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Mepolizumab for Eosinophilic COPD: )
What Matinee Adds to COPD Management?

Mepolizumab para la epoc eosinofilica:
Zqueé aiiade al manejo del epoc el estudio matinee

Dear Editor,

The recent publication of the MATINEE trial in the New Eng-
land Journal of Medicine marks a significant step forward in the
pursuit of personalized therapies for patients with chronic obstruc-
tive pulmonary disease (COPD).! This large, multicentre phase 3
trial, that recruited more than 800 patients over a 5-year period
(including the COVID19 pandemic), demonstrated that the addition
of mepolizumab to triple inhaled therapy reduced the annual-
ized rate of moderate or severe exacerbations in patients with an
eosinophilic phenotype (>300 cells/L), with a favourable safety
profile and consistent results across predefined subgroups.

These findings are particularly relevant in the context of an
evolving understanding of COPD as a heterogeneous disease with
identifiable treatable traits. The 21% reduction in moderate and
severe exacerbations rates - even among patients already receiv-
ing maximal inhaled therapy - and the up to 104-week clinical
effect reinforces the pathogenic role of eosinophilic inflammation
in a subset of individuals with COPD and supports the therapeutic
targeting of type 2 inflammation. Besides that, the effect on emer-
gency room visits and hospital admissions (35% rate reduction) due
to COPD warrants our attention as clinicians, as this is the first time
this endpoint is positively reported in clinical trials on biologics in
COPD and supports further cost-effectiveness analysis. Moreover,
the MATINEE study adds to the growing body of evidence from trials
such as METREX, METREO, BOREAS, and NOTUS,>* which collec-
tively support the integration of biologic agents into the therapeutic
armamentarium for selected patients (Table 1).

Although no statistically significant improvements were
observed in patient-reported outcomes such as lung function,
CAT, SGRQ, or E-RS scores, the numerical trends favouring
mepolizumab are noteworthy and suggest that some individuals
may experience symptom relief not captured by mean differences.
Importantly, the trial's design - excluding previous history of
asthma, requiring elevated eosinophil counts, and ensuring back-
ground optimal triple therapy - strengthens the internal validity
of the findings and provides a robust foundation for future clinical
implementation.

The implications of MATINEE are twofold. First, it highlights the
need for routine phenotyping of COPD patients beyond spirome-
try and symptoms, particularly through blood eosinophil counts
and other biomarkers like FeNO (exhaled nitric oxide), which have
been associated with increased responses to biologics in COPD.?
Second, that biologic therapies can reduce severe exacerbations in
well-defined subgroups, which could be seen as a cost-effective
measure. This aligns with the broader movement towards precision
medicine in respiratory diseases and calls for a careful selection
of candidates based on biological pathways involved in the dis-
ease to therefore increase clinical success with these expensive
drugs.

In conclusion, MATINEE is a well-conducted and timely trial that
offers new therapeutic possibilities for a previously underserved
subgroup of COPD patients. As the field moves forward, integrating
biologic treatments into clinical practice will require careful selec-
tion of candidates, cost-effectiveness analyses, and real-world data
- but the pathway is now clearer than ever.
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Table 1
Baseline characteristics and exacerbation rates among phase III studies of biologics against T2 inflammation in COPD.
Study Age (yrs) Female Smoker FEV1% cv SGRQ >1 hospital Ex, previous  BEC (cell/nL) Time since Ex rates,
(%) (%) pred comor- (mean) admission, year COPD diagnosis placebo
bidity previous year (%) (yrs)
(%)
MATINEE 66.2 31 28 48% 72 54.6 22 2.3 480 9.1 1.01
BOREAS 65.3 36 27 42% 67 53.1 24 2.2 410 8.7 1.11
NOTUS 64.8 34 25 45% 69 51.9 23 2.1 430 94 1.15
TERRANOVA 64.5 26 30 45% 65 52.3 21 2.0 420 8.9 1.19
GALATHEA  65.1 28 29 43% 66 53.5 20 2.1 415 9.0 1.21

Abbreviations: FEV1: forced expiratory volume in 1 second predicted normal; COPD: chronic obstructive pulmonary disease; CV: cardiovascular; SGRQ: Saint George Respi-
ratory Questionnaire; EX: moderate and severe exacerbations in the previous year; BEC: blood eosinophil count. All values refer to the intention-to-treat population from
each trial. Placebo event rates correspond to annualized moderate or severe exacerbations in the 52-week follow up.
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