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ABSTRACT

Hypertrophic lesions caused by herpes simplex virus are uncommon presentations
usually described in immunocompromised patients. These conditions are often
challenging, both in their diagnostic and management. Therapeutic failures after
use of first-line antivirals are common and other treatment strategies are frequently
necessary, such as the use of immunomodulators and even surgical resection. Here
we describe the case of an immunocompromised patient who was diagnosed with a
hypertrophic herpes (HH) lesion on the nose, refractory to conventional treatments.

Headings: AIDS-Related Opportunistic Infections; Skin Diseases; Viral; Antiviral
Agents; Imiquimod; herpes simplex; Plastic Surgery Procedures; Case Report.

RESUMO

Lesdes hipertréficas causadas pelo virus herpes simplex sdo apresentagdes
incomuns descritas usualmente em pacientes imunossuprimidos. Estas
condi¢des sdo frequentemente desafiadoras, tanto no seu diagnéstico quanto
no manejo. Falhas terapéuticas aos antivirais de primeira linha sdo comuns e
outras estratégias de tratamento sdo frequentemente necessarias, como o uso
de imunomoduladores e até a ressecgao cirurgica. Aqui descrevemos o caso de
uma pessoa vivendo com HIV que foi diagnosticada com herpes hipertréfico em
nariz, refratario aos tratamentos convencionais.

Descritores: Infecgdes oportunistas relacionadas com aAIDS; Dermatopatias virais;
Infecgdes por herpesvirus; Medicamentos antivirais; Imiquimode; Procedimentos
de cirurgia plastica; Relato de caso.

INTRODUCTION

Skin and mucosal lesions are common presentations of herpes
simplex virus (HSV) infection. In most cases, these lesions are described
as painful erythematous shallow papules, vesicles, and ulcers'. The
hypertrophic or nodular, tumor-like, verrucous, vegetative, or exophytic
form stands out within the spectrum of atypical presentations of the
disease. HSV lesions of this form are characteristically voluminous and
can be confused with other clinical conditions, especially neoplasms,
which reinforces the importance of prompt identification and establishment
of the correct therapeutic strategy?.

Individuals with chronic immunosuppression, such as those infected
with HIV, are most likely to present hypertrophic mucocutaneous lesions
due to HSV. In addition, first-line antiviral medications are frequently not
sufficient to control the disease, particularly in these patients®. Here,
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we report a case of hypertrophic herpes refractory to
conventional therapeutic options in a patient living with
HIV/AIDS.

CASE REPORT

A 46-year-old unemployed and cisgender man
presented to the emergency room complaining of
a “‘wound” on the nose for 3 months, with insidious
progression. He had acquired AIDS for over 20 years,
with a history of good adherence to antiretroviral therapy
(ART), currently in regular use of lamivudine, zidovudine,
darunavir, ritonavir, and dolutegravir. The last HIV viral
load measurements were consistently undetectable while
the last CD4 lymphocyte count tests showed values > 200
cells'/mm?. The patient had a history of multiple episodes
of small blisters and painful ulcers occurring in the lower
region of the left nostril in the last 5 years, which, according
to him, were “typical of herpes.” He used topical acyclovir,
a medication that is used to lead to almost complete
remission of the lesions but no longer did. He then used
multiple antimicrobials (including amoxicillin-clavulanate,
trimethoprim-sulfamethoxazole, and cephalexin) and was
prescribed oral and intravenous acyclovir. Despite the
various therapeutic strategies, there was a progressive
worsening of the lesion thatled to the patient’s referral to the
dermatology department. On physical examination, there
was a warty lesion on the left nasal flap, approximately
7 cm in its largest diameter. It was vegetative, rounded,
partially ulcerated, and covered by fibrinous tissue (Figures
1A and 1B). The individual was in good general condition
and had no other complaints or systemic alterations worth
noting. Once the diagnosis of hypertrophic herpes (HH)
was raised, he was again prescribed oral acyclovir, plus
topical imiquimod. Despite the new treatment regimen,
the lesion continued to progress and increase in size.
The patient was then referred to plastic surgery for
resection and histopathological analysis of the lesion
due to suspicion of an underlying neoplastic process.

