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LETTER TO THE EDITOR

Expanding indications of omalizumab
therapy in the absence of specific IgE

To the Editor,

We read with interest the report by V Vovolis and col-
leagues on the efficacy of paper wasp venom immunotherapy
in the absence of specific IgE.1 Although this goes against
conventional guidelines where immunotherapy is recom-
mended only after specific IgE is detectable, we believe
that such reports are extremely useful when expert opin-
ions are used to produce guidelines in the absence
of well-designed clinical trials. Such is the case with
omalizumab, anti-immunoglobulin E (anti-IgE) monoclonal
antibody, where it has been shown to prevent anaphy-
laxis in systemic mastocytosis (SM) patients who require
bee/wasp venom immunotherapy (VIT) in the absence of
specific IgE,2 including a report where it was effective
in a patient with severe asthma and negative skin prick
test results.3 However, current guidelines only recommend
the use of omalizumab in uncontrolled allergic asthma and
raised IgE.

The mechanism(s) of omalizumab in lowering total free
IgE probably leads to the observed beneficial effects with-
out being dependent on specific IgE. Omalizumab complexes
with free IgE in serum, this results in down regulation of
expression of the high-affinity IgE receptor on mast cells and
basophils and subsequently a decrease in cellular activation
and mediator release. The higher Ka of omalizumab for free
IgE in serum (1.5 × 10−10 M) compared to that of Fc�RI for
IgE (1.0 × 10−10 M) and the extra hinge region of IgE allows
more efficient binding of omalizumab.

The treatment of anaphylaxis in the setting of SM itself
can be challenging, particularly when mastocytosis patients
require VIT and have an increased incidence of allergic
reactions to VIT injections when baseline tryptase is ele-
vated. Omalizumab has been reported to be safe and
effective in preventing recurrent anaphylaxis in several
small case series.2,4,5 Omalizumab (300 mg 4-weekly) was
effective in SM patients who had multiple episodes of spon-
taneous anaphylaxis (hypotension),5 including SM patients

with undetectable specific IgE.4 A decrease in mast cell and
basophil activation in those patients on regular omalizumab
therapy (2—4 weekly) improved response to conventional
anaphylaxis treatment and patients were able to discontinue
mast cell stabilisers.5 Although omalizumab is not with-
out side-effects (including, rarely, anaphylaxis to the drug
itself), it seems to be effective in preventing anaphylaxis
and therefore may prove to be a better and safer adjunct
during immunotherapy.
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