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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.11a Statistical Analysis of Severe Asthma Exacerbations
including Age Group - Interaction Test
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI p-value
HS HS + Tiotropium for
(N=571) (N=287) Effects
Number of Patients Included in Model 571 287
Effect
Treatment 0.313
Country 0.004*~*
Number of Asthma Exacerbations in Previous Year (1, >1) <0.001***
Age Group 0.925
Age Group Treatment Interaction 0.834
Produced: 17 December 2020 Page 1 of 1
Source: Listing Not Applicable
Notes: [1l] Analysis is based on a negative binomial model including treatment, country, number of asthma exacerbations in the

previous year (1 or >1) as fixed effects, and log-time on study as an offset
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A
Table 19.2.11b Statistical Analysis of Severe Asthma Exacerbations

including Gender - Interaction Test

(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI p-value

HS HS + Tiotropium for
(N=571) (N=287) Effects

Number of Patients Included in Model 571 287

Effect

Treatment 0.223

Country 0.003*%*

Number of Asthma Exacerbations in Previous Year (1, >1) <0.001***

Gender 0.304

Gender Treatment Interaction 0.846

Produced: 17 December 2020 Page 1 of 1

Source: Listing Not Applicable

Notes: [1l] Analysis is based on a negative binomial model including treatment, country, number of asthma exacerbations in the

previous year (1 or >1) as fixed effects, and log-time on study as an offset
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A
Table 19.2.11c Statistical Analysis of Severe Asthma Exacerbations

including Bmi - Interaction Test

(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI p-value

HS HS + Tiotropium for
(N=571) (N=287) Effects

Number of Patients Included in Model 571 287

Effect

Treatment 0.366

Country 0.004*x*

Number of Asthma Exacerbations in Previous Year (1, >1) <0.001***

Bmi 0.247

Bmi Treatment Interaction 0.338

Produced: 17 December 2020 Page 1 of 1

Source: Listing Not Applicable

Notes: [1l] Analysis is based on a negative binomial model including treatment, country, number of asthma exacerbations in the

previous year (1 or >1) as fixed effects, and log-time on study as an offset
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A
Table 19.2.11d Statistical Analysis of Severe Asthma Exacerbations

including Smoking Status - Interaction Test

(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI p-value

HS HS + Tiotropium for
(N=571) (N=287) Effects

Number of Patients Included in Model 571 287

Effect

Treatment 0.726

Country 0.007*x*

Number of Asthma Exacerbations in Previous Year (1, >1) <0.001***

Smoking Status 0.004*~*

Smoking Status Treatment Interaction 0.015%*

Produced: 17 December 2020 Page 1 of 1

Source: Listing Not Applicable

Notes: [1l] Analysis is based on a negative binomial model including treatment, country, number of asthma exacerbations in the

previous year (1 or >1) as fixed effects, and log-time on study as an offset
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.11e Statistical Analysis of Severe Asthma Exacerbations
including Number of exacerbations in the previous year - Interaction Test
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI p-value
HS HS + Tiotropium for
(N=571) (N=287) Effects
Number of Patients Included in Model 571 287
Effect
Treatment 0.294
Country 0.003*%*
Number of exacerbations in the previous year <0.001**x*
Number of exacerbations in the previous year Treatment Interaction 0.783
Produced: 17 December 2020 Page 1 of 1
Source: Listing Not Applicable
Notes: [1l] Analysis is based on a negative binomial model including treatment, country as fixed effects,

and log-time on study as an offset
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A
Table 19.2.11f Statistical Analysis of Severe Asthma Exacerbations

including Degree of reversibility at screening - Interaction Test

(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI p-value

HS HS + Tiotropium for
(N=571) (N=287) Effects

Number of Patients Included in Model 571 287

Effect

Treatment 0.261

Country 0.003*%*

Number of Asthma Exacerbations in Previous Year (1, >1) <0.001***

Degree of reversibility at screening 0.115

Degree of reversibility at screening Treatment Interaction 0.806

Produced: 17 December 2020 Page 1 of 1

Source: Listing Not Applicable

Notes: [1l] Analysis is based on a negative binomial model including treatment, country, number of asthma exacerbations in the

previous year (1 or >1) as fixed effects, and log-time on study as an offset
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A
Table 19.2.11g Statistical Analysis of Severe Asthma Exacerbations

including Use of spacer - Interaction Test

(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI p-value

HS HS + Tiotropium for
(N=571) (N=287) Effects

Number of Patients Included in Model 571 287

Effect

Treatment 0.231

Country 0.004*x*

Number of Asthma Exacerbations in Previous Year (1, >1) <0.001***

Use of spacer 0.825

Use of spacer Treatment Interaction 0.791

Produced: 17 December 2020 Page 1 of 1

Source: Listing Not Applicable

Notes: [1l] Analysis is based on a negative binomial model including treatment, country, number of asthma exacerbations in the

previous year (1 or >1) as fixed effects, and log-time on study as an offset
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A
Table 19.2.11h Statistical Analysis of Severe Asthma Exacerbations

including Relevant concomitant cardiovascular disease - Interaction Test
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI p-value

HS HS + Tiotropium for
(N=571) (N=287) Effects

Number of Patients Included in Model 571 287

Effect

Treatment 0.257

Country 0.003*%*

Number of Asthma Exacerbations in Previous Year (1, >1) <0.001***

Relevant concomitant cardiovascular disease 0.058

Relevant concomitant cardiovascular disease Treatment Interaction 0.775

Produced: 17 December 2020 Page 1 of 1

Source: Listing Not Applicable

Notes: [1l] Analysis is based on a negative binomial model including treatment, country, number of asthma exacerbations in the

previous year (1 or >1) as fixed effects, and log-time on study as an offset
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A
Table 19.2.111 Statistical Analysis of Severe Asthma Exacerbations

including Region - Interaction Test

(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI p-value

HS HS + Tiotropium for
(N=571) (N=287) Effects

Number of Patients Included in Model 571 287

Effect

Treatment 0.249

Number of Asthma Exacerbations in Previous Year (1, >1) <0.001***

Region 0.493

Region Treatment Interaction 0.782

Produced: 17 December 2020 Page 1 of 1

Source: Listing Not Applicable

Notes: [1] Analysis is based on a negative binomial model including treatment, number of asthma exacerbations in the

previous year (1 or >1) as fixed effects, and log-time on study as an offset
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.14a Time to First Severe Asthma Exacerbations including Age Group -
Cox Proportional Hazards Analysis Interaction Test
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI p-value

HS HS + Tiotropium for
Stratum (N=571) (N=287) Effects
Number of Patients Included in Model 571 287
Number of Censored Patients 452 240
Effect
Treatment 0.340
Country <0.001***
Number of Asthma Exacerbations in Previous Year <0.001***
Age Group 0.837
Age Group Treatment Interaction 0.696
Produced: 17 December 2020 Page 1 of 1
Source: Listing Not Applicable
Notes: [1] Analysis is based on a Cox proportional hazards model including treatment, country, number of asthma
exacerbations

in the previous year as factors
[2] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.14b Time to First Severe Asthma Exacerbations including Gender -
Cox Proportional Hazards Analysis Interaction Test
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI p-value
HS HS + Tiotropium for

Stratum (N=571) (N=287) Effects
Number of Patients Included in Model 571 287
Number of Censored Patients 452 240
Effect
Treatment 0.126
Country <0.001***
Number of Asthma Exacerbations in Previous Year <0.001***
Gender 0.178
Gender Treatment Interaction 0.382
Produced: 17 December 2020 Page 1 of 1
Source: Listing Not Applicable
Notes: [1] Analysis is based on a Cox proportional hazards model including treatment, country, number of asthma
exacerbations

in the previous year as factors
[2] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.14c Time to First Severe Asthma Exacerbations including Bmi -
Cox Proportional Hazards Analysis Interaction Test
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI p-value
HS HS + Tiotropium for

Stratum (N=571) (N=287) Effects
Number of Patients Included in Model 571 287
Number of Censored Patients 452 240
Effect
Treatment 0.272
Country 0.001*x*
Number of Asthma Exacerbations in Previous Year <0.001***
Bmi 0.717
Bmi Treatment Interaction 0.869
Produced: 17 December 2020 Page 1 of 1
Source: Listing Not Applicable
Notes: [1] Analysis is based on a Cox proportional hazards model including treatment, country, number of asthma
exacerbations

in the previous year as factors
[2] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.14d Time to First Severe Asthma Exacerbations including Smoking Status -
Cox Proportional Hazards Analysis Interaction Test
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI p-value
HS HS + Tiotropium for

Stratum (N=571) (N=287) Effects
Number of Patients Included in Model 571 287
Number of Censored Patients 452 240
Effect
Treatment 0.038%*
Country 0.002*%*
Number of Asthma Exacerbations in Previous Year <0.001***
Smoking Status 0.013*
Smoking Status Treatment Interaction 0.071
Produced: 17 December 2020 Page 1 of 1
Source: Listing Not Applicable
Notes: [1] Analysis is based on a Cox proportional hazards model including treatment, country, number of asthma
exacerbations

in the previous year as factors
[2] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02

Table 19.2.14e

Cox Proportional Hazards Analysis Interaction Test
(Intention-to-Treat Population)

Chiesi Farmaceutici S.p.A

Time to First Severe Asthma Exacerbations including Number of exacerbations in the previous year -

CHF 5993 pMDI CHF 1535 pMDI p-value

HS HS + Tiotropium for
Stratum (N=571) (N=287) Effects
Number of Patients Included in Model 571 287
Number of Censored Patients 452 240
Effect
Treatment 0.483
Country <0.001***
Number of exacerbations in the previous year 0.005*~*
Number of exacerbations in the previous year Treatment Interaction 0.788

Produced:

17 December 2020 Page 1 of 1

Source: Listing Not Applicable

Notes: [1]

(2]

Analysis is based on a Cox proportional hazards model including treatment and country

as factors

Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)

Page 17 of 137



Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.14f Time to First Severe Asthma Exacerbations including Degree of reversibility at screening -
Cox Proportional Hazards Analysis Interaction Test
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI p-value
HS HS + Tiotropium for

Stratum (N=571) (N=287) Effects
Number of Patients Included in Model 571 287
Number of Censored Patients 451 240
Effect
Treatment 0.219
Country <0.001***
Number of Asthma Exacerbations in Previous Year <0.001***
Degree of reversibility at screening 0.123
Degree of reversibility at screening Treatment Interaction 0.720
Produced: 17 December 2020 Page 1 of 1
Source: Listing Not Applicable
Notes: [1] Analysis is based on a Cox proportional hazards model including treatment, country, number of asthma
exacerbations

in the previous year as factors
[2] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.14g Time to First Severe Asthma Exacerbations including Use of spacer -
Cox Proportional Hazards Analysis Interaction Test
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI p-value
HS HS + Tiotropium for

Stratum (N=571) (N=287) Effects
Number of Patients Included in Model 571 287
Number of Censored Patients 452 240
Effect
Treatment 0.244
Country <0.001***
Number of Asthma Exacerbations in Previous Year <0.001***
Use of spacer 0.956
Use of spacer Treatment Interaction 0.662
Produced: 17 December 2020 Page 1 of 1
Source: Listing Not Applicable
Notes: [1] Analysis is based on a Cox proportional hazards model including treatment, country, number of asthma
exacerbations

in the previous year as factors
[2] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.14h Time to First Severe Asthma Exacerbations including Relevant concomitant cardiovascular disease -
Cox Proportional Hazards Analysis Interaction Test
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI p-value
HS HS + Tiotropium for

Stratum (N=571) (N=287) Effects
Number of Patients Included in Model 571 287
Number of Censored Patients 452 240
Effect
Treatment 0.321
Country <0.001***
Number of Asthma Exacerbations in Previous Year <0.001***
Relevant concomitant cardiovascular disease 0.206
Relevant concomitant cardiovascular disease Treatment Interaction 0.866
Produced: 17 December 2020 Page 1 of 1
Source: Listing Not Applicable
Notes: [1] Analysis is based on a Cox proportional hazards model including treatment, country, number of asthma
exacerbations

in the previous year as factors
[2] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.141 Time to First Severe Asthma Exacerbations including Region -
Cox Proportional Hazards Analysis Interaction Test
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI p-value
HS HS + Tiotropium for
Stratum (N=571) (N=287) Effects
Number of Patients Included in Model 571 287
Number of Censored Patients 452 240
Effect
Treatment 0.399
Number of Asthma Exacerbations in Previous Year <0.001***
Region 0.431
Region Treatment Interaction 0.951
Produced: 17 December 2020 Page 1 of 1
Source: Listing Not Applicable
Notes: [1] Analysis is based on a Cox proportional hazards model including treatment and number of asthma exacerbations

as factors
[2] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.12a Statistical Analysis of Severe Asthma Exacerbations stratified by Age Group
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI CHF 1535 pMDI p-value Adjusted Rate Ratio
HS HS HS + Tiotropium for [95% CI] p-value
(N=571) (N=571) (N=287) Effects
Age Group: <65 years old
Number of Patients Included in Model 473 448 246
Effect
Treatment 0.078
Country 0.002*~*
Number of Asthma Exacerbations in <0.001***
Previous Year (1, >1)
Adjusted Exacerbation Rate per 0.264 0.324 0.215
Patient per Year [95% CI] [0.213, 0.326] [0.264, 0.397] [0.157, 0.295]
CHF 5993 pMDI HS / CHF 1535 pMDI HS 0.814 [0.610, 1.086] 0.161
CHF 5993 pMDI HS / CHF 1535 pMDI HS + 1.224 [0.842, 1.779] 0.290
Tiotropium
CHF 1535 pMDI HS + Tiotropium / CHF 0.665 [0.460, 0.962] 0.030*
1535 pMDI HS
Produced: 17 December 2020 Page 1 of 2
Notes: [1l] Analysis is based on a negative binomial model including treatment, country, number of asthma exacerbations in the

previous year (1 or >1) as fixed effects, and log-time on study as an offset
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.12a Statistical Analysis of Severe Asthma Exacerbations stratified by Age Group
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI CHF 1535 pMDI p-value Adjusted Rate Ratio
HS HS HS + Tiotropium for [95% CI] p-value
(N=571) (N=571) (N=287) Effects
Age Group: >= 65 years old
Number of Patients Included in Model 98 123 41
Effect
Treatment 0.383
Country 0.082
Number of Asthma Exacerbations in 0.022%*
Previous Year (1, >1)
Adjusted Exacerbation Rate per 0.276 0.340 0.193
Patient per Year [95% CI] [0.177, 0.429] [0.233, 0.497] [0.090, 0.413]
CHF 5993 pMDI HS / CHF 1535 pMDI HS 0.811 [0.462, 1.423] 0.465
CHF 5993 pMDI HS / CHF 1535 pMDI HS + 1.429 [0.606, 3.369] 0.414
Tiotropium
CHF 1535 pMDI HS + Tiotropium / CHF 0.567 [0.248, 1.301] 0.181
1535 pMDI HS
Produced: 17 December 2020 Page 2 of 2
Notes: [1l] Analysis is based on a negative binomial model including treatment, country, number of asthma exacerbations in the

previous year (1 or >1) as fixed effects, and log-time on study as an offset
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.13a Time to First Severe Asthma Exacerbations stratified by Age Group - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
Age Group: <65 years old
CHF 5993 pMDI HS (N=571)
[0-4) 473 11 2, (0.004) 0.023 0.013, 0.042
[4-12) 460 38 7, (0.012) 0.081 0.060, 0.110
[12-26) 429 65 13, (0.023) 0.139 0.111, 0.174
[26-40) 396 87 22, (0.039) 0.188 0.155, 0.226
[40-52) 367 98 180, (0.315) 0.212 0.177, 0.252
[52-EoT] 233 98 452, (0.792) 0.212 0.177, 0.252
Percentile Estimates (Weeks) 95% CI
25th Percentile NonEst 49.14, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 1 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.13a Time to First Severe Asthma Exacerbations stratified by Age Group - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
CHF 1535 pMDI HS (N=571)
[0-4) 448 14 4, (0.007) 0.031 0.019, 0.052
[4-12) 431 36 9, (0.01lo) 0.081 0.059, 0.111
[12-26) 405 66 17, (0.030) 0.150 0.120, 0.186
[26-40) 370 88 25, (0.044) 0.200 0.166, 0.241
[40-52) 344 104 174, (0.305) 0.238 0.201, 0.281
[52-E0T] 213 106 433, (0.758) 0.238 0.201, 0.281
Percentile Estimates (Weeks) 95% CI
25th Percentile 53.00 41.14, NonEst
50th Percentile NonEst 53.57, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 2 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.13a Time to First Severe Asthma Exacerbations stratified by Age Group - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval

