
Fig 2. Composite hemangioendothelioma. A, Epithelioid hemangioendothelioma-like pattern
with cytoplasmic lacunae and red blood cells is predominant component (inset: CD31
immunostain). B, Dabska tumorelike areas with dilated vascular channels containing intralu-
minal papillae with hyaline cores and hobnailed endothelial lining. C, Irregular branching
thin-walled vessels lined by cuboid hyperchromatic endothelial cells reminiscent of
retiform hemangioendothelioma. D, Low-grade angiosarcomatous areas with dissecting
vascular channels between skin adnexal structures. (A to D, Original magnifications: A and
B, 3200; C, 3400; D, 3100.)
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Effective treatment of idiopathic chronic cold
urticaria with omalizumab: Report of 3 cases

To the Editor: Physical chronic urticaria (CU), includ-
ing chronic cold urticaria (CCU), is often refractory to
conventional treatments like nonsedative antihista-
mine drugs. Then other therapeutic approaches may
be considered, such as omalizumab, a recombinant
humanized monoclonal antibody directed against
IgE that is approved for the treatment of moderate to
severe persistent asthma. The off-label use of this
drug in CU is supported by several studies and case
reports. However, its efficiency in treating physical
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Table I. Overview of patients with chronic cold urticaria treated with omalizumab

Patient

Sex/age,

y

Duration of

urticaria, y Previous medications for urticaria Atopy

Total IgE

(kU/L) at

baseline

(N\ 91)

UAS (/6)

before/after

4 initial injections

DLQI (/30)

before/after

4 initial

injections

Relapse after 4 initial

injections

Total

no. of

injections Current status

1 F/66 6 Hydroxyzine,* ketotifen,*y

desloratadine,*z levocetirizine,*
ebastine,*z mizolastine,*x

montelukast,// colchicine
(1 mg/d), dapsone (100 mg/d),{

methotrexate (15 mg/wk),
hydroxychloroquine (400 mg/d)

No 89 6/0 18/0 No 4 Free of symptoms
after 16 mo of F/U
after fourth injection

2 F/42 3 Ketotifen,*y desloratadine,*z

levocetirizine,* montelukast,//

colchicine (1 mg/d),
hydroxychloroquine (400 mg/d),
cyclosporin (2.5 mg/kg/d)

Yes
(asthma)

493 6/0 7/0 Yes; onset of relapses:
respectively, 4 and 5
mo after fourth and
fifth injection

6 Free of symptoms
after 1 mo of F/U
after sixth injection

3 F/21 8 Desloratadine,*z# levocetirizine,*
ebastine,* mizolastine,*x

rupatadine,* bilastine,*
montelukast,// colchicine
(1 mg/d)

Yes
(asthma)

1772 6/0 17/0 Yes; onset of relapse:
1 mo after fourth
injection

5 Free of symptoms
after 2 mo of F/U
after fifth injection

All patients received 4 initial subcutaneous injections of 300 mg of omalizumab every 2 wk.

DLQI, Dermatology Life Quality Index; F, female; F/U, follow-up; UAS, Urticaria Activity Score.

*Standard dose.
ySedative H1 antihistamines.
zHigh dose (4-fold increase).
xNonsedative H1 antihistamines.
//In combination with nonsedative H1-antihistamine.
{Disrupted because of anemia.
#Disrupted because not tolerated at high dose.
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urticaria, and in particular CCU, is less documented.
We report 3 patients with refractory CCU who expe-
rienced significant and rapid improvement with
omalizumab.

Our patients had long-lasting CCU with severe
symptoms, as confirmed by the Urticaria Activity
Score1 and the Dermatology Life Quality Index
(Table I). The ice cube provocation test revealed
positive results within less than 5 minutes for all
patients. Two patients had a personal history of
atopy (asthma) that was associated with an increased
serum level of total IgE at baseline. The clinical
examinations and laboratory investigations elimi-
nated an underlying disease for all patients. These
patients had previously received numerous treat-
ments that were taken over at least 6 weeks but
without sufficient effects on symptoms (Table I). We
opted to treat these patients with omalizumab after
obtaining the patients’ written consent regarding the
off-label use of this drug. All other treatments,
including H1-antihistamines, were discontinued
when omalizumab was started. We initially planned
4 subcutaneous injections with 300 mg of omalizu-
mab every 2 weeks. No side effects were observed
except for a slight erythema at the site of the injection
for the second and third patients. All patients
reported significant improvement after the first in-
jection and complete control of symptoms after the
second injection. Indeed, after the second injection,
the Urticaria Activity Score and Dermatology Life
Quality Index Score were measured as 0, and the ice
cube provocation test produced negative findings.
The first patient received 4 injections, and her
symptoms remained controlled after a follow-up of
16 months without further treatment. The second
patient experienced a relapse 4 months after the
fourth injection; a fifth omalizumab dose (300 mg)
was administered and was accompanied by rapid
and complete remission, maintained for 5 months
after this fifth injection without further treatment.
Currently, she has experienced a mild relapse
(Urticaria Activity Score 3/6) rapidly controlled by a
sixth omalizumab dose (300 mg). The third patient
achieved complete remission after 4 injections. After
1 month of treatment disruption without any symp-
toms, the urticaria reappeared and we prescribed a
fifth omalizumab dose (300 mg). We rapidly ob-
served a complete remission maintained 2 months
after the fifth dose.

The impact of omalizumab on physical CU has
been reported in very few case reports. To our
knowledge, there are only 2 published case reports
of CCU treated by omalizumab.2,3

The mechanisms of therapeutic efficiency of
omalizumab in CU remain unclear.
As in asthma, some authors correlated the clinical
improvement induced by omalizumab in spontane-
ous or physical CU with the reduction in free IgE
levels. However, numerous patients with CU suc-
cessfully treated with omalizumab in published case
reports or studies exhibited neither increased total
IgE levels nor IgE specific to allergens, as in our first
patient who remained asymptomatic after 16 months
of follow-up.

Because the efficiency of omalizumab appeared
not to be strictly correlated with the serum IgE levels,
we did not base the dosage choice on patients’
baseline serum IgE levels and weights, as recom-
mended in asthma. Instead, after analyzing the
published controlled studies,4 we arbitrarily chose
a 300-mg dose given every 2 weeks, for a total of 4
injections. A supplementary dose was given in case
of relapse. There are few data in the literature
concerning the rate and onset of relapse after
omalizumab discontinuation. Large clinical trials
will be necessary to determine the best protocol
and duration for drug administration in CU.
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