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LIST OF ABBREVIATION S

ACM All -cause mortality

AE Adverse event

ALP Alkaline phosphatase

ALT Alanine aminotransferase

AST Aspartate aminotransferase

ATC Anatomical Therapeutic Chemical

ATS American Thoracic Society

BAL Bronchoalveolar lavage

BUN Blood urea nitrogen

C Celsius

CABP Communityacquired bacterial pneumonia
CE Clinically evaluable

CE-EOT Clinically Evaluable at Endf Treatment
CE-LFU Clinically Evaluable at Late Follow Up
CE-TOC Clinically Evaluable at Teswf-Cure

Cl Confidence interval

DMC Data Monitoring Committee

ECG Electrocardiogram

ECR Early Clinical Response

eCRF Electronic case report form

EMA European Medicines Agency

emicrolTT Expanded Microbiological Intesib-Treat
EOT End of Treatment

EU European Union

F Fahrenheit

FDA US Food and Drug Administration

GGT Gammaglutamyttransferase

IAC Interim Analysis Committee

IACR Investigator's Assessment of Clinical Response
IRT Interactive response technology

ITT Intentto-Treat

I\ Intravenous

LFU Late follow-up

LLN Lower limit of normal

LPF Low power field

ME Microbiologically evaluable

MedDRA Medical Dictionary for Regulatory Activities
ME-EOT Microbiologically Evaluable at Endf Treatment
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ME-LFU Microbiologically Evaluable at Late Follow Up
ME-TOC Microbiologically Evaluable at Tesif-Cure

Mg Milligram

MIC Minimum inhibitory concentration

microlTT Microbiological Intentto-Treat

microlTT-2 Microbiological Intentto-Treat2

mITT Modified Intentto-Treat

mmHg Millimeter of mercury

MRSA Methicillin resistaniStaphylococcus aureus
MSSA Methicillin susceptibleéStaphylococcus aureus
NA Not applicable

NI Nortrinferiority

PCS Potentiallyclinically significant

PISP Penicillin intermediate tdeptococcus pneumoniae
PMNs Polymorphonuclear neutrophils

PO By mouth (oral)

PORT Pneumonidutcomes Research Team

PRO Patient Reported Outcome

PRSP Penicillin resistanBtreptococcus pneumoniae
PSSP Penicillin susceptibl&treptococcus pneumoniae
PVL PantonValentine Leukocidin

gl2h Every 12 hours

g24h Every 24 hours

QTcF QT interval correctedly the Fridericia formula
RQ-PCR Realtime quantitative Polymerase chain reaction
SAE Serious Adverse Event

SAP Statistical Analysis Plan

SD Standard deviation

SEC Squamous epithelial cells

SIRS Systemic Inflammatory ResponSgndrome
Spp Species

TEAE Treatmentemergent adverse event

TOC Test of Cure

UAT Urinary antigen test

ULN Upper limit of normal

UsS United States

WBC White blood cell

WHO World Health Organization
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1.0 INTRODUCTION

This datisticalanalysisplan (SAP) provides the framework for the summarization and analysis

of the clinical data from the study, “A Phase 3, Randomized, Double-Blind, Double Dummy

Study to Compare the Efficacy and Safety of Oral Lefamulin-8881)Versus Oral

Moxifloxacin in Aduts With CommunityAcquired Bacterial Pneumonia”. Changes made to

this SAP after it has been signed but prior to database lock will be documented in an amendment.
Any important changes made to the analysis after database lock will be described mdale cli

study report. Pharmacokinetoalyses (except for the description of plasma concentrations) and
health utilization and patiemeported outcome analyses will not be included in this.SAP
separatanalysis plarwill be written for the health utzation and patieateported outcome

analyses

Study NAB-BC-3781-3102has been designed to address bothuthiged States (USFood and

Drug Administration (FDA) and European Medicines Agency (EMA) regulatory requirements.
While the EMA supports the assessment of clinical response by the Investigator at a Test of Cure
(TOC) Visit (which is scheduled to occurB days after theabt dose of study drug) as the

primary endpoint, the FDA is using an earlier primary endpoist ¢ays after the first dose of

study drug) based on improvement in pneumonia symptoms.

This SAP addresses the primary efficacy outcome and analyses forAh& FEAP Addendum
will be developed to address the different primary efficacy out@meanalysefor the EMA.

2.0 STUDY DESIGN

This is a Phase 3, multicenter, multinatigmahdomizeddoubleblind, doubledummy

comparative efficacy and safety study ofldedamulin (600 mgevery 12 hoursd12h) and oral
moxifloxacin (400 mgevery 24 hoursq24H) in the treatment of adult subjects with community
acquired bacterial pneumonia (CABP). The duration of blinded study drug administration is 7
days. Subjects ndomized to lefamulin will receive oral lefamulin 600 mg q12h for 5 days

(10 doses) and oral moxifloxacin placebo q24h for 7 days (7 doses). Subjects randomized to
moxifloxacin will receive oral moxifloxacin 400 mg q24h for 7 days (7 doses) and oral lefamulin
placebo q12h for 5 days (10 doses).

A total of 738 subjects with CABP (Pneumonia Outcomes Research Team [PORT] Risk Class II,
I, or IV) will be randomized 1:1 to study treatment (369 to each treatment arm) using
interactive response technology TIR Randomization will be stratified by geographic region

(US vs exUS), prior single dose treatment with a short acting antibiotic vs. none, and by PORT
risk class: (PORT Il vs. 1II/IV). Enrollment of subjects receiving prior single dose treatment

with a short acting antibiotic will be capped at 25%. A minimum of 50% of the total number of
subjects randomized will have a PORT Risk Class of Il or IV.

After informed consent is obtained, all potential study participants undergo screening
evaluations, with includes a medical history, clinical assessments, and laboratory assessments.
An assessment of Early Clinical Response (ECR) will occur 96 + 24 hfiarhe first dose of

study drug. An Investigator’s Assessment of Clinical Response (IACR) will be evaluated at the

End of Treatment (EOT) Visit (within 1 day after the last dose of study drug or if not logistically
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feasible gg,visit would need to be conducted over a weekend], then conducting the visit within
2 days is acceptalleatthe TOC Visit 6 to 10 days after the last dose of study §iragd ata
Late Followup (LFU) Visit conducte@n Day30 (+3 days).

The schedule of assessments and procedures is providpgendix A
3.0 STUDY OBJECTIVES
Primary:

Demonstrate the nemferiority (NI) of lefamulin versus comparator with respect to the Early
Clinical Response (96 + 24 hours after the first dose of study drug) in thetim{Eraat (ITT)
Analysis Set

Secondary:

e Demonstrate the NI of lefamulin verstsmparator with respect to the Investigator’s
Assessment of Clinical Response at T@&;5-10 days after the last dose of study drug)
in the modifiedITT (mITT) and Clinically Evaluable at TOC (CEOC) Analysis Sets
NOTE: This is the primary efficacy eipoint for the EMA.

e Evaluate the Early Clinical Response in the Microbiological Iatefitreat (microlTT)
Analysis Set.

e Evaluate the Investigator’s Assessment of Clinical Response at TOC in the microlTT and
Microbiologically Evaluable at TOC (MEOC) Amalysis Sets

e Evalute the ByPathogen Microbiologic Response at TOC in the microlTT andl@E
Analysis Sets

e Evaluate the safety and tolerability of lefamulgrsuscomparator in the Safety Analysis

Set
e Evaluate 28 day atause mortality in the ITT AnalysiSet
Additional:

o Evaluate the Early Clinical Response by baseline pathogen in the microlTT Analysis Set

e Evaluate the Investigator’s Assessment of Clinical Response at EOT (iejthin 2 days
after the last dose of study drug) and at LFU in the mITTGimdcally Evaluable CE)
Analysis Sets (CEOT for IACR at EOT and CEEFU for IACR at LFU).

¢ Evaluate the Investigator’s Assessment of Clinical Response by baseline pathogen at
TOC and LFU in the microlTT aniicrobiologically Evaluable ME) Analysis Sets
(ME-TOC for IACR at TOC and MEFU for IACR at LFU)

e Evaluate the BySubject Microbiologic Response at TOC in the microlTT and MEC
Analysis Sets

e Evaluate the Early Clinical Response PLUS improvenrenital signs in the ITT
Analysis Set
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e Evaluate the plasma pharmacokinetics of lefamatid its main metabolite, B8041,in
the Pharmacokinetidnalysis Set

e Explore a variety of health utilization variables and an investigational pateortted
outcomemeasure in subjects receiving lefamutompared with subjects receiving
comparator.

4.0 PATHOGEN IDENTIFICATION

All microbiology datawill be reviewedby the Sponsadior pathogen identificationA pathogen
is defined as bacteria impated as causative in a subje€€ABP and will be determined
separately for eacsubject Baseline pathogens and pbsiseline pathogens will be identified.

Additional details regarding the pathogen review process and determination are included in the
Evaluability Review Rn.

Baselinefor microbiologic specimenis defined as the 2dour period prior to the administration
of the first dose of study druand the 24 hours after the first dose of study déugathogen
identified from a respiratorgpleural fluid, bronchoalveolar lavage (BAL), sputyroloodfor
culture urine, nasopharyngeat oropharyngeal specimenllected at baseline is considered a
baseline pathogen. An atypical pathogen identified by serology is considered a baseline
pathogen if the baseline sample is collected in thkd# period prior tahe administration of
the first dose of study druw the24 hours after the first dose of studyGram stain from a
specimen collected at baseline is considered a baseline Gram stain.

If more thanl specimen is taken during the baseline period, allispats will be reviewed for
pathogen identification. If the same pathogen (based on genus and species) is identified from
more tharl specimen, the pathogen with the highmagtimum inhibitory concentrationMIC) to
study drugeceivedwill be consideredhe baseline pathogen. If the pathogens have the same
MIC to study drug received, the one with the highest accession number will be considered the
baseline pathogen.

Postbaseline is defined as the permtdrting 24 hours after the first dose of study drg
pathogendentified from aspecimercollected posbaseline is consideredoastbaseline
pathogen Only pathogens identified by culture of the sputum, BAL, pleural fluid or blood are
considered podbaseline pathogens.

4.1 “Typical” Respiratory Pathogens

Sputum samples will undergo a microscopic examinalboroscopic examination of Gram
stainedsputumspecimens will be performed by the local/regional laboratory. Gram's stain slides
will be sent to the central laboratory for a confirmatory megd The stained slide read by the
local/regional laboratory as well as an unstained slide will be sent to the central laboratory. The
best Gram stain reading from the central read of a central laboratory Gram stained respiratory
specimen and the centralad of the local/regional laboratory Gram stained respiratory specimen
will be used to determine the adequacy of the specimen for pathogen determitfigtierGram

stain reading from the central read of a central laboratory Gram stained respiratonespand

the central read of the local/regional laboratory Gram stained respiratory specimen have the same
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ranking, the central read of a central laboratory Gram stained respiratory specimen will be
considered the best Gram staifhe central reads @olymorphonuclear neutrophils
(PMNs9)/low power field {PF) andsquamousepithelial cells (SEC9/LPF ranked best to worst
are as follows:

1. >25 PMNs/LPF and <10 SECs/LPF
10-25 PMNs/LPF and <10 SECs/LPF
<10 PMNs/LPF and <10 SECs/LPF
>25PMNs/LPF and 1425 SECs/LPF
10-25 PMNSs/LPF and @5 SECs/LPF
<10 PMNs/LPF and 125 SECs/LPF
>25 PMNs/LPF and >25 SECs/LPF
10-25 PMNSs/LPF and >25 SECs/LPF
<10 PMNs/LPF and >25 SECs/LPF

© © N o bk~ 0D

If neither of the entral readss availabk, the local/regional read of the local/regional laboratory
Gram stained respiratory specimen will be used.

In general, the central lab identification of genus and species will be ligkd.local laboratory
grows an isolate but the central laboratigrpot able to grow the isolate, if isolates were lost
during transportation or storage, or there are major discrepancies between the local and central
laboratory in the identification of species, the central laboratory will request the local laboratory
to resend the isolate. If the central laboratory identificagomains uavailable for an isolate

after the lab has requested the isolate be regenlocal laboratory identification will be used.

For any discrepancies in genus and/or species idetitiichetween the central and local
laboratory, the central laboratory identification will be used as the default identificatws, t

is possible for subjects to have different isolates from both central and local laboratories as a
result.

Streptococcus pneumoniae, Haemophilus influenzae, Staphylococcusandblssaxella
catarrhaliswill always be considered@ABP pathogerin the presence dhefollowing criteria

Streptococcus pneumoniae

e Positive BAL, pleural fluid or blood cultureyo

e Positive sputum culture in the presence of a Gram stain with >25 PMNs/LPF and
<10SECSs/LPRNOTE: >10 PMNs/LPF and <10 SECs/LPF in the expanded
Microbiological ITT (emicrolTT) Analysis Setpr

e Positive urinary antigen test; or

e Positivereattime quanttative Polymerase chain reactigRQ-PCR) of nasgharyngeal
swab or sputunfseeTablel for cutoff values); or

e Positive nasopharyngeal specimen culture
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Haemophilus influenzae

e Positive BAL, pleural fluid or blood culture; or

e Positive sputum culture in the presence of a Gram stain with >25 PMNs/LPF and
<10SECs/LPRNOTE: >10 PMNs/LPF and <10 SECs/LPF in the emicrolTT
AnalysisSet) or

e Positive RQPCRof sputum (sedablel for cutoff value); or

Staphylococcus aureus

e Positive BAL, pleural fluid or blood culture; or

e Positive sputum culture in thpresence of a Gram stain with >25 PMNs/LPF and
<10SECs/LPRNOTE: >10 PMNs/LPF and <10 SECs/LPF in the emicrolTT
AnalysisSet) or

e Positive RQPCRof sputum(seeTablel for cutoff valug

Moraxella catarrhalis

e Positive BAL, pleural fluid or blood culture; or

e Positive sputum culture in the presence of a Gram stain with >25 PMNs/LPF and
<10SECs/LPRNOTE: >10 PMNs/LPF and <10 SECs/LPF in the emicrolTT
AnalysisSet) or

e Positive RQPCRof sputum(seeTablel for cutoff valug

The following isolates are considered as contaminants from respiratory specimens rather than
primary pathogens of CABP: fundtnterococcuspp., viridans streptococci, coagulasgative
staphylococciMicrococcusspp.,Neisseriaspp. other thall. meningidis, Corynebacterium

spp. and other coryneformsactobacillusspp.,Vibrio spp.,Capnocytophagapp.,
Cardiobacteriunspp.,Flavobacteriunmspp.

Other isolates identified from culture of blood and respiratory specimens will be reviewed in a
blinded maner by the Sponsor on a casgcase basis for determination of whether the
organism is a pathogen for CABP.

4.2  “Atypical” Respiratory Pathogens

Legionella pneumophila, Mycoplasma pneumorgéaelChlamydophila pneumoniasill always
be considered a CABP paithen in the presence of the following criteria:

Legionella pneumophila

e Positive BAL, plueral fluid or blood culture; or
e Positive sputum culture, regardless of Gram stain findings; or

e Positive urinary antigen test; or
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e Between baseline and convalescent (L\Akit) specimens, a-fold or greateincreasan
L. pneumophilantibody titer to >1:128; or

e PositiveRQ-PCRof sputum

Mycoplasma pneumoniae

e Between baseline and convalescent (LFU Visit) specimen$pld 4r greater increase in
M. pneumoniaégG serumantibody titer to >1:160; or

e Positive oropharyngeal specimen culfuoe
e Positive BAL pleural fluidor blood culturgor

e Positive sputum culture in the presence of a Gram stain with >25 PMNs/LPF and
<10SECs/LPRNOTE: >10 PMNs/LPF and <10 SECs/LPF in the emicrolTT
AnalysisSet) or

e Positive RQPCRof orgpharyngeal swabr sputum(seeTablel for cutoff values)

Chlamydophila pneumoniae

e Between baseline and convalescent (LFU Visit) specimen$pld ér greater increase in
C. pneumoniaggG serum antibody titer; or

e PositiveRQ-PCRof sputum
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4.3  Other Diagnostic Methods

Realtime quantitative Polymerase chain reactiased methods will also be used to determine
the etiology of CABP at baseline.

e Frozen sputum samples will be analyzedR§}PCR using specific and conserved
primers for the target genes based on current published studidafges). Single-plex
RQ-PCR will be set up, validated and sputum samples will be analyzed by a specialized
Good Laboratory Practicertified bioanajtical laboratory (Accelero Bioanalytics
GmbH,Germany.

e Oropharyngeal specimens will be analyzed by a specialized laboratory (K. Waites,
Diagnostic Mycoplasma Laboratory, UAB, AL, USA) using RELR forMycoplasma
pneumoniag¢repMpl) and for detection ahacrolideresistance (23S rDNA).

e Nasopharyngeapecimensvill be analyzed by a specialized laboratory (J. Vidal, Emory
University, GA, USA) using REPCR for detection 06. pneumonia@ytA).