CHF 1535 pMDI HS + Tiotropium

(N=287)
[0-4) 246 7 3, (0.010) 0.029 0.014, 0.059
[4-12) 236 12 5, (0.017) 0.049 0.028, 0.085
[12-26) 230 21 13, (0.045) 0.087 0.058, 0.130
[26-40) 214 32 18, (0.063) 0.134 0.097, 0.185
[40-52) 200 40 93, (0.324) 0.169 0.127, 0.224
[52-E0T] 125 40 240, (0.836) 0.169 0.127, 0.224

Percentile Estimates (Weeks) 95% CI
25th Percentile NonEst NonEst, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst

Produced: 17 December 2020 Page 3 of 8

Source: Listing Not Applicable

Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.13a Time to First Severe Asthma Exacerbations stratified by Age Group - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval

Treatments Median difference

CHF 1535 pMDI HS + Tiotropium

- CHF 1535 pMDI HS

CHF 5993 pMDI HS - CHF 1535

PMDI HS

CHF 5993 pMDI HS - CHF 1535

pMDI HS + Tiotropium

Produced: 17 December 2020 Page 4 of 8

Source: Listing Not Applicable

Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.13a Time to First Severe Asthma Exacerbations stratified by Age Group - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
Age Group: >= 65 years old
CHF 5993 pMDI HS (N=571)
[0-4) 98 4 2, (0.004) 0.041 0.016, 0.105
[4-12) 94 7 7, (0.012) 0.072 0.035, 0.145
[12-26) 90 14 13, (0.023) 0.144 0.088, 0.231
[26-40) 83 18 22, (0.039) 0.186 0.121, 0.278
[40-52) 77 21 180, (0.315) 0.217 0.148, 0.314
[52-EoT] 39 21 452, (0.792) 0.217 0.148, 0.314
Percentile Estimates (Weeks) 95% CI
25th Percentile NonEst 36.29, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 5 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.13a Time to First Severe Asthma Exacerbations stratified by Age Group - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
CHF 1535 pMDI HS (N=571)
[0-4) 123 6 4, (0.007) 0.049 0.022, 0.106
[4-12) 116 13 9, (0.016) 0.107 0.063, 0.177
[12-26) 108 25 17, (0.030) 0.208 0.146, 0.292
[26-40) 93 31 25, (0.044) 0.260 0.190, 0.349
[40-52) 83 32 174, (0.305) 0.269 0.198, 0.358
[52-EoT] 48 32 433, (0.758) 0.269 0.198, 0.358
Percentile Estimates (Weeks) 95% CI
25th Percentile 34.86 20.71, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 6 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.13a Time to First Severe Asthma Exacerbations stratified by Age Group - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
CHF 1535 pMDI HS + Tiotropium
(N=287)
[0-4) 41 0 3, (0.010) 0.000 NonEst,
NonEst
[4-12) 41 3 5, (0.017) 0.074 0.025, 0.213
[12-206) 37 3 13, (0.045) 0.074 0.025, 0.213
[26-40) 36 6 18, (0.063) 0.156 0.073, 0.316
[40-52) 31 6 93, (0.324) 0.156 0.073, 0.316
[52-E0T] 23 7 240, (0.836) 0.156 0.073, 0.316
Percentile Estimates (Weeks) 95% CI
25th Percentile 52.71 35.57, NonEst
50th Percentile NonEst 52.71, NonEst
75th Percentile NonEst 52.71, NonEst
Produced: 17 December 2020 Page 7 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.13a Time to First Severe Asthma Exacerbations stratified by Age Group - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%

Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
Treatments Median difference

CHF 1535 pMDI HS + Tiotropium
- CHF 1535 pMDI HS

CHF 5993 pMDI HS - CHF 1535
PMDI HS

CHF 5993 pMDI HS - CHF 1535
pMDI HS + Tiotropium

Produced: 17 December 2020 Page 8 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.15a Time to First Severe Asthma Exacerbations by Age Group - Cox Proportional Hazards Analysis
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI CHF 1535 pMDI p-value
HS HS HS + Tiotropium for Hazard Ratio
Stratum (N=571) (N=571) (N=287) Effects [95% Wald CI] p-value

Age Group: <65 years old
Number of Patients Included in Model 473 448 246

Number of Censored Patients 375 342 206

Treatment 0.097
Country 0.007**
Number of Asthma Exacerbations in <0.001**~*
Previous Year

CHF 5993 pMDI HS / CHF 1535 pMDI HS 0.862 [0.654, 1.135] 0.289
CHF 5993 pMDI HS / CHF 1535 pMDI HS + 1.282 [0.886, 1.853] 0.187
Tiotropium
CHF 1535 pMDI HS + Tiotropium / CHF 0.672 [0.467, 0.968] 0.033*
1535 pMDI HS
Produced: 17 December 2020 Page 1 of 2
Source: Listing Not Applicable
Notes: [1] Analysis is based on a Cox proportional hazards model including treatment, country, number of asthma exacerbations

in the previous year as factors

[2] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02

Chiesi Farmaceutici S.p.A

Table 19.2.15a Time to First Severe Asthma Exacerbations by Age Group - Cox Proportional Hazards Analysis
(Intention-to-Treat Population)

Stratum

CHF 5993 pMDI
HS
(N=571)

CHF 1535 pMDI
HS
(N=571)

CHF 1535 pMDI p-value
HS + Tiotropium for
(N=287) Effects

Hazard Ratio
[95% Wald CI] p-value

Age Group: >= 65 years old
Number of Patients Included in Model

Number of Censored Patients
Effect

Treatment

Country

Number of Asthma Exacerbations in
Previous Year

CHF 5993 pMDI HS / CHF 1535 pMDI HS
CHF 5993 pMDI HS / CHF 1535 pMDI HS
Tiotropium

CHF 1535 pMDI HS + Tiotropium /
1535 pMDI HS

98

77

+

CHF

123

91

41

34

0.314
0.086
0.020%*

0.791 [0.449, 1.393] 0.417
1.474 [0.609, 3.567] 0.389

0.536 [0.232, 1.242] 0.146

Produced: 17 December 2020 Pa
Source: Listing Not Applicable

ge 2 of 2

Notes: [1] Analysis is based on a Cox proportional hazards model including treatment, country, number of asthma exacerbations

in the previous year as £

actors

[2] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored

at min(date of completion

/discontinuation,

date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.12b Statistical Analysis of Severe Asthma Exacerbations stratified by Gender
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI CHF 1535 pMDI p-value Adjusted Rate Ratio
HS HS HS + Tiotropium for [95% CI] p-value
(N=571) (N=571) (N=287) Effects
Gender: Male
Number of Patients Included in Model 212 244 103
Effect
Treatment 0.047~*
Country 0.152
Number of Asthma Exacerbations in <0.001***
Previous Year (1, >1)
Adjusted Exacerbation Rate per 0.227 0.340 0.173
Patient per Year [95% CI] [0.160, 0.323] [0.254, 0.454] [0.101, 0.296]
CHF 5993 pMDI HS / CHF 1535 pMDI HS 0.668 [0.427, 1.046] 0.078
CHF 5993 pMDI HS / CHF 1535 pMDI HS + 1.315 [0.697, 2.481] 0.398
Tiotropium
CHF 1535 pMDI HS + Tiotropium / CHF 0.508 [0.277, 0.932] 0.029*
1535 pMDI HS
Produced: 17 December 2020 Page 1 of 2
Notes: [1l] Analysis is based on a negative binomial model including treatment, country, number of asthma exacerbations in the

previous year (1 or >1) as fixed effects, and log-time on study as an offset
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.12b Statistical Analysis of Severe Asthma Exacerbations stratified by Gender
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI CHF 1535 pMDI p-value Adjusted Rate Ratio
HS HS HS + Tiotropium for [95% CI] p-value
(N=571) (N=571) (N=287) Effects
Gender: Female
Number of Patients Included in Model 359 327 184
Effect
Treatment 0.276
Country 0.002*~*
Number of Asthma Exacerbations in <0.001***
Previous Year (1, >1)
Adjusted Exacerbation Rate per 0.286 0.327 0.237
Patient per Year [95% CI] [0.227, 0.359] [0.260, 0.412] [0.168, 0.333]
CHF 5993 pMDI HS / CHF 1535 pMDI HS 0.872 [0.637, 1.194] 0.393
CHF 5993 pMDI HS / CHF 1535 pMDI HS + 1.208 [0.807, 1.808] 0.359
Tiotropium
CHF 1535 pMDI HS + Tiotropium / CHF 0.722 [0.483, 1.081] 0.113
1535 pMDI HS
Produced: 17 December 2020 Page 2 of 2
Notes: [1l] Analysis is based on a negative binomial model including treatment, country, number of asthma exacerbations in the

previous year (1 or >1) as fixed effects, and log-time on study as an offset
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.13b Time to First Severe Asthma Exacerbations stratified by Gender - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
Gender: Male
CHF 5993 pMDI HS (N=571)
[0-4) 212 9 2, (0.004) 0.042 0.022, 0.080
[4-12) 203 15 7, (0.012) 0.071 0.043, 0.115
[12-26) 195 32 13, (0.023) 0.152 0.110, 0.208
[26-40) 176 38 22, (0.039) 0.181 0.135, 0.240
[40-52) 167 39 180, (0.315) 0.186 0.140, 0.246
[52-EoT] 105 39 452, (0.792) 0.186 0.140, 0.246
Percentile Estimates (Weeks) 95% CI
25th Percentile NonEst NonEst, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 1 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.13b Time to First Severe Asthma Exacerbations stratified by Gender - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
CHF 1535 pMDI HS (N=571)
[0-4) 244 7 4, (0.007) 0.029 0.014, 0.059
[4-12) 235 22 9, (0.016) 0.091 0.061, 0.135
[12-26) 218 43 17, (0.030) 0.180 0.137, 0.235
[26-40) 192 54 25, (0.044) 0.227 0.179, 0.286
[40-52) 179 58 174, (0.305) 0.245 0.195, 0.305
[52-EoT] 111 58 433, (0.758) 0.245 0.195, 0.305
Percentile Estimates (Weeks) 95% CI
25th Percentile NonEst 28.43, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 2 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)

Page 37 of 137



Clinical Study Code No.:

CCD-05993AB2-02

Chiesi Farmaceutici S.p.A

Table 19.2.13b Time to First Severe Asthma Exacerbations stratified by Gender - Kaplan-Meier Analysis
(Intention-to-Treat Population)
Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having
Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
CHF 1535 pMDI HS + Tiotropium
(N=287)
[0-4) 103 2 3, (0.010) 0.019 0.005, 0.075
[4-12) 100 5 5, (0.017) 0.049 0.021, 0.114
[12-26) 96 7 13, (0.045) 0.069 0.033, 0.139
[26-40) 92 9 18, (0.063) 0.090 0.048, 0.165
[40-52) 88 11 93, (0.324) 0.111 0.063, 0.191
[52-Eo0T] 56 12 240, (0.836) 0.111 0.063, 0.191
Percentile Estimates (Weeks) 95% CI
25th Percentile NonEst 52.71, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst

Produced:

Source:

Notes: [1]
[2]
[3]

17 December 2020
Listing Not Applicable

Page 3 of 8

* Severe Asthma Exacerbations
EoT = End of Treatment

Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
date of Visit 7 or study termination visit)

at min (date of completion/discontinuation,
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.13b Time to First Severe Asthma Exacerbations stratified by Gender - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%

Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
Treatments Median difference

CHF 1535 pMDI HS + Tiotropium
- CHF 1535 pMDI HS

CHF 5993 pMDI HS - CHF 1535
PMDI HS

CHF 5993 pMDI HS - CHF 1535
pMDI HS + Tiotropium

Produced: 17 December 2020 Page 4 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.13b Time to First Severe Asthma Exacerbations stratified by Gender - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
Gender: Female
CHF 5993 pMDI HS (N=571)
[0-4) 359 6 2, (0.004) 0.017 0.008, 0.037
[4-12) 351 30 7, (0.012) 0.084 0.060, 0.119
[12-26) 324 47 13, (0.023) 0.133 0.102, 0.173
[26-40) 303 67 22, (0.039) 0.191 0.153, 0.236
[40-52) 277 80 180, (0.315) 0.229 0.188, 0.277
[52-EoT] 167 80 452, (0.792) 0.229 0.188, 0.277
Percentile Estimates (Weeks) 95% CI
25th Percentile NonEst 44 .00, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 5 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.13b Time to First Severe Asthma Exacerbations stratified by Gender - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
CHF 1535 pMDI HS (N=571)
[0-4) 327 13 4, (0.007) 0.040 0.023, 0.068
[4-12) 312 27 9, (0.016) 0.083 0.058, 0.119
[12-26) 295 48 17, (0.030) 0.149 0.114, 0.192
[26-40) 271 65 25, (0.044) 0.203 0.162, 0.251
[40-52) 248 78 174, (0.305) 0.245 0.201, 0.296
[52-E0T] 150 80 433, (0.758) 0.245 0.201, 0.296
Percentile Estimates (Weeks) 95% CI
25th Percentile 53.00 38.14, NonEst
50th Percentile NonEst 53.57, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 6 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.13b Time to First Severe Asthma Exacerbations stratified by Gender - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
CHF 1535 pMDI HS + Tiotropium
(N=287)
[0-4) 184 5 3, (0.010) 0.027 0.011, 0.064
[4-12) 177 10 5, (0.017) 0.055 0.030, 0.100
[12-206) 171 17 13, (0.045) 0.094 0.060, 0.147
[26-40) 158 29 18, (0.063) 0.164 0.117, 0.227
[40-52) 143 35 93, (0.324) 0.199 0.147, 0.266
[52-E0T] 92 35 240, (0.8306) 0.199 0.147, 0.266
Percentile Estimates (Weeks) 95% CI
25th Percentile NonEst 48.43, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 7 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.13b Time to First Severe Asthma Exacerbations stratified by Gender - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%

Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
Treatments Median difference

CHF 1535 pMDI HS + Tiotropium
- CHF 1535 pMDI HS

CHF 5993 pMDI HS - CHF 1535
PMDI HS

CHF 5993 pMDI HS - CHF 1535
pMDI HS + Tiotropium

Produced: 17 December 2020 Page 8 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.:

CCD-05993AB2-02

Table 19.2.15b
(Intention-to-Treat Population)

Chiesi Farmaceutici S.p.A

Time to First Severe Asthma Exacerbations by Gender - Cox Proportional Hazards Analysis

CHF 5993 pMDI CHF 1535 pMDI CHF 1535 pMDI p-value
HS HS HS + Tiotropium for Hazard Ratio
Stratum (N=571) (N=571) (N=287) Effects [95% Wald CI] p-value
Gender: Male
Number of Patients Included in Model 212 244 103
Number of Censored Patients 173 186 91
Treatment 0.043*
Country 0.232
Number of Asthma Exacerbations in <0.001**x*
Previous Year
CHF 5993 pMDI HS / CHF 1535 pMDI HS 0.767 [0.509, 1.156] 0.205
CHF 5993 pMDI HS / CHF 1535 pMDI HS + 1.657 [0.864, 3.180] 0.129
Tiotropium
CHF 1535 pMDI HS + Tiotropium / CHF 0.463 [0.248, 0.864] 0.01l6*
1535 pMDI HS
Produced: 17 December 2020 Page 1 of 2
Source: Listing Not Applicable
Notes: [1] Analysis is based on a Cox proportional hazards model including treatment, country, number of asthma exacerbations

in the previous year as factors

[2] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored

at min (date of completion/discontinuation,

date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.15b Time to First Severe Asthma Exacerbations by Gender - Cox Proportional Hazards Analysis
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI CHF 1535 pMDI p-value
HS HS HS + Tiotropium for Hazard Ratio
Stratum (N=571) (N=571) (N=287) Effects [95% Wald CI] p-value
Gender: Female
Number of Patients Included in Model 359 327 184
Number of Censored Patients 279 247 149
Effect
Treatment 0.372
Country 0.004*x*
Number of Asthma Exacerbations in <0.001**x*
Previous Year
CHF 5993 pMDI HS / CHF 1535 pMDI HS 0.889 [0.651, 1.213] 0.457
CHF 5993 pMDI HS / CHF 1535 pMDI HS + 1.178 [0.791, 1.754] 0.420
Tiotropium
CHF 1535 pMDI HS + Tiotropium / CHF 0.754 [0.507, 1.123] 0.1l65
1535 pMDI HS
Produced: 17 December 2020 Page 2 of 2
Source: Listing Not Applicable
Notes: [1] Analysis is based on a Cox proportional hazards model including treatment, country, number of asthma exacerbations

in the previous year as factors
[2] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02

Table 19.2.12c Statistical Analysis of Severe Asthma Exacerbations stratified by Bmi
(Intention-to-Treat Population)

Chiesi Farmaceutici S.p.A

CHF 5993 pMDI CHF 1535 pMDI CHF 1535 pMDI p-value Adjusted Rate Ratio
HS HS HS + Tiotropium for [95% CI] p-value
(N=571) (N=571) (N=287) Effects
BMI Class: < 25
Number of Patients Included in Model 150 163 73
Effect
Treatment 0.119
Country 0.050
Number of Asthma Exacerbations in 0.371
Previous Year (1, >1)
Adjusted Exacerbation Rate per 0.190 0.335 0.225
Patient per Year [95% CI] [0.123, 0.295] [0.237, 0.474] [0.126, 0.402]
CHF 5993 pMDI HS / CHF 1535 pMDI HS 0.569 [0.326, 0.990] 0.046*
CHF 5993 pMDI HS / CHF 1535 pMDI HS + 0.846 [0.413, 1.731] 0.646
Tiotropium
CHF 1535 pMDI HS + Tiotropium / CHF 0.672 [0.343, 1.318] 0.248
1535 pMDI HS
Produced: 17 December 2020 Page 1 of 3
Source: Listing Not Applicable
Notes: [1l] Analysis is based on a negative binomial model including treatment, country, number of asthma exacerbations in the

previous year (1 or >1) as fixed effects, and log-time on study as an offset
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.12c Statistical Analysis of Severe Asthma Exacerbations stratified by Bmi
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI CHF 1535 pMDI p-value Adjusted Rate Ratio
HS HS HS + Tiotropium for [95% CI] p-value
(N=571) (N=571) (N=287) Effects
BMI Class: [25-30)
Number of Patients Included in Model 217 205 112
Effect
Treatment 0.247
Country 0.030%*
Number of Asthma Exacerbations in 0.002*~*
Previous Year (1, >1)
Adjusted Exacerbation Rate per 0.248 0.269 0.163
Patient per Year [95% CI] [0.182, 0.337] [0.196, 0.369] [0.098, 0.272]
CHF 5993 pMDI HS / CHF 1535 pMDI HS 0.921 [0.598, 1.418] 0.708
CHF 5993 pMDI HS / CHF 1535 pMDI HS + 1.517 [0.847, 2.719] 0.1le61
Tiotropium
CHF 1535 pMDI HS + Tiotropium / CHF 0.607 [0.335, 1.099] 0.099
1535 pMDI HS
Produced: 17 December 2020 Page 2 of 3
Source: Listing Not Applicable
Notes: [1l] Analysis is based on a negative binomial model including treatment, country, number of asthma exacerbations in the

previous year (1 or >1) as fixed effects, and log-time on study as an offset
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.12c Statistical Analysis of Severe Asthma Exacerbations stratified by Bmi
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI CHF 1535 pMDI p-value Adjusted Rate Ratio
HS HS HS + Tiotropium for [95% CI] p-value
(N=571) (N=571) (N=287) Effects
BMI Class: >=30
Number of Patients Included in Model 204 203 102
Effect
Treatment 0.099
Country 0.013*
Number of Asthma Exacerbations in <0.001***
Previous Year (1, >1)
Adjusted Exacerbation Rate per 0.310 0.392 0.229
Patient per Year [95% CI] [0.232, 0.413] [0.300, 0.512] [0.147, 0.357]
CHF 5993 pMDI HS / CHF 1535 pMDI HS 0.789 [0.540, 1.155] 0.224
CHF 5993 pMDI HS / CHF 1535 pMDI HS + 1.350 [0.806, 2.262] 0.254
Tiotropium
CHF 1535 pMDI HS + Tiotropium / CHF 0.585 [0.353, 0.968] 0.037*
1535 pMDI HS
Produced: 17 December 2020 Page 3 of 3
Source: Listing Not Applicable
Notes: [1l] Analysis is based on a negative binomial model including treatment, country, number of asthma exacerbations in the

previous year (1 or >1) as fixed effects, and log-time on study as an offset
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.13c Time to First Severe Asthma Exacerbations stratified by Bmi - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
BMI Class: < 25
CHF 5993 pMDI HS (N=571)
[0-4) 150 3 2, (0.004) 0.020 0.006, 0.061
[4-12) 147 8 7, (0.012) 0.054 0.027, 0.104
[12-26) 140 17 13, (0.023) 0.115 0.073, 0.179
[26-40) 128 22 22, (0.039) 0.150 0.102, 0.219
[40-52) 121 25 180, (0.315) 0.172 0.119, 0.243
[52-EoT] 81 25 452, (0.792) 0.172 0.119, 0.243
Percentile Estimates (Weeks) 95% CI
25th Percentile NonEst NonEst, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 1 of 12
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.13c Time to First Severe Asthma Exacerbations stratified by Bmi - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
CHF 1535 pMDI HS (N=571)
[0-4) 163 7 4, (0.007) 0.043 0.021, 0.088
[4-12) 156 17 9, (0.016) 0.104 0.066, 0.162
[12-26) 146 26 17, (0.030) 0.160 0.112, 0.226
[26-40) 135 34 25, (0.044) 0.210 0.155, 0.282
[40-52) 124 37 174, (0.305) 0.230 0.172, 0.303
[52-EoT] 79 38 433, (0.758) 0.230 0.172, 0.303
Percentile Estimates (Weeks) 95% CI
25th Percentile 53.00 32.14, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 2 of 12
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.13c Time to First Severe Asthma Exacerbations stratified by Bmi - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
CHF 1535 pMDI HS + Tiotropium
(N=287)
[0-4) 73 2 3, (0.010) 0.027 0.007, 0.105
[4-12) 71 5 5, (0.017) 0.068 0.029, 0.157
[12-206) 68 5 13, (0.045) 0.068 0.029, 0.157
[26-40) 64 7 18, (0.063) 0.099 0.048, 0.196
[40-52) 59 11 93, (0.324) 0.162 0.093, 0.274
[52-E0T] 36 11 240, (0.8306) 0.162 0.093, 0.274
Percentile Estimates (Weeks) 95% CI
25th Percentile NonEst 49.00, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 3 of 12
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Table 19.2.13c Time to First Severe Asthma Exacerbations stratified by Bmi - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence

Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval

Treatments Median difference

CHF 1535 pMDI HS + Tiotropium

- CHF 1535 pMDI HS

CHF 5993 pMDI HS - CHF 1535

PMDI HS

CHF 5993 pMDI HS - CHF 1535

pMDI HS + Tiotropium

Produced: 17 December 2020 Page 4 of 12

Source: Listing Not Applicable

Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Table 19.2.13c Time to First Severe Asthma Exacerbations stratified by Bmi - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
BMI Class: [25-30)
CHF 5993 pMDI HS (N=571)
[0-4) 217 3 2, (0.004) 0.014 0.004, 0.042
[4-12) 212 12 7, (0.012) 0.056 0.032, 0.096
[12-26) 202 27 13, (0.023) 0.126 0.088, 0.178
[26-40) 186 36 22, (0.039) 0.168 0.124, 0.226
[40-52) 174 44 180, (0.315) 0.207 0.158, 0.268
[52-EoT] 96 44 452, (0.792) 0.207 0.158, 0.268
Percentile Estimates (Weeks) 95% CI
25th Percentile NonEst 47.14, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 5 of 12
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Table 19.2.13c Time to First Severe Asthma Exacerbations stratified by Bmi - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
CHF 1535 pMDI HS (N=571)
[0-4) 205 5 4, (0.007) 0.025 0.010, 0.058
[4-12) 198 12 9, (0.016) 0.059 0.034, 0.102
[12-26) 187 26 17, (0.030) 0.131 0.091, 0.186
[26-40) 169 32 25, (0.044) 0.162 0.117, 0.221
[40-52) 160 40 174, (0.305) 0.204 0.154, 0.268
[52-EoT] 95 40 433, (0.758) 0.204 0.154, 0.268
Percentile Estimates (Weeks) 95% CI
25th Percentile NonEst 47.71, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 6 of 12
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Table 19.2.13c Time to First Severe Asthma Exacerbations stratified by Bmi - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
CHF 1535 pMDI HS + Tiotropium
(N=287)
[0-4) 112 4 3, (0.010) 0.036 0.014, 0.093
[4-12) 105 6 5, (0.017) 0.055 0.025, 0.117
[12-206) 101 9 13, (0.045) 0.083 0.044, 0.153
[26-40) 96 15 18, (0.063) 0.141 0.087, 0.223
[40-52) 88 16 93, (0.324) 0.151 0.095, 0.234
[52-E0T] 56 17 240, (0.8306) 0.151 0.095, 0.234
Percentile Estimates (Weeks) 95% CI
25th Percentile NonEst 52.71, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 7 of 12
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Table 19.2.13c Time to First Severe Asthma Exacerbations stratified by Bmi - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence

Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval

Treatments Median difference

CHF 1535 pMDI HS + Tiotropium

- CHF 1535 pMDI HS

CHF 5993 pMDI HS - CHF 1535

PMDI HS

CHF 5993 pMDI HS - CHF 1535

pMDI HS + Tiotropium

Produced: 17 December 2020 Page 8 of 12

Source: Listing Not Applicable

Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Table 19.2.13c Time to First Severe Asthma Exacerbations stratified by Bmi - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
BMI Class: >=30
CHF 5993 pMDI HS (N=571)
[0-4) 204 9 2, (0.004) 0.044 0.023, 0.083
[4-12) 195 25 7, (0.012) 0.123 0.085, 0.177
[12-26) 177 35 13, (0.023) 0.173 0.128, 0.233
[26-40) 165 47 22, (0.039) 0.234 0.182, 0.299
[40-52) 149 50 180, (0.315) 0.250 0.195, 0.316
[52-EoT] 95 50 452, (0.792) 0.250 0.195, 0.316
Percentile Estimates (Weeks) 95% CI
25th Percentile NonEst 29.86, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 9 of 12
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Table 19.2.13c Time to First Severe Asthma Exacerbations stratified by Bmi - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
CHF 1535 pMDI HS (N=571)
[0-4) 203 8 4, (0.007) 0.040 0.020, 0.077
[4-12) 193 20 9, (0.016) 0.100 0.065, 0.150
[12-26) 180 39 17, (0.030) 0.195 0.147, 0.257
[26-40) 159 53 25, (0.044) 0.266 0.211, 0.334
[40-52) 143 59 174, (0.305) 0.297 0.239, 0.366
[52-E0T] 87 60 433, (0.758) 0.297 0.239, 0.366
Percentile Estimates (Weeks) 95% CI
25th Percentile 34.00 25.71, NonEst
50th Percentile NonEst 53.57, NonEst
75th Percentile NonEst 53.57, NonEst
Produced: 17 December 2020 Page 10 of 12
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Table 19.2.13c Time to First Severe Asthma Exacerbations stratified by Bmi - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval

CHF 1535 pMDI HS + Tiotropium

(N=287)
[0-4) 102 1 3, (0.010) 0.010 0.001, 0.068
[4-12) 101 4 5, (0.017) 0.039 0.015, 0.101
[12-206) 98 10 13, (0.045) 0.099 0.054, 0.176
[26-40) 90 16 18, (0.063) 0.159 0.100, 0.246
[40-52) 84 19 93, (0.324) 0.189 0.125, 0.280
[52-E0T] 56 19 240, (0.836) 0.189 0.125, 0.280

Percentile Estimates (Weeks) 95% CI
25th Percentile NonEst 42 .43, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst

Produced: 17 December 2020 Page 11 of 12

Source: Listing Not Applicable

Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Table 19.2.13c Time to First Severe Asthma Exacerbations stratified by Bmi - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence

Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval

Treatments Median difference

CHF 1535 pMDI HS + Tiotropium

- CHF 1535 pMDI HS

CHF 5993 pMDI HS - CHF 1535

PMDI HS

CHF 5993 pMDI HS - CHF 1535

pMDI HS + Tiotropium

Produced: 17 December 2020 Page 12 of 12

Source: Listing Not Applicable

Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02

Table 19.2.15c

(Intention-to-Treat Population)

Chiesi Farmaceutici S.p.A

Time to First Severe Asthma Exacerbations by Bmi - Cox Proportional Hazards Analysis

CHF 5993 pMDI CHF 1535 pMDI CHF 1535 pMDI p-value
HS HS HS + Tiotropium for Hazard Ratio
Stratum (N=571) (N=571) (N=287) Effects [95% Wald CI] p-value
BMI Class: < 25
Number of Patients Included in Model 150 163 73
Number of Censored Patients 125 125 62
Treatment 0.285
Country 0.096
Number of Asthma Exacerbations in 0.068
Previous Year
CHF 5993 pMDI HS / CHF 1535 pMDI HS 0.723 [0.435, 1.202] 0.211
CHF 5993 pMDI HS / CHF 1535 pMDI HS + 1.139 [0.556, 2.335] 0.722
Tiotropium
CHF 1535 pMDI HS + Tiotropium / CHF 0.635 [0.321, 1.257] 0.192
1535 pMDI HS
Produced: 17 December 2020 Page 1 of 3
Source: Listing Not Applicable
Notes: [1] Analysis is based on a Cox proportional hazards model including treatment, country, number of asthma exacerbations

in the previous year as factors

[2] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation,

date of Visit 7 or study termination visit)
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Table 19.2.15c

(Intention-to-Treat Population)

Chiesi Farmaceutici S.p.A

Time to First Severe Asthma Exacerbations by Bmi - Cox Proportional Hazards Analysis

CHF 5993 pMDI CHF 1535 pMDI CHF 1535 pMDI p-value
HS HS HS + Tiotropium for Hazard Ratio
Stratum (N=571) (N=571) (N=287) Effects [95% Wald CI] p-value
BMI Class: [25-30)
Number of Patients Included in Model 217 205 112
Number of Censored Patients 173 165 95
Treatment 0.497
Country 0.069
Number of Asthma Exacerbations in 0.043*
Previous Year
CHF 5993 pMDI HS / CHF 1535 pMDI HS 0.946 [0.613, 1.459] 0.801
CHF 5993 pMDI HS / CHF 1535 pMDI HS + 1.332 [0.757, 2.344] 0.320
Tiotropium
CHF 1535 pMDI HS + Tiotropium / CHF 0.710 [0.397, 1.268] 0.247
1535 pMDI HS
Produced: 17 December 2020 Page 2 of 3
Source: Listing Not Applicable
Notes: [1] Analysis is based on a Cox proportional hazards model including treatment, country, number of asthma exacerbations

in the previous year as factors

[2] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation,

date of Visit 7 or study termination visit)
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Clinical Study Code No.:

Table 19.2.15c

CCD-05993AB2-02

(Intention-to-Treat Population)

Chiesi Farmaceutici S.p.A

Time to First Severe Asthma Exacerbations by Bmi - Cox Proportional Hazards Analysis

CHF 5993 pMDI CHF 1535 pMDI CHF 1535 pMDI p-value
HS HS HS + Tiotropium for Hazard Ratio
Stratum (N=571) (N=571) (N=287) Effects [95% Wald CI] p-value
BMI Class: >=30
Number of Patients Included in Model 204 203 102
Number of Censored Patients 154 143 83
Effect
Treatment 0.132
Country 0.032*
Number of Asthma Exacerbations in <0.001**x*
Previous Year
CHF 5993 pMDI HS / CHF 1535 pMDI HS 0.808 [0.554, 1.179] 0.270
CHF 5993 pMDI HS / CHF 1535 pMDI HS + 1.357 [0.798, 2.308] 0.260
Tiotropium
CHF 1535 pMDI HS + Tiotropium / CHF 0.596 [0.355, 1.001] 0.051
1535 pMDI HS
Produced: 17 December 2020 Page 3 of 3
Source: Listing Not Applicable
Notes: [1] Analysis is based on a Cox proportional hazards model including treatment, country, number of asthma exacerbations

in the previous year as £

actors

[2] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored

at min(date of completion

/discontinuation,

date of Visit 7 or study termination visit)
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Table 19.2.12d Statistical Analysis of Severe Asthma Exacerbations stratified by Smoking Status
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI CHF 1535 pMDI p-value Adjusted Rate Ratio
HS HS HS + Tiotropium for [95% CI] p-value
(N=571) (N=571) (N=287) Effects
Smoking Status: Non smoker
Number of Patients Included in Model 488 491 245
Effect
Treatment 0.002*%*
Country 0.004x*~*
Number of Asthma Exacerbations in <0.001***
Previous Year (1, >1)
Adjusted Exacerbation Rate per 0.261 0.327 0.164
Patient per Year [95% CI] [0.212, 0.321] [0.270, 0.396] [0.117, 0.231]
CHF 5993 pMDI HS / CHF 1535 pMDI HS 0.797 [0.605, 1.051] 0.108
CHF 5993 pMDI HS / CHF 1535 pMDI HS + 1.588 [1.073, 2.349] 0.021%*
Tiotropium
CHF 1535 pMDI HS + Tiotropium / CHF 0.502 [0.341, 0.739] 0.000***
1535 pMDI HS
Produced: 17 December 2020 Page 1 of 2
Notes: [1l] Analysis is based on a negative binomial model including treatment, country, number of asthma exacerbations in the

previous year (1 or >1) as fixed effects, and log-time on study as an offset
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Table 19.2.12d Statistical Analysis of Severe Asthma Exacerbations stratified by Smoking Status
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI CHF 1535 pMDI p-value Adjusted Rate Ratio
HS HS HS + Tiotropium for [95% CI] p-value
(N=571) (N=571) (N=287) Effects

Smoking Status: Ex-smoker

Number of Patients Included in Model 83 80 42

Effect

Treatment 0.256

Country 0.134

Number of Asthma Exacerbations in 0.205

Previous Year (1, >1)

Adjusted Exacerbation Rate per 0.276 0.400 0.518

Patient per Year [95% CI] [0.167, 0.455] [0.254, 0.630] [0.285, 0.942]

CHF 5993 pMDI HS / CHF 1535 pMDI HS 0.689 [0.355, 1.341] 0.273

CHF 5993 pMDI HS / CHF 1535 pMDI HS + 0.532 [0.246, 1.151] 0.109
Tiotropium
CHF 1535 pMDI HS + Tiotropium / CHF 1.296 [0.613, 2.742] 0.497

1535 pMDI HS

Produced: 17 December 2020 Page 2 of 2
Notes: [1l] Analysis is based on a negative binomial model including treatment, country, number of asthma exacerbations in the
previous year (1 or >1) as fixed effects, and log-time on study as an offset
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Table 19.2.13d Time to First Severe Asthma Exacerbations stratified by Smoking Status - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
Smoking Status: Non smoker
CHF 5993 pMDI HS (N=571)
[0-4) 488 11 2, (0.004) 0.023 0.013, 0.040
[4-12) 475 39 7, (0.012) 0.081 0.060, 0.109
[12-26) 443 67 13, (0.023) 0.139 0.111, 0.173
[26-40) 410 88 22, (0.039) 0.184 0.152, 0.221
[40-52) 383 99 180, (0.315) 0.207 0.173, 0.246
[52-EoT] 235 99 452, (0.792) 0.207 0.173, 0.246
Percentile Estimates (Weeks) 95% CI
25th Percentile NonEst NonEst, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 1 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Table 19.2.13d Time to First Severe Asthma Exacerbations stratified by Smoking Status - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
CHF 1535 pMDI HS (N=571)
[0-4) 491 16 4, (0.007) 0.033 0.020, 0.053
[4-12) 471 40 9, (0.01lo) 0.082 0.061, 0.110
[12-26) 443 73 17, (0.030) 0.151 0.122, 0.187
[26-40) 404 99 25, (0.044) 0.206 0.173, 0.245
[40-52) 372 116 174, (0.305) 0.243 0.207, 0.284
[52-EoT] 229 118 433, (0.758) 0.243 0.207, 0.284
Percentile Estimates (Weeks) 95% CI
25th Percentile 53.00 40.86, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 2 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.13d Time to First Severe Asthma Exacerbations stratified by Smoking Status - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
CHF 1535 pMDI HS + Tiotropium
(N=287)
[0-4) 245 5 3, (0.010) 0.020 0.009, 0.048
[4-12) 237 10 5, (0.017) 0.041 0.022, 0.075
[12-206) 230 15 13, (0.045) 0.062 0.038, 0.101
[26-40) 219 27 18, (0.063) 0.114 0.080, 0.162
[40-52) 204 34 93, (0.324) 0.145 0.106, 0.197
[52-E0T] 129 35 240, (0.8306) 0.145 0.106, 0.197
Percentile Estimates (Weeks) 95% CI
25th Percentile NonEst 52.71, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 3 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Table 19.2.13d Time to First Severe Asthma Exacerbations stratified by Smoking Status - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%

Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
Treatments Median difference

CHF 1535 pMDI HS + Tiotropium
- CHF 1535 pMDI HS

CHF 5993 pMDI HS - CHF 1535
PMDI HS

CHF 5993 pMDI HS - CHF 1535
pMDI HS + Tiotropium

Produced: 17 December 2020 Page 4 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Table 19.2.13d Time to First Severe Asthma Exacerbations stratified by Smoking Status - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
Smoking Status: Ex-smoker
CHF 5993 pMDI HS (N=571)
[0-4) 83 4 2, (0.004) 0.048 0.018, 0.123
[4-12) 79 6 7, (0.012) 0.073 0.033, 0.154
[12-26) 76 12 13, (0.023) 0.146 0.086, 0.243
[26-40) 69 17 22, (0.039) 0.210 0.136, 0.316
[40-52) 61 20 180, (0.315) 0.250 0.169, 0.360
[52-EoT] 37 20 452, (0.792) 0.250 0.169, 0.360
Percentile Estimates (Weeks) 95% CI
25th Percentile NonEst 29.14, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 5 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Table 19.2.13d Time to First Severe Asthma Exacerbations stratified by Smoking Status - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
CHF 1535 pMDI HS (N=571)
[0-4) 80 4 4, (0.007) 0.050 0.019, 0.128
[4-12) 76 9 9, (0.01lo) 0.113 0.061, 0.207
[12-26) 70 18 17, (0.030) 0.228 0.150, 0.337
[26-40) 59 20 25, (0.044) 0.255 0.172, 0.367
[40-52) 55 20 174, (0.305) 0.255 0.172, 0.367
[52-E0T] 32 20 433, (0.758) 0.255 0.172, 0.367
Percentile Estimates (Weeks) 95% CI
25th Percentile 38.14 12.86, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 6 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Table 19.2.13d Time to First Severe Asthma Exacerbations stratified by Smoking Status - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
CHF 1535 pMDI HS + Tiotropium
(N=287)
[0-4) 42 2 3, (0.010) 0.048 0.012, 0.177
[4-12) 40 5 5, (0.017) 0.119 0.051, 0.263
[12-206) 37 9 13, (0.045) 0.216 0.119, 0.375
[26-40) 31 11 18, (0.063) 0.270 0.159, 0.436
[40-52) 27 12 93, (0.324) 0.297 0.181, 0.465
[52-E0T] 19 12 240, (0.8306) 0.297 0.181, 0.465
Percentile Estimates (Weeks) 95% CI
25th Percentile 37.29 8.14, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 7 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Table 19.2.13d Time to First Severe Asthma Exacerbations stratified by Smoking Status - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%

Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
Treatments Median difference

CHF 1535 pMDI HS + Tiotropium
- CHF 1535 pMDI HS

CHF 5993 pMDI HS - CHF 1535
PMDI HS

CHF 5993 pMDI HS - CHF 1535
pMDI HS + Tiotropium

Produced: 17 December 2020 Page 8 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Table 19.2.15d Time to First Severe Asthma Exacerbations by Smoking Status - Cox Proportional Hazards Analysis
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI CHF 1535 pMDI p-value
HS HS HS + Tiotropium for Hazard Ratio
Stratum (N=571) (N=571) (N=287) Effects [95% Wald CI] p-value
Smoking Status: Non smoker
Number of Patients Included in Model 488 491 245
Number of Censored Patients 389 373 210
Treatment 0.009*~*
Country 0.033*
Number of Asthma Exacerbations in <0.001**x*
Previous Year
CHF 5993 pMDI HS / CHF 1535 pMDI HS 0.824 [0.630, 1.076] 0.155
CHF 5993 pMDI HS / CHF 1535 pMDI HS + 1.479 [1.005, 2.176] 0.047%*
Tiotropium
CHF 1535 pMDI HS + Tiotropium / CHF 0.557 [0.382, 0.812] 0.002**
1535 pMDI HS
Produced: 17 December 2020 Page 1 of 2
Source: Listing Not Applicable
Notes: [1] Analysis is based on a Cox proportional hazards model including treatment, country, number of asthma exacerbations

in the previous year as factors
[2] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Table 19.2.15d Time to First Severe Asthma Exacerbations by Smoking Status - Cox Proportional Hazards Analysis
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI CHF 1535 pMDI p-value
HS HS HS + Tiotropium for Hazard Ratio
Stratum (N=571) (N=571) (N=287) Effects [95% Wald CI] p-value

Smoking Status: Ex-smoker
Number of Patients Included in Model 83 80 42

Number of Censored Patients 63 60 30
Effect

Treatment 0.760
Country 0.014%*
Number of Asthma Exacerbations in 0.039%*
Previous Year

