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LETTER TO THE EDITOR

Reply to ‘development of severe
pemphigus vulgaris following
SARS-CoV-2 vaccination with
BNT162b2’ by Solimani F et al

Dear Editor,

We read with interest the article by Solimani et al.' who
reported a case of pemphigus vulgaris developed 5 days after the
first administration of SARS-CoV-2 vaccination with the mRNA
vaccine BNT162b2 (Comirnaty”, Biontech/Pfizer).

We report the case of a superficial pemphigus developed 2 days
after the second dose of the same vaccination in an otherwise
healthy woman, except for a history of Hashimoto’s thyroiditis.

This 63-year-old woman came to our clinic with pruritic ery-
thematous scaly patches, superficial blisters, and erosions on the
upper trunk, scalp and face evolving from 1 month (Fig. 1). On
her face, she presented crusty patches and plaques mainly over
the nose, cheeks and eyelids suggestive of lupus erythematosus
or pemphigus erythematosus (PE). (Fig. la,c) Mucosal surfaces
were not involved. Nikolsky’s sign was positive. Line-field confo-
cal optical coherence tomography (LC-OCT) showed a superfi-
cial intraepidermal clefting suggestive of PE (Fig. 2c—e).

Given the suspicion of an autoimmune bullous disease, a
lesional and perilesional skin biopsy was performed on the back

Figure 1 Clinical features of pemphigus
erythematosus in a patient vaccinated
against SARS-CoV-2. (a) Crusted plaques
on the scalp; (b) erythema, erosions, scaly
and crusty patches on the upper trunk; (c)
scaly patches and plaques on nose, cheeks
and periocular.
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for histopathological examination and direct immunofluores-
cence (DIF), respectively. Oral methylprednisolone 0.5 mg/
kg/day was prescribed based on the clinical and LC-OCT diag-
nosis with clinical response.

In the following days, DIF showed intercellular epidermal IgG
deposition and histology confirmed the clinical and LC-OCT
diagnosis of PE. (Fig. 2a,b).

Pemphigus diseases are a group of severe, chronic, autoim-
mune disorders characterized by the formation of intraepider-
mal blisters mediated by pathogenic autoantibodies directed
mainly against desmoglein 1 and 3. PE is a clinical subtype of
pemphigus foliaceus with overlap features with lupus erythe-
matosus.”

Following the recent introduction of vaccination campaigns
against SARS-CoV-2 virus with mRNA vaccines, there is increas-
ing evidence on associated cutaneous adverse events such as
local injection-site reactions, exanthemas, vascular lesions, urti-
caria, herpes zoster, eosinophilic dermatosis, erythromelalgia
and pityriasis rosea-like rash.>* Regarding autoimmune bullous
disorders, rare cases of flares or new onset of bullous pem-
phigoid and pemphigus vulgaris (PV),"*® and one pemphigus
foliaceous have been reported following SARS-CoV-2 vaccina-
tion with mRNA vaccine BNT162b2.%

COVID-19 mRNA-based vaccines can elicit strong T- and B-
cell responses against SARS-CoV-2 and induce type I interferon
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responses, which has been associated with inflammation and
potentially with autoimmunity, especially in genetically suscepti-
ble individuals.” Moreover, autoimmune bullous disorders could
be secondary to a delayed T-cell-mediated hypersensitivity
response to vaccination or molecular mimicry driven by off-tar-
get immune activation against pathogenic elements similar to
human proteins.>®

To the best of our knowledge, this is the first case reported of
PE occurring a few days after the second dose of vaccination
with BNT162b2. LC-OCT a new non-invasive imaging tech-
nique, developed to perform in vivo analysis with quasi histolog-
ical resolution, was used to early identify the disease and to start
treatment . '° Our patient would have to do the third dose of the
vaccine and thus we raise the question whether this dose should
be contraindicated. To date, Avallone et al’ reported a case of
worsening of PV after the second dose despite maintaining low-
dose steroid therapy and there are various cases of flares of pre-
existing autoimmune bullous disorders.®”

The risk—benefit ratio is difficult to assess in these patients
because this is the first time that any mRNA vaccine has been
approved for human use and a complete understanding of any
potential off-target immunostimulatory properties will require
further investigations.
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Figure 2 Histopathology and LC-OCT
examination of pemphigus erythematosus in
a patient following SARS-CoV-2
vaccination. (a) Orthokeratosis overlying a
superficial bulla directly benath the stratum
corneum; the upper dermis shows a slight
oedema with a perivascular and sparse
mononuclear inflammatory infiltrate
(Haematoxylin and eosin; original
magnification x4); (b) At higher
magnification the bulla appears high in the
granular layer and contain scattered
acantholytic keratinocytes (Haematoxylin
and eosin; original magnification x10). (c—e)
In vivo 2D LC-OCT examination showing a
superficial intraepidermal clefting consistent
with the histological features of PE.
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