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Revision History 

Version # 
Date 

(DD-Mmm-YYYY) Document Owner Revision Summary 

1.0 06-Dec-2019 Dean Margeson Final Version 1.0 

1.1 26-Feb-2020 Dean Margeson 
Updated Version to Address Protocol Deviation 

Classification 

2.0 24-Nov-2020 Dean Margeson 
Final Version 2.0 – Updated analyses to account for 

COVID-19 effects on the data. 

2.1 02-Jul-2021 Dean Margeson 

Updated for changes due to patients in 50 mg once daily 

group switching to 100 mg twice daily group during Part 

B. 

3.0 15-Jul-2021 Dean Margeson Final Version 3.0 
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Abbreviation Description 

IP Investigational Product 

IPF Idiopathic Pulmonary Fibrosis 

KBILD The King’s Brief Interstitial Lung Disease 

LCM Leicester Cough Monitor 

LCQ Leicester Cough Questionnaire 

Max Maximum 

MedDRA Medical Dictionary for Regulatory Activities 

Min Minimum 

MMRM Mixed Model Repeated Measures 

N/A or NA Not Applicable 

NCI National Cancer Institute 

PE Physical Exam 

PFT Pulmonary Function Tests 

PP Per-Protocol/Per-Protocol Set 

PRO Patient Reported Outcomes 

PT Preferred Term 

QOL Quality of Life 

QTcB Bazett-Corrected QT Interval 

QTcF Fredericia-Corrected QT Interval 

RV Residual Volume 

SAE Serious Adverse Event 

SAF Safety Set 

SaO2 Saturated Oxygen 

SAP Statistical Analysis Plan 

SD Standard Deviation 

SI Standard International System of Units 

SOC System Organ Class 
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Abbreviation Description 

SOP Standard Operating Procedure 

TEAE Treatment Emergent Adverse Event 

TFL Tables, Figures and Listings 

TLC Total Lung Capacity 

UIP Usual Interstitial Pneumonia 

VAS Visual Analogue Scale  

VC Vital Capacity 

WHO World Health Organization 
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Figure 1: Part A Study Schema 

PART A – Patients are randomized at Visit 2 to either 50 mg given once daily or 100 mg AP01 

given twice daily 

 

Figure 2: Part B Study Schema 

 

PART B – Patients continue randomized treatment regimen of either 50 mg once daily or 100 mg 

AP01 twice daily 

         

 

In Part A, eligible patients at least 40 years of age with a confident clinical and radiographic 

diagnosis of IPF according to pre-specified criteria, 40 ≤ %FVC ≤ 90, forced expiratory volume in 1 

second (FEV1)/FVC ratio ≥ 70% and 30 ≤ % DLCO ≤ 90 will be randomized with equal probability to 
receive AP01 50 mg once daily or 100 mg twice daily for 24 weeks.  Other than brief periods of 

medically appropriate treatment for acute IPF exacerbation, patients will not receive any other 

therapy for the treatment of IPF during Part A.  If in the opinion of the investigator, a patient is in 

need of treatment with oral pirfenidone or nintedanib during Part A, the patient should be 

discontinued from the study and return to the clinic for their Early Termination visit.  Supplemental 

oxygen will be allowed during the entire study. 

The initial dose of drug will be administered in the clinic to confirm airway tolerance.  If based on the 

investigator’s opinion, the patient had tolerability issues during the first dose administration, a second 

dose, at least 4 hours later, will also be observed.   Patients who experience cough that limits their 

ability to complete dosing will be given 1 - 2 puffs (90 - 100 microgram (µg)) of salbutamol in order to 

complete the in-clinic dose.  These patients, as well as patients with a history of asthma or smoking 

history of 20 pack years or greater, or patients that have a ≥ 15% drop in FEV1 % predicted in their pre-

dose and post-dose readings will be required to use 1 - 2 puffs (90 - 100 µg) of salbutamol prior to 
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HRCT7   X        X 

Pre-dose Spirometry  X       

Pre-dose SaO2  X       

Randomization  X       

Study Material Training    X          

Study Drug Administration First Dose  X       

Post-dose Spirometry (≤ 10 min post-dose)   X       

Post-dose SaO2  X       

Study Material Dispensation   X X X X X X X8 

Home Spirometer Training and 

Dispensation 

  X           

Concomitant Medications X X X X X X X X 

Adverse Events   X X X X X X X 

End of Treatment/Study Form        X 

 

Table 4: Study Schedule for Part B 

 

 

Study Phase – Part B  

Treatment   

Visit 9 10 11 12 Follow-up 

Day 252 336 420 504           

End of Study 

28 days after 

End of Study 

Window (Days) +/- 7 +/- 7 +/- 7 +/- 7 +/- 7 

Cough VAS, KBILD and LCQ  X X X X X 

Physical Exam2 X X X X X 

Weight  X  X  

Vital Signs X X X X X 

Laboratory Tests4 X X X X X 

Urinalysis X X X X X 

Urinary Pregnancy Test5 X X X X  

Spirometry and DLCO
 X X X X X 
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Major protocol deviations are defined as a subset of protocol deviations that may significantly impact the 

completeness, accuracy, and/or reliability of the study data or that may significantly affect the subject’s 
rights, safety or well-being.  Major protocol deviations will be included in the Clinical Study Report (CSR). 

