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1. PREFACE
This Statistical Analysis Plan (SAP) describes the planned analysis and reporting for Mesoblast,
Ine. study MSB-MPC-CHF001 entitled:

A Double-blind, Randomized, Sham-procedure—controlled, Parallel-group Efficacy and Safery
Study of Allogeneic Mesenclnvmal Precursor Cells {rexlemestrocel-L) in Patients with Chronic

Heart Failure Due to Left Ventricular Svstolic Dvsfuncrion of Either Ischemic or Nonischemic
Eniology: DREAM HF-1.

This phase 3 study evaluates patients with chronic heart faalure (HF) due to left ventnicular (LV)
systolic dysfunction of either ischemic or ponischemic etiology who have recerved optimal
medical and coronary revasculanzation therapy. Patients are randomized to either cell therapy
mvolving 150 milhion (M) luman bone mamow-denved allogeneic mesenchymal precursor cells
(MPCs [rexlemestrocel-L]) or a control group undergomng a sham procedure. All randomuzed
patients who proceed to dosing without a disqualifying event (1.2, at least one
mclusion/exclusion eritenion violaton) undergo a single index cardiac cathetenzation, which
mcludes contrast left ventnculography. The patients randomized to rexlemestrocel-L undergo
cardiac mapping and transendocardial delivery of study product to 15-20 mtracardiac siles
charactenized as viable myocardinm. The sham group undergoes a pre-scnpied blinded
procedure in the cathetenzanon laboratory that nmunuics the cardiac mapping and transendocardial
delivery procedures but withowt msertion of mapping or injection catheters or study product
i |

The structure and content of this SAP provides sufficient detail 1o meet the requirements
identified by the United States Food and Drug Admimstration (FDDA) and Intemational
Conference on Harmonization of Technical Requirements for Registration of Phanmaceuticals
for Human Use (ICH): E9 Gudance on Statistical Principles m Clinical Tnals. All work
planned and reported for thas SAP will follow mtemnationally accepted gudelines, pubhished by
the Amencan Statistical Association, and the Roval Statistical Society, for statistical practice.

The following documenis were reviewed in preparation of this SAP:
s Climcal Smdy Protocol, Amendment 05, 1ssned on 21 October 2016, Amendment 06
issued 15 March 2017; and Amendment 07 1ssued 04 October 2017
 Flectronic case report forms (eCRFs) for Study MSB-MPC- CHF001 (version 39)
e Sponsor's Blinding Plan for Sdy MSB-MPC-CHF00 (19 September 2013)
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e Data Monitoring Committee (DMC) Charter for Study MSB-MPC-CHF001 (05 June
2017)

* Cluncal Endpomt Commuttee (CEC) Manual of Operations for Study MSB-MPC-
CHFOO1 dated 13 November 2019

s [CH E9 Gumdance on Statistical Principles for Climcal Tnals
¢ [CH E3 Structure and Content of Climcal Study Reports.

The reader of this SAP 15 encouraged to also read the clinical protocol for details on the conduct
of this sudy, and the operational aspects of climcal assessments and tumng for completing this
smidy. When differences exist m descniphons or explanations provided in the protocol’s
statistical methods section and this SAP, the SAP prevails. the discrepancies will be explained in
the CSE.

2. STUDY OBJECTIVES

The primary objectives of this study as per the protocol are presented below:

s Determme whether transendocardial delivery of 150 mallion (M) allogenec human bone
marrow-derived MPCs (rexlemestrocel-L) admimstered dunng a smgle ndex cardiac
cathetenzation and miracardiac mapping procedure 1s more effective than a scnpted sham
cardiac mappng and cell delivery procedure in nsk reduction for recurrent (multiple
events per patient) non-fatal decompensated HF events and'or successfully resuscitated
cardhac death (RCD) events, m the presence of termunal cardiac events (TCEs) m patients
with chrome HF due to LV systolic dysfunction of either ischemic or non-ischenuc
etiology who have received optimal medical and coronary revasculanzation therapy.

s  Evaluate the safety and tolerabality of transendocardial delivery of rexlemestrocel-L m
patients with chronic HF due to LV systolic dysfunction of esther 1schemic or non-
tschemic etiology who have recerved optimal medical and coronary revasculanzation

therapy.

Key Secondary Objective: The key secondary objective of this study is the assessment of time-
from-Day 0-to-first TCE (carchac death, left ventncular assist device [LVAD] placement, heart
transplant, or artificial hean implantation), whichever eveni occurred first, to assure that any
unprovement m recurrent non-fatal HF-MACE 15 not associated with the worsemng m time-to-
TCE for the Cell Therapy vs. Control {Sham) group.
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Day 0 Definltlon: Dav O for all ime-to-event anmlvses 15 defined as follows

* for patients who are randonuzed but DO NOT undergo the mdex cardiac cathetenzation
as the date of the disqualifymg event (1.e.. violation of at least | inclusion/exclusion
cnterion)

¢ for patients who are randomuzed and DM undergo the index cardiac catheterzation as the
dave of the index cardiac cathetenzation

Secondary Olyectives: The secondary olyectives of this study are the assessment of vanonus
aspects of recurrent non-{atal HF-MACE (1e.. decompensated HF events and/or successfully
RCD events). Other secondary obyectives of the study relate to LV remodelng by
echocardiography, functional exercise capacity using the 6-punnte walk test, lunctional status

Qol.]

assessed by New York Heant Associanion Classafication, and quality of life
Immunogemcity Objective: To evaluate the imnmmogenic potental of rexlemestrocel-L by
evaluating the results of the following assays performed as specified n the protocol

¢ panel reactive anhibodies (PRA)

o donor specific antibodies (DRA) (if test for PRA 15 positive)

s antibodies agamst bovine and munne protens (1.¢.. BSA [bovine serum albunun | and
MIgG [mouse imnumoglobulin Gl)

o study the association of changes from baseline levels of the biomarkers hngh-sensinvity
C-reactive proleinn (hsCRP) and N-termunal pro-B-type natrurenc peptide (NT-proBNP)
with disease seventy and clhimcal ountcomes

IF
l—

* collect and store blood samples for possible use i future pharmacogenonuc (PGx)
analyses m the assessment of possible associations between genetic polvmorphisms and
the response to rexlemestrocel-L therapy in patients with chromc HF due to LY systolic
dysfunction of either 1schemic or non-i1schemuc etiology who have received optimal
medical revasculanzanon therapy
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3. SELECTION AND WITHDRAWAL OF PATIENTS
Patient mclusion and exclusion critena, i thewr enhirety, are presented mn Sections 3.1 and 3.2,
respectively, of the final protocol v7.0 (Appendix 16.1.1 of the CSR). Importanily, a
clanfication 1s made to inclusion criterion “g" as detailed below following “NOTE™:
e (mclusion eniterion “g™) The patient has a LVEF as assessed by the Core Cardiac Imaging
Laboratory of 40%s or less as measured by 2 D echocardiogram, or 35% or less as
measured by RVG within 42 days pnor to study mtervention (1e., hospitalization on Day

0 for index cardiac catheterization with or without mtracardiac mapping and cell
delivery). NOTE: RVG imaging is also called MUGA scan. It will be performed if the

echocardiogram (without or with contrast) is of inadequate quality to acceptably calculate
LVESV, LVEDV, and LVEF. Additnional mformation about the assessment of baseline
of LVEF is provided in Section 3.9.1 of the protocol (Appendix 16.1.1 of the CSR),
which includes the following: Dunng screemng, all patients will undergo a 2-D
echocardiogram with Doppler. The use of echocardiographic contrast for enhanced LV
chamber imaging will be determuined by the mvestigator or designee. 1 the
echocardiographic imaging is of sufficient techmcal quality for LV volume and LV
ejection fraction estimation, then a RVG will be performed to assess LV ejection fraction
as pant of the patient's screenng procedures for inclusion in the tnal. Patients who have
an RVG or echocardiogram with contrast at screening must continue to receive the same
scans for the duration of this stady. Patients with poor non-evaluable quality 2-D
echocardiographic imaging at screening will have an RVG performed.
If LV echocardiographic imaging at baseline was of insnfficient technical quality, i.e.. not
evaluable, the data pownts from those images should not be used, even if recorded, and should be
considered mussing instead. In addition., if the baseline echocardographic magmg quality was
not evaluable, then all subsequent study visits will be considered 1o have non-evaluable
echocardiographic data and should be considered as missing data.

As per the protocol, withdrawal cnteria and procedures are detailed below.

In accordance with the Declaration of Helsinka, a patient may withdraw from the study at any
timie at his'her own request or at the discretion of the mvestigator or the Sponsor for safety,
behavioral or admimstrative reasons. In addiion. a patient may be withdrawn from the study as
descnibed m the protocol.

A patient reaching a primary non-fatal HF-MACE endpoint would not, by itself, be grounds for
withdrawing a patient from the study as long as safety and efficacy can contmue to be assessed
and a reasonable companson made to baseline. The Sponsor may terminate the study at any
time, and for any reason, mcluding by the recommendanon of the DMC.
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Patients are expected to participate in this sady unnl the required mumber of recurment non-fatal
HF-MACE occur and all surviving patents without a TCE and without study discontmuanon
prior 1o the Month 6 visit have completed a minimum of 6 months of follow-up. The End-of-
Study will occur when the two following conditions have been met: 1) at least 531 recurrent non-
fatal HF-MACE have occurred, and 2) all surviving patients without a TCE who remain i the
trial have completed a mmunum of 6 mouths of follow-up. Follow-up is counted from the
randomization date.

Every effort should be made 1o contact a patient who does not retum for a scheduled visit, In
any curcumstance, every effort should be made to document patient outcome (vital status), al a
mummun, and reason for withdrawal from the study, if possible. The mveshgator should maquare
about the reason for withdrawal, request that the patient return for a final visit, and follow-up
with the patient regardmg any unresolved adverse event (AE). The reason for and date of
withdrawal from the study must be recorded on the source documentation and transenbed onto
the CRF. If the reason for withdrawal 1s an AE or a climcally sigmificant abnormal laboratory
test result, momtoning will contmue until the event has resolved or stabilized, yntil the patient 15
referred to the care of a local health care professional. or unil a determination of a canse
nnrelated to rexlemestrocel-L., the catheters used in index cardiac catheterization. or study
procedure is made. The specific event or test result{s) must be recorded on the source
documentahon and transcnibed onto the CRF.

Investigators should have a conversation with the patient regarding vital status follow-up,
requesting that he'she continue to participate m the telephone contacts at the regularly scheduled
study visit times for the duration of the study; it 15 mmportant that thas conversation be
documented m the medical record. In the unusual cucumstances of a patient withdrawing from
the study and bemng lost to follow-up, the study site should make every possible effort 10 assess
ongoing survival (1Le., vital status), at a minimum, at the tume of study completion.

Should a panent decide 1o withdraw after admimisiranon of rexlemestrocel-L. or should the
mvestigator decide to withdraw the patient, all efforts wall be made to complete and report all
observations wp to the time of withdrawal. A complete final evaluation at the tume of the
patient’s withdrawal should be made and an explanation given as to why the patient is
withdrawing or bemng withdrawn from the siudy.
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If the panent withdraws consent for disclosure of future mformation, no further evaluanons
should be performed and no additional data should be collected as part of the siudy. The
Sponsor will retaimn and use any data collected before withdrawal of consent.

4. STUDY DESIGN

4.1 General Design and Study Schema

This 15 a global, multicenter, double-blind, randomized. seripted sham-procedure controlled,
parallel-group, study 1o evaluate the efficacy and safety of ransendocardial delivery of
rexlemestrocel-L (human bone marmow-denved adult allogeneic MPCs) dunng a single-
treatment index cardiac cathetenization involving intracardiac mapping m patients with chronic
HF due to LV systolic dysfunction of either ischenuc or nomschemic etiology who have received
optimal medical/revasculanization therapy. Owerall, it is anticipated that an ischemic etiology of
the patient’s heart fatlure, as assessed by the study site on the baseline case report form, will be
present in at least 606 of the patients who are randomly assigned to treatment.