Amplified genes and cdff values forthe definition ofa pahogen from the oropharyngeal and
nasopharyngeal swabs are presemtédblel.

Table 1. Amplified Genes and Cut-off Values for RQ -PCR

Cut-off values for consideration of the organism as
Specimen / Proposed definite etiological significant for CABP
Organism PCR Amplified gene? | Cut-off values Reference
Sputum

DNA corresponding to

S. pneumoniae = RQ-PCR | IytA >10* CFU/mL Albrich et al, 2014
DNA corresponding to Johansson et al, 201!
H. influenzae RQ-PCR  frdB >10% CFU/mL Kais et al, 2006
DNA corresponding to Johansson et al, 201!
M. catarrhalis RQ-PCR copB >10% CFU/mL Kais et al, 2006
DNA corresponding to
S. aureus RQ-PCR  nuc >6 x 10° CFU/mL Huanget al, 2015
Thurman et al, 2011
M. pneumoniae | RQ-PCR CARDS TX gene Positive Waites et al, 2012
L. pneumophila ' RQ-PCR @ ssrA Positive Thurman et al, 2011
C.pneumoniae | RQ-PCR | argR Positive Thurman et al, 2011
Oropharyngeal swabs
Thurman et al, 2011
M. pneumoniae = RQ-PCR ' repMpl Positive Waites et al, 2012
Nasopharyngeal swabs
S. pneumoniae = RQ-PCR | IytA >1 x 10® CFU/mL Chochua et al, 2015

aRQ-PCR will amplify the proposed genes provided that the validation is successful. If tRERGor the proposed target gene
cannot be validated, another gene target will be used.

07May2018 CONFIDENTIAL Pagel3of 64



Nabriva Therapeutics AG
Statistical Analysis Plan— Protocol NAB-BC-3781-31(2

5.0 ANALYSIS SETS
5.1 Intent-to-Treat (ITT) Analysis Set

The ITT Analysis Sewvill consist of all randomizedubjectgegardless of whether or not the
subjectreceived study drugA subjectis considered randomized whanIRT-generated
randomization numbédras been assigned

5.2  Modified Intent -to-Treat (mITT) Analysis Set

The mITTAnalysis Set will consist of all randomized subjects who receive any amount of study
drug. Subjects are analyzed based on the randorfig@ssignejitreatment group.

5.3 Safety Analysis Set

The Safety Analysis Setwill consist of all randomizedubjectsvho receive any amount of study
drug. Subjects are analyzed based on the study drug actually reckilveafety analyses will
be conducted in this population.

5.4  Microbiological ITT (microlTT) Analysis Set

The mcrolTT Analysis Sewill consist of allsubjectan thelTT Analysis Setwho have at least
1 baseline bacterial pathogknown to cause CABRs definedn Sectios4.1and4.2
Additional isolatesnot a priori defineds pathogenis this SAP will beevaluated on a case by
case basis by the Evaluability Review Team

5.5  Microbiological ITT -2 (microlTT -2) Analysis Set

The microlTT-2 Analysis Set will consist of all subjects in the ITT Analysis Set who have at
leastl baseline bacterial pathogen known tas® CABP as defined in Sectiohd and4.2from
a diagnostic method other than PCR. Thus, the followingnetlbe considered pathogens for
the microlTTF2 AnalysisSet

e Streptococcus pneumonilem RQPCR of nasopharyngeal swab

e Streptococcus pneumoniae, Haemophilus influgr&aphylococcus aureus,
Moraxella catarrhalisfrom RQ-PCR of sputum

e Legionella pneumophila, Mycoplasma pneumoniaé€hlamydophila pneumonideom
RQ-PCR of sputum

e Mycoplasma pneumonid®mm RQ-PCR of oropharyngeal swab
5.6 Clinically Evaluable (CE) Analy sis Sets

ThreeCE Analysis Set will be definel, theCE-EOT, CE-TOC and CELFU Analysis Sets The
CE Analyss Setswill consist of allsubjectdn theITT Analysis Stwho also mekthe criteria

listedbelow. These criteria will be programmed from tHeatronic case report fornCRF) data
and/or reviewed manually by the Sponsor in a blinded maniwerto database lock to confirm
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eachsubijects inclusion in or exclusion from the CE Analysis SeDetails regarding the
programming and review of eCRF dadre included in the Evaluability RevievaR

1. Subjects must meet all of the inclusion criteria below to be included in tHeGOE
CE-TOCand CELFU Analysis Sets.

Inclusion criterion 3Have an aute illness£7 days duration) with at lea3tof the
following symptoms consistent with a lower respiratory tract infectmenv or worsening)

e Dyspnea
e New or increased cough
e Purulent sputum production
e Chest pairdue to pneumonia
Inclusion criterion 4Have a least2 of the following vital sign abnormalities:

e Fever bodytemperature38.0°C [100.£F] measured orallpr equivalent
temperature from alternate body ¥ite hypothermialjodytemperaturec35.0°C
[95.(PF] measured orallpr equivalent temperature froamalternate body sije

e Hypotension (systolic blood pressw&0 mmHQ)
e Tachycardia (heart ratel00beatgmin)
e Tachymea (respiratory rate20 breaths/min)
Inclusion criterion 5Have a leastl other clinical sigror laboratory findingof CABP:

e Hypoxemia e, O saturation<90% on room air or while receiving supplemental
oxygen asubjects baseline requirement or PaQ <60 mmHg)

e Auscultatory and/or percussion findings consistent with pneumonia (eg, crackles,
egophony, dullness)

e White blood cell (WBC) cour#10,000cells/mn? or <4500cells/mn? or >15%
immature neutrophils (bands) regardless of total WBC count

Inclusion criterion 6Have adiographicallydocumented pneumonia withé8 hours
before enrolimenti¢, infiltrates in a lobar or multilobar distributiar diffuse opacities

on chesk-ray or chest computed tomography scan consistithtacutebacterial
pneumoniger the radiologists interpretatiprNOTE: If the imaging study is done more
than 48hoursbefore enrollment but in the timeframe consistent with onstteof
subject's gmptoms the subject wilbe included in the CE Analys&ets as long as the
imaging study shows an infiltrate or diffuse opacities consistent with CABP.

Inclusion criterion/: Have aPORTRIisk Clasf II, Il or IV and be an appropriate
candidate for oral antibiotic therapy as treatment for the current episode of CABP.
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2. Completed the visit within the protocol mandated window
e Forthe CEEOT AnalysisSet:

o Comgeted the EOVisit on the day of last dose of study drugaethin 2 days
after the last dose of study drug.

e For the CETOC AnalysisSet

o Completed th&OC Visit 5-10 days after the last dose of study duwgess the
subjectwasconsidered a failurat the EOTVisit based on theACR.

e For the CELFU AnalysisSet

o Completed the LFU VisiDay 30 (3 dayslnless the subject was considered a
failure at either the EOT or TOC Visit based on th€R.

3. Must nothave had a clinical response of indeterminate based dA@RRatEOT
(CE-EOT Analysis Set)TOC (CE-TOC Analysis Setpr LFU (CELFU AnalysisSe).

4. Duration of sudy drug was at least 48 houusiless thesubjectdied prior to 48 hours

5. Did not receive another systemic antibactdriain the first dose of studyrug though
EOT (CEEOQOT), through TOC (CETOC) or through LFU (CELFU) with likely or
documented activity againsbnfirmed or potentiaCABP pathogens, unless the
antibacterialvasadministered due tdinical failure(or relapse at LFUQr the subject
had been classified as clinical failurg the Investigatoprior to receipt of the
antibacterial. Subjectswho do not have a pathogen isolated at baseline and receive a
concomitan@ntibiotic with activity against any potential CABP pathogen will be
excluded from herelevantCE-EOT, CE-TOC and CELFU Analysis Sefs), unless the
antibacterial was administered due to clinical failure (or relapse at LFU) or the subject
had been classified as clinical failure by the Investigator prior to receipt of the
antibacterial.

6. Received theorrect study drugoased on randomization assignmémtall activedoses
taken

7. Study personnel involved in the assessment of efficacy, or monitoring effitecy
datg remained blindetb thesubjecttreatment assignmetitrough EOT (CEEOT),
TOC (CETOC)or LFU (CELFU) Visits. Subjects whose treatment assignra@vére
unblinded to study personndiie toanadverse ever(AE) will be included in the
CE Analysis Sets

8. Subjectsvho meet any of the following exclusion criteat baselines indicated on the
Inclusion ExclusioreCRFwill be excludedrom the CEAnalysis Sets

Exclusion criteriornl: Have received more than a single dose of a siutimg oral or IV
antibacterial for CABP withir2 hours before randomizatioBXCEPTION: Subjects
who havereceived >4&ours of prior systemic antibacterial therapy for the current
episode of CABP with unequivocal clinical evidence of treatment faiilere/¢rsening
signs and symptoms) and isolation of an organism from bloagspiratory tract that is
resistant to the prior systemic antibacterial theaqoyided the organism is nogsistan
to fluoroquinolones.
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Exclusion criterion 3: Have been hospitalized for 2 or more days within 90 days prior to
the onset of symptoms or have resided in a nursing home etdondhealthcare facility
within 30 days prior to the onset of symptofN®OTE: Residence in an independe

living facility is permitted.

Exclusion criterion 4: Have confirmed or suspected CABP caused by a pathogen known to
be resistant to any of the study drugg,MRSA, Pseudomonas aerugingsany pathogen

of theEnterobacteriacea&amily) or attributableo etiologies other than

communityacquired bacterial pathogereg(ventilatorassociated pneumonia,
hospitatacquired bacterial pneumonia, bacterial aspiration pneupf@néumocystis

jiroveci pneumonia or other fungal pneumonia, viral or mycobactefiettion of the

lung).

Exclusion criterion 5: Have a noninfectious cause of pulmonary infiltratgplmonary
embolism, chemical pneumonitis from aspiration, hypersensitivity pneumonia, congestive
heart failure, bronchial obstruction, lung cancer,icyfdbrosis).

Exclusion criterion 6: Have confirmed or suspected pleural empyema (does not include
sterile parapneumonic effusions).

Exclusion criterion &: Have been previously treated with lefamulin or previously
enrolled in this study.

9. Subjects who haveneumonia attributable to etiologies other than commiadtyuired
pneumonia, a noninfectious cause of pulmonary infiltrates or confirmed pleural empyema
at Screening but discovered postseline will be excluded from the @alysis Sets

10. Any additionalfactor that may confound the assessment of efficacy as determined by the
Sponsor during blinded review feraluability. If a subject isxcluded from the CE
Analysis ®tsdue to an additional factor, the reasonexclusionwill be documented in
the appopriate analysis database @hd Evaluability Review Plan.

5.7  Microbiologically Evaluable (ME)  Analysis Sets

The MEAnalysis Set (ME-EOT, ME-TOC and MELFU) will consist of allsubjectsvho meet
criteria for inclusionn both themicrolTT andthe CE-EOT (ME-EOT) Analysis Setthe

CE-TOC (ME-TOC) Analysis Setr the CELFU (ME-LFU) Analysis SetSubjects who have

CABP causednly by a pathoge(s) resistant to moxifloxacin or lefamulin will be excluded from

the ME Analysis Sets. Resistance is dafias: 1) a pathogen resistant to moxifloxamimon
susceptible to lefamulibased on susceptibility results from the central laboratory, or 2) a
pathogen in th&nterobacteriacedamily or a norfermentingGramnegative pathogefwith the
exception olLegionella pneumophilandMoraxella catarrhalig, unless susceptibility data from

the central laboratory is available and indicates the pathogen is susceptible to both moxifloxacin
(Table 9)and lefamulin (Table 10).

5.8 Expanded Microbiological ITT (emicrolTT)  Analysis Set

The emicrolTT AnalysisSet will consist of all subjects in the ITT Analysis Set who have at least
1 baseline bacterial pathogen known to cause CABP as defined in Sdcliansl4.2, except a
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baseline pathogen from a sputum culture is defined using the presence of a Gram stain with
>10 PMNsLPF and <10 SECs/LPF rather than 328NsLPF and <10 SECs/LPF.

5.9 Pharmacokinetic (PK) Analysis Set

The PK Analysis Set will consist of all subjects in the mITT Analysis Set who have
concentration results froat least one pharmacokinetic sample.
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6.0 DEFINITIONS OF OUTCOME MEASURES

Efficacy will be assessed, either programmatically or byltivestigator (as outlined below), at
the following time points:

e 96 * 24 hourgas described in Section 64dfter the first dose of study drygCR only).

e EOT- within 2 days after the last dose of study drug.

e TOC-5to 10 days after last dose of study drug

e LFU-Day30 (£3 days) .
For the EOT, TOC and LFdssessmentsubjectswill be assigned@lACR (success, failure, or
indeterminatet EOT and TOCsustaineduccessrelapseprior failure or indeterminate at
LFU). Early Clinical Response will be determined programmaticalel on recorded
symptom assessmerltgat compare the assessments at Baselinet&@@l+ 24 hoursifterthe
first dose of study drugs defined in Section 6.IThe Investigator will not make a determination

of Early Clinical Responsand will make treatment decisions based orstiigec's overall
response to therapMlicrobiologic responses will be determined at EOT, TOC and.LFU

6.1 Primary Efficacy Outcome: Early Clinical Response

The primary efficacy outcome the percentagef subjects with an ECR of responaser

96 + 24 hours after the first dose of study dinghe ITT Analysis SetSymptom definitiongor
the assessment are showTable2. Subjectswill be programmatically defined asesponder
if the following 4 criteria are met:

e Alive;

e Improvement in at least 2 of tl3eor4 cardinalsymptoms of CABP thsubjectpresented
with at baseline Improvement is defined as a decrdagat least 1 level of severjty

¢ No worsening of angf the 4 cardinasymptons of CABRP. Worsening is defined as a
increase by at least 1 level of sevefilyanysymptom;

e Did not receive a concomitant antibiotar the treatment of CABBp throughthe
assessment of the cardinal symptoms of CABP
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Table 2. Symptom Assessment for Early Clinical Response Assessment
Symptom Absent (0) Mild (1) Moderate (2) Severe (3)
Resolution (to pre Dyspnea with Dyspnea at rest or
CABP baseline) or| Dyspnea on exertio normal/routine requiring oxygen
Dyspnea absence of dyspnej (eg,climbing stairs) [activities eg,walking) therapy

Resolution (to pre | Transient, does nofl Frequent, interfereq Constant, interferes
CABP baseline) or| interfere with normajwith normal activity o] ~ with most or all
Cough absence of cough activity sleep activity orsleep
Resolution (to pre
CABP baseline) or| Sputum production| Sputum production| Constant difficulty
Production of purule absence of sputumrarely causes difficul{often causes difficult with sputum
sputum production or distress or distress production
Resolution or absen( Transient, does nof{ Frequent, interfered Constant, interferes
of chest pain related | interfere with normajwith normal activity o]  with most or all
Chest pain CABP activity sleep activity or sleep

Subjectswill be programmatically defined asnan-responderif any of the following are met:

e Did not show an improvement in at least 2 of 3har4 cardinalsymptoms of CABP the
subjectpresented with at baseline. Improvement is defined as a decrease bl at leas
1 level of severity or

e Worsening of anyf the 4 cardinasymptons of CABP. Worsening is defined as an
increaseby atleastl level of severityfor any symptom; or

e Received a concomitant antibiotic for the treatment of CABRhroughthe assessment
of the cardinal symptoms of CABP, or if no assessment was completed] 2(p hours
after the first dose of study drgr randomization if the subject did not receive study
drug) or

e Died from any causep through the assessment of theltal symptoms of CABPor if
no assessment was completgglthrough Study Day.5
If more thanl assessment of symptoms is obtained irfthe 24 hour window thefollowing
rules apply:

e Use the latest assessment of symptoms conducted in person occutiniga@6x 24 hour
window

e If no assessment was conducted in person, use the latest assessment of symptoms
conducted via a telephone call occurring in the 96 + 24 hour window
If no assessment of symptoms (either in person or by telephone) was condtio¢ed in
96 + 24 hour window, the following rules apply:

e Use the latest assessment of symptoms conducted in person occurring 60 to <72 hours
after the first dose of study drug

e If no assessment was conducted in peradhe 600 <72 hour window, use the latest
assessment of symptoms conducted via a telephone call occurring 60 to <72 hours after
the first dose of study drug
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Subjectswith missing data such that a response cannot be determined will be considered an
indeterminate respons&ubjectsvho are randonzed and not treated drd not haveat leas2
symptoms of CABP at baseline will also be considéodtavean indeterminate responsgince
the analysis of the primary outcome is based on theAifalysis Setsubjectswith an
indeterminate response agsentially considered naaspamders. For the ITT Analysis Sehe
percentagef ITT subjectsconsidered responders 8€R is defined using the following

formula (where the denominatisrcomprised of théotal number osubjectan the ITT Analysis
Sd):

Number of subjects who are a responder

(Number of subjects who are a responder + Number of subjects who & x 100%
nontresponder + Number of indeterminate subjects)

6.2  Secondary Efficacy Outcomes

Secondary efficacy outcomes include:

e Percentag®f subjects with IACR of success at the TUSit in the mITT and CETOC
Analysis Sets

e Percentag®f subjects with ECR of responder in the microAialysis Set

e Percentag®f subjects with IACR of success at the T®¥iSit in the microlTT and
ME-TOC Analysis Sets

e Proportion of subjects withby-pathogen microbiologic responsésuccesstthe TOC
Visit in the microlTT and METOC Analysis Sets

e All-cause mortalit§yACM) through Day 28 in the ITT Analysis Set
6.2.1 Investigator ’s Assessment of Clinical Response

Clinical responsavill be assessebly the Investigatoat the EOTTOC and LFUVisits. The

IACR at EOT and TOGQwill be classified as success, failure, or indeterminate according to the
definitions inTable3. Subjects who ardeemedo havean IACR of failure atthe EOT Visit

will not have anACR performedatthe TOC Visit and will be consideretb havean IACR of
failure atthe TOC Visit.
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Table 3. Investigator ’s Assessment of Clini cal Response at EOT and TOC
Outcome EOT and TOC
Success The subject's clinical signs and symptoms have resolved or improved such that no adc

antbacterialtherapy is administered for the treatment of the current episode of CABP.

