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Nevus changed by recurrent Herpes simplex infection:
Reflectance confocal microscopy
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ABSTRACT

During a screening program, a 24-year-old
woman presented an itchy nodule above the
upper lip, 5 x 5 mm in size with irregular pig-
mentation, which had enlarged over the pre-
vious three weeks. Personal clinical history re-
vealed a recurrent Herpes virus infection. Der-
moscopy showed light brown irregular pigmen-
tation, milia-like cysts and an atypical vascular
pattern. Reflectance confocal microscopy re-
vealed architectural, cytologic and vascular
features suggestive of melanoma. A Tzanck test
revealed multinucleated keratinocytes with the
typical nuclei infected by Herpes virus. Our case
shows that dermoscopy alone, despite its sen-
sitivity and specificity, may not provide ade-
guate diagnostic accuracy on which to base a
surgical decision. Epiluminescence criteria
should be considered together with a clinical
evaluation of the lesion and the patient’s clinical
history. Reflectance-mode confocal microscopy
confirmed the difficulty of presurgical diagnosis
in this case, which highlights the importance of
traditional cytological analysis in order to avoid
unnecessary surgical treatment.
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1. INTRODUCTION

Nevi are the most common simulators of melanoma.
Occasionally, their clinical and dermoscopic features are
not sufficient to confirm a diagnosis. We report a nevus
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on the upper lip altered by Herpes simplex virus infection,
with the clinical appearance of an abnormal pink nodule
in which a periferic area of pigmentation was evident.
We describe dermoscopic, reflectance-mode confocal
microscopic, and cytological diagnostic features of this
skin lesion. The aim of this study is to highlight the im-
portance of traditional cytological analysis in order to
avoid unnecessary surgical treatment, and to describe the
specific and particular reflectance confocal microscopic
images of keratinocytes infected by Herpes simplex vi-
rus.

2. CASE

We report the case of a 24-year-old woman presented
with an itchy dome-shaped nodule above the upper lip,
with light brown irregular pigmentation; clinical history
revealed recent enlargement of the lesion (Figure 1).
Dermoscopic examination (Molemax Il, Derma Instru-
ments, Vienna, Austria) of the lesion showed a periferic
light brown irregular pigmentation, milia-like cysts and
an atypical vascular pattern. In vivo reflectance confocal
microscopy (RCM) (Vivascope 1500; Lucid Inc., Roche-
ster, NY, USA) was performed at different depth levels
to a maximum of 150 um [1,2]; of concern was the ob-
servation in the epidermal layer of a diffuse pattern of
single and multinucleated large keratinocytes, demar-
cated with sharp contours, containing bright grainy cy-
toplasm and round dark nuclei with bright dots close to
the nuclear envelope in a ring pattern (Figure 2(a)). At
the dermo-epidermal junction, cords of variable refractile
cells arranged parallel to each other were observed, as
were keratinocytes with thickened contours, different in
size and refractivity and arranged with an atypical ho-
neycomb pattern. The slight architectural disarray also
showed bright nucleated cells with dendritic-like
branches, and diffuse small bright cells and particles. A
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Figure 1. Atypical pigmented nodule of
5 x 5 mm on upper lip.

-
.

Figure 2. (a) Multinucleated large polygonal
keratinocytes with demarcated bright contour
(—) containing a round dark nucleus with a
peripheral bright dot arranged with a ring pat-
tern at the upper level of epidermis; (b)
Tzanck smear sample with degeneration of
keratinocyte nuclei, and the multinucleated
keratinocytes with the typical “ground glass”
nuclei due to intranuclear viral particles that
cause a peripheral distribution of the chroma-
tin close to nuclear envelope. Polygonal kera-
tinocytes detected at periphery of image.
(Thin-prep Papanicolau, 40x).

proliferation of melanocytes, bulging within the dermal
papilla, were organized as solitary units and oval demar-
cated nests [3]. Because the patient reported a recurrent
infection of Herpes simplex virus on her upper lip, we
allowed five days of follow-up, instead of a surgical ap-
proach. On the fifth day, a pustule was present on top of
the nodule and a Tzanck test was performed; it showed
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keratinocytes with degeneration of nuclei, in which the
multinucleated keratinocytes had the typical molded
nuclei of Herpes infection (pomegranate seed appear-
ance) (Figure 2(b)).

We treated the lesion with acyclovir for two weeks,
and after this time it had decreased in diameter, no itch-
ing or pain was reported, and no further viral atypia were
detected by either dermoscopy or RCM.

3. CONCLUSIONS

Melanocytic nevi are clinically significant in that their
appearance can be similar to that of melanoma. Although
clinical and dermoscopic features are usually sufficient
to confirm a diagnosis of melanocytic nevi or melanoma,
this may not always be the case. For instance, diagnosis
can be complicated in cases where inflammatory disease
or infection, such as Herpes virus, results in enlargement
of the nevus, which can be confused with a hypopig-
mented nodular melanoma or hypopigmented nodular
basal cell carcinoma [4,5].

On RCM, the architectural disarray at the dermal-ep-
idermal junction, the diffuse dendritic and small bright
cells corresponded to inflammation, and the large irre-
gular blood vessels were not suggestive of either mela-
nocytic or keratinocytic malignancy [2,3]. However, the
presence of multinucleated keratinocytes with high re-
fractile dots, distributed at the periphery close to the
nuclear envelope, potentially suggested a viral infection.

Our original and first case in literature about RCM in
Herpes simplex infection shows that clinical evaluation
and dermoscopy may not be sufficient to obtain a satis-
factory diagnosis, while RCM is actually a very ad-
vanced in vivo diagnostic tool; also, cytological analysis
is still a traditional and very useful examination in
doubtful cases.
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