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New-onset bullous pemphigoid and flare of pre-existing
bullous pemphigoid after the third dose of the COVID-19
vaccine

Dear Editor,

During the outbreak of coronavirus disease (COVID-19), several cuta-

neous manifestations associated with COVID-19 infection have been

widely reported in literature. Currently, after the worldwide spread of

a very large vaccination campaign, the occurrence of adverse events

related to vaccinations has become the main interest of scientific

research and reports.1 Cutaneous side effects to SARS-CoV-2 vacci-

nation have been progressively reported so that many Journals have

established a special section to collect them.

Here, we present a case series of four patients who developed bul-

lous pemphigoid (BP) or worsened their pre-existing and pharmacologically

controlled BP after the third dose of the COVID-19 vaccine (Table 1).

Two patients developed a new-onset BP. The first patient was a

76-years-old woman with a history of leg ulcers, who developed a

pruritic bullous eruption on the right leg and on the back, 12 days

after her third dose of the Pfizer-BioNTech COVID 19 vaccine. The

second patient was a 79 years-old-man, coming from a nursing home,

who developed bullous lesions on the trunk 9 days after the adminis-

tration of the third dose of the Pfizer-BioNTech COVID 19 vaccine.

Both patients underwent skin biopsy; histopathology and direct

immunofluorescence which confirmed the diagnosis of BP.

The other two patients were previously affected by BP, that was

in clinical remission before the vaccination. The two patients, a

57-years old woman and a 62-years-old man, had a flare of the pre-

existing disease, with pruritic and bullous skin eruption on the trunk

and on the arms.

In both cases the symptoms occurred 7 days after the vaccina-

tion, respectively the Moderna and Pfizer-BioNTech vaccine.

Although in these patients the clinical diagnosis was easily per-

formed, in all of them we performed a biopsy for optic microscopy as

well as direct immunofluorescence in order to confirm the diagnosis.

In all of these patients the detection of anti BP-180 and anti BP-230

antibodies was performed, and the firsts were strongly positive.

All cases were treated with combination of topical steroids, nico-

tinamide, systemic steroids and their symptoms resolved within the

1-month follow-up.

Herein we report a case series of BP triggered by Covid 19 vac-

cine. BP is an autoimmune blistering disease that can be triggered by

several factors, such as trauma, burns, drugs, and vaccinations2; in our

cases, the temporal delay between the administration of vaccine and

the appearance of blistering lesions suggests the association.

Skin adverse reaction to SARS-CoV-2 vaccination have been pro-

gressively reported. According to a recent review, two main catego-

ries of cutaneous manifestations caused by vaccination, which we

both observed in our patients, can be identified: flares of pre-existing

dermatoses and new onset reactions.3

Autoimmune bullous reactions due to COVID 19 vaccines are not

common, and to date only few cases following the first or second dose

have been reported. To our knowledge, our patients represent the first

patients developing a BP after the third dose of COVID-19 vaccination.

Interestingly, we did not observe any flare of bullous disease after the

first or second dose of anti-COVID-19 vaccination.4

The pathogenesis should be explained by molecular mimicry

between basement membrane-specific proteins (e.g., BP-180 and BP-

230) and SARS-CoV-2 spike protein, that is used by the virus to bind

and fuse with host cells.5 Some authors however suggested that the

vaccine may induce a great immunological response in individuals with

immunological predisposition and consequent production of anti-

bodies6; this explanation match with the two cases observed in

patients not previously affected by bullous diseases.

In our experience, clinical presentation and management of vac-

cine induced BP fulfilled the diagnostic criteria of the classic form, but

some cases reported in literature seem to suggest that atypical forms

of BP may exist. Anyway, due to the lack of data, further studies are

required to confirm this theory.7

As most of the population is vaccinated, clinicians should be

aware that BP may occur or reactivate after COVID-19 vaccination,

especially in elderly patients. Given the rarity of these adverse

events, clinicians should encourage the vaccination in patients

affected by autoimmune bullous diseases, who may have a greater

risk of be infected with SARS-CoV-2 compared with healthy

individuals.8
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