Definition of Treated Patients: A pahent is considered treated if he/she was randomized and
underwent the Day 0 mdex cardiac catheternization, and in whom the intervennional cardiologisit
was able to advance the pigtail catheter across the aortic valve and mito the LV chamber.

The study comprises 3 main time penods: 1) a screening and mndomization designation penod;
2) sindy miervention (i.e., hospitalization on Day 0 for mdex cardiac cathetenzation [with or
without mtracarchac mapping and cell delivery]); and 3) a follow-up penod that contimues uniil
the required mmumum number of recurrent non-fatal HF-MACE (1.2, al least

531 decompensated HF events and/'or successfully RCD events) is obtamed and mumimnm
follow-up of at least 6 mounths for all surviving subjects without TCEs, The follow-up penod for
patients who were mndomized and DID undergo mdex cardiac catheterzzanion includes safety
and efficacy evaluations for a munimum of 6 months (assuming the patient has survived that
period of tune without a TCE), and long-term safety and efficacy evaluations every 6 months
after the Month 12 wvisit until study conclusion. However, if a patient was randomized but DID
NOT undergo the index cardiac cathetenzation, the patient will be followed for vital status, AEs,
potential primary and key secondary endpoint events, and ICD interrogation via telephone
contact at all regularly scheduled study visit imes, mcluding clinic visit times, for the duration of
the study. Swmularly, any patients who are randonuzed, DO undergo index cardiac
cathetenzation but discontinue the study after Day 0 will be followed for deternunanon of vital
status (alive or dead), AEs, potential pnmary and key secondary efficacy endpomt events, and
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ICD interrogation via telephone contact at the regularly scheduled tume pownts for the duration of
the study. Every attempt should also be made to obimmn vital status, at a mmumum, from patients
who withdraw consent to participate in the study after randomization.

Clanfication: a patient who underwent LVAD placement, heart transplant and'or artificial heant
implantation will continue to be followed for determination of vital status (alive or dead) at the
end of the study, AFs, potential primary and key secondary efficacy endpoint events, and ICD
mierrogation via telephone contact al the regularly scheduled nme points wntil end of study or
death. These follow-up data will be collected and utilized for safety and sensitivaty efficacy
analyses for the promary endpoint.

Wnitten informed consent will be obtamned for all patients before any study-specilic procedures
are performed. A separaie winitten informed consent for an explortory PGx substudy will be
obtamed before any PGx-specific procedures are performed. Participation in the PGx substudy
15 optional and consent may be collected at a later stage than screemng (though preferved as early
as possible). A patient will not be excluded from participation in the study if he/she chooses not
to provide consent for the additional procedures that are requred as part of the exploratory PGx
substudy.

After informed consent 1s obtained, the patients will be screened for ehgibality to participate m
the study. This will be based during the screening peniod on the study's pre-specified imclusion
and exclusion critena. Duning the screeming peniod, patients will nndergo a 2-D echocardiogram
with Doppler. The use of echocardiographic contrast for enhanced LV chamber imaging will be
determuned by the mvestigator or designee. If echocardwographic imaging is of nsufficient
techmcal quality for LV volume and LV gjection fraction estmation, then an RVG (MUGA) wall
be performed 1o assess LV ejecthion fraction as part of the patient’s screeming procedures for
mclusion i the mal. The Pnincipal Investigator {(or designee) will assess the need for coronary
revasculanzation before the patient 1= randomly assigned to recerve active or control treatment.
If 1t 15 determuned that a patient requires coronary revasculanzation, it should be performed at
least 2 months before remitiating any study screening procedures. Patients who are screen
failures may be re-screened with approval from the medical monitor. Randomization should
occur as close as possible o the scheduled index cardhac cathetenzation date for potential
delivery of study product. The pre-randomization critena, such as echocardiograpluc critenia
{restrictive, constructive or obstructive physiology, LV wall thickness, mural or antenal thrombus
and prosthetic valve) are to be met by all patients and confirmed by both HF referral physician
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and the wnterventional cardiologist. Echocardiographic cntena must be confirmed and signed off
by interventional cardiologist prior to randomization.

Patients who expenience an inclusion/exclusion critenion violation after randomization but before
the scheduled mdex cardiac cathetenzation procedure, will be mcluded as pant of the mtent-1o-
treat (ITT) analysis and cannot be re-screened.

Patients who meet all inclusion critenia and none of the exclusion critenia will be enrolled in the
study and randomly assigned mn a 1:1 rabo to recerve either active treatment (1.¢.. mtracardiac
mapping and transendocardial delivery of rexlemestrocel-L) or control treatment (ie., scripled
sham mtracardiac mapping and cell delivery procedure without rexlemestrocel-L) by means of a
computer-generated randomizaton hist. and stratified by baseline NYHA Functional Class (Class
Il versus Class [}, geograpluc region (US versus ex US) and presence of ischemuc versus non-
ischemic cardiomyopathy per the baseline CRF designanon. Randomuzation wall not be
stratified by site. The randomization list and treatment group will be assigned via Interactive
Response Technology (IRT). The IRT will be used to track and momitor enrollment of female
patients as well as patients with baseline NYHA Class III versus Class Il status m the study. To
ensure that approximately 20%s of the patient population in the study will be women, frequent
discussion of the current mate of recruitment of women o the study.

Patient ennchment and replenishment wall be performed such that by the end of the mal. the
ratio of enrolled patients with baselme NYHA Class [11 to baselme NYHA Class [1 wall be
approximately 2:1. With thus ratio, it 15 eshmated that approxumately 600 randonuzed patients
will be needed to aclueve a mimumum of 531 recumrent non-fatal HF-MACE at the end of the
tnal. Based on current enrollment projections, at the end of the tmal it 1s estimated that there wall
be ~200 baseline NYHA Class II patients and ~ 400 baseline NYHA Class IIl patients who have
undergone the Day 0 ndex cardiac cathetenzation resulting m a baseline Class [I1'Class [l ratio
of 2:1. In order to achieve this target, an enrollment cap of ~200 baseline NYHA Class 11
patients will be instituted. It is anficipated that any baseline NYHA Class Il patients who are
madvertently screened but not randomuzed during the suspension of NYHA Class 11 enrollment
will be considered screen faitlures. The enrollment process wall be overseen by the mal's
treatment blinded Medical Monitor m conjunction with current computer-generated
randomization and mieractive response technology (IRT) enrollment methodologies.
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After randomizanon, all panents who DO NOT expenence an inclusion‘exclusion cntenon
violation after mndomization but before the scheduled mdex cardiac cathetenzation wall undergo
the index cardiac catheterization at a cell injection center for index cardiac catheterization (with
or without miracardiac mapping and cell delivery) and will remam hospitalized on telemetry
after index cardiac catheternzation for a munmmm of 1 mght. Pnor 1o the mitiation of any study
procedures on the date of index cardiac cathetenization, the cell mjection center will ensure that
an instinition-specific informed consent document 1s obtamed. if apphicable.

All patients who are randomly assigned to the active treatment group who DO NOT expenence
at least one inclusion/exclusion critenon violation after randonnzation but before the scheduled
index cardiac catheterization will undergo an mdex cardiac cathetenzation wiath left
ventnculography followed by cardiac mapping and transendocardial delivery of
rexlemestrocel-L.  Myocardial locations for transendocardial delivery of rexlemestrocel-1L wall
be defined by means of maging and left ventncular electnecal mapping of the myocardium usmg
the NOGA® or CARTO® Cardiac Navigational System i combination with the NogaStar®
Mapping Catheter (Appendix 1 and Appendix 3 of the protocol [Appendix 16.1.1 of the CSR]).
Fifteen to 20 appropriate myocardial locations will be identified (20 sites are ideal) by imaging
and electrical mapping as viable for cell delivery. The imjecthion sites will be captured by
NOGA® or CARTO® and transcribed into electromc data capture (EDC).  Independent of
whether the NOGA® or CARTO® imaging system was emploved to identify viable
myocardimm, the MyoStar™ Injection Catheter will be used for ransendocardial delivery of
rexlemestrocel-L. A 0.2 mL suspension of cells will be injected to the imaging identified
myocardial locations; the total volume of study product admimstered must not exceed 4.0 mL.
The total duration of the transendocardhal delivery procedure must not exceed %0 nunutes from
the tume of completion of thaw of rexlemestrocel-L.

All patients who are randomly assigned to the control group who DO NOT expenience at least
cardiac cathetenization will undergo a senpted sham cardiac mapping and cell delivery procedure
that will include cathetenzation with left ventriculography and a simulation of cardiac mapping
and cell delivery (See Appendix 2 of the protocol [Appendix 16.1.1 of the CSR]). The seripted
sham cardiac mapping and cell delivery procedure will be staged to scnipt and will not include
actual intracardiac mapping or ransendocardial delivery of rexlemestrocel-L.. The scnpted sham
cardiac mapping and cell delivery procedure will be led by the mterventional cardiologist and
will be approximately 60 to %0 munutes i duration.  As with the active treatment group, 15 1o
20 appropriate myocardial locations will be identified as part of a senpted sham cardiac mapping
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procedure. This will be followed by a scrnipted sham cell delivery procedure. Overall, the sham
scnipled procedure will ssmulate the full procedural requirements used for the actual reatment
cohort. The total duration of the scripted sham cell delivery procedure will not exceed

90 mimntes.

Index cardiac cathetenzation (with or without intracardiac mapping and cell delivery) will be
performed only by interventional cardhologists appropnately tramned (including successful
completion of the NOGA® MyoStar™ or CARTOE/ MyoStar™ Cardiac Navigation System
using one of these systems m over | year) and expenenced in perfornung cardiac interventional
procedures, Current Amencan College of Cardiology/ Amencan Heart Association/Evropean
Society of Cardiology (ACC/AHA/ESC) Practice Guidelines will be followed in managing any

Cardiac events that occur on Day 0 will be included m the pnmary efficacy endpomt (Le.,
recurrent non-fatal HF-MACE) if they meet the defimton of a recurment non-fatal HF-MACE
and are positively adjudicated as per the Cardiac Adjudication Manual. Cardiac deaths that
occur on Day 0 will be considered as a TCE. All cardiac events after ime of randomization that
are deemed potential endpomts by the mvestigator will be reported by the mvestigator in the
RAVE system. All cardiac deaths post randomuzation are considered a TCE. The first TCE
(cardiac death, LVAD mnplantation, heart transplant, artificial heant placement) for a patient that
occurs after mndomization will be adjusted for in the primary analysis using the Jont Frailty
Model (JFM) and mcluded in the key secondary analysis.

