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Memorandum

TO: Bart Heldreth, Ph.D.
Executive Director - Cosmetic Ingredient Review

FROM: Carol Eisenmann, Ph.D. 
Personal Care Products Council

DATE: May 18, 2022

SUBJECT: Diphenyl Dimethicone, Phenyl Methicone, Phenyl Trimethicone and
Trimethylsiloxyphenyl Dimethicone

Anonymous.  2004.  13-Week toxicity study by oral route (gavage) in rats (mixture containing 15%
Diphenyl Dimethicone).

Anonymous.  2006.  Clinical study for the verification of the absence of sensitising potential and of the
good cutaneous compatibility of a cosmetic test article, by repeated cutaneous applications
under occlusive patch on 112 (or 111) healthy adult subjects (product contains 2% Diphenyl
Dimethicone).

Anonymous.  2003.  Evaluation of skin sensitization potential in mice using the local lymph node assay
(LLNA) (test material contains 15% Diphenyl Dimethicone).

Anonymous.  2009.  Repeated insult patch test (Marzulli and Maibach Method) (test material contains
0.2% Phenyl Methicone).

Anonymous.  2009.  Repeated insult patch test (test material contains 28.67% Phenyl Trimethicone).

Anonymous.  2011.  Repeated insult patch test (test material contains 38.006% Trimethylsiloxyphenyl
Dimethicone).
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Mixture containing Diphenyl 
Dimethicone at 15%
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I N S T I T U T  D ' E X P E R T I S E  C L I N I Q U E
B  U  L  G  A  R  I  E

Head Office : Lozenetz - 16A, rue Kichinev – 1407  SOFIA – BULGARIA
Phone : +(35) 9.286.53.11 – Fax : + (35) 9.2.868.44.72

ENGLISH SUMMARY OF THE REPORT

SPONSOR :
L'OREAL

INVESTIGATIONAL PRODUCT :
SOIN JOUR
(fla no 572970 11 – batch no F2 of 08/12/05)

SENSITISATION AND CUTANEOUS COMPATIBILITY STUDY

DT 017052

CLINICAL STUDY FOR THE VERIFICATION OF THE ABSENCE
OF THE SENSITISING POTENTIAL AND OF THE GOOD CUTANEOUS

COMPATIBILITY OF A COSMETIC TEST ARTICLE,
BY REPEATED EPICUTANEOUS APPLICATIONS

UNDER OCCLUSIVE PATCH,
IN 112 (OR 111) HEALTHY ADULT SUBJECTS

(modified Marzulli and Maibach method)

SUBJECTS

143 subjects of both sexes, healthy adults, were recruited and selected after a general medical
examination taking into account the inclusion and non-inclusion criteria, as well as the prohibition and
restriction concepts defined in the study protocol : 119 came to I.E.C. on the starting day of treatment.

113 panellists were then finally included by the Investigators on the basis of a clinical examination
specific to the study, carried out just before its start, after signature of, among other things, the
compensation modes form and of the informed consent statement : one of them abandoned before the
first reading and another during the induction period (abandons not linked to the test article
applications).

Analysis of the results was made from a selection of :
- 112 subjects for the evaluation of Primary Cutaneous Irritation,
- 111 subjects for the evaluation of cumulative irritation and of cutaneous sensitisation,
composed of 99 (or 98) women and 13 men, from 18 to 69 years old.
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PROTOCOL

The protocol of the irritation and sensitisation study was divided up into 3 distinct periods :

- Induction period : during which the "preparing" or "sensitising" contacts between epidermis and test
article may occur, which will possibly induce the allergical process without showing evidence of any
clinical manifestation of hypersensitivity :

. 9 consecutive applications, to the same area, of about 0.02 ml per subject, of the test article as
supplied, by occlusive epicutaneous route (Finn Chambers on Scanpor) for about 48 hours or for the
first 3 week-ends 72 hours, to the skin of the back of the panellists.

- Rest period : or incubation period during which the cells' transformations possibly go on, leading to
the modification of reactivity :

. 13 days without any application.

- "Challenge" phase : corresponding to the contact between the epidermis and the test article applied
during the induction period and which aim is to reveal a clinical manifestation of induced
immunological hypersensitivity :

. single application of about 0.02 ml, per subject, of the test article as supplied, by
epicutaneous occlusive route for about 48 hours, on 2 areas of the skin of the back of the panellists
(i.e., the same area as the one used for the induction and on an untreated symetrical area).

The cutaneous reaction, control of the primary and cumulative irritations, was evaluated by the
macroscopic examination of the reactions possibly observed 15 to 30 minutes after removal of each
patch corresponding to the induction period (scales provided by the Sponsor).

The cutaneous reaction, control of the sensitisation, was evaluated by the macroscopic examination
of the reactions possibly noted, at least 30 minutes and about 48 hours after removal of the patches
corresponding to the "challenge" application (scales provided by the Sponsor).

These examinations were performed by comparison to the reactions possibly obtained with a patch
alone (without test article), applied in parallel under the same conditions, as a "negative" control.

Analysis and interpretation of the results were performed depending on the data obtained under the
experimental conditions adopted :

- As regards evaluation of the sensitising potential, an erythema, of intensity higher or equal to
2 during the challenge, with or without palpable lesions, must be evaluated the following days to note
whether the reaction diminishes or increases in order to specify between an allergic or irritant reaction.
A rapid reduction in the reaction indicates an irritation (reaction decrescendo). A reaction, with
infiltration/oedeme, that persists and/or increases over time generally indicates reaction of an allergic
type (reaction crescendo).

- As regards cutaneous compatibility, this analysis was completed by the calculation of the Mean
Irritation Index (M.I.I.) equal to the total of the quotations of the 9 readings corresponding to the
induction, divided by the number of panellists included in this study and by the number of readings
performed (maximum M.I.I. = 4).
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1. STUDY OBJECTIVE

The main aim of this study is to confirm that the application of cosmetic products, in 100 healthy adult
subjects, under maximised application conditions, according to the modified Marzulli and Maibach
method, does not lead to any delayed contact allergic reactions and its second objective is to evaluate,
during the induction period, their irritant potential.

2. STUDY RELEVANCE

Cutaneous allergy is an individual phenomenon, of immune origin, which triggering requires 3 stages :
. penetration of the foreign substance (hapten) into the skin and forming of the allergen ;
. development of the immune reaction ;
. triggering of the reaction, by a new application of the allergenic molecule to the skin.

These 3 stages are thus required to check the absence of sensitising potential of a test article, and are at
the root of the method described by Marzulli and Maibach (protocol in compliance with the note of 4
August 1997 of the "Répression des Fraudes" to the "Fédération des Industries de la Parfumerie") :
repeated applications of the test article, by occlusive epicutaneous route, for 48 or 72 hours and for
3 consecutive weeks (induction stage), followed by a rest period and by a new application under
occlusion, for 48 hours (challenge stage, during which cutaneous macroscopic examinations are
performed according to the International Contact Dermatitis Research Group scale : I.C.D.R.G.).

The realisation of this trial under medical control, on a limited number of people thus enables to
complete the data relative to the safety of a product by studying it under maximised exposure
conditions.
The maximisation of the test conditions (occlusivity, leaving time, etc …) moreover enables to
determine better the substances with a very weak allergenic potential

Distributed for Comment Only -- Do Not Cite or Quote



Report N° B060021RD2 version n° 2 Page 13/53

3. PRINCIPLE

- Induction period : during which the "preparing" or "sensitising" contacts between epidermis and test
article may occur, which will possibly induce the allergical process without showing evidence of any
clinical manifestation of hypersensitivity :

. 9 consecutive applications, to the same area, of about 0.02 ml or g, per subject, of the test
article, by occlusive epicutaneous route (Finn Chambers on Scanpor) for about 48 hours or for the first
3 week-ends 72 hours, to the skin of the back of 100 healthy adult panellists, of both sexes.

- Rest period : or incubation period during which the cells' transformations possibly go on, leading to
the modification of reactivity :

. 13 days without any application.

- "Challenge" phase : corresponding to the contact between the epidermis and the test article applied
during the induction period and which aim is to reveal a clinical manifestation of induced
immunological hypersensitivity :

. single application of about 0.02 ml or g, per subject, of the test article, by epicutaneous
occlusive route for 48 hours, on 2 areas on the skin of the back of the panellists (i.e., the same area as
the one used for the induction and on an untreated symmetrical area).

The cutaneous reaction, control of the primary and cumulative irritations, is evaluated by the
macroscopic examination of the reactions possibly observed 15 to 30 minutes after removal of each
patch corresponding to the induction period.

The cutaneous reaction, control of the sensitisation, is evaluated by the macroscopic examination of
the reactions possibly noted, at least 30 minutes and about 48 hours after removal of the patches
corresponding to the "challenge" application.

These examinations were performed by comparison to the reactions possibly obtained with a patch
alone (without test article), or if necessary with a vehicle known as neutral, non irritant, non
sensitising and non comedogenic, applied in parallel under the same conditions, as a "negative"
control.

Analysis and interpretation of the results were performed depending on the data obtained under the
experimental conditions adopted.
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4. SUBJECTS

4.1. Principle of recruitment, selection and inclusion

The procedure for recruitment, selection and inclusion of the subjects who accepted to participate in
this study, after informed consent, was elaborated to grant them clear and precise information,
enabling them to appraise the aim and the consequences of their consent.

This procedure included in particular :
- a preliminary interview during which they were explained in particular the objective and the protocol
of the study, the study timetable, the compensation modes, as well as the constraints linked to the
study and the foreseeable risks even in case of stop of the study before its normal end ;
- the signature of an informed consent statement by the panellist : he could thus make his decision
completely freely taking into account the conditions proposed ;
- the notification of his taking over by the insurances in civil liability subscribed independently by the
Sponsor and I.E.C., once the subject has been definitively admitted in the study by the Investigator.

The panellists recruited for this study were selected on the basis of the inclusion and non-inclusion
criteria, as well as the prohibition and restriction concepts defined in the protocol.

The final inclusion of the subjects was determined by the Dermatologist, from a pre-study medical
auto-questionnaire and from a clinical medical examination specific to the study, performed just
before its start.

4.2. Inclusion criteria

- Origin : Caucasian.
- Justification for origin : the white colour of Caucasian people's skin enables easier evaluation of
cutaneous reactions.

- Age : adults from 18 to 70 years.

- Sex : male and female.

- Health condition : it corresponded to the selection criteria defined in the procedures of I.E.C.
Bulgarie, in order to eliminate, as much as possible, the subjects incurring "risks" or presenting with
redhibitory affections for the clinical studies performed by I.E.C. Bulgarie. These criteria were
evaluated on the basis of questionnaires and clinical examinations listed in the protocol.

- Female subjects : having taken the necessary precautions to make sure not to be pregnant at least
3 months before the beginning of the study, during the whole study, and 3 months after the end of the
study.

- Subjects able to justify a fixed abode.

- Subjects capable of giving their written consent.

- Understanding of the Bulgarian language : subjects informed of the test modalities, able to read the
documents they were presented with and to hold to what they were explained.

- Subjects affiliated to a medical security organisation.
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4.3. Non-inclusion criteria

- Subjects not presenting with the above-mentioned inclusion criteria.

- Subjects not having respected :
. the prohibition concerning the simultaneous acceptance of several biomedical research projects
without direct benefit to the individual,
. the grace period during which a person may not be involved in any other biomedical research
projects without direct benefit to the individual.

- Subjects having participated in a solar protection factor test in the last 4 to 8 weeks and/or in a
sensitisation trial and/or in photo-irritation or photo-sensitisation studies in the last 3 months.

- Subjects deprived from liberty by a judiciary or administrative decision, sick subjects in an
emergency situation.

- Under age or of age subjects protected by law, as well as those admitted in sanitary or social
facilities.

- Subjects having refused to give their agreement by signing the informed consent statement.

- Subjects having undergone organ excision (kidney, lung, spleen, liver…), an organ transplant, a skull
concussion with extended loss of consciousness since less than 5 years ago or with present after-
effects.

- Subjects, either pregnant or breastfeeding mothers, or not using medically acceptable contraceptive
methods.

- Subjects having :
. the following disorders : cardiovascular, pulmonary, digestive, neurologic, psychiatric, genital,
urinary, haematological, endocrine, having a redhibitory aspect for the study concerned ;
. an immunological deficit ;
. a background of drug intolerance (local or general anaesthetics), and intolerance to cosmetics, to
body hygiene or household products, to clothes, to products used at work such as rosin, rubber
(gloves, adhesive tapes, plasters), nickel, aluminium ... ;
. a background of contact allergies :
. immediate allergic reactions being presently treated : asthma, periodic spasmodic rhinitis, conjunctivitis ;
. cutaneous marks on the experimental area which could interfere with the evaluation of the skin
reactions (pigmentary disorders, scars, hyperpilosity, too many ephelis and naevi, sunburn…) ;
. a febrile illness : more than 24 hours of fever in the 8 days prior to the test article application.

- Subjects having been or presently being in the course of a long-term treatment, in particular with
antihistamine, steroids, Betablockers (including collyrium), antibiotics, immuno-suppressor treatment
(cyclosporine) and/or desensitisation.

-Subjects having had a treatment containing acid vitamin A or its derivatives since less than the
3 months prior to the start of the study.

- Subjects who were vaccinated in the 3 weeks preceding the start of the study or who plan on being
vaccinated during the course of the study.

- Subject presenting with a cutaneous hyperactivity or a dermopathy.

- Subject having a severe reactivity to plasters or micropores.
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- Subjects having a recently insolated skin, or having undergone heliotherapy in the month preceding
the start of the study.

- Subjects smoking more than 10 cigarettes a day and/or having an excessive daily consumption of
alcohol and not accepting to restrict these during the two days prior to the start of the study and
throughout its whole duration

4.4. Prohibition and Restriction

For all the time of the applications (thus excepted during the rest period), the panellists could not
dampen the treated area or apply plasters or practice a sport which could lead to an excessive
perspiration. They could not use other products on the body (except for water and soap or the usual
cleansing product) during the study. The use of medicine or a vaccination had to be reported to the
Investigator, the latter being the only one to judge of the preservation or the exclusion of the panel.
The subjects could not be re-included in a test of the same type during the 3 months following the end
of the test. However, the subjects who did not present with any cutaneous intolerance during the trial
could be re-included one month after the end of the test for trials aiming to check the good
compatibility or efficacy of other products (single patch test, in-use test, repeated applications "in
open").

4.5. Number of subjects

This study was performed in an exclusive selection of :
- 112 subjects for the evaluation of Primary Cutaneous Irritation,
- 111 subjects for the evaluation of cumulative irritation and of cutaneous sensitisation.

Justification : sensitisation being an individual phenomenon, of immune origin, the test being
performed under medical control and maximised conditions, this number corresponds to a minimum
acceptable number, to put into evidence the sensitising potential of a test article.

4.6. Recording

The subjects were registered in the order of their inclusion, this being made progressively as they
arrived.
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5. CLINICAL STUDY (EXPERIMENTAL DESIGN)

5.1. Application

5.1.1. Application area

The applications of the test article were performed on a surface of about 50 mm² (8 mm in diameter)
on the one hand, for the induction on the left side of the spine, and on the other hand, for the challenge
phase on one side and the other of the spine (induction area and "blank" area), between the hips and
shoulders. These areas had been submitted beforehand to a specific examination, at the occasion of the
final inclusion by the Dermatologist Investigator, that is to say just before the start of the study on
D1, as well as on D36 (before the application of the challenge stage), in order to keep only surfaces
free from any macroscopic trace of irritation or from any abnormality which could interfere with the
interpretation of the results.

5.1.2. Preparation of the application area

The surface defined above was previously cleaned with distilled water, then dried with cotton-wool
cellulose paper.

5.1.3. Patches

The applications of the test article were performed under occlusive patches (epitest : Finn Chambers
on Scanpor, delivered by Promédica) during the whole study. The "Finn Chamber" makes an isolation
chamber which ensures a good occlusion limited to the application area of the test article : it is
composed of an 8 mm-diameter aluminium cupule covering a contact surface of 50 mm².

Each cupule is individually mounted onto an adhesive tape (Scanpor : Norgesplaster A/S Norway)
applied in order to create the same pressure on the whole cupule.

Being under semi-liquid form, the test article was directly put into the cupule which was filled to
2/3 of its volume.

5.1.4. Dose level and concentration

- About 0.02 ml, per subject, of the test article as supplied, measured with an automatic micropipette
(Eppendorf Multipipette : 10 to 100 µl).

- Justification for the dose level : it is the capacity of the cupule indicated by the manufacturer of the
"Finn Chambers on Scanpor".

5.1.5. Administration routes

- Route : local epicutaneous

- Justification for the route : normal route of use and propitious to the induction of a sensitisation.
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5.1.6. Application modalities

5.1.6.1. Induction period

- Application area : back, between the hips and the shoulders, on the left side of the spine and always
on the same area.

- Test articles applied : the previously identified patches were carefully applied to the skin of the
back, using several "ribbons" composed of 2 parallel rows, having a number of several isolation
chambers corresponding to the number of test articles.
A "Small Finn Chambers" patch alone (without test article) was also affixed under the same conditions
to act as a negative control.

- Frequency and administration time : 9 applications spread out over 3 weeks as follows :
1st week : Day 1 (Tuesday : 1st application), Day 3 (Thursday), Day 5 (Saturday),
2nd week : Day 8 (Tuesday), Day 10 (Thursday), Day 12 (Saturday),
3rd week : Day 15 (Tuesday), Day 17 (Thursday), Day 19 (Saturday).

- Duration of exposure : about 48 hours (1st, 2nd, 4th, 5th, 7th and 8th application) or 72 hours
(3rd, 6th and 9th application). During the last patch removal, the application area of each product was
marked off on the skin (using transparent cards with anatomic marks), in order to find the precise areas
for the "challenge".

5.1.6.2. Rest period

The subjects were not submitted to any application from Day 23 (Wednesday) to Day 35 (Monday)
inclusive, i.e. for a 13 day period.

5.1.6.3. "Challenge" phase

- Application area : back, between the hips and the shoulders, on the left and right side of the spine,
on the same area as the one for the induction, precisely marked off, as well as on a symmetric area (on
the right of the spine), having never received any product.

- Test articles applied : the test articles (left and right side of the spine), as well as one patch alone
(without test article) applied under the same conditions, to act as "negative" control.

- Frequency and administration time point : single application on Day 36 (Tuesday).

- Duration of exposure : about 48 hours.

5.1.6.4. Supplementary "challenge" phase (particular case)

In the case of a doubtful clinical reaction during the challenge phase, or in order to confirm a positive
reaction, or to try to determine the raw material(s) which could be the origin of these reactions, a
single application under occlusive patch will be performed during 48 hours on the back, on an area
having never received any product, in the 3 to 6 weeks following the application of the challenge
phase, in the subjects concerned. This application will be performed on the one hand, with the
corresponding formula(e) and on the other hand, with declination products [raw materials or
"preparations" going into this (these) product(s)].
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5.1.7. Security

If the adhesive of the patch provokes an intolerance leading to the stop of the applications to the
concerned area, the bandage is not applied to the same site as the one used for the previous
application, but to a site located near it.