Failure A subject is a treatment failure if any of the followisgnet:

¢ Signs and symptoms of CABP have not resolvied improved or have worsened suc
that nonstudy antibacterial therapy is administered for the treatment of the current
episode of CABP

e Measures of inflammation such as temperature or elevated WBC have worsened
failed to improve such that nestudy antibacterial therapy is administered for the
treatment of the current episode of CABP

o Bacteremia has worsened or failed to improve resulting in administration <ftady
antibacterial therapy

e The occurrence of aAAE requiring discontinuation of studyuty and institution ©
nonstudy antibacterial therapy for the treatment of the current episode of CABP

e Death from any cause.

Indeterminate Insufficient information is available to determiggccess ofailure, specifically lost to
follow-up.

For subjects who do not have I&CR of failureatthe TOC Visit, a determination adlinical
responségsustainedsuccessrelapse prior failureor indeterminateyvill be made athe LFU

Visit as outlined inTable4. Subjects who are deemed to have an IACR of failutieeaf OC

Visit will not have an IACR performed #te LFU Visit andwill be considered to have an IACR
of prior failure atthe LFU Visit.

Table 4. Investigator ’s Assessment of Clinical Response at LFU

Outcome LFU

SustainedSuccess |The subject's clinical signs and symptoms remain resolvadtberimproved such that no
additional anthacterialtherapy has been administered for the treatment of the current €
of CABP.

Relapse The subjectvasaclinical success at TOhowever, ay of the following are met:

e Clinical signs and symptoms of CABP have recurred such that additionaitndy
antibacterial therapy is administered for the treatment of the current episode of C

e Measures of inflammation such as temperature or elevated WBQGdwrreedsuch
thatadditionalnonstudy antibacterial therapy is administered for the treatment of
current episode of CABP

¢ Recurrenbacteremiaesulting in administration of nestudyantibacterial therapy
¢ Death from any cause.

Prior Failure The subject had an IACR of failueg the TOC Visit.

Indeterminate Insufficient information is available to determisgstainedsuccess orelapse specifically
lost to follow-up.
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The secondary efficacy analysisI&CR atthe TOCVisit will be conducted in thenlTT,

CE-TOC, microlTT, andME-TOC Analysis SetsAn additional analysiwill be conducted in
themicrolTT-2 andemicrolTT Analysis Set¢see Sectios.3). Analyses ofACR at the EOT

Visit will be conducted in thenITT, microlTT, CE-EOT and MEEOT Analysis Setsand

analyses at the LFU Visit will be conducted in the mImicrolTT, CE-LFU and MELFU

Analysis Setgsee Sectio.3). For the analysis dACR at theEOT and TOCVisits in the

mITT, microlTT, microlTT-2 and emicrolTTAnalysis Set, the success rate will be calculated as
follows:

Number of subjects whare a success

(Number of subjects who are a success + Number of subjects who ar x 100%
failure + Number of subjects with an indeterminate IACR)

For the analysis of IACR at the LFUSsit in themITT and microlTTAnalysis Sed, the
sustained succesate will be calculated as follows:

Number of subjects who are a sustained success

(Number of subjects who are a sustained success + Number of subject x 100%
are a relapse + Number of subjects who are a prior failure (carried forv
from TOC) +Number of subjects with an indeterminate IACR)

Subjectswith an indeterminattACR at theEOT, TOC and LFUVisits will be excluded from
the analysis ofACR atthe EOT, TOC and LFUVisits, respectively, in the CE and M&nhalysis
Sets For the analysis dACR at theEOT and TOCVisits in the CE and ME Analysis Sethe
success rate will be calculated as follows:

Number of subjects who are a success

: : x 100%
(Number of subjects who are a success + Number of subjects who are a

For the analysis of IACR at the LFWUisit in the CE-LFU and MELFU Analysis Seg, the
sustained success rate will be calculated as follows:

Number of subjects who are a sustained success

(Number of subjects who are a sustained success + Numbajetts who are ¢ X 100%
relapse + Number of subjects who are a prior failure (carried forward from T
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6.2.2

Early Clinical Response in the microlTT Analysis Set

The secondary efficacy analysis of ECR will be conducted in the microlTT Analysis Set. An
additional analysis will be conducted in microFPTand emicrolTTAnalysis Set (see
Section6.3). For the microlTTand microlTF2 Analysis Set, the grcentag®f subjects

considered responders for ECR is defined using the following formula (where the denominator is

comprised of the total number of subjectshe microlTTand microlTF2 AnalysisSets):

Number of subjects who are a responder

(Number of subjects who are a responder + Number of subjects who &

6.2.3

X 100%

nonresponder + Number of indeterminate subjects)

By-Pathogen Microbiological

Response

By-pathogermicrobiological responsese eradication, presumed eradication, persistence,
presumed persistence andeterminateas defined ifable5. Microbiological responses of
eradication and persistence are based on comparing the baseline pathogen&easepost
pathogens, where pelaseline organismereidentified frompostbaselineculturesand
considered pathogens based on the criter&ection4.0. If a pathogen is persistenttae EOT
Visit, the persistence is carried forward to the T&@ LFUVisits. If apathogen is presumed
persistent athe EOT Visit, the presumed persistence is carried forward to the &i@Q_FU
Visits, unless a repeat cultuiseobtainedoetweenthe EOT andTOC or EOT andLFU Visits,
respectivelywhich shows persistenc&aseline pthogens identified by a modality other than
culture of ablood or respiratory samplee(ipathogen fronserology, urine antigen or PCRan
only have a presumed or indeterminate microbiological response.

Table 5. By-Pathogen Microbiological Response at EOT , TOC and LFU
Outcome EOT TOC and LFU
The baseline causative pathogen was absent ff The baseline causative pathogen was absent frg
repeat culture(s)btained at EOTie, the post repeat culture()btainedbetween EOT and TOC
baseline culture showed no growth or the post| EOT and LFU respectivelyie, the posbaseline
Eradicati baselineculture did not grow the same pathoge| culture showed no growth or tipestbaseline
radication . . . . .
as isolated at baseliner the same organige) culture did not grow the same pathogen as isola
Success was present but did not meet the definition of |at baselingor the same organigg) was present by
pathogeras definedn Section4.0). did not meet the definition of pathogas definedn
Sectiord.0).
Presumed The IACR was success and cultusasnot ThelACR was succesflOC) or sustained succes
R repeatecat EOT (LFU) and culturevasnot repeatedat TOC and
eradication .
LFU, respectively)
Thebaselinecausativepathogerwas isolated in | Persistence at EO$ carried forwardr a culture
repeatculturgs) obtainedat EOT. obtained after EOT and up to and including TO(Q
grew the same pathogen identified at baseline
Failure Persistence (TOC). Persistence at TORS carried forwardr a
culture obténed after TOC and up to an inding
LFU grew the same pathogen identified at basel
(LFU).
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The IACR was failure and culture was not The IACR was failure (TOC) ggrior failure/relapse
repeatedat EOT (LFU) and culture was not repeat@d TOC and
LFU, respectively) and no cultures demonstrateq
persistence (between EOT and TOC &Il and
LFU, respectively)

Presumed
persistence

Indeterminate The IACR was indeterminate and culture wast | The IACR was indeterminate and culture wast
repeatect EOT. repeatedat TOC and LFU, respectively) and no
cultures demonstrated persistence (between EQ
and TOC an&OT and LFU, respectively).

Theby-pathogemmicrobiologicalresponsesuccessateat the EOTTOC and LFUVisits in the
microlTT and microlTF2 (TOC Visit only see SectioB.3) AnalysisSesis calculated as
follows:

Number of subjects who agesuccessor the specific pathogen
(Number of subjects who aeessuccesgor the specific pathogen Number of subjects who are
afailure for the specific pathogen Number of subject&ho areindeterminatdor the
specificpathogei

Subjects with an indeterminat@crobiological responsat the EOTTOC and LFUVisits will
be excluded from the ME Analysis Sets. Thus, thephthogemicrobiologicalresponse
successateis calculated as follows:

Number of subjectasho area succes#or the specific pathogen
(Number of subjecta/ho area succesfor the specific pathogen Number of subjecteho are
afailure for the specific pathogén

Subjects who have the same pathogen isolated at baseline from mdtepleaimen type are
countedonly once in the determination of {pathogemmicrobiological responself a subject

has the samiaselingpathogen identified by culture of blood or respiratory sample and another
modality and a repeat culture is obtained, microbiological responseeid bathe podbaseline
culture results. If a subject has the sdraselingpathogen identified from culture of blood and a
respiratory sample, eradication requires the baseline pathmgerabsent from respiratory
sample culturevithout evidence of ongoing bacteremiBersistence requires the baseline
pathogerto be present froneither the blood or respiratory sample culture.

6.2.4 28-Day All -Cause Mortality

The outcome measure of-athuse mortality (ACM) is defined as deceased dretoreStudy
Day 28.

Subjects with an LFU visit on Study Day 27 will be considered alive on Study Day 28 unless
known to have died on Study Day 28. Othdrjects who are not known to be alwedeceased
as ofStudyDay 28will be defined as deceasedduincluded in the numerator and denominator
for the calculation of the ACM rate. The-88y ACM rate is defined by the following formula:

Number of subjects deceased
X 100%

(Number of subjects alive at Day 28 + Number of subjects deceasec
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6.3

Additional Efficacy Outcomes

Additional efficacy outcomespecified in the protocahclude:

Proportion of subjects with an ECR of responder by baseline pathogen in the microlTT
Analysis Set

Percentag®f subjects with an IACR of success at the EOT Visthie mITT and
CE-EOT Analysis Sets, and at the LFU Visit (sustained success) in the mITT and
CE-LFU Analysis Sets

Proportionof subjects with an IACR of success by baseline pathogen at the TOC Visit in
the microlTT and METOC Analysis Sets, and at the LMikit (sustained success) in the
microlTT and MELFU Analysis Sets

Number and percentage of subjects with @blyject microbiologic response of success
at the TOC Visit in the microlTT and MEOC Analysis Sets

Proportion of subjects with an EGRresponder PLUS improvementvital signs in the
ITT Analysis Set

Other additional efficacy outcomes specified iis ®AP include:

Percentab®f subjects with an ECR of responder in the micreErand emicrolTT
Analysis Sets

Proportion of subjects with d8CR of responder by baseline pathogen in the micrdTT
Analysis Set

Proportion of subjects with an ECR of responder by baseline pathogen and MIC to study
drug received in the microlTT Analysis Set

Proportion of subjects with an ECR of responder by hasgathogen and disk diffusion
zone diameter to study drug received in the microlTT Analysis Set

Proportion of subjects with an ECR of responder by baseline pathogens identified from
blood specimens in the microlTT Analysis Set

Percentag®f subjects withan IACR of success at the TOC Visit in the microl2 &nd
emicrolTT Analysis Sets, at the EOT Visit in the microlTT and-EEBT Analysis Sets,
and at the LFU Visit (sustained success) in the microlTT aneLME Analysis Sets

Proportionof subjects with anACR of success by baseline pathogen at the TOC Visit in
the microlTT2 Analysis Set, and at the EOT Visit in the microlTT and-EE&T
Analysis Sets

Proportionof subjects with an IACR of success at the TOC Visit by baseline pathogen
and MIC to study drug oeived in the microlTT and MEOC Analysis Sets

Proportionof subjects with an IACR of success at the TOC Visit by baseline pathogen
and disk diffusion zone diameter to study drug received in the microlTT arti®IE
Analysis Sets
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e Proportionof subjects wih an IACR of success at the TOC Visit by baseline pathogens
identified from blood specimens in the microlTT Analysis Set

e Proportion of subjects with a fpathogen microbiologic response of success at the TOC
Visit in the microlTT2 Analysis Set, at the EQVisit in the microlTT and MEEOT
Analysis Sets, and at the LFU Visit in the microlTT and-MEJ Analysis Sets

e Proportion of subjects with a microbiologic response of success at the TOC Visit by
baseline pathogen and MIC to study drug received in the fit@and METOC
Analysis Sets

e Proportion of subjects with a microbiologic response of success at the TOC Visit by
baseline pathogen and disk diffusion zone diameter to study drug received in the
microlTT and METOC Analysis Sets

e Number and percentage of getis with a bysubject microbiologic response of success at
the TOC Visit in the microlTI2 Analysis Set, at the EOT Visit in the microlTT and
ME-EOT Analysis Sets, and at the LFU Visit in the microlTT and-MBJ Analysis Sets

6.3.1 By-Subject Microbiological Response at the EOT, TOC and LFU Visits

By-subject microbiologial response is determined from tine pathogermicrobiological
responseas defined in

Table 6.
Table 6. By-Subject Microbiological Response at EOT, TOC and LFU
Outcome Definition

Eradication |All baseline pathogens have a-pgthogen microbiological response of eradication or
Success |or Presumed |presumed eradicaticat the specifiedisit.
eradication

Persistence ¢At leastl baseline pathogen has apgthogen microbiological response of persisteng
Failure |Presumed |presumed persistence at the specitiisit.
persistence

Indeterminate At least1 baseline pathogen havgpathogermicrobiological response of indeterming
and none have lay-pathogemmicrobiological response of persistence or presumed
persistence.

The bysubjectmicrobiologicalresponseuccess rate at the EOT, TOQakU Visits in the
microlTT and microlTF2 (TOC Visit only)Analysis Setis calculated as follows:

Number ofsubjects who are a success

(Number of subjects who are a success + Number of subjects who ar x 100%
failure + Number of subjects who are indeterminate)
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Subjects with an indeterminat@crobiological responsat the EOT, TOC and LFWisits will
be excluded from the ME Analysis Sets. Thus, thesblgjectmicrobiologicalresponseuccess
rateis calculated as follows:

Number of subjects who are a success

X 100%

(Number of subjects who are a success + Number of subjects who are a

6.3.2

Early Clinical Response Plus Improvement in Vital Signs

Subjects will be programmatically defined asgponderif the following 5 criteria are met:

Alive;

Improvement in at least 2 of the 3 or 4 cardinal symptoms of CABP the subject presented
with at baseline. Improvement is defined as a decrease by at least 1 level of severity;

No worsening of any of the 4 cardinal symptoms of CABP. Worsening is definad
increase by at least 1 level of severity for any symptom;

Improvement irall vital signs (ie, body temperature, blood pressure, heart rate,
respiratory ratejhat wereabnormal at baseline. Improvement is defined as returning to
normal. Ifavital signwasnormal at baseline (ie, not abnormal as per the definitions
below),it camothave worsened. Abnormal vital signs are defined as:

o Fever: defined as body temperature >38.0°C (100.4°F) measured orally, >38.5°C
(101.3°F) measured tympanically, >39C (102.2°F) measured rectaltyr >37.5°C
(99.5°F) by axillary measurement

o Hypothermia: defined as body temperature <35.0°C (95.0°F) measured orally,
<35.5°C (95.9°F) measured tympanically, <36.0°C (96.8°F) measured regtally
<34.5°C (94.1°F) by ax#lry measurement

o Hypotension: defined as systolic blood pressure <90 mmHg
o Tachycardia: defined as heart rate >100 beats/min
o Tachypnea: defined as respiratory rate >20 breaths/min

Did not receive a concomitant antibiotic for the treatment of CABP up thribiegh
assessment of the cardinal symptoms of CABP.