These include: Enrollment Criteria (violation of inclusion/exclusion criteria, Informed Consent (informed 

consent not provided), Dosing (study drug deviation), Non-compliance, Concomitant Medications 

(administration of prohibit medication) and Other Good Clinical Practice (GCP) deviations.  All protocol 

deviations will be tracked and corrective live actions implemented. 

Protocol deviations will be summarized by grade and category for each treatment group and overall in the 

following ways: 

 Patients with Any Protocol Deviations (Major or Minor) 

 Patients with Major Deviations Only 

 Patients with Minor Deviations Only (i.e. excluding those patients with Major deviations).   

 Protocol Deviations Attributable to COVID-19 

All protocol deviations will be listed. 
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safety summary (overall AE summary, summary of respiratory [SOC respiratory, thoracic and mediastinal 

disorders] TEAEs by Preferred Term and summary of tolerability including cough due to drug 

administration and bronchospasm after in-clinic drug administration) will be performed by each subgroup 

in addition to by treatment group. 
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then subtracted from the time of nebulization.  Time of nebulization will then be summarized for 

each dose by treatment group with descriptive statistics.  In addition, the Time of nebulation will 

be summarized for just those patients who took the full dose with no interruptions for each dose 

by treatment group with descriptive statistics. 

 To assess tolerance, the number of patients with a ≥15% drop from pre-dose FEV1 % predicted to 

post-dose FEV1 % predicted will be summarized for each dose (first dose only if only 1 dose was 

received or for each dose if 2 doses are received) by treatment group with frequency counts and 

percentages (see more details in Section 10.6). 

Post-Baseline: At Home 

 For each patient, the treatment days will be derived cumulatively across all visits as the last dose 

date minus the first dose date + 1 and will be summarized by treatment group with descriptive 

statistics.     

 For each patient, the actual total dosage (mg) of AP01 will be derived cumulatively across all 

visits across all patient doses as 50 times the total number of used ampoules returned, and will 

be summarized by treatment group with descriptive statistics. 

 For each patient, the percent compliance will be derived cumulatively across all visits across all 

patient doses as 100 times (the total number of used ampoules returned divided by the total 

number of ampoules that would be used if they were fully dosing for the number of days between 

visits {slightly different from the number of ampoules dispensed}).  If a subject discontinues early, 

the denominator will be the total number of ampoules, which would be used up to, and including 

the date of discontinuation.  Percent compliance will be summarized by treatment group with 

descriptive statistics.  The percent compliance will be categorized (≥80%, 60-<80%, 40-<60%, 

20-<40% and <20%) and summarized by treatment group with frequency counts and 

percentages.  The percent compliance will be calculated overall and separately for each dosing 

regimen for those patients who switch over from 50 mg once daily to 100 mg twice daily in Part B. 

 For each patient, the percent compliance with the patient’s care plan will be derived cumulatively 
across all visits across all patient doses as 100 times (the total number of used ampoules 

returned divided by the total number of ampoules that would be used if they were fully dosing for 

the number of days between visits minus the number of ampoules that would be missed if 

following instructions to reduce or interrupt dose). If a subject discontinues early, the denominator 

will be the total number of ampoules, which would be used up to, and including the date of 

discontinuation.  Percent compliance will be summarized by treatment group with descriptive 

statistics.  The percent compliance will be categorized (≥80%, 60-<80%, 40-<60%, 20-<40% and 

<20%) and summarized by treatment group with frequency counts and percentages.  The percent 

compliance will be calculated overall and separately for each dosing regimen for those patients 

who switch over from 50 mg once daily to 100 mg twice daily in Part B. 

 The number of patients who had any days where all doses were missed will be summarized 

cumulatively across all visits by treatment group with frequency counts and percentages.  For 

those patients who had any days where all doses were missing, the maximum number of days 

between doses will be summarized cumulatively across all visits by treatment group with 

descriptive statistics. 
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random effect, fixed effects of time, change from baseline in FVC (measured at Weeks 4, 8, 12, 16, 20, 

24, 36, 48, 60 and 72), baseline CA19-9 (or CA-125), visit and time-varying effects for treatment group 

and treatment-by-time interaction to account for those patients who switched dosing regiments from 50 

mg once daily to 100 mg twice daily in Part B. To account for correlated repeated measures within 

patients a spatial power variance-covariance matrix will be used. Longitudinal plots at selected timepoints 

displaying the model adjusted, least square means and 95% confidence intervals will be produced. 

A linear-mixed effects model (PROC MIXED) approach will be used to determine the repeated-measures 

correlation coefficient estimates for change from baseline in CA-19 (or CA-125) with change from 

baseline in FVC for each treatment group using change from baseline at Weeks 4, 8, 12, 16, 20, 24, 36, 

48, 60 and 72.  A normal approximation will be used to determine the estimate for the correlation 

coefficient (ρhat), the 95% confidence intervals for the correlation coefficient estimate and p-value.  

Spirometry data collected after patients switched dosing regimens from 50 mg once daily to 100 mg twice 

daily will be omitted from this analysis.     
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The FAS will be used.  An ECG is optional at unscheduled visits, per the investigator’s discretion.  All ECG 
data will be presented in a listing. 
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