For randomized patients who undergo the mdex cardiac cathetenzation, the following
assessments wall be performed dunng the follow-up penod: evaluations of LVEF, exercise
capacity as determined by the 6MWT (patients will be excluded from participation m the siudy if
they cannot perform the 6MWT due to concurment medical conditions [the exception 15 those
patients with an NT-proBNP >2000 pg/mL|. patients who complete two 6MWTs duning
screeming with either test [first or second] being a distance >450 meters wall also be excluded),
biomarkers (NT-proBNP and hsCRP), functional status as measured by the NYHA functional
class assessment, QoL as measured by the MLHF and EQ-5D questionnaires, immumogenicity
testing, and safety evaluations of AEs, CVA_ MI, clinical laboratory tests, urinalysis, vital signs
measurements, physical examinations, ECG recordings, 24-hour Holter monitor recordings
(randomized patients across the US and ex-US), and use of concomitant medication and therapy.
In addinon, for echo-qualifying patients only, senal assessment of cardiac remodeling wall be
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performed based on 2-1) echocardiographic estimations {(without of with contrast) of LVESY and
LVEDY and reviewed by the core unaging laboratory. Senal assessment of LVEF wall be
performed m selected panents usmg either echocardhographse imagmg or RVG, depending upon
which techmaque was used to qualify the panent dunng screening.  Separate senal assessments
will be performed for RVGs and echocardiograms, as apphcable. For patients with an 1CD (o
any unplanted device capable of defibnllaton), rhvthm analysis by device mterrogation
(performed at regularly scheduled mtervals by appropnate site personpel; see Table | and

Table 2) wall be conducted. These eprsodes will be assessed at each site and caphured as AEs of
non-fatal HF MACE as appropnate. When a non-fatal HF-MACE or a TCE 15 suspected, the
rhythm stnips oebtamned by device interrogation and relevant chmcal context wall be provided o

the Chmcal Endpomt Adjudication Commuttee (CEC) for thewr review and adjudicahon

The immumogenic potential of rexlemestrocel-L will be evaluated by testing for the developmemt
of anti-human leukocvie antigen (HLA) DSA formation. Blood serum samples fos
immunogemcity analyses will be collected durmg the screemng penod, and on Day 10. at
Months 1. 3. 6, and 12 (Visit 7) from randomured patients who do not expenence a disquahfyving
event after randomization bat before the scheduled index cardiac cathetenzation:
immmogenicity testimg will continue per protocol for all surviving patients who were
randomized and underwent the scheduled mdex cardiac cathetenzanon. All samples from each
patient will t
{ant-HLA)

SETUI Samphes

o rexlemestrocel-L will be analvzed for anti-nmmurnne
(Mgl and anti-bovine (BSA) antibodies

The serum samples wall be tested for the presence of

anhbodies (PRA, DSA. anti-mnmne antibodies, or anhi-bovine antibodies

Blood samples will be collected from panents who provide imformed consent for possible use in

future PGx analyses for the assessment of possible associations between genetic polymorplusms
and the response 1o rexlemestrocel-L therapy. Blood samples for PGx analvses will be collected

at the end of screenmg and stored for fumire nse
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The screenmg penod may last up o 42 days before the date of the scheduled mdex cardiac
catheterization. The first day of the screening period is the day the subject signs consent. For
randomized patients who DO undergo the index cardiac catheterization, follow-up assessments
will be scheduled at Day 10 and Months 1, 3, 6, and 12. A telephone follow-up inquiry will be
made at Months 2, 4, 5,7, 8,9, 10, and 11 (£14 days). A follow-up penod continues until the
requared number of recurment non-fatal HF-MACE (ie., decompensated HF events and
successfully RCD events) is obtained; a munmum of 6 months is required for all patients who
survive and are without a TCE (see Table 2). Telephone follow-up inquinies will be made every
2 months between study visits dunng the long-term follow-up penod (at Months 14, 16, 20, and
22). These loug-term follow-up visits and telephone contacts will continue until study
catheterization, the patient will be followed for vital status, AEs, potential primary and key
secondary endpomt events, and ICD mtemmogation via telephone contact at all regularly
scheduled study visit tumes, including clinic visit times for the duration of the study. Smmlarly,
any patients who are randomized, complete Day 0 index cardiac catheterization procedure but
discontimue the study after Day 0 will be followed for determananon of vital status (alive or

via telephone contact. Every attempt should also be made to obtain vital status, at a minimum,
from patients who withdmaw copsent to participate i the study after randonuzation.

Pahents are expected to participate i this study until the required minimum mumber of recurrent
non-fatal HF-MACE have been positively adjudicated and all surviving patients without a TCE
and without study discontinuation prior to the Month 6 visit have completed a mmnumun of

6 months of follow-up. Patients are expected to participate in this study until the required
muinimum number of positively adjudicated recurrent non-fatal HF-MACE have occurred: they
will remain m the study until the Sponsor declares the study has reached completion. Patents
who complete or withdraw from the study before or after the Month 12 follow-up visit will be
evaluated at the tune of study complenon withdrawal. using the same assessments that are
specified for the Month-12 visit. Any surviving patient with a pnor history of TCE may have
thewrr EOS visit conducted by phone. When a nunimum of 95% of the positively adjudicated
non-fatal HF-MACE has occmrred, patients may have EOS assessments performed at thew nex
scheduled visit if they already have a mimimum of 18 months of follow-up. An echocardiogram
or RVG will be performed only if more than 6 months have passed since the patient’s last
echocardiogram or RVG.
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An overview of the stady design is presented in Figure 1.

Figure 1: Study Design

Post Dy ©
Serevning Randomiration Day @ Fallow-up
11 U nddergo
| sy =1 '
Patients with | Active treatment i TSy yomai:
chronic HF due |  (rexlemestrocel-L SRR AR T S
to LV sysiolic delivery) Schedule of Assevanments
dysfamction of b ll'
e R " catheter ranon e ’
or nonschemic Follow -up phose calls ai all
etwodoy ool reatment \ reguburly schedubed smudy visit
{wcrypted sham) Do NOT tuims.. b hdlang ¢lanie visil trmes.
underpo o masess vital stshos, AFs,
udex cardiag potenitual 17 sl 2° effecacy
catheten ration endpoat evenis, snd WD
due o mlemopation. Mo other Follow-
dusqualifying event i assesusents wall be
perfonmed

AEs=adverse evenis; HF =hean faulure; 1CD=implaniable cardsoverter defibnllaor; LV=lefl ventncular,
R=randomization: |*=prunary; I*=sccondary.

Mol Inportant: The timing of rosdomiration relative 1o Dy 0wl vary based on shsdy diug availabslity and
Bislogacs Delivery Systenss avalabubity, Gundeliwes tatlored to each site wall be provided w oider 1o munmite e
tiie between randonusation and Day 0 whale allowing sufTicent time for operational logsiics. Every attempt
should be made 1o minimize the time between randomuration and Day 0.} For patients who are mndomased and DD
undergo the mwdex cardiac catheterization. a follow -up periad will contimee until the required mamber of recurment
mot-fatal HF-MACE (ie., af least 531 recurrent pon-fatal HF events and'or successfully reancitated cardiae death
events) is obtamed, this inchodes patients” safery and efficacy evaluatons for a mumnmmn of 6 months (asumuing
be/she has survived fior that peniod of mme without & TCE), and long-term safety and efficacy evahmions sfer the
montl=12 visl (panents will have safery and efficacy evalimnom perfomed svery & months thereafier unhl smsdy
comchsion). However, if o patient was randomized bui IOES SOT wmdago the index cardisc catheteration. ithe
patet wall be followed for vital stais. AEs, potennal prooary and key secondary endpoumt events. and ICD
inlemogntvon via telephone comtact at all regulsrly schednded shady visal temes, oschading clinse visu nmes. for the
duration of the smady. Smularly, any patents who are randomured, conplete Day 0 mdex cardwac cathetenusation
mwmhMTmnMDmﬁhHhﬂhmﬂmimtﬂnwﬁl
AEs. potential primary and key secondary efficacy endpomt events, and ICD intermogation via telephone contact.
Every attcmpt should also be made to obtan vital states, ot & momnnm. from patecnts who withdrow coment 1o
participate i the study after mndomazation.

During the course of the study, the occurrence of AEs, SAEs, TCEs, non-fatal HF-MACE
(decompensated HF events or successfully resuscitated cardiac deaths), overall survival (mcludes
all-canse deaths), coronary artery revasculanzation procedure,
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. CVA, and MI will be reviewed, evaluated, processed, and/or reported in accordance with
the protocol. Additionally, for patients who undergo the mdex cardiac catheterization, the
occurrence of all AEs on Days 0 through hospital discharge following index cardiac
cathetenization considered related to the intracardiac mapping or cell delivery procedure must be
reporied to the device manufacturer (Bioscience Webster, Inc. [per Biologics Delivery System
(BDS) Safety Data Exchange Agreement] for the NOGA®/MyoStar™ or CARTO®/MyoStar™
Svstems) and the unblinded medical monmitor,

The Sponsor Pharmacovigilance team will be responsible for oversaght of all safety data and for
determuning the expectedness of all SAEs, expedited reporting of individual cases, and safety
updates to regulatory anthonntes. Additonally, there will be 3 oversight commuttees: an
Executive Steering Commiittee (ESC), an independent CEC, and an independent DMC. The ESC
and CEC wall be blinded to study trestment; the DMC will be unblinded. The ESC wall perform
the following:

¢  Oversight for the operation of the study. inclading working with national leaders and
local HF study site mvestigators to aclueve goals for enrollment of patients mio the study

s  Heviewmg recommendahons from the project team for study conduct
s  Reviewmg recommendations from the DMC for patient safety
s Reviewmng recommendations from the DMC for Inferim Analvses #1 and #2.

The mdependent Clinical Endpoimts Conumitiee (CEC), which wall be blinded to study treatment,
will adjudicate all potential cardiovascular events and survival in accordance with prespecified
cnitenia as defined m the Cliical Endpoints Adpdicanon Manual of Operations. The events
mchude all-cause death (ie., including non-cardine and cardiac death), LVAD placement, hean
transplant, artificial heart implantation, hospitalization for recurrent non-fatal decompensated
HF, wrgent care outpatient HF vasit, successfully RCD events, nonfatal M1, hospitalization for

unstable ﬁ nonfatal CVA, coronary arfery revasculanization,

The Data Monitonng Committee (DMC), whach will be unblinded to study treatment, will
oversee the study with prmary responsibility for ensunng patient safety. Specific goals and
responsibilines of the DMC are outhined in the Data Monitonng Commuttee Manual of
Operations. The DMC will review on a regular predefined basis the ocourrence of AEs as well
as adjudicated climical endpomts. The DMC will perform pre-specified senal assessments of
patient safety and monitor treatment effects 1o assess whether the olyectives of the ongomng study
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can be met (see the DMC charter for more information). Two pre-specified mterim analyses to
date were conducted dunng the study. For details, see Section 4.5.1. The DMC reviewed the
results of the admumstrative LA1 without recommending protocol changes. The DMC also
reviewed the results of the futility LA2 and provided pre-specified blinded information regarding
study continuation to the ESC and the Sponsor,

Visii-specific procedures and assessments are presented in Table 1 and Table 2.
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Table 1: Study Procedures and Assessments from Screening through Follow-up Period up to 12 Months

|imc husion and exchusion criteria

[Medical history (including HF)

[Egibibity checklist”

Xe

Institution-specific informed
|consent ¢

Full physical examination *

Body weight measurement |

e

Symptom-directed physical
iﬁ.ﬂ'ﬂm

gy

e

\l'ﬂli!:lm'

== e

Clinical laboratory tests*
FT. INR, FTT, Fibrinogen

|Urinaly sis

Fm_[ﬁnn]
Immunogenicity testing'

e e e e Ead
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Tehemetry ' X[ X[ X

24-hour Holer monitor X X X | X X | | ]
AE inquiry N X | X | XIXIXIXIXIXIXIX[x]|x[x[xX[|XxX[x]X
Medical device retention & AE

|inquiry - X | x| x

[Medical device safety reporting

& AE inquiry * X | X]1X] X

[FF-MACE evaluation = | XIX| XX X[IXI X1 xI1X|X[X[xX]X[X]X
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erall survival (vital status) *
Coronary BMery mevasc,
ventricular arhythmias of
interest, TV A, and MI inguiry XIX]|X]X | X

TR

|m:m
MLHF questionnaire

Iﬁ_u-mw

Pix. blood sample * | : |

a A patient's eligibility 1o participate in the study will be determined during the screening period and will be based on the stisdy s inclusion and excluson
eriteria for eligibility as described in Section 4.1 and 4.2 of the protocol ( Appendin 16.1.1 of the CSR), respectively. Evalustions obtained as part of routine
madical care and performed during screening may be used in place of the protocol specific evaluations. In addition, discase-specific assessments performed
within a specified tmme frame before informed consent may be used for the stisdy. Patents will scknowledge and agroe 1o the possible use of this
information for the stsdy by giving informed consent. Patients will be screened af recruiting HF study centers. Patients who ane screen failures may be re-
screened with approval from the medical monitor, Note: Patiens wiho experience an ing lusion/exclusion criteria violation after randomization but before the
scheduled index cardiac catheterization procedure will be included as pant of the ITT analysis and cannot be re-screened. Also, any patients who are
randomized but DM} NOT undergo the index cardiac catheterization must be followed for determ ination of vital status (alive or dead ), AEs, potential primary
and key secondary efficacy endpoint events, and 1CD imerrogation vin telephone oontact at all regularly scheduled study visit times, including visit clinic
times, for the duration of the study, Similarly, any patients who sre andomized, D0 undergo index candine catheterization procedune but discontimee the
study afier Dy 0 will be followed for determination of vital status (alive or dead), AEs, potential primary and key secondary efficacy endpoint events, and
ICD imterrogation via telephone comtact ot the regularly scheduled time points for the durstion of the stady. Every atiempt should also be made to obtain, st
& minimum, vital status from patients who withdraw consent 10 participate in the study after randomization.