Complete surgical resection of the lesion was performed,
with a safety margin and rotation of the nasolabial
musculocutaneous flap. The pathological analysis of the
surgical specimen showed that there was “epidermal
pseudoepitheliomatous hyperplasia at the edge of an
ulcerated lesion, granulation tissue, and exuberant dermal
lymphoplasmacytic inflammation (...).” The presence of
“cytopathic changes with characteristics of herpes virus
(HSV) infection favoring the diagnosis of hypertrophic
herpes” was also described. Immunohistochemistry was
positive for HSV; in situ hybridization was negative for low-
and high-risk papillomavirus (HPV) antigens; and P16
immunohistochemistry in the epithelial cells of interest
was negative. In view of these findings, the suspicion of a
neoplastic process was excluded and the initial diagnostic
hypothesis of HH was confirmed, although refractory to
antiviral treatment with acyclovir and topical therapy with
imiquimod. Six months after the operation, there was
recurrence of the lesion; this time, intravenous foscarnet
was prescribed for 10 days, with complete remission.
The patient is currently on suppressive antiherpetic
therapy with valacyclovir (500 mg/day). He remains under
outpatient follow-up with no new recurrences even after
7 months.

DISCUSSION

HSV mucocutaneous infections are extremely
common, with genital herpes being the most prevalent
sexually transmitted infection worldwide'. There are
two main biological and antigenic types of HSV: HSV-1,
which typically affects the mouth, oral cavity, lips, nostrils,
and adjacent skin; and HSV-2, which usually affects the
anogenital region?. The prevalence of both HSV types is
estimated to comprise approximately 90% of the global
population, with HSV-1 being more prevalent than HSV-
24, HSV infection is also one of the most common co-
infections among patients with HIV, with seroprevalence
ranging from 50% to 90% in different regions of the world °.

Figure 1. Hypertrophic lesion in the left nasal flap due to herpes simplex virus (A - frontal view; B - lateral view).
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Atypical presentations of HSV infection among
patients with HIV are frequent. Within the spectrum
of atypical forms of the disease, the hypertrophic or
pseudotumoral form is considered rare, with just over 100
case reports found in the literature®.

Hypertrophic herpes lesions are usually disfiguring
conditions presented as painful exophytic nodular tumors,
with or without superficial ulceration that predominantly
affect the anogenital region, but can also appear in other
sites, such as the mouth and oral cavity, nose, ears, and
periocular and conjunctival regions, as well as in rarer
sites, such as the larynx, vocal cords, endobronchial
mucosa, and hands and feet?®. Our patient’s lesion was
located in the nasal region, a topography with very few
cases reported®”8, It should be noted that diagnostic
and therapeutic strategies and interventions for the
management of hypertrophic lesions due to HSV are
independent of the anatomical site of involvement, that
is, the management of hypertrophic lesions in rarer sites
such as the orofacial region does not differ from that of
anogenital lesions, for example?3.

The investigation of a case of HH can be laborious,
and other diseases that may present with vegetative
verrucous lesions should be ruled out, especially those
of neoplastic origin such as squamous cell carcinoma,
lymphomas, and other hematopoietic neoplasms. Other
infectious causes important for the differential diagnosis
include HPV, cytomegalovirus, molluscum contagiosum
virus, tuberculosis, atypical mycobacteriosis, secondary
syphilis, and fungal infections®°.

Diagnosis confirmation in the reported case was
made by biopsy, whose histological analysis showed
cytopathic alterations with immunohistochemistry positive
for HSV and negative for HPV. The aforementioned p16
protein analysis raised the possibility of a neoplasm
as HPV-associated carcinomas are characterized by
overexpression of this marker, which is detected by
immunohistochemistry''. Other diagnostic methods for
the identification of HSV include cell culture, molecular
techniques with nucleic acid amplification, and type-
specific serological tests. The latter two have been
increasingly used during the last decades and have
relatively high sensitivity and specificity, although they are
not yet widely available in developing countries'.

