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Dear Editor, 

We have read with great interest the article recently published by Manaa et al. who reported 

a case of symmetrical drug-related intertriginous and flexural exanthema (SDRIFE)-like 

eruption associated with COVID-19 vaccination.1 We herein describe an analogous case 

that was referred at the Dermatology Unit of the University Hospital of Naples Federico II, in 

May 2022. A 67-year-old woman presented with an erythematous rash involving bilaterally 

and symmetrically the flexures (axillary, antecubital, submammary, intergluteal) and the 

groin (Figure 1). Associated symptoms were hitch and burning sensation. The rash 

appeared 20 days after the second dose of COVID19 vaccine (Pfizer–BioNTech mRNA 

vaccine) and did not improve with topical corticosteroids. Patient’s medical history included 

maculopathy, for which she used to undergo bi-yearly intraocular injection of corticosteroids 

for more than 10 years. Routinary, she did not take any medication and no new agents were 

introduced at the time of rash onset. Dermatological examination revealed the presence of 

sharply demarked erythematous plaques exclusively on the flexures, with no mucosal 

involvement. Routine blood tests, including complete blood count, renal and hepatic 

functions as well as electrolytes, were unremarkable. A skin biopsy revealed the presence 

of epidermal parakeratosis, hyperkeratosis, acanthosis, spongiosis with mild lymphocyte 

exocytosis. At the dermal level, perivascular lympho-histiocytic infiltration and erythrocyte 

extravasation was described. The clinical and histological features along with the temporal 

correlation with the vaccination, favored a diagnosis of SDRIFE following COVID19 

vaccination. SDRIFE is a type IV delayed hypersensitivity reaction usually triggered by 

systemic drugs, mainly antibiotics.2,3 Other reported agents are anti-inflammatory drugs, 

antihypertensives, but also chemotherapeutics monoclonal antibodies and iodine radio-

contrast media.3,4 To date 5 cases of SDRIFE following COVID19 vaccination, either 

Coronavac, Pfizer or Astrazeneca, have been described.1,5–7 Time to occurrence varies 



between 1 to 6 weeks from the vaccination and the rash may follow the first, second or third 

dose.1,5–7 Treatment is usually based on topical and/or oral corticosteroids, and in case of 

non-response, cyclosporin.1 In our case, systemic corticosteroid (prednisone 30 mg/die) for 

2 weeks, slowly tittering it over 6 weeks, let us achieve complete regression of clinical 

manifestations. Given the worldwide campaign of COVID19 vaccination and further booster 

doses, we suppose to observe an increase in the number of SDRIFE cases; hence, 

physicians should be aware of this possible drug reaction.  

Informed consent: the patient gave informed consent in publishing her case details and 

pictures 
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Figures 

Figure 1. Clinical manifestations of SDRIFE following COVID19 vaccination: erythematous 

plaques involving the flexures bilaterally 
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