A e s
= )
F e B B B
o e A
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Randomization should cocur as close as possible 1o the scheduled index cardiac catheterization date for potential delivery of study product, The pre-
randomization criteria, such as echocardiographic criteria irestrictive, constractive of obstructive physiology, LY wall thickness, mural or arterial thrombus
and prosthetic valve ) ane 1o be met by all patients and confirmed by both HF referral physician and the interventional cardiologist. Echocardiographic
criteria must be confirmed and signed off by interventional cardiologist prior &0 randomization,

The occurrence of AEs during the interval of Day 0 through hospetal discharge must be reporied to the device manfactuner and the unblinded medical
mmondior,

All randomised patients who DO undergo index cardiac catheterization will be followed until the minimwm required number of recurrent non-fatal HF-
MACE (i.e., af bemst 531 decompensated HF events and/or successfully RCD evenin) are obtained and minimum follow-up of o least & months { sssuming the
patienl bas survived that perbod of time withow a TCE and has aot discontinued from the study ) for eflicacy and salety evaluations, as indicated, is schieved,
secondary endpoiil cvents, and ICT) imerrogation ol all regularly scheduled study visit Bmes, inc iding visit clinic tmes, for the duration of the study.
Similarly, any patiens who are randomized, DO undergo index cardise catheteriztion bt discontinue the study after Day 0 will be followed lor
determination of vital stafus (alive or dead), AEs, potential primary and key secondary ¢Mcacy endpoint events, and 1CD interrogation via telsphone contact
at the regularly scheduled study visit times for the duration of the study. Every attempt should also be made 1o obtain, al & minimum, vital status from
patients who withdraw consent to participate in the study after randomization. An echocardiogram (or RV () will also be performed if mone than 6 months
have passed since the patient’s last echocandiogram or RV,

The 42 doys allowed for screening i the maximum allowable time from sipning of the informed consent (o the Day 0 procedure.  The first day of the
screcning pericd is the day the subject signs consent.

A fher results from all screening assessments and full medical history (including HF ) have been obtained, the imvestigator will assess the patient's eligibility
and complete an eligibility checklist that is forwarded to the medical monitor and/or Sponsor for suthorization 1o enroll the patient into the study. Patients
who meet all the inclusion criteria (Section 4.1 of the profocol [Appendix 16.1.1 of the CSR]) and none of the exclusion criteria (Section 4.2 of the protocol
[Appendix 16.01.1 of the CSR]) will be eligible 1o participate in the study and will be scheduled for hospitalization at a cell injection center as described in
the prodocol.  Importmnt: The timing of random xation relstive to Day 0 will vary based on study drug availability and BDS svailability. CGuidelines tailored
to each site will be provided in order 1o minimize the ime between randomization and the scheduled index cardiac catheterization while allowing sufficient
time for operational logistics. Every atiempt should be made to mimimise the time between randomization and Day 0. Nobe: Once eligibility has boen
determined, the results of the follow ing screening assessments will be recorded as baseline values: immunogenicty test, bomarker test, AE inguiny, 6MWT
(WOTE: 2 iests are required during screening, which are separsted by of least | cakendar day, Paticnts who complete two 6MWTs during scroening with
enher iest [firsl or second] being o distance = 450 meters will be excluded. The maximum value of 2 eligible 68MWTs [i.e., each a distance < 450 meiers ]
obtsined during screening will be used for the baseline 6MWT distance value ), RVG (only if 2-1) echocardiogram was non-gualifying for LVEF ), MLHF
questionnaire, EQ-50 questiomnaine, 2d-hour Holer moniior evaluation {randomized patients scross the US and ex-US), clinical labomiory iests, body
weight measurement, urinalysis, and NYHA classification.

Prior 1o the initation of any procedunes on the dawe of index cardiae catheterimtion, personnel ai the cell mjoction center will emsure that an institution-
specific informed comsent document is obtained, if applicable,

A full physical examination, inchading measurement of height (to be obtained ot the screening visit only) and weight will be performed ot baseline. At
subsequent visits during the 12-month follow-up period, a symptom-directed physical examination will be performed.
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Body weight measurement (10 be performed when the patient is ambalatory on Day 0 or Day | [before hospital discharge] at the discretion of the
inlerventional cardiologist)

Wigal s meanarernenis wrill e asseused up i 24 hours afier -,.1111|1-|-r1 o of the D.l:r 0 ey cardiac catheterization with of without intracardiac mappang
and cell delivery (every 2 hours for 4 hours, then every 4 hours for the next # howrs, and then ot discharge; vital signs are measured while patient i3 suping )
Climical |.'|.I‘I1rqi.1r_\. tests include seram |;|'|r,'n'|iurr i Mmﬂl:ﬁ'lﬂ:,.

The immunogenic potential of rexlemesirocel-1. will be evalusied by testing for the development of anti- heman leukocyie antigen (HLAJ DSA formation
Blood serum samples for immunogenicity analyses will be collected during the screening period, and on Day 10, st Months 1, 3, 6, and 12 from randomised
patients who do nod experence a disqualifying eveni afler randomi zation bui before ihe scheduled index candiac cathetenzation; immunogenicity testing wll
combnme pet profocol lo all survawt g fuiirrﬂ; who were ramsdom Lred and miderwent the mdey cordiae cathetenzaton, All |.l.mpk": frovm cach paticnl will e
tenied for PRLA, but onl

off rexlemestroge]-L will be araly ped for aoti-murine and anti-bovine antibodies. The sensm sum will be analyred

bhatches for the Presence of pntibodes (FRA, [VSA, anti-mufine anbibodies, oF anti-bovine antibodses )

T'wo-dimenstonal {2-D) echocardsographic sssessment duning screening includes echocardographic imaging {without or with contrast) and Doppler
evaluation. The echocardiogram s will be reviewed by the core mmaging laboratory and will be wsed 1o qualify patients for study enrollment. Subsequent
echocard iograms will be conducted as described in the protocol. Echocandiograms should be performed prioe to or af least 30 mimstes after the 6MWT or
any other physical exertion. |1 the non-enhanced image quality is considered inadequate for LVEF calculation, an BVG or echocardiogmm with contrast
miay be performed for LVEF determination. Patients who have an RVG (MUGA scan) ot screening must continue with same scans during the comduct of
this 'llul':.:. R"l'li-l..!.l.ulll'l-ﬂ! patients chay st mdcrgn RV at psonth 1 Separate serinl assessments will be performed for BV Gs and r:l'u.w.l.rd'lup:lm'l. &t
applicable.

For patsents who are mndomized and M) NOT experience an inclusion/exclusion criteron violation afler madomization bt before the scheduled index
cardisc catheterization ), echocardiographic 2-1 imaging must be performed immediately following the procedure af Yisit 2.2 | Takle 1 L and will be read
locally for clinscal purposes

Cardine ey mee testing inehedes troponin | and Ck-MB before index cardisc catheterzation (cither with cardiac mapping and transendocandial delivery of
reslemestrocel-1. of a scripied sham cardiac mapping and cell delivery ) and 2, 10, amd |8 hours after index cardiae catheterization | either with cardiac
mapping and transendocardial delivery of rexlemestrocel-1L or a seripted sham cardiac mapping and cell delivery)

Blood samples for biomarkers (high-sensativity C-reactive protein [he’ RP] and N terminal pro B tvpe natriurctsc peptide [WNT-proBNP] will be collectied at
scroenmg and ot speciflied Gme points)

I lindes use of MOGAE MyoStar™ or CARTOREMyoSiar™ Candiac Mavigation System for ransendocandial delivery of rexlemestrocelL.. Patients whao
are mndomized o the control trestment group and DN NOT experience an ing lusion/'exchus ion critenon violatson afler rmndomimtion bul before the
scheduled index cardiac catheterization) will imdergo a scripled sham cardiac mapping and cell delivery procedure, [etails of the procedures will be
reconded, inchiling the number of myocardial locations for cell delivery, arhythmias, or other complications. In accordance with the provess outlimed i the
protocol, the catheters (NOGAE XFP or CARTORS Cardiac Mavigational System in combination with the MogaStar® Mapping Catheter and MyoStar™
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Injection Catheter) used in performing candine mapping andd cell delivery must be placed in a bichazard bag and retained st the cell injection center for up 1o
7 days following index candine catheterization, afler which the catheters are 10 be retumed in accordance fo the study procedures. However, if the catheters
mialfunction during intracardisc mapping and cell delivery, the catheters mamt be returmed 1o the device manufacturer as owtlined in the protocol, The
catheters must abo be returmed to the device manufacturer if an AE/SAE occurs during the interval of Day 0 through hospital discharge afier index cardiac
catheterization.

The pre- and post-ECG performed on the day of the index cardiac catheterization will be read locally and centrally; the ECG performed on Dy | post-

procedure will be read locally and centrally,

s For patients with an ICD (or any implantable device capable of defibrillation ) who ane randomized and treated, rhythm analysis by device inferrogation will
be conducied af every clinic viait by appropriste site personnel. These episodes will be asscssed ai cach site and captured as AEs of non-fatal HF-MACE as
appropriste. 'When a non-fatal HF-MACE or a TCE is suspected, the rhythm sirips obtained by device interrogation and relevant clinical context will be
provided 1o the CEC for their review and adjudication.

L Telemetry monitoring will commence prior 1o the index cardiac catheterization procedure for patients who are randomized, I NOT experience an
in¢ lusion/ exc usion criterion violathon after randomi zation, snd undergo index cardiac catheterization and will contimie overnight post-procedure.

i The oceurrence of AEs during the imterval of Day 0 through hospatal discharge must be reporied to the device manufacturer as well as 1o the unblinded
miedical monitor.

v, Serious adverse events reported during the prespecified medical device safety reporting period will be sent to the medical device manufacturer as well as the
Sponsor.

w. Evalustion of HF-MACE mchudes results of ICD devioe (or any implantable device capable of defibrillation ) imerrogation (performed st regularly scheduled
imervals). Evaluation of non-fatal HF-MACE will begin on Day 0 s specifically defined in the protocol. Cardiac dewths that oocur on Dy 0 will be
considered a3 a TCE. Al candmsc deaths post randomization are considered 8 TCE. The first TCE (cardiac death, LVAD implantation, heart
wrti ficiad heart placement ) for & patient thal occurs after randomization will be used for sdjustment i the prirmary analysis using the JFM and will be
inchaded in the key secondary analysis (see Section 8.4.3).

% Evaluation of sll-cause mortality (ie., mon-cardisc and candic death) will begin after mndomization. Vital status Tollow-up is lo be conducted via telephone
contacts af the regularly scheduled study visit times for the duration of the study, Any patients who are mndomized but IH) NOT undergo the index cardiac
catheterization must also be followed for determination of vital status (alive or dead), AEs, potential primary and key secondary efficacy endpoint events,
and ICTY interrogation via telephone contact at all regularly scheduled study visit times, including clinic visit times, for the duration of the study. Similarly,
any patients who are modomiced, IR undergo index candine catheterization procedione bt discontinue the study afier Day 0 will be followed for
determination of vital status (alive or dead), AEs, potential primary and key secondary efMicacy endpoint events, and ICD interrogation via telephone contact
at the regularly scheduled time points for the duration of the sudy. Every afiempt should also be made 1o obtain, at a minimum, vital status from patients
who withdrew consent 1o participate in the study afier mndomimtion.

