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New-onset chronic spontaneous
urticaria development after COVID-19
vaccination
To the Editor:
After reading the article ‘‘New-onset chronic spontaneous urti-

caria post–COVID-19 vaccination—South African case series’’
by Craffert et al, we have several concerns about the diagnostic
procedures and normal values of laboratory evaluation of chronic
spontaneous urticaria (CSU) cases associated with administration
of the coronavirus disease 2019 (COVID-19) vaccine reported in
the study.1

First, although the title of the article by Craffert et al1 contained
the term new-onset chronic spontaneous urticaria, we noticed that
not all of the patients were diagnosed with CSU. In Table I of their
article, Craffert et al1 state that 2 of the 8 patients had chronic induc-
ible urticaria (CIndU) solely and 1 patient had both CSU and
CIndU. We know that CSU could co-occur together with CIndU;
however, they are different entities.2 Therefore, the title ‘‘New-
Onset ChronicUrticaria’’ would have beenmore appropriate.More-
over, those patients in the study who had CIndU were said to have
cholinergic urticaria, but information about how this diagnosis was
made was not given anywhere in the entire article.

Second, in the article by Craffert et al,1 a wide time gap between
development of CSU and administration of the COVID-19 vaccine
is observed. The pathophysiology of urticaria starting 1 day after
vaccination and that starting 60 days after vaccination should not
be the same. Drugs and vaccination play an essential role in
immune-mediated type I (IgE-mediated) hypersensitivity reactions
and induction ofmast cell degranulation by other immune (types II-
IV hypersensitivity) and nonimmune inflammatory mediators such
as prostaglandins and kinins.3 Craffert et al1 did not discuss the ef-
fect of early or late postvaccination development of hypersensitiv-
ity on the clinical (autoallergic or autoimmune) phenotype and
pathophysiology in the occurrence of CSU.

Third, all of the patients with CSU had a history of atopy or
atopic disease, which have also been identified as risk factors.
Additionally, all of the patients had comorbidity in their medical
history. The fact that 6 of 9 patients were seen after the first dose of
vaccine and had a history of allergy or comorbidity that could be
blamed as the trigger in these patientsmaymake it very difficult to
blame COVID-19 vaccinations as the sole factor in the etiology of
their CSU. The pathophysiologic assessment of CSU develop-
ment as an autoallergic phenotype in the patients in this studymay
be consistent with this.

Fourth, of the COVID-19 vaccines, the mRNAvaccines are the
most commonly used (see Table III in Craffert et al1). It is also
noteworthy that most of the patients developing new-onset CSU
in this and previous studies have received the mRNA vaccine.
Regrettably, Craffert et al1 make no comment on this.

Fifth, in Table II of Craffert et al1 and a couple of times in the
text, a total IgE level greater than 43 IU/L was defined as a high
IgE level. However, some studies state that for adults, total IgE
levels up to 200 IU/mL are normal.4

Sixth, the termCOVID-19 infection, which is used in many pla-
ces in the article, is not considered accurate. COVID-19 is a dis-
ease, but severe acute respiratory syndrome coronavirus-2
(SARS-CoV-2) infection is a viral infection. This is the correct
terminology.

Seventh, Craffert et al1 emphasized that ‘‘therewas no available
literature describing new-onset CSU post–COVID-19 infection’’;
however, when we searched PubMed, we found a couple of
studies showing that SARS-CoV-2 infection can also cause
new-onset CSU.5 We also agree with the opinion expressed by
Craffert et al1 that new-onset CSU can occur after SARS-CoV-2
infection.

While thanking Craffert et al1 for their finework, wewould like
to remind them that clarification of these points is important for
the reader and for a thorough understanding of the article.

Data are available on request from authors.
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