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Why an allergy alert test?

Purpose of the test
To alert consumers about a potential risk of not tolerating the product

Any perceived difference vs. normal skin condition at test site should alert

consumers to not color and to seek medical advice

To protect as many consumers as possible from a severe allergic reaction
due to product use
Allergy alert test is NOT intended for consumers with known hair dye

allergy
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Principal Investigator: Professor Pieter-Jan Coenraads
(Netherlands)

Investigators:
Professor Diepgen/Professor Weisshaar
(Germany)
Professor Aberer (Austria)
Professor Cristaudo (Italy)
Dr Holden (UK)

Monitor: Professor Blomeke
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Progress of the study

Kick-off meeting with all investigators and monitor: 15 October 2013 in Trier
Approval obtained by the Ethics committees of all 5 centers

Formulation of experimental products — new batches supplied on an yearly
basis

Study data base in Groningen constructed and tested
All centers progressively began testing volunteers

Each center had 1 -2 monitoring visits of study monitor and sponsor before
and after beginning of the study

Delay of the study in relation to constraints in connection with the European
Directive 2001/20/EC on clinical trials

e
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Subjects tested in the 5 centers

O
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Number of PPD-positive subjects

Having Having
entered the | finished the Drop-outs
Study centers Launch study tests
Groningen 18 July 2014 8 5 1
Heidelberg 17 November 2014 4 1
Sheffield 17 February 2015 2 0 0
Graz 17 March 2015 8 1 0
Rome 20 April 2015 1 0 0
Total 23 8 2
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Results in subjects who have finished the study (}
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) Behind the ear On forearm
& . Severity of
Real life :
= eliciting reaction to | Patch
S ; : N. . Overall — Overall
2 |concentration hair colourin |testto|  Ejiciting dinical | Tt |8 Z §| Eliciting dinical | ot |8 g IS
3 (%)* real use PPD | concentration| . . score | '3 = ©|concentration | . . score | = ©
conditions (%) impression | © 0" |5 g (%) impression | © 071> 5 g
D2 D2
NLO1|  0.75 Mild ++ 0.75 Doubtful | 8 Yes 2 Moderately| ), |y
positive
NLO2|  0.75 Moderate | +++ 0.5 Weakly |15 | ves 0.75 Moderately| ), |y
positive positive
NLO4|  0.05 Moderate | +++ 0.05 Moderately| ), |y 0.5 Strongly |10 | yes
positive positive
NLO5 0.5 Moderate | ++ 0.5 Weakly | ¢ Yes 0.5 Weakly |11 | ves
positive positive
NLO6 0.5 Moderate ++ 0.5 Mode_rf:\tely 13 Yes 0.75 Mode.rgtely 10 Yes
positive positive
DEO2|  0.05 Mild i 0.05 Moderately| ), | yqq 0.5 Strongly |15 | yes
positive positive
DEO3|  0.75 Severe i 0.05 Moderately| 5 | yoq 0.05 Strongly | 1o | ves
positive positive
AUO2 0.5 Severe + 0.05 Moderately| )5 |y 0.05 Moderately| )5 | ¢
positive positive

* Mean concentration of group of shades recognized as eliciting using colour charts (declarative data)
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Case study: Subject AU02 (}

49 year-old female

Reacted to a medium shade in real use conditions (mean concentration 0.5% PPD)
Severity of clinical reaction: Severe

Patch test to PPD (2014): strongly positive (++)

Noticed reaction developing on both sites to experimental product A (0.05%)

Test reactions to experimental product A (0.05% PPD) on Day 2

Experimental product A, forearm: Experimental product A, behind ear:
Overall grade: Moderately positive Overall grade: Moderately positive
Total score: 10 Total score: 13

Involved area: 90 — 100% Involved area: >100%

Involvement: spotty Involvement: homogeneous

Strength: medium Strength: medium

Papules: many Papules/infiltration: homogeneous infiltration
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Case study: Subject DEO3 (}

22 year-old female

Reacted to a dark shade in real use conditions (mean concentration 0.75% PPD)
Severity of clinical reaction: Very severe

Patch test to PPD (2010): extreme positive (+++)

Noticed reaction developing on both sites to experimental product A (0.05%)

Test reactions to experimental product A (0.05% PPD) on Day 2

Experimental product A, forearm: Experimental product A, behind ear:
Overall grade: Moderately positive Overall grade: Strongly positive
Total score: 13 Total score: 18

Involved area: 50 - 89% Involved area: > 100%

Involvement: spotty Involvement: homogeneous

Strength: weak Strength: strong

Papules/infiltration: homogeneous infiltration Papules/infiltration: homogeneous infiltration
Vesicles: many Vesicles: many

Itching: Yes Itching: yes

-
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Subjects which did not react to the experimental product containing
PPD in a concentration equivalent to the real life eliciting product
(investigations on-going)

01-07-2015

Real life Severity of Product B .

. . . Product B Subject
Subject | eliciting | Patch test | reactions (0.5%) (0.5%) h
number |concentrat| to PPD to hair 2! |behind the .

. forearm reaction
ion (%) colour ear
SHO1 0.5 ++ Mild Negative | Negative No
AUOQ05 0.5 + Severe Negative | Negative No
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2013 2014

2015 2016

2017

|. Selection of clinical centers,

principal investigator and monitor,

budget estimation, signing of
agreements, ethical votes, supply

of test materials, agreement on
final study protocol, formulation

of experimental products, investi-
gators meeting, construction of

study database, pre-selection of
subjects

Il. Testing PPD-positive

hair dye allergic subjects
Ill. Testing controls

IV. Follow
-up, stat
analysis

V. Study

report

Budget validation

Study
begins

End
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