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Abstract
Background The long-term efficacy and safety of mepolizumab for treatment of severe eosinophilic asthma
are well established. Here, we examine the clinical impact of stopping mepolizumab after long-term use.
Methods COMET (NCT02555371) was a randomised, double-blind, placebo-controlled, parallel-group,
multicentre study. Patients who had completed COLUMBA (NCT01691859) or COSMEX
(NCT02135692) and received continuous mepolizumab treatment for ⩾3 years were randomised 1:1 to
stop (switch to placebo) or continue subcutaneous mepolizumab 100 mg every 4 weeks for 52 weeks.
Primary end-point: time to first clinically significant exacerbation; secondary end-points: time to first
exacerbation requiring hospitalisation/emergency department visit, time to decrease in asthma control
(⩾0.5-point increase in Asthma Control Questionnaire-5 score from COMET baseline) and blood
eosinophil count ratio to COMET baseline. Safety was assessed.
Results Patients stopping (n=151) versus continuing (n=144) mepolizumab had significantly shorter times to
first clinically significant exacerbation (hazard ratio 1.61, 95% CI 1.17–2.22; p=0.004) and decrease in
asthma control (hazard ratio 1.52, 95% CI 1.13–2.02; p=0.005), and higher blood eosinophil counts at week
52 (270 versus 40 cells·µL−1; ratio (stopping versus continuing) 6.19, 95% CI 4.89–7.83; p<0.001).
Differences in efficacy outcomes between groups were observed when assessed from week 12 (16 weeks
after last mepolizumab dose). Exacerbations requiring hospitalisation/emergency department visit were rare.
Adverse events in patients continuing mepolizumab were consistent with previous studies. For patients who
stopped mepolizumab, the safety profile was consistent with other eosinophilic asthma populations.
Conclusion Patients who stopped mepolizumab had an increase in exacerbations and reduced asthma
control versus those who continued.

