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Prospective ltalian real-world study of mepolizumab in
severe eosinophilic asthma validates retrospective outcome

reports

To the Editor,

Current asthma guidelines inform about evidence-based ap-
proaches to optimize patient outcomes. These are primarily based
on randomized controlled trials (RCTs) conducted within well-
defined but restricted populations.r In real life, healthcare pro-
fessionals encounter complex clinical, lifestyle, psychosocial,
demographic and attitudinal factors in patient care; aspects of the
real world that are not accommodated within RCTs. The thera-
peutic outcomes observed in such real-world everyday clinical
settings will reflect the integrated interaction of a medicine's
proven efficacy with factors related to patients' actual medication
use, and the healthcare system in which the treatment is used. As
such, real-world experience (RWE) data is critical to extrapolating
the results of RCTs to multifaceted patient populations, confirming
or refuting effectiveness.?

Real-life studies of the anti-interleukin-5 biologic, mepolizumab,
are an important part of healthcare utilization evaluation and a
number of RWE studies have been reported in severe eosinophilic
asthma (SEA), including those from France, Australia and the
ongoing global ‘REALITI-A’ study, to which centres in Italy
contributed.>

REALITI-A is a prospective study, whereas many other RWE
studies gather data retrospectively. As Italy was a significant
contributor to REALITI-A and the Severe Asthma Network in Italy
(SANI) has published retrospectively assessed data of RWE mepoli-
zumab outcomes,® there is an opportunity to compare outcomes with
mepolizumab in SEA as evaluated both prospectively and retro-
spectively in the same healthcare system. Here we report outcome
data from the Italian participants in the early initiator interim anal-
ysis of the REALITI-A study and compare them with distinct patients
from the SANI retrospective outcome report.

REALITI-A is an ongoing, 2-year, global, prospective, single-
arm, observational cohort study assessing the effectiveness of
mepolizumab (100 mg subcutaneously) as used in a real-world
setting for patients with SEA.°> Eighty-seven (23.6%) of the 368
participants in the REALITI-A study, reported so far, were recruited

from 14 Italian centres. Baseline demographics from the overall

REALITI-A study population and from participants in the SANI
retrospective analysis of mepolizumab treatment outcomes, are
shown in Table 1.

In the Italian participants of the REALITI-A study, 12 months of
treatment with mepolizumab was associated with clinical improve-
ment (Figure 1). There was an 80% reduction in severe exacerbations
(from mean of 3.48/year to 0.69/year, rate ratio [RR] 0.20 [95% con-
fidence interval {Cl} 0.14-0.27]) and a reduction in emergency
room/hospitalization events of 84% (from 0.44/year to 0.07/year, RR
0.16 [95%CI 0.04-0.58]). Mepolizumab reduced the median mainte-
nance prednisone equivalent oral corticosteroid (OCS) use from
10 mg/day at baseline to 2.5 mg/day between Weeks 45 and 56. These
results are comparable to the RWE outcomes with mepolizumab
therapy in 106 Italian patients with SEA reported by the SANL.® In this
retrospective report, the introduction of mepolizumab therapy was
associated with an 81% decrease in severe exacerbations (from
4.09/year to 0.77/year, RR 0.19 [95%Cl 0.15-0.24]) and an 85.4%
decrease in hospitalization for severe asthma (from 0.39/year to 0.06/
year,RR0.15[95%Cl 0.05-0.35]. Furthermore, 60.7% of those on OCS
at baseline (n = 84) were able to completely discontinue this treatment
over 1 year. No significant adverse events were described during this
observation period and no Italian patient discontinued mepolizumab
due to an adverse event in either the SANI or REALITI-A studies.

It should be noted, however, that there are some disparities be-
tween the two studies, such as differences in OCS use (45% vs. 79%)
and geometric mean blood eosinophil counts (572 cells/ul vs. 674
cells/ul). However despite these differences both studies were RWE
studies, patients were selected by physicians, and both studies
enrolled patients over similar periods of time (December 2016-
February 2019 [REALITI-A] vs. May 2017-December 2018 [SANI]).
Notably, the severity of asthma experienced by patients in both
studies was very similar, and additionally patients had similar annual
exacerbation rates (3.48 vs. 4.09 exacerbations/year) and similar
hospitalization rates (0.44/year vs. 0.39/year).

The ltalian prospective REALITI-A findings strongly support the
SANI retrospective study outcomes and indicate that retrospective

data gathering did not lead to an overemphasis of impact. These
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FIGURE 1 Outcomes from the ltalian participants in the early initiator analysis of the REALITI-A study: (A) exacerbation rates, (B) OCS
dose, (C) ACQ-5 score. *Defined as a deterioration in asthma requiring SCS (any dose; oral steroids, e.g. prednisone) for >3 days or a single
systemic administration of corticosteroids (intravenous/intramuscular dose) and/or hospitalization and/or ER visit. For participants on
maintenance systemic corticosteroids (without a hospitalization and/or ER visit), at least double the existing maintenance dose for at least
3 days is required. Analysis of exacerbation rate performed using generalized estimating equation model assuming a negative binomial
distribution, with covariate of treatment period (pre-treatment, on-treatment). The logarithm of time is used as an offset variable. Analysis of
ACQ-5 score performed using mixed model repeated measures with covariates of time point, baseline OCS therapy (use, no use) and number
of exacerbations pre-exposure (0, 1, 2, 3, >4). ACQ, Asthma Control Questionnaire; Cl, confidence interval; ER, emergency room; MCID,
minimal clinically important difference; OCS, oral corticosteroid; RR, rate ratio; SCS, systemic corticosteroid
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findings showcase the value of severe asthma networks to gather
RWE in populations treated in standard clinical care. Furthermore,
the findings have healthcare resource and cost implications, due to
the positive impact of mepolizumab in reducing severe exacerbations
and oral steroid dependency.
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