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CONFIDENTIAL 2019N406842 00
200622
Protocol: 200622 Page 1 of 32
Population: Intent-to-Treat
Table 2.41
Summary of Total BFI Score
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Baseline BFI Total n 49 50
Mean 3.92 4.23
SD 2.610 2.565
Median 3.67 4.11
Min. 0.0 0.1
Max. 8.4 9.1
Week 1 BFI Total n 46 50
Mean 3.73 3.88
SD 2.563 2.529
Median 3.56 3.83
Min. 0.0 0.0
Max. 10.0 9.4
Change from Baseline n 43 46
Mean -0.33 -0.19
SD 1.681 1.293
Median -0.22 -0.06
Min. -8.0 -3.0
Max. 2.9 2.6

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
i1, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.

720
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CONFIDENTIAL 2019N406842_00
200622
Protocol: 200622 Page 2 of 32
Population: Intent-to-Treat
Table 2.41
Summary of Total BFI Score
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 2 BFI Total n 48 48
Mean 3.55 3.56
SD 2.444 2.454
Median 3.67 3.06
Min. 0.0 0.0
Max. 9.8 8.6
Change from Baseline n 45 46
Mean -0.34 -0.60
SD 1.350 1.318
Median -0.22 -0.39
Min. -3.8 -2.9
Max. 2.1 2.1

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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CONFIDENTIAL 2019N406842_00
200622
Protocol: 200622 Page 3 of 32
Population: Intent-to-Treat
Table 2.41
Summary of Total BFI Score
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 3 BFI Total n 48 49
Mean 3.29 3.24
SD 2.440 2.529
Median 3.17 2.56
Min. 0.0 0.0
Max. 10.0 9.3
Change from Baseline n 45 45
Mean -0.41 -0.90
SD 1.207 2.155
Median -0.22 -0.33
Min. -4.2 -7.2
Max. 1.6 2.2

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
i1, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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CONFIDENTIAL 2019N406842_00
200622
Protocol: 200622 Page 4 of 32
Population: Intent-to-Treat
Table 2.41
Summary of Total BFI Score
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 4 BFI Total n 47 49
Mean 3.15 3.31
SD 2.508 2.355
Median 3.00 2.78
Min. 0.0 0.0
Max. 10.0 9.0
Change from Baseline n 43 47
Mean -0.58 -0.82
SD 1.923 1.916
Median -0.11 -0.44
Min. -8.2 -6.2
Max. 2.9 2.6

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
i1, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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CONFIDENTIAL 2019N406842_00
200622
Protocol: 200622 Page 5 of 32
Population: Intent-to-Treat
Table 2.41
Summary of Total BFI Score
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 5 BFI Total n 35 43
Mean 3.08 2.97
SD 2.771 2.480
Median 2.22 1.89
Min. 0.0 0.0
Max. 10.0 9.0
Change from Baseline n 35 41
Mean -0.92 -1.12
SD 1.868 2.104
Median -0.56 -0.67
Min. -5.8 -6.2
Max. 2.1 2.4

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
i1, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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CONFIDENTIAL 2019N406842_00
200622
Protocol: 200622 Page 6 of 32
Population: Intent-to-Treat
Table 2.41
Summary of Total BFI Score
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 6 BFI Total n 44 50
Mean 3.60 3.47
SD 2.646 2.463
Median 3.39 3.67
Min. 0.0 0.0
Max. 10.0 9.3
Change from Baseline n 44 48
Mean -0.53 -0.84
SD 1.612 2.217
Median -0.39 -0.33
Min. -5.8 -6.9
Max. 1.8 2.1

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
i1, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.

725
Mepolizumab (Nucala) - HES Seite 10 von 1069



Dossier zur Nutzenbewertung - Modul 4 C Anhang 4-G

CONFIDENTIAL 2019N406842_00
200622
Protocol: 200622 Page 7 of 32
Population: Intent-to-Treat
Table 2.41
Summary of Total BFI Score
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 7 BFI Total n 46 51
Mean 3.21 3.44
SD 2.560 2.690
Median 3.06 3.00
Min. 0.0 0.0
Max. 10.0 8.9
Change from Baseline n 43 48
Mean -0.56 -0.90
SD 1.965 1.964
Median 0.00 -0.67
Min. -5.9 -6.7
Max. 3.8 3.3

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
i1, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.

726
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CONFIDENTIAL 2019N406842_00
200622
Protocol: 200622 Page 8 of 32
Population: Intent-to-Treat
Table 2.41
Summary of Total BFI Score
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 8 BFI Total n 45 47
Mean 3.03 3.40
SD 2.582 2.455
Median 2.67 3.00
Min. 0.0 0.0
Max. 8.3 8.2
Change from Baseline n 42 46
Mean -0.64 -0.69
SD 1.640 2.261
Median -0.11 -0.22
Min. -6.7 -6.3
Max. 1.9 6.7

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
i1, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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CONFIDENTIAL 2019N406842_00
200622
Protocol: 200622 Page 9 of 32
Population: Intent-to-Treat
Table 2.41
Summary of Total BFI Score
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 9 BFI Total n 38 42
Mean 2.68 3.21
SD 2.353 2.390
Median 2.28 2.67
Min. 0.0 0.0
Max. 6.8 8.0
Change from Baseline n 37 39
Mean -0.79 -0.74
SD 1.980 1.903
Median -0.11 -0.33
Min. -6.3 -5.8
Max. 2.2 2.8

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
i1, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.

728
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CONFIDENTIAL 2019N406842_00
200622
Protocol: 200622 Page 10 of 32
Population: Intent-to-Treat
Table 2.41
Summary of Total BFI Score
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 10 BFI Total n 44 49
Mean 3.23 3.32
SD 2.495 2.464
Median 3.00 3.11
Min. 0.0 0.0
Max. 9.7 8.4
Change from Baseline n 42 47
Mean -0.73 -0.96
SD 1.906 1.901
Median -0.17 -0.67
Min. -6.7 -6.7
Max. 2.0 2.3

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
i1, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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CONFIDENTIAL 2019N406842 00
200622
Protocol: 200622 Page 11 of 32
Population: Intent-to-Treat
Table 2.41
Summary of Total BFI Score
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 11 BFI Total n 39 43
Mean 3.21 3.11
SD 2.552 2.475
Median 3.11 2.33
Min. 0.0 0.0
Max. 9.8 8.7
Change from Baseline n 39 40
Mean -0.74 -0.96
SD 1.922 2.064
Median -0.33 -0.67
Min. -6.0 -6.3
Max. 2.9 3.6

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
i1, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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CONFIDENTIAL 2019N406842_00
200622
Protocol: 200622 Page 12 of 32
Population: Intent-to-Treat
Table 2.41
Summary of Total BFI Score
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 12 BFI Total n 42 46
Mean 3.08 3.35
SD 2.431 2.453
Median 2.78 2.94
Min. 0.0 0.0
Max. 9.9 8.2
Change from Baseline n 41 42
Mean -0.83 -0.79
SD 1.947 2.044
Median -0.33 -0.61
Min. -6.6 -6.4
Max. 2.4 6.7

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
i1, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.

731
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CONFIDENTIAL 2019N406842 00
200622
Protocol: 200622 Page 13 of 32
Population: Intent-to-Treat
Table 2.41
Summary of Total BFI Score
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 13 BFI Total n 31 40
Mean 2.78 3.57
SD 2.634 2.325
Median 2.33 3.06
Min. 0.0 0.3
Max. 10.0 8.0
Change from Baseline n 31 37
Mean -1.25 -0.76
SD 1.929 2.069
Median -0.78 -0.11
Min. -5.7 -6.3
Max. 2.6 2.7

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
i1, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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CONFIDENTIAL 2019N406842_00
200622
Protocol: 200622 Page 14 of 32
Population: Intent-to-Treat
Table 2.41
Summary of Total BFI Score
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 14 BFI Total n 45 47
Mean 2.95 3.13
SD 2.526 2.392
Median 2.78 2.67
Min. 0.0 0.0
Max. 9.1 8.4
Change from Baseline n 43 45
Mean -0.91 -0.89
SD 2.075 1.699
Median -0.22 -0.78
Min. -6.1 -5.7
Max. 2.6 2.8

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
i1, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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CONFIDENTIAL 2019N406842_00
200622
Protocol: 200622 Page 15 of 32
Population: Intent-to-Treat
Table 2.41
Summary of Total BFI Score
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 15 BFI Total n 38 45
Mean 3.61 3.35
SD 2.464 2.552
Median 3.56 2.78
Min. 0.0 0.0
Max. 9.6 9.6
Change from Baseline n 38 42
Mean -0.25 -0.67
SD 2.070 2.140
Median -0.06 -0.83
Min. -5.9 -6.0
Max. 4.7 7.4

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
i1, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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CONFIDENTIAL 2019N406842_00
200622
Protocol: 200622 Page 16 of 32
Population: Intent-to-Treat
Table 2.41
Summary of Total BFI Score
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 16 BFI Total n 45 47
Mean 3.04 3.06
SD 2.399 2.338
Median 2.44 2.33
Min. 0.0 0.0
Max. 8.0 8.3
Change from Baseline n 44 44
Mean -0.96 -1.02
SD 1.822 1.663
Median -0.33 -0.94
Min. -5.9 -6.1
Max. 2.3 3.1

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
i1, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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CONFIDENTIAL 2019N406842 00
200622
Protocol: 200622 Page 17 of 32
Population: Intent-to-Treat
Table 2.41
Summary of Total BFI Score
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 17 BFI Total n 33 33
Mean 2.54 2.82
SD 2.030 1.887
Median 2.00 2.33
Min. 0.0 0.0
Max. 6.9 8.1
Change from Baseline n 31 30
Mean -0.83 -1.40
SD 1.721 1.520
Median -0.44 -1.67
Min. -5.8 -4.4
Max. 1.7 1.6

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
i1, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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CONFIDENTIAL 2019N406842_00
200622
Protocol: 200622 Page 18 of 32
Population: Intent-to-Treat
Table 2.41
Summary of Total BFI Score
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 18 BFI Total n 40 44
Mean 2.86 3.09
SD 2.443 2.247
Median 2.28 2.78
Min. 0.0 0.0
Max. 8.6 8.0
Change from Baseline n 39 41
Mean -0.83 -1.04
SD 1.970 1.965
Median 0.00 -0.89
Min. -5.2 -4.9
Max. 2.1 5.2

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
i1, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Population: Intent-to-Treat
Table 2.41
Summary of Total BFI Score
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 19 BFI Total n 45 47
Mean 3.20 3.03
SD 2.644 2.085
Median 2.89 2.78
Min. 0.0 0.0
Max. 9.0 7.9
Change from Baseline n 44 46
Mean -0.59 -1.13
SD 2.003 2.032
Median -0.22 -1.28
Min. -6.0 -6.2
Max. 2.6 3.2

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
i1, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Population: Intent-to-Treat
Table 2.41
Summary of Total BFI Score
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 20 BFI Total n 43 43
Mean 3.10 2.66
SD 2.786 2.160
Median 2.33 2.33
Min. 0.0 0.0
Max. 9.9 8.6
Change from Baseline n 43 41
Mean -0.58 -1.17
SD 1.927 1.931
Median 0.00 -1.00
Min. -5.0 -6.0
Max. 3.7 3.6

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
i1, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Population: Intent-to-Treat
Table 2.41
Summary of Total BFI Score
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 21 BFI Total n 39 40
Mean 3.08 2.74
SD 2.732 2.460
Median 2.11 2.22
Min. 0.0 0.0
Max. 10.0 7.8
Change from Baseline n 38 38
Mean -0.63 -1.42
SD 2.010 2.234
Median -0.11 -0.94
Min. -6.3 -6.1
Max. 3.3 3.4

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
i1, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Table 2.41
Summary of Total BFI Score
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 22 BFI Total n 41 46
Mean 3.16 2.94
SD 2.663 2.391
Median 2.44 2.50
Min. 0.0 0.0
Max. 9.9 8.9
Change from Baseline n 41 43
Mean -0.52 -1.34
SD 1.897 2.060
Median 0.00 -1.44
Min. -5.2 -5.8
Max. 1.8 3.8

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
i1, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Table 2.41
Summary of Total BFI Score
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 23 BFI Total n 39 42
Mean 3.19 2.91
SD 2.976 2.526
Median 2.44 2.11
Min. 0.0 0.0
Max. 10.0 8.6
Change from Baseline n 38 40
Mean -0.63 -1.23
SD 2.018 1.874
Median -0.11 -1.11
Min. -5.6 -5.8
Max. 4.2 3.8

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
i1, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Population: Intent-to-Treat
Table 2.41
Summary of Total BFI Score
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 24 BFI Total n 40 41
Mean 2.91 2.82
SD 2.623 2.536
Median 2.17 2.22
Min. 0.0 0.0
Max. 7.8 8.8
Change from Baseline n 39 38
Mean -1.04 -1.33
SD 2.016 2.074
Median -0.33 -1.17
Min. -5.9 -6.3
Max. 1.9 4.1

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
i1, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Population: Intent-to-Treat
Table 2.41
Summary of Total BFI Score
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 25 BFI Total n 39 38
Mean 2.79 2.56
SD 2.247 1.986
Median 2.22 2.00
Min. 0.0 0.0
Max. 8.0 7.6
Change from Baseline n 38 36
Mean -0.76 -1.21
SD 2.225 2.263
Median -0.33 -1.22
Min. -5.3 -6.2
Max. 3.2 5.8

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
i1, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Table 2.41
Summary of Total BFI Score
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 26 BFI Total n 42 41
Mean 2.83 2.54
SD 2.374 1.959
Median 2.44 2.00
Min. 0.0 0.0
Max. 8.0 7.8
Change from Baseline n 40 39
Mean -1.14 -1.47
SD 1.993 2.101
Median -0.44 -1.44
Min. -5.9 -7.1
Max. 1.6 3.8

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
i1, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Table 2.41
Summary of Total BFI Score
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 27 BFI Total n 41 47
Mean 2.99 2.68
SD 2.468 2.252
Median 2.56 2.11
Min. 0.0 0.0
Max. 8.3 8.0
Change from Baseline n 40 44
Mean -0.68 -1.56
SD 2.008 1.996
Median -0.11 -1.17
Min. -5.7 -9.1
Max. 2.3 1.2

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
i1, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Table 2.41
Summary of Total BFI Score
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 28 BFI Total n 43 44
Mean 2.98 3.04
SD 2.648 2.557
Median 2.89 2.72
Min. 0.0 0.0
Max. 8.9 8.0
Change from Baseline n 41 41
Mean -0.81 -0.99
SD 1.711 1.949
Median -0.33 -0.89
Min. -4.3 -5.8
Max. 2.1 4.1

