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Vertex Pharmaceuticals Incorporated Page 1 of 8
VX21-445-124 Ages 6 years and older German Reimbursement Dossier
Figure 2.1.9.3
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24
Full Analysis Set

Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Respiration
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- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. Covariance
structure=Unstructured, DF=Kenward-Roger.
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Vertex Pharmaceuticals Incorporated Page 2 of 8
VX21-445-124 Ages 6 years and older German Reimbursement Dossier
Figure 2.1.9.3
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24
Full Analysis Set

Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Body
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- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV:;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. Covariance
structure=Unstructured, DF=Kenward-Roger.
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Vertex Pharmaceuticals Incorporated Page 3 of 8
VX21-445-124 Ages 6 years and older German Reimbursement Dossier
Figure 2.1.9.3
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24
Full Analysis Set

Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Digestion
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- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. Covariance
structure=Unstructured, DF=Kenward-Roger.
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Vertex Pharmaceuticals Incorporated Page 4 of 8
VX21-445-124 Ages 6 years and older German Reimbursement Dossier
Figure 2.1.9.3
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24
Full Analysis Set

Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Eat
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- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. Covariance
structure=Unstructured, DF=Kenward-Roger.
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Vertex Pharmaceuticals Incorporated Page 5 of 8
VX21-445-124 Ages 6 years and older German Reimbursement Dossier
Figure 2.1.9.3
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24
Full Analysis Set

Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Emotion
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- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. Covariance
structure=Unstructured, DF=Kenward-Roger.
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Vertex Pharmaceuticals Incorporated Page 6 of 8
VX21-445-124 Ages 6 years and older German Reimbursement Dossier
Figure 2.1.9.3
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24
Full Analysis Set

Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Physical
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- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. Covariance
structure=Unstructured, DF=Kenward-Roger.
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Vertex Pharmaceuticals Incorporated Page 7 of 8
VX21-445-124 Ages 6 years and older German Reimbursement Dossier
Figure 2.1.9.3
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24
Full Analysis Set

Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Social
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- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. Covariance
structure=Unstructured, DF=Kenward-Roger.
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Vertex Pharmaceuticals Incorporated Page 8 of 8
VX21-445-124 Ages 6 years and older German Reimbursement Dossier
Figure 2.1.9.3
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24
Full Analysis Set

Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Treatment Burden
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- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. Covariance
structure=Unstructured, DF=Kenward-Roger.
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Vertex Pharmaceuticals Incorporated Page 1 of 4
VX21-445-124 Ages 6 years and older German Reimbursement Dossier
Figure 2.1.9.6
Plot of Absolute Change from Baseline in CFQ-R Domain Score (Adolescents and Adults Version) at Each Visit up to Week 24
Full Analysis Set

Domain: Health Perceptions

LS mean with SE (Absolute Change in CFQ-R
Health Perceptions Domain Score)

Baseline Week 4 Week 8 Week 16 Week 24
Visit
Number of patients at each visit:
Placebo 92 91 92 92 92
ELX/TEZ/IVA 173 171 172 168 166

[0 Placebo —A— ELX/TEZ/IVA]

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV: and mutation group
(contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. Covariance structure=Unstructured, DF=Kenward-Roger.
Program: GMA\VX445\germandossier\445-124\figures\f-gs-abs-cfqr-aa-24wks.sas Creation: 29FEB2024 13:57
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Figure 2.1.9.6
Plot of Absolute Change from Baseline in CFQ-R Domain Score (Adolescents and Adults Version) at Each Visit up to Week 24
Full Analysis Set

Domain: Role
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T T T T T
Baseline Week 4 Week 8 Week 16 Week 24
Visit
Number of patients at each visit:

Placebo 91 89 89 91 91
ELX/TEZ/IVA 170 168 169 164 163

[0 Placebo —A— ELX/TEZ/IVA]

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV: and mutation group
(contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. Covariance structure=Unstructured, DF=Kenward-Roger.
Program: GMA\VX445\germandossier\445-124\figures\f-gs-abs-cfqr-aa-24wks.sas Creation: 29FEB2024 13:57
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Figure 2.1.9.6
Plot of Absolute Change from Baseline in CFQ-R Domain Score (Adolescents and Adults Version) at Each Visit up to Week 24
Full Analysis Set

Domain: Vitality
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- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV: and mutation group
(contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. Covariance structure=Unstructured, DF=Kenward-Roger.
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Plot of Absolute Change from Baseline in CFQ-R Domain Score