The pathophysiological mechanisms involved in the
genesis of HH have not yet been completely elucidated,
although some hypotheses have been proposed based
on the results of clinical, pathological, and laboratory
studies on the subject. The starting point of the process

is considered to be prolonged cutaneous inflammation
that causes hyperproliferation of keratinocytes through
the secretion of cytokines. In this context, HIV infection
contributes through at least two mechanisms: a greater
release of these cytokines that stimulate epidermal
growth by HIV-infected dendritic cells and the reduction of
the negative feedback of interferon-gamma on epidermal
proliferation, because HIV-infected individuals have
fewer helper and cytotoxic T cells and consequently a
lower release of this specific cytokine?'2. Finally, due to
the abundance of eosinophils observed in the lesions,
Abbo et al. *® proposed a relationship between Th2
immune response and cell hypertrophy. This hypothesis
is corroborated by the good therapeutic response to
imiquimod in cases of HH, as this immunomodulator
stimulates the Th1 immune response through the
production of interferon-alpha, thus altering the center
of the inflammatory response and correcting the local
immunopathological process.

The management of hypertrophic herpes lesions
is, in general, challenging, and refractoriness to first-line
systemic antiviral agents such as acyclovir is common
4, as in the present case. In the systematic review by
Sasso et al.2, only half of 81 patients diagnosed with HH
responded to treatment with first-line antivirals. The real
cause of the lack of therapeutic response in these cases
is not exactly known. One of the proposed mechanisms
is the reduced or absent penetration of the antiviral
into the pseudotumoral tissue; another mechanism is
a higher frequency of antiviral-resistant HSV strains
in immunosuppressed patients®. Other therapeutic
strategies have been used in refractory cases, such as
the administration of intravenous foscarnet® and the use
of topical imiquimod; surgical removal of the lesion is a
last resort option?314,

The surgical management of chronic and severe
herpes simplex infections has been described since the
1970s, when there were no effective drug treatments
for HSV. Following the availability of acyclovir in 1982,
surgical treatment became less desirable, both because of
its more invasive nature and because of the description of
postoperative recurrences in sites adjacent to the primary
lesion™'6, Currently, surgical treatment is reserved for
cases refractory to other available therapeutic strategies.

In fact, our patient did not respond well to treatment
with antivirals or topical application of imiquimod.
Therefore, it was decided to surgically remove the lesion,
although this decision was reinforced to eliminate the
hypothesis of a neoplastic etiology, which was still under
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consideration. In the same systematic review by Sasso et
al.?, surgical resection was used as part of the treatment
in approximately 38% of the patients diagnosed with HH;
there is no description of the percentage of patients who had
recurrence after resection. Simonsen et al.'® compiled nine
cases of patients with perianal HH, seven of whom were
treated with surgical resection (with or without concomitant
antiviral treatment). Of these, three had recurrent disease,
similar to what occurred in our patient’s face.

CONCLUSION

This case illustrates how the diagnosis and treatment
of hypertrophic lesions caused by HSV are challenging,
considering their similarity to invasive carcinomas and
high rates of resistance to first-line antivirals. As reported,
therapeutic management of HH often involves the use of
systemic antivirals, immunomodulatory therapy, and, in
more persistent cases, surgical resection.

“This case report deserved an official declaration of acknowledgement and
ethical approval by its institution of origin and was peer-reviewed before
publication, whilst the authors declare no fundings nor any conflicts of interest
concerning this paper. It is noteworthy that case reports provide a valuable
learning resource for the scientific community but should not be used in
isolation to guide diagnostic or treatment choices in practical care or health
policies. This Open Access article is distributed under the terms of the Creative
Commons Attribution License, which permits unrestricted use, distribution,
and reproduction in any medium, provided the original work and authorship
are properly cited.”
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