) GILEAD

STATISTICAL ANALYSIS PLAN

Study Title:

Name of Test Drug:

Study Number:

Protocol Version (Date):

Analysis Type:
Analysis Plan Version:
Analysis Plan Date:

Analysis Plan Author(s):

Randomized, Double-Blind, Phase 3B Trial to Evaluate the
Safety and Efficacy of 2 Treatment Regimens of Aztreonam
75 mg Powder and Solvent for Nebulizer Solution /
Aztreonam for Inhalation Solution (AZLI) in Pediatric
Subjects with Cystic Fibrosis (CF) and New Onset
Respiratory Tract Pseudomonas aeruginosa (PA)
Infection/Colonization

Aztreonam Lysine for Pseudomonas INfection Eradication 2
(ALPINE 2) Study

Aztreonam 75 mg powder and solvent for nebulizer solution
(European Union [EU]) or Aztreonam for Inhalation Solution
(United States [US]) (AZLI)

GS-US-205-1850

Original: 11 November 2016
Amendment 1: 31 March 2017
Amendment 2: 06 November 2017
Amendment 3: 15 April 2020
Final Analysis

Version 1.0

01 December 2021

PPD

CONFIDENTIAL AND PROPRIETARY INFORMATION



Aztreonam for Inhalation Solution (AZLI)
Statistical Analysis Plan

GS-US-205-1850 Version 1.0
TABLE OF CONTENTS
TABLE OF CONTENTS ...ttt ettt ettt ettt et et e st e st est et s eseeseese et e et e eseeseeseesessessensensensessessensassesseseeseasensens 2
LIST OF IN-TEXT TABLES ..ottt ettt ettt ettt es et e st ese et e eteeseeseeseesesse s ensessensessenseneassesseneeneesennens 3
L. INTRODUCTION ...ttt ettt ettt ettt et et et e e es e e st e st aseeseeseese et e eseese et eeseese s ensensensensensenseneaneeseeneeneesenseens 6
1.1. STUAY ODJEOIIVES ...ttt ettt ettt ettt sh et e et e e e s et e eb e et e es et e em e e bt emeesaeemeesaeeneesneensesneanteaneans 6
1.2 STUAY DIESIZIN ...ttt ettt s h et h et h et e b e bt et e bt e st e bt en e e ebeeneesbeeneesbeennesneenteeneens 6
1.3. SamMPIe SIZ€ ANA POWET ..ottt ettt et st sbe e eeeens 8
2. TYPE OF PLANNED ANALYSIS. ...ttt ettt sttt ettt ene b 9
2.1.  Data Monitoring COmMMItIEE ANALYSES ......cceicuerrierieriieiietietiereeteeeesteeseesaessaesseessessessaesseessesseessesseessesseenns 9
2.2, PrIMATY ANALYSIS c..oevieiieiieiieiieieie ettt ettt ste et e st e et esteesseeseesseeseessesseesesssessesssesseasseseessenseessenseenseeseenns 9
2.3, FINAL ANALYSIS .ouiitieiiieiieie ettt ettt ettt ettt ettt b e st e ae st aeena e reena e beent e seenbeeseenseeseenes 9
3. GENERAL CONSIDERATIONS FOR DATA ANALYSES ..ottt 10
Bl ANALYSIS SES wuteutiiiuieitiieit ettt ettt b bbbttt b et ettt ettt ebt et be bt et 10
3.1.1. Intent-to-treat (ITT) ANALYSIS SET......ccciiiiiiiierieieieee sttt 10
3.1.2. Evaluable ANalYSiS Set......c.eeouiiieiiiieiieiet ettt 10
3.1.3. ELITE Study Matching AnalySis Set .......ccieiiiiiiinieeeeeie e 11
3.14. Per-Protocol ANALYSiS SET.......oiiiiiiiieiieieie et 11
3.1.5. Safety ANALYSIS S@L.....iiiiiiiieiieeiee e 12
3.2 SUDJECE GIOUPINEZ ... eevviiieitieiiitieiteete et e ettt et ete et e teeseesbeessesbeessesseesseeseesseeseesseessesseessesseessesseessenssessenseenns 12
3.3. Strata ANd COVATTALES .....c.eeueiuietietiitiitiet ettt ettt ettt ettt ettt et e st e et e s bt st et e b e s et et e st et eneeneeneeneeneenes 12
3.4.  Examination of SUDJECt SUDZIOUPS ...ccveeiiruieiiiieii ittt ettt s e saaessessaesseesaesseennens 12
3.5, MUItIPIE COMPATISONS ...uveerenrieiieiieetietieteeteeteeseesesseessessaesseassesseessesseessesssessesseessesssessesssessesssessesssessessens 12
3.6. MisSing Data and OULHETS .......ccueruieiieiieiieieieetteie sttt e ste ettt e esaesteesaesseesseeseensesseesesssessesnsensesnnens 13
3.6.1. IMISSING DIALA......eetiiieiieie ettt ettt ettt et e st esaesse e seeseenseesaenseeneeseeneesneeneeeneennas 13
3.6.2. OULIETS ..ottt ettt ettt e et eebeeetteeeteeesseesbeesabeasseessseensaeasseensaessseesbeessseenseenns 13
3.7.  Data Handling Conventions and TranSformations ...........cccceecuereeieniierieniieieeiceie e 13
3.8. Study Day and Analysis Visit ASSIZNMENT ........ceeruiiiiiiiiiiieieet ettt 14
3.8.1. Definition of StUAY DAY ...c..ooiiiiiiiieie e 14
3.8.2. ANAlySiS VISit WINAOWS ...c..eiuiiiiiiiiiieiietiete ettt ettt et e 15
3.8.3. Selection of Data in the Event of Multiple Records in an Analysis Visit
WIENAOW ettt ettt s e bbbt et e b e s b et et e e et ene et e st eneenes 15
4. SUBJECT DISPOSITION ..ottt sttt ettt eh ettt sttt ettt ettt e et e st et eseeneeneeneanes 17
4.1. Subject Enrollment and DIiSPOSITION .....c..couertirierienieieieieteieie ettt sttt ene s 17
4.2.  Extent of Study Drug Exposure and Adherence...........ccoecvevievieriiniiiieie e 18
4.2.1. Duration of Exposure to Study DIrtg.......cccovieieriiiiiieeeee e 18
4.2.2. Adherence to StUAY DIUG .....cc.ooiririiiiiniiiceet ettt 18
42.2.1. Prescribed AdREIENCE .......cooviiiiieiieciicceeee et 19
4.3. PrOtOCO] DEVIALIONS ...euviiiiiiiiieeiieetee st et e ettt e etteeteeeaeeteesebeesseessbeesseeesseeseeessaesseessseesssennseesssesnseenseeans 20
4.4.  Assessment 0Of COVID-19 TMPACL......ccuiiiiiieiiiitieiiet ettt ettt sbeeneesaeenees 20
4.4.1. Study Drug or Study Discontinuation Due to COVID-19........ccoociviiiiiiiniiiiieeeen 20
4.42. Protocol Deviations Due t0 COVID-19 ...cc.oiiiiiiiiiiiiieeceeeee e 20
4.4.3. Missed and Virtual Visits due to COVID-19 ....ccooiiiiiiiiiiiiee e 20
44.4. COVID-19 AdVETSE EVENLS ....ccuiiuiiiiiiiiiiiieieeeee et 21
44.5. Overall Assessment of COVID-19 Pandemic Impact ...........ccoeeveeveviinieniiiiieniiieeeeieeieeiens 21
5. BASELINE CHARACTERISTICS ..ottt sttt ettt 22
5.1.  Demographics and Baseline CharacteriStiCs .........c.eoeruerueieiriiiiieiinie sttt 22
5.2. Other Baseline Characteristics and CF Disease CharacteriStiCs........uevuureeruereerierienieeieneeeeesieseeneeennens 22
5.3. IMEAICAL HISTOTY ..ttt ettt ettt ettt e bt e e et e e et e enae e st enseeseenseeneensesneesseennenseennens 23

CONFIDENTIAL Page 2 01 December 2021



Aztreonam for Inhalation Solution (AZLI)
Statistical Analysis Plan

GS-US-205-1850 Version 1.0
6  EEFICACY ANATNRES ..o s e s s s st amss saa i 1oaiaii oo a3 0 s sid s oo g a4 25
o1 Prifriary BEiicacy BAdpotnt. c s o s e s 0 e L e L 0 e e L e s i ] a5
6iEd: Befinition of the Primnary BffiCacy Eidpoint ......awnaeimaiamsinasimsimmi sy

6:.1.2: Analysis of the Primary Efficacy Endpoint..........cccoooeiiiiiicciiiiie e see e s ssae s 25

6.2 Seondaiy BICACHT BIIMPOIINS .o coocos ias sasus posmanmis s vvs sy st s boaRasss S eada e s 3iaass s da s Boaaes st ssasamaed 27
621, Definition of Secondary Efficacy ENAPOints.......ccc.eerieerieiiieeriie e siaeireisssseie e essesnaeeraee s 27