Figure 2.1.9.6

Full Analysis Set

Domain: Weight

(Adolescents and Adults Version)
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- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV: and mutation group
(contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. Covariance structure=Unstructured, DF=Kenward-Roger.
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Vertex Pharmaceuticals Incorporated Page 1 of 11
VX21-445-124 Ages 6 years and older German Reimbursement Dossier
Figure 2.1.12.3
Plot of Absolute Change from Baseline in CFQ-R Domain Score (Parents/Caregivers Version) at Each Visit up to Week 24
Full Analysis Set

Domain: Respiration
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T T T T T
Baseline Week 4 Week 8 Week 16 Week 24
Visit
Number of patients at each visit:

Placebo 10 10 10 10 10
ELX/TEZ/IVA 29 28 29 28 28

[0 Placebo —A— ELX/TEZ/IVA]

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects, and baseline ppFEV: and mutation group
(contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. Covariance structure=Unstructured, DF=Kenward-Roger.
Program: GMA\VX445\germandossier\445-124\figures\f-gs-abs-cfqr-pa-24wks.sas Creation: 29FEB2024 13:58
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Vertex Pharmaceuticals Incorporated Page 2 of 11
VX21-445-124 Ages 6 years and older German Reimbursement Dossier
Figure 2.1.12.3
Plot of Absolute Change from Baseline in CFQ-R Domain Score (Parents/Caregivers Version) at Each Visit up to Week 24
Full Analysis Set

Domain: Body
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Number of patients at each visit:

Placebo 10 10 10 10 10
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- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects, and baseline ppFEV: and mutation group
(contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. Covariance structure=Unstructured, DF=Kenward-Roger.
Program: GMA\VX445\germandossier\445-124\figures\f-gs-abs-cfqr-pa-24wks.sas Creation: 29FEB2024 13:58
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Figure 2.1.12.3
Plot of Absolute Change from Baseline in CFQ-R Domain Score (Parents/Caregivers Version) at Each Visit up to Week 24
Full Analysis Set

Domain: Digestion
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- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects, and baseline ppFEV: and mutation group
(contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. Covariance structure=Unstructured, DF=Kenward-Roger.
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Figure 2.1.12.3
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Plot of Absolute Change from Baseline in CFQ-R Domain Score (Parents/Caregivers Version) at Each Visit up to Week 24
Full Analysis Set
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- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.
- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects, and baseline ppFEV: and mutation group
(contains 2 1 RF-1like mutation versus does not contain an RF-like mutation) as covariates. Covariance structure=Unstructured, DF=Kenward-Roger.
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Figure 2.1.12.3
Plot of Absolute Change from Baseline in CFQ-R Domain Score (Parents/Caregivers Version) at Each Visit up to Week 24
Full Analysis Set

Domain: Emotion
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- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects, and baseline ppFEV: and mutation group
(contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. Covariance structure=Unstructured, DF=Kenward-Roger.
Program: GMA\VX445\germandossier\445-124\figures\f-gs-abs-cfqr-pa-24wks.sas Creation: 29FEB2024 13:58

Ivacaftor/Tezacaftor/Elexacaftor (Kaftrio®) Seite 19 von 1577



Dossier zur Nutzenbewertung — Modul 4A Stand: 02.05.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen
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Figure 2.1.12.3
Plot of Absolute Change from Baseline in CFQ-R Domain Score (Parents/Caregivers Version) at Each Visit up to Week 24
Full Analysis Set

Domain: Health Perceptions
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- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects, and baseline ppFEV: and mutation group
(contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. Covariance structure=Unstructured, DF=Kenward-Roger.
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Figure 2.1.12.3
Plot of Absolute Change from Baseline in CFQ-R Domain Score (Parents/Caregivers Version) at Each Visit up to Week 24
Full Analysis Set

Domain: Physical
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Number of patients at each visit:
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- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects, and baseline ppFEV: and mutation group
(contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. Covariance structure=Unstructured, DF=Kenward-Roger.
Program: GMA\VX445\germandossier\445-124\figures\f-gs-abs-cfqr-pa-24wks.sas Creation: 29FEB2024 13:58

Ivacaftor/Tezacaftor/Elexacaftor (Kaftrio®) Seite 21 von 1577



Dossier zur Nutzenbewertung — Modul 4A Stand: 02.05.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Vertex Pharmaceuticals Incorporated Page 8 of 11
VX21-445-124 Ages 6 years and older German Reimbursement Dossier
Figure 2.1.12.3
Plot of Absolute Change from Baseline in CFQ-R Domain Score (Parents/Caregivers Version) at Each Visit up to Week 24
Full Analysis Set

