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Intervention Groups and Duration:
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Figure 1 High-Level Overview of Study Visits

Data Monitoring Committee: 

Statistical Methods



TMP-0010225

!

!

!

!











TM
P-

00
10

22
5









TM
P-

00
10

22
5



TMP-0010225

2 INTRODUCTION
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2.1 Study Rationale

2.2 Background
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Objectives Estimands a
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4 STUDY DESIGN

4.1 Overall Design

!

!
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4.2 Scientific Rationale for Study Design
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Figure 3 Illustration of the Aspects of FEV1 and Symptoms That may be 
Evaluated to Support Objectives (During Visits 2 and 3)
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4.2.1 Participant Input into Design

4.3 Justification for Dose

4.4 End-of-Study Definition
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5 STUDY POPULATION

5.1 Inclusion Criteria

Age

Type of Participant and Disease Characteristics

Sex
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Informed Consent
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5.2 Exclusion Criteria

Medical Conditions

Prior/Concomitant Therapy

Prior/Concurrent Clinical Study Experience

Diagnostic Assessments
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Other Exclusions

5.3 Lifestyle Considerations
5.3.1 Meals and Dietary Restrictions

5.3.2 Caffeine, Alcohol, and Tobacco

5.3.3 Activity

5.4 Screen Failures
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6 STUDY INTERVENTION(S) AND CONCOMITANT 
MEDICATIONS

6.1 Study Intervention(s) Administered
6.1.1 Investigational Products

Table 6 Investigational Products

Arm name

Intervention 
name

Type 

Dose 
formulation

Unit dose 
strengths

Dosage levels

Route of 
administration

Use

IMP and NIMP

Sourcing



TMP-0010225

Packaging and 
labeling

Current/former 
names or aliases

6.2 Preparation, Handling, Storage, and Accountability

6.2.1 Metered Dose Inhaler Handling
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6.3 Assignment to Study Intervention

6.4 Study Intervention Compliance
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6.5 Dose Modification

6.6 Continued Access to Study Intervention After the End of the 
Study

6.7 Treatment of Overdose

!

!

no later than 24 hours

within one 
or 5 calendar days within 
30 days

6.8 Prior and Concomitant Therapy

!

!

!
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6.8.1 Prohibited/Restricted Medications

!

!

!

!

!

!

!

6.8.2 Rescue/Reliever Medicine
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7 DISCONTINUATION OF STUDY INTERVENTION AND 
PARTICIPANT DISCONTINUATION/WITHDRAWAL

7.1 Discontinuation of Study Intervention

7.2 Participant Withdrawal from the Study

!

!

!

!
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7.2.1 FEV1 Baseline, Mannitol Challenge Positive Reactivity, and FEV1

Stability Criteria (Visit 3 only)
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Figure 4 High-level Schema of Study Stability Criteria FEV1 and PD15 Mannitol

7.3 Lost to Follow-up

!
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8 STUDY ASSESSMENTS AND PROCEDURES

8.1 Administrative and General/Baseline Procedures

8.2 Efficacy Assessments
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8.2.1 Lung Function Test: Spirometry
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8.2.2 Asthma Impairment and Risk Questionnaire (AIRQ®)

8.2.3 Severity per National Asthma Education and Prevention Program

8.2.4 Modified Borg Scale
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8.2.5 Mannitol Challenge Test

8.2.6 Perceived Onset of Effect

8.3 Safety Assessments

8.3.1 Physical Examinations
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8.3.2 Vital Signs

8.3.3 Safety Spirometry

8.3.4 Electrocardiograms

8.3.5 Clinical Safety Laboratory Assessments
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Table 7 Laboratory Safety Variables

Hematology/Hemostasis (whole blood) Clinical Chemistry (serum or plasma)

Note. or

8.3.6 Fractional Exhaled Nitric Oxide Measurement

8.3.7 Blood Eosinophil Measurement
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8.4 Adverse Events, Serious Adverse Events, and Other Safety 
Reporting

8.4.1 Time Period and Frequency for Collecting AE and SAE Information

8.4.2 Follow-up of AEs and SAEs

Adverse Event Variables

!

