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treatment of antihistamine-resistant chronic urticaria with
cyclosporine.’® That study used a microemulsion formulation with
improved absorption characteristics compared with the product used
in the older study of adults. In addition, safety and efficacy were
improved by use of therapeutic drug monitoring to guide
cyclosporine dose. The addition of cyclosporine to the 16 patients
in that study resulted in initial resolution of urticaria after a median
of 7 days. A slow taper and discontinuation of cyclosporine treat-
ment followed the cessation of hives. Eleven of the 16 continued
free of hives with no relapse or medication requirements for up to
several years of follow-up. Five responded initially with absence of
hives but subsequently relapsed after a median of 6 months. All 5
responded promptly to resumption of cyclosporine therapy. Thus,
cyclosporine promptly controlled the antihistamine-resistant ur-
ticaria and was associated with prolonged periods free of hives after
discontinuation of cyclosporine therapy. Toxic effects of the
cyclosporine were not apparent in these patients.

Cyclosporine therefore appears to induce sustained remission
of antihistamine-resistant chronic spontaneous urticaria, permit-
ting patients to be free of hives even on early discontinuation of
use of the medication, a feature not associated with omalizumab.
Further investigation of cyclosporine as a treatment that induces
sustained remission of antihistamine-resistant chronic urticaria is
therefore indicated, using the most appropriate formulation of
cyclosporine with therapeutic drug monitoring to guide the dosage.

Miles Weinberger, MD
Department of Pediatrics
University of lowa

Iowa City, lowa

Authors’ response

We thank the author for placing a spotlight on our review! and
for pointing out additional areas of discussion regarding the treat-
ment of resistant chronic spontaneous urticaria. The intent of our
review was to briefly summarize the efficacy, safety, and drug char-
acteristics of omalizumab and cyclosporine, the medications
currently recommended to treat resistant chronic spontaneous
urticaria.

The author mentions the need to consider a prior systematic
review from 2008 focusing on the use of leukotriene receptor an-
tagonists that was not included in our analysis.? Because our article
focused on the 2014 practice parameter update® and the use of
omalizumab and cyclosporine, we did not include reviews of other
medications. Also, we focused on randomized controlled trials of
omalizumab and cyclosporine that assessed medication efficacy and
safety. Thus, survey-type or disease progression studies not looking
at omalizumab or cyclosporine were excluded from our review.

The author also highlights the study by Maurer et al* that was
included in our review and evaluated sustained remission. It is im-
portant to note that we focused our analysis on the primary efficacy
end point related to symptom scores but realize that sustained re-
mission is an important long-term outcome. The author also points
out 2 other studies (Grattan et al° and Neverman et al®) published
in 2000 and 2014, respectively, that evaluated cyclosporine treat-
ment. Our National Library of Medicine-PubMed search conducted
in early 2017 did not produce these studies. We agree with the
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author that these studies provide additional information that support
cyclosporine’s use in chronic spontaneous urticaria. We also agree
that further investigation into cyclosporine’s ability to induce sus-
tained remission of antihistamine-resistant chronic urticaria is
needed, including investigation into formulation dependency and
systemic exposures required for efficacy.
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