CHF 5993 pMDI HS / CHF 1535 pMDI HS 0.830 [0.442, 1.558] 0.562
CHF 5993 pMDI HS / CHF 1535 pMDI HS + 0.781 [0.375, 1.625] 0.509
Tiotropium

CHF 1535 pMDI HS + Tiotropium / CHF 1.063 [0.507, 2.230] 0.872
1535 pMDI HS

Produced: 17 December 2020 Page 2 of 2

Source: Listing Not Applicable

Notes: [1] Analysis is based on a Cox proportional hazards model including treatment, country, number of asthma exacerbations
in the previous year as factors

[2] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored

at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Table 19.2.12e Statistical Analysis of Severe Asthma Exacerbations stratified by Number of exacerbations in the previous year
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI CHF 1535 pMDI p-value Adjusted Rate Ratio
HS HS HS + Tiotropium for [95% CI] p-value
(N=571) (N=571) (N=287) Effects
Number of Exacerbation in the Previous
year: 1
Number of Patients Included in Model 439 451 229
Effect
Treatment 0.036%*
Country 0.002*~*
Adjusted Exacerbation Rate per 0.218 0.285 0.168
Patient per Year [95% CI] [0.171, 0.277] [0.229, 0.354] [0.117, 0.242]
CHF 5993 pMDI HS / CHF 1535 pMDI HS 0.766 [0.556, 1.057] 0.105
CHF 5993 pMDI HS / CHF 1535 pMDI HS + 1.298 [0.842, 2.001] 0.238
Tiotropium
CHF 1535 pMDI HS + Tiotropium / CHF 0.590 [0.387, 0.900] 0.014~*
1535 pMDI HS
Produced: 17 December 2020 Page 1 of 2
Notes: [1l] Analysis is based on a negative binomial model including treatment, country as fixed effects,

and log-time on study as an offset
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Table 19.2.12e Statistical Analysis of Severe Asthma Exacerbations stratified by Number of exacerbations in the previous year
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI CHF 1535 pMDI p-value Adjusted Rate Ratio
HS HS HS + Tiotropium for [95% CI] p-value
(N=571) (N=571) (N=287) Effects
Number of Exacerbation in the Previous
year: > 1
Number of Patients Included in Model 132 120 58
Effect
Treatment 0.469
Country 0.003**
Adjusted Exacerbation Rate per 0.542 0.584 0.413
Patient per Year [95% CI] [0.401, 0.732] [0.431, 0.791] [0.257, 0.665]
CHF 5993 pMDI HS / CHF 1535 pMDI HS 0.928 [0.606, 1.420] 0.730
CHF 5993 pMDI HS / CHF 1535 pMDI HS + 1.311 [0.750, 2.293] 0.342
Tiotropium
CHF 1535 pMDI HS + Tiotropium / CHF 0.708 [0.407, 1.231] 0.221
1535 pMDI HS
Produced: 17 December 2020 Page 2 of 2
Notes: [1l] Analysis is based on a negative binomial model including treatment, country as fixed effects,

and log-time on study as an offset
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Table 19.2.13e Time to First Severe Asthma Exacerbations stratified by Number of exacerbations in the previous year - Kaplan-Meier
Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval

Number of Exacerbation in the
Previous year: 1
CHF 5993 pMDI HS (N=571)

[0-4) 439 7 2, (0.004) 0.016 0.008, 0.033
[4-12) 431 25 7, (0.012) 0.057 0.039, 0.084
[12-26) 409 52 13, (0.023) 0.120 0.093, 0.154
[26-40) 378 67 22, (0.039) 0.155 0.124, 0.193
[40-52) 356 75 180, (0.315) 0.174 0.142, 0.214
[52-EoT] 218 75 452, (0.792) 0.174 0.142, 0.214

Percentile Estimates (Weeks) 95% CI
25th Percentile NonEst NonEst, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst

Produced: 17 December 2020 Page 1 of 8

Source: Listing Not Applicable

Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Table 19.2.13e Time to First Severe Asthma Exacerbations stratified by Number of exacerbations in the previous year - Kaplan-Meier
Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
CHF 1535 pMDI HS (N=571)
[0-4) 451 14 4, (0.007) 0.031 0.019, 0.052
[4-12) 433 31 9, (0.016) 0.070 0.049, 0.097
[12-206) 411 59 17, (0.030) 0.133 0.105, 0.169
[26-40) 377 79 25, (0.044) 0.180 0.147, 0.219
[40-52) 351 90 174, (0.305) 0.205 0.171, 0.246
[52-E0T] 215 92 433, (0.758) 0.205 0.171, 0.246
Percentile Estimates (Weeks) 95% CI
25th Percentile 53.57 53.00, NonEst
50th Percentile NonEst 53.57, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 2 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Table 19.2.13e Time to First Severe Asthma Exacerbations stratified by Number of exacerbations in the previous year - Kaplan-Meier
Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
CHF 1535 pMDI HS + Tiotropium
(N=287)
[0-4) 229 4 3, (0.010) 0.017 0.007, 0.046
[4-12) 224 9 5, (0.017) 0.040 0.021, 0.075
[12-206) 217 14 13, (0.045) 0.062 0.037, 0.103
[26-40) 204 24 18, (0.063) 0.109 0.074, 0.158
[40-52) 191 29 93, (0.324) 0.132 0.094, 0.185
[52-E0T] 121 30 240, (0.836) 0.132 0.094, 0.185
Percentile Estimates (Weeks) 95% CI
25th Percentile NonEst 52.71, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 3 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Table 19.2.13e Time to First Severe Asthma Exacerbations stratified by Number of exacerbations in the previous year - Kaplan-Meier
Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval

Treatments Median difference

CHF 1535 pMDI HS + Tiotropium

- CHF 1535 pMDI HS

CHF 5993 pMDI HS - CHF 1535

PMDI HS

CHF 5993 pMDI HS - CHF 1535

pMDI HS + Tiotropium

Produced: 17 December 2020 Page 4 of 8

Source: Listing Not Applicable

Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Table 19.2.13e Time to First Severe Asthma Exacerbations stratified by Number of exacerbations in the previous year - Kaplan-Meier
Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval

Number of Exacerbation in the
Previous year: > 1
CHF 5993 pMDI HS (N=571)

[0-4) 132 8 2, (0.004) 0.061 0.031, 0.118
[4-12) 123 20 7, (0.012) 0.153 0.102, 0.227
[12-26) 110 27 13, (0.023) 0.208 0.147, 0.288
[26-40) 101 38 22, (0.039) 0.295 0.224, 0.382
[40-52) 88 44 180, (0.315) 0.343 0.268, 0.432
[52-EoT] 54 44 452, (0.792) 0.343 0.268, 0.432

Percentile Estimates (Weeks) 95% CI
25th Percentile 31.14 15.14, 42.00
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst

Produced: 17 December 2020 Page 5 of 8

Source: Listing Not Applicable

Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Table 19.2.13e Time to First Severe Asthma Exacerbations stratified by Number of exacerbations in the previous year - Kaplan-Meier
Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
CHF 1535 pMDI HS (N=571)
[0-4) 120 6 4, (0.007) 0.050 0.023, 0.108
[4-12) 114 18 9, (0.016) 0.150 0.097, 0.227
[12-206) 102 32 17, (0.030) 0.269 0.198, 0.358
[26-40) 86 40 25, (0.044) 0.338 0.260, 0.431
[40-52) 76 46 174, (0.305) 0.390 0.309, 0.484
[52-E0T] 46 46 433, (0.758) 0.390 0.309, 0.484
Percentile Estimates (Weeks) 95% CI
25th Percentile 23.29 14.00, 34.86
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 6 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Table 19.2.13e Time to First Severe Asthma Exacerbations stratified by Number of exacerbations in the previous year - Kaplan-Meier
Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
CHF 1535 pMDI HS + Tiotropium
(N=287)
[0-4) 58 3 3, (0.010) 0.052 0.017, 0.154
[4-12) 53 6 5, (0.017) 0.106 0.049, 0.221
[12-206) 50 10 13, (0.045) 0.178 0.100, 0.305
[26-40) 46 14 18, (0.063) 0.251 0.157, 0.387
[40-52) 40 17 93, (0.324) 0.307 0.203, 0.447
[52-E0T] 27 17 240, (0.836) 0.307 0.203, 0.447
Percentile Estimates (Weeks) 95% CI
25th Percentile 38.86 17.29, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 7 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.13e Time to First Severe Asthma Exacerbations stratified by Number of exacerbations in the previous year - Kaplan-Meier
Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval

Treatments Median difference

CHF 1535 pMDI HS + Tiotropium

- CHF 1535 pMDI HS

CHF 5993 pMDI HS - CHF 1535

PMDI HS

CHF 5993 pMDI HS - CHF 1535

pMDI HS + Tiotropium

Produced: 17 December 2020 Page 8 of 8

Source: Listing Not Applicable

Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.:

Table 19.2.15e
Hazards Analysis

CCD-05993AB2-02

(Intention-to-Treat Population)

Chiesi Farmaceutici S.p.A

Time to First Severe Asthma Exacerbations by Number of exacerbations in the previous year - Cox Proportional

Stratum

CHF 5993 pMDI
HS
(N=571)

CHF 1535 pMDI
HS
(N=571)

CHF 1535 pMDI p-value
HS + Tiotropium for
(N=287) Effects

Hazard Ratio
[95% Wald CI] p-value

Number of Exacerbation in the Previous

year: 1

Number of Patients Included in Model

Number of Censored Patients

Treatment
Country

CHF 5993 pMDI HS / CHF 1535 pMDI HS
CHF 5993 pMDI HS / CHF 1535 pMDI HS +

Tiotropium

CHF 1535 pMDI HS + Tiotropium /

1535 pMDI HS

CHF

439

364

451

359

229

199

0.052
0.001*x*

0.829 [0.611, 1.126] 0.231
1.373 [0.898, 2.099] 0.143
0.604 [0.400, 0.913] 0.017*

Produced: 17 December 2020

Source: Listing Not Applicable
Notes: [1] Analysis is based on a Cox proportional hazards model including treatment, country
in the previous year as factors
[2] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored

at min (date of completion/discontinuation,

Page 1 of 2

date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.15e Time to First Severe Asthma Exacerbations by Number of exacerbations in the previous year - Cox Proportional
Hazards Analysis
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI CHF 1535 pMDI p-value
HS HS HS + Tiotropium for Hazard Ratio
Stratum (N=571) (N=571) (N=287) Effects [95% Wald CI] p-value
Number of Exacerbation in the Previous
year: > 1
Number of Patients Included in Model 132 120 58
Number of Censored Patients 88 74 41
Effect
Treatment 0.575
Country 0.017%*
CHF 5993 pMDI HS / CHF 1535 pMDI HS 0.967 [0.635, 1.473] 0.875
CHF 5993 pMDI HS / CHF 1535 pMDI HS + 1.297 [0.735, 2.290] 0.369
Tiotropium
CHF 1535 pMDI HS + Tiotropium / CHF 0.745 [0.425, 1.305] 0.304
1535 pMDI HS
Produced: 17 December 2020 Page 2 of 2
Source: Listing Not Applicable
Notes: [1] Analysis is based on a Cox proportional hazards model including treatment, country

in the previous year as factors
[2] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02

Chiesi Farmaceutici S.p.A

Table 19.2.12f Statistical Analysis of Severe Asthma Exacerbations stratified by Degree of reversibility at screening

(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI CHF 1535 pMDI

HS + Tiotropium

p-value

for
Effects

Adjusted Rate Ratio

p-value

Degree of reversibility at screening
(delta FEV1): (200-400]

Number of Patients Included in Model

Effect

Treatment

Country

Number of Asthma Exacerbations in
Previous Year (1, >1)

Adjusted Exacerbation Rate per
Patient per Year [95% CI]

CHF 5993 pMDI HS / CHF 1535 pMDI HS

CHF 5993 pMDI HS / CHF 1535 pMDI HS +

Tiotropium
CHF 1535 pMDI HS + Tiotropium / CHF
1535 pMDI HS

0.235
<0.001***
<0.001***

[0.633, 1.231] 0.4e61
[0.830, 2.030] 0.253

[0.435, 1.062] 0.090

Produced: 17 December 2020 Page 1 of 2
Notes: [1l] Analysis is based on a negative binomial model including treatment,
previous year (1 or >1) as fixed effects,

and log-time on study as an offset

number of asthma exacerbations in the
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.12f Statistical Analysis of Severe Asthma Exacerbations stratified by Degree of reversibility at screening
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI CHF 1535 pMDI p-value Adjusted Rate Ratio
HS HS HS + Tiotropium for [95% CI] p-value
(N=571) (N=571) (N=287) Effects

Degree of reversibility at screening
(delta FEV1): > 400 mL

Number of Patients Included in Model 271 290 140

Effect

Treatment 0.125
Country 0.012*
Number of Asthma Exacerbations in <0.001**x*
Previous Year (1, >1)

Adjusted Exacerbation Rate per 0.223 0.302 0.189
Patient per Year [95% CI] [0.165, 0.303] [0.230, 0.395] [0.122, 0.293]

CHF 5993 pMDI HS / CHF 1535 pMDI HS 0.740 [0.498, 1.101] 0.137
CHF 5993 pMDI HS / CHF 1535 pMDI HS + 1.182 [0.699, 1.997] 0.532
Tiotropium