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
i1, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Population: Intent-to-Treat
Table 2.41
Summary of Total BFI Score
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 29 BFI Total n 31 34
Mean 2.72 2.59
SD 2.355 2.276
Median 2.67 1.83
Min. 0.0 0.0
Max. 7.7 8.0
Change from Baseline n 31 34
Mean -1.01 -1.89
SD 2.134 2.003
Median 0.00 -1.33
Min. -6.2 -6.4
Max. 1.8 0.6

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
i1, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Table 2.41
Summary of Total BFI Score
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 30 BFI Total n 43 45
Mean 2.87 2.69
SD 2.576 2.141
Median 2.56 2.22
Min. 0.0 0.0
Max. 8.2 7.0
Change from Baseline n 41 43
Mean -0.98 -1.35
SD 2.208 2.197
Median -0.33 -1.56
Min. -6.4 -6.3
Max. 3.0 6.9

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
i1, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Population: Intent-to-Treat
Table 2.41
Summary of Total BFI Score
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 31 BFI Total n 42 45
Mean 3.30 2.94
SD 2.494 2.241
Median 3.06 2.44
Min. 0.0 0.0
Max. 8.4 8.1
Change from Baseline n 41 44
Mean -0.50 -1.05
SD 2.032 2.245
Median 0.00 -0.89
Min. -5.6 -6.1
Max. 3.4 4.1

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
i1, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Population: Intent-to-Treat
Table 2.41
Summary of Total BFI Score
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 32 BFI Total n 37 37
Mean 3.16 2.53
SD 2.700 2.260
Median 2.56 1.78
Min. 0.0 0.0
Max. 8.8 7.8
Change from Baseline n 36 36
Mean -0.76 -1.55
SD 2.157 1.911
Median -0.17 -1.11
Min. -6.2 -6.1
Max. 2.0 1.1

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
i1, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Protocol: 200622 Page 1 of 8
Population: Intent-to-Treat
Table 90.49
Analysis of Change from Baseline in Total BFI Score
(Mixed Model Repeated Measures)

Visit: Week 4

Mepolizumab
Placebo 300mg SC
(N=54) (N=54)
n [1] 49 50
n [2] 43 47
LS Mean (SE) 3.38 (0.268) 3.12 (0.258)
LS Mean Change (SE) -0.56 (0.268) -0.82 (0.258)
Mepolizumab 300mg SC vs Placebo
Difference (Mepo - Placebo) -0.26
95% CI (-1.00, 0.48)
p-value 0.487
Corrected Hedges g [3] -0.15
95% CI (-0.56, 0.27)

[1] Number of subjects with analysable data for one or more time points.

[2] Number of subjects with analysable data at the given time point.

[3] Derived from LS means and associated SE.

Note: Analysis performed using mixed model repeated measures with covariates of baseline, baseline OCS dose,
region, treatment and visit, plus interaction terms for visit-by-baseline and visit-by-treatment group.

LS mean estimates are weighted according to the observed proportion of each categorical

covariate in the study data.

aﬁgle 0 = No fatigue/Does not interfere to 10 = As bad as vou can imagine/Completely interferes.
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Population: Intent-to-Treat
Table 90.49
Analysis of Change from Baseline in Total BFI Score
(Mixed Model Repeated Measures)

Visit: Week 8

Mepolizumab
Placebo 300mg SC
(N=54) (N=54)
n [1] 49 50
n [2] 42 46
LS Mean (SE) 3.19 (0.270) 3.24 (0.261)
LS Mean Change (SE) -0.75 (0.270) -0.71 (0.261)
Mepolizumab 300mg SC vs Placebo
Difference (Mepo - Placebo) 0.04
95% CI (-0.70, 0.79)
p-value 0.906
Corrected Hedges g [3] 0.03
95% CI (-0.39, 0.44)

[1] Number of subjects with analysable data for one or more time points.

[2] Number of subjects with analysable data at the given time point.

[3] Derived from LS means and associated SE.

Note: Analysis performed using mixed model repeated measures with covariates of baseline, baseline OCS dose,
region, treatment and visit, plus interaction terms for visit-by-baseline and visit-by-treatment group.

LS mean estimates are weighted according to the observed proportion of each categorical

covariate in the study data.

aﬁgle 0 = No fatigue/Does not interfere to 10 = As bad as vou can imagine/Completely interferes.
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Population: Intent-to-Treat
Table 90.49
Analysis of Change from Baseline in Total BFI Score
(Mixed Model Repeated Measures)

Visit: Week 12

Mepolizumab
Placebo 300mg SC
(N=54) (N=54)
n [1] 49 50
n [2] 41 42
LS Mean (SE) 3.17 (0.272) 3.23 (0.266)
LS Mean Change (SE) -0.78 (0.272) -0.72 (0.266)
Mepolizumab 300mg SC vs Placebo
Difference (Mepo - Placebo) 0.06
95% CI (-0.70, 0.81)
p-value 0.881
Corrected Hedges g [3] 0.03
95% CI (-0.40, 0.46)

[1] Number of subjects with analysable data for one or more time points.

[2] Number of subjects with analysable data at the given time point.

[3] Derived from LS means and associated SE.

Note: Analysis performed using mixed model repeated measures with covariates of baseline, baseline OCS dose,
region, treatment and visit, plus interaction terms for visit-by-baseline and visit-by-treatment group.

LS mean estimates are weighted according to the observed proportion of each categorical

covariate in the study data.

aﬁgle 0 = No fatigue/Does not interfere to 10 = As bad as vou can imagine/Completely interferes.
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Population: Intent-to-Treat
Table 90.49
Analysis of Change from Baseline in Total BFI Score
(Mixed Model Repeated Measures)

Visit: Week 16

Mepolizumab
Placebo 300mg SC
(N=54) (N=54)
n [1] 49 50
n [2] 44 44
LS Mean (SE) 2.99 (0.229) 3.03 (0.228)
LS Mean Change (SE) -0.95 (0.229) -0.91 (0.228)
Mepolizumab 300mg SC vs Placebo
Difference (Mepo - Placebo) 0.04
95% CI (-0.61, 0.68)
p-value 0.910
Corrected Hedges g [3] 0.02
95% CI (-0.39, 0.44)

[1] Number of subjects with analysable data for one or more time points.

[2] Number of subjects with analysable data at the given time point.

[3] Derived from LS means and associated SE.

Note: Analysis performed using mixed model repeated measures with covariates of baseline, baseline OCS dose,
region, treatment and visit, plus interaction terms for visit-by-baseline and visit-by-treatment group.

LS mean estimates are weighted according to the observed proportion of each categorical

covariate in the study data.

aﬁgle 0 = No fatigue/Does not interfere to 10 = As bad as vou can imagine/Completely interferes.
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Population: Intent-to-Treat
Table 90.49
Analysis of Change from Baseline in Total BFI Score
(Mixed Model Repeated Measures)

Visit: Week 20

Mepolizumab
Placebo 300mg SC
(N=54) (N=54)
n [1] 49 50
n [2] 43 41
LS Mean (SE) 3.28 (0.273) 2.77 (0.274)
LS Mean Change (SE) -0.66 (0.273) -1.17 (0.274)
Mepolizumab 300mg SC vs Placebo
Difference (Mepo - Placebo) -0.51
95% CI (-1.28, 0.26)
p-value 0.190
Corrected Hedges g [3] -0.29
95% CI (-0.72, 0.14)

[1] Number of subjects with analysable data for one or more time points.

[2] Number of subjects with analysable data at the given time point.

[3] Derived from LS means and associated SE.

Note: Analysis performed using mixed model repeated measures with covariates of baseline, baseline OCS dose,
region, treatment and visit, plus interaction terms for visit-by-baseline and visit-by-treatment group.

LS mean estimates are weighted according to the observed proportion of each categorical

covariate in the study data.

aﬁgle 0 = No fatigue/Does not interfere to 10 = As bad as vou can imagine/Completely interferes.
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Population: Intent-to-Treat
Table 90.49
Analysis of Change from Baseline in Total BFI Score
(Mixed Model Repeated Measures)

Visit: Week 24

Mepolizumab
Placebo 300mg SC
(N=54) (N=54)
n [1] 49 50
n [2] 39 38
LS Mean (SE) 3.06 (0.274) 2.74 (0.275)
LS Mean Change (SE) -0.88 (0.274) -1.20 (0.275)
Mepolizumab 300mg SC vs Placebo
Difference (Mepo - Placebo) -0.32
95% CI (-1.09, 0.45)
p-value 0.416
Corrected Hedges g [3] -0.18
95% CI (-0.63, 0.26)

[1] Number of subjects with analysable data for one or more time points.

[2] Number of subjects with analysable data at the given time point.

[3] Derived from LS means and associated SE.

Note: Analysis performed using mixed model repeated measures with covariates of baseline, baseline OCS dose,
region, treatment and visit, plus interaction terms for visit-by-baseline and visit-by-treatment group.

LS mean estimates are weighted according to the observed proportion of each categorical

covariate in the study data.

aﬁgle 0 = No fatigue/Does not interfere to 10 = As bad as vou can imagine/Completely interferes.
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Population: Intent-to-Treat
Table 90.49
Analysis of Change from Baseline in Total BFI Score
(Mixed Model Repeated Measures)

Visit: Week 28

Mepolizumab
Placebo 300mg SC
(N=54) (N=54)
n [1] 49 50
n [2] 41 41
LS Mean (SE) 3.21 (0.265) 3.08 (0.265)
LS Mean Change (SE) -0.74 (0.265) -0.86 (0.265)
Mepolizumab 300mg SC vs Placebo
Difference (Mepo - Placebo) -0.13
95% CI (-0.87, 0.62)
p-value 0.732
Corrected Hedges g [3] -0.08
95% CI (-0.51, 0.36)

[1] Number of subjects with analysable data for one or more time points.

[2] Number of subjects with analysable data at the given time point.

[3] Derived from LS means and associated SE.

Note: Analysis performed using mixed model repeated measures with covariates of baseline, baseline OCS dose,
region, treatment and visit, plus interaction terms for visit-by-baseline and visit-by-treatment group.

LS mean estimates are weighted according to the observed proportion of each categorical

covariate in the study data.

aﬁgle 0 = No fatigue/Does not interfere to 10 = As bad as vou can imagine/Completely interferes.
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Population: Intent-to-Treat
Table 90.49
Analysis of Change from Baseline in Total BFI Score
(Mixed Model Repeated Measures)

Visit: Week 32

Mepolizumab
Placebo 300mg SC
(N=54) (N=54)
n [1] 49 50
n [2] 36 36
LS Mean (SE) 3.39 (0.286) 2.75 (0.286)
LS Mean Change (SE) -0.56 (0.286) -1.19 (0.286)
Mepolizumab 300mg SC vs Placebo
Difference (Mepo - Placebo) -0.64
95% CI (-1.44, 0.17)
p-value 0.118
Corrected Hedges g [3] -0.37
95% CI (-0.83, 0.10)

[1] Number of subjects with analysable data for one or more time points.

[2] Number of subjects with analysable data at the given time point.

[3] Derived from LS means and associated SE.

Note: Analysis performed using mixed model repeated measures with covariates of baseline, baseline OCS dose,
region, treatment and visit, plus interaction terms for visit-by-baseline and visit-by-treatment group.

LS mean estimates are weighted according to the observed proportion of each categorical

covariate in the study data.

aﬁgle 0 = No fatigue/Does not interfere to 10 = As bad as vou can imagine/Completely interferes.
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Table 2.23

2019N406842_00
200622

Page 1 of 32

Summary of Mean Daily Fatigue Severity - Worst Level of Fatigue in Past 24 Hours (BFI Item 3)
(Treatment Policy Estimand)

Analysis
Time Point

Endpoint

Placebo
(N=54)

Mepolizumab

Baseline

Week 1

Note:

BFI Item 3

BFI Item 3

Change from Baseline

Mean
SD
Median
Min.
Max.

n
Mean
SD
Median
Min.
Max.

n
Mean
SD
Median
Min.
Max.

-0.36
1.360
-0.43

2.

.30
.140
.29

5

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit.
11, 13, 14, 15, 17, 18,

19, 21, 22, 23, 25, 26,

depends on the elapsed time between visits.
gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.

Mepolizumab (Nucala) - HES

355

For time points between visits i.e week 1,
27, 29, 30,

2, 3, 5, 6, 7, 9, 10,

the number of available assessments
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Population: Intent-to-Treat
Table 2.23

Summary of Mean Daily Fatigue Severity - Worst Level of Fatigue in Past 24 Hours (BFI Item 3)
(Treatment Policy Estimand)

Mepolizumab

Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 2 BFI Item 3 n 54 54

Mean 3.88 4.08

SD 2.569 2.517

Median 4.00 4.08

Min. 0.0 0.0

Max. 9.8 9.4

Change from Baseline n 54 54

Mean -0.51 -0.66

SD 1.374 1.266

Median -0.43 -0.57

Min. -4.7 -3.8

Max. 3.4 2.1

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Population: Intent-to-Treat
Table 2.23

Summary of Mean Daily Fatigue Severity - Worst Level of Fatigue in Past 24 Hours (BFI Item 3)
(Treatment Policy Estimand)

Mepolizumab

Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 3 BFI Item 3 n 54 54

Mean 3.69 3.93

SD 2.593 2.530

Median 3.38 3.45

Min. 0.0 0.0

Max. 10.0 8.2

Change from Baseline n 54 54

Mean -0.70 -0.82

SD 1.655 1.726

Median -0.43 -0.43

Min. -5.5 -6.7

Max. 3.3 1.6

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Population: Intent-to-Treat
Table 2.23

Summary of Mean Daily Fatigue Severity - Worst Level of Fatigue in Past 24 Hours (BFI Item 3)
(Treatment Policy Estimand)

Mepolizumab

Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 4 BFI Item 3 n 54 54

Mean 3.63 3.82

SD 2.666 2.476

Median 3.13 3.32

Min. 0.0 0.0

Max. 10.0 9.0

Change from Baseline n 54 54

Mean -0.76 -0.92

SD 1.783 1.772

Median -0.45 -0.68

Min. -6.3 -6.9

Max. 2.0 1.9

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Population: Intent-to-Treat
Table 2.23

Summary of Mean Daily Fatigue Severity - Worst Level of Fatigue in Past 24 Hours (BFI Item 3)
(Treatment Policy Estimand)