10.
EL,

622 Analysis Methods for Secondary Efficacy ENdpoififs .....co.ueieeeeeiiuueeeriieeciieeecieiescniessiinnaessn2

T, Adveise BUSHIS Gtid BEAtg ... concowsi s nossss s st s s ssaasus toaiei s sos minssss maiss 30
.4 APVErie BN ICEIORIATS . cocur srmsmsimsnninssra insin e bnctis brosisiis $5m inaiins pamimem insits b bmsts $rm msiinsrminstin s F0)
T 12 Adverse EVENt SEVETILY ...ovviiiieiiieieeriiecraeeereerssesieesasessaaess e ssnsessassssasssssssssssnsessssassssessssssesss 0
T Relationship of Adverse Events 10 StUdY DITZ......cc.covveieiiiiieeieereieeeee e ceeerseseeseernseenaee e e 30
7:1.4: Senons Adyerse Bverls s T e 30
TS Treaimient-Emergent Adverse Events. ..o isnn il iumiinmiinmnias 30
T.1.5.1: Definition of Treatment-Emergent Adverse Events ..........cccoveveevievecvvcnevenne, 30
T:1.5:2. THCOMIPLETE TIAIEE . ccusuasiusonosmmss s smna s s o feaasus i sas o uss st st s s
TR sunimnesioEAdverse Bvents Aid DEAS... ..o mammsemeismmsssss s s sosiassi o) 31
7.16.1. Summaries of AE incidence in Combined Severity Grade
I F ot W s e Ul N e L TS L L 31
7.2, Laboratory EVAIUATIONS ......co.oiiiiie et ee et et s e e e eae s easen e e e e s aenee s cemne s aennenenes e DD
T2k Summaries:of Numeric Laboratory Resulfs . csnnnnnsnisnmimumimunmunigme32
7.2.2. Graded Eaboratory Valies s o e e e L e L L R L L 33
224 Summaries of Laboratory Abnormalities ...........ccoeeciviiicinniiesiciersi e saienn, 33
73 Body Weight. Heéight, and VERL BIGHE oo s it s s avsssas s s siodsnss sisies s suvies sssauionss on 33
7.4. BATWAT R EACIIIEN . .cosccousnesimsasmenes prsdenustssdansstssmass s dss boatesssssia Ho 0S5 uaas s 53 A S0 A B 3 S S A £ 33
T.5. Priot and Corcom At WIBAICHTONG: ... .. w.coosomscosossosmsesmans st 5rssds o Sedon em Smsin o St $e S s Bl S ton st 34
75 Prior IMIEAICATIONS ...uveveeiieieeieeeesiesi e s escs e ese e sttt e st est e e e st esan s e s e st n s e s e erenrs 34
152 Concomitant Medieations: .. ... .coe oo eerre s semsa s serensrms e snrm e msrssnrmmsssersnmrmne s ranprsssmss s )
7.6. Other-Balely Measures: oo s e 35
EE Changes from Protocol-Specified Safety Analyses. ... 35
SAR RENISHON e s e e S e O e e 38
APPENDDIX:] SCHEDULE: OB ASSESSNIENTS .. oo sosesomsmss s s sssmoss o samss fosimss fan Snsis fas Snsingeminaisiamsmssssanis 39
APPENDIX 2 DETERMINING MISSING AND VIRTUAL VISITS DUE TO COVID-19 ..., 42
2T S IR A T ANE AT e GRS — s tooTe: — sun SRS, s 4000 s MDAV S 00T s OV~ saes 00DV~ o MO 42
12.2. Determination of Missed and Virtual Viasits o s s s s s s s i s 42
LIST OF IN-TEXT TABLES
Table 3-1. Analyeis Vistt WInAOWE ..o cnviisnoiniimuniimuis i st mute s st senasis b beas s s s e 15
Table 12-1. Example Search Terms for “COVID-19" and “Virtual” Used to Identify
e A A T e e e e o e A e (TN Al ) 43

CONFIDENTIAL Page 3 01 December 2021



Aztreonam for Inhalation Solution (AZLI)
Statistical Analysis Plan

GS-US-205-1850

Version 1.0

AE
ATC

AZLI

BID
BMI
CF
CFU
CI
CRF
CSR
DMC
eCRF
ET
EU
FAS
FEF,s.5
FEV,
FVC
HLT
ICH

ID
ITT
IWRS
v

LLT
LOQ
MedDRA
MH

CONFIDENTIAL

LIST OF ABBREVIATIONS

adverse event

anatomical therapeutic chemical

Aztreonam 75 mg powder and solvent for nebulizer solution (European Union [EU]); aztreonam

for inhalation solution (US)
twice daily

body mass index

cystic fibrosis

colony forming units
confidence interval

case report form

clinical study report

data monitoring committee
electronic case report form
early termination
European Union

full Analysis Set

forced expiratory flow from 25% to 75% of the forced vital capacity

forced expiratory volume in 1 second

forced vital capacity

high-level term

International Conference on Harmonization (of Technical Requirements for Registration of

Pharmaceuticals for Human Use)

Identification

intent to treat

Interactive Web Response System

intravenous

Kaplan-Meier

lower-level term

lower limit of quantitation

Medical Dictionary for Regulatory Activities

Mantel-Haenszel

Page 4

01 December 2021



Aztreonam for Inhalation Solution (AZLI)

Statistical Analysi
GS-US-205-1850

s Plan

Version 1.0

MIC
MMRM
NLP

PA

PP

PT
PTM
QL Q3
SAE
SAP

SD

SE

SI (units)
SOC
TEAE
TFLs
TNS
ULN
TID
WHO

CONFIDENTIAL

minimum inhibitory concentration
mixed-effect model for repeated measures
Natural Language Processing
Pseudomonas aeruginosa
Per-protocol

preferred term

placebo to match

first quartile, third quartile

serious adverse event

statistical analysis plan

standard deviation

standard error

international system of units
system organ class
treatment-emergent adverse event
tables, figures, and listings
tobramycin nebulizer solution
upper limit of normal

3 times daily

World Health Organization

Page 5

01 December 2021



Aztreonam for Inhalation Solution (AZLI)
Statistical Analysis Plan
GS-US-205-1850 Version 1.0

1. INTRODUCTION

This statistical analysis plan (SAP) describes the statistical analysis methods and data
presentations to be used in tables, figures, and listings (TFLs) in the clinical study report (CSR)
for Study GS-US-205-1850. This SAP 1s based on the study protocol amendment 3 dated

15 April 2020 and the electronic case report form (eCRF). The SAP will be finalized before the
database finalization. Any changes made after the finalization of the SAP will be documented in
the CSR.

1.1. Study Objectives
The primary objective of this study is as follows:

To evaluate the safety and efficacy of a 14-day course vs a 28-day course of Aztreonam 75 mg
powder and solvent for nebulizer solution (European Union [EU]); aztreonam for inhalation
solution (US) (AZLI) 75 mg three times a day (TID) in subjects with new onset Pseudomonas
aeruginosa (PA) respiratory tract colonization/infection as determined by P4 eradication over a
28-day post-treatment follow-up period.

The secondary objectives of this study are as follows:

e To evaluate the time from primary eradication to P4 recurrence over a 108-week
post-treatment follow-up period

e To compare the efficacy of AZLI 75 mg TID for 14 days vs historical pooled tobramycin
nebulizer solution (TNS) two times a day (BID) for 28 days as determined by PA eradication
over a 28-day post-treatment follow-up period

e To evaluate the time to P4 recurrence for a sub-group of subjects matching the population in
the TNS ELITE Study {Ratjen 2010} over a 108-week post-treatment follow-up period

1.2 Study Design
This 1s a randomized, double-blind, multi-center study in pediatric subjects age 3 months to less
than 18 years with CF and newly detected P4 respiratory tract colonization/infection. Subjects
will be randomized in 1:1 ratio in AZLI 28-day or AZLI 14-day treatment arm. The

randomization will be stratified by age group (3 months to < 2 years, 2 to < 6 years, and 6 to
< 18 years).
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The study schedule will consist of a minimum of 13 visits: Screening, Day 1 (Baseline and
Randomization), Day 29, Weeks 6, 8, 16, and at 12-week intervals thereafter through Week 112.
Subjects may be screened up to 14 days prior to the Baseline visit to determine eligibility for
participation in the study. Screening and Baseline may occur on the same day for subjects.

Initial Eradication Phase (Primary Endpoint):

At the Baseline visit (Day 1), eligible subjects will be randomized to a 28-day course of AZLI
75 mg TID or a 14-day course of AZLI 75 mg TID followed by a 14-day course of placebo to
match (PTM) TID. Note: AZLI and PTM will both be considered “study drug treatment”.

After completing study drug treatment, subjects will be followed through Week 8 for safety and
recurrence of PA (cultures obtained at Day 29, Week 6, and Week 8).

Follow-Up Culture Phase:

Following the end of the Initial Eradication Phase, subjects will continue in the Follow-Up
Culture Phase, with study visits and PA cultures obtained at Week 16 and then every 12 weeks
for 112 weeks total study duration.