Introduction
Efficacy and safety of long-term treatment with the targeted, humanised, anti-interleukin (IL)-5 monoclonal
antibody mepolizumab in patients with severe eosinophilic asthma have been demonstrated for up to
4.5 years in previous double-blinded [1–5] and open-label studies [6–8]. Mepolizumab is approved for the
https://doi.org/10.1183/13993003.00396-2021
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treatment of severe eosinophilic asthma in multiple regions worldwide, and for the treatment of
eosinophilic granulomatosis with polyangiitis in adults in the USA and Japan and for the treatment of
hypereosinophilic syndrome in patients aged ⩾12 years in the USA [9, 10]. Mepolizumab selectively binds
to IL-5, inhibiting eosinophilic inflammation [11, 12]; however, it is currently unknown whether the
suppression of eosinophilic airway inflammation seen with mepolizumab in severe eosinophilic asthma
continues if patients stop treatment, or whether long-term treatment should be recommended for sustained
disease control.
A previous 12-month observational follow-up study of patients who stopped mepolizumab 750 mg
intravenous treatment after 1 year suggested an increase in blood eosinophil counts to pre-treatment levels
and a subsequent return to an exacerbating phenotype [13]. Understanding responses after stopping is of
interest, as long-term treatment may have a sustained disease-modifying effect and potentially permanently
reduce eosinophil counts [14]. However, there are no data on the impact of stopping in patients treated
with mepolizumab for >1 year, which is important, as short-term discontinuation may be required for some
patients in clinical practice. Additionally, there are no data on the impact of stopping the licensed
mepolizumab dose in adults and adolescents, 100 mg subcutaneously.
The aim of this randomised, placebo-controlled study was to evaluate the clinical impact of stopping
mepolizumab 100 mg s.c. in patients with severe eosinophilic asthma following long-term (⩾3 years)
exposure by assessing exacerbation rates and other clinical parameters in those who stopped mepolizumab
(and switched to placebo) versus those who continued. A visual summary of the COMET study is
presented in supplementary figure E1.
Materials and methods
Study design
COMET (GSK ID 201810; NCT02555371) was a global, multicentre, randomised, double-blind,
placebo-controlled, parallel-group study to compare stopping versus continuation of long-term
mepolizumab treatment in patients with severe eosinophilic asthma.
The study comprised four parts (figure 1). Following screening, patients with <3 years of mepolizumab
treatment entered part A, a variable open-label run-in period of 0–132 weeks designed to ensure all
patients had received continuous mepolizumab 100 mg s.c. (in addition to standard of care) for ⩾3 years.
Once patients had ⩾3 years of mepolizumab exposure they entered part B, which consisted of a fixed
open-label run-in of 4–8 weeks during which open-label mepolizumab (100 mg s.c. every 4 weeks plus
standard of care) was administered and baseline information was collected. Patients who had ⩾3 years of
mepolizumab treatment at screening entered part B directly. Following part B, patients were randomised
1:1 to stop mepolizumab treatment and switch to placebo ( plus standard of care) or receive continued
mepolizumab 100 mg s.c. plus standard of care every 4 weeks for 52 weeks ( part C). Patients with one or
more clinically significant exacerbation (supplementary material) during part C were assessed by the study
investigator to determine whether the patient should continue taking double-blind study treatment
(continue in part C) or return to open-label mepolizumab 100 mg s.c. every 4 weeks (switch to part D;
optional, see supplementary material) for the remainder of the study (up to 52 weeks post-randomisation).
No formal criteria for treatment continuation were provided to investigators; the decision was based on the
opinion of the treating physician in collaboration with the patient. Patients remained on a stable standard of
care asthma therapy from the start of part B to the end of the study. The reported results focus mainly on
the blinded, randomised part C.
The study was conducted in accordance with International Conference on Harmonisation good clinical
practice, all applicable patient privacy requirements, and the guiding principles of the current version of the
Declaration of Helsinki. All patients provided written informed consent prior to study participation.
Patients
Patients with severe eosinophilic asthma who had completed one of the previous open-label studies,
COLUMBA (MEA115666; NCT01691859) [7] or COSMEX (201312; NCT02135692) [8], were eligible
for COMET (supplementary materials). To enter the study, patients had to have completed and received
continuous mepolizumab treatment (i.e. no treatment gaps >12 weeks (84 days, equivalent to at least two
consecutive missed doses) between any two mepolizumab doses), and remained adherent on asthma
controller medication/therapy, throughout the previous open-label mepolizumab studies.
Exclusion criteria, randomisation criteria for entry to part C and details of randomisation and blinding are
listed in the supplementary materials.
https://doi.org/10.1183/13993003.00396-2021
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C13
48 52

Continued mepolizumab 100 mg s.c.
Stopped mepolizumab (switched to placebo)

Phase

Phase title

Duration

Treatment arms

Part A

Variable open-label run-in

0–132 weeks

Open-label mepolizumab (100 mg s.c.) every 4 weeks
for patients with <3 years mepolizumab treatment

Part B

Fixed open-label run-in

4–8 weeks

Open-label mepolizumab (100 mg s.c.) every 4 weeks

Part C

Double-blind treatment period

52 weeks

Patients randomised 1:1 to double-blind study treatment:
• Mepolizumab 100 mg s.c. every 4 weeks
• Placebo administered s.c. every 4 weeks

Part D

Open-label switch
(optional following exacerbation)

Up to 52 weeks
post-randomisation

Open-label mepolizumab (100 mg s.c.) every 4 weeks

FIGURE 1 Study design and description of the individual study parts.

End-points and assessments
The primary end-point was time to the first clinically significant exacerbation during part C
( post-randomisation). Secondary end-points were time to the first exacerbation requiring hospitalisation or
emergency department (ED) visit; time to a decrease in asthma control, defined as an increase from
baseline (start of double-blind treatment in COMET) in Asthma Control Questionnaire (ACQ)-5 score of
⩾0.5 units [15]; and ratio to baseline in blood eosinophil count at weeks 12, 24, 36 and 52. Other
end-points included time to the first exacerbation requiring hospitalisation, mean change from baseline in
ACQ-5 score assessed every 4 weeks until week 52 and mean change from baseline in health-related
quality of life (as assessed by St George’s Respiratory Questionnaire (SGRQ) total score) and clinic
pre-bronchodilator forced expiratory volume in 1 s (FEV1) at weeks 12, 24, 36 and 52. Safety end-points
included adverse events and serious adverse events, clinical laboratory parameters, 12-lead ECG
parameters and vital signs.