Mepolizumab

Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 5 BFI Item 3 n 47 50

Mean 3.82 3.87

SD 2.901 2.682

Median 3.57 3.07

Min. 0.0 0.0

Max. 10.0 8.4

Change from Baseline n 47 50

Mean -0.67 -1.05

SD 1.861 1.963

Median -0.18 -0.71

Min. -4.3 -7.5

Max. 2.9 2.1

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Table 2.23

Summary of Mean Daily Fatigue Severity - Worst Level of Fatigue in Past 24 Hours (BFI Item 3)
(Treatment Policy Estimand)

Mepolizumab

Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 6 BFI Item 3 n 51 54

Mean 3.92 3.97

SD 2.654 2.662

Median 4.00 3.57

Min. 0.0 0.0

Max. 10.0 8.8

Change from Baseline n 51 54

Mean -0.41 -0.77

SD 1.718 2.006

Median 0.00 -0.50

Min. -4 .4 -7.5

Max. 5.0 2.3

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Population: Intent-to-Treat
Table 2.23

Summary of Mean Daily Fatigue Severity - Worst Level of Fatigue in Past 24 Hours (BFI Item 3)
(Treatment Policy Estimand)

Mepolizumab

Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 7 BFI Item 3 n 52 54

Mean 3.74 3.86

SD 2.713 2.635

Median 3.43 3.00

Min. 0.0 0.0

Max. 9.4 8.5

Change from Baseline n 52 54

Mean -0.63 -0.88

SD 1.682 2.013

Median -0.43 -0.83

Min. -4.3 -7.7

Max. 3.1 2.6

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Table 2.23

Summary of Mean Daily Fatigue Severity - Worst Level of Fatigue in Past 24 Hours (BFI Item 3)
(Treatment Policy Estimand)

Mepolizumab

Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 8 BFI Item 3 n 52 54

Mean 3.67 4.00

SD 2.707 2.555

Median 3.07 3.90

Min. 0.0 0.0

Max. 9.0 8.3

Change from Baseline n 52 54

Mean -0.71 -0.75

SD 1.687 2.165

Median -0.52 -0.69

Min. -5.0 -7.3

Max. 2.0 4.2

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Table 2.23

Summary of Mean Daily Fatigue Severity - Worst Level of Fatigue in Past 24 Hours (BFI Item 3)
(Treatment Policy Estimand)

Mepolizumab

Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 9 BFI Item 3 n 47 50

Mean 3.61 3.99

SD 2.737 2.555

Median 3.20 3.10

Min. 0.0 0.0

Max. 8.6 9.0

Change from Baseline n 47 50

Mean -0.62 -0.63

SD 1.592 1.846

Median -0.29 -0.59

Min. -4.5 -7.0

Max. 2.9 3.1

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Table 2.23

Summary of Mean Daily Fatigue Severity - Worst Level of Fatigue in Past 24 Hours (BFI Item 3)
(Treatment Policy Estimand)

Mepolizumab

Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 10 BFI Item 3 n 51 52

Mean 3.72 3.83

SD 2.602 2.565

Median 3.14 3.41

Min. 0.0 0.0

Max. 8.8 10.0

Change from Baseline n 51 52

Mean -0.63 -0.82

SD 1.681 2.139

Median -0.36 -0.57

Min. -5.3 -6.8

Max. 3.2 4.1

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Table 2.23

Summary of Mean Daily Fatigue Severity - Worst Level of Fatigue in Past 24 Hours (BFI Item 3)
(Treatment Policy Estimand)

Mepolizumab

Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 11 BFI Item 3 n 49 52

Mean 3.72 4.12

SD 2.624 2.753

Median 3.14 3.79

Min. 0.0 0.3

Max. 8.9 10.0

Change from Baseline n 49 52

Mean -0.73 -0.57

SD 1.839 2.368

Median -0.43 -0.69

Min. -4.4 -6.8

Max. 3.7 4.9

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Table 2.23

Summary of Mean Daily Fatigue Severity - Worst Level of Fatigue in Past 24 Hours (BFI Item 3)
(Treatment Policy Estimand)

Mepolizumab

Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 12 BFI Item 3 n 51 53

Mean 3.73 3.98

SD 2.658 2.611

Median 3.50 4.00

Min. 0.0 0.0

Max. 9.3 10.0

Change from Baseline n 51 53

Mean -0.59 -0.73

SD 1.693 2.227

Median 0.00 -0.54

Min. -4.8 -7.5

Max. 3.0 4.1

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Table 2.23

Summary of Mean Daily Fatigue Severity - Worst Level of Fatigue in Past 24 Hours (BFI Item 3)
(Treatment Policy Estimand)

Mepolizumab

Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 13 BFI Item 3 n 43 48

Mean 3.81 3.97

SD 2.801 2.547

Median 4.00 3.83

Min. 0.0 0.5

Max. 9.2 10.0

Change from Baseline n 43 48

Mean -0.87 -0.84

SD 1.774 2.248

Median -0.71 -0.32

Min. -4.9 -7.0

Max. 2.7 4.1

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Table 2.23

Summary of Mean Daily Fatigue Severity - Worst Level of Fatigue in Past 24 Hours (BFI Item 3)
(Treatment Policy Estimand)

Mepolizumab

Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 14 BFI Item 3 n 50 53

Mean 3.50 4.03

SD 2.745 2.535

Median 3.14 4.00

Min. 0.0 0.4

Max. 9.0 10.0

Change from Baseline n 50 53

Mean -0.78 -0.68

SD 1.933 2.161

Median -0.52 -0.43

Min. -5.4 -7.3

Max. 4.0 4.1

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Table 2.23

Summary of Mean Daily Fatigue Severity - Worst Level of Fatigue in Past 24 Hours (BFI Item 3)
(Treatment Policy Estimand)

Mepolizumab

Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 15 BFI Item 3 n 50 53

Mean 3.70 4.01

SD 2.634 2.540

Median 3.43 3.86

Min. 0.0 0.0

Max. 9.3 10.0

Change from Baseline n 50 53

Mean -0.57 -0.71

SD 1.899 2.188

Median -0.21 -0.50

Min. -5.5 -6.3

Max. 4.0 4.1

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Table 2.23

Summary of Mean Daily Fatigue Severity - Worst Level of Fatigue in Past 24 Hours (BFI Item 3)
(Treatment Policy Estimand)

Mepolizumab

Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 16 BFI Item 3 n 51 52

Mean 3.78 3.86

SD 2.742 2.484

Median 3.29 3.13

Min. 0.0 0.0

Max. 9.2 10.0

Change from Baseline n 51 52

Mean -0.54 -0.82

SD 1.871 2.132

Median -0.29 -0.54

Min. -4 .4 -6.6

Max. 3.4 4.1

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Table 2.23

Summary of Mean Daily Fatigue Severity - Worst Level of Fatigue in Past 24 Hours (BFI Item 3)
(Treatment Policy Estimand)

Mepolizumab

Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 17 BFI Item 3 n 41 42

Mean 3.43 3.93

SD 2.899 2.519

Median 2.40 3.86

Min. 0.0 0.1

Max. 9.8 10.0

Change from Baseline n 41 42

Mean -0.69 -0.84

SD 1.857 2.284

Median -0.29 -0.73

Min. -4.9 -6.5

Max. 2.8 4.1

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Table 2.23

Summary of Mean Daily Fatigue Severity - Worst Level of Fatigue in Past 24 Hours (BFI Item 3)
(Treatment Policy Estimand)

Mepolizumab

Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 18 BFI Item 3 n 48 51

Mean 3.67 3.63

SD 2.805 2.411

Median 3.25 3.43

Min. 0.0 0.0

Max. 9.5 10.0

Change from Baseline n 48 51

Mean -0.64 -1.03

SD 1.859 2.148

Median -0.21 -1.14

Min. -5.1 -6.0

Max. 4.1 4.1

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Table 2.23

Summary of Mean Daily Fatigue Severity - Worst Level of Fatigue in Past 24 Hours (BFI Item 3)
(Treatment Policy Estimand)

Mepolizumab

Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 19 BFI Item 3 n 48 51

Mean 3.85 3.62

SD 2.859 2.539

Median 3.46 3.29

Min. 0.0 0.0

Max. 9.7 10.0

Change from Baseline n 48 51

Mean -0.46 -1.04

SD 1.786 2.418

Median -0.17 -0.83

Min. -4.7 -6.7

Max. 3.6 4.1

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Table 2.23

Summary of Mean Daily Fatigue Severity - Worst Level of Fatigue in Past 24 Hours (BFI Item 3)
(Treatment Policy Estimand)

Mepolizumab

Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 20 BFI Item 3 n 48 52

Mean 3.82 3.53

SD 2.968 2.465

Median 3.85 2.62

Min. 0.0 0.0

Max. 9.8 10.0

Change from Baseline n 48 52

Mean -0.48 -1.11

SD 1.803 2.313

Median -0.21 -0.85

Min. -4.7 -6.0

Max. 4.3 4.1

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Table 2.23

Summary of Mean Daily Fatigue Severity - Worst Level of Fatigue in Past 24 Hours (BFI Item 3)
(Treatment Policy Estimand)

Mepolizumab

Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 21 BFI Item 3 n 46 46

Mean 3.69 3.68

SD 2.902 2.446

Median 3.21 3.17

Min. 0.0 0.0

Max. 9.3 10.0

Change from Baseline n 46 46

Mean -0.54 -1.15

SD 1.701 2.349

Median -0.29 -0.96

Min. -3.8 -6.5

Max. 2.7 4.1

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Table 2.23

Summary of Mean Daily Fatigue Severity - Worst Level of Fatigue in Past 24 Hours (BFI Item 3)
(Treatment Policy Estimand)

Mepolizumab

Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 22 BFI Item 3 n 47 51

Mean 3.77 3.43

SD 2.851 2.400

Median 3.43 2.86

Min. 0.0 0.0

Max. 9.0 9.5

Change from Baseline n 47 51

Mean -0.48 -1.24

SD 1.979 2.280

Median -0.14 -1.17

Min. -4.7 -6.0

Max. 4.1 3.6

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Table 2.23

Summary of Mean Daily Fatigue Severity - Worst Level of Fatigue in Past 24 Hours (BFI Item 3)
(Treatment Policy Estimand)

Mepolizumab

Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 23 BFI Item 3 n 477 49

Mean 3.84 3.32

SD 3.036 2.649

Median 4.00 2.43

Min. 0.0 0.0

Max. 10.0 10.0

Change from Baseline n 47 49

Mean -0.46 -1.39

SD 2.033 2.409

Median -0.19 -1.20

Min. -5.0 -6.3

Max. 4.1 4.1

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Table 2.23

Summary of Mean Daily Fatigue Severity - Worst Level of Fatigue in Past 24 Hours (BFI Item 3)
(Treatment Policy Estimand)

Mepolizumab

Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 24 BFI Item 3 n 477 48

Mean 3.75 3.44

SD 3.001 2.600

Median 3.33 2.60

Min. 0.0 0.0

Max. 10.0 10.0

Change from Baseline n 47 48

Mean -0.45 -1.24

SD 2.013 2.450

Median 0.00 -0.93

Min. -4.6 -6.3

Max. 4.0 4.1

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Table 2.23

Summary of Mean Daily Fatigue Severity - Worst Level of Fatigue in Past 24 Hours (BFI Item 3)
(Treatment Policy Estimand)

Mepolizumab

Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 25 BFI Item 3 n 45 44

Mean 3.84 3.29

SD 2.682 2.5006

Median 3.17 2.34

Min. 0.0 0.0

Max. 9.3 9.0

Change from Baseline n 45 44

Mean -0.58 -1.10

SD 2.124 2.572

Median 0.00 -0.51

Min. -4.5 -6.8

Max. 3.2 5.7

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Table 2.23

Summary of Mean Daily Fatigue Severity - Worst Level of Fatigue in Past 24 Hours (BFI Item 3)
(Treatment Policy Estimand)

Mepolizumab

Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 26 BFI Item 3 n 49 50

Mean 3.72 3.62

SD 2.958 2.617

Median 3.14 2.93

Min. 0.0 0.0

Max. 10.0 10.0

Change from Baseline n 49 50

Mean -0.64 -1.00

SD 1.986 2.694

Median -0.29 -0.86

Min. -4.5 -8.5

Max. 4.3 5.0

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.

380

Mepolizumab (Nucala) - HES Seite 70 von 1069



Dossier zur Nutzenbewertung - Modul 4 C Anhang 4-G

CONFIDENTIAL 2019N406842_00
200622
Protocol: 200622 Page 27 of 32
Population: Intent-to-Treat
Table 2.23

Summary of Mean Daily Fatigue Severity - Worst Level of Fatigue in Past 24 Hours (BFI Item 3)
(Treatment Policy Estimand)

Mepolizumab

Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 27 BFI Item 3 n 50 50

Mean 3.96 3.59

SD 3.021 2.584

Median 3.83 2.69

Min. 0.0 0.0

Max. 10.0 10.0

Change from Baseline n 50 50

Mean -0.45 -1.09

SD 2.068 2.509

Median -0.12 -0.58

Min. -5.0 -8.8

Max. 4.4 4.1

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Table 2.23

Summary of Mean Daily Fatigue Severity - Worst Level of Fatigue in Past 24 Hours (BFI Item 3)
(Treatment Policy Estimand)

Mepolizumab

Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 28 BFI Item 3 n 48 50

Mean 4.13 3.67

SD 2.900 2.771

Median 3.86 3.25

Min. 0.0 0.0

Max. 10.0 10.0

Change from Baseline n 48 50

Mean -0.12 -1.02

SD 1.860 2.535

Median -0.08 -0.81

Min. -5.5 -8.2

Max. 4.3 4.3

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Table 2.23

Summary of Mean Daily Fatigue Severity - Worst Level of Fatigue in Past 24 Hours (BFI Item 3)
(Treatment Policy Estimand)

Mepolizumab

Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 29 BFI Item 3 n 44 40

Mean 3.68 3.44

SD 2.544 2.592

Median 3.30 2.45

Min. 0.0 0.0

Max. 9.0 8.5

Change from Baseline n 44 40

Mean -0.47 -1.45

SD 1.807 2.306

Median -0.21 -0.93

Min. -5.3 -7.2

Max. 3.4 2.3

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Table 2.23

Summary of Mean Daily Fatigue Severity - Worst Level of Fatigue in Past 24 Hours (BFI Item 3)
(Treatment Policy Estimand)

Mepolizumab

Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 30 BFI Item 3 n 47 51

Mean 3.83 3.68

SD 2.773 2.674

Median 3.50 2.75

Min. 0.0 0.0

Max. 9.0 10.0

Change from Baseline n 47 51

Mean -0.41 -0.99

SD 2.038 2.709

Median -0.21 -0.86

Min. -5.5 -6.8

Max. 5.0 6.3

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Table 2.23

Summary of Mean Daily Fatigue Severity - Worst Level of Fatigue in Past 24 Hours (BFI Item 3)
(Treatment Policy Estimand)

Mepolizumab

Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 31 BFI Item 3 n 477 51

Mean 4.08 3.62

SD 2.915 2.547

Median 4.14 2.75

Min. 0.0 0.0

Max. 9.2 10.0

Change from Baseline n 47 51

Mean -0.24 -1.04

SD 1.932 2.467

Median 0.00 -0.86

Min. -5.4 -6.5

Max. 3.4 4.1

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Table 2.23

Summary of Mean Daily Fatigue Severity - Worst Level of Fatigue in Past 24 Hours (BFI Item 3)
(Treatment Policy Estimand)

Mepolizumab

Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 32 BFI Item 3 n 47 50

Mean 3.98 3.51

SD 2.947 2.644

Median 3.83 3.00

Min. 0.0 0.0

Max. 9.5 10.0

Change from Baseline n 47 50

Mean -0.30 -1.12

SD 1.955 2.384

Median 0.00 -0.82

Min. -5.7 -6.2

Max. 2.9 4.1

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each study

visit is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

gﬁDScale 0 = No fatique to 10 = As bad as you can imagine.
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Table 90.32

Analysis of Change from Baseline in Mean Daily Fatigue Severity -
Worst Level of Fatigue in Past 24 Hours (BFI Item 3)

(Mixed Model Repeated Measures)

Visit: Week 4

Placebo
(N=54)
n [1] 54
n [2] 54
LS Mean (SE) 3.71 (0.233)
LS Mean Change (SE) -0.79 (0.233)
Mepolizumab 300mg SC vs Placebo
Difference (Mepo - Placebo)
95% CI
p-value

Corrected Hedges g [3]
95% CI

[1] Number of subjects with analysable data for one or more time points.
[2] Number of subjects with analysable data at the given time point.
[3] Derived from LS means and associated SE.