Subjects will be programmatically defined asaa-responderif any of the following are met:

Did not show an improvement in at least 2 of the 3 or 4 cardinal symptoms of CABP the
subject presented with baseline. Improvement is defined as a decrease by at least 1
level of severity; or

Worsening of any of the 4 cardinal symptoms of CABP. Worsening is defined as an
increase by at least 1 level of severity for any symptom; or

Did not show an improvement all vital sigrs that was abnormal at baseline
Improvement is defined as the following:
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o Body temperature 35.0 to 38.0°C (95.0 to 100.4°F) measured orally, 35.5 to 38.5°C
(95.9 to 101.3°F)measured tympanically, or 36.0 to 39.0°C (96.8 to 102.2°F)
measued rectallyor 34.5 to 37.5°C (94.1 to 99.5°F) by axillary measurement

o Systolic blood pressure >90 mmHg
o Heart rate >50 to <100 beats/min
o Respiratory rate <20 breaths/min; or

e Received concomitant antibiotifor the treatment of CABP up through theesssnent
of the cardinal symptoms of CABP, or if no assessment was completed, up to 120 hours
after the first dose of study drggr randomizationf the subject did not receive study
drug) or

e Died from any cause up through the assessment of the cagimatiosns of CABP, or if
no assessment was completed, up through Study Day 5.

Section6.1describes rules for determining the outcome if more than 1 assessment of symptoms
is obtained in the 96 + 24 hour window or if no assessment of symptoms is obtained in the 96 +
24 hour window Subjects with missing data such that a response cannot be determined will be
consideredo havean indeterminate response. Subjects who did not have at least 2 symptoms of
CABP at baseline or who did not have an assessment of vital signs at badehisoie

considered to have an indeterminate response. Since the analysis of ECR plus improvement in
vital signs is based on the ITT Analysis Set, subjects with an indeterminate response are
essentially considered ngasponders. For the ITT AnalysistSthepercentagef ITT subjects
determined to be responders for ECR plus improvement in vital signs is defined using the
following formula (where the denominator is comprised of the total number of subjects in the
ITT Analysis Set):

Number of subjecta/ho are a responder

(Number of subjects who are a responder + Number of subjects who & x 100%
nonresponder + Number of indeterminate subjects)

6.4  Other Microbiological Outcomes

Superinfections are defined as npathogengie, pathogen(shot presenat baselingidentified
in postbaseline cultures through the TAMit with persistent signs and symptoms of CA@BF
IACR of failure at the TOWVisit), such thaadditionalantibacterial therapy is necessary for
current episode of CABP.

Colonization isdefined as newathogengie, pathogefs) not present at baselipelentified in at
least 2 posbaseline cultures through the TOit but signs and symptoms of CABP have
resolved(ie, IACR of success at the TO@sit), such that no additional antibacée therapy is
necessary for the current episode of CABP.
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Development of decreasing susceptibility is definea 4 increase from baseline in MIC to

the study drug received a6 mm decrease from baseline in disk inhibition zone diameter to

the study drug received for a baseline pathogen subsequently isolated from culture-of a post
baseline blood or respiratory sample (ie, for a{baseline pathogen).

6.5 Pharmacokinetic Outcom es

Measured plasma concentrations of-B81 and B&3041will be summarizedor subjects in
the lefamulin group

6.6  Safety Outcomes

Safety will be assessed by analysis of ABdchanges ifaboratoryparametergchemistry and
hematology)electrocardiogramgCG) parametersandvital signs Laboratory abnormalitieare

not considered AEs unless they are associated with clinical signs and symptoms or require
medical intervention Clinically significant abnormal clinical laboratory findings or other
abnormal asessments that are associated with the disease being studied, unless judged by the
Investigator as more severe than expected for the subject's condition, or that are present or
detected at the start of the study and do not worsen, will not be repoA&d as SAES.

6.7  Additional Exploratory Outcomes

Exploratory evaluation of a variety of health utilization variables (eg, length of hospital stay,
discharge status and discharge destination) and a pagported outcome instrument (32)

will be performedDetails of this exploratory analysis will be presented in a separate SAP and
results will be presented in a separate report.

7.0 STATISTICAL METHODS

7.1  Sample Size

A total of 738subjects will be randomized in a ratiolofl (lefamulin:moxifloxacin) resulting in
369 subjects in the lefamulin arm and 369 in the moxifloxaciniautims study. The total
number of subjects included in this study is sufficient to achieve the primary and secondary
study objectives based on statistical considerations.

Retrospective alyses of clinical study data for patients with CABP of varying severity as well
as 2 recent clinical trials in CABP indicate the point estimates for an ECR responder atDays 3
range from 72% to 81% (FDA, 2011; Barrera et al., 2016; Cempra, 2015; @ldalch201%.

Thus, it is reasonable to assume that in a prospective study of subjects with CABP, the
proportion of subjects who are responders for ECR at 96 + 24 hours post first dose of study drug

will be approximately 79%.

The primary efficacy analysis variables used for NI analyses for the Marketing Authorization
Application (MAA) to the EMA will be the proportion of subjects with an IACR of Success at
TOC in the mITT and CHOC Analysis Sets. In recent clinical studigSCR success rates at

the TOC Visit in the CE Analysis Set ranged from 77% to 93% (Cempra, 2015) and in the ITT
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Analysis Set ranged from 85% to 89% depending on the antibiotics under study and the severity
of the CABP. Based on these data, an 85% IACResscate in the GEOC Analysis Set was
chosen for determination of the sample size. The success rate is expected to be about 5% lower
in the mITT AnalysisSet It is expected that <1% of subjects will be excluded from the mITT
Analysis Set and thus, tlsample size determination assumes the same number of subjects in the
ITT and mITT Analysis Sets.

Utilizing an anticipated ECR responder rate of 79% in the ITT Analysis Set, a 1:1 randomization
ratio, aonesided alpha of 0.025, and a continuity correcteest with unpooled variance, a

sample size of 738 subjects (369 subjects in the lefamulin group and 369 in the moxifloxacin
group) provides 90% power to establish the NI of lefamialimoxifloxacin for ECR using a NI
margin of 10.0%. Assuming an IACRcaess of 80% and 85% in the mITT and-TBC

Analysis Sets, respectively, and a clinical evaluability rate of 80%, there is 91% power for
demonstration of NI for IACR at the TOC Visit using a 10% NI margin.

The calculated power in each analysis set foptitaary and secondary outcomes is provided in
Table7.

Table 7. Power Calculations for the Primary and S econdary Efficacy

Outcomes
Primary Outcome (FDA) Secondary Outcome
(ECR 96 =24 hours After the First | (Investigator’s Assessment of Clinical Response at
Dose of Study Drug) TOC- Primary for EMA)

Analysis Set ITT mITT CE-TOC

NI Margin 10% 10% 10%

N 738(369:369) 738 590

Outcome Rate 79% 80% 85%

Evaluability Rate | NA NA 80%

Power 90% 91 % 91%

CE = clinically evaluable; ITT = intent to treat; mITT = modified ITT; TOC = test of cure

7.2  Visit Windows
7.2.1 Baseline

Unless otherwise statdxblow, baseline is defined as the last measurement prior to the first dose
of study drug.

e For microbiological pathogen determination, baseline is defined as thew24eriod
prior to the administration of the first dose of study drug and the 24 hourthaffest
dose of study drug. A pathogen identified from a respiratory (pleural fluid,
bronchoalveolar lavage (BAL), sputum), blood for culture, urine, nasopharyngeal or
oropharyngeal specimen collected at baseline is considered a baseline pathogen. An
atypical pathogen identified by serology is considered a baseline pathogen if the baseline
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sample is collected in the 2¥ur period prior to or the 24 hours after the administration
of the first dose of study drug.

e For vital signspaseline is defined asdl$creening assessment (since time of assessment
is not captured) as long as the date of collection is on or before the date of first dose of
study drug.

e For ECGs, baseline is defined as the mean of the tripligateiplicate or single, if a
triplicateis not obtainedjrom the last assessment prior to the first dose of study drug
including scheduled and unscheduled visits

e If no study drug is received, baseline is defined as the measurement taken at the
Screening Visifie, prior to the randomizatiotate/time)

Study Day 1 is defined as the first calendar day of study drug administi@tithe date of
randomization if no study drug was receivethe calendar day prior to the first dose of study
drug(or randomization day if no study drug is receivsdStudy Day-1; thee is no Study Day
0.

For all clinical assessments and procedures performed prior to the date of the first study drug
administration, study day will bealculated as the date of the assessment minus the date of the
first dose of study drug. For all clinical assessments and procedures performed on or after the
date of the first dose of study drug, study day will be calculated as the date of the assessment
minus the date of the first dose of study drug, plus

7.2.2 Post-Baseline

The visit window forECRis defined in Sectio6.1 Clinical efficacy and safetyanalyses will

utilize the data obtained on the scheduled visjtnominal visit will be utilized) When a

nominal visit assessment is unavailable, an unscheduled assessment may be utilized as described
in Appendix D.

SeeAppendix Afor a complete description on the timing of the safety assessrBesets.
Appendix D for a summary of visit window definitions for the safety assessments.

7.2.3 Unscheduled Assessments

If no scheduled visit was done, but an unscheduledysassessment was done in the window of
the scheduled assessment (for the specific safety parameter), the unscheduled assessment should
be useds described in Appendix. ¥ more thanl measurement is taken during the visit
window (a scheduled visit and amscheduled visifthe value taken on the scheduled visit will
be utilized If more than one unscheduled assessment is cathptethe visit windowof the
schedulegssessment (and no scheduled assessment), the earliesbehasgdAll
unscheduledisits not satisfying the analysis visit conditias described in Appendix Will be
referred to as “Unscheduled” as their analysis visit designation. For overall worst post-baseline
analyses (i.e. minimum, maximum, highest, lowest, any-lpas¢line, an®CS), all assessments
including those obtained on unscheduled (i,e. analysis visit “Unscheduled’) and scheduled visits
(e.g., analysis visits “Baseline”, “Day 17, “Day 4”, “TOC”, “EOT” and “LFU”) will be included.
See Section 8.7.2 for a discussion of wkeeuse central and local safety laboratory values.
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7.3 Randomization

Subjectswill be assigned to receive lefamulor moxifloxacin in a 1:1 ratio with stratification by
geographic regio(US vs. exUS), receipt of priorsingle dose shouctingantibiotictherapy for
CABP vs. noneandPORT risk class (I¥s. 11lI/1V) using blocked randomizationa the IRT.

The randomizationchedule will be geneated by the Spons¢or designee) Subjects
randomized into the study will be assigned the treatment corrdisigaio the next available
number in the respective stratum of the compgererated randomization schedul€he
subjectwill only be randomized after the inclusion and exclusion criteria are verified.

The Sponsor designeie(IRT vendo) will maintainthe randomization codes in accordance with
standard operating procedures to ensure the blind is properly maintained, and that only Sponsor
personnel who require knowledge of treatment assignments will be unblegisthff involved

in maintaining the @hical supplies or SAE reporting). After the database is locked and the SAP
is final, the study blind codes will be broken.

7.4  Interim Analysis
No interim analyses of efficacy will be conducted.

Anindependent Data Monitoring Committee (DMC) will be constituted for this study to monitor
important aspects of study conduct, including safety results on an ongoingTiesidMC will
receivemaskeddata (treatmeritA” vs. treatmentB”) at prespecifie time points for their

review of safety data throughout the conduct of the trial. DMC meeting frequency and conduct
will be outlined in a separate DMC Charter. An independent, unblinded statistician witlgorov

the committee wittmaskeddata for reviewbut will not be a member of the committde.

addition, a clinical representative from the Sponsor will be available during an open session of
each meeting to help answer questions or relay additional information to the DMC as needed, but
this individualwill not be a voting member of the committee. All members of the DMC will treat
study data, reports, meeting discussions, and conclusions as confidential.
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7.5

7.6

Comments on the Statistical Analyses
All clinical data will be provided in bygubjectlistings.

Continuous variables will be summarized using number (N), mean, standard deviation
(SD), median, minimum, and maximum.

Frequency counts and percentages will be reported for all categorical data.

If a laboratory resulfother tharanMIC value)is reported elative to a lower/upper range

of detection for an assafgr example, “<10”, the numeric portion of the resltO) will

be used for statistical analyses and the full result, including any symbols, will be provided
in thesubjectlistings.

For AEswith onset on or after the first dose of study droigset dayill be calculated as
the date of onset of the AE minus the date of thedwse of study druglusl. For AEs
with onset prior to the first dose of study drug, onset day will be calculated dat¢hef
onset of the AE minus the date of the first dose of study drug.

For prior medications, attday will be calculated as the start date of the medication

minus the date of the firsiose of study drufpr date of randomization if no study drug

was received)For concomitant medications and prior medications taken on the same day
as the firsdose of study drufpr date of randomization if no study drug was received)
startday will be calculated as ttstart date of the medication minus the date of the first
dose of study dru¢pr date of randomization if no study drug was receivpldis 1.

Version 92 (or higher) of SAS statistical software package will be used to provide all
summaries, listings, figes and statistical analyses.

Handling of Missing Data

For ECR, missing data will be handled as follows:

If any component oECR is missingin the time frane detailed in SectioB.1 (unless the
subjectdies oris deemed a failure prior to this time pojrdjif the subjectdoes not have
at least 2 symptoms of CABP at basellBER will be defined as an indeterminate.

If the time ofa postbaselineassessmemtf CABP symptoms obtained thewindow for
determination oECR is missing but the date of the ECR assessment is known, the time
will be imputed to noon on the date of BABP symptonassessmentf the time of
assessment of CABP symptomsaibed on or prior to the date of the first dose of study
drug is missing, the time will be imputed to 00:00.

Missing start and stop times of antibiotics v set to00:000n the start and stop date of
the antibiotic.

For the analysis dECRin the ITT Analysis SetwhereECR may bemissing
(indeterminatg all subjectsan the ITT Analysis Sewill be included in the denominator.
Thus,subjectswith an indeterminate response are essentially considsrai@ilure.
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ForIACR, missing data will be handlex follows:

A missing IACR at the EOTVisit will be considered indeterminag¢ the EOTVisit.

A missing IACR at the TOCVisit will be considered indeterminate unless tAER at
theEOT Visit is failure.An IACR of failure at the EOWisit will be carriedforward to
the TOCVisit.

A missing IACR at the LFWisit will be considered indetermateunless the IACR at
the TOCVisit is failure. An IACR of failure at the TOUisit will be carried forward to
the LFUVisit.

For the analysis dACR atthe EOT, TOC and LFUVisits in themITT, microlTT,
microlTT-2 and emicrolTTAnalysis SetswhereClinical Responsenay be missing
(indeterminate), akbubjectsvho meet the analysis setteria will be included in the
denominator.

For the analysis dACR atthe EOT, TOC and LFUVisits in the CEand MEAnNalysis
Sets subjectswith a missing (indeterminaté\CR will not be included in the analyses,
since by definitionsubjectan the CE or ME Analysis Setannot have a missingCR.

Formicrobiological responsenissing data will be handled as follows:

If a followup specimen for culture was not obtaineagrobiological responsat the EOT
Visit will be determined based dahelACR atthe EOT Visit.

A by-pathogemmicrobiological responsef persistence andlay-subjectmicrobiological
responsef failure at the EOTVisit will be carried forward téhe TOC Visit. If a

followup specimen for culture was not obtained and the pathogen/subject was not a
microbiologic persistence/failure at EOT, microbiological respantee TOC Visit will
bedetermined based dACR atthe TOC Visit. If the IACR at theTOC Visit is
indeterminatethemicrobiological responsatthe TOC Visit will be indeterminate
unless a followup specimen for culture was obtained

A by-pathogermicrobiological responsef persistence andlay-subjectmicrobiological
responsef failure at the TOW/isit will be carried forward to the LFWVisit. If a

followup specimen for culture was not obtained and the pathogen/subject was not a
microbiologic pesistence/failure at TOC, microbiological response at thel/Isi will
bedetermined based dACR at theLFU Visit. If the IACR at theLFU Visit is
indeterminatethe microbiological response theLFU Visit will be indeterminate

unless a followup spemien for culture was obtained

For the analysis ahicrobiological responsatthe EOT, TOC and LFUVisits in the
microlTT and microlTF2 Analysis Set, wheremicrobiological responseay be
missing (indeterminate), alubjectavho meet the analysis setteria will be included in
the denominator.

For the analysis ahicrobiological responsatthe EOT, TOC and LFUVisits in the ME
Analysis Set, subjectavith a missing (indeterminat@)icrobiological responseill not

be included in the analysis, sinog definition subjectdn the ME Analysis Setsannot

have a missingnicrobiological response
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For all other outcome measures, missing data are handled as follows:

e Missing values for individual data points will remain as missing. Missing values will not
be imputed and only observed values will be used in data analyses and presentations.

e Whenindividual data points are missing, categorical data will be summarized based on
reduced denominatorg(only subjectswith available data will be included in the
denominators).