When, during the induction and as of the 2nd application, a clear sign of intolerance (moderate to
severe erythema : score  2) is observed on the application area of a test article, when removing the
patches, its application is done on another site, located close to the previous one and the readings are
performed on the 1st site until reversibility of the effects and on the 2nd site until the end of the
induction (the changing of area can only be performed once). If an intolerance sign reappears on this
2nd site, the case is immediately discussed with the Sponsor and the application is interrupted until the
"challenge" phase.

If the product turns out to be very irritant, the Sponsor is informed of this in order to examine another
study protocol (application in open, reduction of the leaving time…).

In the case where there is suspicion of an allergic type of reaction, the product is not applied again and
the case is discussed, in the shortest delay with the Sponsor.

The decision of reapplying or not the product during the challenge stage is taken by both the
Investigator and the Sponsor.

A photograph is taken and sent to the Sponsor in the case of a marked reaction (induction or
challenge).

If the applications provoke a severe or unforeseeable intolerance, the panellist must immediately
inform the Clinical Investigator : this one will proceed, in the shortest delay, to a medical examination
and I.E.C. informs the Sponsor of the consequences on the evolution of the study.

5.2. Observations and clinical examinations

5.2.1. Reading times

The cutaneous examinations were performed on the one hand, during the induction, about 15 to
30 minutes after removal of the patches of the test articles, in order to appraise their possible irritation
potential and on the other hand, at least 30 minutes and about 48 hours after removal of the patches
corresponding to the "challenge" stage (i.e. on D38 and D40 : examinations performed by the
Dermatologist) to evaluate their possible sensitising potential.

Special attention was paid to the reading carried out after the 1st application (D3), in order to check the
irritant potential of the test articles applied, under the above-mentioned conditions.

In all cases, during the challenge stage, any late cutaneous reaction on the test area, after the reading at
time point 96 hours (that is to say 48 hours after the removal), must be reported by the subject who
must come back to the laboratory for an evaluation of the site by the Investigator.

If the supplementary challenge study is realised, the cutaneous examinations will be performed
2, 3 and 4 days after the new application. If necessary, the readings will continue each day until
complete disappearance of the reactions.
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5.2.2. Evaluation of the cutaneous irritation and of the sensitising
potential

The cutaneous readings were always performed under the same conditions, in particular as regards the
lighting ("day light" lamp).

The cutaneous reactions possibly observed during the induction and the "challenge" stage were
evaluated, for each subject and for each product, according to the 3 following scales (provided by the
Sponsor of the Study) :

(E) Erythema

No erythema .................................................................................................................................... 0
Slight-slightly pinkish erythema ..................................................................................................... 1
Moderate-well defined erythema..................................................................................................... 2
Severe erythema .............................................................................................................................. 3
Caustic effect – erosive and/or necrotic aspect ............................................................................... 4

(A) Scale of the International Contact Dermatitis Research Group : I.C.D.R.G.

No reaction* ................................................................................................................................ 0
Slightly positive reaction : erythema, infiltration, possibly papule............................................. 1 (+)
Strongly positive reaction : erythema, infiltration, papule, vesicles ........................................... 2 (++)
Very severely positive reaction : intense erythema, infiltration,
coalescent vesicles leading to the forming of a bullae ................................................................ 3 (+++)

* no reaction according to the I.C.D.R.G.
for the doubtful reactions ( ), read the Erythema column.

N.B. : the results which are listed in this report correspond to the ones obtained by the difference
between the area on which were applied the test articles and the one of the "negative" control.

(M) Supplementary mentions / other reactions

H = Homogeneous infiltration / oedema from 1 to 3 [1 = slight ; 2 = moderate ; 3 = severe]
P = Papule (precise the number)
V = Vesicle (precise the number)
B = Bullae (precise the number)
Pe = Petechies
S = Spreading beyond the patch area (infiltration or erythema)
SV = Soap effect
F = Fissuring
D = Desquamation
Dr = Dryness
C = Skin coloration – hyperpigmentation
HY = Hypopigmentation
FR = Follicular reaction
NA = Non applied product
T = Tape reaction
I = Itching at the test site
* = Free comments
N9G = No 9th reading
CR = Exudation and/or surface encrustation
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X = The following patch is not applied ; indication of the residual reactions between brackets
- = Absent subject
MU = Make-up patch

5.3. Data analysis and interpretation of the results

Analysis and interpretation of the results were performed according to the data obtained under the
experimental conditions adopted.

5.3.1. Sensitising potential

For the analysis of the sensitising potential, only the subjects having participated in the challenge stage
and having respected the protocol were taken into account.
The interpretation of the sensitising potential was made from results in compliance to the I.C.D.R.G.
scale (see chapter. 5.2.2.).
An erythema, which intensity is superior or equal to 2 during the challenge stage, with or without
oedema, must be evaluated in the following days to note if the reaction diminishes or increases, in
order to precise if the reaction observed is of allergic or irritative type. A reaction which develops
itself and lasts in time is generally significant of an allergic reaction.

5.3.2. Cutaneous compatibility

All the subjects included were taken into account for the analysis of the cutaneous compatibility,
whatever the number of times they visited the Investigator, during the induction stage.

This analysis was completed by the calculation of the Mean Irritation Index (M.I.I.), equal to the sum
of the quotations of the 9 readings corresponding to the induction divided by the number of panellists
included in this study and the number of readings performed :

 quotations of the 9 readings (all the subjects)
M.I.I. =

Number of subjects x 9 (readings)

For this index calculation, it was defined that :
. if a subject is absent for an examination, the quotation of the day of absence is identical to
the one of the day before ;
. if an application is stopped because of a too severe reaction, the maximum quotation (4) is
attributed on the day following the stop of the test article application for the considered area
and this, until the end of the tolerance test ;
. if the applications are stopped for any other reason, the quotations of the subject are excluded
of the indices calculation.
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The M.I.I. thus obtained enabled arbitrary classification of the test articles as follows (taking into account
the reactions and the M.I.I. calculated on the control area) :

M.I.I. Classification of the test article

lower than 0.25 non-irritant

0.25 to 1 not included slightly irritant

1 to 2 not included moderately irritant

2 to 3 not included very irritant

3 to 4 very severely irritant
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6. REGULATIONS, CONFIDENTIALITY AND LEGAL FORMALITIES

6.1. Regulations

This study was performed in agreement with the most recent recommendations of the World
Medical Association (Declaration of Helsinki 1964, amended in Tokyo, 2004) and the Good Clinical
Practices published by I.C.H. (CPMP/ICH/135/95).

6.2. Confidentiality

Any information regarding the health condition of the panellists and the results of the clinical
examinations, performed before the start of the study, for their recruitment, their selection and
inclusion, are submitted to the rules of the medical secrecy : under no circumstance can this
information be communicated to the Sponsor.

To ensure preservation of the subjects' anonymity, they were identified by a code number using
5 letters, corresponding to the first 3 letters of their surname, then the first 2 letters of their first
Christian name, and for the study, by a number corresponding to their inclusion order in the test.

At the end of the study, the page called "Subject Identification Form", in which are mentioned
notably the name and address of the subject, was removed from the study notebook and destroyed.

The investigators and any person collaborating in the trials are submitted to the rules of the
professional secrecy concerning, among others, the nature of the test articles, the trials, the people
undergoing them and the results obtained.

6.3. Legal formalities

6.3.1. Subscription of insurance by the Sponsor

The Sponsor subscribed an insurance (contract nº 481B) to guarantee its civil liability vis-à-vis the
subjects: Zurich International (France), General Liability policy nº 07020319G.

6.3.2. Information and informed consent

An information sheet was given to each subject, in order to inform him of, in particular :
- the aim of the research, its methodology and its duration ;
- the constraints linked to the study and the foreseeable risks, including in case of stop of the research
before its normal end ;
- the non-inclusion period, the amount of the compensation, the possibility for the panellist to check
the exactitude of the data contained in his medical file and their subsequent destruction.

This information enabled the subject to sign an informed participation consent, with full knowledge of
the facts.
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6.3.3. Data recording and archiving

All handwritten data were immediately transcribed in laboratory notebooks constituted, paginated and
stapled before the start of the study.

The original documents and all raw data (case report forms, questionnaires) will be kept in the
archives of I.E.C. Bulgarie for 10 years, at the following addresses:

. For the 2 to 6 months following despatch of report:
I.E.C. Bulgarie - Lozenetz – 16A, Kichinev Street
1407  SOFIA - Bulgaria

. For the following years :

. National Archives – 11, Industrialna Street
1202  SOFIA - Bulgaria

One copy of the compilation and of the final report will be kept in the archives of I.E.C. France, for
10 years, at the following addresses:

. For the 2 to 6 months following despatch of report:

. I.E.C., 88, boulevard des Belges, 69006 Lyon - France

. For the following years :

. Société Générale d'Archives (S.G.A.), Head office: 10 rue des Pyramides - BP 2316,
75023 Paris cedex 01 - France.

Once this period is over, the Sponsor is contacted regarding its archives. No archive destroying will be
done without the written agreement from the Sponsor.

6.3.4. Information given by the Sponsor to I.E.C.

- the "sum up" form of the test articles and the application conditions (type of patch, concentration …)
- the prerequisite or a certificate of the safety evaluation of the products signed by the Sponsor
- a copy of the insurance certificate subscribed by the Sponsor guaranteeing its civil liability vis-à-vis
the subjects
- the qualitative composition of the test articles which was sent in a confidential envelope at I.E.C.
Bulgarie.

6.3.5. Information given by I.E.C. to the Sponsor

- an insurance certificate to guarantee its responsibility vis-à-vis the subjects
- a receipt form of the product(s)
- a quotation with the starting and ending dates of the study, as well as the dates of the results by fax
and the ones of the report.

6.3.6. Information given by I.E.C. to the Bulgarian "Independent
Ethical Committee"

As of the receipt of the protocol duly signed by the Sponsor, of the information allowing to judge the
feasibility of the study, of his insurance certificate, I.E.C. performed the required procedures to the
Independent Ethical Committee in order to seek its advice : the latter gave a favourable opinion for the
realisation of this study (see appendix).
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7. PROTOCOL COMPLIANCE

Analysis of the results was carried out on a panel of 112 (or 111) subjects, instead of the 100 stated in
the protocol.

This deviation is not considered to have affected, in a notable way, the quality or the interpretation of
the results obtained.
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- I.C.H. Topic E6 = Guideline for good clinical practice - May 1, 1996

- I.C.D.R.G. = The International Contact Dermatitis Research Group. Fregert S. Manuel of Contact
Dermatitis 2nd Edition

- Declaration of Helsinki adopted by the 18th world medical assembly in Helsinki, Finland, in June
1964, and amended by the 29th world medical assembly in Tokyo, Japan, in October 1975, by the
35th world medical assembly in Venice, Italy, in October 1983, by the 41st world medical assembly in
Hong Kong, in September 1989, in Somerset West, Republic of South Africa, in 1996, in Edinburgh,
Scotland in October 2000, and in Washington, USA, in 2002, and in Tokyo, Japan in 2004.
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9. RESULTS

See the detailed results which are listed in the appendix (Tables I to V).

10. DISCUSSION AND CONCLUSION

- Percentage of panellists having presented with one or several
- well visible to severe irritation reactions (score  2),
- during the induction : = 0%

The Mean Irritation Index (M.I.I.), obtained during the induction was equal to 0.01, and compared to
the one obtained with the control (patch alone, without any product) applied under the same
conditions, thus enabled to classify arbitrarily the applications of the test article as "non irritant".

No pathological irritation, nor sensitisation reaction significant of a cutaneous intolerance was noted.

- Percentage of the sensitisation reactions observed = 0%

No cutaneous sensitisation reaction was noted.

In conclusion and given the results obtained under the experimental conditions adopted, the
single and repeated epicutaneous applications of this test article, under occlusive patch, in the
healthy adult subject, did not provoke any primary or cumulative irritation reaction, nor any
cutaneous sensitisation.
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APPENDIX 1

RESULTS
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TABLE II

RESULTS OF OBSERVATIONS AND CLINICAL EXAMINATIONS
DURING THE INDUCTION PERIOD FOR THE CONTROL

A L L E R G Y  [A]    A N D    I R R I T A T I O N  [E]

CONTROL : cupule alone, without test article.

SENSITISATION (0 to 3) and IRRITATION (0 to 4) REACTIONS
DAYS

3 5 8 10 12 15 17 19 22 QUOT
.

VOL.
N°

A E M A E M A E M A E M A E M A E M A E M A E M A E M A E

01 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

02 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

03 0 0 - 0 0 - 0 0 - 0 1 - 0 1 - 0 1 - 0 0 - 0 0 - 0 0 - 0 3

04 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

05 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

06 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

07 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

08 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

09 0 0 - 0 0 - 0 0 - 0 0 - 0 1 - 0 0 - 0 0 - 0 0 - 0 0 - 0 1

10 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

11 0 0 - 0 0 - 0 0 - 0 1 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 1

12 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

13 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

14 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

15 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

16 0 0 - 0 0 - 0 0 - 0 1 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 1

17 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

18 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

19 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

20 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

21 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

22 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

23 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

24 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

25 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0
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TABLE II (con't)

RESULTS OF OBSERVATIONS AND CLINICAL EXAMINATIONS
DURING THE INDUCTION PERIOD FOR THE CONTROL

A L L E R G Y  [A]    A N D    I R R I T A T I O N  [E]

CONTROL : cupule alone, without test article.

SENSITISATION (0 to 3) and IRRITATION (0 to 4) REACTIONS
DAYS

3 5 8 10 12 15 17 19 22 QUOT
.

VOL.
N°

A E M A E M A E M A E M A E M A E M A E M A E M A E M A E

26 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

27 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

28 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

29 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

30 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

31 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

32 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

33 0 0 - 0 0 - 0 0 - 0 1 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 1

34 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 1 - 0 0 - 0 0 - 0 0 - 0 1

35 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

36 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

37 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

38 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

39 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

40 0 0 - 0 0 - 0 1 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 1

41 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

42 0 0 - 0 0 - 0 0 - 0 0 - 0 1 - 0 0 - / / / / / / / / / / /

43 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

44 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

45 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

46 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

47 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

48 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

49 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

50 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0
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TABLE II (con't)

RESULTS OF OBSERVATIONS AND CLINICAL EXAMINATIONS
DURING THE INDUCTION PERIOD FOR THE CONTROL

A L L E R G Y  [A]    A N D    I R R I T A T I O N  [E]

CONTROL : cupule alone, without test article.

SENSITISATION (0 to 3) and IRRITATION (0 to 4) REACTIONS
DAYS

3 5 8 10 12 15 17 19 22 QUOT
.

VOL.
N°

A E M A E M A E M A E M A E M A E M A E M A E M A E M A E

51 0 0 - 0 0 - 0 1 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 1

52 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

53 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

54 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

55 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

56 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

57 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

58 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

59 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

60 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

61 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

62 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

63 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

64 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

65 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

66 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

67 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

68 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

69 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

70 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

71 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

72 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

73 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

74 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

75 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0
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TABLE II (con't)

RESULTS OF OBSERVATIONS AND CLINICAL EXAMINATIONS
DURING THE INDUCTION PERIOD FOR THE CONTROL

A L L E R G Y  [A]    A N D    I R R I T A T I O N  [E]

CONTROL : cupule alone, without test article.

SENSITISATION (0 to 3) and IRRITATION (0 to 4) REACTIONS
DAYS

3 5 8 10 12 15 17 19 22 QUOT
.

VOL.
N°

A E M A E M A E M A E M A E M A E M A E M A E M A E M A E

76 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

77 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

78 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

79 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

80 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

81 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

82 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

83 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

84 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

85 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

86 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

87 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

88 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

89 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

90 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

91 0 0 - 0 0 - 0 0 - 0 0 - 0 1 - 0 0 - 0 0 - 0 0 - 0 0 - 0 1

92 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

93 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

94 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

95 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

96 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

97 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

98 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

99 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

100 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0
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TABLE II (con't)

RESULTS OF OBSERVATIONS AND CLINICAL EXAMINATIONS
DURING THE INDUCTION PERIOD FOR THE CONTROL

A L L E R G Y  [A]    A N D    I R R I T A T I O N  [E]

CONTROL : cupule alone, without test article.

SENSITISATION (0 to 3) and IRRITATION (0 to 4) REACTIONS
DAYS

3 5 8 10 12 15 17 19 22 QUOT
.

VOL.
N°

A E M A E M A E M A E M A E M A E M A E M A E M A E M A E

102 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

103 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

104 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

105 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

106 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

107 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

108 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

109 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

110 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

111 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

112 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

113 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

TOTAL = 11
M.I.I. = 0.01

SUPPLEMENTARY MENTION  M  :

/ = Abandon during the study.

OTHER OBSERVATION : Nothing to report.
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TABLE III

RESULTS OF OBSERVATIONS AND CLINICAL EXAMINATIONS
DURING THE INDUCTION PERIOD FOR THE INVESTIGATIONAL

PRODUCT

A L L E R G Y  [A]    A N D    I R R I T A T I O N  [E]

INVESTIGATIONAL PRODUCT : SOIN JOUR (fla no 572970 11 – batch no F2 of 08/12/05), studied as supplied.

SENSITISATION (0 to 3) and IRRITATION (0 to 4) REACTIONS
DAYS

3 5 8 10 12 15 17 19 22 QUOT
.

VOL.
N°

A E M A E M A E M A E M A E M A E M A E M A E M A E M A E

01 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

02 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

03 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

04 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

05 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

06 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

07 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

08 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

09 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

10 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

11 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

12 0 0 - 0 0 - 0 0 - 0 0 - 0 1 - 0 0 - 0 0 - 0 0 - 0 0 - 0 1

13 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

14 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

15 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

16 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

17 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

18 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

19 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

20 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

21 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

22 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

23 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

24 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

25 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0
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TABLE III (con't)

RESULTS OF OBSERVATIONS AND CLINICAL EXAMINATIONS
DURING THE INDUCTION PERIOD FOR THE INVESTIGATIONAL

PRODUCT

A L L E R G Y  [A]    A N D    I R R I T A T I O N  [E]

INVESTIGATIONAL PRODUCT : SOIN JOUR (fla no 572970 11 – batch no F2 of 08/12/05), studied as supplied.

SENSITISATION (0 to 3) and IRRITATION (0 to 4) REACTIONS
DAYS

3 5 8 10 12 15 17 19 22 QUOT
.

VOL.
N°

A E M A E M A E M A E M A E M A E M A E M A E M A E M A E

26 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

27 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

28 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

29 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

30 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

31 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

32 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

33 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

34 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

35 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

36 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

37 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

38 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

39 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

40 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

41 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

42 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - / / / / / / / / / / /

43 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

44 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

45 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

46 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

47 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 1 - 0 0 - 0 0 - 0 0 - 0 1

48 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

49 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

50 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0
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TABLE III (con't)

RESULTS OF OBSERVATIONS AND CLINICAL EXAMINATIONS
DURING THE INDUCTION PERIOD FOR THE INVESTIGATIONAL

PRODUCT

A L L E R G Y  [A]    A N D    I R R I T A T I O N  [E]

INVESTIGATIONAL PRODUCT : SOIN JOUR (fla no 572970 11 – batch no F2 of 08/12/05), studied as supplied.

