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Abstract
Observation: Topical application of preparations containing superoxide dismutase and catalase in the
treatment of vitiligo has a recent onset. Till the present time no such adverse reaction has been
reported. In this article we present a case who developed pigmented macules with distant localization
to depigmented patches during therapy with a plant extract containing superoxide dismutase and
catalase (Vitix®). This is the first report of an adverse effect of Vitix® in the English language literature.
Patients with facial vitiligo should be warned of this possibility.

Introduction
Vitiligo is a relatively common pigmentation
disorder that is characterized by well-circumscribed depigmented macules. The disease is estimated to affect 1-4% of the
worldwide. Both sexes are equally affected
and it has onset before the age of 20 years.
The causes of the melanocyte death remain
unclear. Mainly three hypothesis have been
proposed about the pathogenesis of vitiligo:
neural, self destruction and immune hypothesis [1, 2, 3]. However a uniform combined
theory which explains the pathogenesis of the
disease does not exist. It has been suggested
that the changes in the antioxidant enzyme
levels may have a part in the pathogenesis of
vitiligo [2, 3, 4, 5, 6, 7, 8]. These studies resulted in use of antioxidant treatment modalities [7, 9, 10, 11]. Recently, a plant extract
formulation from Cucumis melo (Vitix®,
Assos Pharmaceuticals, İstanbul) has been

introduced for the treatment of vitiligo. Herein
we present a case who developed pigmented
macules inside and out side of the depigmented patches during therapy with Vitix®.

Case Report
A 21 year old female with a four year history of vitiligo attended to our out patient department. She
had used many topical corticosteroid preparation
without any benefit. On dermatological examination, depigmented patches were distributed on left
half of the face, mainly localized in periorbital, forehead and malar region. The patient was given
Vitix®. Vitix® was applied directly to the lesions
twice daily and expose to sunlight for 30 minutes.
She was also instructed to use topical sunscreen
SPF 30. After four weeks of therapy, she presented
with numerous pigmented macules placed both inside and outside of depigmented area (Figure 1).
The pigmented macules vary in size, up to 0.5 cm
diameter and were non-follicular pigmented lesiPage 1 of 3
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Figure 2. Dermoscopic view of the macules;
nonspecific hyperpigmentation pattern

Figure 1. Hyperpigmented macules on face

ons with irregular borders and uniform pigment
distribution. The patient gave a history that she
had used Vitix® regularly and the macules had
started to develop after two weeks of therapy. Their
numbers had slowly increased since then. She denied any other topical agent use. Wood lamp examination
revealed
accentuation
of
the
pigmentation. Dermoscopic examination showed a
uniform homogenous pigmentation (Figure 2).
After discontinuation of Vitix®, she was followed
with sunscreen and the pigmentation spontaneously faded over two months.

Discussion
Free radicals occur during several physiological and pathological processes. Free radicals produced in excessive amounts may
cause toxic effects described as oxidative damage on tissues. When oxidative stress took
part in the organism, the antioxidant enzyme
activity begins to increase and prevents the
tissue injury. Thus the balance between oxidant and antioxidant systems has critical role
in the maintenance of cell survival. Recently
many studies have investigated the role of

oxidative stress in the etiopathogenesis of vitiligo [2, 3, 4, 5, 6, 7, 8]. Lower levels of SOD,
catalase and glutathione peroxidase were
observed in patients with vitiligo when compared with controls [2, 3, 4, 5, 6, 7, 8]. Moreover, extensive amounts of hydrogen
peroxide has been observed in vitiligo patients [6, 7]. These findings resulted in use of
antioxidant therapies in vitiligo treatment.
Vitix® gel contains the combination of superoxide dismutase and catalase. English literature lacks sufficient data about this
medication but two studies one from France
and the other from Russia revealed success
with its use in the therapy of vitiligo [10, 11].
The effect of this preparation is based on melon's extract rich in antioxidants [11]. Though
it was proposed that Vitix® had the ability to
re-establish the free radicals physiological
equilibrium in epidermal cells [10], Schallreuter et al [9] failed to show that Vitix® had the
capacity to reduce hydrogen peroxide. In
the Russian study, improvement of clinical
condition was observed in 56% of patients
after six months of therapy [10].
Our patient developed pigmented macules
during Vitix® therapy for facial vitiligo. The
hyperpigmented macules were different from
lentigines on dermoscopic examination. They
showed non-follicular, uniform, homogenous
pigmentation with irregular borders. We evaluated the possible causes of these hyperpigmented macules in our patient. Firstly, we
considered the possibility whether these macules could present a new repigmentation
pattern of vitiligo. Parsad et al [12] investigated the types of repigmentation patterns
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obtained with various treatment modalities
such as topical and oral steroids, topical and
systemic psoralen- UVA and calcipotriol in
353 vitiliginous patches of 125 patients. All
vitiligo patches showed perifollicular, diffuse,
marginal, combined repigmentation patterns
in their study. In 55% of lesions, perifollicular pigmentation was the dominant pattern of
repigmentation. Furthermore, a clinical trial
with Vitix® achieved similar repigmentation
patterns of which a majority showed diffuse
pigmentation. The hyperpigmented macules
distant to vitiliginous areas had not been observed in any study in the literature. Vitix®
can cause erythema and mild itching but this
kind of side effect was not reported before [10,
11]. The lesions were firmly restricted to left
half of the face. This location clearly ruled out
the impact of sun exposure in the occurrence
of lesions. Though we don’t know the exact
mechanism of their occurrence, it is possible
that Vitix® may induce pigmentation in normal skin similar to its effect on vitiliginous
patches.
We believe that the lesion occurred as a consequence of Vitix® use, as lesions developed
after the agent, they were restricted to the
treated area and spontaneously faded with
discontinuation of the agent.
In conclusion, we believe that pigmented macules occurring on the entire treated area resulted from the Vitix® use. This is the first
report of an adverse effect of Vitix® in the English language literature. Vitix® is a new topical agent in the treatment of vitiligo and we
will be able to learn its side effects when it is
more commonly used.
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