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Reply

To the Editor:
We appreciate the positive comments of Cecioni et al1

regarding our suggested new classification of eosinophilic
disorders.2 The authors report about a patient suffering
from the atheroembolic disease associated with eosino-
philia or ‘‘blue toe syndrome.’’ We agree with Cecioni
et al that the current available data suggest that the eosin-
ophilia in atheroembolic disease is most likely cytokine-
mediated.

However, we see the atheroembolic disease in the case
presented by Cecioni et al1 more as a complication or part
of underlining eosinophilic and cardiovascular diseases
and not as a clinical entity on its own. Unfortunately, the
authors have not been able to identify the cause of eosin-
ophilia in their patient. Similarly, how the thrombotic
complication developed remains unclear. Because the
patient did not appear to suffer from an eosinophilic endo-
myocardial disease,3 it might have been due to thrombi,
which dislodged as emboli as a result of a large-vessel
endothelial disease, in which eosinophils somehow con-
tributed to the pathogenesis. For instance, eosinophils
have been described to release tissue factor (TF),4 the ma-
jor initiator of coagulation, and to increase TF activity in
endothelial cells,5 thereby provoking a thrombotic diathe-
sis. Such a mechanism might also play a role in the
atheroembolic disease, which has been described in asso-
ciation with deep vein thrombosis in hypereosinophilic
syndrome.6
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Omalizumab for drug allergy

To the Editor:
Casale et al1 have recently shown that pretreatment with

omalizumab decreases acute reactions after rush immuno-
therapy for ragweed-induced seasonal allergic rhinitis.
Although the US Food and Drug Administration has
approved only specific indications for omalizumab, in-
cluding treatment of patients with moderate persistent to
severe persistent asthma with a positive skin test response
to a perennial aeroallergen, anti-IgE appears to provide a
therapeutic option for many allergic diseases and condi-
tions in which IgE plays a significant role.2 This potential
use of omalizumab is being investigated,3 with ongoing
trials in patients with allergic rhinitis and studies for treat-
ing food allergy, atopic dermatitis, and chronic urticaria
under evaluation.3 However, the potential use in severe
cases of drug allergy, in which the need for the drug is
essential, has not been evaluated.

We present the case of a 27-year-old man with type I
diabetes mellitus, intermittent mild allergic asthma with
dust mite sensitization, and contact sensitization to nickel
sulphate. He was assessed because he was using oral
corticosteroids and antihistamines daily for 6 months
because of itching, hives, and some episodes of anaphy-
laxis coinciding with insulin bolus. A diagnosis of insulin
allergy was made after positive skin prick test responses
to all kind of insulins, in vitro testing with positive IgE
levels (determined by means of RAST; Phadia, Uppsala,
Sweden), and a positive challenge result with 2 U of regu-
lar insulin. He required 2.5 IU/kg of insulin per day at the
time of diagnosis. Desensitization was performed as
described previously.4 Six months after desensitization,
0.8 IU/kg of insulin per day was required, and the patient
was free of symptoms without medication. Nevertheless,
9 months later, he began to experience similar symptoms
after an episode of diabetic ketoacidosis. Antihistamines
did not control his full symptoms. Corticosteroids were
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omalizumab is only approved by the US Food and Drug
Administration for moderate-to-severe persistent allergic
asthma, there has been an increase in the use of this agent
for the management of many disorders thought to be IgE
mediated.

Omalizumab has been shown to be effective for the
treatment of both seasonal and perennial allergic rhinitis.2

Indeed, early studies indicated a clear dose-response rela-
tionship between omalizumab dose, suppression of IgE,
and clinical efficacy.2 In addition, a 9-week pretreatment
period with omalizumab has been shown to inhibit
approximately 80% of acute allergic reactions caused by
rush allergen immunotherapy with ragweed in patients
with seasonal allergic rhinitis.3

Because of these and other data, the utility of omalizu-
mab in preventing acute anaphylactic events attributed to
allergen immunotherapy is being studied in greater detail.
An ongoing multicenter study using omalizumab pretreat-
ment in patients with chronic persistent perennial allergic
asthma and FEV1 values of greater than 75% will hope-
fully answer whether pretreatment with omalizumab for
12 weeks can inhibit cluster allergen immunotherapy–
induced allergic reactions in this patient population. A
recent open-label study of 8 patients with moderate-to-
severe persistent asthma examined whether acute allergic
reactions caused by a modified cluster immunotherapy
regimen with multiple allergens could be prevented
by omalizumab pretreatment for 2 months. The results
presented at the 2006 American College of Allergy,
Asthma & Immunology meeting by Sekhsaria et al indi-
cated that all patients tolerated the immunotherapy well,
and no systemic reactions occurred.4

These studies in patients with allergic rhinitis and
asthma indicate that omalizumab can be an effective agent
to prevent acute allergic reactions caused by allergen
immunotherapy. However, there are many unanswered
questions that are pertinent to these studies, as well as the
report by Matheu et al,1 including the following: (1) What
is the optimal duration of pretreatment with omalizumab
before initiating allergen immunotherapy or treatment
with a drug to which a patient is allergic? (2) Once
maintenance immunotherapy or maintenance dosage
with a drug, such as insulin, is reached without adverse
consequences, can you stop the omalizumab and still
tolerate the immunotherapy or drug? (3) What immuno-
logic and clinical end points of interest could help predict
the ability to use omalizumab in this fashion and to pos-
sibly stop the omalizumab after reaching maintenance
therapy?

As omalizumab’s use becomes more widespread,
additional anecdotal case reports will be forthcoming.
For example, omalizumab’s successful use in patients
with chronic idiopathic urticaria (presented by Shapiro
et al at the 2007 American Academy of Allergy, Asthma &

J ALLERGY CLIN IMMUNOL

DECEMBER 2007

1472 Correspondence
avoided to prevent any increase in insulin requirement.
Omalizumab was offered, and specific written informed
consent was obtained from the patient and his family.
The hospital committee and Spanish Health Authorities
approved treatment. Omalizumab (300 mg) was adminis-
tered subcutaneously every second week. After 20 weeks,
the patient was taking only 5 mg of levocetirizine every
24 hours, with no allergic symptoms.

Omalizumab, an anti-IgE mAb, is designed to treat IgE-
mediated diseases.2 However, the mechanism of action is
not well known, although omalizumab downregulates den-
dritic cell FceRI expression on basophils,5 B cells, CD41

cells, CD81 cells, and IL-41 cells. Omalizumab is a recom-
binant humanized mAb that blocks free serum IgE through
the high-affinity Fc receptor from attaching to mast cells
and prevents IgE-mediated inflammatory changes.1

Insulin allergy is uncommon, even though 2% of diabetic
patients have antibodies against insulin. Switching to other
types of insulin or introducing a subcutaneous pump
usually solves any problems. In a few cases desensitization
is the final approach, with good results. However, symp-
toms appeared again in this patient. Trying to avoid oral
corticosteroids to avoid an increase in insulin requirements,
we offered omalizumab as a novel therapy. Although
omalizumab is currently approved to treat moderate-
to-severe IgE-mediated asthma, its use in the treatment
of other IgE-mediated conditions, such as severe drug
allergy, has a promising future.2
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Reply

To the Editor:
Matheu et al1 report an interesting case of insulin

allergy treated successfully with omalizumab. Although

Immunology Annual Meeting),5 cold-induced urticaria,6

and latex allergy7 have been reported. Although all of
these reports will help us better define the utility of stra-
tegies to block IgE in diseases other than chronic persis-
tent allergic asthma, one still needs to exercise caution.
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