Mepolizumab
300mg SC
(N=54)
54
54
3.64 (0.235)
-0.86 (0.235)
-0.07
(-0.73, 0.59)
0.842
-0.04
(-0.42, 0.34)

Note: Analysis performed using mixed model repeated measures with covariates of baseline,
region, treatment and visit, plus interaction terms for visit-by-baseline and visit-by-treatment group.
LS mean estimates are weighted according to the observed proportion of each categorical

covariate in the study data.
§%§le 0 = No fatigque to 10 = As bad as you can imagine.
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Protocol: 200622
Population: Intent-to-Treat
Table 90.32

Analysis of Change from Baseline in Mean Daily Fatigue Severity -
Worst Level of Fatigue in Past 24 Hours (BFI Item 3)

(Mixed Model Repeated Measures)

Visit: Week 8

Placebo
(N=54)
n [1] 54
n [2] 52
LS Mean (SE) 3.75 (0.249)
LS Mean Change (SE) -0.75 (0.249)
Mepolizumab 300mg SC vs Placebo
Difference (Mepo - Placebo)
95% CI
p-value

Corrected Hedges g [3]
95% CI

[1] Number of subjects with analysable data for one or more time points.
[2] Number of subjects with analysable data at the given time point.
[3] Derived from LS means and associated SE.

Mepolizumab
300mg SC
(N=54)
54
54
3.83 (0.248)
-0.68 (0.248)
0.08
(-0.63, 0.78)
0.832
0.04
(-0.34, 0.42)

Note: Analysis performed using mixed model repeated measures with covariates of baseline,
region, treatment and visit, plus interaction terms for visit-by-baseline and visit-by-treatment group.
LS mean estimates are weighted according to the observed proportion of each categorical

covariate in the study data.
§%§le 0 = No fatigque to 10 = As bad as you can imagine.
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Table 90.32

Analysis of Change from Baseline in Mean Daily Fatigue Severity -
Worst Level of Fatigue in Past 24 Hours (BFI Item 3)

(Mixed Model Repeated Measures)

Visit: Week 12

Placebo
(N=54)
n [1] 54
n [2] 51
LS Mean (SE) 3.79 (0.259)
LS Mean Change (SE) -0.71 (0.259)
Mepolizumab 300mg SC vs Placebo
Difference (Mepo - Placebo)
95% CI
p-value

Corrected Hedges g [3]
95% CI

[1] Number of subjects with analysable data for one or more time points.
[2] Number of subjects with analysable data at the given time point.
[3] Derived from LS means and associated SE.

Mepolizumab
300mg SC
(N=54)
54
53
3.88 (0.256)
-0.62 (0.256)
0.09
(-0.63, 0.82)
0.801
0.05
(-0.34, 0.43)

Note: Analysis performed using mixed model repeated measures with covariates of baseline,
region, treatment and visit, plus interaction terms for visit-by-baseline and visit-by-treatment group.
LS mean estimates are weighted according to the observed proportion of each categorical

covariate in the study data.
§%§le 0 = No fatigque to 10 = As bad as you can imagine.
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Table 90.32

Analysis of Change from Baseline in Mean Daily Fatigue Severity -
Worst Level of Fatigue in Past 24 Hours (BFI Item 3)

(Mixed Model Repeated Measures)

Visit: Week 16

Placebo
(N=54)
n [1] 54
n [2] 51
LS Mean (SE) 3.84 (0.262)
LS Mean Change (SE) -0.66 (0.262)
Mepolizumab 300mg SC vs Placebo
Difference (Mepo - Placebo)
95% CI
p-value

Corrected Hedges g [3]
95% CI

[1] Number of subjects with analysable data for one or more time points.
[2] Number of subjects with analysable data at the given time point.
[3] Derived from LS means and associated SE.

Mepolizumab
300mg SC
(N=54)
54
52
3.78 (0.260)
-0.73 (0.260)
-0.06
(-0.80, 0.67)
0.862
-0.03
(-0.42, 0.35)

Note: Analysis performed using mixed model repeated measures with covariates of baseline,
region, treatment and visit, plus interaction terms for visit-by-baseline and visit-by-treatment group.
LS mean estimates are weighted according to the observed proportion of each categorical

covariate in the study data.
§%§le 0 = No fatigque to 10 = As bad as you can imagine.
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Protocol: 200622
Population: Intent-to-Treat
Table 90.32

Analysis of Change from Baseline in Mean Daily Fatigue Severity -
Worst Level of Fatigue in Past 24 Hours (BFI Item 3)

(Mixed Model Repeated Measures)

Visit: Week 20

Placebo
(N=54)
n [1] 54
n [2] 48
LS Mean (SE) 3.95 (0.270)
LS Mean Change (SE) -0.55 (0.2706)
Mepolizumab 300mg SC vs Placebo
Difference (Mepo - Placebo)
95% CI
p-value

Corrected Hedges g [3]
95% CI

[1] Number of subjects with analysable data for one or more time points.
[2] Number of subjects with analysable data at the given time point.
[3] Derived from LS means and associated SE.

Mepolizumab
300mg SC
(N=54)

.272)
.272)

(-1.24, 0.30)

(-0.63, 0.15)

Note: Analysis performed using mixed model repeated measures with covariates of baseline,
region, treatment and visit, plus interaction terms for visit-by-baseline and visit-by-treatment group.
LS mean estimates are weighted according to the observed proportion of each categorical

covariate in the study data.
§%§le 0 = No fatigque to 10 = As bad as you can imagine.
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Protocol: 200622
Population: Intent-to-Treat
Table 90.32

Analysis of Change from Baseline in Mean Daily Fatigue Severity -
Worst Level of Fatigue in Past 24 Hours (BFI Item 3)

(Mixed Model Repeated Measures)

Visit: Week 24

Placebo
(N=54)
n [1] 54
n [2] 47
LS Mean (SE) 3.96 (0.290)
LS Mean Change (SE) -0.54 (0.2906)
Mepolizumab 300mg SC vs Placebo
Difference (Mepo - Placebo)
95% CI
p-value

Corrected Hedges g [3]
95% CI

[1] Number of subjects with analysable data for one or more time points.
[2] Number of subjects with analysable data at the given time point.
[3] Derived from LS means and associated SE.

Mepolizumab
300mg SC
(N=54)
54
48
3.46 (0.292)
-1.05 (0.292)
-0.51
(-1.33, 0.32)
0.228
-0.25
(-0.65, 0.106)

Note: Analysis performed using mixed model repeated measures with covariates of baseline,
region, treatment and visit, plus interaction terms for visit-by-baseline and visit-by-treatment group.
LS mean estimates are weighted according to the observed proportion of each categorical

covariate in the study data.
§%§le 0 = No fatigque to 10 = As bad as you can imagine.
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Table 90.32

Analysis of Change from Baseline in Mean Daily Fatigue Severity -
Worst Level of Fatigue in Past 24 Hours (BFI Item 3)

(Mixed Model Repeated Measures)

Visit: Week 28

Placebo
(N=54)
n [1] 54
n [2] 48
LS Mean (SE) 4.34 (0.295)
LS Mean Change (SE) -0.16 (0.295)
Mepolizumab 300mg SC vs Placebo
Difference (Mepo - Placebo)
95% CI
p-value

Corrected Hedges g [3]
95% CI

[1] Number of subjects with analysable data for one or more time points.
[2] Number of subjects with analysable data at the given time point.
[3] Derived from LS means and associated SE.

Mepolizumab
300mg SC
(N=54)

3.61 (0.290)
0.290)

(-0.76, 0.04)

Note: Analysis performed using mixed model repeated measures with covariates of baseline,
region, treatment and visit, plus interaction terms for visit-by-baseline and visit-by-treatment group.
LS mean estimates are weighted according to the observed proportion of each categorical

covariate in the study data.
§%§le 0 = No fatigque to 10 = As bad as you can imagine.
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Table 90.32

Analysis of Change from Baseline in Mean Daily Fatigue Severity -
Worst Level of Fatigue in Past 24 Hours (BFI Item 3)

(Mixed Model Repeated Measures)

Visit: Week 32

Placebo
(N=54)
n [1] 54
n [2] 47
LS Mean (SE) 4.21 (0.288)
LS Mean Change (SE) -0.29 (0.288)
Mepolizumab 300mg SC vs Placebo
Difference (Mepo - Placebo)
95% CI
p-value

Corrected Hedges g [3]
95% CI

[1] Number of subjects with analysable data for one or more time points.
[2] Number of subjects with analysable data at the given time point.
[3] Derived from LS means and associated SE.

Mepolizumab
300mg SC
(N=54)
54
50
3.47 (0.283)
-1.04 (0.283)
-0.75
(-1.55, 0.06)
0.068
-0.37
(-0.77, 0.03)

Note: Analysis performed using mixed model repeated measures with covariates of baseline,
region, treatment and visit, plus interaction terms for visit-by-baseline and visit-by-treatment group.
LS mean estimates are weighted according to the observed proportion of each categorical

covariate in the study data.
§%§le 0 = No fatigque to 10 = As bad as you can imagine.
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Table 2.35
Summary of Most Bothersome HES Symptom Severity Score (HES-DS)
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Baseline Most Bothersome n 54 54
Symptom Score
Mean 4.26 4.61
SD 2.248 2.630
Median 4.37 4.18
Min. 0.0 0.3
Max. 9.2 9.4
Subjects with no 1 (2%) 0
reported symptoms
Week 1 Most Bothersome n 54 54
Symptom Score
Mean 3.52 4.01
SD 2.117 2.442
Median 3.73 3.65
Min. 0.0 0.1
Max. 9.5 9.7
Subjects with no 2 (4%) 0
reported symptoms
Note:
1. The mean of up to 3 most bothersome symptoms identified by subjects at Visit 2 (Week 0) is used as
the most bothersome symptom score. Subject PPD reported 4 most bothersome symptoms.
2. The mean of the available assessments on p to and including the date of each study visit

is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

SﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.35
Summary of Most Bothersome HES Symptom Severity Score (HES-DS)
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 1 Change from Baseline n 54 54
Mean -0.74 -0.60
SD 1.117 1.153
Median -0.37 -0.46
Min. -4.2 -3.7
Max. 1.4 2.7
Week 2 Most Bothersome n 54 54
Symptom Score
Mean 3.48 3.42
SD 2.039 2.293
Median 3.56 2.60
Min. 0.0 0.0
Max. 9.3 9.1
Subjects with no (2%) 1 (2%)
reported symptoms
Change from Baseline n 54 54
Mean -0.78 -1.19
SD 1.118 1.944
Median -0.51 -0.88
Min. -4.2 -7.3
Max. 1.0 2.3

Note:

1. The mean of up to 3 most bothersome symptoms identified by subjects at Visit 2

the most bothersome symptom score. Subject
2. The mean of the available assessments on

is used as the value for that visit.

