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Editorial

Update on skin diseases

‘ '.) Check for updates

Urticaria, angioedema, and other skin disorders from the 2022 American College
of Allergy, Asthma, and Immunology Annual Literature Review

Recent articles on allergic skin conditions indicate ongoing prog-
ress in the understanding of these conditions and advances in man-
agement strategies. These articles include studies with very practical
and immediate application to the clinical management of patients, in
addition to data on emerging therapeutic options. Starting with urti-
caria, De et al' conducted a study to evaluate the readability, quality,
and timeliness of online patient educational content for urticaria. Of
35 websites analyzed, none scored “excellent,” and only 5 scored
“good” using validated quality assessment instruments. The average
readability grade level was 10.9, with only 4 sites below the ninth
grade level. This shows that many online patient educational resour-
ces for urticaria are poor because of difficult readability and a lack of
updated information, with improved online resources needed. Bizjak
et al’ published a multisite observational study on cold urticaria and
investigated risk factors for cold-induced anaphylaxis, an associated
life-threatening complication in a subset of patients. Of the 412
patients with confirmed cold urticaria, 37% had cold-induced anaphy-
laxis. Independent clinical risk factors for cold-induced anaphylaxis
were a history of angioedema, oropharyngeal or laryngeal symptoms,
itchy earlobes, concomitant asthma, or a previous systemic reaction
to Hymenoptera sting. Self-injected epinephrine is recommended for
patients with cold urticaria and any of these clinical findings or a his-
tory of cold-induced anaphylaxis. A study of laboratory biomarkers
for autoimmune spontaneous chronic urticaria by Kolkhir et al® inves-
tigated data from 4 study sites and found that a combination of ele-
vated anti—thyroid-peroxidase antibody levels (>34 kU/L) and low
total immunoglobulin E levels (<40 IU/mL) strongly correlated with
other, less available diagnostic markers of autoimmune chronic urti-
caria (ie, autologous serum skin testing, basophil activation assays,
eosinopenia, basopenia). Patients with this laboratory biomarker pro-
file were much more likely to be resistant to standard doses of sec-
ond-generation antihistamines. Metz et al* reported data from a
phase 2 clinical study investigating the efficacy of fenebrutinib, an
oral, potent, highly selective, reversible Bruton's tyrosine kinase inhibi-
tor, for the treatment of chronic urticaria. This 8-week treatment study
showed significant improvements in Urticaria Activity Score summed
over 7 days and in itch scores, including a subset of patients with
evidence of autoimmune chronic urticaria, supporting fenebrutinib
as a potentially beneficial future treatment for chronic spontaneous
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urticaria. Study data on investigational therapies for hereditary angioe-
dema (HAE) continue to emerge. Craig et al’ published phase 2 study
data on garadacimab, a monoclonal antibody targeting Factor Xlla for
HAE prophylactic treatment. Subcutaneous dosing of garadacimab
every 4 weeks over a 12-week period decreased the median number
of monthly attacks by more than 90% compared with placebo. Results
of a clinical study of donidalorsen, an antisense oligonucleotide target-
ing plasma prekallikrein for prophylactic treatment of HAE, were pub-
lished by Fijen et al.° This study indicated that subcutaneous dosing of
donidalorsen every 4 weeks reduced the mean monthly HAE attack
rate by 90% over 16 weeks of treatment. In the area of atopic dermati-
tis, Ryczaj et al’ investigated the prevalence of contact allergens in
moisturizers used in clinical studies of atopic dermatitis. Of the 16
emollient preparations used in 12 studies, 75% contained at least 1
identified contact allergen, which may increase the risk of allergic con-
tact dermatitis and promote atopic dermatitis. Bai et al® reported a sin-
gle-site retrospective study of patients diagnosed with atopic
dermatitis but incomplete responses to dupilumab. In 50 patients who
met the inclusion criteria, all were found to have a concomitant skin
condition or an entirely different diagnosis, with allergic contact der-
matitis found in more than 90%. Results of a study of upadacitinib, an
oral, reversible, small molecule selective Janus kinase 1 inhibitor, vs
dupilumab in the treatment of atopic dermatitis, were published by
Blauvelt et al.° The 24-week study showed improved EASI 75 for upa-
dacitinib at week 16, indicting superiority to dupilumab for the treat-
ment of adults with moderate-to-severe atopic dermatitis. Another
study in atopic dermatitis investigated the efficacy of abrocitinib in
patients who received previous dupilumab treatment'’. These results,
published by Shi et al,'® showed that with 12 weeks of abrocitinib
treatment, patients with a previous response to dupilumab maintained
most clinical benefits with abrocitinib treatment (Investigator’s Global
Assessment 0/1 in > 76% of patients), and some patients who did not
respond to dupilumab achieved clinical benefit with abrocitinib treat-
ment (Investigator’s Global Assessment score 0/1 in at least 35% of
patients). Finally, international evidence-based guidelines have been
recently published for both urticaria'’ and hereditary angioedema,'”
which are useful updated references for clinicians managing these
patients.
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