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Safety of ultra‐rush protocols for hymenoptera venom
immunotherapy in systemic mastocytosis

To the Editor,

Mastocytosis comprises a heterogeneous group of disorders charac-

terized by the expansion and accumulation of clonal mast cells in

one or more organ systems. It is a rare disease with an estimated

prevalence of about 10 cases per 100 000 inhabitants.1 Anaphylactic

reactions are very common, affecting between 22% and 49% of

patients with systemic mastocytosis (SM).2 Hymenoptera venom

allergy (HVA) seems to be particularly involved in anaphylactic reac-

tions of patients with SM. Mastocytosis has been identified as a risk

factor for severe anaphylaxis to hymenoptera venom and the preva-

lence of clonal mast cell disease in patients with HVA ranges from

1% to 7.9%, which is much higher than that of the general popula-

tion.3 Elevation of baseline serum tryptase has been identified as a

risk factor for severe anaphylaxis in HVA. Although recent EAACI

(European Academy of Allergy and Clinical Immunology) guidelines

on AIT recognize hymenoptera venom immunotherapy (HVI) as a

safe and effective form of treatment for patients with mastocytosis

associated with anaphylactic reaction to hymenoptera venom,4 only

a few studies are available on allergen immunotherapy (AIT)

tolerance in those patients, and no protocols of HVI have been

clearly recommended in patients with SM. We present hereinafter

data recorded in patients with SM and anaphylactic reaction due

to hymenoptera venom allergy and HVI based on an ultra‐rush
protocol.

Data were collected from patients with SM requiring HVI in the

Mastocytosis Reference Centre at Toulouse University Hospital Cen-

tre. The inclusion criteria were as follows: (a) patients over 18 years

old; (b) SM diagnosis based on World Health Organization diagnostic

criteria,5 (c) allergy to hymenoptera venom with positive skin tests

and/or positive specific IgEs to hymenoptera venom associated with a

history of anaphylactic reaction following a hymenoptera sting; and (d)

HVI initiation with an ultra‐rush protocol as previously described.6

Demographic data, characteristics of the initial reaction and

details of allergy skin tests were collected. Intradermal tests against
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Vespula wasp, Polistes wasp and Apis mellifera bee have been per-

formed using extracts of Alyostal st Vespula wasp venom, Alyostal

Polistes wasp venom and Alyostal st A. mellifera bee venom, respec-

tively (Stallergenes, Antony Cedex, France). Specific IgEs to Vespula

wasp, Polistes wasp and A. mellifera bee venom were performed

using ImmunoCAP® (bee A. mellifera bee, R + * Vespula spp., R + **

Polistes spp., Thermo Fisher Scientific/Phadia, Uppsala, Sweden).

Patients received antihistamine pretreatment and were given

subcutaneous injections of 0.1, 1, 10 and 20 μg, every 30 minutes

followed by 30 and 40 μg every 60 minutes on day 1, 50 μg twice

on day 15 and 100 μg on day 45. They subsequently received a

subcutaneous injection every 4 weeks for the first 3 years and

every 6 weeks thereafter. All patients were checked for a new

sting.

Eight patients were enrolled (4 women, 4 men) with a median

age of 52.5 years old (Table 1). The initial reaction to hymenoptera

was mostly severe because 6 of 8 patients experienced a grade 3 or

grade 4 reaction based on Ring and Messmer's classification

(Table 2). Three patients suffered from digestive symptoms and 1

from respiratory signs. One patient (patient 8) presented skin symp-

toms during the initial reaction to hymenoptera. The diagnosis of

mastocytosis has been made in the presence of a major criterion in

3 patients and the presence of three minor criteria for five patients.

All the patients had a c‐KIT‐D816V mutation in bone marrow. Base-

line serum tryptase ranged from 10.1 to 41.7 μg/L, and 4 patients

had a baseline tryptase value below 20 μg/L. Two patients suffered

from aggressive SM whilst the other 6 had indolent SM. Hymenop-

tera venom‐specific IgEs were low (0.11‐1.51 kIU/L) except in one

patient (35.6 kIU/L). When possible, the REMA (Red Espanola de

Mastocitosis [Spanish Network on Mastocytosis]) score of patients

was calculated.7

Hymenoptera venom immunotherapy was initiated with Vespula

wasp venom in 3 patients, Polistes wasp venom in 1 patient,

A. mellifera and Vespula wasp venom in 1 patient, as well as Ves-

pula and Polistes wasp venom in three patients (Table 2). Patient 8

identified a wasp as the stinging insect, but the tests did not iden-

tify exactly which wasp was involved, and therefore, he received a

double VIT. A total of 12 ultra‐rush protocols have been initiated in

eight patients. Six patients received a single VIT, 1 patient a double

VIT and two patients received VIT twice because they have been

restung after first VIT cessation. No adverse effects were observed

during both the ultra‐rush protocol and the maintenance protocol.

Four patients (patients 1, 2, 4 and 6) were restung leading to a

reaction. There was a dose increase in two patients (patients 2 and

4, 200 and 150 μg per month, respectively). Patients 1 and 6 were

diagnosed with SM after the new sting. These patients received an

ultra‐rush VIT after a first reaction to hymenoptera, and they have

been restung after VIT cessation. SM diagnosis has been carried

out at this time. Given SM diagnosis, they received a second ultra‐
rush and VIT was maintained for life. After VIT cessation, patients
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with SM remain at high risk of anaphylactic reactions. This empha-

sized the necessity/need to continue VIT in patients with lifelong

mastocytosis.

Although HVI is recommended in SM patients with severe reac-

tions to hymenoptera venom, no clear‐cut protocols have been

established. According to the published case series, conventional,

cluster and rush protocols are well tolerated and effective in patients

with SM associated with anaphylaxis to hymenoptera venom‐
induced anaphylaxis.8,9 To the best of our knowledge, this is the first

report on the safety of use of an ultra‐rush protocol in SM patients.

Although no adverse reactions have been observed, we nevertheless

acknowledge the fact that the main limitation is the small patient

cohort, thus a larger study is needed to corroborate our results.

Surprisingly, the bee was identified as the culprit insect in only one

patient and the remaining patients showed severe reaction and posi-

tive skin testing or IgE to wasp. The severity of allergic reaction to

wasp in patients with SM has been highlighted recently.10 However,

we do not know whether this observation is a coincidence or whether

there is a real association between the wasp reaction and SM.

Close collaboration between mastocytosis reference centres and

allergy specialists is crucial in the management of HVI in patients

with SM associated with severe hymenoptera venom‐induced
reactions.
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