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1.
: Summary

The results of the primary skin irritation test conducted from
June 15, 1983 to June 18, 1983 at Riker Laboratories, Inc., st. Paul,
Minnesota indicate that T-3421 is moderately irritating (3.2/8.0) to the
skin of ferale albino rabbits. Mild erythema and edema were noted at
the one hour evaluation following a one day occluded contact period. The
erythema persisted at the 48 hour evaluation while the edema subsided
slightly.

Introduction

The objective of this study was to determine the primary skin
irritation potential of T-3421 to the skin of female albino rabbits. This
study was conducted in accordance with the Food and Drug Administration's
Good Laboratory Practice Regulation of 1978. The raw data generated by the
Study Director and the final report are stored in the conducting
laboratory's archives.
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Method and Resuies
Young albino rabbits of the New Zealand breed? were used in the evaluation

GF the primary skin frritating properties of the test article. Te test
Procedure was modeled after that of Draize etaif,

one doy prior to the application of the test article, the hair sas clipped
fron the back and Elarks of each rabbit and two test sites selected laters so
the midline of the back approximately ten centineters apart. One of the two
sites was abraded by making four epidemal incisions, two perpendicular to the
other two, while the other test site remained intact.

Te test article (0.5 5) vas applied to each of the test sites on each
Fab and samediately covered with two-inch square gauze patches. he patches,
“hich vere Placed Girectly over the test sites, vere secured vith gauss weap,
The trurk of each animal was then wrapped with impervious plasticsheeting
“hich held the patches in position during the one day exposure period.

A the end of one day, the plastic wrappings, patches, and all restdse
test article vere removeed. one hour and 48 hours after removal of the test
article, the intact and abraded test sites wore examined and scored separates
for eryshena and edema on a graded scale of 0 - 4.

The average irritation produced vas evaluated by adding the mean scores for
exythess and edema of the intact test sites one and 48 hours post removal of he
test article. Similarly, the sean scores for erythema and edema of the abraded
test sites were adted.

Zuasieton Duschiand, tne. benver, 7aBossze: Appraisal of the Safety of Chesicals in Foods, Drugs and Cosmetics
10513 x 002 beers Clear potyechyiens sieeves, Bre srbmeenien, Doegesting, Hiinerer21m. ene articie vas removed with acetone.
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3.

These £0 values were totaled and divided by four to obtain the mean primary
irritation index. The scoring criteria for erythema and edema are shown
below.

Scoring Criteria for Skin Reactions
Reaction beserption seem-_—
Erythema Barely perceptible 1(Edges of area not definedFale red in color and area definable 2Definite red in color and area well 3defined.

Beet or crinson red in color 4dena Barely perceptible 1(Edges of area not defined)Area definable but not raised more 2than 1 ma.
Area well defined and raised 3approximately 1 mn.
Area raised more than 1 mn. 4
Maximum Primary Irritation Score = 8-_—

The following grading system vas used to arrive at a descriptive primary
skin irritation rating:

Mean Primary Irritation Score(Range of Values) Descriptive Rating
° Non-irritating0.1 - 0.5 Minimally Irritating06 = 1.5 Slightly Irritating1.6 = 3.0 Mildly Irritating3.1 - 500 Moderately Irritating5.1 - 6.5 Severely Irritating6.6 = 8.0 Extremely Irritating