SENSITISATION (0 to 3) and IRRITATION (0 to 4) REACTIONS
DAYS

3 5 8 10 12 15 17 19 22 QUOT
.

VOL.
N°

A E M A E M A E M A E M A E M A E M A E M A E M A E M A E

51 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

52 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

53 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

54 0 0 - 0 0 - 0 1 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 1

55 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

56 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

57 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

58 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

59 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

60 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

61 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

62 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

63 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

64 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

65 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

66 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

67 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

68 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

69 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

70 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

71 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

72 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 1 - 0 1 - 0 0 - 0 2

73 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

74 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

75 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0
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TABLE III (con't)

RESULTS OF OBSERVATIONS AND CLINICAL EXAMINATIONS
DURING THE INDUCTION PERIOD FOR THE INVESTIGATIONAL

PRODUCT

A L L E R G Y  [A]    A N D    I R R I T A T I O N  [E]

INVESTIGATIONAL PRODUCT : SOIN JOUR (fla no 572970 11 – batch no F2 of 08/12/05), studied as supplied.

SENSITISATION (0 to 3) and IRRITATION (0 to 4) REACTIONS
DAYS

3 5 8 10 12 15 17 19 22 QUOT
.

VOL.
N°

A E M A E M A E M A E M A E M A E M A E M A E M A E M A E

76 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

77 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

78 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

79 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

80 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

81 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

82 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

83 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

84 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

85 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

86 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

87 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

88 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

89 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

90 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

91 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

92 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

93 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

94 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

95 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

96 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

97 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

98 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

99 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

100 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0
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TABLE III

RESULTS OF OBSERVATIONS AND CLINICAL EXAMINATIONS
DURING THE INDUCTION PERIOD FOR THE INVESTIGATIONAL

PRODUCT

A L L E R G Y  [A]    A N D    I R R I T A T I O N  [E]

INVESTIGATIONAL PRODUCT : SOIN JOUR (fla no 572970 11 – batch no F2 of 08/12/05), studied as supplied.

SENSITISATION (0 to 3) and IRRITATION (0 to 4) REACTIONS
DAYS

3 5 8 10 12 15 17 19 22 QUOT
.

VOL.
N°

A E M A E M A E M A E M A E M A E M A E M A E M A E M A E

102 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

103 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

104 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

105 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

106 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

107 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

108 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

109 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

110 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

111 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

112 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

113 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0 - 0 0

TOTAL = 5
M.I.I. = 0.01

SUPPLEMENTARY MENTION  M  :

/ = Abandon during the study.

OTHER OBSERVATION : Nothing to report.
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TABLE IV

RESULTS OF OBSERVATIONS AND CLINICAL EXAMINATIONS
DURING THE CHALLENGE PHASE FOR THE CONTROL

S E N S I T I S A T I O N

CONTROL : cupule alone, without test article.

SENSITISATION A  (0 to 3) and
IRRITATION E (0 to 4) REACTIONS

at least 30 minutes (about) 48 h
Induction

area
Blank site

(having never
received any

product)

Induction
area

Blank site
(having never
received any

product)

SUBJECTS
N°

A E M A E M A E M A E M

CONCLUSION
+ (sensitisation)

- (lack of
sensitisation)

01 0 0 - 0 0 - 0 0 - 0 0 - -
02 0 0 - 0 0 - 0 0 - 0 0 - -
03 0 0 - 0 0 - 0 0 - 0 0 - -
04 0 0 - 0 0 - 0 0 - 0 0 - -
05 0 0 - 0 0 - 0 0 - 0 0 - -
06 0 0 - 0 0 - 0 0 - 0 0 - -
07 0 0 - 0 0 - 0 0 - 0 0 - -
08 0 0 - 0 0 - 0 0 - 0 0 - -
09 0 0 - 0 0 - 0 0 - 0 0 - -
10 0 0 - 0 0 - 0 0 - 0 0 - -
11 0 0 - 0 0 - 0 0 - 0 0 - -
12 0 0 - 0 0 - 0 0 - 0 0 - -
13 0 0 - 0 0 - 0 0 - 0 0 - -
14 0 0 - 0 0 - 0 0 - 0 0 - -
15 0 0 - 0 0 - 0 0 - 0 0 - -
16 0 0 - 0 0 - 0 0 - 0 0 - -
17 0 0 - 0 0 - 0 0 - 0 0 - -
18 0 0 - 0 0 - 0 0 - 0 0 - -
19 0 0 - 0 0 - 0 0 - 0 0 - -
20 0 0 - 0 0 - 0 0 - 0 0 - -
21 0 0 - 0 0 - 0 0 - 0 0 - -
22 0 0 - 0 0 - 0 0 - 0 0 - -
23 0 0 - 0 0 - 0 0 - 0 0 - -
24 0 0 - 0 0 - 0 0 - 0 0 - -
25 0 0 - 0 0 - 0 0 - 0 0 - -
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TABLE IV (con't)

RESULTS OF OBSERVATIONS AND CLINICAL EXAMINATIONS
DURING THE CHALLENGE PHASE FOR THE CONTROL

S E N S I T I S A T I O N

CONTROL : cupule alone, without test article.

SENSITISATION A  (0 to 3) and
IRRITATION E (0 to 4) REACTIONS

at least 30 minutes (about) 48 h
Induction

area
Blank site

(having never
received any

product)

Induction
area

Blank site
(having never
received any

product)

SUBJECTS
N°

A E M A E M A E M A E M

CONCLUSION
+ (sensitisation)

- (lack of
sensitisation)

26 0 0 - 0 0 - 0 0 - 0 0 - -
27 0 0 - 0 0 - 0 0 - 0 0 - -
28 0 0 - 0 0 - 0 0 - 0 0 - -
29 0 0 - 0 0 - 0 0 - 0 0 - -
30 0 0 - 0 0 - 0 0 - 0 0 - -
31 0 0 - 0 0 - 0 0 - 0 0 - -
32 0 0 - 0 0 - 0 0 - 0 0 - -
33 0 0 - 0 0 - 0 0 - 0 0 - -
34 0 0 - 0 0 - 0 0 - 0 0 - -
35 0 0 - 0 0 - 0 0 - 0 0 - -
36 0 0 - 0 0 - 0 0 - 0 0 - -
37 0 0 - 0 0 - 0 0 - 0 0 - -
38 0 0 - 0 0 - 0 0 - 0 0 - -
39 0 0 - 0 0 - 0 0 - 0 0 - -
40 0 0 - 0 0 - 0 0 - 0 0 - -
41 0 0 - 0 0 - 0 0 - 0 0 - -
43 0 0 - 0 0 - 0 0 - 0 0 - -
44 0 0 - 0 0 - 0 0 - 0 0 - -
45 0 0 - 0 0 - 0 0 - 0 0 - -
46 0 0 - 0 0 - 0 0 - 0 0 - -
47 0 0 - 0 0 - 0 0 - 0 0 - -
48 0 0 - 0 0 - 0 0 - 0 0 - -
49 0 0 - 0 0 - 0 0 - 0 0 - -
50 0 0 - 0 0 - 0 0 - 0 0 - -
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TABLE IV (con't)

RESULTS OF OBSERVATIONS AND CLINICAL EXAMINATIONS
DURING THE CHALLENGE PHASE FOR THE CONTROL

S E N S I T I S A T I O N

CONTROL : cupule alone, without test article.

SENSITISATION A  (0 to 3) and
IRRITATION E (0 to 4) REACTIONS

at least 30 minutes (about) 48 h
Induction

area
Blank site

(having never
received any

product)

Induction area Blank site
(having never
received any

product)

SUBJECTS
N°

A E M A E M A E M A E M

CONCLUSION
+ (sensitisation)

- (lack of
sensitisation)

51 0 0 - 0 0 - 0 0 - 0 0 - -
52 0 0 - 0 0 - 0 0 - 0 0 - -
53 0 0 - 0 0 - 0 0 - 0 0 - -
54 0 0 - 0 0 - 0 0 - 0 0 - -
55 0 0 - 0 0 - 0 0 - 0 0 - -
56 0 0 - 0 0 - 0 0 - 0 0 - -
57 0 0 T 0 0 T 0 0 - 0 0 - -
58 0 0 - 0 0 - 0 0 - 0 0 - -
59 0 0 - 0 0 - 0 0 - 0 0 - -
60 0 0 - 0 0 - 0 0 - 0 0 - -
61 0 0 - 0 0 - 0 0 - 0 0 - -
62 0 0 - 0 0 - 0 0 - 0 0 - -
63 0 0 - 0 0 - 0 0 - 0 0 - -
64 0 0 - 0 0 - 0 0 - 0 0 - -
65 0 0 - 0 0 - 0 0 - 0 0 - -
66 0 0 - 0 0 - 0 0 - 0 0 - -
67 0 0 - 0 0 - 0 0 - 0 0 - -
68 0 0 - 0 0 - 0 0 - 0 0 - -
69 0 0 - 0 0 - 0 0 - 0 0 - -
70 0 0 - 0 0 - 0 0 - 0 0 - -
71 0 0 - 0 0 - 0 0 - 0 0 - -
72 0 0 - 0 0 - 0 0 - 0 0 - -
73 0 0 - 0 0 - 0 0 - 0 0 - -
74 0 0 - 0 0 - 0 0 - 0 0 - -
75 0 0 - 0 0 - 0 0 - 0 0 - -
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TABLE IV (con't)

RESULTS OF OBSERVATIONS AND CLINICAL EXAMINATIONS
DURING THE CHALLENGE PHASE FOR THE CONTROL

S E N S I T I S A T I O N

CONTROL : cupule alone, without test article.

SENSITISATION A  (0 to 3) and
IRRITATION E (0 to 4) REACTIONS

at least 30 minutes (about) 48 h
Induction

area
Blank site

(having never
received any

product)

Induction
area

Blank site
(having never
received any

product)

SUBJECTS
N°

A E M A E M A E M A E M

CONCLUSION
+ (sensitisation)

- (lack of
sensitisation)

76 0 0 T 0 0 T 0 0 - 0 0 - -
77 0 0 - 0 0 - 0 0 - 0 0 - -
78 0 0 - 0 0 - 0 0 - 0 0 - -
79 0 0 - 0 0 - 0 0 - 0 0 - -
80 0 0 - 0 0 - 0 0 - 0 0 - -
81 0 0 T 0 0 T 0 0 - 0 0 - -
82 0 0 - 0 0 - 0 0 - 0 0 - -
83 0 0 - 0 0 - 0 0 - 0 0 - -
84 0 0 - 0 0 - 0 0 - 0 0 - -
85 0 0 - 0 0 - 0 0 - 0 0 - -
86 0 0 - 0 0 - 0 0 - 0 0 - -
87 0 0 - 0 0 - 0 0 - 0 0 - -
88 0 0 - 0 0 - 0 0 - 0 0 - -
89 0 0 - 0 0 - 0 0 - 0 0 - -
90 0 0 T 0 0 T 0 0 - 0 0 - -
91 0 0 - 0 0 - 0 0 - 0 0 - -
92 0 0 - 0 0 - 0 0 - 0 0 - -
93 0 0 - 0 0 - 0 0 - 0 0 - -
94 0 0 - 0 0 - 0 0 - 0 0 - -
95 0 0 - 0 0 - 0 0 - 0 0 - -
96 0 0 - 0 0 - 0 0 - 0 0 - -
97 0 0 - 0 0 - 0 0 - 0 0 - -
98 0 0 - 0 0 - 0 0 - 0 0 - -
99 0 0 - 0 0 - 0 0 - 0 0 - -
100 0 0 - 0 0 - 0 0 - 0 0 - -
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TABLE IV (con't)

RESULTS OF OBSERVATIONS AND CLINICAL EXAMINATIONS
DURING THE CHALLENGE PHASE FOR THE CONTROL

EXAMINATIONS

S E N S I T I S A T I O N

CONTROL : cupule alone, without test article.

SENSITISATION A  (0 to 3) and
IRRITATION E  (0 to 4) REACTIONS

at least 30 minutes (about) 48 h
Induction

area
Blank site

(having never
received any

product)

Induction
area

Blank site
(having never
received any

product)

SUBJECTS
N°

A E M A E M A E M A E M

CONCLUSION
+ (sensitisation)

- (lack of
sensitisation)

102 0 0 - 0 0 - 0 0 - 0 0 - -
103 0 0 T 0 0 T 0 0 - 0 0 - -
104 0 0 - 0 0 - 0 0 - 0 0 - -
105 0 0 - 0 0 - 0 0 - 0 0 - -
106 0 0 - 0 0 - 0 0 - 0 0 - -
107 0 0 - 0 0 - 0 0 - 0 0 - -
108 0 0 - 0 0 - 0 0 - 0 0 - -
109 0 0 - 0 0 - 0 0 - 0 0 - -
110 0 0 T 0 0 T 0 0 - 0 0 - -
111 0 0 - 0 0 - 0 0 - 0 0 - -
112 0 0 T 0 0 T 0 0 - 0 0 - -
113 0 0 - 0 0 - 0 0 - 0 0 - -

SUPPLEMENTARY MENTION  M  :

T = Tape reaction.

OTHER OBSERVATION : Nothing to report.
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TABLE V

RESULTS OF OBSERVATIONS AND CLINICAL EXAMINATIONS
DURING THE CHALLENGE PHASE FOR THE INVESTIGATIONAL

PRODUCT

S E N S I T I S A T I O N

INVESTIGATIONAL PRODUCT : SOIN JOUR (fla no 572970 11 – batch no F2 of 08/12/05), studied
as supplied.

SENSITISATION A  (0 to 3) and
IRRITATION E (0 to 4) REACTIONS

at least 30 minutes (about) 48 h
Induction

area
Blank site

(having never
received any

product)

Induction
area

Blank site
(having never
received any

product)

SUBJECTS
N°

A E M A E M A E M A E M

CONCLUSION
+ (sensitisation)

- (lack of
sensitisation)

01 0 0 - 0 0 - 0 0 - 0 0 - -
02 0 0 - 0 0 - 0 0 - 0 0 - -
03 0 0 - 0 0 - 0 0 - 0 0 - -
04 0 0 - 0 0 - 0 0 - 0 0 - -
05 0 0 - 0 0 - 0 0 - 0 0 - -
06 0 0 - 0 0 - 0 0 - 0 0 - -
07 0 0 - 0 0 - 0 0 - 0 0 - -
08 0 0 - 0 0 - 0 0 - 0 0 - -
09 0 0 - 0 0 - 0 0 - 0 0 - -
10 0 0 - 0 0 - 0 0 - 0 0 - -
11 0 0 - 0 0 - 0 0 - 0 0 - -
12 0 0 - 0 0 - 0 0 - 0 0 - -
13 0 0 - 0 0 - 0 0 - 0 0 - -
14 0 0 - 0 0 - 0 0 - 0 0 - -
15 0 0 - 0 0 - 0 0 - 0 0 - -
16 0 0 - 0 0 - 0 0 - 0 0 - -
17 0 0 - 0 0 - 0 0 - 0 0 - -
18 0 0 - 0 0 - 0 0 - 0 0 - -
19 0 0 - 0 0 - 0 0 - 0 0 - -
20 0 0 - 0 0 - 0 0 - 0 0 - -
21 0 0 - 0 0 - 0 0 - 0 0 - -
22 0 0 - 0 0 - 0 0 - 0 0 - -
23 0 0 - 0 0 - 0 0 - 0 0 - -
24 0 0 - 0 0 - 0 0 - 0 0 - -
25 0 0 - 0 0 - 0 0 - 0 0 - -
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TABLE V (con't)

RESULTS OF OBSERVATIONS AND CLINICAL EXAMINATIONS
DURING THE CHALLENGE PHASE FOR THE INVESTIGATIONAL

PRODUCT

S E N S I T I S A T I O N

INVESTIGATIONAL PRODUCT : SOIN JOUR (fla no 572970 11 – batch no F2 of 08/12/05), studied
as supplied.

SENSITISATION A  (0 to 3) and
IRRITATION E (0 to 4) REACTIONS

at least 30 minutes (about) 48 h
Induction

area
Blank site

(having never
received any

product)

Induction
area

Blank site
(having never
received any

product)

SUBJECTS
N°

A E M A E M A E M A E M

CONCLUSION
+ (sensitisation)

- (lack of
sensitisation)

26 0 0 - 0 0 - 0 0 - 0 0 - -
27 0 0 - 0 0 - 0 0 - 0 0 - -
28 0 0 - 0 0 - 0 0 - 0 0 - -
29 0 0 - 0 0 - 0 0 - 0 0 - -
30 0 0 - 0 0 - 0 0 - 0 0 - -
31 0 0 - 0 0 - 0 0 - 0 0 - -
32 0 0 - 0 0 - 0 0 - 0 0 - -
33 0 0 - 0 0 - 0 0 - 0 0 - -
34 0 0 - 0 0 - 0 0 - 0 0 - -
35 0 0 - 0 0 - 0 0 - 0 0 - -
36 0 0 - 0 0 - 0 0 - 0 0 - -
37 0 0 - 0 0 - 0 0 - 0 0 - -
38 0 0 - 0 0 - 0 0 - 0 0 - -
39 0 0 - 0 0 - 0 0 - 0 0 - -
40 0 0 - 0 0 - 0 0 - 0 0 - -
41 0 0 - 0 0 - 0 0 - 0 0 - -
43 0 0 - 0 0 - 0 0 - 0 0 - -
44 0 0 - 0 0 - 0 0 - 0 0 - -
45 0 0 - 0 0 - 0 0 - 0 0 - -
46 0 0 - 0 0 - 0 0 - 0 0 - -
47 0 0 - 0 0 - 0 0 - 0 0 - -
48 0 0 - 0 0 - 0 0 - 0 0 - -
49 0 0 - 0 0 - 0 0 - 0 0 - -
50 0 0 - 0 0 - 0 0 - 0 0 - -
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TABLE V (con't)

RESULTS OF OBSERVATIONS AND CLINICAL EXAMINATIONS
DURING THE CHALLENGE PHASE FOR THE INVESTIGATIONAL

PRODUCT

S E N S I T I S A T I O N

INVESTIGATIONAL PRODUCT : SOIN JOUR (fla no 572970 11 – batch no F2 of 08/12/05), studied
as supplied.

