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Giant Verrucae Vulgaris: Provoked by Long Term
Topical Glucocorticoids?
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Abstract

We report a 49-year-old man suffered from giant verrucae vulgaris
over shin of his left leg. The lesion had arisen with some macu-
lopapules and misdiagnosed as eczema 4 years previously. After
4 years continuous topical glucocorticoids treatment, the eruption
had gradually progressed to a 5 x 5 cm sized plaque covered with
some nodules and crusts. Histopathologic examination confirmed
the diagnosis of giant verrucae vulgaris. The discontinue therapy
with glucocorticoids stopped the development of the lesion, which
was totally healed by cryotherapy and topical imiquimod 6 months
late. We suggest that topical glucocorticoids continuously for a
long-term may contribute to the formation of giant verrucae vul-
garis.
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Introduction

Verrucae vulgaris (VV), also known as common wart, are
the one of proliferative virus dermatopathy infected and pro-
duced by human papilloma virus (HPV). It represents the
most frequent clinical lesions as the hyperkeratotic papu-
lonodules that can be seen anywhere on the glabrous skin
[1]. However, there are few cases of giant verrucae vulgaris
(GVV) reported in the published work and its pathogenesis is
largely unknown. By literature, GVV often occurred among
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transplanted patients and Human immunodeficiency virus
(HIV) infected patients [2, 3]. On the other hand, butcher’s
warts are often larger than common warts. These warts usu-
ally occur in people whose occupation is related to handling
of meat, poultry, or fish products [1]. We herein report a
healthy middle-aged man with GVV who had been misdi-
agnosed as eczema and treated with topical glucocorticoids
uninterruptedly for 4 years. We suggest that the prolonged
exposure of topical glucocorticoids might associate with the
formation of GV'V.

Case Report

A 49-year-old man had complained of a growing large fla-
votestaceous massy plaque covered with some nodules and
many crusts on the shin of his left leg for nearly 4 years at
our clinic. Since 2006, the patient had arisen with some pru-
ritic red papules on the shin of his left leg without any treat-
ment. Later, the lesion was developed into local phanero-
pruritic erythema and maculopapules progressively. He had
been diagnosed as eczema at the local hospital. Then, A sim-
ple anti-allergic therapy and topical fluocinolone acetonide
and halometasone application were applied twice daily on
these lesions. After continual scratching and applying these
glucocorticoids alternately for 4 years, a large massy plaque
covered with nodules and crusts were gradually developed.
Furthermore, the lesion was thickening and expanding fur-
ther. The patient was otherwise healthy and denied any oc-
cupational history of meat-handle before. No medical history
of trauma and similar family history were reported.
Systemic and laboratory examinations revealed normal
data. Tissue biopsy cultures were negative for fungi, atypical
mycobacteria, and mycobacterium tuberculosis. On derma-
tological examination, a well-defined, flavotestaceous-color,
5 x 5 c¢m sized, massy plaque covered with some nodules
and crusts without hemorrhage was observed on the shin of
his left leg. (Fig.1). An obsolete granulation tissue was found
around the basement of one nodule but no evident erosion
and ulcer. A biopsy specimen was taken from the margin
of the plaque. Histopathologic examination showed crusts,
hyperkeratosis, acanthosis and papillomatosis in epidermis
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Figure 1. A well-defined, flavotestaceous-color, 5 x 5 cm
sized, massy plaque covered with some nodules and crusts
without hemorrhage present on the shin of left leg.

(Fig.2a). At higher magnification, many physaliphorous
cells, located on the upper-mid-dermis were detected and
neither malignancy nor cytological atypia were observed
(Fig.2b). The histopathology was typical for VV.

The patient was refused to be treated with liquid nitro-
gen firstly because of pain terror. So we applied topical ftib-
amzone and penciclovir (well-distributed mixing proportion
1:1, twice daily) instead of glucocorticoids for the lesion.
Interestingly, we found that the plaque gradually stopped
progressing and then regressed a little within 4 months. A
cryotherapy and topical imiquimod therapy was strongly
recommended. Finally, the patient received the therapeutic
regimen. The skin lesion was totally healed after 2 months
treatment.