Domain: School
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- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects, and baseline ppFEV: and mutation group
(contains 2 1 RF-1like mutation versus does not contain an RF-like mutation) as covariates. Covariance structure=Unstructured, DF=Kenward-Roger.
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Figure 2.1.12.3
Plot of Absolute Change from Baseline in CFQ-R Domain Score (Parents/Caregivers Version) at Each Visit up to Week 24
Full Analysis Set

Domain: Treatment Burden
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- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects, and baseline ppFEV: and mutation group
(contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. Covariance structure=Unstructured, DF=Kenward-Roger.
Program: GMA\VX445\germandossier\445-124\figures\f-gs-abs-cfqr-pa-24wks.sas Creation: 29FEB2024 13:58
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Figure 2.1.12.3
Plot of Absolute Change from Baseline in CFQ-R Domain Score (Parents/Caregivers Version) at Each Visit up to Week 24
Full Analysis Set

Domain: Vitality
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- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects, and baseline ppFEV: and mutation group
(contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. Covariance structure=Unstructured, DF=Kenward-Roger.
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Figure 2.1.12.3
Plot of Absolute Change from Baseline in CFQ-R Domain Score (Parents/Caregivers Version) at Each Visit up to Week 24
Full Analysis Set

Domain: Weight
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- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects, and baseline ppFEV: and mutation group
(contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. Covariance structure=Unstructured, DF=Kenward-Roger.
Program: GMA\VX445\germandossier\445-124\figures\f-gs-abs-cfqr-pa-24wks.sas Creation: 29FEB2024 13:58
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Dossier zur Nutzenbewertung — Modul 4A

Stand: 02.05.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Vertex Pharmaceuticals Incorporated
VX21-445-124 Ages 6 years and older German Reimbursement Dossier
Figure 2.1.16.2

Kaplan-Meier Plot for Time-to-First Pulmonary Exacerbation through Week 24

Full Analysis Set
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Number of patients at risk Study Time (Week)
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- The Hazard ratio estimates, 95% confidence intervals, p-value from COX regression model are determined by comparing ELX/TEZ/IVA with Placebo
with adjustment for treatment, baseline ppFEV:, age group at screening (<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation

versus does not contain an RF-like mutation).

- Log rank p-value is calculated by comparing ELX/TEZ/IVA with Placebo using a log-rank test.
Program: GMA\VX445\germandossier\445-124\figures\f-ce-pe-km-24wks.sas
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Dossier zur Nutzenbewertung — Modul 4A

Stand: 02.05.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Vertex Pharmaceuticals Incorporated
VX21-445-124 Ages 6 years and older German Reimbursement Dossier
Figure 2.1.17.2

Kaplan-Meier Plot for Time-to-First Pulmonary Exacerbation Requiring Hospitalization through Week 24

Full Analysis Set
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- The Hazard ratio estimates, 95% confidence intervals, p-value from COX regression model are determined by comparing ELX/TEZ/IVA with Placebo
with adjustment for treatment, baseline ppFEV:, age group at screening (<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation

versus does not contain an RF-like mutation).

- Log rank p-value is calculated by comparing ELX/TEZ/IVA with Placebo using a log-rank test.
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Dossier zur Nutzenbewertung — Modul 4A

Stand: 02.05.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Vertex Pharmaceuticals Incorporated
VX21-445-124 Ages 6 years and older German Reimbursement Dossier
Figure 2.1.18.2
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Kaplan-Meier Plot for Time-to-First Pulmonary Exacerbation Requiring IV Antibiotics through Week 24

Full Analysis Set
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- The Hazard ratio estimates, 95% confidence intervals, p-value from COX regression model are determined by comparing ELX/TEZ/IVA with Placebo
with adjustment for treatment, baseline ppFEV:, age group at screening (<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation

versus does not contain an RF-like mutation).