SENSITISATION A  (0 to 3) and
IRRITATION E (0 to 4) REACTIONS

at least 30 minutes (about) 48 h
Induction

area
Blank site

(having never
received any

product)

Induction
area

Blank site
(having never
received any

product)

SUBJECTS
N°

A E M A E M A E M A E M

CONCLUSION
+ (sensitisation)

- (lack of
sensitisation)

51 0 0 - 0 0 - 0 0 - 0 0 - -
52 0 0 - 0 0 - 0 0 - 0 0 - -
53 0 0 - 0 0 - 0 0 - 0 0 - -
54 0 0 - 0 0 - 0 0 - 0 0 - -
55 0 0 - 0 0 - 0 0 - 0 0 - -
56 0 0 - 0 0 - 0 0 - 0 0 - -
57 0 0 T 0 0 T 0 0 - 0 0 - -
58 0 0 - 0 0 - 0 0 - 0 0 - -
59 0 0 - 0 0 - 0 0 - 0 0 - -
60 0 0 - 0 0 - 0 0 - 0 0 - -
61 0 0 - 0 0 - 0 0 - 0 0 - -
62 0 0 - 0 0 - 0 0 - 0 0 - -
63 0 0 - 0 0 - 0 0 - 0 0 - -
64 0 0 - 0 0 - 0 0 - 0 0 - -
65 0 0 - 0 0 - 0 0 - 0 0 - -
66 0 0 - 0 0 - 0 0 - 0 0 - -
67 0 0 - 0 0 - 0 0 - 0 0 - -
68 0 0 - 0 0 - 0 0 - 0 0 - -
69 0 0 - 0 0 - 0 0 - 0 0 - -
70 0 0 - 0 0 - 0 0 - 0 0 - -
71 0 0 - 0 0 - 0 0 - 0 0 - -
72 0 1 - 0 0 - 0 0 - 0 0 - -
73 0 0 - 0 0 - 0 0 - 0 0 - -
74 0 0 - 0 0 - 0 0 - 0 0 - -
75 0 0 - 0 0 - 0 0 - 0 0 - -
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TABLE V (con't)

RESULTS OF OBSERVATIONS AND CLINICAL EXAMINATIONS
DURING THE CHALLENGE PHASE FOR THE INVESTIGATIONAL

PRODUCT

S E N S I T I S A T I O N

INVESTIGATIONAL PRODUCT : SOIN JOUR (fla no 572970 11 – batch no F2 of 08/12/05), studied
as supplied.

SENSITISATION A  (0 to 3) and
IRRITATION E (0 to 4) REACTIONS

at least 30 minutes (about) 48 h
Induction

area
Blank site

(having never
received any

product)

Induction
area

Blank site
(having never
received any

product)

SUBJECTS
N°

A E M A E M A E M A E M

CONCLUSION
+ (sensitisation)

- (lack of
sensitisation)

76 0 0 T 0 0 T 0 0 - 0 0 - -
77 0 0 - 0 0 - 0 0 - 0 0 - -
78 0 0 - 0 0 - 0 0 - 0 0 - -
79 0 0 - 0 0 - 0 0 - 0 0 - -
80 0 0 - 0 0 - 0 0 - 0 0 - -
81 0 0 T 0 0 T 0 0 - 0 0 - -
82 0 0 - 0 0 - 0 0 - 0 0 - -
83 0 0 - 0 0 - 0 0 - 0 0 - -
84 0 0 - 0 0 - 0 0 - 0 0 - -
85 0 0 - 0 0 - 0 0 - 0 0 - -
86 0 0 - 0 0 - 0 0 - 0 0 - -
87 0 0 - 0 0 - 0 0 - 0 0 - -
88 0 0 - 0 0 - 0 0 - 0 0 - -
89 0 0 - 0 0 - 0 0 - 0 0 - -
90 0 0 T 0 0 T 0 0 - 0 0 - -
91 0 0 - 0 0 - 0 0 - 0 0 - -
92 0 0 - 0 0 - 0 0 - 0 0 - -
93 0 0 - 0 0 - 0 0 - 0 0 - -
94 0 0 - 0 0 - 0 0 - 0 0 - -
95 0 0 - 0 0 - 0 0 - 0 0 - -
96 0 0 - 0 0 - 0 0 - 0 0 - -
97 0 0 - 0 0 - 0 0 - 0 0 - -
98 0 0 - 0 0 - 0 0 - 0 0 - -
99 0 0 - 0 0 - 0 0 - 0 0 - -
100 0 0 - 0 0 - 0 0 - 0 0 - -
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TABLE V (con't)

RESULTS OF OBSERVATIONS AND CLINICAL EXAMINATIONS
DURING THE CHALLENGE PHASE FOR THE INVESTIGATIONAL

PRODUCT

S E N S I T I S A T I O N

INVESTIGATIONAL PRODUCT : SOIN JOUR (fla no 572970 11 – batch no F2 of 08/12/05), studied
as supplied.

SENSITISATION A  (0 to 3) and
IRRITATION E  (0 to 4) REACTIONS

at least 30 minutes (about) 48 h
Induction

area
Blank site

(having never
received any

product)

Induction
area

Blank site
(having never
received any

product)

SUBJECTS
N°

A E M A E M A E M A E M

CONCLUSION
+ (sensitisation)

- (lack of
sensitisation)

102 0 0 - 0 0 - 0 0 - 0 0 - -
103 0 0 T 0 0 T 0 0 - 0 0 - -
104 0 0 - 0 0 - 0 0 - 0 0 - -
105 0 0 - 0 0 - 0 0 - 0 0 - -
106 0 0 - 0 0 - 0 0 - 0 0 - -
107 0 0 - 0 0 - 0 0 - 0 0 - -
108 0 0 - 0 0 - 0 0 - 0 0 - -
109 0 0 - 0 0 - 0 0 - 0 0 - -
110 0 0 T 0 0 T 0 0 - 0 0 - -
111 0 0 - 0 0 - 0 0 - 0 0 - -
112 0 0 T 0 0 T 0 0 - 0 0 - -
113 0 0 - 0 0 - 0 0 - 0 0 - -

SUPPLEMENTARY MENTION  M  :

T = Tape reaction.

OTHER OBSERVATION : Nothing to report.
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SUMMARY 

The aim of this study was to evaluate the potential of the test item 71582 (batch No. 2163B) to 
induce delayed contact hypersensitivity using the murine Local Lymph Node Assay (LLNA).  
This study was conducted in compliance with the principles of Good Laboratory Practice 
Regulations. 
 
 
Methods 
 
Twenty-eight female CBA/J mice were allocated to seven groups of four animals each: 

five treated groups receiving the test item 71582 at the concentration of 2.5, 5, 10, 25 or 50%, 
one negative control group receiving the vehicle (mixture acetone/olive oil (4/1, v/v)), 
one positive control group receiving the reference item, -hexylcinnamaldehyde (HCA), a 
moderate sensitizer, at the concentration of 25% in AOO (4/1, v/v).  

 
The test item, vehicle or reference item was applied over the ears (25 µL per ear) for 
three consecutive days (days 1, 2 and 3). After 2 days of resting, the proliferation of the lymph 
node cells in the lymph node draining the application site was measured by incorporation of 
tritiated methyl thymidine (day 6). The obtained values were used to calculate stimulation 
indices (SI). 
 
The irritant potential of the test item was assessed in parallel by measurement of ear thickness on 
days 1, 2, 3 and 6. 
 
 
Results 
 
The test item was freely soluble in the first recommended vehicle, acetone/olive oil (4/1, v/v). A 
homogenous dosage form was obtained whatever the proportion. 
 
Systemic clinical signs and mortality 
Two out of four animals given the test item at the concentration of 10% were found dead on 
day 3; sedation was recorded prior to death. In addition, 1/4 animals given the test item at the 
concentration of 50% was found dead on day 6; piloerection, dyspnea, sedation and round back 
were observed prior to death.  
As no evidence of a dose relationship was observed and as no clinical signs and no mortality 
were noted in the other treated groups, these deaths were not attributed to the treatment with the 
test item. 
 
Local irritation 
No cutaneous reactions and no noteworthy increases in ear thickness were observed in the 
animals of the treated groups when compared to the vehicle control group.  
 
Proliferation assay 
No positive lymphoproliferative response (SI > 3) was noted at any tested concentration.  
In the treated groups, the incorporation of tritiated methyl thymidine was slightly lower than that 
observed in the vehicle control group and a slight tendency to a dose-related decrease in this 
incorporation was noted. 
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The results are presented in the following table: 
 

Treatment Concentration 
(%) 

Signs of local 
irritation 

Stimulation Index 
(SI) 

Test item  2.5 no 0.71 
Test item   5 no 0.79 
Test item  10 no 0.70 
Test item  25 no 0.61 
Test item  50 no 0.39 

HCA  25 - 11.16 
 
 
Conclusion 
 
Under our experimental conditions, the test item 71582 (batch No. 2163B) does not induce 
delayed contact hypersensitivity in the murine Local Lymph Node Assay. 
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1. INTRODUCTION 

The aim of this study was to evaluate the potential of the test item 71582 to induce delayed 
contact hypersensitivity, using the murine Local Lymph Node Assay (LLNA). 
 
This study was based on the design adopted by ICCVAM (Interagency Coordination Committee 
on the Validation of  Alternative Methods, ICCVAM 1999) and ECETOC (Technical Report 
No. 78 Skin sensitization Testing: Methodological Considerations, Brussels, December 1999), 
with the addition of the evaluation of local irritation. 
 
The study has been designed to comply with the following guideline: 

OECD Guideline No. 429, 24th April 2002. 
 
 
2. MATERIAL AND METHODS 

2.1 TEST MATERIALS 

2.1.1 Test item 
name: 71582 
batch number:  

 - Study plan: none 
 - labeling: 2163B 

description: colorless liquid 
containers: two plastic flasks 
date of receipt: 26 February 2002 
storage conditions: at room temperature and protected from light. 

 
Data relating to the characterisation of the test item are documented in an analytical certificate 
(presented in appendix 1) provided by the Sponsor. 
 
2.1.2 Vehicle 
The vehicle used was a mixture acetone/olive oil (4/1, v/v): acetone, batch No. 0124359 (Fisher, 
Maurepas, France) and olive oil, batch No. 050K6072 (Sigma, Saint-Quentin-Fallavier, France). 
 
2.1.3 Dosage form preparations 
The test item was prepared in the vehicle at the chosen concentrations. The concentrations were 
expressed in % (v/v). 
All dosage form preparations were made freshly on the morning of administration and any 
unused material was discarded that same day. 
 
2.1.4 Other materials 
2.1.4.1 Reference item  
The reference item was -hexylcinnamaldehyde (HCA), batch No. 13102MO (Aldrich, 
Saint-Quentin-Fallavier, France), dissolved in a mixture acetone/olive oil (4/1, v/v) at the 
concentration of 25% (v/v). 
The preparation was made freshly on the morning of administration and any unused material 
was discarded that same day. 
 

Distributed for Comment Only -- Do Not Cite or Quote



CIT/Study No. 25412 TSS/71582 9 

2.1.4.2 Reactive used for the proliferation assay  
The reactive used for the proliferation assay was [3H] methyl-thymidine (3H-TdR), 
batch No. B478 (Amersham, Les Ulis, France). 
 
Three days before the injections, the required quantity of 3H-TdR was diluted in 0.9% NaCl 
(20 µCi in 250 µL of 0.9% NaCl per animal). The obtained solution was stored at +4°C and 
protected from light before use. 
 
 
2.2 TEST SYSTEM 

2.2.1 Animals 
Species, strain and sex:  CBA/J mouse, nulliparous and non-pregnant females. 
Reason for this choice: species generally accepted by regulatory authorities for this type 

of study. Females have been chosen since this sex is 
recommended by regulatory authorities for this type of study. 

Breeder:  Janvier, Le Genest-Saint-Isle, France. 
Number:   28 females. 
Age/weight:  on the first day of treatment, the animals were approximately 

9 weeks old and had a mean body weight  standard deviation 
of 17.6  1.8 g. 

Acclimation:  at least 5 days before the beginning of the study. 
Allocation:  on day 1, animals were assigned to the treatment groups by hand 

procedure.  
Identification :  individually by a number on the tail.  
 
2.2.2 Environmental conditions 
The conditions in the animal room were set as follows: 

temperature: 22 ± 2°C 
relative humidity: 30 to 70% 
light/dark cycle: 12 h/12 h  
ventilation: approximately 12 cycles/hour of filtered, non-recycled air. 

The temperature and relative humidity were under continuous control and recording. The records 
were checked daily and filed. In addition to these daily checks, the housing conditions and 
corresponding instrumentation and equipment are verified and calibrated at regular intervals. The 
animals were housed individually in disposable crystal polystyrene cages (22.00 cm 
x 8.50 cm x 8.00 cm).  
Each cage contained autoclaved sawdust (SICSA, Alfortville, France).  
Sawdust is analysed by the supplier for composition and contaminant levels. 
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2.2.3 Food and water 
All animals had free access to A04 C pelleted diet (SAFE, Villemoisson, Epinay-sur-Orge, 
France) and tap water (filtered using a 0.22 micron filter) contained in bottles.  
Each batch of food is analyzed by the supplier for composition and contaminant levels. 
The diet formula is presented in appendix 2. 
 
Bacteriological and chemical analyses of water, including the detection of possible contaminants 
(pesticides, heavy metals and nitrosamines) are performed regularly by external laboratories. The 
results of these analyses are archived at CIT. 
 
No contaminants are known to be present in the diet, drinking water or sawdust at levels which 
may be expected to interfere with or prejudice the outcome of the study. 
 
 
2.3 TREATMENT 

2.3.1 Study design 
The concentrations of test item were selected according to the criteria specified in the 
International Guideline and on the basis of the results of the solubility assay. 
 
The study design was as follows: 
 

Groups Number of animals Treatment Concentration (%) 

1 4 females Vehicle 0 

2 4 females Test item 2.5 

3 4 females Test item 5 

4 4 females Test item 10 

5 4 females Test item 25 

6 4 females Test item 50 

7 4 females HCA 25 

 
2.3.2 Administration of the dosage forms 
On days 1, 2 and 3, a dose-volume of 25 µL of the control or dosage form preparations was 
applied to the dorsal surface of both ears, using an adjustable pipette fitted with a plastic tip. 
In order to avoid licking and to ensure an optimized application of the test materials, the animals 
were placed under light isoflurane anesthezia during the administration. 
No massage was performed but the tip was used to spread the preparation over the application 
sites. No rinsing was performed between each application. 
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2.4 CLINICAL EXAMINATIONS 

2.4.1 Clinical signs, morbidity and mortality 
The animals were observed at least once a day during the study for clinical signs, signs of 
morbidity or mortality. 
 
2.4.2 Body weight 
The animals were weighed individually on the first day of the study (day 1) and on the day of 
sacrifice (day 6). 
 
2.4.3 Ear thickness measurements and recording of local reactions 
Ear thickness measurements and recording of local reactions were performed in order to assess 
any possible irritant effect of the test item, as possible irritancy may be involved in false positive 
lymphoproliferative responses. 
 
On days 1, 2 and 3 (before application) as well as on day 6 (after sacrifice), the thickness of the 
left ear of each animal of the vehicle control and treated groups was measured using a 
micrometer.  
Any irritation reaction (erythema and oedema) was recorded in parallel. Any other observation 
(coloration, presence of residual test item,«) was noted. 
 
The irritation level of the test item was determined according to the following table: 
 

 
% increase in ear thickness 

between day 1 and day 3 or 6 

 
Irritation level 

 
Interpretation 

< 10% I Non-irritant 

10 - 30% II Slightly irritant 

> 30% III Irritant 
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2.5 PROLIFERATION ASSAY  

2.5.1 Intravenous injection of 3H-TdR  and sampling of auricular lymph nodes 
Lymph node cell proliferative responses were measured as described by Kimber and Dearman 
(1991). On day 6, all animals of all groups received a single intravenous injection of 250 µL of 
0.9% NaCl containing 20 µCi of 3H-TdR (specific activity of 25 Ci/mmol), via the tail vein. 
Approximately 5 hours later, the animals were killed by cervical dislocation and the auricular 
lymph nodes were excised. The lymph nodes were pooled for each experimental group.  
 
2.5.2 Preparation of auricular lymph node cell suspensions and determination of proliferation 
For each experimental group, a single cell suspension of auricular lymph node cells (ALNC) was 
prepared by mechanical dissagregation in Petri dishes with the plunger of a syringe. Cell 
suspensions were washed with 15 mL of 0.9% NaCl and pellets obtained were re-suspended in 
0.9% NaCl for numeration of lymphocytes (cellularity) and determination of their viability by 
exclusion of Trypan blue. Each cell suspension was then centrifuged and pellets were 
precipitated with 3 mL of 5% (w/v) trichloroacetic acid (TCA) in purified water at +4°C 
overnight. After a last centrifugation, the pellets were precipitated with 1 mL of 5% TCA. 
Three mL of Ultima GoldxR scintillation fluid (Packard) were added in order to measure 
incorporation of 3H-TdR using -scintillation counting.  
The results were expressed as disintegrations/mn (dpm) per node.  
Stimulation Indices (SI) were calculated according to the following formula: 
 
 dpm of treated group / node 
 SI = 
 dpm of control group / node 
 
The same calculation was made for the positive control group. 
 
2.5.3 Interpretation of results 
The test item was considered as a skin sensitizer when the SI for a dose group is  3. Other 
relevant criteria such as cellularity, radioactivity levels and ear thickness were also taken into 
account for the interpretation of results. 
 
2.5.4 Determination of the EC3 value 
The EC3 value (theoretical concentration resulting in a SI value of 3) was determined by linear 
interpolation of points on the dose-response curve, immediately above and below the 3-fold 
threshold. The equation used for calculation of EC3 was:  
 

EC3 = c + [(3 ± d)/(b-d)] x (a ± c) 
 

Where a = the lowest concentration giving stimulation > 3; b = the actual stimulation index 
caused by a; c = the highest concentration failing to produce a stimulation index of 3; and 
d = the actual stimulation index caused by c. 
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2.6 ARCHIVING 

The following study materials are archived by CIT, 27005 Evreux, France, for 10 years after the 
end of the in vivo phase of the study: 

Study plan and possible amendments, 
raw data, 
correspondence, 
final report and possible amendments. 

 
On completion of this period, the archived study materials will be returned to the Sponsor, or 
may be archived by CIT for a further period (at additional cost). The total duration of archiving 
(depending on regulations) will be the responsibility of the Sponsor. 
In addition, raw data not specific to the study including, but not limited to, certificates of 
analyses for food, water and bedding (if applicable) and records of environmental data and 
equipment calibration, are also archived by CIT for at least 30 years. 
 
 
2.7 CHRONOLOGY OF THE STUDY 

The chronology of the study is summarized as follow: 
 

 Procedure Date 

Experimental starting date (first day of treatment) 19 March 2003 
Experimental completion date 
(Day of injection of 3H-TdR and ALNC collection) 

24 March 2003 
 

 
 
2.8 STUDY PLAN ADHERENCE 

The study was performed in accordance with the Study plan No. 25412 TSS and subsequent 
amendments. There were no deviations from the agreed Study plan. 
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3. RESULTS 

3.1 CHOICE OF THE VEHICLE 

The test item was freely soluble in the first recommended vehicle, acetone/olive oil (4/1, v/v). 
A homogeneous dosage form preparation was obtained whatever the proportion. 
 