8.0 STATISTICAL ANALYSES
8.1  Subject Disposition and Protocol Deviations

The number ofubjectsandomized byegion,county and center will be presented by treatment
group in the ITT Analysis Set. The number of subjeutkided n each of the study analysis
sets(ITT, mITT, Safety,emicrolTT, microlTT, microlTT-2, CE-EOT, CETOC, CE-LFU, ME-
EOT, ME-TOC andME-LFU) will be summarizeaverall and by geographic region, for each
treatment group and across treatment grolegions a& defined as followsNorth America
(United States), Latin Americ&\(gentina, Brazil Chile, Mexico, Peru), Eastern Europe
(Bulgaria, Georgia, Latvia, Russia, Serbia, Ukraine), Western Europe (Hungary, Poland, Spain)
and Rest of World (Philippines, South Korea, Taiwan, South Afri€ag reasons for exclusion
from themITT, Safety, emiaITT, microlTT, microlTT-2, CE and MEAnalysis Setwill be
tabulated.A by-subjectlisting will be provided that will include the reagghfor exclusion from
eachof the study analysis sets

A listing will provide the date of informed consent for elhdomizedsubjects whether or not
the subject met ailhclusion/exclusion criteria anéinot, which criteria were not mefrhe
number ofsubjectscompleting the study (ie, compieg the LFUVisit), completing the EOT
assessment, completing the TOC assessmthaturely withdrawing from the study,
completing study drugarematirely discontinuing study dru@nd the reasons for premature
withdrawalandprematurediscontinuatiorwill be summarized byreatment groupnd overall
for all subjectdn the ITT Analysis SetThe percentages subjectdiscontinued from study
drug andprematurely withdrawifrom the study will be compared between treatment groups
usingFisher’s exact test. A listing of study completion/premature withdrawal and study drug
completion/premature discontinuation for slibjectswill be provided and wildisplaysubject
ID, treatmentthe primary reason for premature withdrawal or discontinuation, datstaahyl
day of last studyisit, and vital status at Day 28.

The number and percentagesabjectdn the ITT Analysis Sewith at leastl significant

protocol deviatiowill be summarizedy treatment groupnd overall A significantprotocol
deviationis onethathas the potential to affect efficacy assessments, placement into analysis
populations, the safety or ability to monitor the safety of a subject, or the scientific value of the
trial. The number and percentage of subjects with at lesighificantdeviation that excludea
subject from the CRnalysis Setandthe number and percentage of subj&dth at leastl
othersignificantdeviationwill alsobe summarizetly treatment groupnd overall and by

deviation subype
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A by-subjectlisting of all signficant protocol deviations will also be provided.
8.2  Demographics and Baseline Characteristics

Descriptive statistics for continuous variables (duggght, weightandbody mass indgxand
frequency counts and percentages for categorical variggeg(ouprace, ethnicitygender
andrenalstatugsevere impairment [<30 mL/min], moderate impairment{80 mL/min], mild
impairment p0-<90 mL/min] and normal functiorsP0 mL/min]) will be summarized by

treatment group and overallrfthe ITT, mITT and CETOC Analysis Sets Body mass index

will be calculated by dividing weight (kg) by height{mCreatinine clearandeased orthe

central labdetermination will be used. In those cases where creatinine clearance is not available
from the central I, it will be calculated using the local labrumcreatininebased orthe
CockcroftGault equation:

(140-age[yrs])* weight [kg]* (Z) Z=1.0, if Male
Cr [mg/dL] * 72 Z =0.85, if Female

A table will provide the frequency counts and percentages by treatmentagrdaweralfor

PORT Risk Clasghoth as perRT [ll, 1ll/1V] as well as calculated from components reported in
the eCRAII, 11I/1V]), subjectaneetingminor andmodified America Thoracic Society (ATS)
severity criteriasubjectameeting the Systemic Inflammatory Response Syndrome (SIRS)
CURB-65 categoryand subjects with bactereniiar the ITT, mITT and CETOC Analysis Sets
PORT scorand CURB65 Scorewill also be summarizeds a continuous variabl€URB-65

is derived from the eCRF data and ranges fresrwéhere 1 point is given for each of the
following at baseline:

e Confusion(defined as altered mental status as recorded on the PORT Risk Assessment
eCRF)

blood urea nitroge(BUN) >19 mg/dL (>6.8 mmol/L)

respiratory rate >30 breaths/min,

systolic blood pressure <90 mmHg or diastolic blood pressure <60 mmHg

age>65 years.

ATS severity and SIRS criteria are derived from the eCRF data and baseline PMNSs reported in
the centrakafetylaboratory dataTheminor ATS severitycriteriais defined as presence of >3 of
the following 9 criteria at baseline:

respiratory rate >30 breaths/min

O2 saturation <90% or Pa@60 mmHg

BUN >20 mg/dL

WBC <4000 cells/mrh

confusion

multilobar infiltrates(defined as infiltrates present in any two locations, except lingula
and left upper loabe is not multilobar. Lingula and other location islohat)

platelets <100,000 cells/mm

e temperature <3%&

e systolic blood pressure <90 mmHg.
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Modified ATS severity criteria is defined as presence3oéf the following 6 criteria at
baseline

respiratory rate >30 breaths/min

SpO./FiO2<274 where SP2/FiO2 = 64+0.84 (P@./Fi Oy)
BUN >20 mg/dL

Confusion

Age > 65 years

multilobar infiltrates

SIRS criteriais defined as >2 of the following 4 symptoms at baseline:

temperature <3& or >38C

heart rate >9Beats/min

respiratory rate >20 breaths/min

WBC <4000 ells/mm® or WBC >12,000 cells/mfor immature PMNs >10%.

Baseline assessmentsatihical signs and symptontd CABP, including fever (defined dsody
temperaturee38.0°C (100.4F) oral, tympanic>38.5°C (1013°F), rectal/core=39.0°C

(102.2F), or axillary>37.5C (99.5F)), hypothermia (defined as body temperat®é.0°C

(95.C°F) oral, tympani35.5°C (95.9F), or rectal/core<36.0°C (96.8F)), hypotension

(systolic blood pressure <90 mmHg), tachycardia (heart rate >100 beats/min), tachypnea
(respiratory rate >20 breaths/midyspnea, cough, production of purulent sputum and chest pain
will be summarizedby treatment group and over&r the ITT, mITT and CETOC Analysis

Sets

Medicalhistory (includingdiseases/conditions asdrgical procedurgsvill be summarized by
treatment groupnd overalfor subjectdn thelTT Analysis Set For the summary of medical
histoly, subjectswith more tharl abnamality within the samepreferred ternwill be counted

only once for thapreferred term Subjects are counted only once in a system organ class.

CABP risk factors, includingpbacco historycurrent and previous use of cigarettes, cigars,
chewingtobacco and otherhistory ofpneumococcalaccinationevidence ofnfluenza during
the current illness anistory ofinfluenza vacciation will be summarized by treatmegroup
and overalfor subjectsn the ITT, mITT and CETOC Analysis Set.

Readings of bBseline chest radiography the radiologistincluding thetype of assessment (chest
X-ray or CT scan)adiographic evidence of CABP (ie, a pulmonary infiltrate or diffuse
opacity),presence fopleural effusion, whether the pleural effusisrunilateral or bilateral,
presence of pulmonary infiltratethether the pulmonary infiltrate was uor multi-lobar, the
location of thepulmonary infiltratés), presence of diffuse opacities and the location of the
diffuse opacitiesvill be summarized ptreatment groupnd overalfor all subjectan the ITT,
mITT and CETOC Analysis Sets

Descriptive statistics of baseline procalcitoamd number and percentage of subjects in the

categories <0.1 mcg/L, 0.1 mcg/L to 0.25 mcg/L and >0.25 Imedl be presented by treatment
groupand overalfor the ITT, mITT and CETOC Analysis Sets.
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8.3  Baseline Microbiological Assessments

Baseline pathogens will be summarized by genus and species, treatment group anoverall
the microlTT, microlTF2, emicrolTT, and NE-TOC Analysis SetsSelected pathogens walso
be summarized bghenotypicsusceptibility profileIn addition, forStaphylococcus aureus
isolated at baseline, the P\And MecAstatus (positive or negative) will be summariZeable8
provides the definition for each pathogarsceptibility profile.
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Table 8. Definitions for Pathogen Susceptibility Profile

Pathogen Susceptibility Profile Definition

Staphylococcus aureus MSSA Susceptible taefoxtin
MRSA Resistant t@wefoxtin

Streptococcus pneumoniae PSSP Susceptible to penicillin
PISP Intermediate susceptibility to penicillin
PRSP Resistant to penicillin
Macrolideresistant Resistant to azithromycin or

erythromycin

Quinolone resistant Resistant to moxifloxacin
Multidrug resistant Resistant t@ or more of the following

classes of drugs:

¢ Penicillins— oral penicillin

Fluoroquinolones- moxifloxacin

Cephalosporins ceftriaxone

Lincosamides- clindamycin

Macrolides- azithromycin or

erythromycin

e Tetracyclines- doxycycline

e Folate Pathway Inhibitors
trimethoprim/sulfamethoxazole

Haemophilus influenza B-lactamase positive Zone diameter for ampicillin <18 mm
B-lactamase negative Zone diameter for ampicillin >18
Mycoplasma pneumoniae Macrolide susceptible Susceptible to azithromycin and
erythromycin
Macrolide resistant Resistant to azithromycin or
erythromycin
Quinolone resistant Resistant to moxifloxacin

Findings fromthe baselineGramstainedrespiratory specimer{g, the best Gram stain reading)
will be tabulated by treatment groapdoverallfor subjectan themicrolTT, microlTT-2,
emicrolTTand METOC Analysis Set. The number and percentage of subjects with a Gram
stained respiratory specimen that shows >25 PMNs and <10 @& CPFand>10 PMNsand
<10 SECger LPFwill be presentedIn addition, summaries of PMNs aG&ECsand bacterial
morphologyfor all Gramstaned respiratory specimens will be provid&hseline for Gram
stains is defined as the-Pdur period prior to the first dose of study drug and thb@4 period
after the first dose of study drug.

Baseline pthogenswvill be summarized byreatment groupnd overall by genusand species
and diagnostic modalitfpr themicrolTT, microlTT-2, andME-TOC Analysis Sets The
numberandpercentage of subjects wispecimens tested, by testing modality, anchilmaber
andpercentage ofubjects wittrspecimengositive for a pathogeand the specific pathogen
(genus and speciegjll be presented.The number and percentagesobjectswith
monomicrobial or polymicrobial graimositive or grarmegative pathogen infectioranly
atypical pathogens, mixture of granpositiveandgramnegative pathogena mixture of gram
positive andatypicalpathoges, a mixture of grammegative and atypical pathogesrsa mixture
of grampositive, grarmegative andtypicalpathogensvill be summarized by treatmegtoup
and overalfor the microlTT, microlTF2 and METOC Analysis Sets
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The MIC distribution detailing the numband percentagef pathogens at the respective MIC
values and the cumulative distribution will be presented for lefamulin and moxifldxacin
baselingpathogen, phenotymnd study drug for both treatment groups combined and by
treatment group for subjects in the microlTT and-WBC Analysis Sets. Disk diffusionone
diameters for lefamuliand moxifloxacinwill be summarized by baseline pagen phenotype,

and study drug for both treatment groups combined and by treatment group for subjects in the
microlTT and METOC Analysis SetsScatter plots of the MIC to lefamulin versus the disk
diffusion zone diameter will be provided fBtreptococas pneumonigéHaemophilus

influenzae Staphylococcus aureuandMoraxella catarrhalis as long as there are at least 10
pathogens in the lefamulin group.

The minimum inhibitory concentratids0 (MIC50), 90 MIC90), andrange oflefamulinand
moxifloxacinfor baselingpathogensind susceptibilitysusceptible and resistant, based on MIC
and zone diameteof pathogens ttefamulinand moxifloxacirwill be summarizedy baseline
pathogerfor both treatment groups combinadd by treatment groupr subjectsn the

microlTT and METOC Analysis SetsMIC50 and MIC90 will be provided only where there are
at least 10 pathogens of a particular specasge will be provided for all pathogens

Baseline pathogens are considered susceptible (S), intermediate (I), or resistant (R) to
moxifloxacin andS or nonsusceptible (NS) teefamulin according téhe criteria inTable9 and
Table10.

Table 9. Interpretive Criteria for Moxifloxacin for CABP Pathogens
According to CLSI Guidelines
Moxifloxacin Moxifloxacin
MIC breakpoint 2 Disk Diffusion Zone Diameter?
[ug/mL] [mm]
Pathogen S I R S I R
Streptococcupneumonia <1 2 >4 >18 1517 <14
Staphylococcuspp. <0.5 1 >2 >24 21-23 <20
Haemophilusnfluenza <1 - - >18 -

Moraxella catarrhalis
Legionella pneumophila
Mycoplasma pneumoni&e <0.25 - >0.5

S=susceptibld=intermediate, R=resistant
a Accordingto CLSI M100-S25 (2015)
b Breakpointsaccording taCLSI M43-A (2011)
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Table 10. Proposed Tentative Susceptibility Interpretive Criteria for
Lefamulin for CABP Pathogens Based on  In Vitro Data
Determined According to CLSI  Guidelines

Lefamulin Lefamulin
MIC breakpoint a Disk Diffusion Zone Diameter a

[ng/mL] [mm]
Pathogen S NS S NS
Streptococcus pneumoniae <1 >1 >19 <19
Staphylococcuspp. <1 >1 >20 <20
Haemophilus influenzae <2 >2 >20 <20
Moraxella catarrhalis <1 >1 >20 <20
Legionella pneumophila <1 >1 -b -b
Mycoplasma pneumoniae <1 >1 -b -b

S=susceptibleNS=nonsusceptible

a8 The current absence of data on resistant isolates except farreugprecludes defining any category other than
“susceptible.”

b No disk diffusion zone diameter criteria have been establishéd.foneumonia@andL. pneumophila

By-subjectlistings ofpathogerMICs, susceptibilitiesand disk diffusion zone diameters will
also be provided.

8.4  Extent of Exposure and Study Drug Treatment Compliance

8.4.1 Duration of Study Drug Therapy

Duration of study drug treatmefglacebo and/or active, as well as active onlijf) be

summarized for the Safety and mITT Analysis Sets. Duration of study drug treatment is defined
as the date of last dose¢hedate of first dose 1. The number and percentage of subjects who
receivel study drug for 2 days, >3-5 days, and 8 days as well as descriptive statistics of the
number of days on study drug (n, mean, standard deviation, minimum, median, and maximum)
will be presented by treatment group.

The proportion of subjects receigill doses of study drug as inpatients, receiving all doses of
study drug as outpatients and receiving doses of study drug as both inpatients and outpatients
will be presented for the mITT Analysis Set.

8.4.2 Prior and Concomitant Medications

The World Health @anization (WHO) dig dictionarywill be used to classify prior and
concomitant medications, including antibacterial medications, by therapeutic class. A prior
medication is defined as any medication taken prior to the date and time of the first stosky of
drug(or date of randomization if no study drug was receiv&ady norantibacterials (for which

only start and stop dates [not times] are collé¢taay medication taken on or after the date of

first dose of study drufpr date of randomization ifo study drug was received)ll be

considered concomitant; medications stop dates occurring prior to the date of first dose of study
drug(or date of randomization if no study drug was receivalioe considered prior

medicationsA concomitant medicain is defined as any medication taken on or after the date
and time of the first dose of study dr(ay date of randomization if no study drug was received)
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If the start date of a medication is missing, the medication will be assumed to be both prior and
concomitant, unless the end date of the medication clearly indicates the medication was stopped
prior to the first dose of study drigr date of randomization if no study drug was receiviéd)

the start date is a partial date such that it cannot bemdees if the medication is prior or
concomitant, the medication will be assumed to be both prior and concomitant, unless the end
date of the medication clearly indicates the medication stopped prior to the first dose of study
drug(or date of randomizatioif no study drug was received)

For antibacterials, missing start and stop times will be g#:t@on the start and stop date of
the antibiotic.

Prior systemic antibacterial medications and concomitant systemic antibacterial medications will
be summeazedby Anatomical Therapeutic ChemicaTC) level4 (or the next available level

if level 4 is not availablednd preferred terraeparately by treatemt group for the ITTmITT

and CETOC Analysis Set. Subjects receiving the same medication more than once will be
counted only once for a particulair C levelandpreferred term Prior systemic antibacterial
medications will be summarized based on receigtiwit2 hoursprior to randomizabn and
receiptmore thar72 hoursprior to randomization.