!

!
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8.4.3 Causality Collection

8.4.4 Adverse Events Based on Examinations and Tests



TMP-0010225

8.4.5 Adverse Events Based on Signs and Symptoms

8.4.6 Hy’s Law

8.4.7 Disease Under Study

8.4.8 Reporting of Serious Adverse Events
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no later than 
24 hours 

within 
one calendar day and within 5 calendar
days 

no later than 24 hours 

8.4.9 Pregnancy

!

!

8.4.9.1 Maternal exposure
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8.4.10 Medication Error, Drug Abuse, and Drug Misuse

8.4.10.1 Timelines
or

1 calendar day no later than 24 hours

1
or 5 calendar days

within 30 days

8.4.10.2 Medication Error
unintended

8.4.10.3 Drug Abuse
intentional
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8.4.10.4 Drug Misuse
intentional

8.4.11 Reporting of Overdose

!

!

no later than 24 hours

within 1 or 
5 calendar days within 30 days

8.4.12 Medical Device Deficiencies

8.5 Pharmacokinetics

8.6 Immunogenicity Assessments
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8.7 Pharmacodynamics

8.8 Optional Genomics Initiative

8.9 Biomarkers

8.9.1 Mandatory Biomarker Sample Collection

8.9.1.1 Urinary Leukotrienes including LTE4

8.9.1.2 Serum cAMP, cAMP Mobilizing Analytes, and Additional Exploratory Blood 
Inflammatory Biomarkers
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8.9.1.3 Beta Receptor and Corticosteroid Receptor Expression Genetics

8.9.2 Optional Biomarker Sample Collection

8.9.3 Other Study-Related Biomarker Research

8.10 Study Participant Feedback Questionnaire
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Objectives Hypothesis
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Objectives Hypothesis
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Sample Size Re-estimation





TMP-0010225

9.3 Populations for Analyses

Table 10 Populations for Analysis

Population/Analysis Set Description

9.4 Statistical Analyses

9.4.1 General Considerations
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Table 11 Baseline for Primary/Secondary Endpoints and Safety Parameters 
Definitions

Category/Assessment Baseline Definition Endpoints/Parameters

!

!

!

!

!

!
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9.4.2 Adjustment for Multiple Comparisons
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Figure 5 Hierarchical Testing Structure

9.4.3 Efficacy
9.4.3.1 Primary Endpoint

Non-inferiority comparisons
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Superiority comparison if first non-inferiority has been demonstrated

9.4.3.2 Secondary Endpoints
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9.4.3.3 Exploratory Endpoints
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Serum cAMP and cAMP Mobilizing Analytes

Urinary Leukotrienes and Exploratory Blood Inflammatory Biomarkers

Beta Receptor and Corticosteroid Receptor Gene Expression



TMP-0010225

9.4.4 Safety
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9.4.5 Other Analyses

9.5 Interim Analyses
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9.6 Data Monitoring Committees
9.6.1 AstraZeneca Internal Advisory Board
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10 SUPPORTING DOCUMENTATION AND OPERATIONAL 
CONSIDERATIONS
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Appendix A Regulatory, Ethical, and Study Oversight Considerations

A 1 Regulatory and Ethical Considerations
!

∀

∀

∀

!

!

!

!

Regulatory Reporting Requirements for SAEs

!

!

!
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Regulatory Reporting Requirements for Serious Breaches
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A 2 Financial Disclosure

A 3 Informed Consent Process

!
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A 4 Data Protection
!

!
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A 5 Dissemination of Clinical Study Data

A 6 Data Quality Assurance

!

!

!

!

!
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A 7 Source Documents

A 8 Study and Site Start and Closure

!

!

!