Re-Treatment Phase:

Subjects with PA recurrence after study drug treatment should be re-treated with a standard of
care antipseudomonal antibiotic regimen at the discretion of the Investigator. A non-exclusive
list of re-treatment regimen options include:

e Inhaled AZLI (Cayston®) 75 mg TID x 28 days
e Inhaled tobramycin 300 mg BID x 28 days
e Inhaled colistin 2 million units BID x 28 days (with or without oral ciprofloxacin)

e Any intravenous (IV) antibiotic regimen (with or without additional inhaled or oral
antibiotics)

e Other antipseudomonal antibiotic regimen at the discretion of the Investigator (to be
documented)

For the first P4 recurrence, subjects will be followed and re-cultured at the end of re-treatment,
4 weeks post re-treatment, and every 12 weeks thereafter through Week 112. If subjects have
subsequent PA recurrences post re-treatment, they will be treated at the Investigator’s discretion
and have continued follow-up cultures collected every 12 weeks through Week 112.

The total study period will be 112 weeks (4 weeks study drug treatment + 4 weeks Initial
Eradication Phase + 104 weeks Follow-Up Culture Phase).

A schedule of the study design is provided below.
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Study 1 42 56 112 196 280 364 448 532 616 700 784
Day
Study
Week 6 8 16 28 40 52 64 76 88 100 112
Rendoealza Initial Eradication Follow-Up Culture Phase
(may1) {Primary Endpolnt)

Post 2 4 12 24 36 48 60 72 84 96 108

treatment
Week
For first+ PA culture after study drug treatment >
Re-treatment Follow ~Up Culture Phase
Investigator
Decision
Ead of re-treatmem Past re- treatment week Then every 12 weeks untd study Week 112
a
For tha first PA rocurrence, subjects will be fellowed and re-cultured at the end of re-treatment, 4 woeks post
re-treatment, and every 12 weeks thereafter through Week 112
‘ For Subsequent+ PA culture, re-treat and collect folbow-un cultures every 12 weeks through study Week 112 [
1.3. Sample Size and Power

A maximum feasible sample size of 130 evaluable subjects (65 subjects per treatment arm) will
provide 75% power to show that treatment with AZLI for 14 days is not inferior to treatment
with AZLI for 28 days with a 20% noninferiority margin at a 1-sided significance level of 0.025,
assuming PA eradication rates for both AZLI treatment groups is 75% {Tiddens 2015}.
Assuming a non-evaluability rate of 5 to 7%, up to 140 subjects needed to be enrolled to obtain
130 evaluable subjects for the efficacy analysis.
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2. TYPE OF PLANNED ANALYSIS
2.1. Data Monitoring Committee Analyses

An external multidisciplinary Data Monitoring Committee (DMC) will review the progress of
the study and perform interim reviews of the safety data in order to protect subject welfare and
preserve study integrity. To ensure the best interests of the participants, the DMC will make
recommendations to the sponsor if the nature, frequency, and severity of adverse effects
associated with the study treatment warrant the early termination of the study, the continuation of
the study, or the continuation of the study with modifications.

DMC data review meetings are scheduled via teleconference format. The initial DMC data
review meeting is based on data collected after approximately 25% of planned subjects either
have provided PA cultures through Week 8 or have discontinued the study. Additional meetings
will be scheduled every 3 to 6 months following the initial data review meeting. The timing of
these meetings may be modified at the discretion of the DMC based on enrollment rates and
availability of data.

The DMC’s role and responsibilities and the scope of analysis to be provided to the DMC are
documented in a mutually agreed upon charter, which defines the DMC membership, meeting
logistics, and meeting frequency.

2.2, Primary Analysis

Primary analysis of the primary endpoint is the test of non-inferiority of the 14-day AZLI course
compared to the 28-day AZLI course based on the Evaluable Analysis Set. Primary analysis was
to be performed after all subjects have completed Week 8, or Week 16 if Week 8 culture data are
missing, or are early terminated, and the data have been cleaned and finalized for the analysis.
However, due to the challenges brought by COVID-19 pandemic resulting in inability to clean
and finalize the data for the primary analysis as required by the study protocol, the primary
analysis will be combined with the final analysis.

2.3. Final Analysis

After all subjects have completed the study through Week 112 or are early terminated,
outstanding data queries have been resolved or adjudicated as unresolvable, and the data have
been cleaned and finalized, the final analysis of the data was to be performed.

However, during ongoing COVID-19 pandemic, the risk of continuing the trial in this vulnerable
CF paediatric patient population considerably outweighed the benefits of trial continuation.
Therefore, the study was terminated early on September 2374, 2021. At the time of study
termination, all evaluable subjects completed the initial eradication period and provided data for
the primary analysis, more than 60% of subjects evaluable for the primary analysis also
completed 108-weeks follow-up period, in line with the terms of the agreed Pediatric
Investigational Plan (PIP) for Cayston issued by the Pediatric Committee (PDCO) of the
European Medicines Agency (EMA).
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3. GENERAL CONSIDERATIONS FOR DATA ANALYSES

Analysis results will be presented using descriptive statistics. For categorical variables, the
number and percentage of subjects in each category will be presented; for continuous variables,
the number of subjects (n), mean, standard deviation (SD) or standard error (SE), median, first
quartile (Q1), third quartile (Q3), minimum, and maximum will be presented.

All statistical tests will be 2-sided and performed at the 5% significance level unless otherwise
specified.

By-subject listings will be presented for all subjects in the Intent-to-treat (ITT) Analysis Set and
sorted by subject ID number, visit date, and time (if applicable). Data collected on log forms,
such as AEs, will be presented in chronological order within the subject. The treatment group to
which subjects were randomized will be used in the listings. Age, sex at birth, race, and ethnicity
will be included in the listings.

3.1. Analysis Sets

Analysis sets define the subjects to be included in an analysis. Analysis sets, and their definitions
are provided in this section. Subjects included in each analysis set will be determined before the
study blind is broken for analysis. The analysis set will be identified and included as a subtitle of
each TFL.

For each analysis set, the number and percentage of subjects eligible for inclusion, as well as the
number and percentage of subjects who were excluded and the reasons for their exclusion, will
be summarized by treatment group.

A listing of reasons for exclusion from analysis sets will be provided by subject.
3.1.1. Intent-to-treat (ITT) Analysis Set

Intent-to-treat (ITT) Analysis Set includes all subjects who were randomized in the study. The
ITT analysis set will be used in a sensitivity analysis of the primary endpoint to evaluate the
impact of the treatment regimens on the treatment effect and in data listings.

3.1.2. Evaluable Analysis Set

The evaluable analysis set for the primary efficacy analysis will include all randomized subjects
who complete AZLI treatment with at least 75% compliance (prescribed adherence to AZLI,
defined in Section 4.2.2.1) and do not use any anti-PA antibiotics while on study treatment with
AZLI. Evaluability of subjects with missing PA culture result through last dose of AZLI +

28 days is determined after applying missing data imputation rules described in Section 3.6.1.
After imputation, subjects with missing data in both central and local lab will not be included in
the evaluable analysis set unless those subjects have positive PA culture from Week 4 to Week 6
for AZLI 14 Days group, or from Week 4 to Week 8 for AZLI 28 Days group.
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3.1.3. ELITE Study Matching Analysis Set

The ELITE Study matching analysis set will consist of subjects from Evaluable Analysis Set
who also satisfy the published criteria for efficacy analysis population in ELITE Study
{Ratjen 2010}. The criteria for subject’s inclusion in the ELITE study matching analysis set are:

e Subjects must be 6 months and older at randomization

e No anti-PA4 IgG Antibody Interpretation at Screening/Baseline = positive, and no history of
positive anti-PA4 antibody on record

¢ Did not use anti-pseudomonal antibiotics through 28 days after completion of active
treatment (Week 6 or Week 8 visit, depending on treatment assignment)

e Non-missing PA culture result at 28 days after last dose of AZLI (Week 6 or Week 8 visit,
depending on treatment assignment)

e P4 negative through 28 days after completion of active treatment (Week 6 or Week 8 visit,
depending on treatment assignment)

e No important protocol deviation related to compliance with study drug administration (IPD
TAO1 “Subject administered more/less medication than required’), no violation of inclusion
criterion #3 and exclusion criterion #1

— Inclusion criterion #3: Documented new onset of positive respiratory tract culture for PA
within 30 days of Screening defined as either first lifetime documented PA-positive
culture, or PA recovered after at least a 2-year history of PA-negative respiratory cultures
(at least 2 cultures per year)

— Exclusion criterion #1: Use of IV or inhaled antipseudomonal antibiotics within 2 years
of Screening

3.1.4. Per-Protocol Analysis Set

The Per-Protocol (PP) Analysis Set includes subjects in the Evaluable Analysis Set who did not
have any important protocol deviations that impacted the primary outcome evaluation, including
and not limited to violation of inclusion criterion #3 or exclusion criterion #1, non-compliance
with study drug regimen specified in the protocol (IPD TAO1 “Subject administered more/less
medication than required”) or taking prohibited medication (IPD XMO1 “Subject took a
medication prohibited by the protocol”).

The PP Analysis Set is the secondary analysis set for the efficacy analyses.