CHF 1535 pMDI HS + Tiotropium / CHF 0.626 [0.378, 1.036] 0.069
1535 pMDI HS

Produced: 17 December 2020 Page 2 of 2
Notes: [1l] Analysis is based on a negative binomial model including treatment, country, number of asthma exacerbations in the
previous year (1 or >1) as fixed effects, and log-time on study as an offset
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.13f Time to First Severe Asthma Exacerbations stratified by Degree of reversibility at screening - Kaplan-Meier
Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
Degree of reversibility at
screening (delta FEV1): (200-
400] mL
CHF 5993 pMDI HS (N=571)
[0-4) 299 10 2, (0.004) 0.033 0.018, 0.061
[4-12) 289 27 7, (0.012) 0.091 0.063, 0.130
[12-26) 269 47 13, (0.023) 0.159 0.122, 0.206
[26-40) 246 62 22, (0.039) 0.211 0.169, 0.262
[40-52) 225 70 180, (0.315) 0.239 0.194, 0.292
[52-EoT] 132 70 452, (0.792) 0.239 0.194, 0.292
Percentile Estimates (Weeks) 95% CI
25th Percentile NonEst 37.00, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 1 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.13f Time to First Severe Asthma Exacerbations stratified by Degree of reversibility at screening - Kaplan-Meier
Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
CHF 1535 pMDI HS (N=571)
[0-4) 281 11 4, (0.007) 0.039 0.022, 0.070
[4-12) 267 22 9, (0.016) 0.079 0.053, 0.118
[12-206) 252 43 17, (0.030) 0.156 0.118, 0.205
[26-40) 228 59 25, (0.044) 0.216 0.172, 0.270
[40-52) 208 68 174, (0.305) 0.250 0.203, 0.306
[52-E0T] 128 70 433, (0.758) 0.250 0.203, 0.306
Percentile Estimates (Weeks) 95% CI
25th Percentile 49.43 32.71, NonEst
50th Percentile NonEst 53.57, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 2 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.13f Time to First Severe Asthma Exacerbations stratified by Degree of reversibility at screening - Kaplan-Meier
Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
CHF 1535 pMDI HS + Tiotropium
(N=287)
[0-4) 147 4 3, (0.010) 0.027 0.010, 0.071
[4-12) 140 10 5, (0.017) 0.069 0.038, 0.124
[12-206) 134 13 13, (0.045) 0.090 0.053, 0.150
[26-40) 128 21 18, (0.063) 0.148 0.099, 0.218
[40-52) 116 27 93, (0.324) 0.192 0.136, 0.268
[52-E0T] 77 28 240, (0.836) 0.192 0.136, 0.268
Percentile Estimates (Weeks) 95% CI
25th Percentile 52.71 48.14, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 3 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.13f Time to First Severe Asthma Exacerbations stratified by Degree of reversibility at screening - Kaplan-Meier
Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
Treatments Median difference

CHF 1535 pMDI HS + Tiotropium
- CHF 1535 pMDI HS

CHF 5993 pMDI HS - CHF 1535
pPMDI HS

CHF 5993 pMDI HS - CHF 1535
pMDI HS + Tiotropium

Produced: 17 December 2020 Page 4 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.13f Time to First Severe Asthma Exacerbations stratified by Degree of reversibility at screening - Kaplan-Meier
Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval

Degree of reversibility at
screening (delta FEV1): > 400
mL

CHF 5993 pMDI HS (N=571)

[0-4) 271 5 2, (0.004) 0.018 0.008, 0.044
[4-12) 264 18 7, (0.012) 0.067 0.043, 0.104
[12-26) 249 32 13, (0.023) 0.120 0.086, 0.165
[26-40) 232 43 22, (0.039) 0.162 0.122, 0.212
[40-52) 218 49 180, (0.315) 0.185 0.143, 0.237
[52-EoT] 139 49 452, (0.792) 0.185 0.143, 0.237

Percentile Estimates (Weeks) 95% CI
25th Percentile NonEst NonEst, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst

Produced: 17 December 2020 Page 5 of 8

Source: Listing Not Applicable

Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.13f Time to First Severe Asthma Exacerbations stratified by Degree of reversibility at screening - Kaplan-Meier
Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
CHF 1535 pMDI HS (N=571)
[0-4) 290 9 4, (0.007) 0.031 0.016, 0.059
[4-12) 280 27 9, (0.016) 0.094 0.065, 0.133
[12-206) 261 48 17, (0.030) 0.168 0.129, 0.216
[26-40) 235 60 25, (0.044) 0.210 0.167, 0.262
[40-52) 219 68 174, (0.305) 0.239 0.194, 0.293
[52-E0T] 133 68 433, (0.758) 0.239 0.194, 0.293
Percentile Estimates (Weeks) 95% CI
25th Percentile NonEst 35.00, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 6 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.13f Time to First Severe Asthma Exacerbations stratified by Degree of reversibility at screening - Kaplan-Meier
Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval

CHF 1535 pMDI HS + Tiotropium

(N=287)
[0-4) 140 3 3, (0.010) 0.021 0.007, 0.065
[4-12) 137 5 5, (0.017) 0.036 0.015, 0.084
[12-206) 133 11 13, (0.045) 0.080 0.045, 0.140
[26-40) 122 17 18, (0.063) 0.126 0.080, 0.195
[40-52) 115 19 93, (0.324) 0.141 0.092, 0.212
[52-EoT] 71 19 240, (0.836) 0.141 0.092, 0.212

Percentile Estimates (Weeks) 95% CI
25th Percentile NonEst NonEst, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst

Produced: 17 December 2020 Page 7 of 8

Source: Listing Not Applicable

Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.13f Time to First Severe Asthma Exacerbations stratified by Degree of reversibility at screening - Kaplan-Meier
Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
Treatments Median difference

CHF 1535 pMDI HS + Tiotropium
- CHF 1535 pMDI HS

CHF 5993 pMDI HS - CHF 1535
pPMDI HS

CHF 5993 pMDI HS - CHF 1535
pMDI HS + Tiotropium

Produced: 17 December 2020 Page 8 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.15f

Analysis
(Intention-to-Treat Population)

Time to First Severe Asthma Exacerbations by Degree of reversibility at screening - Cox Proportional Hazards

CHF 5993 pMDI

HS

Stratum (N=571)

CHF 1535 pMDI
HS
(N=571)

CHF 1535 pMDI p-value
HS + Tiotropium for
(N=287) Effects

Hazard Ratio
[95% Wald CI]

p-value

Degree of reversibility at screening
(delta FEV1): (200-400] mL
Number of Patients Included in Model 299

Number of Censored Patients 229

Treatment

Country

Number of Asthma Exacerbations in
Previous Year

CHF 5993 pMDI HS / CHF 1535 pMDI HS

CHF 5993 pMDI HS / CHF 1535 pMDI HS +
Tiotropium

CHF 1535 pMDI HS + Tiotropium / CHF
1535 pMDI HS

281

211

147
119
0.386

<0.001*x*x*
<0.001*x*x*

0.911 [0.654,
1.242 [0.800,

0.734 [0.473,

1.270]
1.927]

1.139]

0.584
0.334

0.168

Produced: 17 December 2020
Source: Listing Not Applicable

Page 1 of 2

Notes: [1l] Analysis is based on a Cox proportional hazards model including treatment, country, number of asthma exacerbations

in the previous year as factors

[2] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.15f Time to First Severe Asthma Exacerbations by Degree of reversibility at screening - Cox Proportional Hazards
Analysis
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI CHF 1535 pMDI p-value
HS HS HS + Tiotropium for Hazard Ratio
Stratum (N=571) (N=571) (N=287) Effects [95% Wald CI] p-value
Degree of reversibility at screening
(delta FEV1): > 400 mL
Number of Patients Included in Model 271 290 140
Number of Censored Patients 222 222 121
Effect
Treatment 0.069
Country 0.023*
Number of Asthma Exacerbations in <0.001**x*
Previous Year
CHF 5993 pMDI HS / CHF 1535 pMDI HS 0.778 [0.539, 1.125] 0.182
CHF 5993 pMDI HS / CHF 1535 pMDI HS + 1.380 [0.812, 2.346] 0.234
Tiotropium
CHF 1535 pMDI HS + Tiotropium / CHF 0.564 [0.339, 0.938] 0.027%*
1535 pMDI HS
Produced: 17 December 2020 Page 2 of 2
Source: Listing Not Applicable
Notes: [1] Analysis is based on a Cox proportional hazards model including treatment, country, number of asthma exacerbations

in the previous year as factors
[2] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.12g Statistical Analysis of Severe Asthma Exacerbations stratified by Use of spacer
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI CHF 1535 pMDI p-value Adjusted Rate Ratio
HS HS HS + Tiotropium for [95% CI] p-value
(N=571) (N=571) (N=287) Effects
Use of spacer: Yes
Number of Patients Included in Model 129 138 74
Effect
Treatment 0.025*
Country 0.017*
Number of Asthma Exacerbations in <0.001***
Previous Year (1, >1)
Adjusted Exacerbation Rate per 0.136 0.202 0.090
Patient per Year [95% CI] [0.000, NE] [0.000, NE] [0.000, NE]
CHF 5993 pMDI HS / CHF 1535 pMDI HS 0.673 [0.415, 1.092] 0.109
CHF 5993 pMDI HS / CHF 1535 pMDI HS + 1.519 [0.784, 2.944] 0.216
Tiotropium
CHF 1535 pMDI HS + Tiotropium / CHF 0.443 [0.238, 0.824] 0.010*
1535 pMDI HS
Produced: 17 December 2020 Page 1 of 2
Notes: [1l] Analysis is based on a negative binomial model including treatment, country, number of asthma exacerbations in the

previous year (1 or >1) as fixed effects, and log-time on study as an offset
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.12g Statistical Analysis of Severe Asthma Exacerbations stratified by Use of spacer
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI CHF 1535 pMDI p-value Adjusted Rate Ratio
HS HS HS + Tiotropium for [95% CI] p-value
(N=571) (N=571) (N=287) Effects
Use of spacer: No
Number of Patients Included in Model 442 433 213
Effect
Treatment 0.303
Country 0.003**
Number of Asthma Exacerbations in 0.006**
Previous Year (1, >1)
Adjusted Exacerbation Rate per 0.274 0.302 0.222
Patient per Year [95% CI] [0.221, 0.340] [0.244, 0.373] [0.159, 0.309]
CHF 5993 pMDI HS / CHF 1535 pMDI HS 0.909 [0.674, 1.226] 0.533
CHF 5993 pMDI HS / CHF 1535 pMDI HS + 1.238 [0.835, 1.835] 0.288
Tiotropium
CHF 1535 pMDI HS + Tiotropium / CHF 0.735 [0.497, 1.087] 0.123

1535 pMDI HS

Produced: 17 December 2020 Page 2 of 2
Notes: [1l] Analysis is based on a negative binomial model including treatment, country, number of asthma exacerbations in the
previous year (1 or >1) as fixed effects, and log-time on study as an offset
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Time to First Severe Asthma Exacerbations stratified by Use of spacer - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
Use of spacer: Yes
CHF 5993 pMDI HS (N=571)
[0-4) 129 3 2, (0.004) 0.023 0.008, 0.070
[4-12) 126 13 7, (0.012) 0.102 0.060, 0.169
[12-26) 114 20 13, (0.023) 0.157 0.105, 0.233
[26-40) 106 25 22, (0.039) 0.197 0.138, 0.278
[40-52) 99 27 180, (0.315) 0.213 0.152, 0.296
[52-EoT] 61 27 452, (0.792) 0.213 0.152, 0.296
Percentile Estimates (Weeks) 95% CI
25th Percentile NonEst 26.71, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 1 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Time to First Severe Asthma Exacerbations stratified by Use of spacer - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
CHF 1535 pMDI HS (N=571)
[0-4) 138 8 4, (0.007) 0.058 0.030, 0.113
[4-12) 128 18 9, (0.016) 0.132 0.085, 0.201
[12-26) 118 28 17, (0.030) 0.206 0.147, 0.284
[26-40) 106 37 25, (0.044) 0.274 0.206, 0.357
[40-52) 95 41 174, (0.305) 0.304 0.234, 0.390
[52-EoT] 57 41 433, (0.758) 0.304 0.234, 0.390
Percentile Estimates (Weeks) 95% CI
25th Percentile 32.71 17.71, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 2 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Time to First Severe Asthma Exacerbations stratified by Use of spacer - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
CHF 1535 pMDI HS + Tiotropium
(N=287)
[0-4) 74 3 3, (0.010) 0.041 0.013, 0.122
[4-12) 70 3 5, (0.017) 0.041 0.013, 0.122
[12-206) 70 6 13, (0.045) 0.082 0.038, 0.173
[26-40) 67 10 18, (0.063) 0.138 0.077, 0.242
[40-52) 61 12 93, (0.324) 0.167 0.098, 0.275
[52-E0T] 41 12 240, (0.8306) 0.167 0.098, 0.275
Percentile Estimates (Weeks) 95% CI
25th Percentile NonEst 42 .43, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 3 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Time to First Severe Asthma Exacerbations stratified by Use of spacer - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval

Treatments Median difference

CHF 1535 pMDI HS + Tiotropium

- CHF 1535 pMDI HS

CHF 5993 pMDI HS - CHF 1535

PMDI HS

CHF 5993 pMDI HS - CHF 1535

pMDI HS + Tiotropium

Produced: 17 December 2020 Page 4 of 8

Source: Listing Not Applicable

Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Time to First Severe Asthma Exacerbations stratified by Use of spacer - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
Use of spacer: No
CHF 5993 pMDI HS (N=571)
[0-4) 442 12 2, (0.004) 0.027 0.016, 0.047
[4-12) 428 32 7, (0.012) 0.073 0.052, 0.101
[12-26) 405 59 13, (0.023) 0.135 0.106, 0.171
[26-40) 373 80 22, (0.039) 0.184 0.151, 0.224
[40-52) 345 92 180, (0.315) 0.213 0.177, 0.255
[52-EoT] 211 92 452, (0.792) 0.213 0.177, 0.255
Percentile Estimates (Weeks) 95% CI
25th Percentile NonEst 49.57, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 5 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Time to First Severe Asthma Exacerbations stratified by Use of spacer - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
CHF 1535 pMDI HS (N=571)
[0-4) 433 12 4, (0.007) 0.028 0.016, 0.048
[4-12) 419 31 9, (0.01lo) 0.072 0.051, 0.101
[12-26) 395 63 17, (0.030) 0.148 0.118, 0.186
[26-40) 357 82 25, (0.044) 0.194 0.159, 0.235
[40-52) 332 95 174, (0.305) 0.226 0.188, 0.269
[52-EoT] 204 97 433, (0.758) 0.226 0.188, 0.269
Percentile Estimates (Weeks) 95% CI
25th Percentile 53.00 44.00, NonEst
50th Percentile NonEst 53.57, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 6 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Time to First Severe Asthma Exacerbations stratified by Use of spacer - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
CHF 1535 pMDI HS + Tiotropium
(N=287)
[0-4) 213 4 3, (0.010) 0.019 0.007, 0.049
[4-12) 207 12 5, (0.017) 0.057 0.033, 0.098
[12-206) 197 18 13, (0.045) 0.086 0.055, 0.133
[26-40) 183 28 18, (0.063) 0.137 0.096, 0.192
[40-52) 170 34 93, (0.324) 0.168 0.123, 0.227
[52-E0T] 107 35 240, (0.8306) 0.168 0.123, 0.227
Percentile Estimates (Weeks) 95% CI
25th Percentile NonEst 52.71, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 7 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)

Page 108 of 137



Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Time to First Severe Asthma Exacerbations stratified by Use of spacer - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval

Treatments Median difference

CHF 1535 pMDI HS + Tiotropium

- CHF 1535 pMDI HS

CHF 5993 pMDI HS - CHF 1535

PMDI HS

CHF 5993 pMDI HS - CHF 1535

pMDI HS + Tiotropium

Produced: 17 December 2020 Page 8 of 8

Source: Listing Not Applicable

Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Table 19.2.15g Time to First Severe Asthma Exacerbations by Use of spacer - Cox Proportional Hazards Analysis
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI CHF 1535 pMDI p-value
HS HS HS + Tiotropium for Hazard Ratio
Stratum (N=571) (N=571) (N=287) Effects [95% Wald CI] p-value
Use of spacer: Yes
Number of Patients Included in Model 129 138 74
Number of Censored Patients 102 97 62
Treatment 0.044%*
Country 0.064
Number of Asthma Exacerbations in <0.001**x*
Previous Year
CHF 5993 pMDI HS / CHF 1535 pMDI HS 0.713 [0.436, 1.168] 0.179
CHF 5993 pMDI HS / CHF 1535 pMDI HS + 1.589 [0.800, 3.159] 0.186
Tiotropium
CHF 1535 pMDI HS + Tiotropium / CHF 0.449 [0.234, 0.860] 0.01l6*
1535 pMDI HS
Produced: 17 December 2020 Page 1 of 2
Source: Listing Not Applicable
Notes: [1] Analysis is based on a Cox proportional hazards model including treatment, country, number of asthma exacerbations

in the previous year as factors
[2] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Table 19.2.15g Time to First Severe Asthma Exacerbations by Use of spacer - Cox Proportional Hazards Analysis
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI CHF 1535 pMDI p-value
HS HS HS + Tiotropium for Hazard Ratio
Stratum (N=571) (N=571) (N=287) Effects [95% Wald CI] p-value
Use of spacer: No
Number of Patients Included in Model 442 433 213
Number of Censored Patients 350 336 178
Effect
Treatment 0.216
Country 0.007**
Number of Asthma Exacerbations in 0.009*~*
Previous Year
CHF 5993 pMDI HS / CHF 1535 pMDI HS 0.907 [0.682, 1.207] 0.503
CHF 5993 pMDI HS / CHF 1535 pMDI HS + 1.281 [0.867, 1.893] 0.214
Tiotropium
CHF 1535 pMDI HS + Tiotropium / CHF 0.708 [0.481, 1.042] 0.080
1535 pMDI HS
Produced: 17 December 2020 Page 2 of 2
Source: Listing Not Applicable
Notes: [1] Analysis is based on a Cox proportional hazards model including treatment, country, number of asthma exacerbations

in the previous year as factors
[2] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Table 19.2.12h Statistical Analysis of Severe Asthma Exacerbations stratified by Relevant concomitant cardiovascular disease
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI CHF 1535 pMDI p-value Adjusted Rate Ratio
HS HS HS + Tiotropium for [95% CI] p-value
(N=571) (N=571) (N=287) Effects
Relevant Concomitant Cardiovascular
Diseases: Yes
Number of Patients Included in Model 273 287 134
Effect
Treatment 0.025*
Country 0.011~*
Number of Asthma Exacerbations in <0.001**x*
Previous Year (1, >1)
Adjusted Exacerbation Rate per 0.309 0.423 0.236
Patient per Year [95% CI] [0.240, 0.399] [0.337, 0.530] [0.158, 0.353]
CHF 5993 pMDI HS / CHF 1535 pMDI HS 0.732 [0.524, 1.023] 0.067
CHF 5993 pMDI HS / CHF 1535 pMDI HS + 1.309 [0.818, 2.095] 0.261
Tiotropium
CHF 1535 pMDI HS + Tiotropium / CHF 0.559 [0.354, 0.883] 0.013*
1535 pMDI HS
Produced: 17 December 2020 Page 1 of 2
Notes: [1l] Analysis is based on a negative binomial model including treatment, country, number of asthma exacerbations in the

previous year (1 or >1) as fixed effects, and log-time on study as an offset

Page 112 of 137



Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.12h Statistical Analysis of Severe Asthma Exacerbations stratified by Relevant concomitant cardiovascular disease
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI CHF 1535 pMDI p-value Adjusted Rate Ratio
HS HS HS + Tiotropium for [95% CI] p-value
(N=571) (N=571) (N=287) Effects
Relevant Concomitant Cardiovascular
Diseases: No
Number of Patients Included in Model 298 284 153
Effect
Treatment 0.530
Country 0.010*~*
Number of Asthma Exacerbations in <0.001**x*
Previous Year (1, >1)
Adjusted Exacerbation Rate per 0.223 0.241 0.182
Patient per Year [95% CI] [0.167, 0.297] [0.181, 0.322] [0.119, 0.277]
CHF 5993 pMDI HS / CHF 1535 pMDI HS 0.922 [0.621, 1.369] 0.687
CHF 5993 pMDI HS / CHF 1535 pMDI HS + 1.224 [0.743, 2.015] 0.427
Tiotropium
CHF 1535 pMDI HS + Tiotropium / CHF 0.753 [0.460, 1.233] 0.260
1535 pMDI HS
Produced: 17 December 2020 Page 2 of 2

Notes: [1l] Analysis is based on a negative binomial model including treatment, country, number of asthma exacerbations in the
previous year (1 or >1) as fixed effects, and log-time on study as an offset
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Table 19.2.13h Time to First Severe Asthma Exacerbations stratified by Relevant concomitant cardiovascular disease - Kaplan-Meier
Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
Relevant Concomitant
Cardiovascular Diseases: Yes
CHF 5993 pMDI HS (N=571)
[0-4) 273 11 2, (0.004) 0.040 0.023, 0.072
[4-12) 262 28 7, (0.012) 0.103 0.073, 0.1l46
[12-26) 241 42 13, (0.023) 0.156 0.117, 0.205
[26-40) 226 56 22, (0.039) 0.208 0.165, 0.262
[40-52) 207 62 180, (0.315) 0.231 0.185, 0.287
[52-EoT] 129 62 452, (0.792) 0.231 0.185, 0.287
Percentile Estimates (Weeks) 95% CI
25th Percentile NonEst 37.86, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 1 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.13h Time to First Severe Asthma Exacerbations stratified by Relevant concomitant cardiovascular disease - Kaplan-Meier
Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
CHF 1535 pMDI HS (N=571)
[0-4) 287 11 4, (0.007) 0.038 0.022, 0.068
[4-12) 274 34 9, (0.016) 0.120 0.087, 0.163
[12-206) 249 58 17, (0.030) 0.206 0.163, 0.258
[26-40) 220 78 25, (0.044) 0.278 0.230, 0.335
[40-52) 196 83 174, (0.305) 0.297 0.247, 0.354
[52-E0T] 130 85 433, (0.758) 0.297 0.247, 0.354
Percentile Estimates (Weeks) 95% CI
25th Percentile 32.71 25.71, 53.00
50th Percentile NonEst 53.57, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 2 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Table 19.2.13h Time to First Severe Asthma Exacerbations stratified by Relevant concomitant cardiovascular disease - Kaplan-Meier
Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
CHF 1535 pMDI HS + Tiotropium
(N=287)
[0-4) 134 2 3, (0.010) 0.015 0.004, 0.058
[4-12) 132 7 5, (0.017) 0.052 0.025, 0.106
[12-206) 127 12 13, (0.045) 0.090 0.052, 0.153
[26-40) 119 21 18, (0.063) 0.159 0.107, 0.234
[40-52) 109 24 93, (0.324) 0.183 0.126, 0.260
[52-E0T] 70 25 240, (0.836) 0.183 0.126, 0.260
Percentile Estimates (Weeks) 95% CI
25th Percentile NonEst 45.86, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 3 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Table 19.2.13h Time to First Severe Asthma Exacerbations stratified by Relevant concomitant cardiovascular disease - Kaplan-Meier
Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%

Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
Treatments Median difference

CHF 1535 pMDI HS + Tiotropium

- CHF 1535 pMDI HS

CHF 5993 pMDI HS - CHF 1535

PMDI HS

CHF 5993 pMDI HS - CHF 1535

pMDI HS + Tiotropium

Produced: 17 December 2020 Page 4 of 8

Source: Listing Not Applicable

Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment

[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)

Page 117 of 137



Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.13h Time to First Severe Asthma Exacerbations stratified by Relevant concomitant cardiovascular disease - Kaplan-Meier
Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
Relevant Concomitant
Cardiovascular Diseases: No
CHF 5993 pMDI HS (N=571)
[0-4) 298 4 2, (0.004) 0.013 0.005, 0.035
[4-12) 292 17 7, (0.012) 0.058 0.036, 0.091
[12-26) 278 37 13, (0.023) 0.126 0.093, 0.170
[26-40) 253 49 22, (0.039) 0.168 0.130, 0.216
[40-52) 237 57 180, (0.315) 0.196 0.155, 0.247
[52-EoT] 143 57 452, (0.792) 0.196 0.155, 0.247
Percentile Estimates (Weeks) 95% CI
25th Percentile NonEst NonEst, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 5 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Table 19.2.13h Time to First Severe Asthma Exacerbations stratified by Relevant concomitant cardiovascular disease - Kaplan-Meier
Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
CHF 1535 pMDI HS (N=571)
[0-4) 284 9 4, (0.007) 0.032 0.017, 0.060
[4-12) 273 15 9, (0.016) 0.053 0.032, 0.087
[12-206) 264 33 17, (0.030) 0.118 0.085, 0.162
[26-40) 243 41 25, (0.044) 0.147 0.111, 0.195
[40-52) 231 53 174, (0.305) 0.192 0.150, 0.243
[52-E0T] 131 53 433, (0.758) 0.192 0.150, 0.243
Percentile Estimates (Weeks) 95% CI
25th Percentile NonEst NonEst, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 6 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Table 19.2.13h Time to First Severe Asthma Exacerbations stratified by Relevant concomitant cardiovascular disease - Kaplan-Meier
Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval

CHF 1535 pMDI HS + Tiotropium

(N=287)
[0-4) 153 5 3, (0.010) 0.033 0.014, 0.077
[4-12) 145 8 5, (0.017) 0.053 0.027, 0.103
[12-206) 140 12 13, (0.045) 0.080 0.046, 0.137
[26-40) 131 17 18, (0.063) 0.116 0.074, 0.181
[40-52) 122 22 93, (0.324) 0.153 0.104, 0.223
[52-EoT] 78 22 240, (0.836) 0.153 0.104, 0.223

Percentile Estimates (Weeks) 95% CI
25th Percentile NonEst NonEst, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst

Produced: 17 December 2020 Page 7 of 8

Source: Listing Not Applicable

Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Table 19.2.13h Time to First Severe Asthma Exacerbations stratified by Relevant concomitant cardiovascular disease - Kaplan-Meier
Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%

Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
Treatments Median difference

CHF 1535 pMDI HS + Tiotropium

- CHF 1535 pMDI HS

CHF 5993 pMDI HS - CHF 1535

PMDI HS

CHF 5993 pMDI HS - CHF 1535

pMDI HS + Tiotropium

Produced: 17 December 2020 Page 8 of 8

Source: Listing Not Applicable

Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment

[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)

Page 121 of 137



Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.15h Time to First Severe Asthma Exacerbations by Relevant concomitant cardiovascular disease - Cox Proportional
Hazards Analysis
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI CHF 1535 pMDI p-value
HS HS HS + Tiotropium for Hazard Ratio
Stratum (N=571) (N=571) (N=287) Effects [95% Wald CI] p-value

Relevant Concomitant Cardiovascular
Diseases: Yes
Number of Patients Included in Model 273 287 134

Number of Censored Patients 211 202 109

Treatment 0.020%*
Country 0.008**
Number of Asthma Exacerbations in <0.001***
Previous Year

CHF 5993 pMDI HS / CHF 1535 pMDI HS 0.714 [0.513, 0.995] 0.046%*
CHF 5993 pMDI HS / CHF 1535 pMDI HS + 1.263 [0.793, 2.013] 0.325
Tiotropium

CHF 1535 pMDI HS + Tiotropium / CHF 0.565 [0.361, 0.886] 0.013*
1535 pMDI HS

Produced: 17 December 2020 Page 1 of 2

Source: Listing Not Applicable

Notes: [1l] Analysis is based on a Cox proportional hazards model including treatment, country, number of asthma exacerbations

in the previous year as factors

[2] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored

at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.15h Time to First Severe Asthma Exacerbations by Relevant concomitant cardiovascular disease - Cox Proportional
Hazards Analysis
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI CHF 1535 pMDI p-value
HS HS HS + Tiotropium for Hazard Ratio
Stratum (N=571) (N=571) (N=287) Effects [95% Wald CI] p-value
Relevant Concomitant Cardiovascular
Diseases: No
Number of Patients Included in Model 298 284 153
Number of Censored Patients 241 231 131
Effect
Treatment 0.477
Country 0.027%*
Number of Asthma Exacerbations in <0.001**~*
Previous Year
CHF 5993 pMDI HS / CHF 1535 pMDI HS 1.039 [0.713, 1.515] 0.842
CHF 5993 pMDI HS / CHF 1535 pMDI HS + 1.349 [0.823, 2.210] 0.234
Tiotropium
CHF 1535 pMDI HS + Tiotropium / CHF 0.770 [0.468, 1.268] 0.305
1535 pMDI HS
Produced: 17 December 2020 Page 2 of 2
Source: Listing Not Applicable
Notes: [1] Analysis is based on a Cox proportional hazards model including treatment, country, number of asthma exacerbations

in the previous year as factors
[2] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.121 Statistical Analysis of Severe Asthma Exacerbations stratified by Region
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI CHF 1535 pMDI p-value Adjusted Rate Ratio
HS HS HS + Tiotropium for [95% CI] p-value
(N=571) (N=571) (N=287) Effects
Region: Europe
Number of Patients Included in Model 319 319 160
Effect
Treatment 0.081
Number of Asthma Exacerbations in <0.001**~*
Previous Year (1, >1)
Adjusted Exacerbation Rate per 0.277 0.368 0.234
Patient per Year [95% CI] [0.214, 0.357] [0.291, 0.463] [0.161, 0.341]
CHF 5993 pMDI HS / CHF 1535 pMDI HS 0.752 [0.535, 1.058] 0.102
CHF 5993 pMDI HS / CHF 1535 pMDI HS + 1.181 [0.757, 1.842] 0.465
Tiotropium
CHF 1535 pMDI HS + Tiotropium / CHF 0.637 [0.412, 0.987] 0.043%*
1535 pMDI HS
Produced: 17 December 2020 Page 1 of 2
Notes: [1l] Analysis is based on a negative binomial model including treatment, number of asthma exacerbations in the