(Week 0) is used as

reported 4 most bothersome symptoms.

p to and including the date of each study visit

For time points between visits i.e week 1, 5 6, 7, 9, 10,

11, 13, 14, 15, 17, 19, 21, 22, 23, 25, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.
SﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.35
Summary of Most Bothersome HES Symptom Severity Score (HES-DS)
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 3 Most Bothersome n 54 54
Symptom Score
Mean 3.36 3.25
SD 2.136 2.317
Median 3.31 2.46
Min. 0.0 0.0
Max. 9.3 8.3
Subjects with no 2 (4%) 2 (4%)
reported symptoms
Change from Baseline n 54 54
Mean -0.89 -1.36
SD 1.218 2.270
Median -0.70 -0.96
Min. -4.5 -8.3
Max. 0.9 2.5
Note:
1. The mean of up to 3 most bothersome symptoms identified by subjects at Visit 2 (Week 0) is used as
the most bothersome symptom score. Subject PPD reported 4 most bothersome symptoms.
2. The mean of the available assessments on p to and including the date of each study visit

is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

SﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.35
Summary of Most Bothersome HES Symptom Severity Score (HES-DS)
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 4 Most Bothersome n 54 54
Symptom Score
Mean 3.32 3.31
SD 2.195 2.356
Median 3.50 2.70
Min. 0.0 0.0
Max. 9.7 9.0
Subjects with no 2 (4%) 1 (2%)
reported symptoms
Change from Baseline n 54 54
Mean -0.93 -1.30
SD 1.418 2.338
Median -0.73 -0.60
Min. -5.7 -8.3
Max. 1.3 1.7
Note:
1. The mean of up to 3 most bothersome symptoms identified by subjects at Visit 2 (Week 0) is used as
the most bothersome symptom score. Subject PPD reported 4 most bothersome symptoms.
2. The mean of the available assessments on p to and including the date of each study visit

is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

SﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.35
Summary of Most Bothersome HES Symptom Severity Score (HES-DS)
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 5 Most Bothersome n 47 50
Symptom Score
Mean 3.20 3.22
SD 2.202 2.354
Median 3.17 2.46
Min. 0.0 0.0
Max. 9.7 8.8
Subjects with no 2 (4%) 2 (4%)
reported symptoms
Change from Baseline n 47 50
Mean -1.18 -1.57
SD 1.356 2.319
Median -0.98 -0.86
Min. -4.9 -8.3
Max. 1.0 2.3
Note:
1. The mean of up to 3 most bothersome symptoms identified by subjects at Visit 2 (Week 0) is used as
the most bothersome symptom score. Subject PPD reported 4 most bothersome symptoms.
2. The mean of the available assessments on p to and including the date of each study visit

is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

SﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.35
Summary of Most Bothersome HES Symptom Severity Score (HES-DS)
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 6 Most Bothersome n 51 54
Symptom Score
Mean 3.29 3.25
SD 2.225 2.412
Median 3.50 2.71
Min. 0.0 0.0
Max. 9.7 8.9
Subjects with no 2 (4%) 1 (2%)
reported symptoms
Change from Baseline n 51 54
Mean -0.93 -1.35
SD 1.463 2.598
Median -0.71 -0.64
Min. -5.9 -8.4
Max. 1.0 3.7
Note:
1. The mean of up to 3 most bothersome symptoms identified by subjects at Visit 2 (Week 0) is used as
the most bothersome symptom score. Subject PPD reported 4 most bothersome symptoms.
2. The mean of the available assessments on p to and including the date of each study visit

is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

SﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.35
Summary of Most Bothersome HES Symptom Severity Score (HES-DS)
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 7 Most Bothersome n 52 54
Symptom Score
Mean 3.47 3.11
SD 2.430 2.373
Median 3.66 2.42
Min. 0.0 0.0
Max. 8.7 8.1
Subjects with no 4 (7%) 3 (6%)
reported symptoms
Change from Baseline n 52 54
Mean -0.79 -1.50
SD 1.757 2.481
Median -0.74 -0.80
Min. -5.9 -8.3
Max. 5.0 3.9
Note:
1. The mean of up to 3 most bothersome symptoms identified by subjects at Visit 2 (Week 0) is used as
the most bothersome symptom score. Subject PPD reported 4 most bothersome symptoms.
2. The mean of the available assessments on p to and including the date of each study visit

is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

SﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.35
Summary of Most Bothersome HES Symptom Severity Score (HES-DS)
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 8 Most Bothersome n 52 54
Symptom Score
Mean 3.38 3.06
SD 2.260 2.367
Median 3.39 2.72
Min. 0.0 0.0
Max. 7.9 8.3
Subjects with no 2 (4%) 2 (4%)
reported symptoms
Change from Baseline n 52 54
Mean -0.88 -1.55
SD 1.467 2.531
Median -1.00 -0.98
Min. -5.1 -8.3
Max. 2.8 3.9
Note:
1. The mean of up to 3 most bothersome symptoms identified by subjects at Visit 2 (Week 0) is used as
the most bothersome symptom score. Subject PPD reported 4 most bothersome symptoms.
2. The mean of the available assessments on p to and including the date of each study visit

is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

SﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.35
Summary of Most Bothersome HES Symptom Severity Score (HES-DS)
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 9 Most Bothersome n 47 50
Symptom Score
Mean 3.24 2.87
SD 2.528 2.284
Median 2.71 2.34
Min. 0.0 0.0
Max. 8.5 8.4
Subjects with no 4 (7%) 3 (6%)
reported symptoms
Change from Baseline n 47 50
Mean -0.87 -1.60
SD 1.558 2.405
Median -0.71 -1.00
Min. -5.5 -8.3
Max. 2.3 3.9
Note:
1. The mean of up to 3 most bothersome symptoms identified by subjects at Visit 2 (Week 0) is used as
the most bothersome symptom score. Subject PPD reported 4 most bothersome symptoms.
2. The mean of the available assessments on p to and including the date of each study visit

is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

SﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.35
Summary of Most Bothersome HES Symptom Severity Score (HES-DS)
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 10 Most Bothersome n 51 52
Symptom Score
Mean 3.25 3.11
SD 2.293 2.201
Median 3.14 2.55
Min. 0.0 0.1
Max. 8.8 8.4
Subjects with no 3 (6%) 0
reported symptoms
Change from Baseline n 51 52
Mean -0.97 -1.40
SD 1.691 2.488
Median -0.73 -0.76
Min. -5.7 -8.1
Max. 1.8 3.9
Note:
1. The mean of up to 3 most bothersome symptoms identified by subjects at Visit 2 (Week 0) is used as
the most bothersome symptom score. Subject PPD reported 4 most bothersome symptoms.
2. The mean of the available assessments on p to and including the date of each study visit

is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

SﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.35
Summary of Most Bothersome HES Symptom Severity Score (HES-DS)
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 11 Most Bothersome n 49 52
Symptom Score
Mean 3.28 3.14
SD 2.244 2.399
Median 3.00 2.13
Min. 0.0 0.0
Max. 9.0 9.1
Subjects with no 2 (4%) 1 (2%)
reported symptoms
Change from Baseline n 49 52
Mean -0.98 -1.42
SD 1.640 2.596
Median -0.78 -0.86
Min. -5.9 -8.3
Max. 1.1 3.9
Note:
1. The mean of up to 3 most bothersome symptoms identified by subjects at Visit 2 (Week 0) is used as
the most bothersome symptom score. Subject PPD reported 4 most bothersome symptoms.
2. The mean of the available assessments on p to and including the date of each study visit

is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

SﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.35
Summary of Most Bothersome HES Symptom Severity Score (HES-DS)
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 12 Most Bothersome n 51 53
Symptom Score
Mean 3.26 3.21
SD 2.240 2.335
Median 3.07 2.83
Min. 0.0 0.0
Max. 8.7 8.8
Subjects with no 2 (4%) 1 (2%)
reported symptoms
Change from Baseline n 51 53
Mean -0.91 -1.36
SD 1.530 2.637
Median -0.52 -0.93
Min. -4.1 -7.9
Max. 2.4 3.7
Note:
1. The mean of up to 3 most bothersome symptoms identified by subjects at Visit 2 (Week 0) is used as
the most bothersome symptom score. Subject PPD reported 4 most bothersome symptoms.
2. The mean of the available assessments on p to and including the date of each study visit

is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

SﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.35
Summary of Most Bothersome HES Symptom Severity Score (HES-DS)
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 13 Most Bothersome n 43 48
Symptom Score
Mean 3.15 3.26
SD 2.129 2.273
Median 3.05 2.87
Min. 0.0 0.0
Max. 8.4 8.6
Subjects with no 2 (4%) 2 (4%)
reported symptoms
Change from Baseline n 43 48
Mean -1.24 -1.42
SD 1.728 2.500
Median -1.02 -0.96
Min. -4.7 -7.9
Max. 3.0 3.4
Note:
1. The mean of up to 3 most bothersome symptoms identified by subjects at Visit 2 (Week 0) is used as
the most bothersome symptom score. Subject PPD reported 4 most bothersome symptoms.
2. The mean of the available assessments on p to and including the date of each study visit

is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

SﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.35
Summary of Most Bothersome HES Symptom Severity Score (HES-DS)
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 14 Most Bothersome n 50 53
Symptom Score
Mean 2.97 3.07
SD 2.166 2.172
Median 2.81 2.81
Min. 0.0 0.0
Max. 8.7 8.4
Subjects with no 3 (6%) 3 (6%)
reported symptoms
Change from Baseline n 50 53
Mean -1.21 -1.49
SD 1.732 2.315
Median -1.01 -0.86
Min. -6.7 -7.9
Max. 1.9 3.0
Note:
1. The mean of up to 3 most bothersome symptoms identified by subjects at Visit 2 (Week 0) is used as
the most bothersome symptom score. Subject PPD reported 4 most bothersome symptoms.
2. The mean of the available assessments on p to and including the date of each study visit

is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

SﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.35
Summary of Most Bothersome HES Symptom Severity Score (HES-DS)
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 15 Most Bothersome n 50 53
Symptom Score
Mean 3.03 3.16
SD 2.101 2.303
Median 3.12 2.67
Min. 0.0 0.0
Max. 8.5 8.0
Subjects with no 3 (6%) 3 (6%)
reported symptoms
Change from Baseline n 50 53
Mean -1.15 -1.40
SD 1.641 2.257
Median -0.81 -0.92
Min. -6.6 -7.9
Max. 1.9 2.7
Note:
1. The mean of up to 3 most bothersome symptoms identified by subjects at Visit 2 (Week 0) is used as
the most bothersome symptom score. Subject PPD reported 4 most bothersome symptoms.
2. The mean of the available assessments on p to and including the date of each study visit

is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

SﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.35
Summary of Most Bothersome HES Symptom Severity Score (HES-DS)
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 16 Most Bothersome n 51 52
Symptom Score
Mean 3.09 3.02
SD 2.081 2.270
Median 3.67 2.33
Min. 0.0 0.0
Max. 8.2 8.2
Subjects with no 4 (7%) 2 (4%)
reported symptoms
Change from Baseline n 51 52
Mean -1.09 -1.54
SD 1.709 2.233
Median -0.76 -0.97
Min. -5.9 -7.8
Max. 1.3 2.9
Note:
1. The mean of up to 3 most bothersome symptoms identified by subjects at Visit 2 (Week 0) is used as
the most bothersome symptom score. Subject PPD reported 4 most bothersome symptoms.
2. The mean of the available assessments on p to and including the date of each study visit

is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

SﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.35
Summary of Most Bothersome HES Symptom Severity Score (HES-DS)
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 17 Most Bothersome n 41 42
Symptom Score
Mean 3.06 3.10
SD 2.270 2.316
Median 2.86 2.40
Min. 0.0 0.0
Max. 8.3 8.8
Subjects with no 2 (4%) 1 (2%)
reported symptoms
Change from Baseline n 41 42
Mean -1.10 -1.65
SD 1.849 2.269
Median -1.07 -0.98
Min. -6.4 -7.9
Max. 3.2 3.1
Note:
1. The mean of up to 3 most bothersome symptoms identified by subjects at Visit 2 (Week 0) is used as
the most bothersome symptom score. Subject PPD reported 4 most bothersome symptoms.
2. The mean of the available assessments on p to and including the date of each study visit

is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

SﬁDScale 0 = None to 10 = As bad as you can imagine.
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Population: Intent-to-Treat
Table 2.35
Summary of Most Bothersome HES Symptom Severity Score (HES-DS)
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 18 Most Bothersome n 48 51
Symptom Score
Mean 3.09 2.96
SD 2.166 2.229
Median 3.31 2.44
Min. 0.0 0.0
Max. 8.4 7.9
Subjects with no 4 (7%) 1 (2%)
reported symptoms
Change from Baseline n 48 51
Mean -1.08 -1.54
SD 1.798 2.284
Median -0.81 -1.20
Min. -6.7 -7.3
Max. 3.0 4.2
Note:
1. The mean of up to 3 most bothersome symptoms identified by subjects at Visit 2 (Week 0) is used as
the most bothersome symptom score. Subject PPD reported 4 most bothersome symptoms.
2. The mean of the available assessments on p to and including the date of each study visit

is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

SﬁDScale 0 = None to 10 = As bad as you can imagine.
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Protocol: 200622
Population: Intent-to-Treat

Summary of Most Bothersome HES Symptom Severity Score

Analysis

Time Point Endpoint

CONFIDENTIAL

Table 2.35

Placebo

(N=

54)

(HES-DS)

2019N406842_00
200622

Page 19 of 32

Mepolizumab

300mg SC
(N=54)

Most Bothersome
Symptom Score

Change from Baseline

Note:

1. The mean of up to 3 most bothersome symptoms identified by subjects at Visit 2

the most bothersome symptom score. Subject
2. The mean of the available assessments on

i1, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25,

depends on the elapsed time between visits.
SﬁDScale 0 = None to 10 = As bad as vyou can

Mepolizumab (Nucala) - HES
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reported symptoms
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(Week 0) is used as

reported 4 most bothersome symptoms.
p to and including the date of each study visit
is used as the value for that visit. For time points between visits i.e week 1,

