Impact of Baseline Blood Eosinophil Count on Flare Reduction in Mepolizumab-Treated Patients With Hypereosinophilic Syndrome
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The aim of these data analyses from the Phase III 200622 study was to assess the impact of baseline blood
eosinophil counts on mepolizumab-associated reductions in flares.
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Shaded area represents 95% CIs predicted OR from the model of proportion of patients with flare against baseline blood eosinophil count as a continuous variable; data points and error bars represent estimated ORs and 95% CIs.
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Mepolizumab, a humanized, monoclonal anti–IL-5 antibody, was recently approved for the treatment of
patients with HES, based on the results of the Phase III 200622 study (NCT02836496). This study
demonstrated that mepolizumab significantly reduced disease flares and blood eosinophil counts in patients
with HES versus placebo, with no new safety signals identified.5,6

Treatment-by-eosinophil interaction; P=0.762
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Despite current standard of care treatment with OCS and immunosuppressants, many patients with HES
continue to experience periods of reduced disease control, termed flares, which are associated with
significant morbidity and mortality.2–4

Up to
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Mepolizumab reduced the proportion of patients experiencing flares versus placebo, irrespective of baseline blood eosinophil count

Table 1. Baseline demographics and patient characteristics

Odds ratio (mepolizumab/placebo)
(95% CI)

HES is a debilitating multisystem disorder characterized by elevated eosinophil counts in the peripheral blood
and/or tissues and eosinophil-mediated organ damage.1

Mepolizumab reduced the rate of HES flares versus placebo, irrespective of baseline blood eosinophil count
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Study treatment:

Patient eligibility criteria
≥12 years of age

Receiving stable HES therapy†
≥4 weeks before the baseline visit

Diagnosis of HES*
≥6 months previously

Uncontrolled HES
≥2 flares within the past 12 months and a baseline blood
eosinophil count ≥1000 cells/μL at screening

Analysis endpoints
Primary
The proportion of patients who
experienced a flare‡ during the
32-week study period
Other post hoc
Annualized rate of HES flares‡

Subgroup analyses by baseline blood eosinophil count
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Conclusions
● Exploratory modeling of baseline eosinophil counts as a continuous variable found
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no evidence that the effect of mepolizumab versus placebo on HES flares differed
by baseline blood eosinophil counts.
–

Similar findings were obtained when data were analyzed post hoc according
to blood eosinophil count categories <1500, 1500–<2500, and ≥2500 cells/µL.

–

The numbers of patients in the baseline blood eosinophil count subgroups
were small and as such, the data should be interpreted with caution.

● These results indicate that patients with HES that are not FIP1L1-PDGFRαpositive are likely to benefit from mepolizumab treatment, irrespective of baseline
blood eosinophil count.

Shaded area represents 95% CIs for predicted rate ratio from the model of proportion of patients with HES flare against baseline blood eosinophil count as a continuous variable; data points and error bars represent estimated rate ratios and 95% CIs.
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*HES diagnosis was based on organ system involvement and/or dysfunction that could be directly related to a blood eosinophil count >1500 cells/μL on ≥2 occasions, and/or tissue
eosinophilia, without a discernible secondary cause; †HES therapy could include (but was not limited to) OCS, immunosuppressive, and cytotoxic therapy; ‡flares were defined as:
a) HES-related clinical manifestation (based on a physician-documented change in clinical signs or symptoms) that required either an increased dose of maintenance OCS ≥10 mg prednisone
equivalent/day for 5 days or an increase in/addition of any cytotoxic and/or immunosuppressive HES therapy, or b) receipt of ≥2 courses of blinded OCS during the treatment period.
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BMI, body mass index; CI, confidence interval;
HES, hypereosinophilic syndrome; IL, interleukin;
mepo, mepolizumab; OCS, oral corticosteroids;
OR, odds ratio; PBO, placebo; R, randomization;
SC, subcutaneous; SD, standard deviation.
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