LETTERS TO THE EDITOR

W) Check for updates

IAGS | 971

ORCID
Jessica R. Walter © https://orcid.org/0000-0002-8802-3391
Dong-hyun Kim @ https://orcid.org/0000-0002-8174-3214

REFERENCES

1. Ejaz H, Alsrhani A, Zafar A, et al. COVID-19 and com-
orbidities: deleterious impact on infected patients. J Infect Pub-
lic Health. 2020;13(12):1833-1839.

2. Atkins JL, Masoli JAH, Delgado J, et al. Preexisting com-
orbidities predicting COVID-19 and mortality in the
UKbiobank community cohort. J Gerontol A Biol Sci Med Sci.
2020;75(11):2224-2230.

3. Mueller AL, McNamara MS, Sinclair DA. Why does COVID-19
disproportionately affect older people? Aging (Albany NY).
2020;12(10):9959-9981.

4. Jeong H, Rogers JA, Xu S. Continuous on-body sensing for the
COVID-19 pandemic: gaps and opportunities. Sci Adv. 2020;6
(36):eabd4794.

DOI: 10.1111/jgs.17675

COMMENTS

5. Ni X, Ouyang W, Jeong H, et al. Automated, multiparametric
monitoring of respiratory biomarkers and vital signs in clinical
and home settings for COVID-19 patients. Proc Natl Acad Sci U
S A. 2021;118(19):€2026610118.

6. Quer G, Radin JM, Gadaleta M, et al. Wearable sensor data
and self-reported symptoms for COVID-19 detection. Nat Med.
2021;27(1):73-77.

7. Chung HU, Kim BH, Lee JY, et al. Binodal, wireless epidermal
electronic systems with in-sensor analytics for neonatal inten-
sive care. Science. 2019;363(6430):eaau0780.

8. Ma Y, Choi J, Hourlier-Fargette A, et al. Relation
between blood pressure and pulse wave velocity for human
arteries. Proc Natl Acad Sci U S A. 2018;115(44):11144-11149.

9. Zermansky AG, Alldred DP, Petty DR, Raynor DK. Striving to
recruit: the difficulties of conducting clinical research on
elderly care home residents. J R Soc Med. 2007;100(6):258-261.

10. Chung HU, Rwei AY, Hourlier-Fargette A, et al. Skin-interfaced bio-
sensors for advanced wireless physiological monitoring in neonatal
and pediatric intensive-care units. Nat Med. 2020;26(3):418-429.

Leukocytoclastic vasculitis in possible relation
to the BNT162b2 mRNA COVID-19 vaccine

Mr. Editor:

Older people have been the most affected by the disease
caused by severe acute respiratory syndrome coronavirus
2 (SARS-CoV-2) being the first ones to be vaccinated. In
Spain, the vaccines used in the older population were the
mRNA BNT162b2 (Pfizer/BioNTech) and the mRNA-
1273 (Moderna).! By the end of October 2021, a total of
46,573 vaccine-related adverse events had been reported
by the Spanish Pharmacovigilance System for Medicinal
Products for Human Use. Of these adverse events, 9430
were considered serious, and 4574 occurred in people
older than 65years old.> The most reported adverse
events after administration of the mRNA BNT162b2
SARS-CoV-2 vaccine were fever (35%), headache (25%),
myalgia (18%), injection site pain (12%), weakness (12%),
fatigue (8%), nausea (7%), shivering (7%), lymphadenopa-
thy (7%), and asthenia (7%).

We present the case of a 91-year-old woman, who was
admitted to the hospital for the study of palpable purpuric
lesions, predominantly on the lower limbs (Figure 1A).
She had a relevant pathological history of moderate
dementia, hypertension, and diabetes mellitus. No previ-
ous history of autoimmune diseases or introduction of

new drugs for chronic use was found. He had received
two doses of BNT162b2 mRNA COVID-19 vaccine
(Pfizer/BioNTech). The appearance of the lesions began
4 days after the last inoculation of the vaccine. The
lesions were biopsied and found to be compatible with
leukocytoclastic vasculitis. Accordingly, management
with oral prednisone at a dose of 0.5 mg/kg/day, for
1 month, was indicated, with subsequent resolution of the
lesions, and no recurrences until today (Figure 1B,C,D).

To make a differential diagnosis, autoimmunity tests
were performed with negative results (notably negative
rheumatoid factor and negative antinuclear antibodies).
In regards to malignancy, she did not have constitu-
tional symptoms or signs of hematological disease. A
chest and abdominal computed tomography was per-
formed, which ruled out lesions. In regards to infection,
the patient did not have fever during the hospital stay,
and normal liver function tests, negative blood culture,
negative urine culture, and echocardiography without
evidence of vegetations were found. Other diagnostic
possibilities such as idiopathic thrombocytopenic pur-
pura and disseminated intravascular coagulation were
also ruled out.
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In particular, the Spanish pharmacovigilance system®
uses several items in the process of assessing the possible
causal relationship of the vaccine to adverse events
reported postimmunization. Some of these items are: the
time sequence of the occurrence of the adverse reaction,
the previous description of the adverse effect in the drug
label, the evolution of the adverse effect after administra-
tion of the vaccine, the effect of reexposure to the drug,
the presence of alternative causes that could explain it, or
the existence of coadjutant factors that support the causal
relationship. Thus, depending on the score obtained, the
possible causal relationship is classified into five catego-
ries: unrelated (< 0 points), conditional (1-3), possible
(4-5), probable (6-7), or definite (8). According to this
algorithm, and in line with our clinical suspicion, the
causal relationship of the vaccine to vasculitis is classified
as possible.

In regards to dermal lesions, several articles highlight
the appearance of lesions, within the clinical spectrum of
COVID-19, which can be divided into four main clinical
patterns: exanthematous, vascular, urticariform, and

acro-papular rash.*> In the case of the patient, no evi-
dence of acute SARS-CoV-2 infection was found.

Thus, having reasonably ruled out the most frequent
causes of this type of vasculitis, exposure to the vaccine
could have been a potential trigger as it meets the crite-
rion of temporal association.

In effect, some cases of postimmunization vasculitis
have been reported in the literature, most often associ-
ated with influenza and hepatitis B virus (HBV) vac-
cines.®” Most recently, a similar case has recently been
reported in a younger patient® after mRNA BNT162b2
SARS-CoV-2 vaccine. Despite this, no irrefutable causal
association has been found for either.

Given the development of several types of vaccines to
deal with COVID-19 and due to the reported cases of
immunization-associated vasculitis, there is a possibility that
the spectrum of autoimmune reactions with the new vac-
cines may go beyond thromboembolic disease. This text is
written with the aim of motivating research and
pharmacovigilance of this type of immune response and to
encourage surveillance of its presentation in the older

FIGURE 1 (A) Palpable purpuric
lesions on the lower limbs. (B), (C),
(D) Resolution of the lesions over time
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population, as this is one of the groups that will benefit most
from immunization and especially with the evolution of the
epidemic, they will require subsequent exposure to other
doses.
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