CONFIDENTIAL Page 11 01 December 2021



Aztreonam for Inhalation Solution (AZLI)
Statistical Analysis Plan
GS-US-205-1850 Version 1.0

315, Safety Analysis Set

The Safety Analysis Set includes subjects randomized and who received at least one dose of
study drug. This is the primary analysis set for safety analyses.

. 1.4 Subject Grouping

For analyses based on the ITT Analysis Set, Evaluable Analysis Set, the ELITE Study Matching
Analysis Set and the PP Analysis Set, subjects will be grouped according to the treatment to
which they were randomized. For analyses based on the Safety Analysis Set, subjects will be
grouped according to the actual treatment received. The actual treatment received will differ
from the randomized treatment only when subject’s actual treatment differs from randomized
treatment for the entire treatment duration.

33. Strata and Covariates

Subjects will be randomly assigned to treatment groups via the interactive web response system
(IWRS) in a 1:1 ratio using a stratified randomization schedule. Stratification will be based on
three age groups (3 months to < 2 years; 2 to < 6 years; and 6 to < 18 years).

If there are discrepancies in stratification factor values between the IWRS and the clinical
database, the values recorded in the clinical database will be used for analyses.

Analyses performed using mixed-effect model repeated measures (MMRM), such as pulmonary
function test analyses, will include baseline value in the model. Although the randomization 1s
stratified by age group, age group will not be used as a covariate in the analysis model because
spirometry assessment is done for subjects 6 years and older.

3.4. Examination of Subject Subgroups

The primary endpoint will be summarized for all subjects and by age group (3 months to
< 2 years, 2 to < 6 years, 6 to < 18 years), gender, P4 infection history (first P4 infection,
recurrent P4 infection).

< Multiple Comparisons

The primary endpoint will be tested at the 1-sided significance level of 0.025.
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3.6. Missing Data and Outliers
3.6.1. Missing Data

In general, missing data will not be imputed unless methods for handling missing data are
specified. Exceptions are presented in this document.

To determine Evaluable Analysis Set, for subjects with missing central microbiology culture
results at post-baseline visits during primary eradication period the local microbiology culture
results will be used from the same analysis visit, if available. If both central and local
microbiology results are missing for any visit, the missing data will be imputed using the next
immediate visit. If the result at the next immediate visit is negative, then the negative result will
be assigned. If the result at the next immediate visit is positive or missing then no imputation will
be done, and the result will remain as missing.

If Screening and Day 1 visits are performed on the same day and Day 1 pre-dose spirometry
assessment 1s not provided, then the pre-dose analysis time point will be assigned to the
Screening visit measurement.

Missing microbiology cultures colony forming units (CFU) data in which the pathogen 1s absent
as determined by culture samples will be set to 0. Otherwise, missing CFU data will not be

imputed.

For missing last dosing date of study drug, imputation rules are described in Section 4.2.1. The
handling of missing or incomplete dates for AE onset 1s described in Section 7.1.5.2, and for
prior and concomitant medications in Section 7.5.

3.6.2. Outliers
No data will be excluded from the analyses, including any outliers.
3.7 Data Handling Conventions and Transformations

The following conventions will be used for the imputation of date of birth when it is partially
missing or not collected:

e If only month and year of birth is collected, then “15” will be imputed as the day of birth
e If only year of birth is collected, then “01 July” will be imputed as the day and month of birth

e If year of birth is missing, then date of birth will not be imputed
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In general, age collected at Day 1 (in years) will be used for analyses and presented in listings. If
age at Day 1 is not available for a subject, then age derived based on date of birth and the Day 1
visit date will be used instead. If an enrolled subject was not dosed with any study drug, the
randomization date will be used instead of the Day 1 visit date. For screen failures, the date the
first informed consent was signed will be used for the age derivation. Age required for
longitudinal and temporal calculations and analyses (eg, estimates of creatinine clearance, age at
date of AE) will be based on age derived from date of birth and the date of the measurement or
event, unless otherwise specified.

Data that are continuous in nature but are less than the lower limit of quantitation (LOQ) or
above the upper LOQ will be imputed as follows:

e A value that is 1 unit less than the LOQ will be used to calculate descriptive statistics if the
datum is reported in the form of “< x” (where x is considered the LOQ). For example, if the
values are reported as < 50 and < 5.0, values of 49 and 4.9, respectively, will be used to
calculate summary statistics. An exception to this rule is any value reported as <1 or <0.1,
etc. For values reported as < 1 or < 0.1, a value of 0.9 or 0.09, respectively, will be used to
calculate summary statistics.

e A value that is 1 unit above the LOQ will be used to calculate descriptive statistics if the
datum is reported in the form of “> x” (where x is considered the LOQ). Values with decimal
points will follow the same logic as above.

e The LOQ will be used to calculate descriptive statistics if the datum is reported in the form of
“<x” or “>x” (where x is considered the LOQ).

CFU data will be transformed using the base 10 logarithm before calculating changes. To
account for zero values, 1 will be added to each CFU measurement before being transformed.
Any CFU data values where the pathogen (eg, P4) was not isolated from a valid culture will be
set to zero (0).

3.8. Study Day and Analysis Visit Assignment

Data obtained after the follow-up culture phase visits will be excluded from the summaries but
will be included in the listings.

For subjects who prematurely withdraw from the study, the early termination (ET) data (except
respiratory culture records) will be assigned to what would have been the next scheduled visit
where the respective data were scheduled to be collected (eg, for subjects with early withdrawals
between Visit 3 and 4, the data collected at the ET visit will be summarized at the Visit 4
timepoint).

3.8.1. Definition of Study Day

Study day will be calculated from the first dosing date of study drug and derived as follows:
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e For post-dose study days: Assessment Date — First Dosing Date + 1

e For days prior to the first dose: Assessment Date — First Dosing Date
Therefore, study Day 1 is the day of first dose of study drug administration.
3.8.2. Analysis Visit Windows

Subject visits might not occur on protocol-specified days. In general, the values obtained at the
nominal visit will be used for analysis, with exception to respiratory culture results.

Any data obtained at unscheduled visits will not be assigned to a particular visit or time point.
The following rules will be applied for respiratory culture results:

e A visit prior to the first dosing of study drug may be included in the calculation of the
baseline value, if applicable. If there are multiple PA4 culture results of central or local labs on
or prior to the study drug first dose date, priority will go to the record with positive result,
then central lab, if available, and then the result closest to first dosing of study drug.

e Respiratory culture records will be assigned to the analysis visit according to analysis visit
windows presented in Table 3-1, regardless of whether visit is a regular scheduled visit,
unscheduled or Early Termination visit.

Table 3-1. Analysis Visit Windows
Nominal Visit Nominal Study Day Lower Limit Upper Limit
Baseline 1 -43 |

Date of last dose of
Week 4 29 AZLI treatment-Date of 32
treatment start date +1

Week 6 42 33 45
Week 8 56 46 59
Week 16 112 60 126
Week X (X=28, 40,
52, 64, 76, 88, 100, X*7 (X-12)*7 +15 X*7 +14
112

3.8.3. Selection of Data in the Event of Multiple Records in an Analysis Visit

Window

Depending on the statistical analysis method, single values may be required for each analysis
window. For example, change from baseline by visit usually requires a single value, whereas a
time-to-event analysis would not require 1 value per analysis window.
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If multiple valid, nonmissing, continuous measurements exist in an analysis window, records will
be chosen based on the following rules if a single value is needed:

e In general, the baseline value will be the last nonmissing value on or prior to the first dosing
date of study drug, unless specified differently. If multiple measurements occur on the same
day, the last nonmissing value prior to the time of first dosing of study drug will be
considered as the baseline value. If these multiple measurements occur at the same time or
the time is not available, the average of these measurements (for continuous data) will be
considered the baseline value.

e For non-microbiology (e.g. spirometry) assessments, the postbaseline values will be assigned
using the following priority order:

— Non-missing nominal visit
— The record closest to the nominal day for that visit will be selected

— If there are 2 records that are equidistant from the nominal day, the later record will be
selected

— If there is more than 1 record on the selected day, the worst will be taken, unless
otherwise specified.

If multiple valid, nonmissing, non-microbiology categorical measurements exist in an analysis
window, records will be chosen based on the following rules if a single value is needed:

e For baseline, the last available record on or prior to the date of the first dose of study drug
will be selected. If there are multiple records with the same time or no time recorded on the
same day, the value with the lowest severity will be selected.

e For post-baseline visits, if there are multiple records with the same time or no time recorded
on the same day, the value with the worst severity within the window will be selected.

For the respiratory culture data, when multiple records of central or local labs are mapped to the
same nominal visit, for visits through Week 8, local lab result will only be used when central lab
result from the same visit is missing; for visits after Week 8, priority will go to the record with
positive result, and then the earliest result. If multiple central laboratory records are mapped to
the same nominal visit then the priority will go to the record with positive respiratory culture
result, and next to the scheduled visit record. If there are the same PA culture results from central
and local lab done on the same day, then the priority is given to the central lab result.
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4. SUBJECT DISPOSITION
4.1. Subject Enrollment and Disposition

A summary of subject enrollment will be provided by treatment group for each country,
investigator within a country, and overall. The summary will present the number and percentage
of subjects enrolled. For each column, the denominator for the percentage calculation will be the
total number of subjects analyzed for that column.

