Dermatological manifestation can be an early sign
in Covid-19: Report of three cases with a novel
manifestation masquerading Steven Johnson syndrome
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ABSTRACT

Various dermatological manifestations have been observed in patients with Coronavirus disease (COVID-19) infection ranging from
maculopapular rashes, urticaria, chickenpox-type lesions, chilblain-like, distal-limb ischemia, and livedo racemosa. While most of
these cutaneous findings are self-resolving, they may aid in the timely diagnosis of this infection. We are reporting three patients
presenting with dermatological features resembling (i) varicella zoster, (ii) herpes labialis, and (iii) Steven Johnson Syndrome (S]S)
who were subsequently diagnosed with Covid-19 infection. The skin lesions disappeared after successful treatment of Covid-19.
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Introduction

As of April 10, 2021, Coronavirus disease (COVID-19)
initially reported in Wuhan, China in December 2019 has
been diagnosed in more than 134 million people globally.™
The disease soon turned into a pandemic, spreading all across
the boundaries because of its high rate of infectivity, high
virulence, and asymptomatic transmission. On January 30, 2020,
the World Health Organization (WHO) stated the outbreak
of COVID-19 as a Public Health Emergency International
Concern (PHEIC) and stated that it presents a great challenge
for the health care communities worldwide. Coronavirus is
an enveloped, positive-sense, single-stranded RNA virus and
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belongs to the coronavirus family and has subgroups, namely,
alpha (@), beta (), gamma (Y), and delta (8).”! The virus enters
cells via angiotensin-converting enzyme 2 (ACE2) receptors
found on the surface of cells. The lungs are the primary site
of infection for COVID-19, with protean manifestations
ranging from flu-like symptoms to severe respiratory tract
infection and potentially lethal acute respiratory distress
syndrome (SARS-CoV-2). Interestingly, there have been
significant numbers of COVID-19 cases reporting cutaneous

manifestations.”!

We report three patients with presentations resembling varicella
zostet, herpes labialis, and Steven Johnson Syndrome (SJS) who
were subsequently diagnosed with Covid-19 infection [Table 1].
Skin lesions, such as erythematous rashes, urticaria, and chicken
pox-like vesicles, were reported in previous studies.”” These
symptoms developed at the onset of Covid-19 infection or
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Table 1: Principal characteristics of our patients

Patient’s Age Sex Onset of dermatological Treatment RT-PCR for Lymphocyte count
no manifestation Covid-19 (10°/1) n.v. 0.71-4.53
1 34 Male Day 3 HCQS Positive 1.24
Acyclovir
2 33 Male Day 3 HCQS Positive 1.28
Acyclovir
3 70 Male Day 5 Remdesivir Positive 0.42
Dexamethasone
Tocilizumab
LMWH

HCQS: Hydroxychloroquine; LMWH: Low molecular weight heparin; RT-PCR: Real-time polymerase chain reaction; n.v.: normal value

during the hospital stay. One patient had severe and very unique
cutaneous manifestations.

Case Report

Patient 1 was a 34-year-old health worker who presented to the
hospital with fever (39°C), sore throat, and generalized weakness
for two days. He had contact history with SARS-CoV-2 positive
patient admitted to the hospital. He underwent nasopharyngeal
swab culture and was found positive for SARS-CoV-2 on
RT-PCR. On day 3, he developed asymptomatic faintly
erythematous macules involving the trunk and both limbs and
few discrete vesicular eruptions over an erythematous base
present on the chest and back [Figure 1]. He had a history of
childhood chickenpox. However, he denied having taken any
drug, except paracetamol for fever. The lesions disappeared
within seven days.

Patient 2 was a 33-year-old health worker with known contact
with COVID-19 cases admitted because of fever, sotre throat,
and weakness. Nasopharyngeal swab done on day 5 was positive
for Covid-19. On day 3, following fever he developed grouped
vesicles over the left corner of the mouth, suggestive of herpes
labialis [Figure 2]. He denied the presence of similar skin lesions
previously in the past. He was started with acyclovir 400 thrice
daily for five days.