 
3.2 CLINICAL EXAMINATIONS 

3.2.1 Systemic clinical signs and mortality 
Two out of four animals given the test item at the concentration of 10% were found dead on 
day 3; sedation was recorded prior to death. In addition, 1/4 animals given the test item at the 
concentration of 50% was found dead on day 6; piloerection, dyspnea, sedation and round back 
were observed prior to death.  
As no evidence of a dose relationship was observed and as no clinical signs and no mortality 
were noted in the other treated groups, these deaths were not attributed to the treatment with the 
test item. 
 
3.2.2 Body weight 
The body weight change of the treated animals was similar to that of controls (table 4). 
 
3.2.3 Local irritation 
No cutaneous reactions and no noteworthy increases in ear thickness were observed at any of the 
tested concentration (tables 2 and 3). 
 
 
3.3 PROLIFERATION ASSAY 

Results of proliferation assay are presented in table 1. 
 
The quantity of cells obtained in each group was satisfactory and the cellularity correlated with 
incorporation of 3H-TdR. The cell viability was higher than 80% in each group. 
 
In the positive control group given HCA at the concentration of 25%, an increase in cellularity 
and a stimulation index exceeding the threshold value of 3 (SI = 11.16) were noted. The study 
was therefore considered valid. 
 
No positive lymphoproliferative response (SI > 3) was noted at any tested concentration.  
In the treated groups, the incorporation of tritiated methyl thymidine was slightly lower than that 
observed in the vehicle control group and a slight tendency to a dose-related decrease in this 
incorporation was noted. 
 
 
4. CONCLUSION 

Under our experimental conditions, the test item 71582 (batch No. 2163B) does not induce 
delayed contact hypersensitivity in the murine Local Lymph Node Assay. 
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Table 1: Study results 
 

 

1 2 3 4 5 6 7

0 2.5 5 10 25 50 HCA at 25%
(Acetone/Olive oil)

viable 94 86 110 48 97 34 218

dead 4 6 8 5 10 3 16

95.92 93.48 93.22 90.57 90.65 91.89 93.16

4.70 4.30 5.50 2.40 4.85 1.70 21.80

0.91 1.17 0.51 1.03 0.36 4.64

8 8 8 4 8 6 8

0.71 0.79 0.70 0.61 0.39 11.16

NC

viable cells
viable cells + dead cells

Cellularity  amount of cells (x 106 cells) in the treated group
index amount of cells (x 106 cells) in the vehicle group

Stimulation dpm of treated group
index dpm of control group

EC3 value  =  theorical concentration resulting in a SI value of 3

NC = not calculable

Viability =

7.45

Cell count

Viability (%)

Amount of cells (x 106 cells)

Disintegrations per minute 

Disintegrations per minute 

Groups

Cellularity index

Number of nodes per group

Concentrations (%)

199.01 7499.39

Increase in ear thickness

EC3 value

Stimulation index (SI)

(% between day 1 and day 6)

475.43 529.85 236.89 410.13

51.27 33.17 937.42

per group (dpm)

per node (dpm)
84.03 59.43 66.23 59.22

672.21

4.17 9.47 4.44 12.90

=

x 100

=

4.26
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Table 2: Evaluation of cutaneous reactions 
 

 
 

Days
Groups Sex Test Animals

item 1 2 3 6

1 Female AOO 21 0 0 0 0
22 0 0 0 0
23 0 0 0 0
24 0 0 0 0

2 Female 71582 25 0 0 0 0
2.5% 26 0 0 0 0

27 0 0 0 0
28 0 0 0 0

3 Female 71582 29 0 0 0 0
5% 30 0 0 0 0

31 0 0 0 0
32 0 0 0 0

4 Female 71582 33 0 0 0 0
10% 34 0 0

35 0 0 0 0
36 0 0

5 Female 71582 37 0 0 0 0
25% 38 0 0 0 0

39 0 0 0 0
40 0 0 0 0

6 Female 71582 41 0 0 0 0
50% 42 0 0 0

43 0 0 0 0
44 0 0 0 0

0 = No erythema
AOO = Acetone / Olive oil
Animals found dead during the study not mentioned
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Table 3: Ear thickness measurements (mm) 
 

 
 
 

Days
Groups Sex Test Animals

item 1 2 d1 3 d2 6 d3

1 Female AOO 21 0.24 0.23 -0.01 0.24 0.00 0.25 0.01
22 0.24 0.23 -0.01 0.24 0.00 0.26 0.02
23 0.23 0.22 -0.01 0.23 0.00 0.25 0.02
24 0.23 0.22 -0.01 0.23 0.00 0.25 0.02

M 0.24 0.23 -0.01 0.24 0.00 0.25 0.02
SD 0.01 0.01 0.00 0.01 0.00 0.00 0.00

% (*) -4.26 0.00 7.45

2 Female 71582 25 0.23 0.23 0.00 0.23 0.00 0.25 0.02
2.5% 26 0.24 0.24 0.00 0.24 0.00 0.25 0.01

27 0.25 0.24 -0.01 0.24 -0.01 0.25 0.00
28 0.24 0.24 0.00 0.24 0.00 0.25 0.01

M 0.24 0.24 0.00 0.24 0.00 0.25 0.01
SD 0.01 0.01 0.01 0.01 0.01 0.00 0.01

% (*) -1.04 -1.04 4.17

3 Female 71582 29 0.24 0.24 0.00 0.25 0.01 0.27 0.03
5% 30 0.24 0.24 0.00 0.25 0.01 0.26 0.02

31 0.24 0.23 -0.01 0.23 -0.01 0.27 0.03
32 0.23 0.23 0.00 0.23 0.00 0.24 0.01

M 0.24 0.24 0.00 0.24 0.00 0.26 0.02
SD 0.01 0.01 0.00 0.01 0.01 0.01 0.01

% (*) -1.05 1.05 9.47

M = Mean
SD = Standard Deviation
(*) = Percentage of ear thickness increase compared to day 1
d1 = Difference of ear thickness between day 2 and day 1
d2 = Difference of ear thickness between day 3 and day 1
d3 = Difference of ear thickness between day 6 and day 1
AOO = Acetone / Olive oil
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Table 3 (continued) 
 
 

 
 
 

Days
Groups Sex Test Animals

item 1 2 d1 3 d2 6 d3

4 Female 71582 33 0.22 0.21 -0.01 0.22 0.00 0.23 0.01
10% 34 0.22 0.22 0.00

35 0.24 0.25 0.01 0.24 0.00 0.25 0.01
36 0.22 0.23 0.01

M 0.23 0.23 0.00 0.23 0.00 0.24 0.01
SD 0.01 0.02 0.01 0.01 0.00 0.01 0.00

% (*) 1.11 0.00 4.44

5 Female 71582 37 0.22 0.22 0.00 0.22 0.00 0.26 0.04
25% 38 0.25 0.24 -0.01 0.24 -0.01 0.27 0.02

39 0.25 0.25 0.00 0.24 -0.01 0.28 0.03
40 0.21 0.21 0.00 0.22 0.01 0.24 0.03

M 0.23 0.23 0.00 0.23 0.00 0.26 0.03
SD 0.02 0.02 0.01 0.01 0.01 0.02 0.01

% (*) -1.08 -1.08 12.90

6 Female 71582 41 0.24 0.24 0.00 0.25 0.01 0.25 0.01
50% 42 0.23 0.22 -0.01 0.22 -0.01

43 0.25 0.25 0.00 0.24 -0.01 0.26 0.01
44 0.22 0.22 0.00 0.22 0.00 0.23 0.01

M 0.24 0.23 0.00 0.23 0.00 0.25 0.01
SD 0.01 0.02 0.01 0.02 0.01 0.02 0.00

% (*) -1.06 -1.06 4.26

M = Mean
SD = Standard Deviation
(*) = Percentage of ear thickness increase compared to day 1
d1 = Difference of ear thickness between day 2 and day 1
d2 = Difference of ear thickness between day 3 and day 1
d3 = Difference of ear thickness between day 6 and day 1
Animals found dead during the study not mentioned
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Table 4: Individual and mean body weight and body weight gain (g) 
 

 
 

Days
Groups Sex Animals

1 (1) 6

1 Female 21 17.8 1.7 19.5
22 19.6 1.1 20.7
23 16.4 3.6 20.0
24 16.5 1.0 17.5

M 17.6 1.9 19.4
SD 1.5 1.2 1.4

2 Female 25 17.2 2.0 19.2
26 19.3 0.7 20.0
27 16.6 2.4 19.0
28 21.2 0.1 21.3

M 18.6 1.3 19.9
SD 2.1 1.1 1.0

3 Female 29 19.3 0.6 19.9
30 20.3 1.1 21.4
31 18.2 1.9 20.1
32 17.6 1.4 19.0

M 18.9 1.3 20.1
SD 1.2 0.5 1.0

4 Female 33 17.9 1.3 19.2
34 16.1
35 18.6 1.8 20.4
36 14.8

M 16.9 1.6 19.8
SD 1.7 0.4 0.8

(1)     = Body weight gain
M      = Mean
SD    = Standard Deviation
Animals found dead during the study not mentioned
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Table 4 (continued) 
 
 

 
 

Days
Groups Sex Animals

1 (1) 6

5 Female 37 15.7 0.0 15.7
38 18.6 0.2 18.8
39 18.7 0.1 18.8
40 15.2 4.8 20.0

M 17.1 1.3 18.3
SD 1.9 2.4 1.8

6 Female 41 18.8 0.8 19.6
42 15.4
43 20.5 -0.1 20.4
44 14.9 1.7 16.6

M 17.4 0.8 18.9
SD 2.7 0.9 2.0

7 Female 45 17.6 1.2 18.8
46 15.6 1.6 17.2
47 15.7 1.6 17.3
48 17.6 1.7 19.3

M 16.6 1.5 18.2
SD 1.1 0.2 1.1

(1)     = Body weight gain
M      = Mean
SD    = Standard Deviation
Animal found dead during the study not mentioned
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APPENDICES 
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Distributed for Comment Only -- Do Not Cite or Quote



CIT/Study No. 25412 TSS/71582 23 

 
 

Distributed for Comment Only -- Do Not Cite or Quote



test material contains 0.2% Phenyl Methicone

Distributed for Comment Only -- Do Not Cite or Quote



Distributed for Comment Only -- Do Not Cite or Quote



Final Report 
Client: L’Oreal 
Study Number:  CRL74009-11 
Page 3 of 14

FINAL REPORT

REPEATED INSULT PATCH TEST
MARZULLI AND MAIBACH

PURPOSE

INVESTIGATIVE SITE

TEST MATERIAL

Test Material Test Condition Patch Type 

STUDY DATES

Distributed for Comment Only -- Do Not Cite or Quote



Final Report 
Client: L’Oreal 
Study Number:  CRL74009-11 
Page 4 of 14

PANEL SELECTION

Distributed for Comment Only -- Do Not Cite or Quote



Final Report 
Client: L’Oreal 
Study Number:  CRL74009-11 
Page 5 of 14

TEST METHOD

Distributed for Comment Only -- Do Not Cite or Quote



Final Report 
Client: L’Oreal 
Study Number:  CRL74009-11 
Page 6 of 14

TEST METHOD (Continued)

RESULTS

CONCLUSION

Distributed for Comment Only -- Do Not Cite or Quote



Final Report 
Client: L’Oreal 
Study Number:  CRL74009-11 
Page 7 of 14

REFERENCES

RETENTION

Distributed for Comment Only -- Do Not Cite or Quote



Final Report 
Client: L’Oreal 
Study Number:  CRL74009-11 
Page 8 of 14

 TABLE I 

Tabulation of Individual Scores 

Test Material: 

Challenge Scores 
 Induction Scores 48

Hours
72

Hours
96

Hours
Subject
Number 1 2 3 4 5 6 7 8 9 O V O V O V

1
2
3
4
5
6
7
8
9

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
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TABLE I 
(Continued)

Tabulation of Individual Scores 

Test Material: 

Challenge Scores 
 Induction Scores 48

Hours
72

Hours
96

Hours
Subject
Number 1 2 3 4 5 6 7 8 9 O V O V O V

26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
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TABLE I 
(Continued)

Tabulation of Individual Scores 

Test Material: 

Challenge Scores 
 Induction Scores 48

Hours
72

Hours
96

Hours
Subject
Number 1 2 3 4 5 6 7 8 9 O V O V O V

51
52
53
54
55
56
57
58
59
60
61
62
63
64
65
66
67
68
69
70
71
72
73
74
75
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TABLE I 
(Continued)

Tabulation of Individual Scores 

Test Material: 

Challenge Scores 
 Induction Scores 48

Hours
72

Hours
96

Hours
Subject
Number 1 2 3 4 5 6 7 8 9 O V O V O V

76
77
78
79
80
81
82
83
84
85
86
87
88
89
90
91
92
93
94
95
96
97
98
99

100
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TABLE I 
(Continued)

Tabulation of Individual Scores 

Test Material: 

Challenge Scores 
 Induction Scores 48

Hours
72

Hours
96

Hours
Subject
Number 1 2 3 4 5 6 7 8 9 O V O V O V

101
102
103
104
105
106
107
108
109
110
111
112
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SUMMARY

One (1) study material, Formula No. 842399, was evaluated neat to determine its ability to sensitize 

the skin of volunteer subjects with normal skin using a semi-occlusive repeated insult patch study. 

Two hundred three (203) subjects completed the study.  

Under the conditions employed in this study, there was no evidence of sensitization to Formula 

No. 842399. 
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1.0 OBJECTIVE 

The objective of this study was to determine the ability of the study material to cause sensitization 
by repeated topical applications to the skin of humans under controlled patch study conditions. 

2.0 RATIONALE 

Substances that come into contact with human skin need to be evaluated for their propensity to 
irritate and/or sensitize.  Once an appropriate pre-clinical safety evaluation has been performed, a 
reproducible, standardized, quantitative patch evaluation procedure must be used to demonstrate that 
a particular material can be applied safely to human skin without significant risk of adverse 
reactions.  The method herein employed is generally accepted for such a purpose. 

Repeated insult patch evaluation is a modified predictive patch study that can detect weak sensitizers 
that require multiple applications to induce a cell-mediated (Type IV) immune response sufficient to 
cause an allergic reaction.  Irritant reactions may also be detected using this evaluation method, 
although this is not the primary purpose of this procedure.  Results are interpreted according to 
interpretive criteria based upon published works, as well as the clinical experience of TKL Research, 
Inc.  These interpretive criteria are periodically reviewed and amended as new information becomes 
available.

3.0 STUDY DESIGN 

3.1 STUDY POPULATION

A sufficient number of subjects were enrolled to provide 200 completed subjects. In the absence of 
any sensitization reactions in this sample size (200 evaluable subjects), a 95% upper confidence 
bound on the population rate of sensitization would be 1.5%. 

3.1.1 Inclusion Criteria 

Individuals eligible for inclusion in the study were those who: 

1. were males or females, 18 to 70 years of age, in general good health;

2. were free of any systemic or dermatologic disorder which, in the opinion of the investigative
personnel, would have interfered with the study results or increased the risk of adverse events;

3. were of any skin type or race, providing the skin pigmentation would allow discernment of
erythema;

4. had completed a medical screening procedure; and

5. had read, understood, and signed an informed consent agreement.

3.1.2 Exclusion Criteria 

Individuals excluded from participation in the study were those who: 

1. had any visible skin disease at the study site which, in the opinion of the investigative personnel,
would have interfered with the evaluation;
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2. were receiving systemic or topical drugs or medication which, in the opinion of the investigative
personnel, would have interfered with the study results;

3. had psoriasis and/or active atopic dermatitis/eczema;

4. were females who were pregnant, planning to become pregnant during the study, or
breast-feeding;

5. had a known sensitivity to cosmetics, skin care products, or topical drugs as related to the
material being evaluated; and/or

6. were participating in another study or had been recruited to participate in another study
concurrently.

3.1.3 Informed Consent 

A properly executed informed consent document was obtained from each subject prior to entering 
the study.  The signed informed consent document is maintained in the study file.  In addition, the 
subject was provided with a copy of the informed consent document (see Appendix III). 

3.2 DESCRIPTION OF STUDY

3.2.1 Outline of Study Procedures 

Subjects participated in the study over a 6-week period involving 3 phases: (1) Induction, (2) Rest, 
and (3) Challenge.  Prior to study entry, the subjects were screened to assure that they met the 
inclusion/exclusion criteria.  Informed consent was obtained.  Each subject was provided with a 
schedule of the study activities.  All subjects were told to avoid wetting the patches and were asked 
not to engage in activities that caused excessive perspiration.  They were instructed to notify the 
staff if they experienced any discomfort beyond mild itching or observed any adverse changes at the 
patch sites, while on the study or within 2 weeks of completing the study. 

The Induction Phase consisted of 9 applications of the study material and subsequent evaluations of 
the patch sites.  Prior to application of the patches, the sites were outlined with a skin marker, eg, 
gentian violet.  The subjects were required to remove the patches approximately 24 hours after 
application.  They returned to the facility at 48-hour intervals to have the sites evaluated and 
identical patches applied to the same sites. Patches applied on Friday were removed by subjects after 
24 hours.  The sites were evaluated on the following Monday, ie, 72 hours after patch application.2

2 A Monday or Friday holiday could result in evaluation at 96 hours after patch application. 

Following the ninth evaluation, the subjects were dismissed for a rest period of approximately 
10-15 days.

Subjects who were absent once during the induction phase received a make-up (MU) patch at the 
last induction visit.  The MU applications were graded 48 hours later at the MU visit, or were 
recorded as N9G (no ninth grading).
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The Challenge Phase was initiated during the sixth week of the study.  Identical patches were 
applied to sites previously unexposed to the study material.  The patches were removed by subjects 
after 24 hours and the sites graded after additional 24-hour and 48-hour periods (ie, 48 and 72 hours 
after application).  Rechallenge was performed whenever there was evidence of possible 
sensitization.

To be considered a completed case, a subject must have had 9 applications and no fewer than 
8 subsequent readings during induction, and a single application and 2 readings during challenge. 
Only completed cases were used to assess sensitization. 

3.2.2 Study Flow Chart 

WEEK 1 

DAY ACTIVITIES

1* Staff obtained informed consent, reviewed completed medical screening form, applied patches 

2 Subject removed patches 

3 Staff graded sites, applied patches 

4 Subject removed patches 

5 Staff graded sites, applied patches 

6 Subject removed patches  

WEEK 2

DAY ACTIVITIES

1 Staff graded sites, applied patches 

2-6 Same as Week 1  

WEEK 3 

DAY ACTIVITIES

1-6 Same as Week 2 

WEEK 4 

DAY ACTIVITIES

1 Staff graded sites; applied make-up (MU) induction patches, if required 

2 Subject removed MU patches 

3 Staff graded MU induction sites at MU visit 

4-7 Rest period  

WEEK 5

DAY ACTIVITIES

1-7 Rest period 

* Study flow starting with Week 1, Day 1, was altered when enrollment occurred on Wednesday or Friday.
Study flow could be altered if a holiday occurred during the study.
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WEEK 6

DAY ACTIVITIES

1 Staff applied patches 

2 Subject removed patches 

3 Staff graded sites 

4 Staff graded sites 

3.2.3 Definitions Used for Grading Responses 

The symbols found in the scoring scales below were used to express the response observed at the 
time of examination:

SYMBOL  REACTION

- = No reaction

? = Minimal or doubtful response, slightly different from surrounding normal skin 

+ = Definite erythema, no edema

++ = Definite erythema, definite edema 

+++ = Definite erythema, definite edema and vesiculation 

SPECIAL NOTATIONS

E = Marked/severe erythema 

S = Spreading of reaction beyond patch site (ie, reaction where material did not contact skin) 

p = Papular response > 50% 

pv = Papulovesicular response > 50% 

D = Damage to epidermis: oozing, crusting and/or superficial erosions

I = Itching

X = Subject absent 

PD = Patch dislodged 

NA = Not applied 

NP = Not patched (due to reaction achieved) 

N9G = No ninth grading 

3.2.4 Evaluation of Responses 

All responses were graded by a trained dermatologic evaluator meeting TKL’s strict certification 
requirements to standardize the assignment of response grades. 

