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Case of bullous pemphigoid following coronavirus disease 2019
vaccination

Dear Editor, The patient, an 83-year-old Japanese woman with bipolar disor-
Bullous pemphigoid (BP) is an autoimmune disease that tends to occur der, was treated for xerotic eczema in a clinic and her eczema was
in elderly individuals. Here, we report a case that developed BP after re- relieved with topical steroids. Three days after receiving the sec-
ceiving the second dose of coronavirus disease 19 (COVID-19) vaccine. ond dose of tozinameran, the BNT162b2 mRNA COVID-19 vaccine,
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FIGURE 1 (a,b) Histopathological images (hematoxylin-eosin). (a) Subepidermal bulla (original magnification x5) and (b) vacuolar
degeneration at the epidermis—-dermis junction with eosinophilic infiltration (x100). (c) Direct immunofluorescence showed the linear
deposition of immunoglobulin G at the basement membrane zone. (d,e) Clinical images. (d) Diffuse erythema and erosion and (e) blisters
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erythema and blisters rapidly appeared all over the body. The patient
visited the clinic 1 week later. Anti-BP180 NC16A antibody levels
were high (11 530 U/mL; reference value, <9). Skin biopsy revealed
subepidermal blisters with eosinophil infiltration (Figure 1a,b), and
direct immunofluorescence showed the linear deposition of immuno-
globulin G at the basement membrane zone (Figure 1c). The patient
was diagnosed with BP. Although oral prednisolone (PSL) was initi-
ated at 30 mg/day (0.5 mg/kg/day), her condition was not improved.
One week after the PSL initiation, she was referred to our hospital.

She had generalized erythema with erosion and blister
(Figure 1d,e). The PSL dosage was increased to 60 mg/day (1 mg/
kg/day). However, the blisters continued to develop. Therefore, we
started steroid pulse therapy and high-dose i.v. immunoglobulin
therapy, which led to the cessation of blister formation. We readmin-
istered PSL, of which the dose was tapered gradually, and no rashes
were seen at this time. In addition, she did not take a dipeptidyl pep-
tidase-IV inhibitor, a diabetes medicine.

In the present case, the rashes appeared immediately after the
second dose of the vaccine, and we made the diagnosis with vaccine-
induced BP. BP is an autoimmune bullous disease caused by autoanti-
bodies chiefly against BP180, a component of the hemidesmosomes
in the basement membrane zone. Recently, cases of new or recur-
rent BP and pemphigus vulgaris after administration of COVID-19
vaccination has been reported.’® Interestingly, among four cases of
BP180 antibody-positive BP developing after the Comirnaty (Pfizer),
all developed the symptoms after receiving the second dose of the
vaccine.?

It has been reported that BP also occurs following vaccina-
tion against influenza, tetanus, and meningococcus vaccines.*”
The mechanism of vaccine-induced BP remains to be elucidated.
The possibility of autoantibody cross-reaction would be negative
because of the lack of structural similarity between vaccines and
basement membrane antigens. These vaccines may rather en-
hance autoimmune reaction in the patients with the predisposi-
tion to BP.

In conclusion, it would be better to know the possibility of BP de-
velopment after administration of the vaccines, including COVID-19

vaccine.
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