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AMENDMENT HISTORY 

CATEGORY 
Date 

Change refers to: 

NIA 10/21/2022 

NIA 7/4/2022 

Exploratory 
7/4/2023 

Endpoints 

Description of change 

Initial approved SAP 

Add 2 interim analysis per 

Protocol v2.0 

Add below exploratory 

endpoints per Protocol v2.0-

． 

． 

． 

． 

． 

． 
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In line with 
CSP? 

Yes 

Yes 

Yes 
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Rationale 

NIA 

NIA 

NIA 
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CATEGORY 

Change refers to: 
Date 

NIA 2/18/2024 

Exploratory 

Endpoints 
2/18/2024 

NA 8/19/2024 

Subgroup Anlyses 8/1912024 

Exploratory 
8/19/2024 

Endpoints - 3 

Exploratory 

Endpoints -5 
8119/2024 

NA 8/19/2024 

CONFIDENTIAL AND PROPRIETARY 

Description of change 

charac teristic and 

as thma control level 

Add the baseline and analysis 

window for inves tigator 

analysis. 

Add scope of the interim 

analysis. 

Add below exploratory 

endpoints per protocol V3.0 

． 

Specify the vis it windowing 

strategy for inves tigators in 

details, similar to subject' s 

windows rule. 

Move all subgroup analyses 

to a separate section 4.2.4. 

Specify the definition and 

cut-off threshold for 

subgroups. 

Change wording "partially 

controlled" to "partly 

controlled" for ACQ-5 (0.75 

to 1.5). 
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In line with 
CSP? 
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Yes 

Yes 

Yes 

Yes 

No 

No 
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29-Jul-2024

Rationale 

NIA 

NIA 

NIA 

NIA 

NIA 

Pr ior and 

concomitant 

medication page 

does not collect the 

inves tigator ID 

number, so 

deleted. 

Based on 

comments from 

expert opinion, the 

word "partially" is 









STATISTICAL ANALYSIS PLAN 

D589BC00027 - ed .4.0 

Exploratory 

． 

． 

． 

． 

．  

．  

． 

theophylline, Traditional Chinese 
Medicine 
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． 
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． 

． 

1.2 Study Design 
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The study will select a total of around 30 Tier 2 and Tier 3 hospitals across China and enrol 
approximately 1500 asthma patients之14 years old with all severities from the 30 
participating hospitals. To represent the real-world situation of patients, pulmonologists and 
treatment practice, hospital selection will include as many as provinces or municipalities in 
mainland China, where the altitude is below 1,500 meters, while balancing hospital grade 
(e.g. IO Tier 2 and 20 Tier 3). Patients will be recruited in hospital outpatient setting, where 
all potentially eligible asthma patients will be consecutively approached and invited to join 
the study, e.g., regardless of new patients or treated, exacerbation or regular follow-up. 

The QIP (i.e., GINA 2021 guideline education/training and implementation) will be 
delivered to pulmonologists and specialist nurses in participating hospitals at hospital level, 
including pulmonologist-targeted initial comprehensive education based on GINA 2021, 
guideline implementation performance assessment and feedback, reinforcement learning, 
along with multiple online and offline approaches serving as reminders and supportive tools 
to ensure consistent education and to facilitate the asthma management in daily clinical 
practice in accordance with GINA 2021 recommendation. 

Immediately after last patient has been enrolled at each site, the study intervention will be 
initiated, i.e., the initial comprehensive training on GINA 2021 will be offered to 
pulmonologists and specialist nurses in this hospital. All successfully enrolled participating 
patients will be followed up for up to 48 weeks and return to recruiting hospital for study 
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Asthma duration since symptom start (in months) = (ICF date - asthma symptoms start date 

+ 1)/365.25* 12

Asthma duration since diagnosed (in months) = (ICF date - asthma diagnosed date 

+ 1)/365.25* 12

Continuous Historical asthma exacerbation variables include Historical Astlnna Exacerbation 

number, number of exacerbations resulted in emergency room treatment, number of 

exacerbations resulted in hospitalization, medication number; categorical variables include 

Historical Asthma Exacerbation to Record within the past 12 months. 

A subject data listing of disease characteristics will be provided. 

4.1.7 Medical History and Concomitant Disease 

Respiratory Medical History (Comorbidities) will be coded using MedDRA codes of the 
version currently in effect at the time of database lock. The number (percentage) of patients 

reporting a history of any medical condition, as recorded on the CRF, will be summarized by 

system organ class and preferred term in FAS. A listing of respiratory medical history will be 

provided. 

4.1.8 Prior and Concomitant Medications 

Prior and concomitant medications for asthma, and prior medications for asthma related 

comorbidities will be coded using the World Health Organization Drug Dictionary (WHO DD) 

of the version currently in effect at the time of database lock. The number and percentage of 

patients who took prior and concomitant medications for asthma, prior medications for asthma 

related comorbidities will be summarized respectively by ATC medication class 2 and WHO 

DD preferred tenn (PT) in the FAS. Prior and concomitant medications will also be presented 

in a listing. 

Prior medications are defined as those medications with an end date prior to enrolment. 

Concomitant medications are defined as those medications which are taken on or after Visit 1 

(Week 0). This includes medications which start prior to Week O but continue after Week 0. 

Multiple drug usage in the same classification and preferred term by a subject will be counted 

only once. 

4.1.9 Prescriptions 

Prescribed medication for asthma will be coded using the World Health Organization Drug 

Dictionaiy (WHO DD) of the version currently in effect at the time of database lock. The 

number and percentage of patients who are prescribed for asthma will be summarized 

respectively by ATC medication class 2 and WHO DD preferred term (PT) and visit in the 

FAS. Prescriptions will also be presented in a listing 
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4.2.3 

4.2.3.l 

Other Endpoint 

Exploratory Endpoint-1 
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4.2.3.2 Exploratory Endpoint-2 
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4.2.3.3 Exploratory Endpoint-3 

4.2.3.4 Exploratory Endpoint-4 
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4.2.3.5 Exploratory Endpoint-5 
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4.2.3.6 Exploratory Endpoint-6 
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4.2.3.7 Exploratory Endpoint-? 
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4.2.3.8 Exploratory Endpoint-8 

4.2.3.9 Exploratory Endpoint-9 
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4.2.3.10 Exploratory Endpoint-10 

心3.11 Exploratory Endpoint-11 

4.2.3.12 Exploratory Endpoint-12 
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►  

4.2.3.13 Exploratory endpoint-13

4.2.4 Subgroup analyses

Subgroup analyses as below will be performed as appropriate for the primary endpoint, 
selected secondary endpoints and exploratory endpoints. Any subjects with a missing value 

for the defined subgroup w ill be excluded from the analysis of that subgroup. The subgroups 

to be explored may include as needed:

• Age be category: >65 years, 2'.18 to :'o65 years, <18 years old

• Age of onset: <20 years old, <40 years old，之40 years old

• Phenotype of asthma: allergic or non-allergic

• Hospital Tier: Tier 2, Tier 3

• Job: related to asthma, no-related to asthma (occupational exposure Y or N)

• Nicotine usage frequency (current, fonner, never)

• Sex (Male, Female)
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