Vitiligo .

Communique IV

Introduction

Although our recognition of vitiligo dates to the ancient
Vedic and Egyptian texts of 1500 BC, it remains one of the
most difficult dermatological conditions to treat. The reasons
for its elusory nature are manifold, however, a common
theme emerges as mischaracterisation of disease. The

very word vitiligo, derived from the Latin vitulum for “small
blemish” encapsulates vitiligo’s inherent misnomer. It is even
believed that the 16th century physician who coined the term,
Hieronymus Mercurialis, was in fact referencing another skin
disease at the time of his definition.

In Vitiligo Communiqué | & Vitiligo Communigué Il essential
information and principles on the pathogenesis of vitiligo

were discussed. In Vitiligo Communiqué lll, we shared the
current understanding of the psychological impact of vitiligo

on patients. In this Vitiligo Communiqué IV, we shall expand on
the long-term consequences, both physical and psychological,
of vitiligo on patients, with a focus on phototypes IV=VI,

and attempt to dispel some of the mischaracterisations
surrounding vitiligo.

Quantifying the risk of photodamage:

It is well established that ultraviolet radiation is the leading cause of both melanoma
and non-melanoma skin cancers (NMSCs). It is also well established that individuals
with Fitzpatrick phototypes IV-VI are at a decreased risk of NMSCs because of their
high density of dermal eumelanin, which acts as a natural photoprotective. It would
therefore be expected that vitiligo patients, with no epidermal melanin in affected
areas, are at an increased risk. Contrary to this hypothesis, however, several studies
have argued there is no increased risk of skin cancer for vitiligo patients,'* with some
suggesting that the genetic and autoimmune profiles of vitiligo patients may even
confer a degree of protective immunity.® Explanations or rationale for why this may
be the case, however, have not been established. Instead, it is more likely clues lie
within the studies themselves, rather than within individuals with vitiligo.

The main limitation of studies analysing the risk of skin cancer in individuals with
vitiligo is a comparison bias with controls. In their landmark study, Paradisi et al

noted their control group — people attending vascular surgery — was chosen because
“presumably have the same reference population as the patients with vitiligo” allowing
for “a direct comparison of the risk.”* However, multiple studies have proven this
assumption to be false. As shown within Selguk et al’s study, the rate of sunscreen
use, and tendencies to remain in the shade, were far greater in vitiligo patients than

in the general population.®
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Paradisi et al were not alone in this assumption. In Ban et al's systematic review of this
topic, they noted of the four studies reviewed “three compared people with vitiligo to
people without vitiligo and one compared vitiligo skin to non-vitiligo skin on the same
group of patients.”®

Testimonies were shared by individuals with vitiligo as part of the FDA's 2021 Virtual
Public Meeting on Patient-Focused Drug Development for Vitiligo.” During the meeting,
individuals living with vitiligo shared emotional testimony on how their disorder forced
them to avoid sun exposure, accentuating how the risks of photodamage are known
and ingrained into their lifestyle.

“They suffer from always burning in the sun “Some things I can’t do that I want to do is go
without the protection of the darkened skin, out into the sun. | want to be able to go on
and they have to slather in sunscreen or stay the beach and do all these I did. You know?
in the shade. And sometimes even sunscreen Travel without any problems and without the
doesn’t help to stop getting sunburnt.” sun burning me severely and everything.”

The wealth of testimony provided by individuals with vitiligo during this workshop,
as well as evidence provided by Selguk et al highlights how the lives of those with
vitiligo are profoundly different from those of the general population, and therefore
direct comparisons (especially regarding photoprotection) are flawed.

Thus, a clear distinction in photoprotection measures exists between individuals
with and without vitiligo making comparisons difficult to accomplish. In not
accounting for these potential differences, studies assessing the risk of skin
cancer in individuals with vitiligo compared to the general population may have

a comparison bias, leading one to question the broad applicability of their results.

The psychosocial impact of vitiligo:

The impact of vitiligo transcends physical symptoms. The psychological effects

of vitiligo can be devastating to a patient’s overall health. In viewing vitiligo in terms
of depigmentation alone, a false equivalence has thus been drawn not only between
photoprotection habits as remarked, but also lifestyle and quality of life.

Porter & Beuf's 1991 study has shown how individuals with
vitiligo can have a stigmatising handicap, erecting barriers
to opportunities, stating vitiligo can even cause impairment
equalling or exceeding other bodily afflictions.®"° These
findings were reinforced by Ezzedine et al's 2015 study,
noting the unpredictable prognosis of vitiligo can cause
fear and insecurity."