Sample size and statistical analysis
The sample size was based on the primary end-point of time to first clinically significant exacerbation to
test the superiority of continued mepolizumab treatment compared with stopping mepolizumab
(randomised to placebo).
The intent-to-treat population, used for all efficacy and safety data analyses, comprised all randomised
patients who received one or more dose of double-blind study treatment. For all change from/ratio to
baseline end-points, baseline was defined as the start of double-blind treatment (randomisation) in
COMET. Only relevant data from part C were included in the analysis of the double-blind period, with
on-treatment data censored following the discontinuation of double-blind treatment or switch to open-label
mepolizumab within part D. Further details of the sample size and statistical analyses are provided in the
supplementary material. Additionally, a post hoc analysis was performed to evaluate whether baseline
characteristics can identify patients with a greater or reduced treatment effect following stopping or
https://doi.org/10.1183/13993003.00396-2021
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continuing long-term mepolizumab treatment and further information can be found in the supplementary
material.
Results
Patient population
Patient disposition from previous studies is shown in supplementary figure E2. Between January 2016 and
November 2017, 306 patients were enrolled in parts A/B and 295 patients were randomised in part C
( placebo n=151; mepolizumab n=144) (supplementary figure E3). Of these, 129 patients, 84 who had
received placebo in part C and 45 who had received mepolizumab in part C switched to open-label
mepolizumab ( part D) following an asthma exacerbation (supplementary figure E4); the most common
reason for switching in both groups was a reported lack of efficacy in the opinion of the investigator (n=81
and n=42, where n=81 and n=41 reported exacerbation as a subreason, respectively). The study was
completed in July 2019.
Demographic and disease characteristics at the first part C visit were similar between the placebo and
mepolizumab groups (table 1). The geometric mean blood eosinophil counts were similar in both groups at
the start of part C (placebo 40 cells·µL−1; mepolizumab 50 cells·µL−1), and were decreased compared with
baseline values before any mepolizumab treatment in DREAM, MENSA and SIRIUS (230–320 cells·µL−1;
supplementary table E2). In addition, demographic and disease characteristics were similar before any
treatment with mepolizumab for each group in COMET (e.g. at DREAM, MENSA and SIRIUS baseline;
supplementary table E3).

TABLE 1 Demographics and asthma characteristics of patients on long-term mepolizumab at first clinic visit in part C and study treatment
exposure

Patients, n
Females, n (%)
Age, years, mean±SD
Race, n (%)
Asian
Black
White
Body mass index, kg·m−2, mean±SD
Duration of asthma, years, mean±SD
Current concomitant medication#, n (%)
LABA
ICS
Using maintenance OCS, n (%)
Dose, mg·day−1 (prednisone equivalent), median (range)
Blood eosinophil count, cells·µL−1, geometric mean±SD of log
Exacerbations in previous year, mean±SD
Exacerbations requiring hospitalisation or ED visit in the previous year, n (%)
Exacerbations requiring hospitalisation in the previous year, n (%)
ACQ-5 score, mean±SD
SGRQ total score, mean±SD
Pre-bronchodilator FEV1, mL, mean±SD
Pre-bronchodilator FEV1, % predicted, mean±SD
Mepolizumab continuous exposure prior to randomisation at visit C1
Time on mepolizumab, months, median (range)
Total exposure, patient-years
Smoking history, n (%)
Never-smoker
Former smoker
Study treatment exposure during COMET (part C)
Total exposure, patient-years

Stopped mepolizumab
(switched to placebo)

Continued mepolizumab
100 mg s.c.

