Letters to the Editor
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Eosinophilic dermatosis after
AstraZeneca COVID-19
vaccination

Editor

Local site reactions, urticaria and morbilliform eruptions have
been recently reported as possible cutaneous adverse reactions
after Moderna and Pfizer COVID-19 vaccination." We would
like to highlight that, in addition to the described skin manifes-
tations related to COVID-19 vaccines, AstraZeneca COVID-19
vaccination could trigger a unique skin rash.

We observed a 70-year-old man with itchy urticarial plaques
centred by tiny vesicles (Fig. 1) developed 5 days after the first
dose of AstraZeneca vaccination. Cutaneous lesions started on
the face and then progressively spread to the neck and trunk
and, to a lesser extent, to the limbs over 1 week.

The lesions could have been consistent with a COVID-19-as-
sociated cutaneous manifestation, but the infection was excluded
by a history of COVID-19 6 months before our observation and
a negative molecular test. The patient was hospitalized and
received 0.5 mg/kg/day methylprednisolone for one week
tapered in the following 3 weeks, with complete resolution of the
skin lesions.

During the hospitalization, we observed increased blood
leukocyte and eosinophil counts, and C reactive protein up to a
peak of 14.13 x 10°/ul, 4.76 10°/ul and 11 mg/dl, respectively.
These blood tests reverted to normal after 3 days. Fever (38.5°C)

Figure 1 Clinical (a) and histological (b, c) aspect of the eosino-
philic dermatosis developed after AstraZeneca COVID-19 vaccina-
tion. Histopathological examination (hematoxylin and eosin stain, b
20x and ¢ 80x) shows spongiosis with intraepidermal vesicles
and dermal inflammatory infiltrate of lymphocytes and numerous
eosinophils.
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was observed the day before the eosinophilia peak. Skin histol-
ogy revealed spongiosis, intraepidermal vesicles and a superficial
and deep dermal interstitial and perivascular CD4" and CD8" T
lymphocyte and histiocyte infiltrate with numerous eosinophils
consistent with an initial phase of eosinophilic cellulitis (Wells
syndrome). Direct immunofluorescence was negative. We could
not find any cause for the skin rash and acute eosinophilia other
than the vaccination. The patient had been receiving lercanidip-
ine chlorhydrate for arterial hypertension for many years and it
was not discontinued. Chest radiography and abdomen ultra-
sound were negative. Viral serology did not show any reactiva-
tion of previous Herpes Simplex 1 and 2 virus and Varicella-
Zoster virus infections, and HIV test was negative. Tzanck smear
from a fresh vesicle and reflectance confocal microscopy exami-
nation of the affected skin did not show any sign of herpetic
infection. Parasitological stool examination was also negative.
Drug rash with eosinophilia and systemic symptoms (DRESS)
syndrome diagnostic criteria were not fulfilled and cutaneous
parasitoses were excluded due to negative skin scrapings and
dermoscopy examinations.

Interestingly, the skin lesions of our patient had similarities
with the COVID-19-related papulovesicular varicella-like
exanthema.® Eosinophils were reported in some of the few
available histological examinations of COVID-19-associated
skin manifestations® and blood eosinophilia is possibly associ-
ated with urticarial manifestations of COVID-19. Histological
features of our case were consistent with those of eosinophilic
cellulitis, an eosinophilic dermatitis that may show urticarial
and vesicular features and has been reported as a rare adverse
event following vaccines. > We suggest including eosinophilic
cellulitis among the huge spectrum of skin reactions to
COVID-19 vaccines.

With large-scale vaccination programmes, even rare adverse
effects of vaccines may be encountered more often. Thus, it is
paramount that dermatologists worldwide are acquainted with
the possible skin reaction patterns to the coming vaccines.
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Lymphomatoid drug reaction
developed after BNT162b2
(Comirnaty) COVID-19 vaccine
manifesting as pityriasis
lichenoides et varioliformis
acuta-like eruption

Editor

The current global healthcare response to the COVID-19 pan-
demic is focused on a widespread vaccination campaign, which
started with the authorization of Pfizer/BioNTech and Moderna
mRNA COVID-19 vaccines in December 2020. Local injection
site reactions have been described during the clinical trials of
both the abovementioned mRNA vaccines; skin rashes were
additionally reported in the trial of Moderna. Despite this,
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cutaneous adverse reactions to the vaccines and their timing
remain to date poorly characterized."”

A 31-year-old Caucasian woman presented with an acute gen-
eralized rash arising 10 days after the first dose of BNT162b2
(Comirnaty, Pfizer/BioNTech), which was mildly itchy and asso-
ciated with fatigue. No reactions at the site of injection and no
systemic symptoms, such as fever, were reported. The patient
denied taking any medication prior to the eruption. Past and
recent medical history was uneventful. Skin examination showed
erythematous-pinkish papular lesions partially covered by sero-
hematic crusts, involving the trunk, the arms, legs and the face
(Fig. 1). The mucous membranes were apparently spared. Bilat-
eral inguinal lymphadenopathy was appreciated at physical
examination. The evaluation of serum inflammatory markers,
liver and renal function tests, vasculitis-specific antibodies and
other markers of autoimmunity was unremarkable. Blood
tests for viral and bacterial infections were also negative. The
diagnostic workup was completed by skin histologic and
immunohistochemical studies: the histopathologic findings were
hyperkeratosis producing scaling and crusting. There was reac-
tive epidermal hyperplasia, diffuse spongiosis with foci of mixed,
lympho-monocytic infiltrates, as well as the presence of Langer-
hans cells and granulocytes. The superficial and medium dermis
were also involved with a dense, polymorphic inflammatory

Figure 1 Lymphomatoid drug reaction. Erythematous papular
lesions partially covered by sero-hematic crusts, clinically resem-
bling pityriasis lichenoides et varioliformis acuta, are appreciated
on the trunk of a 31-year-old female subject.
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