previous year (1 or >1) as fixed effects, and log-time on study as an offset
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.121 Statistical Analysis of Severe Asthma Exacerbations stratified by Region
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI CHF 1535 pMDI p-value Adjusted Rate Ratio
HS HS HS + Tiotropium for [95% CI] p-value
(N=571) (N=571) (N=287) Effects
Region: Rest of World
Number of Patients Included in Model 252 252 127
Effect
Treatment 0.185
Number of Asthma Exacerbations in 0.007**
Previous Year (1, >1)
Adjusted Exacerbation Rate per 0.283 0.344 0.210
Patient per Year [95% CI] [0.211, 0.378] [0.261, 0.453] [0.132, 0.333]
CHF 5993 pMDI HS / CHF 1535 pMDI HS 0.822 [0.552, 1.222] 0.332
CHF 5993 pMDI HS / CHF 1535 pMDI HS + 1.348 [0.780, 2.328] 0.284
Tiotropium
CHF 1535 pMDI HS + Tiotropium / CHF 0.610 [0.356, 1.045] 0.072
1535 pMDI HS
Produced: 17 December 2020 Page 2 of 2
Notes: [1l] Analysis is based on a negative binomial model including treatment, number of asthma exacerbations in the

previous year (1 or >1) as fixed effects, and log-time on study as an offset
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.131 Time to First Severe Asthma Exacerbations stratified by Region - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
Region: Europe
CHF 5993 pMDI HS (N=571)
[0-4) 319 11 2, (0.004) 0.034 0.019, 0.061
[4-12) 307 29 7, (0.012) 0.092 0.065, 0.129
[12-26) 286 48 13, (0.023) 0.152 0.117, 0.197
[26-40) 263 61 22, (0.039) 0.195 0.155, 0.243
[40-52) 244 71 180, (0.315) 0.228 0.185, 0.279
[52-EoT] 142 71 452, (0.792) 0.228 0.185, 0.279
Percentile Estimates (Weeks) 95% CI
25th Percentile NonEst 40.71, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 1 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.131 Time to First Severe Asthma Exacerbations stratified by Region - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
CHF 1535 pMDI HS (N=571)
[0-4) 319 12 4, (0.007) 0.038 0.022, 0.066
[4-12) 304 25 9, (0.016) 0.079 0.054, 0.115
[12-26) 288 47 17, (0.030) 0.150 0.115, 0.195
[26-40) 261 59 25, (0.044) 0.189 0.150, 0.238
[40-52) 245 74 174, (0.305) 0.239 0.196, 0.291
[52-EoT] 142 76 433, (0.758) 0.239 0.196, 0.291
Percentile Estimates (Weeks) 95% CI
25th Percentile 53.00 41.14, NonEst
50th Percentile NonEst 53.57, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 2 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.131 Time to First Severe Asthma Exacerbations stratified by Region - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
CHF 1535 pMDI HS + Tiotropium
(N=287)
[0-4) 160 4 3, (0.010) 0.025 0.009, 0.065
[4-12) 154 9 5, (0.017) 0.057 0.030, 0.106
[12-206) 148 14 13, (0.045) 0.089 0.054, 0.1l46
[26-40) 139 23 18, (0.063) 0.149 0.102, 0.216
[40-52) 127 29 93, (0.324) 0.190 0.136, 0.262
[52-E0T] 77 29 240, (0.8306) 0.190 0.136, 0.262
Percentile Estimates (Weeks) 95% CI
25th Percentile NonEst 49.00, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 3 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.131 Time to First Severe Asthma Exacerbations stratified by Region - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval

Treatments Median difference

CHF 1535 pMDI HS + Tiotropium

- CHF 1535 pMDI HS

CHF 5993 pMDI HS - CHF 1535

PMDI HS

CHF 5993 pMDI HS - CHF 1535

pMDI HS + Tiotropium

Produced: 17 December 2020 Page 4 of 8

Source: Listing Not Applicable

Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02

Table 19.2.131 Time to First Severe Asthma Exacerbations stratified by Region - Kaplan-Meier Analysis

(Intention-to-Treat Population)

Chiesi Farmaceutici S.p.A

Number of Exacerbation* Cumulative Number of

Cumulative Number of

Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
Region: Rest of World
CHF 5993 pMDI HS (N=571)
[0-4) 252 4 2, (0.004) 0.016 0.006, 0.042
[4-12) 247 16 7, (0.012) 0.064 0.040, 0.102
[12-26) 233 31 13, (0.023) 0.125 0.089, 0.172
[26-40) 216 44 22, (0.039) 0.178 0.135, 0.231
[40-52) 200 48 180, (0.315) 0.194 0.150, 0.249
[52-EoT] 130 48 452, (0.792) 0.194 0.150, 0.249
Percentile Estimates (Weeks) 95% CI
25th Percentile NonEst NonEst, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 5 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment

[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored

at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.131 Time to First Severe Asthma Exacerbations stratified by Region - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
CHF 1535 pMDI HS (N=571)
[0-4) 252 8 4, (0.007) 0.032 0.016, 0.063
[4-12) 243 24 9, (0.016) 0.096 0.065, 0.139
[12-26) 225 44 17, (0.030) 0.177 0.135, 0.231
[26-40) 202 60 25, (0.044) 0.243 0.194, 0.301
[40-52) 182 62 174, (0.305) 0.251 0.202, 0.310
[52-EoT] 119 62 433, (0.758) 0.251 0.202, 0.310
Percentile Estimates (Weeks) 95% CI
25th Percentile 45.86 27.86, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 6 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min(date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.131 Time to First Severe Asthma Exacerbations stratified by Region - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval
CHF 1535 pMDI HS + Tiotropium
(N=287)
[0-4) 127 3 3, (0.010) 0.024 0.008, 0.072
[4-12) 123 6 5, (0.017) 0.048 0.022, 0.103
[12-206) 119 10 13, (0.045) 0.081 0.044, 0.145
[26-40) 111 15 18, (0.063) 0.123 0.076, 0.195
[40-52) 104 17 93, (0.324) 0.139 0.089, 0.215
[52-E0T] 71 18 240, (0.8306) 0.139 0.089, 0.215
Percentile Estimates (Weeks) 95% CI
25th Percentile NonEst 52.71, NonEst
50th Percentile NonEst NonEst, NonEst
75th Percentile NonEst NonEst, NonEst
Produced: 17 December 2020 Page 7 of 8
Source: Listing Not Applicable
Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.131 Time to First Severe Asthma Exacerbations stratified by Region - Kaplan-Meier Analysis
(Intention-to-Treat Population)

Number of Exacerbation* Cumulative Number of Cumulative Number of Probability of Having

Free Patients at Patients with Censored Patients Experienced an 95%
Beginning of Study Exacerbation* at the at the Exacerbation* at the Confidence
Time (Weeks) Period End of the Period End of the Period (%) End of the Period Interval

Treatments Median difference

CHF 1535 pMDI HS + Tiotropium

- CHF 1535 pMDI HS

CHF 5993 pMDI HS - CHF 1535

PMDI HS

CHF 5993 pMDI HS - CHF 1535

pMDI HS + Tiotropium

Produced: 17 December 2020 Page 8 of 8

Source: Listing Not Applicable

Notes: [1l] * Severe Asthma Exacerbations

[2] EoT = End of Treatment
[3] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored
at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02

Table 19.2.151
(Intention-to-Treat Population)

Chiesi Farmaceutici S.p.A

Time to First Severe Asthma Exacerbations by Region - Cox Proportional Hazards Analysis

CHF 5993 pMDI CHF 1535 pMDI CHF 1535 pMDI p-value
HS HS HS + Tiotropium for Hazard Ratio
Stratum (N=571) (N=571) (N=287) Effects [95% Wald CI] p-value
Region: Europe
Number of Patients Included in Model 319 319 160
Number of Censored Patients 248 243 131
Treatment 0.285
Number of Asthma Exacerbations in <0.001***
Previous Year
CHF 5993 pMDI HS / CHF 1535 pMDI HS 0.914 [0.662, 1.264] 0.587
CHF 5993 pMDI HS / CHF 1535 pMDI HS + 1.292 [0.839, 1.991] 0.245
Tiotropium
CHF 1535 pMDI HS + Tiotropium / CHF 0.708 [0.461, 1.085] 0.113
1535 pMDI HS
Produced: 17 December 2020 Page 1 of 2
Source: Listing Not Applicable
Notes: [1l] Analysis is based on a Cox proportional hazards model including treatment, number of asthma exacerbations

in the previous year as factors

[2] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored

at min (date of completion/discontinuation,

date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 19.2.151 Time to First Severe Asthma Exacerbations by Region - Cox Proportional Hazards Analysis
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI CHF 1535 pMDI p-value
HS HS HS + Tiotropium for Hazard Ratio
Stratum (N=571) (N=571) (N=287) Effects [95% Wald CI] p-value

Region: Rest of World
Number of Patients Included in Model 252 252 127

Number of Censored Patients 204 190 109
Effect

Treatment 0.056
Number of Asthma Exacerbations in 0.002**
Previous Year

CHF 5993 pMDI HS / CHF 1535 pMDI HS 0.725 [0.497, 1.057] 0.095
CHF 5993 pMDI HS / CHF 1535 pMDI HS + 1.293 [0.751, 2.226] 0.353
Tiotropium

CHF 1535 pMDI HS + Tiotropium / CHF 0.561 [0.332, 0.948] 0.031~*
1535 pMDI HS

Produced: 17 December 2020 Page 2 of 2

Source: Listing Not Applicable

Notes: [1l] Analysis is based on a Cox proportional hazards model including treatment, number of asthma exacerbations
in the previous year as factors

[2] Patients who did not have a Severe Asthma Exacerbations or discontinued before having one are censored

at min (date of completion/discontinuation, date of Visit 7 or study termination visit)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Figure 15.2.16d1 Time to Severe Asthma Exacerbations Stratified by Smoking Status - Kaplan Meier Analysis
Smoking Status: Non Smoker
(Intention-to-Treat Population)
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Produced: 17 December 2020 Page 1 of 1
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Figure 15.2.16d2 Time to Severe Asthma Exacerbations Stratified by Smoking Status - Kaplan Meier Analysis
Smoking Status: Ex-Smoker
(Intention-to-Treat Population)
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 15.2.11a Statistical Analysis of Moderate Asthma Exacerbations
including Age Group - Interaction Test
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI p-value
HS HS + Tiotropium for
(N=571) (N=287) Effects
Number of Patients Included in Model 571 287
Effect
Treatment 0.941
Country 0.002*~*
Number of Asthma Exacerbations in Previous Year (1, >1) 0.157
Age Group 0.162
Age Group Treatment Interaction 0.599
Produced: 17 December 2020 Page 1 of 1
Source: Listing 16.2.6.2.3
Notes: [1l] Analysis is based on a negative binomial model including treatment, country, number of asthma exacerbations in the

previous year (1 or >1) as fixed effects, and log-time on study as an offset
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Clinical Study Code No.: CCD-05993AB2-02

Table 15.2.11b Statistical Analysis of Moderate Asthma Exacerbations
including Gender - Interaction Test
(Intention-to-Treat Population)

Chiesi Farmaceutici S.p.A

CHF 5993 pMDI CHF 1535 pMDI p-value
HS HS + Tiotropium for
(N=571) (N=287) Effects
Number of Patients Included in Model 571 287
Effect
Treatment 0.610
Country 0.004*x*
Number of Asthma Exacerbations in Previous Year (1, >1) 0.180
Gender 0.534
Gender Treatment Interaction 0.649

Produced: 17 December 2020 Page 1 of 1
Source: Listing 16.2.6.2.3
Notes: [1l] Analysis is based on a negative binomial model including treatment,

previous year (1 or >1) as fixed effects, and log-time on study as an offset

country, number of asthma exacerbations in the
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Clinical Study Code No.: CCD-05993AB2-02

Table 15.2.11c Statistical Analysis of Moderate Asthma Exacerbations
including Bmi - Interaction Test
(Intention-to-Treat Population)

Chiesi Farmaceutici S.p.A

CHF 5993 pMDI CHF 1535 pMDI p-value
HS HS + Tiotropium for
(N=571) (N=287) Effects
Number of Patients Included in Model 571 287
Effect
Treatment 0.813
Country 0.004*x*
Number of Asthma Exacerbations in Previous Year (1, >1) 0.153
Bmi 0.304
Bmi Treatment Interaction 0.690

Produced: 17 December 2020 Page 1 of 1
Source: Listing 16.2.6.2.3
Notes: [1l] Analysis is based on a negative binomial model including treatment,

previous year (1 or >1) as fixed effects, and log-time on study as an offset

country, number of asthma exacerbations in the
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Clinical Study Code No.: CCD-05993AB2-02

Table 15.2.11d Statistical Analysis of Moderate Asthma Exacerbations
including Smoking Status - Interaction Test
(Intention-to-Treat Population)

Chiesi Farmaceutici S.p.A

CHF 5993 pMDI CHF 1535 pMDI p-value
HS HS + Tiotropium for
(N=571) (N=287) Effects
Number of Patients Included in Model 571 287
Effect
Treatment 0.840
Country 0.004*x*
Number of Asthma Exacerbations in Previous Year (1, >1) 0.175
Smoking Status 0.076
Smoking Status Treatment Interaction 0.855

Produced: 17 December 2020 Page 1 of 1
Source: Listing 16.2.6.2.3
Notes: [1l] Analysis is based on a negative binomial model including treatment,

previous year (1 or >1) as fixed effects, and log-time on study as an offset

country, number of asthma exacerbations in the
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 15.2.11e Statistical Analysis of Moderate Asthma Exacerbations
including Number of exacerbations in the previous year - Interaction Test
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI p-value
HS HS + Tiotropium for
(N=571) (N=287) Effects
Number of Patients Included in Model 571 287
Effect
Treatment 0.287
Country 0.004*x*
Number of exacerbations in the previous year 0.468
Number of exacerbations in the previous year Treatment Interaction 0.207
Produced: 17 December 2020 Page 1 of 1
Source: Listing 16.2.6.2.3
Notes: [1l] Analysis is based on a negative binomial model including treatment, country as fixed effects,

and log-time on study as an offset
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Clinical Study Code No.: CCD-05993AB2-02 Chiesi Farmaceutici S.p.A

Table 15.2.11f Statistical Analysis of Moderate Asthma Exacerbations
including Degree of reversibility at screening - Interaction Test
(Intention-to-Treat Population)

CHF 5993 pMDI CHF 1535 pMDI p-value
HS HS + Tiotropium for
(N=571) (N=287) Effects
Number of Patients Included in Model 571 287
Effect
Treatment 0.757
Country 0.002*x*
Number of Asthma Exacerbations in Previous Year (1, >1) 0.136
Degree of reversibility at screening 0.091
Degree of reversibility at screening Treatment Interaction 0.742
Produced: 17 December 2020 Page 1 of 1
Source: Listing 16.2.6.2.3
Notes: [1l] Analysis is based on a negative binomial model including treatment, country, number of asthma exacerbations in the

previous year (1 or >1) as fixed effects, and log-ti