26, 27, 29, 30, 31,

imagine.
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Population: Intent-to-Treat
Table 2.35
Summary of Most Bothersome HES Symptom Severity Score (HES-DS)
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 20 Most Bothersome n 48 52
Symptom Score
Mean 3.19 2.89
SD 2.290 2.286
Median 3.49 2.49
Min. 0.0 0.0
Max. 8.1 8.7
Subjects with no 4 (7%) 3 (6%)
reported symptoms
Change from Baseline n 48 52
Mean -0.98 -1.59
SD 1.640 2.394
Median -0.96 -1.05
Min. -5.7 -7.6
Max. 2.8 2.9
Note:
1. The mean of up to 3 most bothersome symptoms identified by subjects at Visit 2 (Week 0) is used as
the most bothersome symptom score. Subject PPD reported 4 most bothersome symptoms.
2. The mean of the available assessments on p to and including the date of each study visit

is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

SﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.35
Summary of Most Bothersome HES Symptom Severity Score (HES-DS)
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 21 Most Bothersome n 46 46
Symptom Score
Mean 3.11 2.85
SD 2.283 2.304
Median 3.17 2.18
Min. 0.0 0.0
Max. 8.3 8.5
Subjects with no 4 (7%) 2 (4%)
reported symptoms
Change from Baseline n 46 46
Mean -1.01 -1.86
SD 1.731 2.403
Median -0.89 -1.21
Min. -5.3 -7.9
Max. 3.0 2.9
Note:
1. The mean of up to 3 most bothersome symptoms identified by subjects at Visit 2 (Week 0) is used as
the most bothersome symptom score. Subject PPD reported 4 most bothersome symptoms.
2. The mean of the available assessments on p to and including the date of each study visit

is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

SﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.35
Summary of Most Bothersome HES Symptom Severity Score (HES-DS)
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 22 Most Bothersome n 47 51
Symptom Score
Mean 3.09 2.67
SD 2.228 2.092
Median 3.28 2.17
Min. 0.0 0.0
Max. 8.2 7.9
Subjects with no 3 (6%) 3 (6%)
reported symptoms
Change from Baseline n 47 51
Mean -1.10 -1.87
SD 1.563 2.227
Median -1.03 -1.40
Min. -5.9 -7.9
Max. 1.4 2.9
Note:
1. The mean of up to 3 most bothersome symptoms identified by subjects at Visit 2 (Week 0) is used as
the most bothersome symptom score. Subject PPD reported 4 most bothersome symptoms.
2. The mean of the available assessments on p to and including the date of each study visit

is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

SﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.35
Summary of Most Bothersome HES Symptom Severity Score (HES-DS)
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 23 Most Bothersome n 47 49
Symptom Score
Mean 3.14 2.79
SD 2.292 2.258
Median 3.00 2.08
Min. 0.0 0.0
Max. 8.4 7.9
Subjects with no 4 (7%) 3 (6%)
reported symptoms
Change from Baseline n 47 49
Mean -1.11 -1.80
SD 1.847 2.418
Median -0.86 -1.33
Min. -6.9 -7.9
Max. 2.8 3.3
Note:
1. The mean of up to 3 most bothersome symptoms identified by subjects at Visit 2 (Week 0) is used as
the most bothersome symptom score. Subject PPD reported 4 most bothersome symptoms.
2. The mean of the available assessments on p to and including the date of each study visit

is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

SﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.35
Summary of Most Bothersome HES Symptom Severity Score (HES-DS)
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 24 Most Bothersome n 47 48
Symptom Score
Mean 3.02 2.83
SD 2.306 2.236
Median 2.90 2.24
Min. 0.0 0.0
Max. 8.3 7.8
Subjects with no 5 (9%) 3 (6%)
reported symptoms
Change from Baseline n 47 48
Mean -1.12 -1.77
SD 1.886 2.577
Median -0.80 -1.46
Min. -6.9 -7.9
Max. 1.5 4.1
Note:
1. The mean of up to 3 most bothersome symptoms identified by subjects at Visit 2 (Week 0) is used as
the most bothersome symptom score. Subject PPD reported 4 most bothersome symptoms.
2. The mean of the available assessments on p to and including the date of each study visit

is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

SﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.35
Summary of Most Bothersome HES Symptom Severity Score (HES-DS)
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 25 Most Bothersome n 45 44
Symptom Score
Mean 3.00 2.74
SD 2.221 1.995
Median 2.90 2.18
Min. 0.0 0.0
Max. 8.8 7.1
Subjects with no 4 (7%) 3 (6%)
reported symptoms
Change from Baseline n 45 44
Mean -1.39 -1.51
SD 1.884 2.370
Median -0.86 -1.05
Min. -6.9 -7.9
Max. 1.4 4.4
Note:
1. The mean of up to 3 most bothersome symptoms identified by subjects at Visit 2 (Week 0) is used as
the most bothersome symptom score. Subject PPD reported 4 most bothersome symptoms.
2. The mean of the available assessments on p to and including the date of each study visit

is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

SﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.35
Summary of Most Bothersome HES Symptom Severity Score (HES-DS)
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 26 Most Bothersome n 49 50
Symptom Score
Mean 2.96 2.94
SD 2.214 2.246
Median 2.64 2.05
Min. 0.0 0.0
Max. 9.3 8.7
Subjects with no 5 (9%) 2 (4%)
reported symptoms
Change from Baseline n 49 50
Mean -1.30 -1.59
SD 1.851 2.477
Median -0.90 -1.06
Min. -6.9 -7.9
Max. 1.3 6.7
Note:
1. The mean of up to 3 most bothersome symptoms identified by subjects at Visit 2 (Week 0) is used as
the most bothersome symptom score. Subject PPD reported 4 most bothersome symptoms.
2. The mean of the available assessments on p to and including the date of each study visit

is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

SﬁDScale 0 = None to 10 = As bad as you can imagine.
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Protocol: 200622
Population: Intent-to-Treat

Summary of Most Bothersome HES Symptom Severity Score

Analysis

Time Point Endpoint

CONFIDENTIAL

Table 2.35

Placebo

(N=

54)

(HES-DS)

2019N406842_00
200622

Page 27 of 32

Mepolizumab

300mg SC
(N=54)

Most Bothersome
Symptom Score

Change from Baseline

Note:

1. The mean of up to 3 most bothersome symptoms identified by subjects at Visit 2

the most bothersome symptom score. Subject
2. The mean of the available assessments on

i1, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25,

depends on the elapsed time between visits.
SﬁDScale 0 = None to 10 = As bad as vyou can
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reported 4 most bothersome symptoms.
p to and including the date of each study visit
is used as the value for that visit. For time points between visits i.e week 1,

26, 27, 29, 30, 31,

imagine.
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Population: Intent-to-Treat
Table 2.35
Summary of Most Bothersome HES Symptom Severity Score (HES-DS)
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 28 Most Bothersome n 48 50
Symptom Score
Mean 3.13 2.94
SD 2.395 2.268
Median 3.04 2.17
Min. 0.0 0.0
Max. 9.3 7.9
Subjects with no (9%) 3 (6%)
reported symptoms
Change from Baseline n 48 50
Mean -1.00 -1.59
SD 1.966 2.330
Median -0.54 -1.27
Min. -6.9 -7.9
Max. 2.5 4.1
Note:
1. The mean of up to 3 most bothersome symptoms identified by subjects at Visit 2 (Week 0) is used as
the most bothersome symptom score. Subject PPD reported 4 most bothersome symptoms.
2. The mean of the available assessments on p to and including the date of each study visit

is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

SﬁDScale 0 = None to 10 = As bad as you can imagine.
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Protocol: 200622
Population: Intent-to-Treat

Summary of Most Bothersome HES Symptom Severity Score

Analysis

Time Point Endpoint

CONFIDENTIAL

Table 2.35

Placebo
(N=54)

(HES-DS)

2019N406842_00
200622

Page 29 of 32

Mepolizumab

300mg SC
(N=54)

Most Bothersome
Symptom Score

Change from Baseline

Note:

1. The mean of up to 3 most bothersome symptoms identified by subjects at Visit 2

the most bothersome symptom score. Subject
2. The mean of the available assessments on

i1, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25,

depends on the elapsed time between visits.
SﬁDScale 0 = None to 10 = As bad as vyou can
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Population: Intent-to-Treat
Table 2.35
Summary of Most Bothersome HES Symptom Severity Score (HES-DS)
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 30 Most Bothersome n 47 51
Symptom Score
Mean 2.96 2.51
SD 2.304 2.131
Median 2.67 1.86
Min. 0.0 0.0
Max. 9.2 8.3
Subjects with no 5 (9%) 2 (4%)
reported symptoms
Change from Baseline n 47 51
Mean -1.23 -1.99
SD 1.849 2.435
Median -1.03 -1.24
Min. -6.9 -7.8
Max. 1.9 2.2
Note:
1. The mean of up to 3 most bothersome symptoms identified by subjects at Visit 2 (Week 0) is used as
the most bothersome symptom score. Subject PPD reported 4 most bothersome symptoms.
2. The mean of the available assessments on p to and including the date of each study visit

is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

SﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.35
Summary of Most Bothersome HES Symptom Severity Score (HES-DS)
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 31 Most Bothersome n 47 51
Symptom Score
Mean 3.08 2.59
SD 2.350 2.124
Median 2.83 1.86
Min. 0.0 0.0
Max. 9.5 7.7
Subjects with no 5 (9%) 3 (6%)
reported symptoms
Change from Baseline n 47 51
Mean -1.10 -1.91
SD 1.831 2.349
Median -0.71 -1.24
Min. -6.6 -7.9
Max. 1.7 1.9
Note:
1. The mean of up to 3 most bothersome symptoms identified by subjects at Visit 2 (Week 0) is used as
the most bothersome symptom score. Subject PPD reported 4 most bothersome symptoms.
2. The mean of the available assessments on p to and including the date of each study visit

is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

SﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.35
Summary of Most Bothersome HES Symptom Severity Score (HES-DS)
Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 32 Most Bothersome n 47 50
Symptom Score
Mean 3.25 2.70
SD 2.360 2.174
Median 3.08 2.25
Min. 0.0 0.0
Max. 9.4 7.7
Subjects with no 4 (7%) 4 (7%)
reported symptoms
Change from Baseline n 47 50
Mean -0.88 -1.80
SD 1.899 2.392
Median -0.28 -1.27
Min. -6.5 -7.9
Max. 2.2 1.9
Note:
1. The mean of up to 3 most bothersome symptoms identified by subjects at Visit 2 (Week 0) is used as
the most bothersome symptom score. Subject PPD reported 4 most bothersome symptoms.
2. The mean of the available assessments on p to and including the date of each study visit

is used as the value for that visit. For time points between visits i.e week 1, 2, 3, 5, 6, 7, 9, 10,
11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number of available assessments
depends on the elapsed time between visits.

SﬁDScale 0 = None to 10 = As bad as you can imagine.
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Protocol:

Population:

200622

Intent-to-Treat

Table 90.40

Analysis of Change from Baseline in Most Bothersome HES Symptom Severity Score (HES-DS)

Visit: Week 4

(Mixed Model Repeated Measures)

Mepolizumab
Placebo 300mg SC
(N=54) (N=54)
n [1] 54 54
n [2] 54 54
LS Mean 3.43 (0.232) 3.11 (0.233)
LS Mean Change (SE) -0.95 (0.232) -1.27 (0.233)
Mepolizumab 300mg SC vs Placebo
Difference (Mepo - Placebo) -0.32
95% (-0.97, 0.34)
p-value 0.337
Corrected Hedges g [3] -0.19
95% (-0.56, 0.19)

[1] Number of subjects with analysable data for one or more time points.
[2] Number of subjects with analysable data at the given time point.
[3] Derived from LS means and associated SE.

Note: Analysis performed using mixed model repeated measures with covariates of baseline,
region, treatment and visit,

covariate in the study data.

Page 1 of 8

baseline OCS dose,

plus interaction terms for visit-by-baseline and visit-by-treatment group.
LS mean estimates are weighted according to the observed proportion of each categorical

aﬁgle 0 = None to 10 = As bad as vou can imagine.
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Protocol:

Population:

200622

Intent-to-Treat

Table 90.40

Analysis of Change from Baseline in Most Bothersome HES Symptom Severity Score (HES-DS)

Visit: Week 8

(Mixed Model Repeated Measures)

Mepolizumab
Placebo 300mg SC
(N=54) (N=54)
n [1] 54 54
n [2] 52 54
LS Mean 3.50 (0.252) 2.86 (0.251)
LS Mean Change (SE) -0.87 (0.252) -1.51 (0.251)
Mepolizumab 300mg SC vs Placebo
Difference (Mepo - Placebo) -0.64
95% (-1.35, 0.07)
p-value 0.078
Corrected Hedges g [3] -0.35
95% (-0.73, 0.04)

[1] Number of subjects with analysable data for one or more time points.
[2] Number of subjects with analysable data at the given time point.
[3] Derived from LS means and associated SE.

Note: Analysis performed using mixed model repeated measures with covariates of baseline,
region, treatment and visit,

covariate in the study data.

Page 2 of 8

baseline OCS dose,

plus interaction terms for visit-by-baseline and visit-by-treatment group.
LS mean estimates are weighted according to the observed proportion of each categorical

aﬁgle 0 = None to 10 = As bad as vou can imagine.
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Protocol: 200622 Page 3 of 8
Population: Intent-to-Treat
Table 90.40
Analysis of Change from Baseline in Most Bothersome HES Symptom Severity Score (HES-DS)
(Mixed Model Repeated Measures)

Visit: Week 12

Mepolizumab
Placebo 300mg SC
(N=54) (N=54)
n [1] 54 54
n [2] 51 53
LS Mean (SE) 3.43 (0.257) 3.09 (0.256)
LS Mean Change (SE) -0.95 (0.257) -1.28 (0.256)
Mepolizumab 300mg SC vs Placebo
Difference (Mepo - Placebo) -0.33
95% CI (-1.06, 0.39)
p-value 0.360
Corrected Hedges g [3] -0.18
95% CI (-0.56, 0.21)

[1] Number of subjects with analysable data for one or more time points.

[2] Number of subjects with analysable data at the given time point.

[3] Derived from LS means and associated SE.

Note: Analysis performed using mixed model repeated measures with covariates of baseline, baseline OCS dose,
region, treatment and visit, plus interaction terms for visit-by-baseline and visit-by-treatment group.

LS mean estimates are weighted according to the observed proportion of each categorical

covariate in the study data.

aﬁgle 0 = None to 10 = As bad as you can imagine.
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Protocol:

Population:

200622

Intent-to-Treat

Table 90.40

Analysis of Change from Baseline in Most Bothersome HES Symptom Severity Score (HES-DS)

Visit: Week 16

(Mixed Model Repeated Measures)

Mepolizumab
Placebo 300mg SC
(N=54) (N=54)
n [1] 54 54
n [2] 51 52
LS Mean 3.25 (0.229) 2.91 (0.227)
LS Mean Change (SE) -1.12 (0.229) -1.46 (0.227)
Mepolizumab 300mg SC vs Placebo
Difference (Mepo - Placebo) -0.34
95% (-0.98, 0.31)
p-value 0.304
Corrected Hedges g [3] -0.20
95% (-0.59, 0.18)

[1] Number of subjects with analysable data for one or more time points.
[2] Number of subjects with analysable data at the given time point.
[3] Derived from LS means and associated SE.

Note: Analysis performed using mixed model repeated measures with covariates of baseline,
region, treatment and visit,

covariate in the study data.
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baseline OCS dose,

plus interaction terms for visit-by-baseline and visit-by-treatment group.
LS mean estimates are weighted according to the observed proportion of each categorical

aﬁgle 0 = None to 10 = As bad as vou can imagine.
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Population:

Intent-to-Treat

Table 90.40

Analysis of Change from Baseline in Most Bothersome HES Symptom Severity Score (HES-DS)

Visit: Week 20

n [1]
n [2]
LS Mean

LS Mean Change

(Mixed Model Repeated Measures)

Mepolizumab 300mg SC vs Placebo

[1] Number of subjects with analysable data for one or more time points.

[2] Number of subjects with analysable data at the given time point.

[3] Derived from LS means and associated SE.

Note: Analysis performed using mixed model repeated measures with covariates of baseline,
region, treatment and visit,

Difference (Mepo - Placebo)

95% CI
p-value

Corrected Hedges g

95% CI

Mepolizumab
Placebo 300mg SC
(N=54) (N=54)
54 54
48 52
3.36 (0.251) 2.85 (0.247)
(SE) -1.01 (0.251) -1.52 (0.247)
-0.51
(-1.21, 0.20)
0.155
-0.29
(-0.68, 0.11)

LS mean estimates are weighted according to the observed proportion of each categorical

covariate in the study data.

aﬁgle 0 = None to 10 = As bad as vou can imagine.