Additional tables (ITTmMITT and CETOC Analysis Sed) will summarize the percent of
subjects receiving any prigystemicantibacterial medicatiornhe percent of subjects receiving
an antibacterial medication the 72 hours prior to randomization, the percent recettimg
antibacterial for the current episode of CABP, the percent recavémyple dose of a shert
acting oral or IV antibacterial for CABfper the eCRF), the percent receiving more thdonse
of a shortacting antibacterial for CABP arl dose of a longacting antibacterial for CABRhe
percentage of sulgés receiving >48 hours of prigystemic antibacterial therapy for the current
episode of CABP enrolled as a treatment failure (ie, thepgioreto exclusion criterion 1jhe
percentage of subjects receivingréor systemic antibacterial for an infection not related to
CABP and the percentage of subjects receivipg@ systemic antibacterial for an “other”
reason.

Priorand concomitarmon-antibacterial medicationsill be presented in by-subjectlisting and
concomitant norantibacterial medications will be summarizedAWC level 4 (or the next

available level if level 4 is not availab)gyeferred term antteatment group for th@'T

Analysis Set Subjectgeceiving the same medication more than once will be counted only once
for a particula’ATC levelandpreferred term

Thereasons for receipt of concomitant systemic antibacterial medications will be sumnbgrized
treatment grap for the ITT, mITT and CETOC Analysis Sed. For concomitant systemic
antibacterial medicati@the number and percentage of subjects excluded from the CE Analysis
Sets due to receipt of an antibacterial and not excluded from the CE Analysis Se¢s will
summarized. The reasons for receipt of the antibacterial will be provided for each category
(excluded and not excluded from the CE Analysis Sets)ranhadecurrent CABP prior to
randomization, infection prior to randomization not related to CABR;awoitant infection

unrelated to CABPRnsufficient therapeutic effect of study dr(mnly for not excluded from the

CE Analysis S, treatmerdlimiting AE resulting instudy drugdiscontinuatior{only for not
excluded from the CE Analysis Setapd“other”

07May2018 CONFIDENTIAL Page43 of 64



Nabriva Therapeutics AG
Statistical Analysis Plan— Protocol NAB-BC-3781-31(2

8.4.3 Study Drug Treatment Compliance

Each subject’s compliance with study drug treatment will be calculated based on the number of

doses the subject would have been expected to receive based on the number of treatment days
(ie, the date of the first arldst dose of study drug). Treatment compliance is defined as the
number of doses actually received divided by the number of doses expected for the time period
between the dates of the first and last doses of study drug (x 100). Subjects are expected to
receive 7 days of study drug (5 days of active lefamulin plus 2 days of placebo) or moxifloxacin
(7 days of active moxifloxacin). Descriptive statistics (number of subjects, mean, standard
deviation, minimum, median, and maximum) will be presented forTtherhicrolTT, CEEOT

and CETOC Analysis Sets.

8.5  Efficacy Analyses

For all efficacy analysesubjectswill be analyzed in the group to which they were randomized.
By definition, subjectsvho receive the wrong study drug are not included in thai@BVIE
Analysis Sets Unless otherwise statexljbjectavho are randomized to the wrong geographic
region,prior antibiotic or PORT risk class stratum will be analyzed in the stratum to which they
were randomized.

8.5.1 Primary Efficacy Analysis

The primary efficacyutcome is th@ercentagef subjects with afeCR of respondeat 96 + 24
hoursafterthe first dose of study drug in the ITAnhalysis SetEachsubjectwill be

programmatically categorized as a responder;responder, or indeterminate based on data on
the eCRF.Subjectswith missing data or who are lost to follow up are defined as indeterminate
for the primary analysis and are included in the denominator for the calculation of the response
rate. Thussubjeds with an indeterminate outcome are considerednegponders for the

primary analysis. The number and percentagaibjectan each treatment group in each

response categof@and combined nenesponder/indeterminat@)ill be reported.

The null and altenative hypotheses are:

Ho: Pi-Po<- A

Hi: Pi-Po>- A

Where R = the primary efficacy outcome rate in fleéamulingroup
P> = the primary efficacy outcome rate in the moxifloxacin group
A = the non-inferiority margin

The NI hypothesis test is aslded hyothesis test performed at the 2.5% level of significance.
This is based on the lower limit of thesRled 95% confidence interval (Cl) for the observed
difference in the early clinical response rdgégamulingroup minus the moxifloxacin group).
The CI will be calculated using an unadjusted continuity correctéesE If the lower limit of

the 95% CI for the difference in remmlerrates in the ITT Analysis Set greater thanl(0%, the
null hypothesis will be rejected and the Nllefamulinto moxifloxacin will be concluded.

The reasons faan ECR of nonrespondeand indeterminateill be summarized by treatment
group for allsubjectsvho ae a norrespondepr indeterminatat 96 + 24 hoursatfterthe first
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dose of study drugReasons fononresponder are: did not show improvement in at [2a$t

the cardinal symptoms of CABP, worsening of at least 1 symptom of CABP, received a
concomitant antibacterial and died from any cause. Reasons for indeterminate are: no assessment
of symptoms andid not have at least 2 cardinal symptoms at baseline.

8.5.2 Additional Analyses of the Primary Efficacy Outcome

Early Clinical Response will be assessed separately acrosartdiemization stratification
factors(from the IRT)of geographic region@JS vs ex-US), prior antibiotic usess. noneand
PORT risk class (Ivs. 111/1 V). For each geographic regigrjor antibiotic useand PORT risk
class stratuna 2-sided 95% CI for the observed differencd&i@R responderates will be
calculated for the ITTAnalysis Set

Sensitivity analyses of early clinical response include:

e An analysis adjusted for the stratification factors of geographic regimm,antibiotic
useandPORTrisk class stratum (based on the randomization stratusutiectwas
actuallyrandomized to). A 95% CI using theethod proposed with stratification by
Miettinen and Nurminen will be computéar the difference in thECRrespomlerrates
betweerlefamulinand moxifloxacin CochranMantelHaerszel weights will be used for
the straiim weights in the calculation of the.Cl

e An analysis adjusted for the stratification factors of geographic regimm,antibiotic
use,andPORTTisk class stratum based on the randomization stratusutiject
correctly belongs toA 95% CI using the ntaod proposed with stratification by
Miettinen and Nurminen will be computed for the difference inBG& responlerrates
betweeriefamulinand moxifloxacin. CochraMantelHaengzel weights will be used for
the stratum weights in the calculation of the C

e All subjects with missing data at 96 *+ 24 hours after the first dose of study drug or with
less than 2 symptoms at baseline (ie, indeterminates) as ECR resftretexsibjects
are considereBECRnonresponders in the primary analysis). An unadjuS&dd CI will
be computedising a continuity corrected-#stfor the difference in thECRrespomer
rates betweelefamulinand moxifloxacin.

e Subjects who are neresponders and receive less than 48 himtia duratiorof study
drugwill be reclassified as indeterminates and the number and percentage of subjects in
each treatment group in each response category will be repdutgidcts who died prior
to receipt of at least 48 hours total duration of study drug will remain claka#ia non
responderAn unadjuste®5% CI will be computed using a continuity correctete&t
for the difference in the ECR responder rates between lefamulin and moxifloxacin.

Subgroup analyses of the primary efficacy outcomguding treatment differecesand 95%

Cls (computed using a continuity correctetiegt) will also be conducted for descriptive
purposes. These include but are not limiteB@RT Risk Class per the eCRF (I, 1V), prior
antibiotic use in the 72 houbeforerandomization pethe eCRF (use, no use), SIRS (yes, no),
ATS (yes, no)CURB-65, genderagegroup(<65, 6574, >75 years), renal impairment cat@ry
and bacteremic subject&xploratory analyses in other subgroups may also be condécted.
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Forest plot of the treatmenifigrence in ECR responder rate and CI by the stratification factors
and subgroups will also be provided.

8.5.3 Secondary Efficacy Analys es

8.5.3.1 Investigator’s Assessment of Clinical Response at the TOC Visit in the
mITT and CE-TOC Analysis Sets

The number and percentagesabjectan each treatment group determinedave a IACR of
success, failure, or indetermingssd combined failure and indeterminaae}he TOCVisit will

be presented for thalTT andCE-TOC Analysis Setgindeterminatesre excluded from the
CE-TOC Analysis Set) Two-sided unadjusted 95% Cls for the difference in success rate will be
calculated using a continuity correctedest.

The reasons fdACR of failure atthe TOC Visit will be summarized by treatment group &l
subjectan the mITTandCE-TOC Analysis SetsThe reasons fdACR of indeterminate
(subject lost to followup, missed visit, withdrew from the study or did not have CABiR)also
be summarized by treatment group forsalbjectsatthe TOC Visit for the mITTAnalysis Set
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8.5.3.2 Early Clinical Response in the Microbiologic Intent-to-Treat Analysis
Sets

The number and percentagesaobjectategorized asespondernonrespormerand
indeterminatéand combined neresponder and indeterminatej theoutcome oECR will be
presented for the irol TT, microlTT-2 and emicrolTTAnalysis Set and a2-sided unadjusted
95% ClI for the difference in respderrate will be calculated using a continuity correctete&.

The reasons fan ECR of nonrespondeand indeterminate at 96 + 24 hours after the first dose
of study drugwill be summarized by treatment group forslbjectan the mcrolTT and
microlTT-2 Analysis Ses.

8.5.3.3 Investigator’s Assessment of Clinical Response at the TOC Visit in the
microlTT and ME-TOC Analysis Sets

The number and percentage of subjects in each treatment group determined to have an IACR of
success, failure, or indetermingsad combined failure and indeterminaae}he TOCVisit will

be presented for the microlTT and MEOC Andysis Setqindeterminates are excluded from the
ME-TOC Analysis Set) Two-sided unadjusted 95% Cls for the difference in success rate will be
calculated using a continuity correctedest.

The reasons for IACR of failure t#te TOC Visit will be summaized by treatment group for all
subjectdn the microlTT and METOC Analysis Sets. The reasons for IACR of indetermiatate
the TOC Visitwill also be summarized by treatment group for all subjectise microlTT
Analysis Set.

8.5.3.4 By-Pathogen Microbiological Response at the TOC Visit in the microlTT
and ME-TOC Analysis Sets

Theproportionof subjects with anicrobiological responsef success by baseline pathodgand
where relevant, the susceptibility phenotyaeihe TOCVisit will be tabulated separateby
treatment group for subjects in the microlaiid METOC Analysis SetsDistinct pathogens
are based on genus and species and whkreant, the susceptibility phenotype as defined in
Table8.

For all bypathogen analysesjlgiects witha pathogen of the same genus and species with more
thanl phenotype, for examplaoth MRSA and MSSAwill be countedncefor each phenotype
andonce forthe overall tabulation dhe pathogen, for exampl8taphylococcus aursu

8.5.3.5 28-Day All-Cause Mortality in the ITT Analysis Set

All -causemortality throughStudy Day 28will be summarizedy treatment groum the ITT
Analysis Set Subjectswvho are lost to followup will be consideredleceasefor analysisand

will be summarized separately on the tabde2-sided unadjusted 95% CI will be calculated for
the treatment difference survival ratesat Study Day 28ising a continuity correcteditest
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8.5.4 Additional Efficacy Analyses

Additional efficacy analyses will be conducted to support the efficacy findings for the primary
and secondary efficacy outcomes. Confidence intervals for proportions will be determined for
descriptive purposes, as indted below, but no conclusions of NI will be made.

8.5.4.1 Clinical Outcome Measures

The proportionof subjects in each treatment grouviph an ECR of responder at 96 + 24 hours
afterthe first dose of study drug will be determined by baseline pathogen (anel retevant,
the susceptibility phenotype) in the microlTT and microlAnalysisSets.

The number and percentagesabjectdn each treatment group determinedhévean IACR of
success, failure, or indetermingéand combined failure ariddeterminatejt the TOCVisit in
the microlTT2 and emicrolTTAnalysis Sed will be presented A 2-sided unadjusted 95% CI
for the difference in IACR success rate will be calculated using a continuity corretést Z

The number and percentage of satgan each treatment group determined to have an IACR of
success, failure, or indeterminate (and combined failure and indeterminate) at the E@T Visit
themITT, microlTT,CE-EOT and MEEOT Analysis Setwill be preened. A 2-sided

unadjusted 95% CI fahe difference iHACR success ragewill be calculated using a continuity
corrected Aest

The number and percentage of subjatisach treatment group determined to have an IACR of
sustained success, relapseor failure or indeterminatéand comimed relapse, prior failure and
indeterminategpt the LFUVisit in the mITT, microlTT, CELFU and MELFU Analysis Sets

will be presentedPrior failure is defined as a subject who had an IACR of failure at the TOC
Visit. A 2-sided unadjusted 95% CI for tdéference in IACRsustaineduccess rates will be
calculated using a continuity correctedest.

The proportion of subjects with an IACR of success will be presented by baseline pathogen (and
where relevant, the susceptibility phenotyaedhe TOC Visiin the microlTT, microlTF2, and
ME-TOC Analysis Sets. The proportion of subjects with an IACR of sustained sweitidss
presented by baseline pathogen (and where relevant, the susceptibility pheaiotypé)-U

Visit in the microlTTand MELFU Analysis SetsThe proportion of subjects with an IACR of
success will be presented by baseline pathogen (and where relevant, the susceptibility
phenotype) at the EOT Visit in the microlTT and NEDT Analysis Sets.

Theproportion of subjectwith an ECR ofesponder will be presentég baseline pathogens
(and where relevant, the susceptibility phenotygetifiedfrom blood specimens in the
microlTT Analysis Set The poportion of subjects withralACR of success will be presented
by baselingpathogengand where relevant, the susceptibility phenotypeitified from blood
specimengt the TOC Visitn the microlTT Analysis Set.

A summary (number and percentagesalbject$ of the assessment of clinical signs and
symptoms of CABP at each tinpeint throughout the study will be presented by treatment group
as a shift table compared to baselméhe ITT Analysis Setlf theEOT Visit and the last day of
study drug are on the same day and dragsessment is performed, the assesswiéribe
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summarized both at tretudy dayand the EOT VisitThe proportionof subjectswith resolution
of all baseline signs and symptoms will also be provigedtudyvisit (CAPB signs and
symptoms were collected at baseline, daily while on study drug, at EOT, TOC and LFU)
Analyses of signs and symptoms will only be assessedhjectsvith nonmissing assessments
of all baseline signs and symptoms at the specifigt

A summary of subjects who met the criteria for E@Rpondewill be provided by study visit.

For each study visit, ECRIll bedetermined for (ie, the denominator will consist of) those
subjects who have died up through the relevant assessment, theséssubo have received an
antibiotic for the treatment of CABP up through the relevant visit and tugects with non
missing assessments of all basetaedinal CABPsymptoms at theelevantvisit. If the EOT

Visit and the last day of study drug a&ne the same day and only 1 assessment was performed,
the assessment will be summarized both at the study day and the EOT Visit.

The number and percentage of subjects categorized as respone@spmrder and

indeterminate (and combined nogsponder anthdeterminate) for the outcome of ECR plus
improvement in vital signs, will be presented for the ITT Analysis Set arsided unadjusted
95% ClI for the difference in responder rate will be calculated using a continuity correesid Z
The reasons fan ECR plus improvement in vital signs of r@sponder and indeterminate at
96 + 24 hours after the first dose of study drug will be summarized by treatment group for all
subjects in the ITT Analysis Set. Reasons for-response include those for ECRe¢Bon8.5.7)

as well as did not show an improvement in body temperature, hypotension, tachycardia and
tachypnea. Reasons for indeterminate inchmassessment of symptoms, did not have at least
2 cardinal symptoms of CABP at baseline and had no assessment of vital signs.

The proportion osubjectsvith an ECR ofespondent 96 + 24 hoursfterthe first dose of

study drugoy baseline pathogdiand where relevant, the susceptibility phenotyre) MIC to

study drug receivednd by baseline pathogéand where relevant, the susceptibility phenotype)
and disk diffusion zone diameteill be determined for each pathogen isolated at baseline in the
microlTT Analysis Set.

The proportion of subjects with an IACR of success at the TOC bjidiaselingpathoger(and
where relevant, the susceptibility phenotyae)l MIC to study drug received and by baseline
pathoger(and where relevant, the suscepttiphenotypepnd disk diffusion zone diametenl|
be determined for each pathogen isolated at bagelthe mcrolTT andME-TOC Analysis Sets.

A concordance analysts ECR and IACR at the TOWisit by treatment groupill be provided
in the ITT Analysis Set.