¥. Two 6MWTs should be performed during screening. separated by at least | calendar day. If the patient is unable 10 perform the tests, the reason for the tests
not being completed will be noted in the case report form.  Patients will be exc luded from participation in the study if they cannot perform the 65MWT due to
concurrent medical conditions (the exception is those paticnts with an NT-proBiNP =2000 pg/ml [ 2000 ng'L 51 units; 236 pmol/L]) or if they complete
cither of two 6MWTs with a distance of >4 30 meters during screening. Note that i§ on the first 6MWT (or second), the distance is > 450 meters, the patient
is ineligible.
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. Blood samples will be collected from patients who provide informed consent for the POx study and DO NOT experience an inclusion/'exclusion criterion
violation after randomization but before the scheduled index cardiac catheterization; samples will be collected at the end of scroening and stored for future
phamacogenomic anabvses. 1f not available st screening, this sample can be obtained at o subsequent visit, preferably the ensuing one.

2-D=ldimensional, 6MWT=6-minute walk st AEs=adverse events; BDS= Biuologics Delivery System; ICT= implantable candsoverter defibrllator,
CEC=Chinical Endpoints Commitiee; CK -MB=creatine kinase-myocandial band, OV A=cerebrovascular accident; D=Study Day; d=days; DC=discharge;

DS A=donor-specific antibody; ECG=electrocard iogram, ¢lectrocardiography; BO-5D=Euro(ol. S-dimensional Quality of Life Scale; EL=Ewopean Linaon;
HF-MACE=heart failure major sdverse cardine events; HLA =human keukocyle antigen; haCRP=high-senaitivity Coreactive protein; [NR =intemational
normalized mtio; L VEDV =lefi ventricular end diastolic volume; LVEF= left ventricular gjection fraction; LVESV=lefi ventricular end systolic volume;
Me=month; MDR=Medical Device Safety reporting: Ml=my ocardial infarction, MLHF=Minnesots Living With Heart Failure; MUGA= multi-gated scquisition
scan; NT-pro-BNP=N-terminal pro-brain natriuretic protein; NYHA=New York Heant Association; POx=pharmacogenomic: PRA=pane] neactive antibodies;
PT=prothrombin time, PTT=partial thromboplastin time; revasc=revascularization;, RVG=radionuclide ventriculography | SAF =serious adverse event,
TC=telephone contact; TCE=terminal candiac event; TCEUS=United States; V=visil.
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Table 2: Study Procedures and Assessments for Long-term Follow-up until Study Conclusion
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_applicable ' X X X X
_AE inguiry X X X X X X X X X X X X X
HF-MACE
’ X X X X X X X x 1. X 1 Xx X X X
Orverall survival
(vital status}® X X X X X X X X X X X X X
Coronary amery
revase, veniricular
arrhythmias of
interest, CVA, and
M1 inguiry X X X X X X X X 9 X X X
_GMWT X X X X
NYHA
classification X X X
MLHF
_questionnaire X X L X
EQ-5D
Quiestionnaire X X X X

a.  Forthe long-term follow-up perod (afler the month-12 follow-up visit [visid 7)), patients who ane randomieed and DY undergo the index cardinc
catheterization will retum to the study site approximately every & months, as indicated, for follow-ap of patients” safety and efficacy evaluations until study
conclusion {node that table extends to a J-vear long-term follow-up peried). Telephone contact for follow-up inguiries will be made every 2 months between
study visits (Months 14, 16, 20, 22, 24, cic.) during the long-term follow-up period. These long-tlerm follow-up visits and telephone contacts will continue
undil study conclusion. Any patients who are random ized but [} NOT undergo the index cardiae catheterization must be followed [or determination of
vital statiss {alive or dead), AFs, pofentinl primary and key secondary cificacy endpoint evenis, and ICD intermogation via lelephone contact at all regularly
scheduled study visit times, including climic visal times, for the duration of the study (see “h"™). Similarly, any patients who are randomized, M) undergo
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B

e

index cardiae cathelerimtion procedure bul discontinue the study afier Day § will be followed for determination of vital status (alive or dead), AEs, potential
primary and key secondary efficacy endpoint events, and ICD interrogation via telephone contact at the regularly scheduled time points for the duration of
mmMuuhhmhm:h.nmvwmﬁmpﬂmumwnmhnmm

A Full physical examination, including measurement of height (to be obtained st the screening visit only | and weight will be performed at screening, Month
12 (Visit 7), and onte every |2 months (Visit 9, Visit 11, eke.; long-term follow-up) for randomized patients who DM underpo the index candiac
catheterigation and thereafer unbl study conc lusion,

Clinical lnbomiory tests include serum chemistry and hematology.

Two-dimensional { 2-0) echocardiography (in echo-qualifying patients) should always be performed before or af beast 30 minutes afier the 6MWT or any
other physical exertion. Patients whose echocardiographic imaging at screening was of insufficient technical quality for LV volume and LY ejection fraction
estimation and who had an RYVG (MUGA scan) performed will continue to have RVG scans for the duration of the study.

For patients who are randomized and DM undergo index cardine catheterization, blood samples for analysis of the biomarkers NT-proBNP and hsCRP will
be collected will be collected every |21 months during the long-term, ollow-up until study conclusion.

For patients with an ICD (or any implanted device capable of defibrillation), rhythm analysis by device interrogation will be conducted as indicated. All
episodes of firing of ICD will be assessed st ench site snd captured a3 AFs or a non-fatal HF-MACE as appropriste. When & non-futal HF-MACE or a TCE
is smpectod, the rincthm strips obtained by device interrogation and relevamt clinical contest will be provided 1o the CEC for therr review and adjudication.
Evaluation of HF-MACE mcludes results of ICD device (or any implanted device capable of defibrillation) interrogation in cases of device firing.

Any patients who were screened and discontinued from the study after randomization but before index cardiac catheterization will be contacied by telephone
ot Months 2. 4,5, 7,89, 10, 11, 14, 16, and every 2 months thereafier fior the duration of the studhy to assess vital status, AEs, potential primary and key
secondary efficacy endpoint events, and [CD mterrogation via telephone contact af all regularly scheduled study visit times, including clinic visil times, for
the duration of the study, additional assessments other than vital status, AEs, and endpoint collection will SOT be performed. Simibarly, any patients who
are randomized, IM) undergo mdex cardiac catheterization procedure but disconlinge the study after Day 0 will be fallowed for determination of vital status
{alive or dead), AEs, potentm] primary and key secondary efficacy endpoint events, and 1D interrogation via telephone contact af the regulardy scheduked
time poimnts for the duration of the study. Every atiempt should also be made to oblain, ot & mimmum, vital status from patients who withdraw consent 1o
participate in the study after mindomization.

22 dimensiomal; 65W T=0-minute walk 5t AE=adverse event; ICD= implantable candioverter defibrillaor, CEC=Clinical Endpaints Comm ittee;
CVA=cerchrovascular aocident; d=days; ECG=clecirocandiogram, electrocardiography; EQ-3D=EuroCol. S-dimensional Chality of Life Scale; DSA=donor-
specific antibody; HF-MACE=heart failere major adverse cardise events; HLA=haman leukocyte antigen; heCRP=high-sensitivity C-reactive protein;
INR=international normalized ratio; LVEF= left ventricular jection fraction. M=month; MI=myocardial infarction; MLHF=Minnesota Living With Heart
Faihare; MUGA=-mult-gated acquisition scan;, NT-pro-ANP=MN-termimal pro-brain natriaretic protein; MY HA=New York Heant Association; PRA=pane] reaciive
antibodies; revasc=revascularization; RY Geradionuclide ventriculography, TC=telephone contact; V=visit
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4.2 Primary and Secondary Measures and Endpolnts
421 Primary Efficacy Measure and Endpoint

The primary efficacy measure and endpoint for this study 1s time from Day O-to-recurrent non-fatal
HF-MACE. which consists of recurrent (multiple events per patient) non-fatal decompensated HF
events and'or successfully resuscitated cardinc death events.

The pnmary endpoint only considers recurrent non-fatal HF-MACE that occur prior 1o the first
TCE. However, all recurrent and terminal HF-MACE following non-fatal TCEs will be collected
and adjudicated for sensitivity analysis based on different definitions of recurment events and TCEs.

The following definitions apply to the TWO components of the primary endpoint:

s Nou-fatal decompensated HF event will be adjudicated when the diagnosis of a recurrent
non-fatal decompensated HF event demonstrates the presence of signs and symploms

consistent with chnical decompensation of the patient’s HF state requuring an m hospital stay
or mtravenous (IV) dretic therapy or aquapheresis dunng an urgent care outpatient HF
visil;

s Successfully resuscitated cardiac death (RCD) events will be adjudicated when a subject
expeniences sudden death or cardiac death and is successfully resuscitated by cardioversion,
defibnllation or cardiopulmonary resuscitution with a meaningful recovery of consciousness.
Patients who have loss of consciousness (1LOC) or syncope and receive a successful
appropriate shock from an implantable cardiovener-defibnllator with meanmngful recovery
will also be designated as successful RCD event. These events will be considered recurrent
{(non-terminal) events for the purposes of the pnmary efficacy analysis. However, for the
purpose of the sensitivity analyses, successful RCDs may be considered as termunal events.

Terminal cardiac events (defined as a composite of cardiac death, LVAD placement, heart
transplant, or artificial heart implantation) are not a direct component of the prmary efficacy
endpoint. Rather, they will be analyzed jointly with recurrent non-fatal HF-MACE withun the JFM
analysis. It 15 the mtent that a “termunal cardiac event™ ocours when the left venincle (LV) 15 no
longer fumctioning as an independent viable pumping chamber that provides pulsatile blood flow 1o
the systemic circulation. Time from Day 0 -to-first TCE (defined in Section 8.5.1) is a key
secondary endpoint that will be evaluated using only TCEs. This analysis, which wall be performed
utilizing a proporional hazards model, will help assure that any improvement m recurrent non-fatal
HF-MACE for the Cell Therapy group is nol associated with worsening in tune-to-lenminal event
for the Cell Therapy vs. Control (Sham) group. This analysis will provide assurance that any
beneficial difference n recurrent non-fatal HF-MACE for the Cell Therapy vs Sham groups is not
due 1o disproportionate early and'or late TCE rate for the Cell Therapy group.
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Cardiac events that occur on Day 0 will be mcluded in the primary efficacy endpoint of they meet
the study’s defimtion of a recurrent non-fatal HF-MACE and are positively adjudicated as per the
Cardiac Admudication Manual. Cardiac deaths that occur on Day 0 will be considered as a TCE. All
cardiac events after time of randomization that are deemed potential endpoints by the investigator
will be reported by the mvestigator in the RAVE system. All cardiac deaths post randomization are
considered a TCE. The first TCE (cardiac death, LVAD implantation, heart transplant, anificial
heart placement) for a patient that occurs afier andomization will be used for adjustment in the
primary analysis using the JFM and will be included in the key secondary analysis.

If death 15 non-cardiac and occwred after randomization but before study treatment, it wall be
considered a disqualifying event and date of death will be defined as Day 0 for this randomized but
not treated patient.

If cardiac death occurmed after randomization but before study treatment (a patient 1s mndomuzed but
not treated), her'lus Day 0 1s the date of cardiac death, which 15 considered a TCE for the JFM

analysis purposes.