- Log rank p-value is calculated by comparing ELX/TEZ/IVA with Placebo using a log-rank test.
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Dossier zur Nutzenbewertung — Modul 4A

Stand: 02.05.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Vertex Pharmaceuticals Incorporated

VX21-445-124 Ages 6 years and older German Reimbursement Dossier

Version: Pooled 'Children Ages 6 to 11' Version,

Subgroup:

20
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Page 1 of 64

Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set

'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version

Domain: Respiration
Percent predicted FEV; at Baseline <70%

T T
Baseline Week 4

LS mean with SE (Absolute Change in CFQ-R
Respration Domain Score)

Number of patients at each visit:

Placebo 52 51
ELX/TEZ/IVA 103 102

T
Week 16 Week 24

Visit
52 52
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,

DF=Kenward-Roger.
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Dossier zur Nutzenbewertung — Modul 4A Stand: 02.05.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Vertex Pharmaceuticals Incorporated Page 2 of 64
VX21-445-124 Ages 6 years and older German Reimbursement Dossier
Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Respiration
Subgroup: Percent predicted FEV; at Baseline 270%
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LS mean with SE (Absolute Change in CFQ-R
Respration Domain Score)
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.

Program: GMA\VX445\germandossier\445-124\figures\f-gs-abs-cfqr-su-24wks-sub.sas Creation: 29FEB2024 13:59
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Dossier zur Nutzenbewertung — Modul 4A Stand: 02.05.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Vertex Pharmaceuticals Incorporated Page 3 of 64
VX21-445-124 Ages 6 years and older German Reimbursement Dossier
Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Respiration
Subgroup: Age at screening <18 years
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Number of patients at each visit:
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.

Program: GMA\VX445\germandossier\445-124\figures\f-gs-abs-cfqr-su-24wks-sub.sas Creation: 29FEB2024 13:59
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Dossier zur Nutzenbewertung — Modul 4A Stand: 02.05.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Vertex Pharmaceuticals Incorporated Page 4 of 64
VX21-445-124 Ages 6 years and older German Reimbursement Dossier
Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Respiration
Subgroup: Age at screening 218 years
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Number of patients at each visit:
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.

Program: GMA\VX445\germandossier\445-124\figures\f-gs-abs-cfqr-su-24wks-sub.sas Creation: 29FEB2024 13:59
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Respiration
Subgroup: Sex = Male
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.

Program: GMA\VX445\germandossier\445-124\figures\f-gs-abs-cfqr-su-24wks-sub.sas Creation: 29FEB2024 13:59
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Respiration
Subgroup: Sex = Female
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.

Program: GMA\VX445\germandossier\445-124\figures\f-gs-abs-cfqr-su-24wks-sub.sas Creation: 29FEB2024 13:59
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Vertex Pharmaceuticals Incorporated Page 7 of 64
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Respiration
Subgroup: Region = North America
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV:;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.

Program: GMA\VX445\germandossier\445-124\figures\f-gs-abs-cfqr-su-24wks-sub.sas Creation: 29FEB2024 13:59
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Respiration
Subgroup: Region = Europe
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Body
Subgroup: Percent predicted FEV; at Baseline <70%
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Body
Subgroup: Percent predicted FEV; at Baseline 270%
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Body
Subgroup: Age at screening <18 years
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Body
Subgroup: Age at screening 218 years
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.

Program: GMA\VX445\germandossier\445-124\figures\f-gs-abs-cfqr-su-24wks-sub.sas Creation: 29FEB2024 13:59

Ivacaftor/Tezacaftor/Elexacaftor (Kaftrio®) Seite 40 von 1577



Dossier zur Nutzenbewertung — Modul 4A Stand: 02.05.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Vertex Pharmaceuticals Incorporated Page 13 of 64
VX21-445-124 Ages 6 years and older German Reimbursement Dossier
Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Body
Subgroup: Sex = Male
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Body
Subgroup: Sex = Female
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Body
Subgroup: Region = North America
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Body
Subgroup: Region = Europe
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,

DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Digestion
Subgroup: Percent predicted FEV; at Baseline 270%
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Digestion
Subgroup: Age at screening <18 years
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Digestion
Subgroup: Age at screening 218 years
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Digestion
Subgroup: Sex = Male
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Digestion
Subgroup: Sex = Female
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Digestion
Subgroup: Region = North America
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Digestion
Subgroup: Region = Europe
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Eat
Subgroup: Percent predicted FEV; at Baseline <70%
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Eat
Subgroup: Percent predicted FEV; at Baseline 270%
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Eat
Subgroup: Age at screening <18 years
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Eat
Subgroup: Age at screening 218 years
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Eat
Subgroup: Sex = Male
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Eat
Subgroup: Sex = Female
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Eat
Subgroup: Region = North America
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Eat
Subgroup: Region = Europe
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Emotion
Subgroup: Percent predicted FEV; at Baseline <70%
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Emotion
Subgroup: Percent predicted FEV; at Baseline 270%
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Emotion
Subgroup: Age at screening <18 years
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Emotion
Subgroup: Age at screening 218 years
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Emotion
Subgroup: Sex = Male
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Emotion
Subgroup: Sex = Female
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Emotion
Subgroup: Region = North America
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Emotion
Subgroup: Region = Europe
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Physical
Subgroup: Percent predicted FEV; at Baseline <70%
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV:;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Physical
Subgroup: Percent predicted FEV; at Baseline 270%
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Physical
Subgroup: Age at screening <18 years
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Physical
Subgroup: Age at screening 218 years
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Physical
Subgroup: Sex = Male
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Physical
Subgroup: Sex = Female
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Physical
Subgroup: Region = North America
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Physical
Subgroup: Region = Europe
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Social
Subgroup: Percent predicted FEV; at Baseline <70%
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV:;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Social
Subgroup: Percent predicted FEV; at Baseline 270%
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Social
Subgroup: Age at screening <18 years
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Social
Subgroup: Age at screening 218 years
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Social
Subgroup: Sex = Male
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Social
Subgroup: Sex = Female
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Social
Subgroup: Region = North America
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Social
Subgroup: Region = Europe
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Treatment Burden
Subgroup: Percent predicted FEV; at Baseline <70%
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Treatment Burden
Subgroup: Percent predicted FEV; at Baseline 270%
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Treatment Burden
Subgroup: Age at screening <18 years
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Treatment Burden
Subgroup: Age at screening 218 years
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.

Program: GMA\VX445\germandossier\445-124\figures\f-gs-abs-cfqr-su-24wks-sub.sas Creation: 29FEB2024 13:59

Ivacaftor/Tezacaftor/Elexacaftor (Kaftrio®) Seite 88 von 1577



Dossier zur Nutzenbewertung — Modul 4A Stand: 02.05.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Vertex Pharmaceuticals Incorporated Page 61 of 64
VX21-445-124 Ages 6 years and older German Reimbursement Dossier
Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Treatment Burden

Subgroup: Sex = Male
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.

Program: GMA\VX445\germandossier\445-124\figures\f-gs-abs-cfqr-su-24wks-sub.sas Creation: 29FEB2024 13:59

Ivacaftor/Tezacaftor/Elexacaftor (Kaftrio®) Seite 89 von 1577



Dossier zur Nutzenbewertung — Modul 4A Stand: 02.05.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Vertex Pharmaceuticals Incorporated Page 62 of 64
VX21-445-124 Ages 6 years and older German Reimbursement Dossier
Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Treatment Burden
Subgroup: Sex = Female
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Treatment Burden
Subgroup: Region = North America
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.

Program: GMA\VX445\germandossier\445-124\figures\f-gs-abs-cfqr-su-24wks-sub.sas Creation: 29FEB2024 13:59

Ivacaftor/Tezacaftor/Elexacaftor (Kaftrio®) Seite 91 von 1577



Dossier zur Nutzenbewertung — Modul 4A Stand: 02.05.2025

Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Vertex Pharmaceuticals Incorporated Page 64 of 64
VX21-445-124 Ages 6 years and older German Reimbursement Dossier
Figure 2.2.9.4
Plot of Absolute Change from Baseline in CFQ-R Domain Score at Each Visit up to Week 24 by Subgroups
Full Analysis Set
Version: Pooled 'Children Ages 6 to 11' Version, 'Children Ages 12 and 13' Version, and 'Adolescents and Adults' Version
Domain: Treatment Burden

Subgroup: Region = Europe
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV;, age at screening
(<18 vs 218 years), and mutation group (contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. For "Age
at screening" subgroup factor, age at screening (<18 vs 218 years) covariate is removed from MMRM. Covariance structure=Unstructured,
DF=Kenward-Roger.
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Figure 2.2.9.8
Plot of Absolute Change from Baseline in CFQ-R Domain Score (Adolescents and Adults Version) at Each Visit up to Week 24 by Subgroups
Full Analysis Set

Domain: Health Perceptions
Subgroup: Percent predicted FEV; at Baseline <70%
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- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV: and mutation group
(contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. Covariance structure=Unstructured, DF=Kenward-Roger.
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Plot of Absolute Change from Baseline in CFQ-R Domain Score

Figure 2.2.9.8
(Adolescents and Adults Version)

Full Analysis Set

Domain

Subgroup: Percent

: Health Perceptions
predicted FEV; at Baseline 270%

at Each Visit up to Week 24

Page 2 of 32

by Subgroups

10

54 1

-10

LS mean with SE (Absolute Change in CFQ-R
Health Perceptions Domain Score)

Baseline Week 4

Number of patients at each visit:
43 42
73 71

Placebo
ELX/TEZ/IVA

Week 8

43
72

Week 16 Week 24
Visit

43
70

43
70

o

- Placebo —&— ELX/TEZ/IVA |

- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup

(per factor), and 2) for dichotomous endpoints,

at least 10 subjects with events occurred in at least one of subgroups

(per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.
and treatment*visit as fixed effects and baseline ppFEV: and mutation group
(contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. Covariance structure=Unstructured, DF=Kenward-Roger.

