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SUMMARY
Cutaneous manifestations are considered an infrequent presentation of coronavirus disease 2019 (COVID-19) and are mostly 

described in outpatient settings. Its onset during the course of the severe COVID-19 disease has been poorly described in 

severe cases. Studies focused on dermatological manifestations mostly described maculopapular or pernio-like lesions and less 

frequently vesicular or varicella-like eruption. We described the occurrence of a vesiculopapular eruption in three laboratory-

confirmed COVID-19 patients associated with severe lung injury in whom the skin findings preceded viral reactivation and 

recrudescence of hypoxemia. The potential mechanisms for COVID-19-related cutaneous manifestations include immune 

hypersensitivity, cytokine-release syndrome, deposition of microthrombi, and vasculitis.
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The ongoing pandemic of coronavirus disease 2019 (COVID‑19) 
is a global concern. The disease typically presents with symp‑
toms resembling other viral infections, but in severe cases, it 
may develop acute respiratory distress syndrome with a high 
mortality rate1. Cutaneous manifestations are considered an 
infrequent presentation of COVID‑19 infection but are prob‑
ably under‑recognized, although up to 44% of the patients 
had cutaneous findings at disease onset or during its course2. 
However, neither characteristics nor progression of the lesions 
were adequately documented2,3. Studies focused on derma‑
tological manifestations have described different viral exan‑
thems, of which vesicular eruptions appear in 9–11% cases4,5. 
The majority of cases were recognized in outpatient settings, 
and although described in some severe cases, its onset over the 
course of the disease has not been established.

We describe the occurrence of a vesiculopapular eruption 
in three laboratory‑confirmed COVID‑19 patients (Figure 1) 

associated with severe lung injury in whom the skin findings 
preceded viral reactivation and recrudescence of hypoxemia, 
as a second hit of viral injury.
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Figure 1. Papulovesicular eruptions before or concomitantly 
to second hit severe respiratory syndrome related to COVID-19 
reactivation. (A) Case 1, (B) Case 2, and (C) Case 3.
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CASE 1
A 58‑year‑old obese and diabetic female presented with 3‑day 
COVID‑19 symptoms and acute respiratory failure, requir‑
ing mechanical ventilation. Prone position was required for 
several days due to severe hypoxemia, with gradual improve‑
ment and progression to weaning. After 15 days, the patient 
developed a vesicular rash in the trunk, followed by new onset 
fever, severely worsening hypoxemia, and ascending C‑reactive 
protein (CRP). Pulmonary embolism was ruled out, and no 
microbiological evidence of infection was found.

CASE 2
A 51‑year‑old male with diabetes history sought medical 
attention with symptoms of COVID‑19 for 5 days, requir‑
ing invasive mechanical ventilation on the sixth day of hos‑
pital stay. One week later, the patient was in the process 
of weaning. He then developed a vesiculopapular rash fol‑
lowed by shock, fever, and loss of renal function, and over 
the following days, hypoxemia worsened. Blood and spu‑
tum cultures were negative. Computed tomography (CT) 
showed active viral lesions, with no evidence of pulmonary 
thromboembolism.

CASE 3
A 33‑year‑old obese male with ongoing viral symptoms for 1 
week presented respiratory failure, requiring mechanical ven‑
tilation. After 11 days of intensive care, the patient showed 
signs of recovery and was weaned from the ventilator. The 

following day, he was reintubated facing worsening hypoxemia 
and simultaneously developed a vesicular rash affecting chest 
and back. CRP values increased significantly. Blood and spu‑
tum cultures were negative. The CT showed a small segmen‑
tal pulmonary embolism and extensive ground‑glass opacities 
compatible with viral activity.

In all three cases, the cutaneous eruption occurred either 
immediately before or concomitantly to second hit severe 
respiratory syndrome attributed to COVID‑19 reactivation 
(Figure 2). Although a relation between vesicular skin erup‑
tion and disease recurrence has not yet been described, it is 
possible that inflammatory rebound and immune response 
phenomena could account for both features. The potential 
mechanisms for COVID‑19‑related cutaneous manifesta‑
tions include immune hypersensitivity response to severe 
acute respiratory syndrome coronavirus 2 RNA, cytokine‑re‑
lease syndrome, deposition of microthrombi, and vasculitis6. 
Although further clinical data are warranted, new onset of 
papulovesicular rash might signal a more severe course of 
disease in patients with critical respiratory syndrome due 
to COVID‑19.
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Figure 2. Graphs showing worsening in the PaO2/FiO2 ratio and raise of CRP after or concomitantly with the rash onset 
during the course of COVID-19 infection: (A) Case 1, (B) Case 2, and (C) Case 3. 

CRP, C-reactive protein; ICU, intensive care unit.
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