Adjudication of all potential non-fatal HF-MACE or TCE will be perfornmed by an independent,
blinded CEC. Once the first TCE has occurred for a patient, subsequent TCEs and’or non-fatal HF-
MACE for that patient will be excluded from the pnmary analysis. All recurrent non-fatal HF-
MACE and TCEs wall be collected and adjudicated through end of study or patient”s death for
safety and sensitivity efficacy analysis purposes. (For details on the role and responsibilities of the
CEC, please see the CEC Manual of Operations. )

Transendocardial delivery of rexlemestrocel-L mto the myocardium will require the placement of
the injection catheter needle into the left ventnicle wall. In order to accomplish this procedure, there
1s significant catheter mampulation that occwrs within the LV chamber. Thus normally canses
premature venincular contrachons (PV'Cs) as well as multiple bnef epasodes of non-sustamed VT
durng the cardiac mappimg and cell delivery procedure. These arvhythiuas are usually
sell-termunated. Sustained ventncular arrhythiuas such as VT or VF may occasionally be tnggered
even in the nonmal heart. Because of the underlying pathology in patients enrolled in this study
{which specifies significant LV systolic dysfunction as an mclusion cniterion), ventricular
arthythiuas may be more pronounced and occur mmore often than m less ill patients. Because of the
close association between ventncular arrhythouas due to LV catheter manipulation and the cell
delivery procedure, the occurmence of sustained venincular arrhythanas that may require
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cardioversion or defibnllation dunng mdex cardiac cathetenzation {(with or without mtracardiac
mapping and cell delivery) on Day 0 is expected and will not be considered a non-fatal HF-MACE.

4.2.2 Secondary EfMficacy Measures and Endpoints
4.2.2.1 key Secondary Measure and Endpoint Relating to Terminal Cardiac Events

Tiume-from-Day 0 (defined m Section 6.5)-to-first TCE will be evaluated to assure that any
improvement in recurrent non-fatal HF-MACE s not associated with the worsening i time-to-first
TCE for the Cell Therapy vs. Control {Sham) group.

The key secondary endpomt relating to TCEs 1s as follows:

s  Time-from-Day 0-to-first TCE (cardiac death, LVAD placement, heart transplant. or
artificial heart implantation, wiuchever ocours first).

The key secondary endpomt is a separate endpoint category due to its relationshup to the primary
endpomnt and impact on the tnal outcome mterpretation. It will not be ncluded m the hierarchical
analysis as descnbed in Section 6.3, (Note also that cardiac deaths that are included as a first TCE
are not safety endpomis. )

A non-infenonty analysis will be performed to test if rexlemestrocel-L 15 non-mfenor to control.
The hazard ratio and associated 95% Wald Confidence Interval wall be presented in a box-and-
wihusker plot.

4.2.2.2 Secondary EfMcacy Measures and Endpoints
To protect the type | emor rate, the secondary endpoints lisied in this section wall be tesied using the
hierarchical approach descnbed mn Section 6.3, mn the followng order:

s  Time-to-nonfatal decompensated HF events associated with either hospital adnussion or
urgeni care outpatient visil beginnng on Day | (recurrent events analysis)

s  Time-to-first major cardiac event defined as a composite of non-fatal decompensated HF
events associated with hospital admission or urgent care outpatient visit beginmng on Day 1.
and successfully RCD events.

¢  Time-to-first major cardiac event defined as a composite of non-fatal decompensated HF
events associated with hospital admission or urgent care outpatient visat begmning on Day 1.
and successfully RCD events, or TCE

s  Time-to-successfully RCD events beginning on Day 1 (recurrent events analysis)
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o  Time-to-all-cause death.

4.2.2.3 Other Secondary Efficacy Measures and Endpoints

The endpoints and analyses listed m this sechon are 1o support the results of the prnmary and key
secondary endpoint analyses and wall not be included in the hierarchucal analysis utilized to profect
overall type | emmor rate for secondary endpomts. Since the type | emmor rate for these analyses may
be mflated, the respective p-values will be provided for mformational purposes only and should be
viewed with caution.  Also, due to relatively high expected TCE rate, the percentage of the mmputed
mussing observations at 6 and 12 months may be relatively ngh. The outcomes of these analyses
need to be viewed with caution.

1. Ihe covariate analvses to explore impact of several covanates (NYHA Class, LVESV at

baseline, and other) on study oulcomes.

¢  Time from Day O-to-recurrent non-fatal HF-MACE adpusted for basehine NYHA Class
(11 vs. III)

e  Tume from Day O-to-recurrent nou-fatal HF-MACE adjusted for basehne LVESY
(<100 mL vs. >100 mL)

e Time from Day O-to-first TCE adjusted for baseline NYHA Class (11 vs. 1)
* Time from Day O-to-first TCE adusted for baseline LVESV (<100 mL vs. =100 mL).

Same for additional covariates:
e hsCRP (hsCRP subgroups are defined by cut-off points of 2, >3 and >4mg/L)
o ICD (or CRT device [CRT-D]) /no ICD or CRT-D
e History of atrial fibrillation prior to Day 0 or atrial fibrillation at baseline yes/no
* NTproBNP >1000 vs. <1000 ng/mL.

2. LV remodeling will be assessed by change from baselne in LVESY, LVEDV, and LVEF as
determined by 2-dunensional (2-D) echocardiography (echo-qualifying patients only).
Changes m overall LV systolic function will be assessed by change from baseline LVEF
both the echo-qualified and the RVG-qualified patients.

3. Exercise capacity will be assessed by change from baseline in distance covered dunng the 6-
munite walk test (6MWT).

4. Functional status will be assessed by change from baseline in NYHA functional class
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3.

Cardiac Biomarker status will be assessed by change from baseline i NTproBNP

6. Inflammahon omarker status will be assessed by change from baseline in hsCRP

1.

4.23

Qol. as assessed by change from baseline i the
* Mmnesota Living with Heart Failure (MLHF) total questionnaire score
¢  FuroQol S-dimensional Quality of Life (EQ-5D) questionname score.

Saflety Measures and Endpoints

The safety and tolerability of rexlemestrocel-L will be assessed throughout the stdy (according fo
the schedule provided in Table 1 and Table 2) by evaluating AEs, clinical laboratory test results,
vital signs measurements, concomitant medication and therapy usage, ECG, 24-hour Holter
monitonng (andomized patients across the US and ex-US who undergo the index cardiac
catheterization), and physical examination results. In addition, important cardiovascular safety
events will be reviewed from CEC-adjudicated data.

The safery vaniables and endpoints for this study are as follows:

occumence of AEs related to index cardhac cathetenizanion (wath or without iniracardiac
mapping and cell delivery) on Day 0 hospitalization through discharge for that
hospitalization (for patients who are randomized and undergo the index cardiac
cathetenzation)

occurrence of treatment-emergent AEs (TEAESs) throughout the study

climical laboratory tests (serum chemastry and hematology) results

unnalysis

vital signs measurements

ECG findings

telemetry findings

rhythm analysis by ICD device {or any implanted device capable of defibrillation)
interrogation, if apphcable

24-hour Holter monnonng (randomized patients across the US and ex-US)

physical examunation findings

review of mmportant cardiovascular safety events of mterest from CEC adjudicated data
which include: 1) non-cardiac deaths; 2) coronary artery revasculanization procedure;
3) pre-specified ventncular arthythane events that do not fulfill entenia for positively
adjudicated HF-MACE. 4) non-fatal CVA; and 5) non-fatal ML
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Blood samples for phamuacodynamse analyses of the biomarkers NT-proBNP and hsCRP wall be

4.24

collected at screeming and at Months 3, 6, and 12 {after screening. only from modomized patients
who undergo the index cardiac cathetenzation). Blood samples will be collected every 12 months

thereafter dunng long-term follow-up evalnations until stody conclusion

Blood samples for PGx analyses wall be collected from patients who provide miormed consent, are
randomized, and undergo the index cardiac cathetenzanon for possible use m future PGx analyses to
determune whether gene vanants found m some patients with chrome HF wall predict how those

patients will respond o therapy with rexlemesinocel -1

4.2.5 Immunogenicity Measures and Endpoints

The mummogemcity vanables and endpomts are as follows
s PRA (panel reactive antibodies)
s DSA (donor specilic anttbody) (if test for PRA 15 positive)

o anhbodies against bovine and munpe protems (e, BSA [bovine seram albumin] and MigG

|mouse mmunoglobuln Gj)

s collect and store blood samples for possible use m future PGx analyses m the assessment of
possible associalions between genetic polymorphisms and the response to rexlemestrocel-1
therapy m patienis with chrome HEF due to LY systobhe dysiunction of erither ischemac o

nop-1schemc enology who have recerved optimal medical revasculanzation therapy
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43 Sample Skze and Power Conslderations

The sample size 15 based on Monte-Carlo sumulations: 600 patients with an estimated total of at least
531 recurrent non-fatal decompensated HF evenis will provide approximately 93.5% power (with
91.4% for the low lumit of 95% C1 for the powers from all the simulations) at the 0.03 two-sided
(0,025 one-sided) sigmficance level to detect at least a 40% nsk reduction (hazard ratwo of 0.6) n
non-{atal decompensated HF events adjusted for TCEs. The simulations to deternune the sample
size were based on the following assumphions:
» overall recurrent event mate of 1.06 (based on the Phase 2 study data)
o median follow-up penod of af least 2 years (patients who were enrolled early in the study
and followed for recunrent non-fatal HF MACE through the end of the smdy would bave a
follow-up period substantially longer than 2 years unless they expenenced a TCE).

The assumption regarding TCE rate is based on data &mulhcmzsmy-mdmc
ESSENTIAL study which evaluated patients with entry criteria similar to the current study.' It was
assumed that the TCE rate would be between 25% and 31%: based on an approximate 2-vear median
follow-up (27% was used n the simulation for the sample size m the curent study). This sample
size of 600 patients also considers and mcludes the potential 4% patient drop-out rate dunng the
study.

4.3.1 Simulation Algorithm for Sample Size and Power Calculations

There were S00-1000 sumulated datasets for each sunulation nm, where a sumlaton mn was
defined by a unique combination of possible parmneters charactenzing the patient population:
sample saze, background recurrent and temunal event rates (r={1) and As(1)), censonng rate
(hcemoring). HR recurrent and HRemminat. vanance of the fralty () between recurrent events (0). the
strength of correlaton between recurment and termunal events (y). and maxmmm follow-up time
(lmax). Greater vanance of the frailty corresponds to stronger comelation between gap limes
{recurrent evenls), zero vanance corresponds to independent recurrent events. Om the other hand, a
large value of vanance 8 also specifies a large between-subjects vanathion with respect o event
recirrences and terminal events. The simulation process is descnibed as follows:
e  Siubjects were randomly assigned 1o a treatment group (active or placebo) based on a
Bemoull (0.5) distnbution.
o Calendar nmescale was used relanve 1o tune of dosing = Day 0; e g, an event that happened
on Day 20 happened on the 20th day after randomuzation.
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o A random censoring time was drawn for each subject (comesponding to lost-to-follow-up
time}), based only on the simmlation parameter homsonmg. 1.2, it was assumed that lost-to-
follow-up censoring 1s independent of recurrent events (non-mnformative). As these patients
had very advanced HF, very few of them were expected to withdraw consent or otherwise to
have been lost 1o follow-up.

s A random tune of the termunal event was drawn for each sulyect, based on the smulation
parameters Ao{l), HRimma, and @', where @ represents the randomly generated frailty and y
- any number (positive or negative); greater positive v represenis higher comelaiion between
recurrent and fermunal events.

s [f either the censormg or temunal event tune was greater than fee the subject was
considered censored al .

s A mndom gap tune was drawn for each subject. based on the simulation parameters rs(1),
HRswcure, and ©. The gap time was added to the previous event time (or 0 if no previous
event) 1o arrve al the tune of the current event.

= Generation of recurrent event tunes for a given subject continued unhil the tune of censonng.
end of study, or termunal event (whichever was sooner) was exceeded. If by chance a
recurrent even! time equaled the termunal event tune, the tune was “assigned”™ 10 the termmal
event and not the recument event.

Data from each simulation run were analyzed using PROC NLMIXED implementation of a
JFM. Parameter estimates, standard emrors (SEs), and significance levels were retained from
each sumulation nm.