8.5.4.2 Microbiological Response Measures

The number and percentagesobjectsddetermined to havaby-subjectmicrobiological
responsef succesgeradication opresumed eradicatioffailure (persistence goresumed
persistencedr indeterminatat theEOT, TOC and LFUVisits will be tabulated by treatment
groupfor subjects irthemicrolTT, microlTT-2 (TOCVisit only) andME-EOT (EOT Visit),
ME-TOC (TOC Visit)and MELFU (LFU Visit) Analysis SetsA 2-sidedunadjuste®5%CI
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for thedifference inby-subjectmicrobiological responsguccessates between théefamulinand
moxifloxacin treatment groups will govided

Theproportionof subjects with anicrobiological responsef succes®y baseline pathogen (and
where relevant, the susceptibility phenotype) at the TOC Visit will be tabulated separately by
treatment groujor subjects in the microlT-R Analysis Set. Thproportionof subjects with a
microbiological response of success lagdline pathogen (and where relevant, the susceptibility
phenotypept the EOT Visiwill be tabulated separately by treatment group for subjects in the
microlTT and MEEOT Analysis Sets. Tharoportionof subjects with a microbiological

response ofustaned succesly baseline pathogen (and where relevant, the susceptibility
phenotypept theLFU Visit will be tabulated separately by treatment group for subjecteein
microlTT and MELFU Analysis Sets

A by-subject listing will preserthe by-pathogerand bysubjectmicrobiological responsatthe
EOT, TOCand LFUVisits in the ITT Analysis SetA second bysubject listing will present the
by-pathogen and bgubject microbiological response at the EOT, T&@dLFU Visits for non
responders, clinicdhilures, or subjects with persistence

The proportion of subjects with a microbiological response of success at the TOC Visit by
baseline pathogen (and where relevant, the susceptibility phenotype) and MIC to study drug
received and by baseline pathogand where relevant, the susceptibility phenotype) and disk
diffusion zone diameter will be determined for each pathogen isolated at baseline in the
microlTT and METOC Analysis Sets.

A by-subjectlisting of subjectdn the ITT Analysis Sewith a superinfetion or colonization will
be providedThelisting will include subjectlD, treatment group, baseline apdstbaseline
pathogergenusand speciestudy day of posbaselingpathogenand whether the emergent
pathogen is a superinfection or a colonizatio

A by-subject listing of subjects in the ITT Analysis Skobwingat leastl pathogen with
decreasing susceptibility will be presented in a listing providingalbgect 1D, treatment group,
collection date/time and study ddype of specimen, pathogéoaseline and podtaseline)

MIC values disk diffusionzone diametersand susceptibilityo study drug received

8.6  Pharmacokinetic Analyses

Measured plasma concentration8@-3781and BG8041 will be summarized descriptivetyr
the lefamulingroup anchominaltime point of collection. Summary statistics in the tabulation
will include n, mean, standard deviation, CV [%], median, minimum and maximum.

8.7  Safety Analyses

All safety analyses will be conducted in tBafety Analysis SetSubjectsvho receive the wrong

study drug for their entire course of treatment will be analyzélde group based on the drug
received. Subjects who receive the wrong study drug less than the entire course of treatment will
be analyzed in the as randomized treatmemig
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For each safety parameteith the exception of ECGs&hich are measured in triplicate at each
time pointand vital signs which uses the last assessment prior to,Diag st assessment made
prior to the first dose of study drug will be used asbidreeline for all analyses.

8.7.1 Adverse Events

Adverse events will be monitored throughout the study from the time a subject is consented
through the TOW/isit; SAEs are to be collected from the time of consent through theMisitJ
Adverse events will be ded using Versiod8.0 or higherof MedDRA. A treatmenemergent

AE (TEAE) is defined as an AE that starts or worsens at or during the time of or after the first
study drug administratn. If the AE start date is unkmen oris a partial date such thatéannot

be determined if the AE started on or after the first study drug administration, it will be
categorized as a TEAE.

An overall summary of AEs will include the numlzerd percentagef subjects who experienced
at leastl AE of the following categoriesany AE, any TEAE, any serious TEAE, angatmert
related TEAE, anyreatmentrelated serious TEAE, any TEAE leading to premature
discontinuation of study drug, any TEAE leading to premature discontinuation from the study,
and any TEAE leading to death.

The number and percentagesabjectgeporting a TEAEand the number and percentage of
subjectsreporting areatmentrelatedTEAE (related defined as possibly, probabhdefinitely
relatedto study druyjin each treatment group will be tabulated byteysorgan class, preferred
term, and severity (mild, moderate, and sevefesummary of TEAE andtreatmentrelated

TEAESs sorted by decreasing frequermypreferred term in lefamulin subjeatsll also be

provided. Likewise, the number and percentagewlbjectsgeporting a serious TEAEBndthe
number and percentage of subjaetsorting a TEAHeadingto premature discontinuation of
study drug in each treatment group will be tabulatghratelyoy system organ clasind

preferred term For all analyses of TEAES, if the same AE (based on preferred term) is reported
for the sameubjectmore than once, the AE is counted only once for that preferred term and at
the highest severity and strongest relationship to siudty.

A listing of TEAEs leading to discontinuation of study drug will be provided and will include
subjectlD, subject age, sex and raomset dayf the AE,duration of AE in daysjuration of
study drug (dayspreferred term, verbatim term, severitglationship to study drugutcome
therapy given (Y/N) and seriousness (Y./M) listing of all serious TEAEs will also be provided
and will includesubjectlD, subject age, sex and raomset dayf the AE,duration ofAE in

days preferred term, verbatim term, severity, relationship to study dutgpme therapy given
(Y/N) anddrug withdrawn (Y/N) If the outcome of the SAE is death, tthete and study dayf

the deatrand whether it waprior to EOTor after EOTwill be presergd

8.7.2 Clinical Laboratory Evaluations

Central laboratory data will be utilized fall analyses For the purposes of summarizing post
baseline maximurnalkaline phosphatas@l(P), alanine aminotransferasal(T ), aspartate
aminotransferaseAST), andtotal klirubin and for the purposes of identifying cases of potential
Hy’s law, both central and local laboratory data will be used. In addition, local laboratory data
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will be utilized in the assessment of any Potentially Clinically Significant (PCS) lab$iredde

in Appendix B Local laboratory data are collected on the eCRF: 1) if the subject did not meet
the laboratory inclusion/exclusion criteria based on the central laboratory results, 2) potential
Hy’s law is reported based on local laboratory results, and 3) the Principal Investigator chooses
to report local laboratory results obtained in the clinical management of the patient.

Laboratory values wilbedefined as potentially clinically significa(PCS)according to the

table in AppendixB. To be considered PCS, the laboratory value must meet both the lower limit
and the percent decrease from baseline or both the upper limit and the percent increase from
baselineThe proportionof subjects irthe Safety Analysis Set witht leastl PCS laboratory
valuewill be summarized by treatment group and R&fratoryalueswill be summarized by
treatment group, laboratory parameter, visit and for the overall worsbassline value

(minimum and maxiram value, where appropriatefined inAppendix Q. Percentages for each
laboratory test will be based on the number of subjects with a baseline ahdgesie

evaluationat the visit forthe specific laboratory tesBy-subjectlistings of all laboratory values

for asubjectwith anyPCSpostbaseline laboratory value will also be provided.

Shift tables will be presented to show the nundret percentagef subjects with a laboratory
valuebelow thelower limit of normal(LLN), within normal limits abovethe upper limit of
normal (ULN)and missingtbaseline versus the value at each visit and the worsbpestine
value. Percentages for each laboratory test will be based on the number of subijec&afety
AnalysisSet.

A listing of subjectsvho havethe laboratory criteria fgpotentially meetingly’s Law will also
be provided.The laboratory criteria fgpotentially meetindly’s Law is defined as ALT or AST
>3 x ULN, ALP <2.0 x ULN andtotal bilirubin >2 x ULN. The proportionof subjects with any
postbaselineAST >3 x ULN, >5 x ULN and >10 x ULN, any pebaseline ALT>3 x ULN, >5
x ULN and >10 x ULN any posthaseline total bilirubin >1.5 x ULN and >2 x ULN, any post
baseline ALP 2 x ULN, and any posbaseline ALT or ASTvalue>3 x ULN andany post
baselingotal bilirubinvalue>2 x ULN with an ALP<2 x ULN and with an ALP >2 x ULNuill
be presented by treatment group

Descriptive statistics for chemistandhematologyparametevaluesand the change from
baselire atDay 4,EOT, andTOC will be summarized by treatment group for Sefety Analysis
Set Change from baseline will be calculated for esghjectat the specifiedisit as the value at
the specifiedrisit minus the baseline value. The change from baseline to the minimum and
maximum posbaseline valuetr chemistryandhematology parametevsll also be
summarized by treatment group. Change from baseline will be calculated faubgettas the
minimum @ maximum posbaseline value minus the baseline vaB@&seline is defined as the
last assessment prior to the first dose of study dBaox-plots, which provide the median, mean,
inter-quartile range, Band 9% percentile, and outliers will also begvided forALP, AST,

ALT, BUN, calcium, creatinine, phosphate, sodium, total biliruabgolute neutrophil count
hemoglobin, platelets, and WHB§y scheduled studyisit and treatment group

Urinalysis data will be provided in a listing.
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8.7.3 ECG Parameters

ECG data are being read centrallpe mean of the triplicatésr if triplicates not available, the
duplicates or single ECG, whichever is availalé) be used for all analysesven if not
performed within a 8ninute interval Descriptive statisticor heart ratePR interval, QRS
interval, QT interval, and QT interval correctegtheFridericiaformula(QTcF)and the change
from baseline aDay 1 (-3 hours after the first dose siudy drug), Dayt (inpatients)/96+24h
after the first dose of studirug (outpatientsprior to the first dosef study drug) anday4 (1-

3 hoursafter the firstdoseof study drugwill be summarized by treatment group ubjectsn
the Safety Analysis Setln addition, Day 4 posactive dose will be summarize€hange from
baseline will be calculated for eastibjectat Day 1 (1-3 hoursafter the firstdoseof study drug)
and Day4 (inpatients)/96+24h after the first dose of study drug (outpatigorisy to and1-3
hoursafter the firstdoseof study druglhs the value at the specifiedit and time pointninus

the baseline valud.he change from baseline to the minimum and maximumgasstline values
will also besummarized by treatment grquphere these po$taseline values include
unscheduled visit€Change from baseline will be calculated for eaghjectas the minimum or
maximum posbaseline value minus the baseline valBaseline is defined dhe mean of the
triplicates fromthe last assessment prior to the first dose of study BQG. paramets for each
of the triplicategincluding the changm QTcFvaluefrom predose to postlose)and the overall
interpretation of the ECG will be presented on a listing.

The number and percentagesabjectswvith any postbaseline increase in QTcF and amgp
baseline increase of >30 mswc>60 msedn QTcF will be summarized by treatment group. The
number and percentage safbjectswith apostbaseline QTcF of 38D msec or >50@nsec will

also be summarized by treatment grolipe number and percentagesabjectswith a post
baseline increase in QTcF of >30 msec resulting in alpstline QTcF of >8D msec or
>500msecas well as QTcF of >60 msec resulting in a gaeseline QTcF of >480 msec or >500
msec will also be summarized by treatment grotipe distribution ofQTcFvalues £450msec,
>450- <480 msec, >480<500 msec, and >50f0sec) atach time poinand the distribution of
change fronbaseline in QTcF values aach time poinf0 or less (no increase)<BO0msec, 30

60 msec, and >6@isec)will be summarized by treatment group Bubjectdn the Safety

Analysis Set These analyses will also be provided by study visit.

A listing will be provided of findings identified on theCE.
8.7.4 Vital Signs

Descriptive statistics faemperature, respimaty rate heart ratediastolic blood pressure,
systolic blood pressurandthe change from baselim each posbaseline visitwvill be
summarized by treatment group &l subjectan the Safety Analysis Se€hange from baseline
will be calculated for eacsubjectat the specifiedisit as the value at the specifieit minus

the baseline valud.he change from baseline to the minimum and maximumipastline values
will also be summarized by treatment gnpolChange from baseline will be calculated for each
subjectas the minimum or maximum pelsaseline value minus the baseline valBaseline is
defined as the last assessnyamr to Day 1
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Postbaseline ital signs will bedefined as high or low if thcriterion value listed imablellis

met. All vital signs will be presented in a listing with a flag for high and low indicating the
criterion value was meRCSis defined as meetirigpth the criteriorvalueand the change from
baseline criterion listed ifablel1l. The number and percentage of subjects with any post
baseline PCS vital sign will be presented by treatment gidwgpoverall posbaseline incidence

of PCS values, whitincludes values from unscheduled posselinevisits, will be summarized

by treatment group for the Safety Analysis Set, and all PCS vital sign values will be listed and
flagged in by subject listings

Table 11. Criteria for Treatment Emergent Potentially Clinically Significant
Vital Signs
Vital Sign Parameter Flag Criterion Value Change from Baseline
Systolic Blood Pressurg High (CH) >180 Increase ok 20 mmHg
(mmHg) Low (CL) <90 Decrease of 20 mmHg
Diastolic Blood High (CH) >105 Increase of 15 mmHg
Pressure (mmHg) Low (CL) <50 Decrease ¢t 15 mmHg
_ High (CH) >120 Increase of 15 beats/min
Heart Ratelfeats/mii ;
Low (CL) <50 Decrease ¢t 15beats/min

9.0 CHANGES FROM THE PROTOCOL SPECIFIED ANALYSES

Two additional microbiologiAAnalysisSets (microlTT-2 and emicrolT) wereincluded. The
microlTT-2 Analysis Set will consist of all subjects in the ITT Analysis Set who have at least
1 baseline bacterial pathogen known to cause CABP as defined in Sdctiangl4.2from a
diagnostic method other than PCRhe emicrolTT Analysiset will consist of all subjects in

the ITT Analysis Set who have at leddiaseline bacterial pathogen known to cause CABP as
defined in Sectiond.1and4.2, except a baseline pathogen from a sputum culture is defined
using the presence of a Gram stain with >10 PMNs/LPF and <10 SECs/LPF rather than
>25PMNsLPF and <10 SECs/LPRdditional analyss performed in these Analysis Sets
include summaries of the following: ECR (microFPTand emicrolTT), ECR by baseline
pathogen (microlT32), IACR at TOC (microlTT2 and emicrolTT), IACR at TOC by baseline
pathogen (microlT32), by-subject microbiologicesponse at TOC (microlFZ), and
by-pathogen microbiologic response at TOC (micreB)T

Otheradditionalefficacyanalysespecified in tis SAPinclude summaries of the following:
ECR bybaseline pathogen amiC or disk diffusion zone diametéo stug/ drug received
(microlTT), ECR by baseline pathogen identified from bl@aucrolTT), IACR at EOT and
LFU (microlTT and relevant ME Analysis SetthCR at EOTby baseline pathoggmicrolTT
and MEEOT), IACR at TOC bybaseline pathogen anlC or disk diffusion zonediameterto
study drug receivedr{icrolTT and METOC), IACR at TOCby baseline pathogen identified
from blood(microlTT), by-subject andoy-pathogen microbiologic response at EOT and LFU
(microlTT and relevant ME Analysis Sgtandby-pathogen microbiologic responae TOChby
MIC or disk diffusion zone diameteto study drug receivednicrolTT and METOC).
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APPENDIX A: SCHEDULE OF ASSESSMENTS AND PROCEDURES

Screening/| Study Drug Administration EOTd Follow-up Visits
Assessment or Procedure
Baseline® | pay Day 2 Day3 | Days4to 7 | Visit TOC® LFU '
Informed consent form completéd X
Verify inclusion/exclusion criteria X
Medical and surgical history X
Determine PORT Risk Class X
Height and weight X
Randomization X
Prior and concomitant medications X X X X Daily X X X
Vital signs including oxygen saturation and supplemental oxygen X X X X Daily X X
CABP signs and symptoms X X X X Daily ! X X X
AEs and SAE$ X X X X Daily X X X
12-lead ECG X X Day 4™
Physical examinatioh X Day 4° X X
Hematology, clinical chemistry, urinalysis, procalcitonin (Central Pab) xh Day 44 X X
Urine and serum pregnancy tests X X
CXR or CT scan X
Arterial blood gases (Pa@PaCQ) and pHloptional; record data if available] if clinically indicated
Calculate CrCl (CockcrofGault formula) X if clinically indicated
Urine sample fot.. pneumophilaandS. pneumoniaantigen tests xh
Blood sample for serologic tests fldr pneumoniaeC. pneumoniaeandL. pneumophil& xh X
Blood sample for culture xh if clinically indicated
Respiratory sample for Gram’s stain and culture “ X if clinically indicated
Pleural fluid and/or bronchoalveolar lavage (BAL) sample for Gram’s stain and culture ¥ if clinically indicated
Oropharyngeal and nasopharyngeal saniples xh
Administer SF12 health status questionnaire xh X
Study drug administratich X X X Daily
Blood samples for PK analyses Day ¥ Day 4/
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Screening/| Study Drug Administration EOT¢ Follow-up Visits

Assessment or Procedure
Baseline® | pay Day 2 Day3 | Days4to 7 | Visit TOC® LFU
Investigator’s Assessment of Clinical Response (IACR) * X X X

NOTE: Hospitalization is not a requirement for this study. However, all subjects, including Outpatients, eusgdtiated at the investigational site by study personnel at the following

time points/visits: Screening/Baseline; Day 1; Day 4 / 96 + 24 hours after the first dose of study drug; EOT; TOC; and LFU.

a: Perform Screening/Baseline assessments withim24dsbefore the first dose of study drug. Administration of study drug should begin as soon as possible after the diagnosis of
CABP. See Footnote xAssessments performed as part of routine standard of care prior to consent (e.g-rafietoéd culturgmay be used to satisfy study screening
requirements; however, no study specific procedures may be performed prior to informed consent.

b: Day 1 is the first day of study drug administration; subsequent study days are consecutive calendar days. &spessetrmes on Day 1 should be performed prior to first dose.

c: INPATIENTS will be assessed daily while hospitalized; thus, data requirdtCiRrAssessment (96 + 24 hours after the first dose of study drug) will be collected.
OUTPATIENTSmust have avisit at the study site that is 96 + 24 hours after the first dose of study drug to assess CABP signs and symptoms for calculation of ECR. Study

personnel will inform subjects as to the timing of this visit during the course of daily telephone cbmeaddition to the assessment of CABP signs/symptoms, subjects will also have

the following procedures/assessments performed at that study site visit: ECGs, physical examination, AE monitorin§condemitant medications, vital signs, oxygen
saturaion, and blood sampling for PK analysis and safety laboratory evaluations. Importantly, study personnel will advise GNTBA®1to take their first dose of study drug at

home that day, rather to bring their blister packs (used and unused) to thsitgtwehere they will take their dose while supervised; thus, specific assessments can be performed both

prior to and after taking the dose (i.e., ECGs and F8€e Footnotes i, k, I, m, o, p, and y below for details

d: Perform End of Treatment (EOT)sessments at the study site within 1 day (up to 2 days permitted) after the last dose of study drug or at the timerefdiseordinuation of study
drug or early withdrawal from study. EOT assessments resulting from premature discontinuation driusfstiypuld be done in place of the regular study visit on D&ys.

e: Perform Test of Cure (TOC) assessments at the study-diedays after the last dose of study drug. All subjects will have a TOC Visit irrespective of early clinical fateespir
of an alternative antibiotic.

f:  Perform Late Follow Up (LFU) assessments at the study site o3@aY days. All subjects will have a LFU Visit irrespective of early clinical failure or receipt of an alternative

antibiotic.