Patient 3 was a 70-year-old man who presented with high-grade
fever with respiratory distress for three days. He was admitted to
the intensive care unit and treated with intravenous antibiotics,
injection Remdesivir, and put on ventilator support. Gradually,
he was weaned from the ventilator support and was put on
oxygen support only. Dermatological examination revealed the
presence of a few discrete to coalescent intact bullas over the
back. Additionally, there were three erosions varying in size from
1 X1 cm to 45 X 3.5 cm. Peeling of skin in a serpenginous
pattern was also noted just below and above the largest
erosion [Figure 3]. Nikolsky sign at the site was not performed.

Discussion

Although the cutaneous manifestations are uncommon in
COVID-19 infection, it is still evolving as more and more
anecdotal case reports and case series are being reported
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Figure 1: Vesicles on an erythematous base and faint erythematous
macules over the chest

throughout the world with common clinical features, including
fever, sore throat, dry cough, shortness of breath, easy fatigability,
myalgia, and weakness seen in relatively large-scale of COVID-19
pneumonia patients.

The most prominent case study of various skin manifestations
of 88 confirmed COVID-19 patients from Italy was published
by Recalcati ef al. and the authors reported dermatologic
manifestations in 20.4% of COVID-19 patients (18/88).
The most common dermatologic presentations observed
were erythematous rash (14 patients; 77.8%) with few cases
of wurticaria (3 patients; 16.7%) and chickenpox-like vesicle
formation (1 patient; 5.6%)."

Our finding suggests that the most consistent cutancous eruptions
associated with COVID-19 is the vesicular eruption in all three
patients with only one presenting additionally as erythematous
macular rash. However, more cases are required to be observed
to know the common clinical manifestations. As these lesions
appeared almost within three days of onset of fever, it may be
hypothesized that cutaneous manifestations can also serve as a
clue in addition to fever and upper respiratory tract symptoms and
prompt the clinician to consider the diagnosis and investigate early.

In the case of the second patient, whether the herpes labialis
occurred concomitantly with the current infection ot whether
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Figure 2: Grouped vesicles over the corner of the upper lip on the
left side

it truly represents COVID-19 infection is still doubtful as we
could not do a serological test to determine herpes simplex virus.

The third patient had a rather unique presentation never
mentioned before in the literature. The bullas, erosions,
and epidermolysis mimicked the lesions of Steven Johnson
Syndrome, except that it was localized to the back. It is to be
noted that this patient had a more severe form of the discase as
compared to the others and this cutaneous manifestation could
also be a marker of disease severity. However, it is too eatly to
make such assumptions as more observations are required in
the future.

Although the pathophysiology of COVID-19 cutanecous
disturbances is not yet well known, some common theories have
been described for lesions suggestive of vascular occlusions
like petechiae transient livedoid eruptions, or acral ischemia
presenting as perniosis-like lesions. However, determining
the mechanism behind the vesicular eruptions caused by this
virus is still an enigma and challenging because of its novelty.
Whether this virus shares a tropism to epithelial cells in the skin
with varicella zoster virus is still unknown. Speculations of the
virus being transferred to the skin from respiratory sites by the
lymphocytic cells and causing ballooning degeneration of the
keratinocytes are preliminary as neither tzanck (or culture) nor
PCR of the fluid has been done in any of the case reports of
COVID-19 patients who presented with vesicles to prove that
the virus is present in the skin. Additionally, although the bullas
with erosions and peeling of the skin clinically mimic SJS, it is
still unclear if they cause keratinocyte apoptosis.

Conclusion

Although rare, cutaneous manifestations may represent an
important feature and may occur early in COVID-19, and these
lesions may be missed because of the lack of routine dermatology
evaluation during the outbreak. Primary-care physicians play an
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Figure 3: Bullas and erosions with peeling of the skin at the periphery
of the erosions

important role by differentiating patients with skin lesions from
those with Covid-19, making an early diagnosis and proper
management at the primary-care level during the COVID-19
pandemic. Further research is required to validate and elucidate
an understanding of different COVID-19-related cutaneous
manifestations.
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