Total

151
86 (57)
55.7±11.42

144
87 (60)
56.6±11.53

295
173 (59)
56.1±11.46

24 (16)
2 (1)
125 (83)
28.0±5.63
22.8±13.82

24 (17)
5 (3)
115 (80)
29.1±6.29
25.1±14.54

48 (16)
7 (2)
240 (81)
28.5±5.98
23.9±14.20

145 (96)
146 (97)
17 (11)
5.0 (0.0–20.0)
40±0.870
0.6±1.08
5 (3)
4 (3)
1.2±1.04
32.2±17.82
1921±655
65.5±19.64

141 (98)
137 (95)
21 (15)
5.0 (0.0–20.0)
50±0.881
0.8±1.51
5 (3)
3 (2)
1.4±1.05
33.1±17.42
1774±666
61.6±19.08

286 (97)
283 (96)
38 (13)
5.0 (0.0–20.0)
50±0.876
0.7±1.31
10 (3)
7 (2)
1.3±1.05
32.7±17.60
1849±663
63.6±19.43

44.1 (36–59)
588.0

43.6 (32–58)
557.2

44.1 (32–59)
1145.2

128 (85)
23 (15)

123 (85)
21 (15)

251 (85)
44 (15)

93.9

114.6

208.5

LABA: long-acting β2-agonist; ICS: inhaled corticosteroid; OCS: oral corticosteroid; ED: emergency department; ACQ: Asthma Control Questionnaire;
SGRQ: St George’s Respiratory Questionnaire; FEV1: forced expiratory volume in 1 s. #: only selected concomitant medications are shown.
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Prior to randomisation in part C, the median (range) duration of mepolizumab treatment was 44.1 (32–59)
months, equating 1145.2 patient-years of exposure (table 1). Two patients who had 32 months of
continuous mepolizumab exposure were randomised prematurely to part C and subsequently identified as
protocol deviations. During the double-blind part C period, a greater proportion of patients in the placebo
arm (56%, 84 out of 151) switched to open-label mepolizumab treatment ( part D) than in the
mepolizumab arm (31%, 45 out of 144; supplementary figures E3 and E4). Consequently, the total
exposure to double-blind treatment was longer for the mepolizumab group (114.6 patient-years) compared
with placebo (93.9 patient-years; table 1).
Primary end-point
Patients who stopped mepolizumab had a significantly shorter time to first clinically significant
exacerbation than patients who continued; they had a 61% increase in the risk of experiencing their first
clinically significant exacerbation (stopping/continuing mepolizumab hazard ratio (HR) 1.61, 95% CI
1.17–2.22; p=0.004) over the 52-week part C period (figure 2a). A significantly higher proportion of
patients who stopped mepolizumab ( placebo group) experienced at least one clinically significant
exacerbation during part C compared with those continuing mepolizumab treatment (59% versus 46%; OR
1.99, 95% CI 1.19–3.32; p=0.009; supplementary table E4). The Kaplan–Meier cumulative incidence of
patients experiencing an exacerbation was numerically higher with placebo versus mepolizumab,
respectively, at each time point: between-treatment differences were detected from week 12 (31.8% and
20.2%), and grew progressively greater through week 24 (49.3% and 32.3%), week 36 (56.0% and 40.3%)
and week 52 (60.7% and 47.1%). Overall, 22 (15%) patients in the placebo group and 19 (13%) patients in
the mepolizumab group experienced two or more exacerbations while on treatment during part C.
Secondary and other end-points
Exacerbations requiring hospitalisation or ED visit occurred in seven (5%) patients who stopped
mepolizumab treatment (nine events; one patient experienced three events requiring ED visit and was
never switched to part D; six patients experienced a single exacerbation requiring hospitalisation, five of
whom were immediately switched to part D). For patients who continued mepolizumab, 10 (7%)
experienced a single event of this severity (eight patients had an ED visit, seven of whom were switched to
part D; the remaining two patients required hospitalisation and both were immediately switched to part D).
Patients who stopped mepolizumab treatment had a significantly shorter time to first decrease in asthma
control during part C; they had a 52% increase in risk of having a decrease in asthma control over the
12-month period (stopping/continuing mepolizumab HR 1.52, 95% CI 1.13–2.02; p=0.005; figure 2b). The
Kaplan–Meier cumulative incidence of patients experiencing a decrease in asthma control was higher with

a)

70

b)

Stopped mepolizumab (switched to placebo)
Continued mepolizumab 100 mg s.c.

