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CASE REPORT
A 74-year-old man with past medical history of obesity and type
2 diabetes mellitus was admitted for COVID-19 pneumonia. Due to
unfavorable disease progression, ten days later, the patient was admitted to the intensive care unit and intubated, requiring periods of
prone position and systemic corticosteroid treatment. During the following weeks, the patient developed several infectious complications
successfully managed with systemic antibiotics and herpes simplex
infection of the left upper lip, treated with acyclovir 400 mg twice
daily for 10 days.
Dermatology observation was requested 2 days after acyclovir
cessation due to an infiltrative hyperkeratotic erythematous plaque
with pustules on the right zygomatic region (see picture 1) that had
been noticed 2 days before.
Polymerase chain reaction (PCR)-testing of swab samples from
the pustules was positive for herpes simplex virus (HSV) 1, with negativity for HSV 2 and for varicella-zoster virus (VZV). Blood and CSF
fluid PCR were negative for HSV 1, HSV 2 and VZV. The patient restarted acyclovir (400 mg, thrice daily for 12 days) with significant
improvement of the lesion (less infiltration and hyperkeratotic crusts)
and negative PCR-testing for HSV1 DNA after treatment cessation
(see picture 2). About 2 weeks later the lesion was completely healed
leaving a minor atrophic scar.

DISCUSSION
Based on the clinical picture and PCR results, the diagnosis is
recurrence of HSV 1. This is an atypical manifestation of HSV with a
hyperkeratotic sycosis-like facial plaque. Atypical manifestations of
HSV are rare and occur predominantly in immunocompromised patients – namely among human immunodeficiency virus (HIV)-positive
patients, transplant recipients, those suffering from hematological

Figure 1 - Infiltrative hyperkeratotic erythematous plaque with pustules on the right zygomatic region at first evaluation.

diseases or under systemic corticosteroids.1 The classical picture of
HSV 1 infection, characterized by small, grouped vesicles in an erythematous base, can be absent in these situations.1 Occasionally,
these patients present with uncommon manifestations, such as
hypertrophic, verrucous lesions, tissue necrosis, chronic ulcers, folliculitis or sycosis-like lesions.1,2 Whilst hypertrophic manifestations
are well described in HSV 2 genital infections, they are extremely
rare in HSV 1 infections.3
In this patient, we believe the severe COVID-19 disease together
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should raise a high index of suspicion for herpes infection that can be
confirmed by PCR-testing. In these high-risk patients, treatment duration should be increased until complete lesion resolution.4
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Figure 2 - Plaque with less infiltration and with hyperkeratotic crusts
12 days after treatment initiation.

with the prolonged course of corticosteroids and the short and underdosed initial course of acyclovir enabled the development of this
atypical lesion, explained recurrence immediately after suspension of
the antiviral drug. In a case series reporting five cases of HSV 1 keratitis in COVID-19 patients, the authors postulated that the decline in
NK cells and CD8+ T cells found in SARS-CoV-2 infections could play
a role in potentiating the reactivation of HSV 1.4
In immunocompromised patients, HSV infection is generally more
severe, presenting with extensive lesions and increased resistance to
standard therapeutic regimens.5 Combination of acyclovir with an
immunomodulator such as topical imiquimod can be an alternative
regimen in more recalcitrant cases.5
Atypical manifestations of HSV infection raise diagnostic challenges and sometimes lead to treatment delays.4 Any hyperkeratotic,
ulcerated or folliculitis-like lesion in an immunocompromised patient
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