A similar enrollment table will be provided by stratification factor stratum. The denominator for
the percentage of subjects in the stratum will be the total number of randomized subjects. If there
are discrepancies in the value used for stratification assignment between the IWRS and the
clinical database, the value collected in the clinical database will be used for the summary. A
listing of subjects with discrepancies in the value used for stratification assignment between the
IWRS and the clinical database at the time of data finalization will be provided.

The randomization schedule used for the study will be provided as an appendix to the CSR.

A summary of subject disposition will be provided by treatment group. This summary will
present the number of subjects screened, the number of subjects who met all eligibility criteria
but were not randomized with reasons subjects not randomized, the number of subjects
randomized, and the number of subjects in each of the categories listed below:

e Safety Analysis Set
e Per-Protocol Analysis Set
e ITT Analysis Set
e Evaluable Analysis Set
— Did not meet evaluability criteria due to < 75% compliance

— Did not meet evaluability criteria due to use of anti-PA antibiotics while on AZLI
treatment

— Did not meet evaluability criteria due to missing PA culture result during initial
eradication phase

e The ELITE Study Matching Analysis Set

e Completed study drug

¢ Did not complete study drug with reasons for premature discontinuation of study drug
e Completed study

¢ Did not complete the study with reasons for premature discontinuation of study
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For the status of study drug and study completion and reasons for premature discontinuation, the
number and percentage of subjects in each category will be provided. The denominator for the
percentage calculation will be the total number of subjects in the Safety Analysis Set
corresponding to that column. In addition, a flowchart will be provided to depict the disposition.

The following by-subject listings will be provided by subject identification (ID) number in
ascending order to support the above summary tables:

e Reasons for premature study drug or study discontinuation
e Lot number and kit ID of assigned study drugs
4.2, Extent of Study Drug Exposure and Adherence

Extent of exposure to study drug will be examined by assessing the total duration of exposure to
study drug and the level of adherence to the study drug specified in the protocol.

4.2.1. Duration of Exposure to Study Drug

Total duration of exposure to study drug will be defined as last dosing date minus first dosing
date plus 1, regardless of any temporary interruptions in study drug administration, and will be
expressed in days using up to 1 decimal place (eg, 10.5 days). If the last study drug dosing date is
missing, the latest date among the study drug end date, clinical visit date, laboratory sample
collection date, and vital signs assessment date that occurred during the on-treatment period will
be used.

The total duration of exposure to active AZLI treatment will be summarized using descriptive
statistics and using the number (ie, cumulative counts) and percentage of subjects exposed
through the following time periods: > 1 day, > 8 days, > 15 days, and > 29 days. Summaries will
be provided by treatment group for the Safety Analysis Set.

No formal statistical testing is planned.
4.2.2. Adherence to Study Drug
The total number of vials of AZLI administered will be summarized using descriptive statistics.

The presumed total number of vials administered to a subject will be determined by the data
collected on the drug accountability CRF using the following formula:

Total Number of Vials Administered =

(Z No. of Vials Dispensed) - (Z No. of Vials Returned)

Total dose (mg) taken will be calculated as 75 times the number of vials taken.
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In general, unreturned missing vials will be assumed to have not been inhaled. Subjects without
a vial return record are assumed to have taken one dose at clinic (at day 1 visit) and their total
number of inhaled vials equals one.

4.2.2.1. Prescribed Adherence

The level of prescribed adherence to the AZLI treatment will be determined by the total amount
of study drug administered relative to the total amount of study drug specified by the protocol for
a subject who completes treatment in the study.

The level of prescribed adherence will be expressed as a percentage using the following formula:

Prescribed Adherence (%) :( Total Amount of Study Drug Administered j < 100

Total Amount of Study Drug Specified by Protocol

Specifically, the Prescribed Adherence (%) of AZLI 14 Days group will be calculated as:

Prescribed Adherence (%);4 = min[100, 100* (total number of inhaled vials)/(3*14)]

The Prescribed Adherence of AZLI 28 Days group will be calculated as:

Prescribed Adherence (%),s= min[100, 100* (total number of inhaled vials)/(3*28)]

The prescribed adherence to AZLI and overall prescribed adherence (regardless of treatment
assignment) will be provided in the listing.

Descriptive statistics for the level of prescribed adherence with the number and percentage of
subjects belonging to adherence categories (eg, < 75, > 75 to < 80%, > 80 to < 85%, > 85 to
<90%, > 90 to < 95%, > 95%) will be provided by treatment group for the Safety Analysis Set.

Total number of used vials will be summarized (mean, median, SD, minimum, maximum, and

n).

Subjects are defined as treatment compliant if they used at least 75% of the vials they were
supposed to use based on Prescribed Adherence calculations above.

No formal statistical testing is planned.

A by-subject listing of study drug administration and drug accountability will be provided
separately by subject ID number (in ascending order) and visit (in chronological order).
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4.3. Protocol Deviations

Subjects who did not meet the eligibility criteria for study entry but enrolled in the study will be
summarized regardless of whether they were exempted by the sponsor or not. The summary will
present the number and percentage of subjects who did not meet at least 1 eligibility criterion and
the number of subjects who did not meet specific criteria by treatment group based on the ITT
Analysis Set. A by-subject listing will be provided for those subjects who did not meet at least 1
eligibility (inclusion or exclusion) criterion. The listing will present the eligibility criterion (or
criteria if more than 1 deviation) that subjects did not meet and related comments, if collected.

Protocol deviations occurring after subjects entered the study are documented during routine
monitoring. The number and percentage of subjects with important protocol deviations by
deviation reason (eg, nonadherence to study drug, violation of select inclusion/exclusion criteria)
will be summarized by treatment group for the ITT Analysis Set. A by-subject listing will be
provided for those subjects with important protocol deviation.

4.4. Assessment of COVID-19 Impact

This study was ongoing during the novel coronavirus (COVID-19) pandemic which had an
impact on the study conduct. Some subjects were unable to attend onsite visits due to shelter in
place guidelines, site closures, or other reasons. This section describes how special situations due
to COVID-19 will be handled in the analysis.

4.4.1. Study Drug or Study Discontinuation Due to COVID-19

A by-subject listing of reasons for premature study drug or study discontinuation due to
COVID-19 will be provided, if applicable.

4.4.2. Protocol Deviations Due to COVID-19

A by-subject listing will be provided for subjects with important protocol deviations related to
COVID-19. A separate listing will be provided for subjects with non-important protocol
deviations related to COVID-19.

4.4.3. Missed and Virtual Visits due to COVID-19

An overall summary of the number and percentage of subjects with missed or virtual visits (e.g.,
at least 1, with 1, 2, 3 or more visits) due to COVID-19 will be provided by treatment group and
overall. The denominator for the percentage calculation will be the total number of subjects in
the safety population for that column.

A by-subject listing of subjects with missed or virtual visits due to COVID-19 will be provided
by subject ID number in ascending order.

Information regarding missed or virtual visits due to COVID-19 will be collected as free text in
the CRF comment fields. The determination of missed or virtual visits due to COVID-19 will be
done using Natural Language Processing (NLP) to search the CRF comment fields. A detailed
explanation of the algorithm is given in Appendix 2.
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4.4.4. COVID-19 Adverse Events

AEs of COVID-19 will be included in analyses of AEs if applicable, which will be determined
through COVID-19 SMQ broad search. A by-subject listing of AEs of COVID-19 will be
provided, if applicable.

4.4.5. Overall Assessment of COVID-19 Pandemic Impact

For subjects affected by COVID-19 infection and/or pandemic while participating in the study, a
listing of the following individual COVID-19 related outcome categories will be provided:

o Death due to COVID-19
o Adverse event of COVID-19, as determined by COVID-19 SMQ broad search

o Hospitalization (using data from AE eCRF) due to adverse event of COVID-19 as defined
above

o Study drug discontinuation due to COVID-19
o Study discontinuation due to COVID-19

o Missed visits due to COVID-19

o Missed PA culture collection due to COVID-19

In addition, composite broad COVID-19 impact indicator will be derived based on the following
individual categories defined above: death, adverse event, hospitalization, study drug
discontinuation, study discontinuation, missed visits, and missed key assessments. Composite
specific COVID-19 impact indicator will be derived based on death and specific adverse event.
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5. BASELINE CHARACTERISTICS
51. Demographics and Baseline Characteristics

Subject demographic variables (ie, age, sex, race, and ethnicity) and baseline characteristics
(body weight [in kg], height [in cm], body mass index [BMI; in kg/m?], vital signs) will be
summarized by treatment group and overall using descriptive statistics for continuous variables
and using number and percentage of subjects for categorical variables. The summary of
demographic data will be provided for the Safety Analysis Set for the following:

e Age (on the first dose date of any study drug) as a continuous variable
e Age group (3 months to < 2 years; 2 to < 6 years; and 6 to < 18 years)
¢ Sex (male, female)

¢ Race (American Indian or Alaska Native, Asian, Black or African American,
White or Other)

o Ethnicity (Hispanic or Latino, not Hispanic or Latino, Not permitted)
e body weight [in kg]

e height [in cm]

e body mass index [BMI in kg/m?]

e vital signs (blood pressures in mmHg, pulse in beats/min, temperate in C°)

A by-subject demographic listing, including the informed consent date, will be provided by
subject ID number in ascending order.