The rating fora test article may be increased if the reactions caused
27¢ beyond siuple erythens and edema, e.g. necrosis, escharosis, hemorrhage.
The results are presented in Table 1. The protocol, principal personnel
involved in the study, composition characteristics and Quality Assurance
statement are contained in Appendices I - Iv.
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20PEOIN Aker Experimanio:_SSBIER0SPROTOCOL .* rest. Acute Primary Skin Iritation Test(poePinaySniatonTe
SPONSOR: aM__ Commercial Chemical DivisionComercial Chemical 000000
CONDUCTED BY: Safety Evaluation Laboratory, Riker Laboratories, nc., St. Pau, Minnesota
TEsTaRmOlE Tse000000000
conteotarmowe: Mow:
PROPOSED STARTINGICOMPLETION DATE OF TEST: 8%.= 42
TEST SYSTEM: Fame Now Zealand Whe Abin Rais REST COPY AVAILABLE
SOURCE: Tu riit,ayy ‘pz, AEpnER “bE
—_—
OBJECTIVE: To determine the irritation potential of the test article 10 the skin of __6__ animals. Rabbits wereselected as the lest system due to their historical use, sensiviy 10 Tas, ase of handing. maggeneral availabilty.
METHOD: The animals wil be housed in standard wire-mesh cages in temperature and humidity controlled roomswith food and water ofered ad Ibitum. Each animal will be assed a numbered war ag, wiencorrespond to a card axedto the outside of the cage. Prior0 the application of the tes arieie, the helewil be clipped from the back and flanks of each animal and 3. ast ses selected Ions{othe midline ofthe back approximately ten centimeters apari 1 of hioZ.—— sts6 wil es soresby making lour epidermal incisions, two perpendicular 1 the her two, whia 1 other test sete xaremain intact. The test aricle (_0.S_gzans—) wil be applied fo1 abraded ang1_lt sol) on each anal covred wihizeana secured wih sspSIZETThe trunk of each animal will then be wrapped with impervious plastic sheeting which wil occlude thetest aricle during the 1 day exposure period. One hour and 43 hours after removal of the test ariel,he intact and abraded test sites will be examined and scored separately for erythema and soma on agraded scale of 0 to 42. The average irritation produced will be evaluated by adding the mean scoresfor erythema and edema of the intact test sites one and 48 hours post removal of the fost arc. Srlarly. the mean scores for erythema and edema of the abraded test its wil be added. Thess myvalues wil be foaled and divided by four 0 obtain the mean primary ration index and then seamen2 descripive primary skin ration rating as folows

Mean Primary Iraton Score Descriptive Rating ++ 2+mm rec amy
° Noniriating Sn01-05 Minimally Irritating} i06-15 Signy tating | 11% i333 |16-30 Mildly Iritating i31-50 Moderately Irritating od51-65 Severely irritating_ + akani 65.80 Extremely Iitating ~ = ~~Sorrei]

The rating for a tes article may be increased il the reaction caused is beyond erythema and edemaand are deemed to be of importance in the inlerpretation of the results. All raw data generated oy tnestudy director and the final report will be stored in the Riker Laboratories’ Archive, St. Paul, Minnesota.

2 Purina Rabbit Chow. Ralston Purina Co, St. Lous, Missouri© Draize: Appraisal ofthe Safetyof Chemical in Food, Drugs and Cosmetics (1965)0 Peng by he Ediogal Commitee of the Association of Food and Drug Officials of the United States.
H.C HicCornt ? 6-90-83 Cd arin.) olenoanandn) ole;Soonsor Coie Study Drecior Dateoer iy Dire 600145
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Aepmvorx11
Principal participating Personnel Involved in the stusy

Nase Function
be ul Markos, Jr. Bs Toxicologist

Study director
Ke L. Eobens, 3s Supervisor

Toxicology Testing
XK. 0. O'Malley, Bs senior moxicologistAcuse Toxicotosy
a. c. recore Supervisor

inal Laboratory
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Test and/or Contre Article Characterization

KT2-ss (ccs3/-07)
TEs

1. The identity serengeh, uniformity, conporition, purity or Sther per-oonEE SLTHEGe Rn THEA 2p—
2. The method of synthesis or origin of the test and control substances, -Tratusing these amment avs oa method of Himemns SortroL ibstencesfrosoely. yes no
3. The scabilicy of the test and/or control substances have beep deermined ox wil be determined ss'of 25 Jui £3 on cud od [esl
The above information and documentation are located in the sponsor's re- “—

812.4 s/hsls3Sone a

cc yD. adec 236-28
-

Ww. Cc. he WK 230-26

WH. feodu. 223-656
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ares asses sym
heute Toxtcology Laboratory studies
Study No.: C2323: 020

is short em sey vas astited by Compliance Audits and the
final report examined against the raw data on Lig wu Zl7 (175

Te results of the awitt vere reported to the scedy dhrector and to
samagesens on __ fe rs or.

In adastion to the data aut, itfersns significant phases for
ctudtes underway in the Acute Toxicology avoratory are Snspected
veekly on a recurring cycle, and the facilities are examines by
Gonpliance Audis on a three month scnedule.
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