80
Probability of decreased
asthma control (%)

60
Probability of clinically
significant exacerbation (%)

90

50
40
30
20

70
60
50
40
30
20

Hazard ratio
(95% CI)
p-value

10

1.61
(1.17–2.22)
0.004

Hazard ratio
(95% CI)
p-value

10

1.52
(1.13–2.02)
0.005
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0
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4
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12

16

Time to event (weeks)

20

24

28

32

36
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44

48
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Time to event (weeks)

Number at risk

Number at risk

Placebo 151

134

120

103

86

78

69

66

59

57

55

52

49

42

Placebo 151

119

100

76

58

42

35

31

28

26

24

23

20

19

Mepolizumab 144
100 mg s.c.

135

122

115

104

97

94

91

87

80
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55

Mepolizumab 144
100 mg s.c.

116

96

84

73
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62

60

57

50

48
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FIGURE 2 Kaplan–Meier cumulative incidence curve for time to first a) clinically significant exacerbation; and b) decrease in asthma control,
defined as an increase from baseline in Asthma Control Questionnaire-5 score of ⩾0.5 units [15], and the associated hazard ratios (stopping/
continuing mepolizumab) (on-treatment; Part C; blinded treatment). Week 0 represents 4 weeks following the last dose of open-label mepolizumab.
Shaded areas represent 95% confidence intervals. Arrows indicate that the difference between groups was seen from week 12 onwards (16 weeks
after the last dose of open-label mepolizumab).
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placebo versus mepolizumab, respectively, at each time point: between-treatment differences were detected
from week 12 (44.5% and 39.3%) and increased through week 24 (69.5% and 49.3%), week 36 (74.9%
and 56.0%) and week 52 (79.0% and 63.1%). Worsening asthma control, as indicated by increased ACQ-5
scores, was seen from week 12 (16 weeks after the last dose of open-label mepolizumab) in patients who
stopped mepolizumab treatment compared with those who continued, although 95% confidence intervals
overlapped at each time point (figure 3a). By week 52, the difference (95% CI) in ACQ-5 scores for
patients stopping versus continuing mepolizumab was 0.23 (−0.02–0.48; p=0.067).
In patients who stopped mepolizumab, least squares (LS) mean±SE logs blood eosinophil counts increased
steadily from week 4 (8 weeks after the last dose of open-label mepolizumab), reaching 270±0.077 cells·µL−1
by week 12 (16 weeks after patients’ last dose of open-label mepolizumab), while patients continuing
mepolizumab maintained their LS mean blood eosinophil count at 40–60 cells·µL−1 (week 12 stopping versus

Stopped mepolizumab (switched to placebo)
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Continued mepolizumab 100 mg s.c.
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74
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93

92

86
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c)

d)
Adjusted mean change from baseline in FEV1 (mL)

8.0

Adjusted mean change from
baseline in SGRQ total score

6.0
4.0
2.0
0.0
–2.0
–4.0
0
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24
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80.0
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–40.0
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–200.0
0
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65
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75

65

Mepolizumab 144
100 mg s.c.

141

117

106

94

Mepolizumab 144
100 mg s.c.