52. Other Baseline Characteristics and CF Disease Characteristics

Other baseline characteristics include:

I—

:_

e Regspiration Rate at baseline (breaths/min)
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e O, Saturation (%) at baseline
e Chest Auscultation at baseline
e Presence of P4 at baseline (Present or Absent)
e P4 mucoid phenotype (mucoid P4, non-mucoid PA)
e Logl0 PA CFU for Patients with Positive P4
e MIC of Aztreonam for All P4 Isolates
e Highest Aztreonam MIC for P4 (ug/mL)
e Infection history (first PA infection, recurrence)
e Anti-PA IgG antibodies (interpretation categories: negative, borderline, positive)
e CF Disease characteristics:
— Sweat Chloride Test (mEq/L)
— Sweat Sodium (mEq/L)
— CF Genotype (Total, Homozygous, Heterozygous, Unidentified, Other, Missing)
1) Homozygous if both of the results are ‘Delta F508’

2) Heterozygous if one result is ‘Delta F508’ and one is ‘other’, ‘unidentified’, or
missing

3) Unidentified if both of the two results are ‘unidentified’, or if one result is
‘unidentified’ and one is ‘missing’

4) Other if one result is ‘other’ and one is ‘other’, ‘unidentified’, or missing

5) Missing if both results are missing

These baseline and CF disease characteristics will be summarized by treatment group and overall
using descriptive statistics for continuous variables and using number and percentage of subjects
for categorical variables. The summary of baseline characteristics will be provided for the Safety
Analysis Set.

In addition, the number and percent of subjects with positive result for pathogens detected from
nasal swabs obtained at baseline visit using Biofire assay will be summarized.

A by-subject listing of other baseline characteristics will be provided by subject ID number in
ascending order.

5.3. Medical History

Disease-specific medical history will be collected on the CRFs and will be summarized using
descriptive statistics (sample size, mean, SD, median, Q1, Q3, minimum, and maximum) for
continuous data, by the number and percent of subjects for categorical data, and by total counts
for multiple records data.
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Summaries of previous P4 infection history will be provided for the safety analysis set.
Summaries of previous P4 infection history will include number of subjects with first PA4
infection and recurrent P4 infection. Subcategories of the number of subjects with 1, 2, 3, 4, and
> 5 additional previous PA infections (ie, not including the infection to qualify for the study) will
be included within the category of recurrent P4 infection. The number of subjects with available
data will be used as the denominator in the summaries.

General medical history data will be collected at screening and listed only. General medical
history data will not be coded.
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6. EFFICACY ANALYSES

6.1. Primary Efficacy Endpoint

6.1.1. Definition of the Primary Efficacy Endpoint

The primary efficacy endpoint is the proportion of subjects with P4-negative cultures through
28 days post-treatment in the 14-day treatment group vs 28-day treatment group. Evaluable
Analysis Set of the primary efficacy endpoint is defined in Section 3.1.2. Subjects with no
PA-positive culture at Week 4 through Week 6 (for 14-day AZLI treatment group) or Week 8
(for 28-day AZLI treatment group) analysis visit will be considered to be a responder for the
primary endpoint (analysis visits are defined in Section 3.8.2, handling of missing PA culture
results are described in Section 3.8.3).

6.1.2. Analysis of the Primary Efficacy Endpoint

Primary analysis of the primary endpoint is the test of non-inferiority of the 14-day AZLI course
compared to the 28-day AZLI course based on the Evaluable Analysis Set. The proportion of
evaluable subjects with PA-negative cultures through 28 days post-treatment (Week 6 visit for
subjects in the 14-day treatment group and Week 8 visit for subjects in the 28-day group) for
each treatment group will be presented with 2-sided exact 95% confidence interval (CI). The
difference in proportions between treatment groups, and the associated 95% Cls will be
constructed based on stratum-adjusted Mantel-Haenszel (MH) proportions, using age group (as
in IWRS) as stratification factor, as follows {Koch 1989} :

Pa—DPB E Z.02)* SE(pa — pn),

where

w,d
e (pa—pp)= %, is the stratum-adjusted MH proportion difference, where
h
d, = p, - p, 1sthe difference in the proportion of subjects who met the endpoint between

14-day AZLI and 28-day AZLI groups in age stratum h.

o |, =—4B_ isthe weight based on the harmonic mean of sample size per treatment group
n +n
Ah Bh

for each stratum where , ~and , are the sample sizes of 14-day AZLI and 28-day AZLI in

age stratum h.

sz p;h(l_pilh)_"_p;h(l_p;h)
h
ny —1 Ny, —1

e SE(pa-pp)= 5 , Where
(Z w,)
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. m, +0.5 , m, +0.5
* Du = and pg, = = , an
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e  my, and mp,, are the number of subjects who met the endpoint in14-day AZLI and 28-day
AZLI in age stratum h.

e o =0.05 for the calculation of 95% CI

®  Za-w2)= Zoorsis the 97.5th percentile of the normal distribution
o /score=gp . A

Evaluable Analysis Set of primary efficacy endpoint is defined in Section 3.1.2. Non-inferiority
of the 14-day treatment regimen will be claimed if the lower bound of 1-sided 97.5% confidence
limit of the treatment difference (14-day course group vs 28-day course group) is above the non-
inferiority margin of -20%.

The primary endpoint will be summarized for all subjects and by age group (3 months to

<2 years, 2 to < 6 years, 6 to < 18 years) and for gender, infection history (first P4 infection,
recurrent PA infection), and presence of PA at baseline (presence, absence) subgroups, In each
subgroup analysis, the proportion of evaluable subjects with PA-negative cultures at all time
points through Week 8 for each treatment group will be summarized (n and percentage) and an
exact 95% CI will be provided based on this sensitivity analysis population of subjects. The
difference in proportions between treatment groups, and the associated 95% Cls will be
constructed based on stratum-adjusted MH method using age as stratification factor, except for
the by-age subgroup analysis, where the difference in proportions between treatment groups, and
the associated 95% Cls will be calculated without age stratum adjustment.

To evaluate the robustness of the treatment effect, the following sensitivity analyses of the
primary endpoint will be conducted:

e Sensitivity analysis 1 will be based on the ITT analysis Set and will use the same
definition of primary efficacy endpoint as in Section 6.1

e Sensitivity analysis 2 will be based on PP Analysis Set and will use the same definition
of primary efficacy endpoint as in Section 6.1.

¢ In sensitivity analysis 3, subjects with any anti-pseudomonal antibiotic use through
28 days after completion of AZLI treatment (Week 6 or Week 8 visit), or with a
PA-positive culture at Week 4 through Week 6 or Week 8, depending on treatment
assignment, will be defined as treatment failures. Analysis will be based on Evaluable
Analysis Set.

e In sensitivity analysis 4, subjects with a PA-positive culture from either central or local

lab at Week 4 through Week 6 or Week 8, depending on treatment assignment, will be
defined as treatment failures. Analysis will be based on Evaluable Analysis Set.
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The proportion of evaluable subjects with PA-negative cultures at all time points through Week 8
for each treatment group will be summarized (n and percentage) and an exact 95% CI will be
provided based on this sensitivity analysis population of subjects. The difference in proportions
between treatment groups, and the associated 95% Cls will be constructed based on
stratum-adjusted MH method using age as stratification factor, as well.

6.2. Secondary Efficacy Endpoints
6.2.1. Definition of Secondary Efficacy Endpoints
The secondary efficacy endpoints of this study are:

e Time from primary eradication to P4 recurrence over a 108-week post-treatment
follow-up period

e The proportion of subjects with P4A-negative cultures through 28 days post-treatment in
the 14-day treatment group vs historical pooled data for P4 eradication at 28 days
post-treatment in subjects treated with TNS

e Time to PA recurrence after primary eradication for a sub-group of subjects matching
the population in the TNS ELITE Study over a 108-week post-treatment follow-up
period

6.2.2. Analysis Methods for Secondary Efficacy Endpoints

For time to recurrence secondary endpoint, local lab P4 presence will be considered and will
override a central lab P4 absence result, if they are mapped to the same clinical visit. The actual
date of the lab, whether unscheduled or at scheduled clinic visit will be used as the event date of
the recurrence of PA after the primary eradication. Recurrence after P4 eradication is defined as
first positive PA culture result in subject who met the primary endpoint and had no local lab
PA-positive culture from Week 4 to Week 6 for AZLI 14 Days group, or from Week 4 to Week 8
for AZLI 28 Days group. The end of the primary eradication period will be calculated as
following: the date of last dose of AZLI + 28 days. The first day of follow-up period will be
derived as the date of last AZLI administration + 29 days.

Time (in days) to the event will be calculated as [earliest date of event — (last AZLI dose date
+28 days) +1].

Subjects without PA recurrence will be censored at the last lab visit date with PA culture result.

Time (in days) to censoring will be calculated as [last lab visit date — (last AZLI dose date
+28 days) +1].

