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Clinical Question

Are second-generation Hi-antihistamines
effective for the suppression of chronic spon-
taneous urticaria?

Evidence-Based Answer

There is good evidence that second-
generation H;-antihistamines are helpful
in the short- and intermediate-term sup-
pression of urticaria. Cetirizine (Zyrtec)
in a dosage of 10 mg daily is effective
at completely suppressing symptoms of
chronic spontaneous urticaria (number
needed to treat [NNT] = 4).! (Strength of
Recommendation: A, based on consistent,
good-quality patient-oriented evidence.)

Practice Pointers

Chronic spontaneous urticaria affects up
to 1% of the general population.? The eco-
nomic burden of chronic spontaneous urti-
caria in the United States is estimated to be
$2.5 billion to $5 billion annually.® Second-
generation H,-antihistamines are recom-
mended as the mainstay of treatment for
chronic spontaneous urticaria.* The authors
of this study sought to determine if second-
generation Hj-antihistamines are effective
for the relief of chronic spontaneous urticaria
and whether one agent is superior to others.
Further, they sought to determine optimal
dosing regimens, whether duration of bene-
fits can be predicted, and the risks associated
with use of these medications.

This Cochrane review included 73 stud-
ies with 9,759 participants.! Methodologic
quality of the included studies varied; only

12 were judged to be adequately random-
ized, and 55 of the studies were thought to
be subject to potential bias from baseline
group imbalances or industry sponsorship.
Cetirizine in a dosage of 10 mg once daily led
to complete suppression of urticaria in more
participants in the short and intermediate
term compared with placebo (absolute risk
reduction [ARR] = 23%; 95% confidence
interval [CI], 7% to 52%; NNT = 4 [95%
CL 2 to 14]). A pooled analysis of lorata-
dine (Claritin; 10 mg) vs. placebo found
no difference in relief between the two
groups, and another comparison found no
significant difference between loratadine,
10 mg, and cetirizine, 10 mg, in providing
relief. There was also no difference between
fexofenadine (Allegra; 180 mg) and placebo
in complete suppression of symptoms. One
study of 116 patients in India demonstrated
that cetirizine, 10 mg, was more effective in
providing complete suppression of chronic
spontaneous urticaria than fexofenadine,
180 mg (ARR = 42%; P < .001). Among the
other studies in the review, there were no
significant differences in symptom relief
when the first-generation H;-antihistamine
hydroxyzine was compared with cetirizine
or loratadine.

When compared with placebo, 5-mg
levocetirizine (Xyzal), which is pharma-
cologically equivalent to 10-mg cetirizine,
was effective for complete suppression of
urticaria in the intermediate term (risk
ratio = 53; 95% CI, 3.3 to 844), but not in the
short term; however, the 20-mg dose of levo-
cetirizine is effective in the short term (risk
ratio = 215 95% CI, 1.4 to 318). Rates of med-
ication cessation because of adverse effects
did not differ between the patients taking
second-generation Hj-antihistamines and
those taking placebo, nor among those using
the different kinds of second-generation
H;-antihistamines. The overall quality of
the evidence was considered low based on
the limited number of small studies.

Practice parameters that were endorsed by
the American Academy of Allergy, Asthma

Downloaded from the American Family Physician website at www.aafp.org/afp. Copyright © 2016 American Academy of Family Physicians. For the private, noncom-
mercial use of one individual user of the website. All other rights reserved. Contact copyrights@aafp.org for copyright questions and/or permission requests.



Cochrane for Clinicians

and Immunology and the American College ~as official or as reflecting the views of the U.S. Army, the
of Allergy, Asthma and Immunology recom- U.S. Navy, or the Department of Defense.

mend that physicians perform a thorough his-
tory and physical examination in patients with ~ REFERENCES

chronic urticaria to determine if an underly- Sharma M, Bennett C, Cohen SN, Carter B.
ing cause exists. In patients without a second- H1-antihistamines for chronic spontaneous urticaria.
ary cause, a stepwise approach to management Cochrane Database Syst Rev. 2014,(11):CD006137.

. . . . . Maurer M, Weller K, Bindslev-Jensen C, et al. Unmet
with trigger avoidance and second-generation e . . o
clinical needs in chronic spontaneous urticaria. A

N

H,-antihistamines is the mainstay of therapy.* GAZLEN task force report. Allergy. 2011:66(3):317-330.
For those not responding to standard doses 3. Delong LK, Culler SD, SainiSS, Beck LA, Chen SC. Annual
of second-generation Hl-antihistamines, direct and indirect health care costs of chronic idio-

. - 14 S1. pathic urticaria: a cost analysis of 50 nonimmunosup-
hlgher doses may be tried. European gulde pressed patients. Arch Dermatol. 2008;144(1):35-39.

lines ?11§0 rgcommepd ?econd-generatlon 4. Bernstein JA, Lang DM, Khan DA, et al. The diagnosis
H,-antihistamines as first-line therapy.> and management of acute and chronic urticaria: 2014
update. J Allergy Clin Immunol. 2014;133(5):1270-1277.

5. Zuberbier T, Aberer W, Asero R, et al. The EAACI/GA(2)
LEN/EDF/WAO Guideline for the definition, classifica-

The opinions and assertions contained herein are the tion, diagnosis, and management of urticaria: the 2013

private views of the authors and are not to be construed revision and update. Allergy. 2014,69(7):868-887. B

The practice recommendations in this activity are avail-
able at http://summaries.cochrane.org/CD006137.

Your practice can
benefit from TCPi

We can help you find out how. For free.

The Transforming Clinical Practice initiative (TCPi) helps practices just like yours
prepare for valued-based payment.

The AAFP can connect you with a practice transformation network (PTN)
that meets your needs.

Email to learn more:
tcpi@aafp.org

=/ AMERICAN ACADEMY OF
FAMILY PHYSICIANS

This project is supported by Funding Opportunity Number CMS-1L1-15-002, from the U.S. Department of Health and
Human Services, Centers for Medicare & Medicaid Services.

DPA 16050978

September 1, 2016 * Volume 94, Number 5 www.aafp.org/afp American Family Physician 353