¢  Mean parameter estimates (HRrscoment, HRsermmat, 6, 7) and mean SEs were calculated over all
s,

 An empmcal SE for each estimated parameter was calculated as the SE of the estunate over
all runs.

*  For HReeuent < 1.0, HRsmusmat < 1.0, separate power was calculated as the proportion of nms
for which the estimated HR significantly differed from 1.0 with significance level a=0.05.

The Joint Frailty Model is used on Simulated Datasets

Tune 1o termumal events, tune 1o censonng and gap tunes between recurment events will be randomly
generated using SAS fimction RAND with "WEIBULL" option. The density of the Weibull
distmbution 1s given by

fio)- e ()’

CONFIDENTIAL Page 43 of 139 Mesablast



Statintical Analyvsis Plan Venion 6.0
MEB-MPMC - CHEFM

for x = 0, with shape parmmeter a > 0 and scale parameter b > 0. Fora = 1, thus is the exponential
distnbution with rate parameter b > 0.

Parameters a and b will be defined as follows:

o Censonng: 0=1. b= 1/ heemmonng
¢ Recurrent event: a=1, b= 1/ ril)
o Temnmumnal event: a=1, b= 1/ A1)

Under the JFM assumption, and with log{HRmeares() = i1, log(HRserminai) = P, rt) and k(1) are
defined as follows:

rllt) = exp(Pa” Z)) ralt) ey

halt) = exp(Pa” Z) hal) o
Note only one covanate, Zi (treatment group), will be considered. The comelation between these
two processes is mitoduced by the shared frailty ex which can have a different impact on r, (t) and
Ji (1) due to the parameter y.

Two dafferent distmbutions for @ may be considered:
(a) Gamma( 1, )
(b) Normal{0, &)
For example, for o — Ganunai 1, 8), a modom fralty with the mean of 1 and vanance of 8 1s drawn
for the ith subject using the SAS statement
wi = RANGAM(seed, 1/60) * 0
Then, a random termimal event time 15 drawn using the SAS statement
fl, = RANDC'WEIBULL®, 1, 1/ 3)
where
bz s = expdPa¥ Z) wi? Rof1t)
Aalt) =( =Ini 1 - raterermina})'12 for time expressed m months
Tl Crerminag = baseline annual termunal event rate
Sunilasly, the jih gap time for a recurrent event for the ith subject 15 drawn using the SAS statement

;= RANIN"WEIBULL", 1, 1/bq 4)
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b = expiPaT Z) wi ralt)
Eol 1) ={ -ln{1 — ratevecurent )} 12 for time expressed m months
raterecurent = baseline anmual recurrent event rate

Through a tnal-and-emmor process, we will determune appropnate values for rate s based on
target levels of number of events per subject. For example, if the target is 1.2 events per subject per
year, setting ratevecures 10 1.2 will not necessarily yield the desired target due o the dependencies

. | by the frailti

Lastly, the censonng tume for the ith subject 1s drawn using the SAS statement

et = RAND{"WEIBULL", 1, l/c)

where

l'=1m

Il Ccemonng = Annual censonng rate = 0.05,
4.4 Randomization and Blinding

This is a double-blind study. Patients enrolled in the study will be randomly assigned in a 111 ratio
1o receive active treatment (1.¢., mtracardiae mappang and transendocardial delivery of
rexlemestrocel-L) or control (Le., a senpted sham cardiac mapping and cell delivery procedure
without rexlemestrocel-L). stratified by baseline NYHA Class (Functional Class [ versus
Functional Class III), geographic region (US versus ex-US) and presence of epicardial CAD
(1schemic versus nomschemic). mndonuzation will not be stratified by site. Patients wall be
randomly assigned 1o the reatment groups (approxumately 300 patients per group) by means of a
randomization list and treatment group will be assigned via mteractive response techmology (IRT).
The IRT will be used to track and monitor the enrollment of women as well as patients with baseline
NYHA Class Il versus Class Il functional status i the study. At least 200 of the patient
population i the study will be women.

Patient ennclument and replenishment will be performed such that by the end of the tnal, the atio of
enrolled patients with baseline NYHA Class [1I to baselme NYHA Class 11 wall be approximately
21 With this ratio, it is estimated that approximately 600 randomized patients will be needed 1o

CONFIDENTIAL Page 45 of 139 Mesoblast



Statisthcal Anabyvis Plan Verslon 6.0
MEB-MPMC - CHEFM

achieve a minimum of 531 recurrent non-fatal HF-MACE at the end of the nal. Based on current
enrollment projections, at the end of the inal it 1s estimated that there wall be ~200 baseline NYHA
Class I1 patients and ~400 baseline NYHA Class ITI patients who have undergone the Day 0 index
cardiac catheterization resulting in a baseline Class [II'Class [T ratio of 2:1. In order to achieve this
target, an enrollment cap of 200 baseline NYHA Class [1 patients will be mstinated. It 15
anticipated that any baseline NYHA Class 11 patients who are madvertently screened but not
randomized during the suspension of NYHA Class 11 enrollment wall be considered screen failures.
The enrollment process will be overseen by the nal’s treatment blinded Medical Monitor in
conpunction with curmment computer-generated randonnzation and mteractive response technology
(TRT) emrollinent methodologies.

Patients will be screened at recruiting HF study centers. Important: The timing of ndomazation
relative to Day 0 wall vary based on study dmg avalability and BDS availability. Gudelnes
tailored 1o each site wall be provided m order 1o mummze the ime between mndonuzation and Day
0 whale allowimng sufficient nme for operational logistics. Every attempt should be made to
maninaze the ime between randonuzation and Day 0. Nofte that any patients who are randomuzed
but DO NOT undergo the index cardiac cathetenzanon must be followed for determunation of vatal
status {alive or dead), AEs, potential primary and key secondary efficacy endpoint events, and ICD
witerrogation via telephone contact at all regularly scheduled study visit nmes (Table | and Table 2),
including clhime visit times, for the duration of the study. Simularly, any patients who are
randomized, DO undergo mdex cardiac catheterization procedure but discontinue the study after
Day 0 will be followed for determination of vital status (alive or dead), AEs, potential primary and
key secondary efficacy endpoint events, and ICD interrogation via telephone contact at all regularly
scheduled tme pomts for the duration of the sdy. Every attempt should also be made to obtam, at
a munumum, vital status from patients who withdraw consent to participate m the study after

Hospatalizanon for mdex cardiac cathetenzation {with or without intracardiac mapping and cell
delivery) will occur at a cell mjection center; the intervennional cardiologist performing the
cathetenzation procedure will be unblinded to treatment assigmument. Not all HF study centers will
be cell mjection centers and not all cell mjection centers will be HF study centers. However, il is
anticipated that the majority of cell injection centers will also be HF study centers. Screening and
follow-up evaluations will be performed at HF study sites by study personnel who will be blinded 10
study treatment for the duration of the study. The interventional cardiologist and the unblinded
team perfornung the study procedure (index cardiac cathetenzation with or without mtracardiac
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mapping and cell delivery) may participate in screening procedures but will not be mvolved in
follow-up evaluanions (follow-up evaluanons will be performed by blinded team members only).

During the screening period, all patients (rexlemestrocel-L and control) will undergo cardiac
unaging, which will consist, at a munmum, of a 2-D echocardiogram with Doppler. The use of
echocardiographic contrast for enhanced LV chamber imaging will be deternuned by the
investigator or designee. If echocardiographic imaging is of msufficient techmical quality for LV
volume and LV ejection fraction estimation, then a radionuclide ventriculogram (RVG) will be
perfonmed to assess LV ejection fraction as pan of the patient’s screenmg procedures for melusion
i the tral, All mndomized patients who DO NOT experience an inclusion/exclusion enlenon
wviolation affer randomization but before the scheduled mdex cardiac cathetenzathon will undergo
placement of a femoral sheath through which a pigiail catheter will be advanced retrograde 1o the
left venincle for performance of contrast ventnculography to assess regional wall moton and define
chamber anatomy.  All patients mndomly assigned to the rexlemestrocel-L group, who DO NOT
expenence an inlusion/exclusion cntenon violation after randomization, will undergo the
scheduled mdex cardiac cathetenzation in which the catheter 1s passed through the aortic valve and
will nndergo transendocardial admumistranon of rexlemestrocel-L using the NOGA® MyoStar™
catheter or CARTO®/MyoStar™ catheter, which use internal cardiac mapping to identify
myocardial locations for cell delivery (Appendix | and Appendix 3, respectively, of the protocol
(Appendix 16.1.1 of the CSR)).

All panients randomly assigned to the control group and who DO NOT expenence an
nclusion/‘exclusion crniterion violation after randomization but before the scheduled index cardiac
cathetenzabon will undergo a scnpted sham cardiac mapping and cell delivery procedure simulating
the full procedural requirements used for the actual treatment cohort transendocardial delivery of
rexlemestrocel-L to the myocardium (Appendix 2 of the protocol [Appendix 16.1.1 of the CSR]).
These patients will not undergo placement of the NogaStar® navigation catheter and the MyoStar™
catheter. The scnipted sham cardiac mapping and cell delivery procedure wall not include mternal
mapping but is designed 1o cormmespond to the operanonal steps that are used for intracardiac
transendocardial delivery of rexlemestrocel-L usimg the NOGA® Mapping System/MyoStar ™
catheter or the CARTO® Mapping System/MyoStar™ catheter. These patients will not receive
treatment with rexlemestrocel-L.. This approach to blinding of actual treatment in the cardiac

zation laborstory (which was used m the Phase 2 HF study with rexlemestrocel-L [Study
1 15 essential for a subsequent objective and unbiased assessment of sdy endpoimts.
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For all randomized patients who DO NOT expenence an inclision/'exclusion cnitenon violation
after randomnuzation but before the scheduled index cardiac cathetenzanon, admmmstration of study
treatment (transendocardial delivery of rexlemestrocel-L or scnipted sham cardiac mapping and cell
delivery procedure) will be performed at a cell injection center by an unblinded interventional
cardiology team not mvolved with review or assessment of subsequent study resulis.

Patients, as well as nog-interventional investigators and study site personnel at the HF siudy centers
who conduct screeming and follow-up evaluations after hospital discharge of patients from the cell
ijection center, will remam blinded to the study treatment provided at the cell impection center. It is
pemmissible for a physician tramed as an mterventional cardiologist to take on the role of the blinded
HF specialist for this study as long as the physician is adequately expenienced to perform this role.
In that scenano, another interventional cardiologast at the site must be identified as the (unblinded)
terventional cardiologist for this program. Once a physician has been designated as either the
blinded or unblinded cardiologist, he/she may not change lus'her blinded vs unblmded role within
the tmal.

An overview of the siudy personnel blindng 15 presented n Figure 2.
Figure 2: Study Personnel Blinding

Serrrnaieg Huspitalization: Day 0 Fuolllivs - 1 |} miceni s, | mag-term
i eimghe tremtmend sty bniery eatimn Falles ap
o Wiinced Peart Failure | & Unblinded Intervestiond | = Bbinded Heart Fashen | = Bindad Hewrt Faibare
Spocialisl, Lindlindad L anbiabogin al v e o v
Infers emticonal : o Cordise colbetor rabwn cenyier : m e : mm
arficloygisd, anid i I a ihverall imanagensesl of s (hverall mmagemeni of
Unblsied Tear | U e potient from hospuiad | e pratient e bospieal
invesiigalive shady : : dichangs from Dy 0 : deic barge from Day 0
conler i | Ewdyimeroostioniethe ) ehady intorvention ko the
® Consgni amd all I I suchy complethn 1 shby cowpletion
WIPTHINY iseesamenls | i i

NOTE: Unblmded iverventional cardiologist and the unblowded team nuay parscipate in screcning procedures bat wall
not be imvolved in follow-up evahmtions.