TMP-0010225

A 9 Publication Policy
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Appendix B Adverse Events: Definitions and Procedures for Recording, 
Evaluating, Follow-up, and Reporting

B 1 Definition of Adverse Events

B 2 Definition of Serious Adverse Events

!

!

!

!

!

!

malignant tumors
Serious AEs

non-serious AE
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Life-threatening

Hospitalization

Important Medical Event or Medical Treatment

!

!

!

!

!

Intensity Rating Scale:

!

!
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B 3 A Guide to Interpreting the Causality Question
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!
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B 4 Medication Error, Drug Abuse, and Drug Misuse
Medication Error

!

! Was identified and

!

!

!

!

!

!

!

!

do not
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Drug Abuse

!

!

Drug Misuse
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Appendix C Handling of Human Biological Samples

C 1 Chain of Custody

C 2 Withdrawal of Informed Consent for Donated Biological Samples

!

!
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C 3 International Airlines Transportation Association 6.2 Guidance 
Document

LABELING AND SHIPMENT OF BIOHAZARD SAMPLES

https://www.iata.org/whatwedo/cargo/dgr/Pages/download.aspx

Category A Infectious Substances 

Category A Pathogens

Category B Infectious Substances 

!

!

Exempt 

!

!

!
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Appendix D Optional Genomics Initiative Sample

D 1 Use/Analysis of DNA

!

!

!

!

D 2 Genetic Research Plan and Procedures
Selection of Genetic Research Population

Inclusion Criteria

Exclusion Criteria

!

∀

∀

∀
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Withdrawal of Consent for Genetic Research

Collection of Samples for Genetic Research

Coding and Storage of DNA Samples

!

!

!

Ethical and Regulatory Requirements

Informed Consent
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Participant Data Protection

Data Management
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Appendix E Actions Required in Cases of Increases in Liver Biochemistry 
and Evaluation of Hy’s Law

E 1 Introduction

and/or

E 2 Definitions
Potential Hy’s Law

together with

Hy’s Law
together with 
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E 3 Identification of Potential Hy’s Law Cases

!

!

!

Central Laboratories Being Used:

!

!

!

!



TMP-0010225

E 4 Investigator Follow-up

E 4.1 Potential Hy’s Law Criteria not met

!

!

E 4.2 Potential Hy’s Law Criteria met

!

!

!
#

!

!

∀

∀

∀

#A ‘significant’ change
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E 5 Review and Assessment of Potential Hy’s Law Cases

Where there is an agreed alternative explanation

! not

!

no 

!

∀

∀
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E 6 Laboratory Tests
Hy’s Law Lab Kit for Central Laboratories
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E 7 References
Aithal et al 2011

FDA Guidance for Industry, July 2009
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Appendix F Instructions for Handling and Use of Oral Inhaler Device

F 1 Instructions For Use - Clinic
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F 2 Instructions For Use – Participant



TMP-0010225



TMP-0010225



TMP-0010225



TMP-0010225

Appendix G Protocol Version History

CSP Version 3.0, Amendment 2: (03 February 2023)

Overall Rationale for the Modification:

Summary of Changes:
List of Substantial Modifications

Section Number and Name Description of Change Brief Rationale
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Section Number and Name Description of Change Brief Rationale
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Section Number and Name Description of Change Brief Rationale

List of Non-Substantial Modifications

Section Number and Name Description of Change Brief Rationale
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Section Number and Name Description of Change Brief Rationale
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Section Number and Name Description of Change Brief Rationale
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Section Number and Name Description of Change Brief Rationale
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Section Number and Name Description of Change Brief Rationale
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CSP Version 2.0, Amendment 1: (02 August 2022)

Overall Rationale for the Amendment:

Section # and Name Description of Change Brief Rationale Substantial/
Non-substantial
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Section # and Name Description of Change Brief Rationale Substantial/
Non-substantial
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Section # and Name Description of Change Brief Rationale Substantial/
Non-substantial
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Section # and Name Description of Change Brief Rationale Substantial/
Non-substantial
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