The median time to PA recurrence after the primary eradication over the 108-week post-

treatment follow-up period will be assessed using un-stratified Kaplan-Meier (KM) method. In
addition to median time, the KM estimates of recurrence probability and 95% Cls will be
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presented for each 12-week interval post-primary eradication by treatment group based on the
Evaluable Analysis Set. Additional summaries of time to PA recurrence will be provided in
months and by age subgroups (3 months to < 2 years, 2 years to < 6 years, and 6 to < 18 years).
The corresponding KM figures will be provided.

The median time to P4 recurrence and 95% CI will be presented for ELITE-matching analysis
set as described in Section 3.1.3, and compared descriptively with the published result from
ELITE Study (median time to recurrence after 28-day treatment with tobramyein 1s 26.12 months
with 95% CI [14.69 to NA]).

The proportion of subjects with P4-negative cultures during 28 days post-treatment period in the
14-day course group will be summarized at each visit (n and percent) and be presented with
exact 95% CI and compared descriptively with historical pooled data for proportion of subjects
with PA4 eradication at 28 days post-treatment with TNS. The historical data for the proportion of
subjects with P4-negative cultures during 28 days post-treatment period will be pooled from the
published results from the studies conducted on the subjects with new onset of P4 infection and
similar TNS treatment duration and follow-up. {Gibson 2003, Proesmans 2013 }. The proportion
of subjects with PA eradication at 28 days post-treatment with TNS in Gibson 2003 1s 6/8 (75%),
while that based on estimates from KM curve in Proesmans 2013 is 18/23 (78%). The pooled
proportion of subjects with successful P4 eradication at 28 days post-treatment with TNS 1s
estimated to be (6+18)/(8+23)=77%.
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7. SAFETY ANALYSES

7.1. Adverse Events and Deaths

7.1.1. Adverse Event Dictionary

Clinical and laboratory adverse events (AEs) will be coded using the MedDRA v24.1. System
organ class (SOC), high-level term (HLT), and preferred term (PT) will be provided in the AE
dataset.

7.1.2. Adverse Event Severity

Adverse events are graded by the investigator as Grade 1, 2, 3, 4 or 5 according to toxicity
criteria specified in the protocol (Amendment 3). The severity grade of events for which the
investigator did not record severity will be categorized as “missing” for tabular summaries and
data listings. The missing category will be listed last in summary presentation.

7.1.3. Relationship of Adverse Events to Study Drug

Related AEs are those for which the investigator selected “Related” on the AE CRF to the
question of “Related to Study Treatment.” Relatedness will always default to the investigator’s
choice, not that of the medical monitor. Events for which the investigator did not record
relationship to study drug will be considered related to study drug for summary purposes.
However, by-subject data listings will show the relationship as missing.

7.14. Serious Adverse Events

Serious adverse events (SAEs) will be identified and captured as SAEs if the AEs met the
definitions of SAEs that were specified in the study protocol. SAEs captured and stored in the
clinical database will be reconciled with the SAE database from the Gilead Global Patient Safety
Department before data finalization.

7.1.5. Treatment-Emergent Adverse Events
7.1.5.1. Definition of Treatment-Emergent Adverse Events
Treatment-emergent adverse events (TEAEs) are defined as 1 or both of the following:

e Any AEs with an onset date on or after the study drug start date and no later than 30 days
after permanent discontinuation of study drug

e Any AEs leading to premature discontinuation of study drug.
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7.1.5.2. Incomplete Dates

If the onset date of the AE is incomplete and the AE stop date is not prior to the first dosing date
of study drug, then the month and year (or year alone if month is not recorded) of onset
determine whether an AE is treatment emergent. The event is considered treatment emergent if
both of the following 2 criteria are met:

e The AE onset is the same as or after the month and year (or year) of the first dosing date of
study drug, and

e The AE onset date is the same as or before the month and year (or year) of the date
corresponding to 30 days after the date of the last dose of study drug

An AE with completely missing onset and stop dates, or with the onset date missing and a stop
date later than the first dosing date of study drug, will be considered to be treatment emergent. In
addition, an AE with the onset date missing and incomplete stop date with the same or later
month and year (or year alone if month is not recorded) as the first dosing date of study drug will
be considered treatment emergent.

7.1.6. Summaries of Adverse Events and Deaths
Treatment-emergent AEs will be summarized based on the Safety Analysis Set.
7.1.6.1. Summaries of AE incidence in Combined Severity Grade Subsets

A brief, high-level summary of the number and percentage of subjects who experienced at least 1
TEAE in the categories described below will be provided by treatment group. All deaths
observed in the study will also be included in this summary.

The number and percentage of subjects who experienced at least 1| TEAE will be provided and
summarized by SOC, HLT, PT, and treatment group. This summary will be provided for all
subjects and by age (3 months to < 2 years, 2 to < 6 years, 6 to < 18 years).

For other AEs listed below, summaries will be provided by SOC, HLT, PT, and treatment group:
e TEAE:s of Grade 3 or higher

e TE treatment-related AEs

e TE treatment-related AEs with Grade 3 or higher

e TE SAEs

e TE treatment-related SAEs

e TEAE:s leading to premature discontinuation of study drug
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e TE SAE:s leading to hospitalization

Multiple events will be counted only once per subject in each summary. Adverse events will be
summarized and listed first in alphabetic order of SOC and HLT within each SOC (if applicable),
and then by PT in descending order of total frequency within each SOC. For summaries by
severity grade, the most severe grade will be used for those AEs that occurred more than once in
an individual subject during the study.

In addition to the above summary tables, all TEAEs, TE SAEs, TE treatment-related AEs, and
TE treatment-related SAEs will be summarized by PT only, in descending order of total
frequency.

The AZLI exposure adjusted TEAE incidence rates will be presented by PT in descending order
of overall rate.

In addition, data listings will be provided for the following:

e All AEs, indicating whether the event is treatment emergent
e All SAEs

e All Deaths

e All AEs of Grade 3 or higher

e All AEs leading to premature discontinuation of study drug

Summaries (number and percentage of subjects) of follow-up SAEs (by SOC, HLT, and PT) will
also be provided using the safety analysis set. Follow-up SAEs are defined as those that start

30 days after the last dose of study drug and don’t meet the definition of a treatment-emergent
AE.

7.2. Laboratory Evaluations

Laboratory data collected at baseline will be analyzed and summarized. The analysis will be
based on values reported in conventional units. When values are below the LOQ, they will be
listed as such, and the closest imputed value will be used for the purpose of calculating summary
statistics as specified in Section 3.7.

7.2.1. Summaries of Numeric Laboratory Results

Descriptive statistics will be provided by treatment group for each baseline laboratory test
specified in the study protocol

A baseline laboratory value will be defined as the last measurement obtained on or prior to the
date/time of first dose of study drug. The mean, median, Q1, Q3, minimum, and maximum
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values will be displayed to the reported number of digits; SD values will be displayed to the
reported number of digits plus 1.

In the case of multiple values in an analysis window, data will be selected for analysis as
described in Section 3.8.3.

7.2.2. Graded Laboratory Values

The Common Terminology Criteria for Adverse Events (CTCAE) Version 4.03 will be used to
assign toxicity grades (0 to 4) to laboratory results for analysis. Grade 0 includes all values that
do not meet the criteria for an abnormality of at least Grade 1.

7221. Summaries of Laboratory Abnormalities

A by-subject listing for abnormal laboratory test results will be provided by subject ID number
for hematology, serum chemistry, and urinalysis. Values falling outside of the relevant reference
range and/or having a severity grade of 1 or higher will be included m the data listing, as
appropriate.

T3 Body Weight, Height, and Vital Signs

Descriptive statistics (sample size, mean, SD, median, Q1. Q3, mimimum and maximum) will be
provided by treatment group for body weight, height, BMI and vital signs (heart rate, systolic
and diastolic blood pressure, body temperature, and respiratory rate) at baseline.

A baseline value will be defined as the last available value collected on or prior to the date/time
of first dose of study drug. Body weight and vital signs measured at unscheduled visits will be
included for the baseline value selection.

In the case of multiple values in an analysis window, data will be selected for analysis as
described 1n Section 3.8.3. No formal statistical testing is planned.

A by-subject listing of vital signs will be provided by subject ID number at baseline and
unscheduled visits i chronological order. Body weight, height, and BMI will be included in the
vital signs listing.

—
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715. Prior and Concomitant Medications

Medications collected at screening and during the study will be coded using the current version
of the World Health Organization (WHO) Drug dictionary.

7.5.1. Prior Medications
Prior medications are defined as any medications taken before a subject took the first study drug.

Prior medications will be summarized by Anatomical Therapeutic Chemical (ATC) drug class
Level 2 and preferred name using the number and percentage of subjects for each treatment
group and overall. A subject reporting the same medication more than once will be counted only
once when calculating the number and percentage of subjects who received that medication. The
summary will be ordered alphabetically by ATC medical class and then by preferred term
alphabetically within each ATC medical class.

For the purposes of analysis, any medication with a start date prior to the first dosing date of
study drug will be included in the prior medication summary regardless of when the stop date 1s.
If a partial start date is entered the medication will be considered prior unless the month and year
(if day 1s missing) or year (if day and month are missing) of the start date are after the first
dosing date. Medications with a completely missing start date will be included in the prior
medication summary, unless otherwise specified.