139

116

106

94

FIGURE 3 a) Mean change from baseline (start of double-blind treatment in COMET) in Asthma Control Questionnaire (ACQ)-5 score; b) ratio to
baseline in blood eosinophil count; c) mean change from baseline in St George’s Respiratory Questionnaire (SGRQ) total score; and d) mean
change from baseline in pre-bronchodilator forced expiratory volume in 1 s (FEV1) (on-treatment; part C; blinded treatment). Week 0 represents
4 weeks following the last dose of open-label mepolizumab. Data are presented as least squares means (95% CI). Patient numbers at each given
time point are shown below each graph. Higher scores on the ACQ-5 indicate worse control (range 0–6); a change of 0.5 points is the minimal
clinically important difference [15]. Higher scores on the SGRQ indicate a worse function (range 0–100); a change of 4 points is the minimal
clinically important difference [16].
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continuing mepolizumab ratio 5.21, 95% CI 4.20–6.46; p<0.001). By week 52, blood eosinophil counts were
270±0.091 cells·µL−1 and 40±0.077 cells·µL−1 for patients stopping versus continuing mepolizumab,
respectively (stopping versus continuing mepolizumab ratio 6.19, 95% CI 4.89–7.83; p<0.001) (figure 3b).
Absolute blood eosinophil counts are shown in supplementary table E5.
Health-related quality of life (change from baseline in SGRQ total score) and lung function (change from
baseline in pre-bronchodilator FEV1) were measured at weeks 12, 24, 36 and 52, with worsening seen for
both end-points at all time points in patients who stopped mepolizumab; patients who continued
mepolizumab experienced sustained benefit in these outcomes, although 95% confidence intervals
overlapped at most time points (figure 3c,d). By week 52, the difference (95% CI) in SGRQ total scores
and pre-bronchodilator FEV1 for patients stopping versus continuing mepolizumab was 3.3 (−0.8–7.5;
p=0.113) and −56 mL (−139–27 mL; p=0.186).
Post hoc analysis
Our post hoc analysis showed that the number of exacerbations in the year prior to randomisation (0, 1,
⩾2) was a strong prognostic factor for risk of exacerbation during the 52-week trial period, with an
increasing risk of exacerbation during part C associated with a greater number of exacerbation events in the
year prior to randomisation. Patients with two or more exacerbations in the previous year (n=44) had a
higher risk of exacerbation versus those with no (n=185) or one (n=66) exacerbation (supplementary figure
E5). Additionally, stopping versus continuing mepolizumab increased the risk of first exacerbation by 74%
(HR 1.74, 95% CI 1.08–2.80) and 180% (2.80, 1.44–5.44), respectively, in patients who had no or one
exacerbation in the previous year; however, this increased risk was not seen for patients with two or more
exacerbations in the previous year (0.88, 0.46–1.67). No other baseline characteristic assessed identified a
differential treatment effect across subgroups.
Safety
The safety profile of mepolizumab was consistent with previous trials (supplementary table E6). In part C,
a lower proportion of patients on placebo reported adverse events than those on mepolizumab (64% versus
78%); however, exposure per patient-year was lower in the placebo group than in the mepolizumab group
(93.94 versus 114.60). Exposure-adjusted rates ( per 1000 participant-years) were similar between the
treatment arms ( placebo 3097.77, mepolizumab 2740.01; supplementary table E7). A similar proportion of
patients in the placebo and mepolizumab groups reported serious adverse events (7% versus 6%), none of
which were considered by the treating investigator to be related to treatment. Infections were reported in a
lower proportion of patients in the placebo group compared with the mepolizumab group (44% versus
58%), with similar exposure-adjusted rates between the treatment arms (1373.24 and 1160.58 per 1000
participant-years, respectively). Local site reactions occurred in a lower proportion of placebo-treated
versus mepolizumab-treated patients (<1% versus 3%). There were two reported deaths, one during part C
( post-treatment, unknown cause) and one during part D (on-treatment, pneumonia aspiration); both deaths
were in patients who received placebo during part C and both were considered to be unrelated to study
treatment.
Discussion
This is the first randomised study to examine the clinical impact of stopping mepolizumab treatment after
long-term use in patients with severe eosinophilic asthma. The time to first clinically significant
exacerbation was significantly shorter for those who stopped mepolizumab compared with those who
continued mepolizumab treatment. 59% of patients who stopped mepolizumab experienced at least one
clinically significant exacerbation in the following year, compared with 46% of those who remained on
mepolizumab. Worsening of ACQ-5 and SGRQ scores were seen at week 12 (16 weeks after the last dose
of open-label mepolizumab), whereas scores were maintained in those who continued mepolizumab. This
suggests a loss of asthma control and quality of life in patients who stop mepolizumab treatment, even
after ⩾3 years of use. Therefore, the beneficial effects of mepolizumab, evident in the baseline
characteristics at the start of double-blind treatment in COMET, are unlikely to be sustained after stopping
