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SARS-CoV-2 mRNA vaccine
injection site pseudolymphoma
Dear Editor,

A healthy 68-year-old female presented with an erythematous

nodule on the outer aspect of her left arm (Fig. 1a,b). The loca-

tion of the nodule coincided with the injection site of the second

dose of the Pfizer-BioNTech (Pfizer, Inc., New York City, NY,

USA) SARS-CoV-2 mRNA vaccine, administered three months

before. The nodule was preceded by a pruritic macule which

emerged a week after inoculation, and which steadily evolved to

the lesion with which the patient presented. The patient had not

experienced any side effects related to the administration of the

first vaccine dose, which she had received 3 weeks before in the

ipsilateral arm. Dermoscopic evaluation of the nodule revealed

(a) (b)

Figure 1 (a) Erythematous nodule on the patient’s left arm as observed clinically. (b) Dermoscopic evaluation of the nodule revealed dot-
ted vessels on an erythematous background and shiny white lines.
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dotted vessels and shiny white lines on an erythematous back-

ground.

Histological examination of the excised nodule revealed a

wedge-shaped, nodular infiltrate of small mature lymphocytes

and rare blasts, extending from the superficial dermis to the sub-

cutis, being denser in the superficial dermis (Fig. 2a). Occasional

lymphocytes extended into the basal layers of the epidermis with

associated basal cell vacuolar damage, Civatte body formation

and spongiosis, in keeping with an interface (Fig. 2a,b).

Immunohistochemistry revealed a mixture of B and T cells

(Fig. 2c,d) with a predominance of T cells and with a low Ki67

index. The T cells expressed all T cell antigens. No light chain

restriction was identified in the B-cells.

Based on clinical and histological features, a diagnosis of cuta-

neous pseudolymphoma was made.

Vaccination site-associated pseudolymphoma (also referred

to as lymphoid hyperplasia and lymphocytoma cutis) is an

exceedingly rare – albeit documented – phenomenon.1 Reactions

at the mRNA SARS-CoV-2 injection site have been reported in

up to 84.2% of vaccinated patients, with erythema being the

commonest.2 Development of pseudolymphoma at the SARS-

CoV-2 injection site is however previously undescribed. The

acute or delayed occurrence of cutaneous pseudolymphoma has

been reported at the injection site of Hepatitis A, Hepatitis B,1

quadrivalent human papilloma virus,3 early summer time

meningoencephalitis and tetanus vaccination.4 Subcutaneous

(a) (b)

(c) (d)

Figure 2 (a) Nodular lymphoid infiltrate extending from the superficial dermis to the deep dermis, with a focal interface at the basal layers
of the epidermis. (H&E, x100). (b) Polymorphous infiltrate with a predominance of small mature lymphocytes. (H&E, x 200). Immunohisto-
chemistry shows a mixture of B and T cells, highlighted by CD3 (c) and CD20 (d) respectively, with a predominance of T cells (x100).
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papules, nodules and erythematous patches can be presenting

signs of vaccine-associated cutaneous pseudolymphoma.4 The

patient in this case had received various vaccinations throughout

her lifetime, including the influenza vaccine on a yearly basis but

had not experienced any localized or systemic side effects. It has

been proposed that cutaneous pseudolymphoma may represent

a reaction to vaccine adjuvants such as aluminium hydroxide.1

This adjuvant is not found in the Pfizer-BioNtech SARS-CoV-2

mRNA vaccine.5

By flagging this unique adverse drug reaction, we hope to

broaden physician’s repertoire of differential diagnoses when

presented with SARS-CoV-2-related injection site reactions.
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Pfizer-BioNTech SARS-CoV-2
mRNA vaccine-associated
erythema multiforme
Dear Editor,

A 38-year-old healthy gentleman was referred for a dermatol-

ogy review in view of a vesicobullous eruption. General exami-

nation revealed multiple, generally distributed targetoid lesions

with central bullae as well as a superficial ulcer on the hard

palate (Figure 1). The lesions were tender to touch but other-

wise asymptomatic. Nikolsky sign was negative. Examination

of other mucosae was normal. The patient denied a history of

recent illness or foreign travel and had not been on any regu-

lar or as required medication. The patient had received the

first dose of the Pfizer-BioNTech SARS-CoV-2 mRNA vaccine

two days prior to onset of the cutaneous eruption. The clinical

impression was of bullous erythema multiforme (EM) sec-

ondary to the Pfizer-BioNTech SARS-CoV-2 mRNA vaccine.

An excisional biopsy of a bulla on the left forearm was per-

formed.

Histology (Figure 2) showed centrally crusted epidermis with

a predominantly basket weave keratin pattern and with central

hypergranulosis. A predominantly perivascular lymphocytic and

histiocytic infiltrate was present in the upper dermis. Lympho-

cytes extended into the basal layers of the epidermis with promi-

nent associated basal cell vacuolar damage, Civatte body

formation and pigment incontinence. Occasional apoptotic ker-

atinocytes were also seen in all layers of the epidermis. Subepi-

dermal clefting was also noted. These features were consistent

with the clinical impression of bullous EM. The patient was trea-

ted with prednisolone 40 mg daily for five days and most lesions

resolved within seven days.

To date, there have been three cases of EM related to the

SARS-CoV-2 vaccine, two with the Moderna vaccine and

another with Coronavac vaccine.1,2 To the best of our knowl-

edge, this is the first case of EM associated with the Pfizer-BioN-

Tech Covid vaccine. EM is a self-limiting, cutaneous type IV

hypersensitivity reaction. Cases of bullous EM are more likely to

require active treatment. Drug-associated EM accounts for

<10% of cases.3 The drugs most commonly associated with EM

are anti-epileptics, antibiotics (particularly cephalosporins and

penicillin), anti-fungals and allopurinol. EM in the context of

the MMR, Influenza, DPT and Hepatitis B vaccines has also been

reported.4

Cutaneous adverse drug reactions have been reported in asso-

ciation with COVID mRNA vaccines. Out of 19,485 individuals

vaccinated with the Pfizer-BioNTech COVID mRNA vaccine in

Trieste in January 2021, 44 individuals developed a cutaneous

adverse reaction.5 The commonest cutaneous reactions are local-

ized and included erythema and oedema at the injection site.

© 2021 European Academy of Dermatology and VenereologyJEADV 2022, 36, e1–e79

e22 Letters to the Editor