Mepolizumab (Nucala) - HES
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Protocol:

Population:

200622

Intent-to-Treat

Table 90.40

Analysis of Change from Baseline in Most Bothersome HES Symptom Severity Score (HES-DS)

Visit: Week 24

(Mixed Model Repeated Measures)

Mepolizumab
Placebo 300mg SC
(N=54) (N=54)
n [1] 54 54
n [2] 47 48
LS Mean 3.25 (0.268) 2.81 (0.265)
LS Mean Change (SE) -1.12 (0.268) -1.56 (0.265)
Mepolizumab 300mg SC vs Placebo
Difference (Mepo - Placebo) -0.44
95% (-1.19, 0.31)
p-value 0.248
Corrected Hedges g [3] -0.24
95% (-0.64, 0.17)

[1] Number of subjects with analysable data for one or more time points.
[2] Number of subjects with analysable data at the given time point.
[3] Derived from LS means and associated SE.

Note: Analysis performed using mixed model repeated measures with covariates of baseline,
region, treatment and visit,

covariate in the study data.
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baseline OCS dose,

plus interaction terms for visit-by-baseline and visit-by-treatment group.
LS mean estimates are weighted according to the observed proportion of each categorical

aﬁgle 0 = None to 10 = As bad as vou can imagine.
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Protocol: 200622

Population:

Intent-to-Treat

Table 90.40

Analysis of Change from Baseline in Most Bothersome HES Symptom Severity Score (HES-DS)

Visit: Week 28

n [1]
n [2]
LS Mean

LS Mean Change

(Mixed Model Repeated Measures)

Mepolizumab 300mg SC vs Placebo

[1] Number of subjects with analysable data for one or more time points.

[2] Number of subjects with analysable data at the given time point.

[3] Derived from LS means and associated SE.

Note: Analysis performed using mixed model repeated measures with covariates of baseline,
region, treatment and visit,

Difference (Mepo - Placebo)

95% CI
p-value

Corrected Hedges g

95% CI

Mepolizumab
Placebo 300mg SC
(N=54) (N=54)
54 54
48 50
3.38 (0.267) 2.89 (0.263)
(SE) -0.99 (0.267) -1.48 (0.263)
-0.49
(-1.24, 0.26)
0.195
-0.26
(-0.66, 0.13)

LS mean estimates are weighted according to the observed proportion of each categorical

covariate in the study data.

aﬁgle 0 = None to 10 = As bad as vou can imagine.

Mepolizumab (Nucala) - HES
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Protocol:

Population:

200622

Intent-to-Treat

Table 90.40

Analysis of Change from Baseline in Most Bothersome HES Symptom Severity Score (HES-DS)

Visit: Week 32

(Mixed Model Repeated Measures)

Mepolizumab
Placebo 300mg SC
(N=54) (N=54)
n [1] 54 54
n [2] 47 50
LS Mean 3.37 (0.259) 2.68 (0.255)
LS Mean Change (SE) -1.01 (0.259) -1.70 (0.255)
Mepolizumab 300mg SC vs Placebo
Difference (Mepo - Placebo) -0.69
95% (-1.42, 0.03)
p-value 0.062
Corrected Hedges g [3] -0.38
95% (-0.78, 0.02)

[1] Number of subjects with analysable data for one or more time points.
[2] Number of subjects with analysable data at the given time point.
[3] Derived from LS means and associated SE.

Note: Analysis performed using mixed model repeated measures with covariates of baseline,
region, treatment and visit,

covariate in the study data.
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baseline OCS dose,

plus interaction terms for visit-by-baseline and visit-by-treatment group.
LS mean estimates are weighted according to the observed proportion of each categorical

aﬁgle 0 = None to 10 = As bad as vou can imagine.
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Population: Intent-to-Treat
Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Muscle/Joint Pain Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Baseline Symptom Severity Score n 54 54
Mean 3.08 3.86
SD 2.682 2.486
Median 2.37 3.48
Min. 0.0 0.0
Max. 9.0 9.1
Subjects with no 11 (20%) 2 (4%)
reported symptoms
Week 1 Symptom Severity Score n 54 54
Mean 2.75 3.41
SD 2.394 2.588
Median 2.17 2.69
Min. 0.0 0.0
Max. 8.9 9.6
Subjects with no 10 (19%) 5 (9%)

reported symptoms

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.

474
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Page 2 of 192

Table 2.38
Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Muscle/Joint Pain Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 1 Change from Baseline n 54 54
Mean -0.33 -0.45
SD 1.161 1.269
Median -0.15 -0.21
Min. -4.8 -3.3
Max. 1.6 2.3
Week 2 Symptom Severity Score n 54 54
Mean 2.61 3.25
SD 2.371 2.591
Median 2.00 2.64
Min. 0.0 0.0
Max. 9.0 9.6
Subjects with no 9 (17%) 7 (13%)
reported symptoms
Change from Baseline n 54 54
Mean -0.47 -0.62
SD 1.350 1.391
Median -0.05 -0.27
Min. -4.8 -3.8
Max. 2.4 2.9

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
For time points between visits i.e week 1,

study visit is used as the value for that wvisit.

3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18,

21, 22, 23, 25, 26,
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as vou can imagine.

Mepolizumab (Nucala) - HES
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200622
Protocol: 200622 Page 3 of 192
Population: Intent-to-Treat
Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Muscle/Joint Pain Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 3 Symptom Severity Score n 54 54
Mean 2.51 3.06
SD 2.434 2.550
Median 1.85 2.39
Min. 0.0 0.0
Max. 9.0 9.3
Subjects with no 10 (19%) 6 (11%)
reported symptoms
Change from Baseline n 54 54
Mean -0.58 -0.80
SD 1.272 1.597
Median -0.15 -0.83
Min. -4.0 -6.1
Max. 2.3 2.0

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Population: Intent-to-Treat
Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Muscle/Joint Pain Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 4 Symptom Severity Score n 54 54
Mean 2.63 3.04
SD 2.575 2.477
Median 2.21 2.63
Min. 0.0 0.0
Max. 9.4 9.9
Subjects with no 14 (26%) 7 (13%)
reported symptoms
Change from Baseline n 54 54
Mean -0.45 -0.83
SD 1.411 1.777
Median -0.04 -0.14
Min. -4.7 -6.3
Max. 3.0 2.6

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Population: Intent-to-Treat
Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Muscle/Joint Pain Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 5 Symptom Severity Score n 47 50
Mean 2.74 2.95
SD 2.665 2.433
Median 2.00 2.54
Min. 0.0 0.0
Max. 9.4 8.6
Subjects with no 10 (19%) 8 (15%)
reported symptoms
Change from Baseline n 47 50
Mean -0.42 -0.96
SD 1.597 1.602
Median 0.00 -0.66
Min. -5.1 -6.8
Max. 3.1 1.7

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.

478

Mepolizumab (Nucala) - HES Seite 129 von 1069



Dossier zur Nutzenbewertung - Modul 4 C Anhang 4-G

CONFIDENTIAL 2019N406842_00
200622
Protocol: 200622 Page 6 of 192
Population: Intent-to-Treat
Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Muscle/Joint Pain Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 6 Symptom Severity Score n 51 54
Mean 2.93 3.03
SD 2.581 2.491
Median 2.80 2.52
Min. 0.0 0.0
Max. 9.3 8.3
Subjects with no 9 (17%) 6 (11%)
reported symptoms
Change from Baseline n 51 54
Mean -0.08 -0.83
SD 1.751 1.843
Median 0.00 -0.75
Min. -3.9 -7.2
Max. 6.3 2.1

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Population: Intent-to-Treat
Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Muscle/Joint Pain Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 7 Symptom Severity Score n 52 54
Mean 2.80 2.93
SD 2.530 2.407
Median 2.20 2.27
Min. 0.0 0.0
Max. 8.4 7.8
Subjects with no 8 (15%) 8 (15%)
reported symptoms
Change from Baseline n 52 54
Mean -0.27 -0.93
SD 1.734 1.840
Median 0.00 -0.79
Min. -3.5 -7.4
Max. 7.0 1.9

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Muscle/Joint Pain Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 8 Symptom Severity Score n 52 54
Mean 2.80 2.93
SD 2.581 2.483
Median 2.42 2.14
Min. 0.0 0.0
Max. 8.7 8.3
Subjects with no 10 (19%) 9 (17%)
reported symptoms
Change from Baseline n 52 54
Mean -0.28 -0.94
SD 1.446 1.863
Median 0.00 -0.71
Min. -3.2 -6.7
Max. 3.6 2.9

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Muscle/Joint Pain Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 9 Symptom Severity Score n 47 50
Mean 2.67 2.85
SD 2.561 2.456
Median 2.20 2.54
Min. 0.0 0.0
Max. 8.0 8.3
Subjects with no 11 (20%) 8 (15%)
reported symptoms
Change from Baseline n 47 50
Mean -0.20 -0.93
SD 1.519 1.912
Median 0.00 -0.43
Min. -3.5 -6.5
Max. 4.0 2.1

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Muscle/Joint Pain Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 10 Symptom Severity Score n 51 52
Mean 2.66 2.82
SD 2.610 2.375
Median 2.00 2.38
Min. 0.0 0.0
Max. 8.3 8.0
Subjects with no 11 (20%) 9 (17%)
reported symptoms
Change from Baseline n 51 52
Mean -0.36 -0.93
SD 1.495 2.105
Median 0.00 -0.85
Min. -4.0 -7.1
Max. 2.9 3.1

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Muscle/Joint Pain Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 11 Symptom Severity Score n 49 52
Mean 2.85 3.08
SD 2.532 2.593
Median 2.20 2.36
Min. 0.0 0.0
Max. 9.1 8.9
Subjects with no 8 (15%) 7 (13%)
reported symptoms
Change from Baseline n 49 52
Mean -0.25 -0.71
SD 1.573 2.168
Median 0.00 -0.81
Min. -3.9 -7.3
Max. 2.7 6.9

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Muscle/Joint Pain Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 12 Symptom Severity Score n 51 53
Mean 2.64 3.20
SD 2.643 2.599
Median 2.00 2.71
Min. 0.0 0.0
Max. 9.9 8.9
Subjects with no 11 (20%) 9 (17%)
reported symptoms
Change from Baseline n 51 53
Mean -0.38 -0.62
SD 1.553 2.208
Median 0.00 -0.67
Min. -3.7 -7.3
Max. 3.0 6.9

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Muscle/Joint Pain Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 13 Symptom Severity Score n 43 48
Mean 2.74 3.00
SD 2.655 2.557
Median 2.00 2.58
Min. 0.0 0.0
Max. 9.6 8.1
Subjects with no 8 (15%) 8 (15%)
reported symptoms
Change from Baseline n 43 48
Mean -0.56 -0.85
SD 1.679 2.270
Median -0.29 -0.83
Min. -3.9 -7.5
Max. 3.5 3.6

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Muscle/Joint Pain Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 14 Symptom Severity Score n 50 53
Mean 2.51 2.82
SD 2.621 2.510
Median 2.07 2.29
Min. 0.0 0.0
Max. 9.0 8.3
Subjects with no 13 (24%) 11 (20%)
reported symptoms
Change from Baseline n 50 53
Mean -0.56 -1.00
SD 1.597 2.176
Median -0.19 -0.83
Min. -3.8 -7.2
Max. 2.2 3.7

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Muscle/Joint Pain Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 15 Symptom Severity Score n 50 53
Mean 2.47 3.17
SD 2.601 2.516
Median 1.86 3.17
Min. 0.0 0.0
Max. 8.8 8.7
Subjects with no 13 (24%) 9 (17%)
reported symptoms
Change from Baseline n 50 53
Mean -0.59 -0.65
SD 1.690 2.033
Median -0.18 -0.80
Min. -5.0 -6.3
Max. 2.6 3.6

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Muscle/Joint Pain Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 16 Symptom Severity Score n 51 52
Mean 2.61 2.90
SD 2.632 2.402
Median 2.00 2.39
Min. 0.0 0.0
Max. 8.1 7.9
Subjects with no 14 (26%) 10 (19%)
reported symptoms
Change from Baseline n 51 52
Mean -0.41 -0.89
SD 1.701 1.976
Median 0.00 -0.67
Min. -5.3 -6.8
Max. 2.9 4.5

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Muscle/Joint Pain Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 17 Symptom Severity Score n 41 42
Mean 2.45 2.79
SD 2.788 2.426
Median 1.40 2.37
Min. 0.0 0.0
Max. 9.0 8.0
Subjects with no 11 (20%) 10 (19%)
reported symptoms
Change from Baseline n 41 42
Mean -0.51 -0.94
SD 1.657 1.767
Median 0.00 -0.70
Min. -4.6 -4.7
Max. 1.6 2.9

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Muscle/Joint Pain Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 18 Symptom Severity Score n 48 51
Mean 2.60 2.62
SD 2.505 2.346
Median 2.08 2.29
Min. 0.0 0.0
Max. 8.7 8.0
Subjects with no 12 (22%) 9 (17%)
reported symptoms
Change from Baseline n 48 51
Mean -0.48 -1.12
SD 1.603 2.034
Median 0.00 -0.80
Min. -3.8 -7.3
Max. 2.5 2.4

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Muscle/Joint Pain Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 19 Symptom Severity Score n 48 51
Mean 2.62 2.63
SD 2.665 2.514
Median 2.23 2.00
Min. 0.0 0.0
Max. 8.4 8.5
Subjects with no 11 (20%) 8 (15%)
reported symptoms
Change from Baseline n 48 51
Mean -0.45 -1.10
SD 1.643 2.285
Median 0.00 -1.00
Min. -4.0 -7.1
Max. 2.7 4.9

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Muscle/Joint Pain Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 20 Symptom Severity Score n 48 52
Mean 2.62 2.58
SD 2.580 2.489
Median 2.17 2.00
Min. 0.0 0.0
Max. 8.8 8.7
Subjects with no 11 (20%) 10 (19%)
reported symptoms
Change from Baseline n 48 52
Mean -0.46 -1.17
SD 1.453 2.083
Median -0.14 -0.86
Min. -3.7 -7.3
Max. 2.5 3.0

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Muscle/Joint Pain Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 21 Symptom Severity Score n 46 46
Mean 2.74 2.68
SD 2.757 2.386
Median 2.38 2.00
Min. 0.0 0.0
Max. 9.0 8.0
Subjects with no 11 (20%) 7 (13%)
reported symptoms
Change from Baseline n 46 46
Mean -0.32 -1.27
SD 1.572 2.067
Median 0.00 -1.17
Min. -4.1 -6.3
Max. 3.6 3.3

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Muscle/Joint Pain Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 22 Symptom Severity Score n 47 51
Mean 2.38 2.53
SD 2.473 2.280
Median 2.00 2.17
Min. 0.0 0.0
Max. 9.0 8.0
Subjects with no 13 (24%) 10 (19%)
reported symptoms
Change from Baseline n 47 51
Mean -0.60 -1.28
SD 1.564 1.958
Median 0.00 -1.37
Min. -4.6 -6.5
Max. 2.1 2.3

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Muscle/Joint Pain Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 23 Symptom Severity Score n 47 49
Mean 2.54 2.68
SD 2.664 2.623
Median 2.14 1.71
Min. 0.0 0.0
Max. 9.0 8.6
Subjects with no 12 (22%) 7 (13%)
reported symptoms
Change from Baseline n 47 49
Mean -0.60 -1.12
SD 1.710 2.245
Median 0.00 -1.17
Min. -5.6 -6.9
Max. 2.4 4.3

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Muscle/Joint Pain Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 24 Symptom Severity Score n 47 48
Mean 2.57 2.59
SD 2.572 2.401
Median 2.29 2.00
Min. 0.0 0.0
Max. 9.0 8.0
Subjects with no 14 (26%) 9 (17%)
reported symptoms
Change from Baseline n 47 48
Mean -0.46 -1.17
SD 1.846 2.244
Median 0.00 -1.14
Min. -5.6 -7.0
Max. 3.6 2.6

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.

