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Introduction

Vitiligo is an autoimmune disease of the skin that manifests
with well-circumscribed white patches due to epidermal me-
lanocyte loss [1]. It may appear de novo, but it may also
be associated with either thyroid dysfunction or atopy. It
may also be the side effect of cancer treatment with immune
checkpoint inhibitors. Development of vitiligo is linked
with genetic predisposition. Herein we present a case of

imiquimod-induced vitiligo that was HLA investigated.

Case Presentation

A 57-year-old male with unremarkable past medical and
family history was prescribed three times weekly for four
months the application of imiquimod, an interferon inducer
that provokes a CD8+ cytotoxic reaction against keratino-
cytes infected with HPV virus, for the treatment of genital
warts. At the beginning of the third month of application, the
patient noticed erythema, severe irritation, and ulceration at

the site of application. Despite these side effects, the patient
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completed the treatment, which led to the resolution of the
lesions. One and a half months after the end of the treatment,
the patient noticed depigmentation of the penis and scrotum
without involvement of other areas (Figure 1). The clinical
diagnosis was imiquimod-induced vitiligo. The patient per-
sisted in questioning about the nature and the cause of the
disease; this motivated an HLA examination. The HLA typ-
ing was performed for the HLA-A, -B, and -C antigens using
the sequence specific oligonucleotide- polymerase chain re-
action (PCR), and for the HLA-DR, DQ the sequence spe-
cific primer PCR-based assay. The patient proved positive for
the HLA Class T A31, 68, HLA B 49,51, HLA C:0,715. HLA
Class I1 HLA DRB1*11:01, HLADQB1*03,05. HLA-A31
has been associated with vitiligo development in Indian pa-
tients [2] and HLA DQB1*03 and DQB1*05 alleles have
been associated with vitiligo in Chinese patients as well [3].
In addition, DRB1*11:01 has been associated with the de-
velopment of thrombocytopenic purpura in Turkey [4]. Sev-
eral case reports of imiquimod-induced vitiligo have been
found in the literature, one of which reporting vitiligo in an

one patient the wife of the affected couple and lichen planus



Figure 1. Vitiligo of the penis and scrotum.

in the husband, lichen planus being also a CD8* cytotoxic-
mediated reaction suggesting a common immunopathogenic
mechanism for both side effects [5]. An association between
nivolumab-induced vitiligo, used for metastatic acral mela-
noma, and HLA Bw4, DRB107:01, and HLA A 02:179 was

reported in a recent study in the literature [6].

Conclusion

Vitiligo is a rare side effect following treatment with imiqui-
mod for genital warts. However, it provokes considerable
discomfort and anxiety in the affected patients. Therefore, it
should be included as a side effect of the medication in the
leaflet of the drug. This case is reported to increase awareness
about the possible occurrence of imiquimod-induced vitiligo in
genetically predisposed individuals. HLA genetic test should be
performed before initiation of treatment if suspicion of such ge-

netic predisposition-stigmata of autoimmunity- already exists.
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