Distributed for Comment Only -- Do Not Cite or Quote



L’Oréal USA Products, Inc. 
Study No. DT034260 -8- TKL Study No. DS106709/106909-4 

4.0 NATURE OF STUDY MATERIAL 

4.1 STUDY MATERIAL SPECIFICATIONS

Identification : 842399     Eye Shadow 
Amount Applied : 0.2 g 
Special Instructions : Volatilized for 30 minutes prior to patch application. 

4.2 STORAGE, HANDLING, AND DOCUMENTATION OF STUDY MATERIAL

Receipt of the material used in this study was documented in a general logbook, which serves as a 
permanent record of the receipt, storage, and disposition of all study material received by TKL.  On 
the basis of information provided by the sponsor, the study material was considered reasonably safe 
for evaluation on human subjects.  A sample of the study material was reserved and will be stored 
for a period of 6 months.  All study material was kept in a locked product storage room accessible to 
clinical staff members only.  At the conclusion of the clinical study, the remaining study material 
was discarded or returned to the sponsor and the disposition documented in the logbook.   

4.3 APPLICATION OF STUDY MATERIAL

All study material was supplied by the sponsor.  Material was applied in an amount proportionate to 
the patch type or as requested by the sponsor, generally 0.2 mL or g or an amount sufficient to cover 
the 2 cm x 2 cm patch.  The patches were applied to the infrascapular area of the back, either to the 
right or left of the midline, or to the upper arm.  

4.4 DESCRIPTION OF PATCH CONDITIONS

Material evaluated under occlusive patch conditions is applied to a 2 cm x 2 cm Webril pad attached 
to a non-porous, plastic film adhesive bandage (3M medical tape).  The patches are secured with 
hypoallergenic tape (Micropore), as needed. 

Material evaluated under semi-occlusive patch conditions is applied to a 2 cm x 2 cm Webril pad. 
The pads are affixed to the skin with hypoallergenic tape (Micropore). 

5.0 INTERPRETATION 

Sensitization is characterized by an acute allergic contact dermatitis.  Typical sensitization reactions 
begin with an immunologic response in the dermis resulting in erythema, edema formation, and 
secondary epidermal damage (vesiculation), sometimes extending beyond the patch site and often 
accompanied by itching.  Sensitization reactions tend to be delayed.  The reaction typically becomes 
evident between 24 and 48 hours, peaks at 48-72 hours and subsequently subsides.  The reaction is 
often greater at 72 hours than at 48 hours.  The severity of the reaction is generally greater during 
the challenge phase of a Repeated Insult Patch Test (RIPT) than that seen during induction.

Irritant reactions are characterized as a non-immunologic, localized, superficial, exudative, 
inflammatory response of the skin due to an externally applied material.  The typical initial reaction 
does not develop much edema or vesiculation but results in scaling, drying, cracking, oozing, 
crusting, and erosions.  The reaction is usually sharply delineated, not spreading beyond the patch 
site.  Irritant reactions are typically evident by 24 hours and diminish over the next 48-72 hours. 
Removal of the offending agent results in gradual improvement of the epidermal damage.  The  
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reaction seen at 72 hours is, therefore, less severe than that seen at 48 hours.  Finally, the severity of 
the reaction experienced in the challenge phase is generally similar to that seen during induction. 

If the results of the study indicate the likelihood of sensitization, the recommended practice is to 
rechallenge the subjects who have demonstrated sensitization-like reactions to confirm that these 
reactions are, indeed, associated with the product.  Our preferred rechallenge procedure involves the 
application of the product to naïve sites, under both occlusive and semi-occlusive patch conditions. 
Use of the semi-occlusive patch condition helps to differentiate irritant and sensitization reactions. 
Generally speaking, if a product is a sensitizer it will produce a similar reaction under both occlusion 
and semi-occlusion.  Whereas, if the product has caused an irritant reaction, the reactions will be less 
pronounced under the semi-occlusive condition. 

6.0 DOCUMENTATION AND RETENTION OF DATA 

The case report forms (CRFs) were designed to identify each subject by subject number and initials, 
and to record demographics, examination results, adverse events, and end of study status. Originals
or copies of all CRFs, correspondence, study reports, and all source data will be kept on hard-copy 
file for a minimum of 5 years from completion of the study.  Storage was maintained either at a TKL 
facility in a secured room accessible only to TKL employees, or at an offsite location which 
provided a secure environment with burglar/fire alarm systems, camera detection and controlled 
temperature and humidity.  Documentation will be available for the sponsor's review on the premises 
of TKL. 

7.0 RESULTS AND DISCUSSION 

Two hundred thirty-nine (239) subjects between the ages of 18 and 70 were enrolled and 
203 subjects completed the study (see Tables 1 and 2 in Appendix I and Data Listings 1 and 2 in 
Appendix II).

The following table summarizes subject enrollment and disposition. 

Number enrolled: 239

Number discontinued: 36

Lost to follow-up: 
32

Voluntary withdrawal:  4 

Number completed: 203

Source: Table 1, Appendix I 

There were no adverse events reported. 

A summary of response data is provided in Table 3, Appendix I.  Individual dermatological response 
grades are provided in Data Listing 3, Appendix II.
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8.0 CONCLUSION 

Under the conditions employed in this study, there was no evidence of sensitization to Formula 
No. 842399. 
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Table 1:  Summary of Subject Enrollment and Disposition 

N (%) 

Subjects enrolled 122

Subjects completed induction phase 105 (86.1) 
Subjects completed all phases 104 (85.2) 

Total subjects discontinued 18 (14.8) 
Lost to follow-up 16 (13.1) 
Voluntary withdrawal 2 (1.6) 

Note:  All percentages are relative to total subjects enrolled. 

See data listing 1 for further detail. 
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Table 2:  Summary of Subject Demographics 
All Enrolled Subjects 

 Age

N (%) 18 to 44 54 (44.3) 
N (%) 45 to 64 58 (47.5) 
N (%) 65 and up 10 (8.2) 

Mean (SD) 44.9 (14.0) 
Median 46.5
Range 18.0 to 70.8 

 Gender 

N (%) Male 38 (31.1) 
N (%) Female 84 (68.9) 

 Race

Asian 1 (0.8) 
Black 14 (11.5) 
Caucasian 79 (64.8) 
Hispanic 28 (23.0) 

See data listing 2 for further detail. 

Generated on  09/22/09:10:15  by DEMOSMY.SAS / Uses: DEMOGS 

Distributed for Comment Only -- Do Not Cite or Quote



 L'OREAL USA 
TKL Study No. DS106709 Page 1 of 1 

 Table 3:  Summary of Dermatologic Response Grades 
 Number of Subjects by Product 

Product = 842399 DT034260 

Induction Reading Challenge Phase 

Response 1 2 3 4 5 6 7 8 9
Make 

Up 48hr 72hr 96hr(*)

- 111 108 110 108 104 103 103 99 102 34 104 104
Total evaluable 111 108 110 108 104 103 103 99 102 34 104 104
Number absent 3 6 3 4 6 6 3 7 3 0 0

Number discontinued 8 8 9 10 12 13 16 16 17 18 18

 Maximum Elicited Response During Induction 
 All Subjects Completing Induction (N=105) 

Response n(%) Subjects 

- 105 (100.0%)

(*) when required 

Key to Symbols: 
- = No reaction  ? = Minimal or doubtful response, slightly  / different from surrounding normal skin 
+ = Definite erythema, no edema  ++ = Definite erythema, definite edema 
+++ = Definite erythema, definite edema and vesiculation 
D = Damage to epidermis: oozing, crusting and/or superficial erosions 
p = Papular response >50% 
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Table 1:  Summary of Subject Enrollment and Disposition 

N (%) 

Subjects enrolled 117

Subjects completed induction phase 100 (85.5) 
Subjects completed all phases 99 (84.6) 

Total subjects discontinued 18 (15.4) 
Lost to follow-up 16 (13.7) 
Voluntary withdrawal 2 (1.7) 

Note:  All percentages are relative to total subjects enrolled. 

See data listing 1 for further detail. 
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Table 2:  Summary of Subject Demographics 
All Enrolled Subjects 

 Age

N (%) 18 to 44 49 (41.9) 
N (%) 45 to 64 63 (53.8) 
N (%) 65 and up 5 (4.3) 

Mean (SD) 45.8 (12.5) 
Median 46.3
Range 18.5 to 70.0 

 Gender 

N (%) Male 35 (29.9) 
N (%) Female 82 (70.1) 

 Race

Amer Ind 1 (0.9) 
Asian 1 (0.9) 
Black 2 (1.7) 
Caucasian 61 (52.1) 
Hispanic 52 (44.4) 

See data listing 2 for further detail. 
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 Table 3:  Summary of Dermatologic Response Grades 
 Number of Subjects by Product 

Product = 842399 DT034260

Induction Reading Challenge Phase 

Response 1 2 3 4 5 6 7 8 9
Make 

Up 48hr 72hr 96hr(*)

- 102 104 104 98 98 100 101 96 100 17 98 99
? 0 0 0 0 0 0 0 0 0 0 1 0

Total evaluable 102 104 104 98 98 100 101 96 100 17 99 99
Number absent 4 1 1 5 4 1 0 4 0 0 0

Number discontinued 11 12 12 14 15 16 16 17 17 18 18

 Maximum Elicited Response During Induction 
 All Subjects Completing Induction (N=100) 

Response n(%) Subjects 

- 100 (100.0%)

(*) when required 

Key to Symbols: 
- = No reaction  ? = Minimal or doubtful response, slightly  / different from surrounding normal skin 
+ = Definite erythema, no edema  ++ = Definite erythema, definite edema 
+++ = Definite erythema, definite edema and vesiculation 
D = Damage to epidermis: oozing, crusting and/or superficial erosions 
p = Papular response >50% 
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 Data Listing 1:  Subject Enrollment and Disposition 

Study Dates 

Subject No. Screened 1st Applic Chall Applic Ended 

Last
Reading

#
Completion

Status
Days in 
Study 

001 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
002 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
003 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
004 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
005 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
006 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
007 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
008 07/27/09 07/27/09 -- 07/31/09 I0 L 5 
009 07/27/09 07/27/09 -- 07/31/09 I0 L 5 
010 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
011 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
012 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
013 07/27/09 07/27/09 -- 08/05/09 I2 L 10 
014 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
015 07/27/09 07/27/09 -- 08/17/09 I8 L 22 
016 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
017 07/27/09 07/27/09 -- 07/31/09 I0 L 5 
018 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
019 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
020 07/27/09 07/27/09 -- 08/10/09 I4 L 15 
021 07/27/09 07/27/09 -- 08/12/09 I6 L 17 
022 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
023 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
024 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
025 07/27/09 07/27/09 -- 08/31/09 I9 S 36 
026 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
027 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
028 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
029 07/27/09 07/27/09 -- 07/31/09 I0 L 5 
030 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
031 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 

Key: 
Last Reading # (I=Induction Phase, C=Challenge Phase) 
Completion Status (C=Completed, L=Lost to follow-up, S=Voluntary withdrawal, V=Protocol violation, AE=Adverse 
event, O=Other) 
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 Data Listing 1:  Subject Enrollment and Disposition 

Study Dates 

Subject No. Screened 1st Applic Chall Applic Ended 

Last
Reading

#
Completion

Status
Days in 
Study 

032 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
033 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
034 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
035 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
036 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
037 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
038 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
039 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
040 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
041 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
042 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
043 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
044 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
045 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
046 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
047 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
048 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
049 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
050 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
051 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
052 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
053 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
054 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
055 07/27/09 07/27/09 -- 08/12/09 I6 L 17 
056 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
057 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
058 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
059 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
060 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
061 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
062 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 

Key: 
Last Reading # (I=Induction Phase, C=Challenge Phase) 
Completion Status (C=Completed, L=Lost to follow-up, S=Voluntary withdrawal, V=Protocol violation, AE=Adverse 
event, O=Other) 
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 Data Listing 1:  Subject Enrollment and Disposition 

Study Dates 

Subject No. Screened 1st Applic Chall Applic Ended 

Last
Reading

#
Completion

Status
Days in 
Study 

063 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
064 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
065 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
066 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
067 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
068 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
069 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
070 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
071 07/27/09 07/27/09 -- 08/14/09 I6 L 19 
072 07/27/09 07/27/09 -- 07/31/09 I0 L 5 
073 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
074 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
075 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
076 07/27/09 07/27/09 08/31/09 09/03/09 C C 39 
077 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
078 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
079 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
080 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
081 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
082 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
083 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
084 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
085 07/31/09 07/31/09 -- 08/12/09 I3 L 13 
086 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
087 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
088 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
089 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
090 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
091 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
092 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
093 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 

Key: 
Last Reading # (I=Induction Phase, C=Challenge Phase) 
Completion Status (C=Completed, L=Lost to follow-up, S=Voluntary withdrawal, V=Protocol violation, AE=Adverse 
event, O=Other) 
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 Data Listing 1:  Subject Enrollment and Disposition 

Study Dates 

Subject No. Screened 1st Applic Chall Applic Ended 

Last
Reading

#
Completion

Status
Days in 
Study 

094 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
095 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
096 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
097 07/31/09 07/31/09 -- 08/05/09 I0 L 6 
098 07/31/09 07/31/09 -- 08/03/09 I0 S 4 
099 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
100 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
101 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
102 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
103 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
104 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
105 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
106 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
107 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
108 07/31/09 07/31/09 -- 08/14/09 I5 L 15 
109 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
110 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
111 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
112 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
113 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
114 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
115 07/31/09 07/31/09 -- 08/05/09 I0 L 6 
116 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
117 07/31/09 07/31/09 -- 08/14/09 I4 L 15 
118 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
119 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
120 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
121 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 
122 07/31/09 07/31/09 08/31/09 09/03/09 C C 35 

Key: 
Last Reading # (I=Induction Phase, C=Challenge Phase) 
Completion Status (C=Completed, L=Lost to follow-up, S=Voluntary withdrawal, V=Protocol violation, AE=Adverse 
event, O=Other) 
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 Data Listing 3:  Dermatologic Response Grades 
By Product and Subject 

Product = 842399 DT034260 

Induction Reading Challenge Phase 
Subject 

No. 1 2 3 4 5 6 7 8 9 MU 48hr 72hr 96hr(*) 
001 - - - - - - - - - - - 
002 - - - - - - - - - - - 
003 - - - - - - - - - - - 
004 - - - - - - - - - - - 
005 - - - - - - - - - - - 
006 - - - - - - - - - - - 
007 - - - - - - - - - - - 
008 X X X X X X X X X X X 
009 X X X X X X X X X X X 
010 - - - - - - - - - - - 
011 - - - X - - - - - - - - 
012 - - - - - - - - N9G - - 
013 - - X X X X X X X X X 
014 - - - - - - - - - - - 
015 - X - - - - - - X X X 
016 - - - - - - - - - - - 
017 X X X X X X X X X X X 
018 - - - - - - - - - - - 
019 - - - - - - - - - - - 
020 - - - - X X X X X X X 
021 - - - - X - X X X X X 
022 X - - - - - - - - - - -
023 - - - - - - - X - - - - 

Key to Symbols: 
- = No reaction  ? = Minimal or doubtful response, slightly different from surrounding normal skin 
+ = Definite erythema, no edema  ++ = Definite erythema, definite edema 
+++ = Definite erythema, definite edema and vesiculation 
N9G = No ninth grading    NA = Not applied    NP = Not patched due to reaction achieved 
X = Reading not performed due to missed visit or subject discontinuation 
D = Damage to epidermis: oozing, crusting and/or superficial erosions 
p = Papular response >50%                  NR=Data not recorded 
MU = Make-up reading for missed induction visit 

(*) When required 
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 Data Listing 3:  Dermatologic Response Grades 
By Product and Subject 

Product = 842399 DT034260 

Induction Reading Challenge Phase 
Subject 

No. 1 2 3 4 5 6 7 8 9 MU 48hr 72hr 96hr(*) 
024 - - - - - - - - - - - 
025 - - - - - - - X - - X X 
026 - - - - - X - - - - - - 
027 - - - - - - - - - - - 
028 - X - - - - - - - - - - 
029 X X X X X X X X X X X 
030 - - - - - - - - - - - 
031 - - - - - - - - - - - 
032 - - - - - - - - - - - 
033 - - - - - - - - - - - 
034 - - - - - - - - - - - 
035 - - - - - - - - - - - 
036 - - - - - - - - - - - 
037 - - - - - - - - - - - 
038 - - - - X - - - - - - -
039 - - - - - - - - - - -
040 - - - - - - - - N9G - - 
041 - - - - - - - - - - - 
042 - - - - - - - - - - - 
043 - - - - - - - - - - - 
044 - - - - X - - - - - - -
045 - - - - - - - - - - -
046 - X - - - - - - - - - - 

(*) When required 
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 Data Listing 3:  Dermatologic Response Grades 
By Product and Subject 

Product = 842399 DT034260 

Induction Reading Challenge Phase 
Subject 

No. 1 2 3 4 5 6 7 8 9 MU 48hr 72hr 96hr(*) 
047 - - - - - - - - - - - 
048 - - - - - - X - - - - - 
049 - - - - X - - - - - - -
050 - - - - - - - - - - -
051 - - - - - - - X - - - - 
052 - - - - - - - - - - - 
053 - - X - - - - - - - - - 
054 - - - - X - - - - - - -
055 - - - X - - X X X X X
056 - - - - - - - X - - - - 
057 - - - - - - - X - - - - 
058 - - - - - - - - - - - 
059 - - - - - - - - - - - 
060 - - - - - - - X - - - - 
061 - - - - - - - - - - - 
062 - - - - - - - - N9G - - 
063 - - - - - - - X - - - - 
064 - - - - - - - - - - - 
065 - - - - - - - - - - - 
066 - - - - - - - - - - - 
067 - - - - - - X - - - - - 
068 - - - - - - - - - - - 
069 - - X - - - - - - - - - 

(*) When required 
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 Data Listing 3:  Dermatologic Response Grades 
By Product and Subject 