Obtain inforned consent before initiating any stusiyecific assessments or procedures.

Assessment or procedure may occur at either Screening OR prior to the first dose of study drug on Day 1 once eligésiitydbsesmined.

i All subjects will have vital sighand @ saturation evaluated at Screening/Baseline and Day 1. If screening/baseline and Day 1 occur on the same calendagispndt@l
saturation do not need to be repeated. All subjects will also have assessments at EOT and TOC; at ighk sttaluld be performed if medically indicatédEOT and the last day
of study drug are the same day, vital signs do not need to be repeated, they may be recorded once on that daydf.the &PBdssessmentiRecord the vital signs asso@dt
with the highest temperature after the first dose of study drug.

INPATIENTS: Vital signs, Qsaturation, and supplemental @age will be measured daily. nifultiple vital signs are taken on a study day, the highest temperature and the vital signs

associated with that high temperature will be recorded.
OUTPATIENTS In addition to the above time points, vital signgs@turation and, if applicable, supplertarO, usage will be measured at the study visit schedded24 hours
after the first dose of study drug

j:  Study personnel will evaluate signs and symptoms of CABP at Baseline, daily while on study therapy, and at EOT, TOCVaitd.INNOTE If Screening and Day 1 are the same
day, signs and symptoms of CABP do not need to be repeated on Day 1. If EOT and the last day of study drug are thsigasandbyymptoms of CABP should be done only
once on that day (i.e., as part of the EOT assest). Signs and symptoms are not obtained at TOC or LFU if the subject was previously deemed to have an IACR of Failure.
OUTPATIENTS Study personnefill contact subjects daily by telephone to track signs and symptoms of GABRyer, subjects must eport to the study site for the
assessment of CABP signs/symptoms 96 + 24 hours after the first dose of study drug. See Footnote ¢
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k: Record AEs from the signing of the ICF through TOC and SAEs from signing of the ICF through LFU. Study persofulieMwilnresolved AEs and SAEs present at LFU until
resolution or stabilization. In addition, study personnel will monitor AEs for OUTPATIENTS in conjunction with daily edepdtacts for CABP signs/symptoms and astbdy
site visit96 + 24 hoursfter the first dosef study drug.See Footnote c.

I: At each required time point, ECGs should be recorded in triplicate within a Eminute interval. The subject should be stabilized in a supine position formbbefore recording the
ECG. If Screening and Day 1 are on the same day, the Screening ECG can serve as the Day 1 ECG prior to the first dose of study drug; an additional ECG must be perforriéwurs
after administration of first doséSee Footnote m.

m: INPATIENTS: The Day 4ECG in triplicate is required prior to the first dose of study drug and again withimolrs after the first dose of study drug.

OUTPATIENTS: The Day 4 ECG can be performed at the required study sit@isi24 hours after the first dose. See Footwote c. The Day 4 ECG in triplicate is required prior to
the first dose of study drug and again withi3 hours after the first dose of study drug.

n: A complete physical examination is performed at Baseline and directed physical examinations aneg@é¢hneneafter.

0o: INPATIENTS: On Day 4, a directed physical examination will be performed..

OUTPATIENTS A directed physical examination will be performed at the study site visit scheutetdt hours after the first dose See Footnote c.

p: Blood samples sent to the local laboratory for the purposes of determining study eligibility must be repeated and sentrtd tagoratory following enrollment. Collect blood
and/or urine at LFU only if subject had an abnormal (high/low flag) resdiOC.

g: INPATIENTS: On Day 4, blood and urine samples will be collected for safety laboratory evaluations.

OUTPATIENTS Blood and urine samples will be collected for safety laboratory evaluations at the study site visit séitetl2dtburs after thefirst dose See Footnote c.

r: A urine pregnancy test will be performed at the site on all females unless surgically sterile or at least 2 ymarsopasisal. A negative urine pregnancy test is required prior to
randomization. Serum must beleated on Day 1 prior to®dose and sent to the central lab for confirmatory testing.

s: Blood to be collected and sent to central laboratory for serologic tedis fareumoniaeC. pneumoniaandL. pneumophila.

t:  Collect blood samples (2 sets yaripheral venipuncture) for microbiologic culture and susceptibility testing at the local/regional lab at Baselineiaicdlbsictlicated during the
study. Repeat blood cultures after a positive result until sterilization is documented. If pesijgets who are discontinued from study drug due to confirmed MRSA or MSSA
bacteremia should have blood samples collected for microbiologic culture prior to switching to alternate appropriateAhergpgisms isolated from blood cultures whicle aot
considered contaminants will be sent to the central laboratory for confirmatory identification and susceptibility testing.

u: All lower respiratory tract and expectorated sputum samples should be sent to the local/regional laboratory for Gram’s stain, culture and susceptibility testing\ sputum sample will be
taken at Screening for Gram’s staining, culture and susceptibility testing at the local/regionalaboratory. If a subject is unable to produce an adequ&tegolymorphonuclear [PMN]
cellsAND < 10 squamous epithelial cells per LPF) sputum sample at Screening, a specimen should be obtained, if possible, within 24 hours after the first dose of study drug. Gram’s
stain and culture results from the local/regional laboratory will be recordbd BCRF Slides (stained and unstained) will also be sent to the central laboratory for a confirmatory
reading of the Gram’s stain. If possible, subjects who are discontinued from study drug due to clinical failure should have repeat cultures collectedrf microbiologic culture prior to
switching to alternate appropriate therapy. All organisms isolated from sputum samples, which are not considered cantaliieasent to the central laboratory for confirmatory
identification and susceptibility tésg. In addition, a portion of all Baseline sputum samples must be frozen until sent to the central laboratory foivguR@iRat Subjects with a
urinary antigen positive fdregionellaspp. will also have a portion of their sputum sample sent friztire central laboratory for isolation lof pneumophila.

V. Collect pleural fluid samples and/or BAL only if medically indicated. Gram’s stain samples, culture, and test the isolated pathogens for susceptibility. Pathogens isolated from pleural
fluid and/or BAL samples will be sent to the central laboratory for confirmatory identification and susceptibility testingibléppkural fluid samples should be incubated in blood
culture bottles for optimal pathogen recovery.

w: An oropharyngeal specimg2 swabs) and a nasopharyngeal specimen (1 swab) will be collected and frozen until sent to the central laboratopharingeal specimen will be
used for culture oM. pneumonia@and identification by PCR. The nasopharyngeal specimen will befarsedlture and identification by PCR 8f pneumoniaend potentiallyH.
influenzae.

x:  Study personnel will administer the first dose of study drug at the study site, as soon as possible after the diagm#iaraf €npletion of all required pdese Dayl procedures.
On Day 1, if q12h dosing is not feasible, tifeahd 29 doses may be administered as close as 8 hours apart, in order to allow 2 doses to be given bntBiayckcumstance, the
subject’s dosing schedule should be adjusted on Day 2 to a regular g12h morning and evening schedule. Subsequently, every effort should be made to maintain a gthedidsing
When this is not possible, it is acceptable to administer doses within 4 hours of the scheduled dosing time (i.e., a minimum of 8 hours between dose$jor Outpatients, or in the event a
subject is discharged from the hospital during the study drug administration period, an adequate supply of study ddigpeiilsiee for sefidministration at home. Subjects will be
provided instructions regarding the dosing schedule. Subjects maadseitister oral study drug at homh the following exception:Study personnel will advise subjects who are
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Outpatients that they must return to the study site to assess CABPruigagtgtoms at 96 24 hours after the first dose of study drugee Footnote c Administration of study drug
may occur on the same calendar day as EOT, and if so will be completed before EOT assessments begin.

y: Collect blood samples for PK analysis relative to the first dose of study drug. Blood will be collébtad. h predose, 12 h post dose, and8h post dose, and®h post dose.
INPATIENTS: PK sampling should occur on Day 4 but, if not feasiltlean be done relative to the first dose on Day 5; tBé&ost dose is require@UTPATIENTS PK
sampling will be done during tH& =+ 24 hours post 15! dose visit. The ® h post dose sample is optional; however, it should be obtained if logistezsiple.

z: Investigator to determine IACRSuccess, Failure or Indeterminate (i.e., subject lost to follow up) at EOT and TOC and Sustained Success, Relapsematindetarii. The
Investigator will not determine Clinical Response at TOC or iffible subject was previously deemed to have an IACR of Failure.
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APPENDIX B: CLINICAL LABORATORY POTENTIALLY CLINICAL LY
SIGNIFICANT VALUES

% Decrease

% Increase

Parameter Lower Limit from Baseline | Upper Limit from Baseline
HEMATOLOGY

Hemoglobin <0.8 x LLN >20% >1.3 x ULN >30%
WBC <0.65 x LLN | >60% >1.6 x ULN >100%
Neutrophils <0.65 X LLN | >75% >1.6 Xx ULN >100%
Lymphocytes <0.65 x LLN >75% >1.6 x ULN >100%
Platelets <0.65 x LLN | >50% >1.5 x ULN >100%
CHEMISTRY

Sodium <0.85 x LLN >10% >1.1x ULN >10%
Potassium <0.8 x LLN >20% >1.2xXULN >20%
Creatinine NA NA >2.0 x ULN >100%
Urea nitrogen NA NA >3.0 x ULN >200%
(BUN)

Calcium <0.7 x LLN >30% >1.3 x ULN >30%
Magnesium <0.5x LLN >50% NA NA
Phosphorus <0.5 x LLN >50% >3.0 x ULN >200%
Alkaline <0.5 x LLN >80% >2.0 x ULN >100%
phosphatase

ALT NA NA >3.0 x ULN >200%
AST NA NA >3.0 x ULN >200%
GGT NA NA >3.0 x ULN >200%
Total bilirubin NA NA >=2.0 x ULN >150%
Albumin <0.5x LLN >50% >1.5 x ULN >50%
Glucose <0.6 X LLN >40% >3.0 x ULN >200%
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APPENDIX C: DIRECTIONALITY OF WORST LABORATORY PARAM ETERS

Laboratory
Test Parameter Worst Value

Hematology Hematocrit Lowest value
Red blood cell count Lowest value
Mean cell hemoglobin Lowest value
Mean cell hemoglobin concentration Lowest value
Hemoglobin Lowest value
Mean cell volume Lowest value
White blood cellcount Lowest value
Platelets Lowest value
Neutrophils Lowest value
Lymphocytes Lowest value
Monocytes Lowest value
Eosinophils Highest value
Basophils Lowest value

Chemistry Albumin Lowest value
Alkaline phosphatase Highest value
AlanineaminotransferaseA( T/SGPT) Highest value
Aspartate aminotransferase (ASGOT) Highest value
Blood urea nitrogeXBUN) Highest value
Calcium Both highest value and lowest value
Chloride Both highest value and lowest value
Creatinine Highestvalue
Creatine kinase (CK) Highest value
Direct bilirubin Highest value
GammaglutamyltransferaséGGT) Highest value
Glucose Both highest value and lowest value
Magnesium Both highest value and lowest value
Phosphorus Both highest value aridwest value
Potassium Both highest value and lowest value
Sodium Both highest value and lowest value
Total bilirubin Highest value
Total protein Lowest value
Uric acid Highest value

Other Tests Procalcitonin Highest value
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APPENDIX D: SAFETY ASSESSMENT WINDOWS

Vital Signs:
Analysis Visit | Study Visit Target | If scheduled study visit assessmentavdilable:
Day Consider Study Days acceptable for Analysis
Unscheduled Visit!
assessment for
Analysis Visit?
Baseline Screening - No -
Day 1 Day 1 1 Yes 1
Day 2 Day 2 2 Yes 2
Day 3 Day 3 3 Yes 3
Day 4 Day 4 4 Yes 4
Day 5 Day 5 5 Yes 5
Day 6 Day 6 6 Yes 6
Day 7 Day 7 7 Yes 7
EOT EOT - Yes within 2 days after the last dose of
study drug (i.e., last day of study drug
through 2 subsequent calendar days)
TOC TOC - Yes 5-10 days after last dose of study dru
Unscheduledl Yes

Notes: EOT: End ofreatment; TOC: Test of Cure; N/A: Not applicable.
1 Except for Baselinef more than 1 measurement is taken during the visit window (and no scheduled is
taken) the earliest value will be analyzed.

2 Provided the date of collection is on or beforedhte of first dose

3 Any unscheduled assessments not meeting the criteria for an analysis visit

ECG:
Analysis Visit and | Timepoint Target
Timepoint Day Consider Unscheduled Study Days acceptable for
assessment for Analysis Analysis Visit
Visit?
Baseline Screening or Yes -4 to<1 (pre-dose)
Day 1 pre
doseor
Unschedulet
Day 1 post dose Day 1 post 1 No -
dose
Day 4 pre dose Day # pre | 4 No -
dose
Day 4 post dose | Day #post | 4 No -
dose
Unschedule#] Unscheduled | - - -

Notes: N/A: Notapplicable.

! Baseline is the mean of the triplicates (or duplicates or single if a triplicate is not obtained) from the last

assessment prior to the first dose of study drug.
2The timepoint identified as the Day 4 or 96 24 hour timepoint regardless$ visit.
3 Any unscheduled assessments (i.e., timepoint="Unscheduled’) not meeting the criteria for an analysis

visit.

4 In addition, Day 4 posactive dose will be summarized.
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Safety Laboratory:

Analysis Visit | Study Visit | Target If scheduledstudy visit assessment not available:
Day Consider Unscheduled| Consider Local lab| Study Days
central assessment for| assessments for | acceptable for
Analysis Visit? Analysis Visit? Analysis Visit
Baseline Screening | - Yes No -4 t0<1?
Day 4 Day 4 4 Yes No* 3t06
EOT EOT - Yes No* within 2 days after|
the last dose of
study drug (i.e.,
last day of study
drug through 2
subsequent
calendar days)
TOC TOC - Yes No* 5-10 days after
last dose of study
drug
LFU LFU 30 Yes No* 27 to 33
Unscheduletl Yes Yed -

Notes: EOT: En

d of Treatment; TOC: T

est of Cure; LFU: Late FolipywN/A: Not applicable.

1Except for Baseline, if more than 1 central measurement is taken during the visit window (and no
scheduled is taken) the earliest value will be analyzed.
2Provided the date and time of collection is on or before the date and time of first dose
3The visit identified as the 96 24 hour visit (i.e., study visit Day 4, Day 5, or Day 6).

4 Local labs assessment are to be included in the identificationrsf postbaseline values (i.e.
minimum, maximum, highest, lowest, any pbsseline, and PCS). See section 8.7.2.

5 If an EOT assessment is done within the day 4 visit window, and no assessment was done at the study

day 4 visit, the assessment will besdpd at both the Day 4 and EOT analysis visits.
¢ Any unscheduled assessments not meeting the criteria for an analysis visit.
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