treatment. These results also highlight the sustained clinical benefit in patients who remain on
mepolizumab treatment. Overall, compared with patients who stopped mepolizumab, patients who
continued long-term treatment were less likely to experience exacerbations and loss of asthma control, with
sustained benefits also shown in health-related quality of life and lung function. The probability of a
clinically significant exacerbation and decreased asthma control appeared to increase from around week 12
(16 weeks after the last dose of open-label mepolizumab) for patients who stopped mepolizumab versus
those who continued treatment.
https://doi.org/10.1183/13993003.00396-2021
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There were differences in blood eosinophil counts between those who stopped mepolizumab and those
who continued, in accordance with the mechanism of action of mepolizumab [9]; these differences were
seen as early as week 4 (8 weeks after the last dose of open-label mepolizumab). Blood eosinophil counts
increased slowly; by week 12 (16 weeks after stopping mepolizumab) they had returned to values similar
to baseline at the start of the initial phase III studies (270 cells·µL−1 versus 230–320 cells·µL−1) [1, 3, 4].
This is consistent with the publication by HALDAR et al. [13] which demonstrated a return to pre-treatment
blood eosinophil counts after stopping therapy. Importantly, changes in blood eosinophil counts preceded
the separation in efficacy between the placebo and mepolizumab arms during part C. This supports
previous findings demonstrating that the pharmacodynamic effects of mepolizumab on blood eosinophil
counts are not sustained after stopping treatment [13], and further confirms the association between clinical
outcomes and blood eosinophil counts [1, 3, 4, 17–20].
Although 59% of patients who stopped mepolizumab experienced at least one clinically significant
exacerbation in the year after stopping treatment, 41% experienced no clinically significant exacerbations
during this period. However, this is consistent with the proportion of patients who experienced no
exacerbations while receiving placebo during the previous mepolizumab trials [1, 3–5], and in a similar
12-week trial of dupilumab [21]. For example, in MENSA, 45% of patients receiving placebo did not
experience an exacerbation over the 32-week treatment period [4], while the equivalent proportions from
SIRIUS (24 weeks), DREAM (52 weeks), MUSCA (24 weeks) and the dupilumab trial (12 weeks) were
32%, 33%, 59% and 56%, respectively [1, 3, 5, 21]. These findings highlight the frequency of
exacerbations in patients with a severe eosinophilic asthma phenotype. The fact that some patients
experienced exacerbations while receiving mepolizumab treatment supports heterogeneity within the
phenotype, whereby factors other than eosinophils may contribute to exacerbations [22]. Nonetheless, the
stability of exacerbating asthma phenotypes over a given time period is currently unknown [23–26], and it
is feasible that patients who have a history of severe exacerbations while on standard of care treatment may
remain exacerbation free for indeterminant periods and then return to an exacerbating phenotype [27].
In the XPORT study, 48% of patients who stopped omalizumab treatment remained exacerbation free in
the following year, similar to the 41% of patients in COMET who did not exacerbate after stopping
mepolizumab [28]. As highlighted previously, this is likely due to the variability of exacerbation incidence
in the severe eosinophilic asthma population. Additionally, as shown in COMET, a higher proportion of
patients who stayed on omalizumab (67%) did not exacerbate in the 1-year study period, compared with
those who stopped treatment (48%) [28]. This is in line with the 54% of patients who remained
exacerbation free while continuing on mepolizumab in COMET.
It may be useful to determine the characteristics or adherence of patients who did not return to an
exacerbating phenotype within 12 months of stopping mepolizumab treatment, and indeed to determine
whether these patients had any other markers of sustained treatment benefit outside of exacerbations. This
information may then be used to determine whether there are any patients who can stop mepolizumab without
any subsequent loss of control during a 52-week period after a sustained period of treatment, although clinical
studies would be needed to confirm. It is therefore of interest that the number of exacerbations in the year
prior to COMET randomisation was a strong prognostic factor to predict future exacerbation risk, and was the
only baseline characteristic assessed that identified a differential treatment effect across subgroups in the risk
of exacerbations after stopping versus continuing mepolizumab. The subgroup of patients with two or more
exacerbations in the previous year was identified as potentially observing less protection from clinically
significant exacerbations with mepolizumab, with no treatment benefit observed in this patient subgroup.
However, it should be stressed that this subgroup of patients was small and identified following post hoc
subgroup analysis, so this finding should be interpreted with caution and considered as hypothesis generating.
Further studies are required to understand the impact of discontinuing mepolizumab in patients with two or
