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pisodes of urticaria that recur more than ;six weeks

are considered chronic. Chronic urticaria may be di-

vided into chronic spontaneous urticaria with chronic
idiopathic and autoimmune subtypes and chronic inducible
or physical urticaria. More than one type of chronic urticaria
may occur in the same individual. Consensus conferences and
various organizations have recommended guidelines for the
management of chronic spontaneous urticaria based on high
levels of evidence and suggest the initial use of H1 antihista-
mines followed by montelukast, cyclosporine, and omalizum-
ab.? However, there are other therapeutic agents with low
levels of evidence that may be of value,-and their‘use is. off-
label. Therapeutic agents approved for chronic spontaneous
urticaria by the Food and Drug Administration include certain
H1 antihistamines and omalizumab.

H1 Antihistamines

H1 antihistamines are the first-line therapeutic agents in the
treatment of chronic spontaneous urticaria. The older agents
are known as first-generation H1 antihistamines. Newer
agents are known as low/non-sedating or second- generation
H1 antihistamines and have reduced sedative and anticholin-
ergic side effects. As first-line therapy, second- generation H1
antihistamines are preferred over first-generation H1 antihis-
tamines. At times, first-generation H1 antihistamines may be
usedifhigh dosesofsecond-generationantihistaminesare not
effective. H1 antihistamines initially should be administered
in standard doses and may be increased to four times the
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initial dose.® Combinations of H1 antihistamines from differ-
ent classes may be used. H1 antihistamines should be used
continuously rather than on an as needed basis.

Cyclosporine

Cyclosporine, which hasimmunosuppressive and immunomod-
ulatory activities, has been examined in several randomized,
controlled trials. In a prospective and randomized trial in 40
subjects with autoimmune urticaria, 5mg/kg/day of cyclospo-
rine was administered for eight weeks and then 4 mg/kg/day
for eight weeks; 82.5% of subjects achieved remission in one
week and the remaining 17.5% in three weeks. At a nine-month
follow-up.evaluation; 16 subjects were still in remission.* In an
open trial in 35 subjects with chronic idiopathic and autoim-
mune urticaria, 3mg/kg/day of cyclosporine was administered
for six weeks and then 2mg/kg/day for three weeks and then
Tmg/kg/day for three weeks; 13 of 19 subjects achieved remis-
sion at week 12. At a three-month follow-up evaluation, 11 of
13 subjects'were still in remission.® In an open trial in 120 sub-
jects.with.chronic idiopathic urticaria, the use of 3mg/kg/day of
cyclosporine for three months was associated with remission
in 30. In the same study, the long-term administration of 1 to
1.5mg/kg/day for 60 to 120 months was not associated with an
increase in malignant conditions, an increase in infections, or
abnormal glomerular filtration rates.® The appropriate dosing
of cyclosporine is as yet unknown.

Dapsone

Dapsone, which is an anti-inflammatory agent, has been used
in case series and a double-blind study. In a prospective and
randomized trial in 65 subjects with chronic idiopathic and
autoimmune urticaria, the reduction in the number of wheals
and pruritus was greater with the use of 50 mg of dapsone
and 10 mg of desloratadine daily that it was with the use
of 10 mg of desloratadine.” In a double-blind, placebo-con-
trolled, parallel study in 22 subjects with chronic idiopathic
urticaria, improvement of greater than 50% in weekly pruri-
tus scores was observed in 9 subjects and in weekly wheal
scores in 7 with the use of 100 mg of dapsone daily but not
with placebo. Three patients achieved remission.®
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Intravenous Immunoglobulin

Intravenous immunoglobulin may provide a therapeutic ap-
proach in patients with severe chronic spontaneous urticaria,
who have not responded to other therapy.® In a retrospective
analysis in 6 patients with chronic idiopathic and autoimmune
urticaria, 2 gm/kg (high-dose) of intravenous immunoglobulin
was administered every four to six weeks for three to 11 cycles;
remission was achieved in 5 patients that was maintained in
four patients with a median follow-up evaluation at 16 months.™

Leukotriene Receptor Antagonists

Leukotriene receptor antagonists have been shown in some
but not in all studies to be effective therapeutic agents. In
a double blind, placebo-controlled trial in 81 subjects with
chronic idiopathic urticaria, the use of 10 mg of montelukast
and 10 mg of desloratadine daily decreased pruritus, wheals,
and episodes of urticaria more effectively than did the use of
10 mg of desloratadine or placebo daily.” If a leukotriene re-
ceptor antagonist is used, it should be combined with an H1
antihistamine.