Discussion

Verrucae vulgares occur as solitary or multiple, endophytic,
or exophytic lesions predominantly seen in children and ado-
lescents. Although the lesions are usually 2 to 10 mm in di-
ameter, they can grow up to a GVV whose size is larger than

1 cm [4]. However, there is few cases of GV'V reported in the
published work and its pathogenesis is largely unknown. By
literature, GVV often occurred among transplanted patients
and Human immunodeficiency virus (HIV) infected patients
[2, 3, 5]. So some researches revealed that there is close rela-
tionship between GVV and immunosuppression [2, 3, 5]. On
the other hand, butcher’s warts are often larger than common
warts. These warts usually occur in people whose occupation
is related to handling of meat, poultry, or fish products [1, 4].
In butcher’s warts, HPV 2 was the most frequently isolated
type in Jablonska’s study [1]. Lei et al [6] revealed that the
promoter activities of the HPV2 isolates from patients with
GVV were remarkably increased compared with the HPV2a
prototype. They speculate that increased promoter activities
are linked, at least partially, with the clinical phenotypes of
the uncommonly GVV.

In our case, the lesion was misdiagnosed with eczema
and continuously applied topical fluocinolone acetonide and
halometasone for nearly 4 years. Interestingly, discontinua-
tion exposure to topical glucocorticoid was sufficient to stop
the progressing of the eruption and regressed slowly within
4 month. In view of such above proofs, we speculate that
scratching and prolonged exposure of topical glucocorti-
coids in the case might contribute the formation of GVV.

There is little information about HPV infection after
long-term exposure to glucocorticoid has been reported
in the published work. von Krogh et al [7] discovered that
the prevalence of HPV DNA in the biopsies of of genital
lichen sclerosus and erosive lichen planus was increased
significantly after long term clobetasol therapy. Meanwhile,
Bromberg-White et al [8] showed that the upstream regula-
tory regions of HPV31 were inducible by dexamethasone in
differentiating keratinocytes. Bromberg-White believed that
glucocorticoids may play an important role in the differen-
tiation-dependent life cycle of HPV. Another studies also
showed that multiple recalcitrant warts during Cushing’s dis-
ease had a complete resolution after a 6-month therapeutic
trial with anti-cortisolic drug ketoconazole [9]. The author
indicated that anti-cortisolic treatment may correct endog-

a

Figure 2. (a) Scanning magnification shows crusts, hyperkeratosis, parakeratosis, acanthosis
and papillomatosis in the epidermis (haematoxylin and eosin; original magnification x 100); (b)
Higher magnification shows many physaliphorous cells, located on the upper-mid-dermis without
malignancy and cytological atypia. (haematoxylin and eosin; original magnification x 250).
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enous hypercortisolism and improve immunological status
[9]. We believed that the prolonged exposure of topical glu-
cocorticoids might destroyed the local immunology of skin
and partly reactivate the HPV and provoke GVV formation
at last. A large blind controlled study is necessary to test the
hypothesis of association between glucocorticoids and GVV.

In the differential diagnosis of a GVV on the leg, warty
tuberculosis (tuberculosis verrucosa cutis), deep mycosis
and especially blastomycosis, blastomycosis-like pyoderma,
and verrucous carcinoma should be considered. In addition,
clinically GVV may mimic many other diseases depending on
the localization such as vascular fibroma, even neurotrophic
foot ulcer [10, 11]. To the best of our knowledge, this is the
first reported case about GVV on the leg mimicking eczema.
On the other hand, VV is associated with the development of
verrucous carcinoma, or classic warts may show malignant
transformation [12].

In our case, the lesion was isolated, chronic, and cir-
cumscribed with inflammatory reaction and unresponsive
to glucocorticoids treatments. Therefore, we considered the
diagnoses of eczema, warty tuberculosis, deep mycosis and
verrucous carcinoma besides GVV. We herein emphasize
that skin biopsy from adequately deep and multiple sites to
exclude underlying malignancy should be performed on all
giant, chronic, isolated, recalcitrant eruption before therapy
is initiated.
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