Product = 842399 DT034260 

Induction Reading Challenge Phase 
Subject 

No. 1 2 3 4 5 6 7 8 9 MU 48hr 72hr 96hr(*) 
070 - - - X - - - - - - - - 
071 - - - - - - X X X X X 
072 X X X X X X X X X X X 
073 - - - - - - - - - - - 
074 X - - - - - - - - - - -
075 - - - - - - - - - - -
076 X - - - - - - - - - - -
077 - - - - - - - - - - -
078 - - - - - X - - - - - - 
079 - - - - - - - - - - - 
080 - - - - - - - - - - - 
081 - - - - - - - - - - - 
082 - - X - - - - - - - - - 
083 - - - - - - - - - - - 
084 - X - - - - - - - - - - 
085 - - - X X X X X X X X 
086 - - - - - - - - - - - 
087 - - - - - - - - - - - 
088 - - - - - - - - - - - 
089 - - - - - - - - - - - 
090 - - - - - - - - - - - 
091 - - - - - - - - - - - 
092 - - - - - - - - - - - 

(*) When required 
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 Data Listing 3:  Dermatologic Response Grades 
By Product and Subject 

Product = 842399 DT034260 

Induction Reading Challenge Phase 
Subject 

No. 1 2 3 4 5 6 7 8 9 MU 48hr 72hr 96hr(*) 
093 - - - - - - - - - - - 
094 - - - - - - - - - - - 
095 - - - - - - - - - - - 
096 - - - - - - - - - - - 
097 X X X X X X X X X X X 
098 X X X X X X X X X X X 
099 - - - - - - - - - - - 
100 - - - - - - - - - - - 
101 - - - - - - - - - - - 
102 - - - - - - - - - - - 
103 - - - - - - - - - - - 
104 - - - - - - - - - - - 
105 - - - - - - - - - - - 
106 - - - - - - - - - - - 
107 - - - - - - X - - - - - 
108 - X - - - X X X X X X 
109 - - - - - X - - - - - - 
110 - - - - - - - - - - - 
111 - - - - - X - - - - - - 
112 - X - - - - - - - - - - 
113 - - - - X - - - - - - -
114 - - - - - X - - - - - -
115 X X X X X X X X X X X
116 - - - X - - - - - - - - 
117 - - - - X X X X X  X X 
118 - - - - - - - - - - - 
119 - - - - - X - - - - - - 
120 - - - - - - - - - - - 
121 - - - - - - - - - - - 
122 - - - - - - - - - - - 

(*) When required 
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 Data Listing 1:  Subject Enrollment and Disposition 

Study Dates 

Subject No. Screened 1st Applic Chall Applic Ended 

Last
Reading

#
Completion

Status
Days in 
Study 

001 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
002 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
003 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
004 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
005 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
006 07/22/09 07/22/09 -- 07/27/09 I0 L 6 
007 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
008 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
009 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
010 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
011 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
012 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
013 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
014 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
015 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
016 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
017 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
018 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
019 07/22/09 07/22/09 -- 07/27/09 I0 L 6 
020 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
021 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
022 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
023 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
024 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
025 07/22/09 07/22/09 -- 07/31/09 I3 S 10 
026 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
027 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
028 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
029 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
030 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
031 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 

Key: 
Last Reading # (I=Induction Phase, C=Challenge Phase) 
Completion Status (C=Completed, L=Lost to follow-up, S=Voluntary withdrawal, V=Protocol violation, AE=Adverse 
event, O=Other) 
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 Data Listing 1:  Subject Enrollment and Disposition 

Study Dates 

Subject No. Screened 1st Applic Chall Applic Ended 

Last
Reading

#
Completion

Status
Days in 
Study 

032 07/22/09 07/22/09 -- 08/05/09 I4 L 15 
033 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
034 07/22/09 07/22/09 -- 07/27/09 I0 L 6 
035 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
036 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
037 07/22/09 07/22/09 -- 07/27/09 I0 L 6 
038 07/22/09 07/22/09 -- 07/27/09 I0 L 6 
039 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
040 07/22/09 07/22/09 -- 07/27/09 I0 L 6 
041 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
042 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
043 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
044 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
045 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
046 07/22/09 07/22/09 -- 07/27/09 I0 L 6 
047 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
048 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
049 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
050 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
051 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
052 07/22/09 07/22/09 -- 08/24/09 I9 L 34 
053 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
054 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
055 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
056 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
057 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
058 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
059 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
060 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
061 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
062 07/22/09 07/22/09 -- 07/31/09 I3 S 10 

Key: 
Last Reading # (I=Induction Phase, C=Challenge Phase) 
Completion Status (C=Completed, L=Lost to follow-up, S=Voluntary withdrawal, V=Protocol violation, AE=Adverse 
event, O=Other) 
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 Data Listing 1:  Subject Enrollment and Disposition 

Study Dates 

Subject No. Screened 1st Applic Chall Applic Ended 

Last
Reading

#
Completion

Status
Days in 
Study 

063 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
064 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
065 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
066 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
067 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
068 07/22/09 07/22/09 -- 07/27/09 I0 L 6 
069 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
070 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
071 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
072 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
073 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
074 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
075 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
076 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
077 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
078 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
079 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
080 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
081 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
082 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
083 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
084 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
085 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
086 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
087 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
088 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
089 07/22/09 07/22/09 -- 07/27/09 I0 L 6 
090 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
091 07/22/09 07/22/09 -- 07/29/09 I1 L 8 
092 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
093 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 

Key: 
Last Reading # (I=Induction Phase, C=Challenge Phase) 
Completion Status (C=Completed, L=Lost to follow-up, S=Voluntary withdrawal, V=Protocol violation, AE=Adverse 
event, O=Other) 
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 Data Listing 1:  Subject Enrollment and Disposition 

Study Dates 

Subject No. Screened 1st Applic Chall Applic Ended 

Last
Reading

#
Completion

Status
Days in 
Study 

094 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
095 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
096 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
097 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
098 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
099 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
100 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
101 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
102 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
103 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
104 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
105 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
106 07/22/09 07/22/09 -- 08/05/09 I5 L 15 
107 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
108 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
109 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
110 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
111 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
112 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
113 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
114 07/22/09 07/22/09 08/24/09 08/27/09 C C 37 
115 07/22/09 07/22/09 -- 08/10/09 I7 L 20 
116 07/22/09 07/22/09 -- 07/27/09 I0 L 6 
117 07/22/09 07/22/09 -- 07/27/09 I0 L 6 

Key: 
Last Reading # (I=Induction Phase, C=Challenge Phase) 
Completion Status (C=Completed, L=Lost to follow-up, S=Voluntary withdrawal, V=Protocol violation, AE=Adverse 
event, O=Other) 
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 Data Listing 3:  Dermatologic Response Grades 
By Product and Subject 

Product = 842399 DT034260

Induction Reading Challenge Phase 

Subject 
No. 1 2 3 4 5 6 7 8 9 MU 48hr 72hr 96hr(*) 

001 - - - - - - - - - - - 
002 - - - - - - - - - - - 
003 - - - - - - - - - ? - 
004 - - - - - - - - - - - 
005 - - - - - - - - - - - 
006 X X X X X X X X X  X X 
007 X - - - - - - - - - - -
008 - - - - X - - - - - - -
009 - - - X - - - - - - - - 
010 - - - - - - - - - - - 
011 - - - - - - - - - - - 
012 X - - - - - - - - - - -
013 - - - - - - - - - - -
014 - - - - - - - - - - -
015 - - - - - - - - - - -
016 - - - - - - - - - - -
017 X - - - - - - - - - - -
018 - - - - - - - - - - -
019 X X X X X X X X X X X
020 - - - - - - - - - - -
021 - - - - - - - - - - -
022 - - - - - - - - - - -
023 - - - - - - - - - - -

Key to Symbols: 
- = No reaction  ? = Minimal or doubtful response, slightly different from surrounding normal skin 
+ = Definite erythema, no edema  ++ = Definite erythema, definite edema 
+++ = Definite erythema, definite edema and vesiculation 
N9G = No ninth grading    NA = Not applied    NP = Not patched due to reaction achieved 
X = Reading not performed due to missed visit or subject discontinuation 
D = Damage to epidermis: oozing, crusting and/or superficial erosions 
p = Papular response >50%                  NR=Data not recorded 
MU = Make-up reading for missed induction visit 

(*) When required 
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 Data Listing 3:  Dermatologic Response Grades 
By Product and Subject 

Product = 842399 DT034260

Induction Reading Challenge Phase 

Subject 
No. 1 2 3 4 5 6 7 8 9 MU 48hr 72hr 96hr(*) 

024 - - - - - - - - - - - 
025 - - - X X X X X X X X 
026 X - - - - - - - - N9G - - 
027 - - - - - - - - - - - 
028 - - - - - - - - - - - 
029 - - - - - - - - - - - 
030 - - - - - - - - - - - 
031 - - - - - - - - - - - 
032 - - - - X X X X X X X 
033 - - - - - - - - - - - 
034 X X X X X X X X X X X 
035 - - - - - - - - - - - 
036 - - - - - - - - - - - 
037 X X X X X X X X X X X 
038 X X X X X X X X X X X 
039 - - - - X - - - - - - -
040 X X X X X X X X X X X
041 - - - - - - - X - - - - 
042 - - - - - - - - - - - 
043 - - - - - - - - - - - 
044 - - - - - - - - - - - 
045 - - - - X - - - - - - -
046 X X X X X X X X X X X

(*) When required 
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 Data Listing 3:  Dermatologic Response Grades 
By Product and Subject 

Product = 842399 DT034260

Induction Reading Challenge Phase 

Subject 
No. 1 2 3 4 5 6 7 8 9 MU 48hr 72hr 96hr(*) 

047 - - - - - - - - - - - 
048 - - - - - - - - - - - 
049 - - - - - - - - - - - 
050 - - - - - - - - - - - 
051 - - - - - - - - - - - 
052 - - - - - - - - - X X 
053 - - - - - - - - - - - 
054 - - - - - - - - - - - 
055 - - - - - - - - - - - 
056 - - - X - - - - - - - - 
057 - - - - - - - - - - - 
058 - - - - - - - - - - - 
059 - - - - - - - - - - - 
060 - - X - - - - - - - - - 
061 - - - - - - - X - - - - 
062 - - - X X X X X X  X X 
063 - - - - - - - - - - - 
064 - - - - - - - - - - - 
065 - - - - - - - - - - - 
066 - - - - - - - - - - - 
067 - - - - - - - - - - - 
068 X X X X X X X X X X X 
069 - - - - - - - - - - - 

(*) When required 
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 Data Listing 3:  Dermatologic Response Grades 
By Product and Subject 

Product = 842399 DT034260

Induction Reading Challenge Phase 

Subject 
No. 1 2 3 4 5 6 7 8 9 MU 48hr 72hr 96hr(*) 

070 - - - - - - - - - - - 
071 - - - - - - - - - - - 
072 - - - - - - - - - - - 
073 - - - - - - - - - - - 
074 - - - - - - - - - - - 
075 - - - - - - - - - - - 
076 - - - - - - - - - - - 
077 - - - - - - - - - - - 
078 - - - - - - - - - - - 
079 - - - - - - - - - - - 
080 - - - - - - - - - - - 
081 - - - - - - - - - - - 
082 - - - - - - - - - - - 
083 - - - - - - - - - - - 
084 - - - - - - - - - - - 
085 - - - - - - - X - - - - 
086 - - - - - - - - - - - 
087 - - - - - - - - - - - 
088 - - - - - - - - - - - 
089 X X X X X X X X X  X X 
090 - - - - - - - - - - - 
091 - X X X X X X X X  X X 
092 - - - - - - - - - - - 

(*) When required 
Generated on  09/02/09:11:20  by DETAIL.SAS/USES: RESPONSE, PRODLIST 
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 Data Listing 3:  Dermatologic Response Grades 
By Product and Subject 

Product = 842399 DT034260

Induction Reading Challenge Phase 

Subject 
No. 1 2 3 4 5 6 7 8 9 MU 48hr 72hr 96hr(*) 

093 - - - - - - - - - - - 
094 - X - - - - - - - - - - 
095 - - - - - - - - - - - 
096 - - - - - - - - - - - 
097 - - - - - - - - - - - 
098 - - - - - - - - - - - 
099 - - - - - - - - - - - 
100 - - - - - - - X - - - - 
101 - - - - - - - - - - - 
102 - - - - X - - - - - - -
103 - - - - - - - - - - -
104 - - - X - - - - - - - - 
105 - - - X - - - - - - - - 
106 - - - X - X X X X  X X 
107 - - - - - - - - - - - 
108 - - - - - - - - - - - 
109 - - - - - - - - - - - 
110 - - - - - - - - - - - 
111 - - - - - - - - - - - 
112 - - - - - - - - - - - 
113 - - - - - - - - - - - 
114 - - - - - - - - - - - 
115 - - - - - X - X X X X 
116 X X X X X X X X X X X 
117 X X X X X X X X X X X 

(*) When required 
Generated on  09/02/09:11:20  by DETAIL.SAS/USES: RESPONSE, PRODLIST 
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TKL Study No. DS102411 Page  1 of  1 

Table 1:  Summary of Subject Enrollment and Disposition 

N (%) 
Subjects enrolled 108

Subjects completed induction phase 104 (96.3) 
Subjects completed all phases 103 (95.4) 

Total subjects discontinued 5 (4.6) 
Lost to follow-up 1 (0.9) 
Voluntary withdrawal 4 (3.7) 

Note:  All percentages are relative to total subjects enrolled. 

See data listing 1 for further detail. 

Generated on  05/31/11:14:46  by DISPSMY.SAS / Uses: FINAL 
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TKL Study No. DS102411 Page 1 of 1 

Table 2: Summary of Subject Demographics
All Enrolled Subjects 

Age 

N (%) 18 to 44 36 (33.3)
N (%) 45 to 64 50 (46.3)
N (%) 65 and up 22 (20.4)

Mean (SD) 50.9 (14.4)
Median 52.9 
Range 18.3 to 71.0 

Gender

N (%) Male 27 (25.0)
N (%) Female 81 (75.0)

Race 

Black 1 (0.9)
Caucasian 5 (4.6)
Hispanic 102 (94.4) 

See data listing 2 for further detail. 

Generated on 05/31/11:14:46 by DEMOSMY.SAS / Uses: DEMOGS
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 Table 3:  Summary of Dermatologic Response Grades 
 Number of Subjects by Product 

Product = 677609 1 DT043488 

Induction Reading Challenge Phase 

Response 1 2 3 4 5 6 7 8 9
Make 

Up 48hr 72hr 96hr(*)
- 106 107 105 103 104 104 102 103 104 6 103 103

Total evaluable 106 107 105 103 104 104 102 103 104 6 103 103
Number absent 1 0 1 3 2 1 3 1 0 0 0

Number discontinued 1 1 2 2 2 3 3 4 4 5 5

 Maximum Elicited Response During Induction 
 All Subjects Completing Induction (N=104) 

Response n(%) Subjects 

- 104 (100.0%) 

(*) when required 

See Table 3.1 for Key to Symbols and Scores 

Generated on  05/31/11:14:46  by SUMMARY.SAS/USES: RESPONSE, PRODLIST, FINAL 
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 TKL Study No. DS102411 
 Table 3.1: Key To Symbols and Scores 

Score or 
Symbol 

 Response or 
 Description of Reaction 

Erythema Results 
- No reaction
? Minimal or doubtful response, slightly different from surrounding normal skin 
+ Definite erythema, no edema

++ Definite erythema, definite edema 
+++ Definite erythema, definite edema and vesiculation 

Additional Comments 
X Reading not performed due to missed visit or subject discontinuation 
D Damage to epidermis: oozing, crusting and/or superficial erosions 

E Marked/severe erythema 
I Itching 
p Papular response >50% 

pv Papulovesicular response >50% 
S Spreading of reaction beyond patch site 

NP Not patched due to reaction achieved 
PD Patch dislodged 

N9G No ninth grading 
NA Not applied 

Distributed for Comment Only -- Do Not Cite or Quote
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Table 1:  Summary of Subject Enrollment and Disposition 

N (%) 
Subjects enrolled 119

Subjects completed induction phase 105 (88.2) 
Subjects completed all phases 102 (85.7) 

Total subjects discontinued 17 (14.3) 
Lost to follow-up 10 (8.4) 
Voluntary withdrawal 6 (5.0) 
Protocol violation 1 (0.8) 

Note:  All percentages are relative to total subjects enrolled. 

See data listing 1 for further detail. 

Generated on  06/02/11:11:44  by DISPSMY.SAS / Uses: FINAL 
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Table 2:  Summary of Subject Demographics 
All Enrolled Subjects 

 Age 

N (%) 18 to 44 38 (31.9) 
N (%) 45 to 64 70 (58.8) 
N (%) 65 and up 11 (9.2) 

Mean (SD) 47.8 (13.0) 
Median 50.4 
Range 18.5 to 70.4 

 Gender 

N (%) Male 35 (29.4) 
N (%) Female 84 (70.6) 

 Race 

Asian 3 (2.5) 
Black 15 (12.6) 
Caucasian 84 (70.6) 
Hispanic 17 (14.3) 

See data listing 2 for further detail. 

