Letter to the Editor

Maculopapular rash in COVID-19 patient treated with

lopinavir/ritonavir

Paula Mazan', Aleksandra Lesiak', Matgorzata Skibifiska!, Juliusz Kamerys?, Rafat Czajkowski?, Witold Owczarek?,

Joanna Narbutt!

Department of Dermatology, Paediatric Dermatology and Oncology, Medical University of Lodz, Lodz, Poland
’Department of Infectious Diseases and Hepatology, Medical University of Lodz, Lodz, Poland
3Department of Dermatology, Sexually Transmitted Disorders and Immunodermatology, Collegium Medicum in Bydgoszcz,

Nicolaus Copernicus University in Torun, Poland

“Department of Dermatology, Warsaw Medical Institute, Central Clinical Hospital of the Ministry of Defence, Warsaw, Poland

Exanthematous drug eruption, also called morbili-
form drug eruption is a type IV immune reaction, medi-
ated by cytotoxic T-cells. It is characterized by pruritic
erythematous macules or papules, evolving rapidly and
typically presenting 5 days to 3 weeks after the new
drug administration [1]. The most common causes are
antibiotics, anti-epileptics, allopurinol, non-steroidal
anti-inflammatory drugs (NSAIDs), anxiolytics, anti-
hypertensives, diuretics and antiretroviral drugs. Anti-
retroviral agents used to treat HIV-positive patients are
common drugs with multiple and frequent cutaneous
manifestations, which were observed in the past decades
[2]. The morbiliform eruption is the most common type
of reaction after initiation of antiretroviral treatment [3].
There have been reports of pruriginous exanthematous
drug eruptions caused especially by a combination of
lopinavir/ritonavir [4]. We present a 35-year-old male pa-
tient suspected of undergoing the SARS-CoV-2 infection
who was admitted to the Covid-19 unit of our hospital.
He reported no symptoms, nor had a history of travels
abroad or exposure to patients infected or suspected of
contagious COVID-19. In the week preceding the admis-
sion the patient was diagnosed with optic neuritis and
the treatment prescribed on an outpatient basis included
16 mg of methylprednisolone. On the follow-up, due to
patient management associated with the coronavirus
pandemic, a rapid test for COVID-19 was performed;
the test was positive. The patient was admitted to the
COVID-19 ward of our hospital and pharyngeal swab
specimens were collected for the SARS-CoV-2 viral nucle-
ic acid detection using real-time reverse transcriptase-
polymerase chain reaction (RT-PCR) assay, confirming the
diagnosis. He did not have any other abnormalities in
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laboratory tests (laboratory results were within reference
ranges). The patient was hospitalized in the isolation unit
and treated with oral lopinavir/ritonavir 400/100 BID.
There was an assumption that optic neuritis could have
been an unspecific symptom of the coronavirus infection.
After two negative RT-PCR tests the patient was consid-
ered recovered from COVID-19 disease.

Following 10 days of lopinavir/ritonavir administra-
tion, the patient developed an itchy, maculopapular rash
while being hospitalized. Initially the lesions appeared
on the skin of the trunk, after 24 h they spread to the
upper extremities. Dermatological examination revealed
non-tender erythematous macules and papules, bilateral
and symmetrical in distribution, localized on the skin of
the neck, trunk and arms (Figures 1 A, B). The patient
had no history of contact dermatitis, previous adverse
drug reactions, or other hypersensitivity reactions. Con-
sidering prior treatment with methylprednisolone, it was
decided to increase the dose of systemic corticosteroids
and initiate topical treatment with corticosteroids and
systemic antihistamines. During 10-day follow-up skin
lesions disappeared almost completely. The patient is un-
der ophthalmological care, where improvement of vision
is being observed.

A maculopapular rash is a skin condition that often
occurs in patients with bacterial and viral infections
including scarlet fever, measles, Ebola virus disease,
rubella, erythrovirus (parvovirus B19), Dengue fever,
chikungunya, zika, smallpox, varicella, heat rash and hy-
persensitivity reactions (exanthematous drug reactions)
[5]. While bacterial and viral infections are a well-known
cause of maculopapular rash there are some specula-
tions about cutaneous manifestations associated with
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Figure 1. A, B — Erythematous macules and papules located
on the skin of the neck, trunk and arms

COVID-19. The data collected by dermatologists analys-
ing skin lesions in 88 Italian COVID-19 patients show
that one-fifth of them developed cutaneous manifesta-
tions. In 8 patients they were present on admission to
the hospital and in 10 patients they were observed dur-
ing follow-up and in most cases they were reported as
erythematous rash. Other cutaneous manifestations in-
cluded urticaria (3 patients) and chickenpox-like vesicles
(1 patient). Skin lesions were mainly localized on the
trunk and healed within a few days. No correlation be-
tween disease’s severity and skin manifestations was
observed [6]. In some cases, symptoms of COVID-19 may
mimic rashes in other viral infections resulting in misdi-
agnosis. A case of the patient with skin rash, petechiae
and a low platelet count initially diagnosed as a Denga
fever was described. When he developed respiratory
problems and after ruling out other common viral infec-
tions, the final diagnosis of the COVID-19 infection was
confirmed by RT-PCR [7].

Vasculitis, transient livedoid eruptions and cyanosis
have also been reported as potential skin manifestations
of COVID-19. However, more data need to be obtained
to define cutaneous involvement in the course of the
SARS-CoV-2 infection. The possibility of skin lesions as
the only COVID-19 symptom should be considered by
practitioners to avoid transmission of the coronavirus.
Worldwide there is a few accepted COVID-19 treatment
regimens including antiviral and immune modulating
therapies as well as novel agents available in clinical
trials [8]. Few case reports of maculopapular rash as-
sociated with lopinavir/ritonavir administration have
been published. Skin lesions occurred approximately
10 days after treatment with lopinavir/ritonavir, im-
proved on withdrawal and relapsed following its reintro-
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duction [9]. Other protease inhibitors such as darunavir,
nucleoside reverse transcriptase inhibitor — abacavir or
non-nucleoside analogue reverse transcriptase inhibi-
tor called efavirenz have also been reported as a cause
of maculopapular rash [3, 4]. Based on current reports
we cannot state with certainty that the maculopapu-
lar rash observed in our patient is only drug-induced,
especially due to the unspecific course of the infection
in this patient. There is a suspicion that COVID19 could
be a cofactor for maculopapular rash. However, the role
of SARS-CoV-2 in inducing skin lesions is still uncertain
and needs to be clarified based on further research and
observations.
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