In addition, social stigmas and myths surrounding vitiligo’s
cause and pathology exacerbate discrimination further
impacting both patient’s mental health and quality of life. As
shown by physician Dr. Pearl Grimes, societies place a profound
significance on appearance, aesthetics, and pigmentation.™
Any condition that affects appearance may be fraught with

loss of privilege, opportunities, and often upward mobility in
societies that have a cultural preference for specific skin tones.

“Vitiligo forced me into self-isolation, “For 49 years, healthy person being now,
extreme introversion and at times fully I don’t want to go outside. | don’t want
closed me off to the world.” to see my face in the mirror.”
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Beyond the psychosocial impact of vitiligo, multiple studies
have also shown how the impact of vitiligo in patients of darker
phototypes (IV-VI) can lead to a more profound loss of identity.
As noted in Porter & Beuf's research, for people with a lighter
skin type, “vitiligo is experienced primarily as an appearance
impairment... turning white may have severe implications for
black identity”. In their systematic review of the topic, Ezzedine
et al noted that a significantly higher psychological burden of
disease was seen in individuals with Fitzpatrick phototype IV-VI
across five separate studies.™ The cause of this exacerbated
burden was often linked to the concept of identity loss. This
concept was discussed in detail during the FDA workshop with
multiple patients referencing how their loss of identity due to
vitiligo was the greatest factor impacting their quality of life.

It is clear from the testimony provided by individuals with vitiligo
that the psychosocial impact of the disorder can translate to
changes to not only their quality of life but a way of life. Vitiligo
can severely handicap patients, causing anxiety, depression and
fear which can, in turn, lead many to take extreme measures to
avoid further progression. In assessing outcomes for vitiligo
patients and drawing comparisons between patient groups,

it is therefore vital these considerations are contemplated.

“Family and friends tell you “it's not that bad” and “we
still love you” but no one understands the pain of not
recognizing yourself in the mirror anymore. | wonder if
there will ever be a day that | don’t wake up and do a
full body scan looking for new spots.”

“They think it's cosmetic, but

it's more for me. | am a lifelong
coloured person. | feel like I lost
my identity. I'm sorry. It's very
difficult to not be so emotional.”

CONCLUDING REMARKS:

remain unclear.

self-esteem and quality of life.

psychological distress.™

As this Communiqué has shown, the effects of vitiligo are far more than skin deep. A diagnosis
of vitiligo can have a profound physical, social, and psychological impact on a patient. Despite
significant advances, our knowledge of vitiligo remains limited, and several aspects of the disease

Although all studies that attempt to provide us with a greater understanding of vitiligo should be
encouraged, it is essential that vitiligo is not mischaracterised in the process. Assumptions that
vitiligo is comparable to the general population, as made by Paradisi et al, or other dermatological
conditions as noted by Jorgensen et al, has limitations.® Vitiligo must instead be viewed through
the lens of the patient, where the dual physical and emotional impact of the disease may be seen.

At CLINUVEL, our attention is paid to the psychological impact of vitiligo. We focus on specific cases
of vitiligo, whereby lesions affecting more prominent visible areas such as the head and neck, and
more sensitive areas, such as the genitalia, are understood to have a more severe impact on patients’

This consideration determined the development of our pilot study CUV104, where for the first time,
the response to SCENESSE® (afamelanotide 16mg) as a monotherapy will be assessed in patients
with darker skin complexions where the loss of pigmentation causes significant physical and
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Conference Calendar:

As discussed in Vitiligo Communigué llI, each Vitiligo Communiqué will now feature
a global conference calendar where vitiligo will be a focal point of presentations and
discussions. Conferences scheduled thus far for 2022 are outlined below.

Date Location Conference

17 Mar 22 Boston, USA Global Vitiligo Foundation Annual Scientific Symposium
24 Mar 22 Boston, USA American Academy of Dermatology (AAD) Annual Meeting
24 Mar 22 Boston, USA USA Annual Skin of Color Society Symposium

24 Mar 22 Boston, USA 31st Annual Meeting of the Photodermatology Society
May 22 Portland, USA Annual Society of Investigative Dermatology (SID) Meeting

12 May 22 Ljubljana, Slovenia European Academy of Dermatology and Venereology Symposium

18 May 22  Osaka, Japan 24th World Dermatology and Aesthetic Congress

7 July 22 Glasgow, Scotland 102nd Annual Meeting of the British Association of Dermatologists
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