I, II, IXI & TV,