Generated on  06/02/11:11:44  by DEMOSMY.SAS / Uses: DEMOGS 
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TKL Study No. DS102511 Page 1 of 1 

 Table 3:  Summary of Dermatologic Response Grades 
 Number of Subjects by Product 

Product = 677609 1 DT043488 

Induction Reading Challenge Phase 

Response 1 2 3 4 5 6 7 8 9
Make 

Up 48hr 72hr 96hr(*)
- 110 99 109 105 106 108 104 104 105 22 103 102

Total evaluable 110 99 109 105 106 108 104 104 105 22 103 102
Number absent 3 12 2 5 4 1 3 2 0 0 0

Number discontinued 6 8 8 9 9 10 12 13 14 16 17

 Maximum Elicited Response During Induction 
 All Subjects Completing Induction (N=105) 

Response n(%) Subjects 

- 105 (100.0%) 

(*) when required 

See Table 3.1 for Key to Symbols and Scores 

Generated on  06/02/11:11:44  by SUMMARY.SAS/USES: RESPONSE, PRODLIST, FINAL 
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 TKL Study No. DS102511 
 Table 3.1: Key To Symbols and Scores 

Score or 
Symbol 

 Response or 
 Description of Reaction 

Erythema Results 
- No reaction
? Minimal or doubtful response, slightly different from surrounding normal skin 
+ Definite erythema, no edema

++ Definite erythema, definite edema 
+++ Definite erythema, definite edema and vesiculation 

Additional Comments 
X Reading not performed due to missed visit or subject discontinuation 
D Damage to epidermis: oozing, crusting and/or superficial erosions 

E Marked/severe erythema 
I Itching 
p Papular response >50% 

pv Papulovesicular response >50% 
S Spreading of reaction beyond patch site 

NP Not patched due to reaction achieved 
PD Patch dislodged 

N9G No ninth grading 
NA Not applied 
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 Data Listing 1:  Subject Enrollment and Disposition 

Study Dates 

Subject No. Screened 1st Applic Chall Applic Ended 

Last
Reading

#
Completion

Status 
Days in 
Study 

001 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
002 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
003 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
004 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
005 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
006 04/11/11 04/11/11 05/17/11 05/20/11 C C 40

007 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
008 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
009 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
010 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
011 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
012 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
013 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
014 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
015 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
016 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
017 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
018 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
019 04/11/11 04/11/11 -- 04/25/11 I5 S 15
020 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
021 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
022 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
023 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
024 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
025 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
026 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
027 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
028 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
029 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
030 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
031 04/11/11 04/11/11 05/17/11 05/20/11 C C 40

Key: 
Last Reading # (I=Induction Phase, C=Challenge Phase) 
Completion Status (C=Completed, L=Lost to follow-up, S=Voluntary withdrawal, V=Protocol violation, AE=Adverse 
event, O=Other) 
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 Data Listing 1:  Subject Enrollment and Disposition 

Study Dates 

Subject No. Screened 1st Applic Chall Applic Ended 

Last
Reading

#
Completion

Status 
Days in 
Study 

032 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
033 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
034 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
035 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
036 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
037 04/11/11 04/11/11 05/17/11 05/20/11 C C 40

038 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
039 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
040 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
041 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
042 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
043 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
044 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
045 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
046 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
047 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
048 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
049 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
050 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
051 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
052 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
053 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
054 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
055 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
056 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
057 04/11/11 04/11/11 -- 04/29/11 I7 L 19
058 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
059 04/11/11 04/11/11 -- 04/13/11 I0 S 3
060 04/11/11 04/11/11 -- 04/20/11 I2 S 10
061 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
062 04/11/11 04/11/11 05/17/11 05/20/11 C C 40

Key: 
Last Reading # (I=Induction Phase, C=Challenge Phase) 
Completion Status (C=Completed, L=Lost to follow-up, S=Voluntary withdrawal, V=Protocol violation, AE=Adverse 
event, O=Other) 
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 Data Listing 1:  Subject Enrollment and Disposition 

Study Dates 

Subject No. Screened 1st Applic Chall Applic Ended 

Last
Reading

#
Completion

Status 
Days in 
Study 

063 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
064 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
065 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
066 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
067 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
068 04/11/11 04/11/11 05/17/11 05/20/11 C C 40

069 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
070 04/11/11 04/11/11 -- 05/17/11 I9 S 37
071 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
072 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
073 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
074 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
075 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
076 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
077 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
078 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
079 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
080 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
081 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
082 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
083 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
084 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
085 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
086 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
087 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
088 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
089 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
090 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
091 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
092 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
093 04/11/11 04/11/11 05/17/11 05/20/11 C C 40

Key: 
Last Reading # (I=Induction Phase, C=Challenge Phase) 
Completion Status (C=Completed, L=Lost to follow-up, S=Voluntary withdrawal, V=Protocol violation, AE=Adverse 
event, O=Other) 
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 Data Listing 1:  Subject Enrollment and Disposition 

Study Dates 

Subject No. Screened 1st Applic Chall Applic Ended 

Last
Reading

#
Completion

Status 
Days in 
Study 

094 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
095 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
096 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
097 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
098 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
099 04/11/11 04/11/11 05/17/11 05/20/11 C C 40

100 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
101 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
102 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
103 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
104 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
105 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
106 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
107 04/11/11 04/11/11 05/17/11 05/20/11 C C 40
108 04/11/11 04/11/11 05/17/11 05/20/11 C C 40

Key: 
Last Reading # (I=Induction Phase, C=Challenge Phase) 
Completion Status (C=Completed, L=Lost to follow-up, S=Voluntary withdrawal, V=Protocol violation, AE=Adverse 
event, O=Other) 
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 Data Listing 3:  Dermatologic Response Grades 
By Product and Subject 

Product = 677609 1 DT043488 

Induction Reading Challenge Phase 

Subject 
No. 1 2 3 4 5 6 7 8 9 MU 48hr 72hr 96hr(*)
001 - - - - - - - - - - -
002 - - - - - - - - - - -
003 - - - - - - - - - - -

004 - - - - - - - - - - -
005 - - - - - - - - - - -
006 - - - - - - - - - - -
007 - - - - - - - - - - -
008 - - - - - - - - - - -
009 - - - - - - - - - - -
010 - - - - - - - - - - -
011 - - - - - - - - - - -
012 - - - - - - - - - - -
013 - - - - - - - - - - -
014 - - - - - - - - - - -
015 - - - - - - - - - - -
016 - - - - - - - - - - -
017 - - - - - - - - - - -
018 - - - - - - - - - - -
019 - - - - - X X X X X X
020 - - - - - - - - - - -
021 - - - - - - - - - - -
022 - - - - - - - - - - -
023 - - - - - - - - - - -

See Table 3.1 for Key to Symbols and Scores 

MU = Make-up reading for missed induction visit 

(*) When required 
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 Data Listing 3:  Dermatologic Response Grades 
By Product and Subject 

Product = 677609 1 DT043488 

Induction Reading Challenge Phase 

Subject 
No. 1 2 3 4 5 6 7 8 9 MU 48hr 72hr 96hr(*)
024 - - - - - - X - - N9G - -
025 - - - - - - - - - - -
026 - - - - - - - - - - -

027 - - - - - - X - - N9G - -
028 - - - - - - - - - - -
029 - - - - - - - - - - -
030 - - - - - - - - - - -
031 - - - - - - - - - - -
032 - - - - - - - - - - -
033 - - - - - - - - - - -
034 - - - - - - - - - - -
035 - - - - - - - - - - -
036 - - - - - - - - - - -
037 - - - - - - - - - - -
038 - - - - - - - - - - -
039 - - - - - - - - - - -
040 - - - - - - - - - - -
041 - - - - - - - - - - -
042 - - - - - - - - - - -
043 - - - - - - - - - - -
044 - - - - - - - - - - -
045 - - - - - - - - - - -
046 - - - X - - - - - - - -

(*) When required 
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 Data Listing 3:  Dermatologic Response Grades 
By Product and Subject 

Product = 677609 1 DT043488 

Induction Reading Challenge Phase 

Subject 
No. 1 2 3 4 5 6 7 8 9 MU 48hr 72hr 96hr(*)
047 - - - - X - - - - - - -
048 - - - - - - - - - - -
049 - - - - - - - - - - -

050 - - - - - - - - - - -
051 - - - - - - - - - - -
052 - - - - - - - - - - -
053 - - - X - - - - - - - -
054 - - - X - - - - - - - -
055 - - X - - - - - - N9G - -
056 - - - - - - - - - - -
057 - - - - X - - X X X X
058 - - - - - - - - - - -
059 X X X X X X X X X X X
060 - - X X X X X X X X X
061 - - - - - - - - - - -
062 - - - - - - - - - - -
063 - - - - - - - X - N9G - -
064 - - - - - - - - - - -
065 - - - - - - - - - - -
066 - - - - - - - - - - -
067 - - - - - - - - - - -
068 - - - - - - - - - - -
069 - - - - - - - - - - -

(*) When required 
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 Data Listing 3:  Dermatologic Response Grades 
By Product and Subject 

Product = 677609 1 DT043488 

Induction Reading Challenge Phase 

Subject 
No. 1 2 3 4 5 6 7 8 9 MU 48hr 72hr 96hr(*)
070 - - - - - - - - - X X
071 - - - - - - - - - - -
072 - - - - - - - - - - -

073 - - - - - - - - - - -
074 - - - - - - - - - - -
075 - - - - - - - - - - -
076 - - - - - - - - - - -
077 - - - - - - - - - - -
078 - - - - - - - - - - -
079 - - - - - - - - - - -
080 - - - - - - X - - N9G - -
081 - - - - - - - - - - -
082 - - - - - - - - - - -
083 - - - - - - - - - - -
084 - - - - - - - - - - -
085 - - - - - - - - - - -
086 - - - - - - - - - - -
087 - - - - - - - - - - -
088 - - - - - - - - - - -
089 - - - - - - - - - - -
090 - - - - - - - - - - -
091 - - - - - - - - - - -
092 - - - - - - - - - - -

(*) When required 
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 Data Listing 3:  Dermatologic Response Grades 
By Product and Subject 

Product = 677609 1 DT043488 

Induction Reading Challenge Phase 

Subject 
No. 1 2 3 4 5 6 7 8 9 MU 48hr 72hr 96hr(*)
093 - - - - - - - - - - -
094 - - - - - - - - - - -
095 - - - - - - - - - - -

096 - - - - - - - - - - -
097 - - - - - - - - - - -
098 - - - - - - - - - - -
099 - - - - - - - - - - -
100 - - - - - - - - - - -
101 - - - - - - - - - - -
102 - - - - - X - - - - - -
103 - - - - - - - - - - -
104 - - - - - - - - - - -
105 X - - - - - - - - - - -
106 - - - - - - - - - - -
107 - - - - - - - - - - -
108 - - - - - - - - - - -

(*) When required 
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 Data Listing 1:  Subject Enrollment and Disposition 

Study Dates 

Subject No. Screened 1st Applic Chall Applic Ended 

Last
Reading

#
Completion 

Status 
Days in 
Study 

001 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

002 04/18/11 04/18/11 -- 04/29/11 I5 S 12 

003 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

004 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

005 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

006 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

007 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

008 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

009 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

010 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

011 04/18/11 04/18/11 -- 04/25/11 I1 L 8

012 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

013 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

014 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

015 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

016 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

017 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

018 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

019 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

020 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

021 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

022 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

023 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

024 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

025 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

026 04/18/11 04/18/11 05/23/11 05/25/11 I9 S 38 

027 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

028 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

029 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

030 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

031 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

Key: 
Last Reading # (I=Induction Phase, C=Challenge Phase) 
Completion Status (C=Completed, L=Lost to follow-up, S=Voluntary withdrawal, V=Protocol violation, AE=Adverse event, O=Other) 
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 Data Listing 1:  Subject Enrollment and Disposition 

Study Dates 

Subject No. Screened 1st Applic Chall Applic Ended 

Last
Reading

#
Completion 

Status 
Days in 
Study 

032 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

033 04/18/11 04/18/11 -- 05/09/11 I8 L 22 

034 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

035 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

036 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

037 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

038 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

039 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

040 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

041 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

042 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

043 04/18/11 04/18/11 -- 04/20/11 I0 S 3

044 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

045 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

046 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

047 04/18/11 04/18/11 -- 04/22/11 I0 L 5

048 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

049 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

050 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

051 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

052 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

053 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

054 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

055 04/18/11 04/18/11 -- 04/22/11 I0 S 5

056 04/18/11 04/18/11 -- 04/29/11 I3 L 12 

057 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

058 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

059 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

060 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

061 04/18/11 04/18/11 -- 04/22/11 I0 L 5

062 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

Key: 
Last Reading # (I=Induction Phase, C=Challenge Phase) 
Completion Status (C=Completed, L=Lost to follow-up, S=Voluntary withdrawal, V=Protocol violation, AE=Adverse event, O=Other) 
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 Data Listing 1:  Subject Enrollment and Disposition 

Study Dates 

Subject No. Screened 1st Applic Chall Applic Ended 

Last
Reading

#
Completion 

Status 
Days in 
Study 

063 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

064 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

065 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

066 04/18/11 04/18/11 05/23/11 05/26/11 C1 L 39 

067 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

068 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

069 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

070 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

071 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

072 04/18/11 04/18/11 -- 05/04/11 I6 L 17 

073 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

074 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

075 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

076 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

077 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

078 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

079 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

080 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

081 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

082 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

083 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

084 04/18/11 04/18/11 -- 04/25/11 I1 L 8

085 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

086 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

087 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

088 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

089 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

090 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

091 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

092 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

093 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

Key: 
Last Reading # (I=Induction Phase, C=Challenge Phase) 
Completion Status (C=Completed, L=Lost to follow-up, S=Voluntary withdrawal, V=Protocol violation, AE=Adverse event, O=Other) 
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 Data Listing 1:  Subject Enrollment and Disposition 

Study Dates 

Subject No. Screened 1st Applic Chall Applic Ended 

Last
Reading

#
Completion 

Status 
Days in 
Study 

094 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

095 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

096 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

097 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

098 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

099 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

100 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

101 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

102 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

103 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

104 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

105 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

106 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

107 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

108 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

109 04/18/11 04/18/11 -- 05/04/11 I6 L 17 

110 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

111 04/18/11 04/18/11 -- 04/22/11 I0 S 5

112 04/18/11 04/18/11 -- 05/06/11 I7 L 19 

113 04/18/11 04/18/11 05/23/11 05/26/11 C C 39 

114 04/20/11 04/20/11 05/23/11 05/26/11 C C 37 

115 04/20/11 04/20/11 -- 05/23/11 I9 S 34 

116 04/20/11 04/20/11 05/23/11 05/26/11 C C 37 

117 04/20/11 04/20/11 05/23/11 05/26/11 C C 37 

118 04/20/11 04/20/11 -- 04/22/11 I0 V 3

119 04/20/11 04/20/11 05/23/11 05/26/11 C C 37 

Key: 
Last Reading # (I=Induction Phase, C=Challenge Phase) 
Completion Status (C=Completed, L=Lost to follow-up, S=Voluntary withdrawal, V=Protocol violation, AE=Adverse event, O=Other) 
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 Data Listing 3:  Dermatologic Response Grades 
By Product and Subject 

Product = 677609 1 DT043488 

Induction Reading Challenge Phase 

Subject 
No. 1 2 3 4 5 6 7 8 9 MU 48hr 72hr 96hr(*)
001 - - - - - X - - - - - -
002 - - - - - X X X X X X
003 - - - - - - - - - - -

004 - - - - - - - - - - -
005 - - - - - - - - - - -
006 - - - - - - - X - - - -
007 - - - - - - - - - - -
008 - - - - - - - - - - -
009 - - - - - - X - - - - -
010 - X - - - - - - - - - -
011 - X X X X X X X X X X
012 - - - - - - - - - - -
013 - X - - - - - - - - - -
014 - - - - - - - - - - -
015 - - - - - - - - - - -
016 - - - - - - - - - - -
017 - - - - - - - - - - -
018 - - - - - - - - - - -
019 - - - - - - - - - - -
020 - - - - - - - - - - -
021 - - - - - - - - - - -
022 - - - - - - - - - - -
023 - - - - - - - - - - -

See Table 3.1 for Key to Symbols and Scores 

MU = Make-up reading for missed induction visit 

(*) When required 
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 Data Listing 3:  Dermatologic Response Grades 
By Product and Subject 

Product = 677609 1 DT043488 

Induction Reading Challenge Phase 

Subject 
No. 1 2 3 4 5 6 7 8 9 MU 48hr 72hr 96hr(*)
024 - - - - - - - - - - -
025 - X - - - - - - - N9G - -
026 - X - - - - - - - - X X

027 - - - - - - - - - - -
028 - - - - - - - - - - -
029 - - - - - - - - - - -
030 - - - - - - - - - - -
031 - - - - - - - - - - -
032 - - - - - - - - - - -
033 - - - X - - - - X X X
034 - X - - - - - - - - - -
035 - X - - - - - - - - - -
036 - - - - - - - - - - -
037 - - - - - - - - - - -
038 - - - - - - - - - - -
039 - - - - - - - - - - -
040 - - - - - - - - - - -
041 - - - - - - - - - - -
042 - - - - - - - - - - -
043 X X X X X X X X X X X
044 - - - - - - - - - - -
045 - - - - - - - - - - -
046 - - - - - - - - - - -

(*) When required 
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 Data Listing 3:  Dermatologic Response Grades 
By Product and Subject 

Product = 677609 1 DT043488 

Induction Reading Challenge Phase 

Subject 
No. 1 2 3 4 5 6 7 8 9 MU 48hr 72hr 96hr(*)
047 X X X X X X X X X X X
048 - - - - - - - - - - -
049 - - - - - - - - - - -

050 - - - - - - - - - - -
051 - - - - - - - - - - -
052 - - - - - - - - - - -
053 - - - - - - - - - - -
054 - - X - - - - - - - - -
055 X X X X X X X X X X X
056 - - - X X X X X X X X
057 - - - - - - - - - - -
058 - - - X - - - - - - - -
059 X - - - - - - - - - - -
060 - - - - - - - - - - -
061 X X X X X X X X X X X
062 - - - - - - - - - - -
063 - - - - - - - - - - -
064 - X - - - - - - - - - -
065 - - - - - - - - - - -
066 - - - - - - - - - - X
067 - - - - - - - X - - - -
068 - - - - - - - - - - -
069 - - - - - - - - - - -

(*) When required 
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 Data Listing 3:  Dermatologic Response Grades 
By Product and Subject 

Product = 677609 1 DT043488 

Induction Reading Challenge Phase 

Subject 
No. 1 2 3 4 5 6 7 8 9 MU 48hr 72hr 96hr(*)
070 - X - - - - - - - - - -
071 - - - - - - - - - - -
072 - - - X - - X X X X X

073 - - - - X - - - - - - -
074 - - - - - - - - - - -
075 - - - - - - - - - - -
076 - X - - - - - - - - - -
077 - - - - - - - - - - -
078 - - - - - - - - - - -
079 - - - - - - - - - - -
080 - - - - X - - - - - - -
081 - X - - - - - - - - - -
082 - - - - - - - - - - -
083 - - - - - - - - - - -
084 - X X X X X X X X X X
085 - - - - - - - - - - -
086 - - - - - - - - - - -
087 - - - - - - - - - - -
088 - - - - - - - - - - -
089 - - - - X - - - - - - -
090 - - - - - - - - - - -
091 - - - - - - - - - - -
092 - - - - - - - - - - -

(*) When required 
Generated on  06/02/11:11:44  by DETAIL.SAS/USES: RESPONSE, PRODLIST 

Distributed for Comment Only -- Do Not Cite or Quote



 L'OREAL USA 
TKL Study No. DS102511 Page  5 of  5 

 Data Listing 3:  Dermatologic Response Grades 
By Product and Subject 

Product = 677609 1 DT043488 

Induction Reading Challenge Phase 

Subject 
No. 1 2 3 4 5 6 7 8 9 MU 48hr 72hr 96hr(*)
093 - - - - - - - - - - -
094 - - - X - - - - - - - -
095 - - - - - - - - - - -

096 - - - - - - - - - - -
097 - - - - - - - - - - -
098 - - - - - - - - - - -
099 - - - - - - - - - - -
100 - - - - - - - - - - -
101 - - - - - - - - - - -
102 - - - - X - - - - - - -
103 - - - - - - - - - - -
104 - - - - - - - - - - -
105 - - - - - - - - - - -
106 - - - - - - - - - - -
107 - - - - - - - - - - -
108 - - - - - - - - - - -
109 X - - - - - X X X X X
110 - X - - - - - - - - - -
111 X X X X X X X X X X X
112 - X - - - - - X X X X
113 X - - - - - - - - N9G - -
114 - - - - - - X - - N9G - -
115 - - - - - - X - - N9G X X
116 - - - - - - - - - - -
117 - - - X - - - - - N9G - -

118 X X X X X X X X X X X
119 - - X - - - - - - N9G - -

(*) When required 
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