497

Mepolizumab (Nucala) - HES Seite 148 von 1069



Dossier zur Nutzenbewertung - Modul 4 C Anhang 4-G

CONFIDENTIAL 2019N406842_00
200622
Protocol: 200622 Page 25 of 192
Population: Intent-to-Treat
Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Muscle/Joint Pain Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 25 Symptom Severity Score n 45 44
Mean 2.41 2.40
SD 2.422 2.280
Median 2.33 2.00
Min. 0.0 0.0
Max. 9.0 8.4
Subjects with no 12 (22%) 9 (17%)
reported symptoms
Change from Baseline n 45 44
Mean -0.58 -0.95
SD 1.903 2.050
Median 0.00 -0.92
Min. -5.3 -6.6
Max. 3.3 3.4

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Muscle/Joint Pain Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 26 Symptom Severity Score n 49 50
Mean 2.32 2.62
SD 2.593 2.417
Median 1.71 2.00
Min. 0.0 0.0
Max. 9.3 8.0
Subjects with no 15 (28%) 9 (17%)
reported symptoms
Change from Baseline n 49 50
Mean -0.82 -1.11
SD 1.724 2.230
Median -0.05 -1.00
Min. -5.3 =7.7
Max. 2.1 3.1

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Muscle/Joint Pain Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 27 Symptom Severity Score n 50 50
Mean 2.48 2.66
SD 2.641 2.434
Median 1.79 2.00
Min. 0.0 0.0
Max. 9.0 8.0
Subjects with no 15 (28%) 7 (13%)
reported symptoms
Change from Baseline n 50 50
Mean -0.60 -1.07
SD 1.737 2.320
Median 0.00 -0.93
Min. -5.0 -8.8
Max. 3.4 2.8

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Muscle/Joint Pain Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 28 Symptom Severity Score n 48 50
Mean 2.48 2.68
SD 2.632 2.306
Median 2.00 2.00
Min. 0.0 0.0
Max. 9.0 8.2
Subjects with no 14 (26%) 8 (15%)
reported symptoms
Change from Baseline n 48 50
Mean -0.51 -1.05
SD 1.755 2.171
Median 0.00 -0.86
Min. -4.6 -7.0
Max. 3.8 2.9

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Muscle/Joint Pain Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 29 Symptom Severity Score n 44 40
Mean 2.43 2.57
SD 2.451 2.363
Median 1.82 1.83
Min. 0.0 0.0
Max. 8.0 8.0
Subjects with no 12 (22%) 7 (13%)
reported symptoms
Change from Baseline n 44 40
Mean -0.46 -1.44
SD 1.877 2.423
Median 0.00 -1.07
Min. -4.7 -7.3
Max. 2.4 2.3

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Muscle/Joint Pain Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 30 Symptom Severity Score n 47 51
Mean 2.40 2.69
SD 2.573 2.327
Median 1.60 2.00
Min. 0.0 0.0
Max. 9.4 8.0
Subjects with no 12 (22%) 9 (17%)
reported symptoms
Change from Baseline n 47 51
Mean -0.58 -1.04
SD 1.718 2.179
Median 0.00 -1.00
Min. -4.9 -7.0
Max. 2.4 2.3

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Muscle/Joint Pain Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 31 Symptom Severity Score n 47 51
Mean 2.77 2.71
SD 2.729 2.364
Median 1.86 2.00
Min. 0.0 0.0
Max. 9.2 8.0
Subjects with no 12 (22%) 7 (13%)
reported symptoms
Change from Baseline n 47 51
Mean -0.37 -1.02
SD 1.777 2.378
Median 0.00 -0.71
Min. -4.6 -7.2
Max. 4.3 2.9

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Muscle/Joint Pain Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 32 Symptom Severity Score n 47 50
Mean 2.87 2.45
SD 2.910 2.276
Median 2.00 2.00
Min. 0.0 0.0
Max. 9.3 8.0
Subjects with no 12 (22%) 9 (17%)
reported symptoms
Change from Baseline n 47 50
Mean -0.15 -1.24
SD 1.730 2.216
Median 0.00 -0.96
Min. -4.0 -7.3
Max. 4.0 2.3

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Chills or Sweats Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Baseline Symptom Severity Score n 54 54
Mean 1.98 2.65
SD 2.371 2.820
Median 1.14 1.38
Min. 0.0 0.0
Max. 10.0 8.9
Subjects with no 15 (28%) 11 (20%)
reported symptoms
Week 1 Symptom Severity Score n 54 54
Mean 1.66 2.27
SD 2.237 2.529
Median 1.00 1.50
Min. 0.0 0.0
Max. 10.0 8.4
Subjects with no 19 (35%) 17 (31%)

reported symptoms

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Chills or Sweats Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 1 Change from Baseline n 54 54
Mean -0.32 -0.38
SD 0.816 1.527
Median -0.06 -0.21
Min. -2.8 -5.1
Max. 1.6 5.0
Week 2 Symptom Severity Score n 54 54
Mean 1.68 2.03
SD 2.185 2.473
Median 1.07 1.00
Min. 0.0 0.0
Max. 10.0 8.4
Subjects with no 20 (37%) 15 (28%)
reported symptoms
Change from Baseline n 54 54
Mean -0.29 -0.62
SD 0.930 1.735
Median 0.00 -0.13
Min. -2.8 -7.0
Max. 2.1 4.8

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.

507

Mepolizumab (Nucala) - HES Seite 158 von 1069



Dossier zur Nutzenbewertung - Modul 4 C Anhang 4-G

CONFIDENTIAL 2019N406842_00
200622
Protocol: 200622 Page 35 of 192
Population: Intent-to-Treat
Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Chills or Sweats Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 3 Symptom Severity Score n 54 54
Mean 1.65 2.04
SD 2.185 2.299
Median 1.00 1.00
Min. 0.0 0.0
Max. 10.0 8.8
Subjects with no 19 (35%) 15 (28%)
reported symptoms
Change from Baseline n 54 54
Mean -0.33 -0.61
SD 1.006 2.071
Median 0.00 -0.07
Min. -3.0 -7.0
Max. 1.6 4.5

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Chills or Sweats Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 4 Symptom Severity Score n 54 54
Mean 1.54 1.90
SD 2.227 2.188
Median 0.64 1.00
Min. 0.0 0.0
Max. 10.0 7.8
Subjects with no 21 (39%) 17 (31%)
reported symptoms
Change from Baseline n 54 54
Mean -0.44 -0.75
SD 1.018 1.902
Median 0.00 -0.14
Min. -3.3 -7.0
Max. 1.6 2.8

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Chills or Sweats Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 5 Symptom Severity Score n 47 50
Mean 1.66 1.93
SD 2.277 2.246
Median 0.71 0.92
Min. 0.0 0.0
Max. 10.0 7.6
Subjects with no 18 (33%) 15 (28%)
reported symptoms
Change from Baseline n 47 50
Mean -0.48 -0.87
SD 1.532 1.925
Median 0.00 -0.30
Min. -4.9 -7.0
Max. 3.4 2.8

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Chills or Sweats Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 6 Symptom Severity Score n 51 54
Mean 1.58 2.02
SD 2.163 2.288
Median 1.00 1.17
Min. 0.0 0.0
Max. 10.0 8.2
Subjects with no 19 (35%) 19 (35%)
reported symptoms
Change from Baseline n 51 54
Mean -0.39 -0.63
SD 1.433 2.109
Median 0.00 -0.15
Min. -3.7 -6.9
Max. 2.5 5.0

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Chills or Sweats Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 7 Symptom Severity Score n 52 54
Mean 1.56 1.94
SD 2.189 2.026
Median 0.50 1.29
Min. 0.0 0.0
Max. 10.0 6.9
Subjects with no 23 (43%) 15 (28%)
reported symptoms
Change from Baseline n 52 54
Mean -0.39 -0.71
SD 1.666 2.235
Median 0.00 -0.31
Min. -4.6 -6.9
Max. 3.3 4.7

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Chills or Sweats Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 8 Symptom Severity Score n 52 54
Mean 1.43 1.89
SD 2.091 2.055
Median 0.79 1.10
Min. 0.0 0.0
Max. 10.0 7.1
Subjects with no 21 (39%) 17 (31%)
reported symptoms
Change from Baseline n 52 54
Mean -0.52 -0.76
SD 1.721 2.202
Median 0.00 -0.29
Min. -5.7 -6.8
Max. 3.1 5.0

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Chills or Sweats Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 9 Symptom Severity Score n 47 50
Mean 1.41 1.55
SD 2.151 2.120
Median 0.17 0.64
Min. 0.0 0.0
Max. 10.0 7.2
Subjects with no 20 (37%) 18 (33%)
reported symptoms
Change from Baseline n 47 50
Mean -0.50 -0.91
SD 1.772 2.002
Median 0.00 -0.29
Min. -7.0 -6.7
Max. 1.9 2.1

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Chills or Sweats Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 10 Symptom Severity Score n 51 52
Mean 1.59 1.57
SD 2.187 2.012
Median 0.86 0.62
Min. 0.0 0.0
Max. 10.0 7.3
Subjects with no 16 (30%) 19 (35%)
reported symptoms
Change from Baseline n 51 52
Mean -0.40 -0.97
SD 1.817 2.030
Median 0.00 -0.29
Min. -5.9 -7.1
Max. 2.7 1.8

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Chills or Sweats Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 11 Symptom Severity Score n 49 52
Mean 1.57 1.63
SD 2.168 2.174
Median 0.86 0.46
Min. 0.0 0.0
Max. 10.0 7.8
Subjects with no 16 (30%) 19 (35%)
reported symptoms
Change from Baseline n 49 52
Mean -0.38 -0.93
SD 1.826 2.102
Median 0.00 -0.29
Min. -6.3 -7.1
Max. 4.0 3.2

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Chills or Sweats Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 12 Symptom Severity Score n 51 53
Mean 1.54 1.73
SD 2.147 2.121
Median 0.75 0.50
Min. 0.0 0.0
Max. 9.9 6.5
Subjects with no 17 (31%) 24 (44%)
reported symptoms
Change from Baseline n 51 53
Mean -0.35 -0.89
SD 1.733 2.188
Median 0.00 -0.29
Min. -6.3 -7.3
Max. 4.0 3.4

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Chills or Sweats Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 13 Symptom Severity Score n 43 48
Mean 1.60 1.71
SD 2.275 2.052
Median 1.00 0.92
Min. 0.0 0.0
Max. 9.8 6.0
Subjects with no 15 (28%) 19 (35%)
reported symptoms
Change from Baseline n 43 48
Mean -0.55 -0.96
SD 1.942 2.385
Median 0.00 -0.15
Min. -7.7 -7.5
Max. 4.1 3.6

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.

518

Mepolizumab (Nucala) - HES Seite 169 von 1069



Dossier zur Nutzenbewertung - Modul 4 C Anhang 4-G

CONFIDENTIAL 2019N406842_00
200622
Protocol: 200622 Page 46 of 192
Population: Intent-to-Treat
Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Chills or Sweats Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 14 Symptom Severity Score n 50 53
Mean 1.46 1.71
SD 2.048 2.084
Median 0.79 1.00
Min. 0.0 0.0
Max. 9.0 7.1
Subjects with no 16 (30%) 19 (35%)
reported symptoms
Change from Baseline n 50 53
Mean -0.46 -0.91
SD 1.918 2.244
Median 0.00 -0.20
Min. -7.0 =7.7
Max. 4.4 2.7

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Chills or Sweats Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 15 Symptom Severity Score n 50 53
Mean 1.57 1.72
SD 2.087 2.168
Median 1.00 1.00
Min. 0.0 0.0
Max. 8.8 7.2
Subjects with no 21 (39%) 22 (41%)
reported symptoms
Change from Baseline n 50 53
Mean -0.34 -0.90
SD 1.812 2.266
Median 0.00 -0.29
Min. -5.4 -7.0
Max. 3.9 4.0

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between visits.

gﬁDScale 0 = None to 10 = As bad as you can imagine.
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Table 2.38

Summary of HES Symptom Severity Score (HES-DS) by Symptom

Symptom: Worst Level of Chills or Sweats Summary

Mepolizumab
Analysis Placebo 300mg SC
Time Point Endpoint (N=54) (N=54)
Week 16 Symptom Severity Score n 51 52
Mean 1.46 1.49
SD 2.033 1.925
Median 0.57 0.44
Min. 0.0 0.0
Max. 8.6 6.5
Subjects with no 22 (41%) 23 (43%)
reported symptoms
Change from Baseline n 51 52
Mean -0.42 -1.08
SD 1.945 2.238
Median 0.00 -0.29
Min. -7.1 -7.0
Max. 4.3 2.4

Note:

1. The mean of the available assessments on the 7 days up to and including the date of each
study visit is used as the value for that visit. For time points between visits i.e week 1, 2,
3, 5, 6, 7, 9, 10, 11, 13, 14, 15, 17, 18, 19, 21, 22, 23, 25, 26, 27, 29, 30, 31, the number
of available assessments depends on the elapsed time between