Methotrexate

Methotrexate is an antimetabolite that interferes with DNA
synthesis through inhibition of dihydrofolate reductase: In
a retrospective chart review of 8 patients with chronic idio-
pathic urticaria, the administration of 25 mg of methotrexate
once a week orally or intramuscularly for 4.5 + 3 months
resulted in remission in 7 patients in 4.6 + 1.6 weeks. At fol-
low-up evaluation at 8.75 + 4.6 months, 5 patients were in
remission. > In a double-blind, placebo-controlled, random-
ized trial, the use of methotrexate 15 mg weekly or placebo
did not show differences in wheals or pruritus, between 10
subjects on methotrexate and 7 on placebo.™

Mycophenolate Mofetil

Mycophenolate mofetil inhibits inosine-5- ‘monophosphate
dehydrogenase and alters the proliferation of T-.and B-lym-
phocytes. In a retrospective chart review of 19 patients with
chronic idiopathic and autoimmune urticaria, remission was
achieved in 10 patients and improvement in 7. The median
time to remission was 12 weeks, and the median dose at re-
mission was 2000 mg twice daily.™

Omalizumab

Omalizumab, whichisan anti-lgE monoclonal antibody thatbinds
to free IgE, has been studied in several, large, double-blind tri-
als. In an international, multicenter, randomized, double-blind,
placebo-controlled trial in 323 subjects with chronic idiopathic
and autoimmune urticaria, the use of 300 mg of omalizumab
subcutaneously monthly for 12 weeks resulted in the remis-
sion of wheals in 52% and the remission of pruritus and wheals
in 44%."® After discontinuation of omalizumab, symptoms
gradually recur over about ten weeks.’® In an international,
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randomized, multicenter, double-blind, placebo-controlled trial
in 319 subjects with chronic idiopathic and autoimmune urticar-
ia, the use of 300 mg of omalizumab subcutaneously monthly
for 24 weeks resulted in remission in 35.8%."

Narrow-Band Ultraviolet B Phototherapy
Narrow-band ultraviolet B phototherapy (NB-UVB) was used
to treat chronic idiopathic urticaria in 94 subjects in an open
trial with three treatments weekly for a median of 22 treat-
ments over a mean duration of nine weeks. Remission was
achieved in 30%, marked improvement in 29%, and moderate
improvement in 20%." Narrow-band. ultraviolet B photo-
therapy was used to treat chronic idiopathic urticaria in 22
subjects in a prospective trial with three treatments weekly for
a median of 31.4 treatments. Remission was achieved in 45%,
marked improvement in 22%, and moderate improvement in
31%. At a six-to-12-month follow-up evaluation, 40% of the
patients were in remission.™

Tumor Necrosis Factor- a Inhibitors

There is a retrospective chart review of the use of inhibitors of
tumor necrosis factor-a in a few patients with chronic sponta-
neous urticaria. In 4 patients with chronic idiopathic urticaria,
the use of etanercept 50mg.subcutaneously weekly for three
to ten months resulted in remission or almost complete remis-
sion in 3.2% In 14 patients with chronic idiopathic urticaria, the
use of adalimumab 40mg twice monthly for 2 to 39 weeks re-
sulted in remission or almost complete remission in 9.2 These
therapeutic agents should be examined in double-blind, pla-
cebo-controlled studies.

Conclusions

There_are_a variety of therapeutic agents that may be used
to treat chronic spontaneous urticaria. Second-generation
H1 antihistamines are:the initial agents of choice and may be
used in various combinations in up to four times the normal
doses. There-are recommendations to next use cyclosporine
and omalizumab, owing to their high level of evidence. How-
ever, there are other agents with low levels of evidence, such
as leukotriene receptor antagonists, dapsone, methotrexate,
mycophenolate mofetil, intravenous immunoglobulin, and
NB-UVB, which also may be of benefit and are worthy of use.
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