- LS mean estimates are from MMRM model with treatment, visit,
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Figure 2.2.9.8
Plot of Absolute Change from Baseline in CFQ-R Domain Score (Adolescents and Adults Version)
Full Analysis Set

Domain: Health Perceptions
Subgroup: Age at screening <18 years

Page 3 of 32

at Each Visit up to Week 24 by Subgroups

20

10

LS mean with SE (Absolute Change in CFQ-R
Health Perceptions Domain Score)

Baseline Week 4 Week 8 Week 16
Visit
Number of patients at each visit:

Placebo 10 10 10 10
ELX/TEZ/IVA 13 13 13 12

[0 Placebo —&— ELX/TEZ/IVA |

Week 24

- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV: and mutation group
(contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. Covariance structure=Unstructured, DF=Kenward-Roger.
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Figure 2.2.9.8
Plot of Absolute Change from Baseline in CFQ-R Domain Score (Adolescents and Adults Version) at Each Visit up to Week 24 by Subgroups
Full Analysis Set

Domain: Health Perceptions
Subgroup: Age at screening 218 years

15

10

-10

LS mean with SE (Absolute Change in CFQ-R
Health Perceptions Domain Score)

Baseline Week 4 Week 8 Week 16 Week 24
Visit
Number of patients at each visit:

Placebo 82 81 82 82 82
ELX/TEZ/IVA 160 158 159 156 154

[0 Placebo —&— ELX/TEZ/IVA |

- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV: and mutation group
(contains 2 1 RF-1like mutation versus does not contain an RF-like mutation) as covariates. Covariance structure=Unstructured, DF=Kenward-Roger.
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Figure 2.2.9.8
Plot of Absolute Change from Baseline in CFQ-R Domain Score (Adolescents and Adults Version) at Each Visit up to Week 24 by Subgroups
Full Analysis Set

Domain: Health Perceptions
Subgroup: Sex = Male

10

-10

LS mean with SE (Absolute Change in CFQ-R
Health Perceptions Domain Score)

Baseline Week 4 Week 8 Week 16 Week 24
Visit
Number of patients at each visit:

Placebo 45 45 45 45 45
ELX/TEZ/IVA 75 75 75 74 72

[0 Placebo —&— ELX/TEZ/IVA |

- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV: and mutation group
(contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. Covariance structure=Unstructured, DF=Kenward-Roger.
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Figure 2.2.9.8
Plot of Absolute Change from Baseline in CFQ-R Domain Score (Adolescents and Adults Version) at Each Visit up to Week 24 by Subgroups
Full Analysis Set

Domain: Health Perceptions
Subgroup: Sex = Female

20

1
i )

10

-10

LS mean with SE (Absolute Change in CFQ-R
Health Perceptions Domain Score)

Baseline Week 4 Week 8 Week 16 Week 24
Visit
Number of patients at each visit:

Placebo 47 46 47 47 47
ELX/TEZ/IVA 98 96 97 94 94

[0 Placebo —&— ELX/TEZ/IVA |

- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV: and mutation group
(contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. Covariance structure=Unstructured, DF=Kenward-Roger.
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Figure 2.2.9.8
Plot of Absolute Change from Baseline in CFQ-R Domain Score (Adolescents and Adults Version) at Each Visit up to Week 24 by Subgroups
Full Analysis Set

Domain: Health Perceptions
Subgroup: Region = North America

- Subgroup Criteria: subgroup analyses are performed only when the following conditions are fulfilled 1) at least 10 subjects in each subgroup
(per factor), and 2) for dichotomous endpoints, at least 10 subjects with events occurred in at least one of subgroups (per factor).

- Baseline is defined as the most recent non-missing measurement before the first dose of study drug in the Treatment Period.

- LS mean estimates are from MMRM model with treatment, visit, and treatment*visit as fixed effects and baseline ppFEV: and mutation group
(contains 2 1 RF-like mutation versus does not contain an RF-like mutation) as covariates. Covariance structure=Unstructured, DF=Kenward-Roger.
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