Summaries will be based on the Safety Analysis Set. No formal statistical testing is planned.
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7.5.2. Concomitant Medications

Concomitant medications are defined as medications taken while a subject took study drug. Use
of concomitant medications will be summarized by ATC drug class Level 2 and preferred name
using the number and percentage of subjects for each treatment group. A subject reporting the
same medication more than once will be counted only once when calculating the number and
percentage of subjects who received that medication. The summary will be ordered
alphabetically by ATC medical class and then by preferred term alphabetically within each ATC
medical class.

For the purposes of analysis, any medications with a start date prior to or on the first dosing date
of study drug and continued to be taken after the first dosing date, or started after the first dosing
date but prior to or on the last dosing date of study drug will be considered concomitant
medications. Medications started and stopped on the same day as the first dosing date or the last
dosing date of study drug will also be considered concomitant. Medications with a stop date prior
to the date of first dosing date of study drug or a start date after the last dosing date of study drug
will be excluded from the concomitant medication summary. If a partial stop date is entered, any
medication with the month and year (if day is missing) or year (if day and month are missing)
prior to the date of first study drug administration will be excluded from the concomitant
medication summary. If a partial start date is entered, any medication with the month and year (if
day 1s missing) or year (if day and month are missing) after the study drug stop date will be
excluded from the concomitant medication summary. Medications with completely missing start
and stop dates will be included in the concomitant medication summary, unless otherwise
specified. Summaries will be based on the Safety Analysis Set. No formal statistical testing is
planned.

All prior and concomitant medications (other than per-protocol study drugs) will be provided in a
by-subject listing sorted by subject ID number and administration date in chronological order.

7.6. Other Safety Measures
No additional safety measures are specified in the protocol.
7.7. Changes from Protocol-Specified Safety Analyses

Additional analyses describing impact of COVID-19 pandemic are described in the
Section 4.4.4.
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nQuery Advisor(R) Version 6.0. Statistical Solutions, Cork, Ireland.

CONFIDENTIAL Page 37 01 December 2021



Aztreonam for Inhalation Solution (AZLI)
Statistical Analysis Plan

GS-US-205-1850 Version 1.0

10. SAP REVISION
Revision Date
(DD MMM YYYY) Section Summary of Revision Reason for Revision
CONFIDENTIAL Page 38 01 December 2021



Aztreonam for Inhalation Solution (AZLI)

Statistical Analysis Plan

GS-US-205-1850 Version 1.0
11. APPENDIX 1 SCHEDULE OF ASSESSMENTS
Baseline Follow-up culture
Screening® (Day 1) Initial Eradication Phase Phasek Other Visits
Weeks 16,
28, 40, 52,
Day-13 to Day 14/ Day 29/ 64, 76, 88,
Day/Week Day 1 Day 1b Week 2 Week 4" | Week 6 Week 8 100 Week 112
Visit Windows +1 day +1 day + 3 day + 3 day + 14 day + 14 day
(Telephone
Visit 1 2 contact) 3 4 5 6-13 14 ET | Unscheduled
Written Informed Consent X
Inclusion/Exclusion Criteria X Xf
Subject Demographics X
Medical History X
Complete Physical Examination X X X
Modified Physical Examination X X X X X X
Body Weight, Height and Vital
. X X
Signs
Hematology and Serum Chemistry Xa
Blood for Biomarkerst X
Respiratory Sample for X
Microbiology® X (pre-dose) X X X X X X X
Nasal Swab for Microbiolo X
gy (pre-dose)
Urine Pregnancy Test® X X X X Xe X
g y (pre-dose)
Randomization X
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Baseline Follow-up culture
Screening® (Day 1) Initial Eradication Phase Phasek Other Visits
Weeks 16,
28, 40, 52,
Day-13 to Day 14/ Day 29/ 64,76, 88,
Day/Week Day 1 Day 1t Week 2 Week 4" [ Week 6 Week 8 100 Week 112
Visit Windows + 1 day +1day | +3day + 3 day + 14 day + 14 day
(Telephone
Visit 1 2 contact) 3 4 5 6-13 14 ET | Unscheduled
Instruct Subject on Study Drug
Administration, Dosing, and X
Storage and on Proper
Operation/Cleaning of Altera®
Administer Study Treatment in
.. X
Clinic
Administer Study Treatment at |
. X X
Home, 3 times per day
X
Administer short-acting 32 agonist X (pref and X X X X X X X
post-dose)

Clinical Observations for study ( X

drug-induced adverse events® p
post-dose)

Dispense Study Treatment Kits,

Sterilizer, Altera® Nebulizer X

System (eBase & handset, mask if
applicable), and Dosing Log
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Baseline Follow-up culture
Screening® (Day 1) Initial Eradication Phase Phasek Other Visits
Weeks 16,
28, 40, 52,
Day-13 to Day 14/ Day 29/ 64,76, 88,
Day/Week Day 1 Day 1t Week 2 Week 4" [ Week 6 Week 8 100 Week 112
Visit Windows + 1 day +1day | +3day + 3 day + 14 day + 14 day
(Telephone
Visit 1 2 contact) 3 4 5 6-13 14 ET | Unscheduled
Collect device system components
(eBase Unit, Handset and Mask if X Xi
applicable), Used and Unused
Drug Vials, and Dosing Log
Concomitant Medication Review X X X X X X X X X X
Adverse Events™ X X X X X X X X X X

AZLI= Aztreonam for Inhalation Solution.

a
b

e ot g o O

—_—
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Hematology and serum chemistry only needed at screening if there are no labs available within the previous 12 months to assess eligibility
For subjects 3 months of age to <6 years of age and subjects 6 years of age and older who cannot reliably perform spirometry assessments - chest auscultation, respiratory
rate, and oxygen saturation

All females of childbearini ﬁotential, if result is iositive confirm with a serum pregnancy test
If ET visit occurs within 30 dais of the last dose of studi drui

These visits may be combined and performed on the same day
Fungal culture (for Aspergillus spp) analysis from respiratory sample only on Day 1 and Day 29

Anti-PA Antibodies (only needed at screening if there are no results available within the previous 24 months)

If ET visit occurs before Day 29

These visits (not including Week 112 or the ET visit) can be performed at home by specialist CF nurses if this is standard of care at the clinic and appropriate respiratory
samples can be obtained and processed

Subjects should be contacted via telephone on Day 14 to assess whether they have had any adverse events or taken any concomitant medications and instruct subject/parent to
switch to second carton of study drug treatment on Day 15

During Follow-up Culture phase, only those AE/SAEs related to protocol mandated procedures should be reported to Gilead PVE. Also, AEs/SAEs related to Cayston
treatment in the re-treatment phase must be collected and reported to Gilead PVE.

If the subject is not able to expectorate sputum at a study visit, alternative methods of lower respiratory tract specimen collection may be performed as per local standard of
care (eg induced sputum, cough swab, nasopharyngeal aspiration, laryngeal suction). If a lower respiratory specimen cannot be obtained, an oropharyngeal (throat) swab may
be taken
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12. APPENDIX 2 DETERMINING MISSING AND VIRTUAL
VISITS DUE TO COVID-19

This appendix describes the clinical trial site collection of COVID-19 data pertaining to
missed/virtual visits and the data processing algorithm that will be used to determine which visits
are missing and which visits are virtual.

12.1. Data Collection

A COVID-19 supplement to the eCRF Completion Guidelines (CCG) was provided by Clinical
Data Management to instruct clinical trial sites with data entry expectations pertaining to
scenarios related to the COVID-19 pandemic. If a visit was missed, sites were instructed to enter
“Visit missed due to COVID-19” and if an in-person visit was conducted virtually, sites were
instructed to enter “Virtual visit due to COVID-19”.

12.2. Determination of Missed and Virtual Visits

Natural Language Processing (NLP) will be used to search the CRF comment fields to identify
instances of “COVID-19”, “Virtual”, or synonyms (see Table 12-1). The search terms will be
maintained in a global lookup table and can be modified to tune the NLP model. Any comments
with COVID-19 search terms, “Missed visit” or “Virtual visit will be assigned as follows:

i. If COVID-19 terms are identified through NLP and the visit date is missing, then
result is "Missed Visit”

ii. If COVID-19 and Virtual terms are identified through NLP for a visit, then result is
“Virtual Visit”. When there are multiple records for the same subject and the same
visit, if one record could be categorized as “Virtual Visit”, all records associated with
this subject and this visit will be categorized as “Virtual Visit”

iii. Otherwise result is missing
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Table 12-1.

Example Search Terms for “COVID-19” and “Virtual” Used to

Identify Missed/Virtual Visits.

Search Terms for “COVID-19”

Search Terms for “Virtual”

COVIDI19 VIRTUAL
CORONA TELEMED
CORONAVIRUS TELEHEALTH
PANDEMIC TELEPHONE
OUTBREAK REMOTE
CRISIS TELEMEDICINE
LOCKDOWN TELECONSULTATION
QUARANTINE TELEPHONICALLY
SHELTER PHONE

HOME VISIT

Z0OOM

SKYPE
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