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A second patient had a heterozygous variant in LPIN2
(c.991G>T, p. Ala331Ser). Majeed syndrome, a rare familial
autoinflammatory syndrome characterized by early onset chronic
recurrent multifocal osteomyelitis and neutrophilic dermatosis, is
associated with autosomal-recessive mutations in LPIN2.6

However, this patient’s mutation was heterozygous and has
been reported as a benign variant.7 Panel testing for other genes
associated with periodic fever, including MEFV, was otherwise
negative in these 3 patients.

Although familial cold autoinflammatory syndromes and
periodic fever syndromes such as FMF are rarer than acquired
cold urticaria, the cases reported by Batu and Vezir and by
Nakamichi et al illustrate the importance of ruling out auto-
inflammatory conditions in subjects with cold-induced urticaria,
to provide adequate therapy to these patients.
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Delabeling penicillin allergy: Is skin

testing required at all?
We read with interest the article by Kleris et al,1 highlighting
the use of a dedicated penicillin skin test clinic to improve access
to testing in adult patients. Of 104 evaluated for penicillin allergy,
95 (91.3%) had negative skin testing and passed an oral challenge.
Although the 4 patients with positive intradermal testing were not
challenged, none had a history of anaphylaxis, and the majority of
patients overall (84.5%) reported reactions occurring more than
10 years before testing.

It has been well established that rates of penicillin allergy
decrease over time with the majority of patients outgrowing their
allergy within 10 years after diagnosis.2 Skin prick testing has
risks of false-positive results. In fact, in a recent study of 25 adult
patients with positive skin testing to penicillin, only 9 (36%) re-
acted on a graded oral challenge.3 In addition, studies have also
supported the safety and efficacy of a graded oral challenge alone
in ruling out beta-lactam allergy. A recent study by Mill et al4 of
818 children labeled as amoxicillin allergic noted that a graded
oral challenge was established to have a specificity of 100%
(95% confidence interval [CI], 90.9% to 100.0%) with a negative
predictive value of 89.1% (95% CI, 77.1% to 95.5%) and a posi-
tive predictive value of 100.0% (95% CI, 86.3% to 100.0%).
Furthermore, it was noted in the same paper that the sensitivity
of a skin test for the diagnosis of amoxicillin allergy is less than
10%.4 As most patients labeled as beta-lactam allergic are, in
fact, not allergic, one could argue that skin testing clinics are
not required at all. Perhaps access to evaluation of penicillin al-
lergy is better accomplished with dedicated graded oral challenge
clinics targeting low-risk cases (eg, those who experienced mild
symptoms limited to the skin). This limitation was not addressed
by the authors.

Moving forward, the authors agree that evaluation of penicillin
allergy is paramount as being labeled allergic has significant
consequences including increased antibiotic resistance, longer
hospital stays, and higher morbidity.5 However, we argue that the
way forward is with a graded oral challenge for low-risk cases, as
opposed to dedicated skin prick testing clinics.
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