more exacerbations in the previous year while receiving continuous treatment.
No new safety concerns were observed in this study population compared with those seen in previous
studies [1, 3–8]. Additionally, rates of adverse events were similar for patients who stopped mepolizumab
and then switched back to mepolizumab treatment following an exacerbation, compared with those who
received mepolizumab continuously throughout the study.
One strength of the current study is the monitoring and maintenance of background therapy throughout
part C, with no changes recommended per protocol. However, patients were selected from a population
who had completed previous mepolizumab clinical trials; therefore, patient recruitment was biased toward
those who responded to mepolizumab, and those without adverse events leading to discontinuation from
the previous studies. In addition, only ∼50% of patients from COLUMBA and COSMEX were enrolled in
https://doi.org/10.1183/13993003.00396-2021
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COMET. Patients may have been reluctant to enrol on a placebo-controlled study, particularly in those
countries where mepolizumab became commercially available prior to the start of COMET. In addition,
patients may also have experienced an amelioration of disease activity after long-term mepolizumab
treatment, which may have led to a reduction or discontinuation of their background medications; as
patients had to be adherent on asthma controller medication/therapy throughout the previous open-label
mepolizumab studies to be eligible for COMET, this may have reduced enrolment. A further limitation was
the very small proportion of black patients included in COMET owing to the limited representation of this
population in the parent phase III trials. Additionally, while worsening of ACQ-5 and SGRQ scores and
worsening FEV1 were seen at week 12 for patients who stopped mepolizumab, this study was not designed
to be powered to measure statistical significance for these end-points.
Furthermore, results are based on lower numbers of patients at the later versus earlier time points within
part C with a subset of patients from both arms having discontinued double-blind treatment and switched
to part D. This is probably due to the study design, which called for an investigator assessment for patients
who experienced a clinically significant exacerbation during part C to determine whether a switch to
open-label mepolizumab in part D would be appropriate. This issue was mitigated by the use of a
hypothetical estimand strategy applied in the handling of the intercurrent event of discontinuation of
double-blind treatment. Therefore, the treatment effects reported in part C refer to the outcomes if all
patients had continued to take double-blind treatment throughout the 52-week double-blind period.
Analysing an annualised exacerbation rate during the double-blind treatment period ( part C) was not
possible, due to patients being permitted to switch to open-label treatment following their first
exacerbation, which meant that repeat exacerbations were not expected by study design.
The investigator assessments during part C may also have contributed to the low number of exacerbations
requiring hospitalisation and/or ED visit, as patients may have been switched to open-label mepolizumab
before a more severe exacerbation occurred. Due to the rarity of these more severe exacerbation events
during part C, which was consistent with prior trials of mepolizumab [4, 6, 8], any differences between
treatment groups should be interpreted with caution. Finally, as this is a double-blind randomised
controlled trial, the decisions taken to stop mepolizumab or switch to open-label treatment may not reflect
routine clinical practice where the patient’s treatment is known, as both patients and physicians were
blinded to whether they were on mepolizumab or placebo. Consequently, the finding that of the 45 patients
receiving mepolizumab in part C who switched to part D, 42 switched due to a reported lack of efficacy
(in the opinion of the investigator) should be interpreted with caution. Of these 42 patients, 41 also
reported exacerbation as a subreason for switching. It is possible that investigators may have switched
patients to open-label treatment at the first opportunity (i.e. following their first clinically significant
exacerbation) as permitted by study design; this would have enabled patients to return to their established
effective therapy, which has been received for at least the prior 3 years. Indeed, most patients who
switched to part D to continue mepolizumab in an open-label setting continued mepolizumab treatment
until study end, with few withdrawals.
In conclusion, by 12 weeks (16 weeks after the last dose of open-label mepolizumab) patients who stopped
long-term (⩾3 years) mepolizumab treatment had a shorter time to first clinically significant exacerbation, an
increase in blood eosinophil counts back to pre-treatment levels, and a reduction in asthma control, quality of
life and lung function compared with those who continued mepolizumab. These results support continued
mepolizumab treatment having sustained clinical benefits in patients with severe eosinophilic asthma and
further support that blood eosinophils are a suitable biomarker for treatment response to mepolizumab.
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