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INTRODUCTION

Anti-p200 pemphigoid is a rare autoimmune sub-
epidermal bullous disease characterized by autoan-
tibodies to laminin gamma-1 (p200). A few rare cases
of autoimmune bullous dermatoses, mainly bullous
pemphigoid (BP), have been reported following
COVID-19 vaccination."” Only one case of anti-
p200 pemphigoid postvaccination has been reported
after a pneumococcal vaccination.” We report a case
of anti-p200 pemphigoid subsequent to COVID-19
vaccination.

CASE REPORT

A 74-year-old man presented with sudden blisters
of the extremities, hands, wrists, elbows, and feet,
which appeared 48 hours after the second dose of
the Moderna COVID-19 messenger (m)RNA vaccine.
A few vesicles located only on his wrists appeared
10 days after the first dose with spontaneous resolu-
tion. His medical history included eczema and
glaucoma. No additional treatment had been
initiated.

Examination revealed numerous tense and flaccid
blisters on inflammatory skin, on the extremities (Fig
1, A-D) and round erosion of the scrotum. Mucous
membranes were unaffected. A local reaction site
was also noted located at the injection area, with
axillary lymphadenopathy. The patient did not have
fever.

Laboratory evaluation showed only an elevated
C-reactive protein concentration of 44 mg/L
without leukocytosis. There was no eosinophilia.
Histopathologic examination showed subepidermal
separation. The dermal infiltrate was composed of
numerous eosinophils and few lymphocytes. Direct
immunofluorescence microscopy revealed linear C3
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mRNA: messenger RNA

and immunoglobulin G (IgG) deposition along the
dermo-epidermal junction (Fig 2). Indirect immuno-
fluorescence microscopy of the patient sera on
sodium chloride-split human skin showed IgG
antibodies that were only bound to the dermal sides.
Antibodies against BPAG-1, BPAG-2, and collagen
VII were not detected by enzyme-linked immuno-
sorbent assay. Immunoblot analysis of human
dermal extracts revealed IgG4 that recognized a
200-kilo Dalton band corresponding to anti-p200
antibodies (Fig 3). A diagnosis of anti-p200 pemphi-
goid was established. The workup results for
malignancy and for other autoimmune diseases
based on computed tomography and laboratory tests
were negative.

The patient was initially treated with clobetasol
propionate 0.05% cream with a temporary effect.
New lesions appeared during the decrease in topical
corticosteroids. Colchicine (1 mg/day) and daily
application of a topical corticosteroid led to a signif-
icant improvement after 15 days. Colchicine was
stopped after 2 months because of hepatic chole-
stasis, and the use frequency of the topical cortico-
steroid was decreased over 4 months. Remission was
sustained for 6 months after the treatment.

DISCUSSION
A broad spectrum of cutaneous adverse events
has been described after mRNA COVID-19
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Fig 2. Histo

pathologic findings. A, Subepidermal blistering with dermal infiltrate with

numerous eosinophils. Haematoxylin-eosin-stained section. B, Direct immunofluorescence

microscopy.

vaccination, including subepidermal bullous dis-
ease, such as BP. The most frequently reported
adverse effects were local injection site reactions,
urticaria, morbilliform rashes, and pityriasis rosea-
like reactions.”* It appears that after the second
dose, less than 50% relapse.”

Some cases of BP following COVID-19 vaccina-
tion have been described recently, highlighting the
potential triggering role of the mRNA COVID-19
vaccine in autoimmune subepidermal bullous dis-
ease. Our anti-p200 pemphigoid case appears to
be different from other BP cases, not only by these
features, but also by its development. Indeed, the
majority of described cases of BP following
COVID-19 vaccination began after the second
dose with a median onset on day 7." In our clinical
case, we noticed the first eruption 10 days after the
first dose, with a more intense and rapid relapse
after the second dose, and remission after
6 months, associated with a decrease in COVID-
19-specific antibodies following immunization.
The close temporal relationship between vaccina-
tion and the onset of anti-p200 pemphigoid in our

patient reinforced the potential triggering role of
the COVID-19 vaccine.

We suggest that vaccination may be the triggering
factor of autoimmune subepidermal bullous diseases
by stimulating the immune system with an unex-
plained mechanism. Indeed, vaccination could un-
mask subclinical disease defined by the presence of
antibodies before clinical symptoms® through the
immunostimulatory process of the vaccine and
initiate rapid lesions after the first dose. In patients
with more delayed kinetics, it could reflect a period
of antibody production. COVID-19 vaccination rep-
resents the first use of mRNA vaccines in humans,
and additional studies will be needed to understand
the potential role of COVID-19 vaccination in initi-
ating the development of autoimmune subepidermal
bullous diseases.

Epidermolysis bullosa acquisita should be consid-
ered in the differential diagnosis, which was ruled
out by immunoblotting and by lack of autoanti-
bodies targeting type VII collagen. The diagnosis of
anti-p200 pemphigoid can be challenging, as it
shares clinical and histopathologic characteristics
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Fig 3. A, Indirect immunofluorescence microscopy using salt-split skin showed bound
immunoglobulin G (IgG) on the dermal side. B, Immunoblotting with dermal extracts
confirmed that the patient’s IgG autoantibodies reacted with a 200-kDa protein.

with other blistering diseases. Some cases of anti-
p200 pemphigoid closely resemble epidermolysis
bullosa acquisita, with lesions on extremities.
Mucosal involvement has also been described.
Patients are younger than those with BP. Detection
of autoantibodies recognizing a 200-kilo Dalton
protein by immunoblotting of human dermal extract,
corresponding to laminin gamma-1, confirmed the
diagnosis.”

Of the 12 cases of bullous eruption following
COVID-19 vaccination described by Tomayko et al,’
3 had negative immunologic testing. Nevertheless,
detection of anti-p200 antibodies was not per-
formed, possibly underestimating the cases of anti-
p200 pemphigoid, as it resembles BP.

In this same series of 12 patients reported by
Tomayko et al,' the clinical course was variable. The
authors suggest that these different developments
may reflect different pathophysiologic mechanisms;
BP-like disease and BP unmasked by vaccination,
which require stronger treatment.

Anti-p200 pemphigoid is usually a chronic
disease, with a more severe and relapsing
course than BP, despite the use of systemic
treatment.”’ In our case, systemic treatment
with colchicine was required, combined with a
topical corticosteroid due to the recurrent
course. Complete remission was obtained for
6 months, despite the discontinuation of

colchicine after 2 months of treatment due to
the appearance of cholestasis.

Cases of disease flare were described following
vaccination during a period of remission in patients
with BP.” In our case, a worsening of the lesions
appeared after the second dose.

In conclusion, this rare autoimmune bullous dis-
ease was associated with the Moderna COVID-19
mRNA vaccine. For this specific patient, another dose
of the vaccine may be accompanied by a risk of
relapse of the dermatosis. The risk-benefit ratio must
be carefully assessed with the patient.””

The authors are grateful to Fabien Chaillot, Caen
University Hospital, for his help with editing the
manuscript.
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