Because rexlemestrocel-L is given al a single time pount (Day 0) and there is no specific treatment
or agent that can reverse the effect of rexlemestrocel-L after admumstration, it 1s anhcipated that
there will be no need 1o unblind the treatment code 1o the Sponsor or 1o the HF study site persounel
mvolved m the follow-up evaluations of the patent. However, for a senous and unexpected AE
considered related to rexlemestrocel-L or study procedures, the unblinded team (CRO) will have
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access to unblind the study treatment (on a case-by-case basis) specifically for regulatory reporting
purposes.

4.5 Sequence of Planned Analyses
4.5.1 Interim Analyses
4.5.1.1 Interim Analysis #1

The details of interim statistical analysis #1 (1A 1) are provided in the IA] SAP (see Appendix 2).
The report on the pre-specified outcomes of the LA 1s provided in Appendix 3. It should be noted
that IA1 was completed prior to change m the primary endpoint definition and respective analytical
approach (FDA nunutes dated 22 June 2015). Respectively, the cumment prumary endpownt (recurrent
non-fatal HF MACE) was not analyzed or reviewed dunng 1AL

IA1 was to be performed by Statistics Collaborative, Inc. (SCT) after the first approximately
120 patients had undergone index cardiac cathetenzation and been followed for at least 6 mouths.
Randomized patents who 1) did not undergo mdex cardiac cathetenzation, or 2) underwent mdex
cardiac catheterization after the cutolT date for TA 1 were 1o be excluded from the analysis. The
cutofl date was defined as the date on which approximately the 120™ patient reached the 6-month
follow-up visit. 1A] did not include a formal safety or efficacy review by the Data Momtonng
Comumitiee (DMC) and was neither used to re-evaluate the number of required HF-MACE events
nor 1o stop the study early for success.

The objective of this administrative review was to determine whether predefined thresholds had
been met on the basis of analyses of 2-D echocardiographic-determined secondary endpoints for
non-climcal event measurement (i.¢., left ventncular ejection fraction [LVEF), end-systolic volume
[LVESV], and end-diastohic volume [LVEDV]), and the then-pnmary endpomt (HF-MACE). The
potennal actions were 1o lerminate or continue siudy financing. The outcomes were pre-specified
the manner consistent with the futility analysis.

The predefined thresholds for ITA] were as follows:

* Left ventricular echocardiographic endpolints: Absolute mean change from baseline at
Month & m LVEF 15 not at least 2.5% greater m the active group compared o the coutrol

group (L¢., mean absolute A m active anm — mean absolute A m sham amm < +2.5%)
OR
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Absolute mean change from baseline at Month 6 in LVESV and LVEDV is not at § mL
lower m the active group compared to the control group (ie., mean absolute A m active arm
~ mean absolute A in sham arm > -5 mL}),

s HF-MACE: The log-rank statistic for HF-MACE is less than the cntical value denved under
the Hwang, Shih, and DeCam beta-spending function (y=-2).

No formal open or closed report was prepared at this intenm analysis. SCI conducted the unblinded
IA] and commmumicated to the sponsor and Executive Steenng Committee {ESC) whether the
predefined thresholds are “met” or *not met’ for the measurement of interest and then-prumary
endpomts. This communication did not include any munenc results; rather, it consisted of two
binary responses: one corresponding to whether the threshold has been met for the left ventnicular
(LV) echocardiographic endpoints and the other for whether the threshold has been met for HF-
MACE. The DMC was not involved in the conduct of IA1 and was not responsible for conveying a
recommendation to the ESC based on its results.

e  The analysis of the LV echocardiographic endpoint included only patients who underwent
index, cardiac cathetenization on or before the LA] cutoff date and had baseline and Month 6

measurements. SCI provided the sponsor and ESC with a single “yes/no™ response as to
whether the LV threshold has been met on the basis of the three LV echocardiograpluc

endpoints (LVESV, LVEDV, and LVEF). A response of “ves” indicates an unfavorable
finding for rexlemestrocel-L relative 1o shaum patents.

* The HF-MACE analysis mecluded only events for the subset of panents who inderwent index
carchac cathetenization on or prior to the cutoff date for LA1. All events for such patents
were incorporated i the analysis, mcluding events which occurred after the first six months
of follow-up (1.¢.. no events were censored). Teva estumated that ronghly 20 1o 30 HF-
MACE events were to occur and were to be positively adjudicated at the time of LAl
Assuming observation of 314 events at the conclusion of the study, this would represent an
information fraction of roughly 6 to 10®: (ie.. 200314 10 307314).

With an information fraction of 7, the cntical value denived under the Hwang. Shih. and DeCam”*
beta spending function (y= -2) would be a z-score of -1.85 (with negative z-scores comesponding to
an mereased hazard rate in the rexlemestrocel-L group relative to sham patients). Hence, SCT would
report “yes” 10 the sponsor and ESC if the z-score is less than -1.85. As with the L'V threshold, a
response of “yes™ indicated an unfavorable finding for rexlemestrocel-L relative to sham panents.
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For a report of the outcomes, see Appendix 3.

The response YES (unfavorable ) was provided to ESC based on the results of L'V echocardiographic
endpotmnts.

The response NO (favorable) was provided to ESC based on the results of HF-MACE analysis.
It was decided that study would continue as planned.

IA] outcomes were pre-defined in a manner consistent with the futility analysis. Because the DMC
did not review the data of 1A ], and because stoppmg for supenonty and change in number of
events/patients were not planned outcomes of the review (i.e., no alpha spending was mvolved), no
adjustment of alpha level wall be required at the tune of final analysis.

4.5.1.2 Interim Analysis #2

Mesoblast conducted the Smdy MSB-MPC-CHF001 futility Interim Analysis #2 (1A2)
{ Appendix 4) based on the evaluation of recurrent non-fatal HF-MACE adjusted for TCEs
{Appendix 2). These are the same climical events that will be incorporated mito the mal's primary
endpownt at completion of the study. For LA2, the analysis data cut-off date was December 31, 2016.
All positively adjudicated recurrent non-fatal HF-MACE and all TCEs that occurred on or before
this date were included in IA2. The subjects with less than 3 months of follow-up were excluded
from LA2.

IA2 was performed using the JFM approach’ which is designed to avoid the introduction of bias due
o dependent censonng associated with mortality or other termumal chmcal events. Approximately
270 patients had been randonuzed, underwent Day 0 index cardiac cathetenizanon, and with a
munumum of 3-months follow-up data were mcluded m LA2. A total of 141 positively adjudicated
recrrent non-fatal HF-MACE were included in LA2, which represented 26.6% of the 331 recurment
non-fatal HF-MACE expected at the end-of-the-trial.  An independent unblinded statishician

the DMC and the trial's Executive Steering Committee of its findings relating to pre-defined hazard
ratio futility thresholds. The IA2 output did not include any analysis or data review for supenonty,
p-value deternunations, or any other early stopping of the tmal for success. Rather, the IA2 analysis
was a futility analysis with a pre-specified stopping rule threshold for recurrent non-fatal HF events
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calculated for rexlemestrocel-L vs the sham group using JFM. Intenm Analysis 2 has been
completed and siudy was contmuped.

The 1A2 is a futility analysls with a stopping rule threshold for recurrent non-fatal HF events at
HR =092 calculated for rexlemestrocel-L. therapy vs. the sham group using JFM. The specific
question that the independent statistician will address will be “Using the JFM analysis, Is the HR
<0.927" The response from the independent stanstician will be a YES, NO, “INDETERMINATE™
answer to the following sub-category questions:

» Usng the JFM analysis, 1s the HR for recuarent non-fatal HF events <092 for
rexlemestrocel-L therapy vs, the sham group for the aggregated NYHA Class 11 plus NYHA
class I11 patients?

o Using the JFM analysis, is the HR for recorrent non-fatal HF events <0.92 for
rexlemesirocel-L therapy vs. the sham group for the NYHA Class [ patients alone? Thas

analysis may not be feasible due to small munber of recurrent non-fatal HF-MACE and/or
TCEs.

o LUsing the JFM analysis, 1s the HR for recunrment non-fatal HF events <0.92 for
rexlemestrocel-L therapy vs. the sham group for the NYHA Class [11 patients alone? Ths
analysis may not be feasible due to small number of recurrent non-fatal HF-MACE and 'or
TCEs.

Throughout the IA2 process, Mesoblast remamned fully blinded 1o the quantitative resulis and was
mformed only if the sub-category HR could be calculated using JFM or not. The only answers that
Mesoblast received were whether the calculated HRs for each of the 3 sub-categones was below the
pre-defined HR futility boundary (i.e., independent statistician’s response was “YES™, “NO”,
“INDETERMINATE™).

Action planned.
If the response to ANY ONE OR MORE OF THE THREE SUB-CATEGORY QUESTIONS is that

the HR <0.92 then crossing the FUTILITY BOUNDARY WILL BE REJECTED as an outcome and
the STUDY WILL CONTINUE AS PLANNED.

The STUDY WILL BE STOPPED FOR FUTILITY ONLY IF ALL THREE SUB-CATEGORIES
HAVE A CALCULATED HR and EACH HR >~0.92.
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IF ANY OF THE THREE SUB-CATEGORIES DOES NOT HAVE A CALCULATED HR
due to msufficient number of recurrent noo-fatal HF-MACE and/or TCEs (1.e., JFM does not
converge and HR could not be calculated), THAT SUB-CATEGORY'™S ANALYSIS WILL BE
REPORTED AS “INDETERMINATE"™.

¢ [n the event that at least one of the three sub-category analyses is INDETERMINATE and
either or both of the other sub-category analyses pass futility then the conclusion will be that

the futihity boundary is rejected, and the study will continie as planned.

» In the event that af least one of the three sub-category analyses is INDETERMINATE and
neither of the other sub-category analyses pass futility, the smdy will continue as planned
and a subsequent futility analysis will be considered when more recurrent non-fatal HF-
MACE and TCEs and a longer duration of patient follow-up has been achieved.

Table 3 summanzes the possible outcomes of the futility analysis decision process

Table 3: Possible Outcomes of Fatility Analysis Decision Criteria: Answer to the Question: [s
the HR for Recurrent Non-Fatal HF Events <0927

Study Continuees

Study Continues

Study Continnes

Simdy Continaes

Study € ontinucs

Study Continues

YES N0 or Nol Calculated YES Study Continues

mmum-mummm

Not Able 1o Calculate - NGO NO Study Continges

il Mol Able to Caloulate N Stmdy Conlinne

ND NO Noi Able to Calculate Study Continnes

NO Nol Able to Calcalate Nol Able to Calculate Study € ontinues

Not Able to Calculate NO Not Able to Caleulate Study Continaes

Not Able 1o Calculate ot Able to Calcalate O Stndy Continae

Not Able to Calculate ot Able to Calcalate NO or Mol Calculated Study Continues

Amnuum-ﬂnmfmnrmi]
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Smce the study was not to be stopped for supenonty of rexlemestrocel-L to control and since the
number of recurrent non-fatal HF-MACE was not 1o be changed based on the LA2 resulis, a
significance level adjustment at the time of final analysis will not be performed.

4.5.2 Final Analyses and Reporting

All planned analyses wentified m this SAP will be performed when a pre-specified number of

patient has completed at least 6 months of follow-up assummng that he'she has not discontimed from
the trial and/or had a TCE.

Any exploratory analyses completed to support study analyses, which were not identified mn this
SAP. will be documented and reported m appendices to the CSR.

5. POPULATIONS /ANALYSIS SETS

=N | Intent to Treat Population

The intent-to-treat (ITT) population will include all patients randomly assigned to treatment (active
or sham). In this population, treatment will be based on the treatment to which patients were
randomly assigned regardless of which treatment they actually received.

5.2 Safety Population

All safety analyses will be produced for the salfety population as defined mn the protocol and may be
also produced for the subpopulations described below (Sections 5.3.1 and 5.3 2) as described in
Secton 9.1.

5.3 Safety Population as Defined by Protocel

The safety population as defined in the protocol will include all patients m the ITT population who
underwent the Day 0 index cardiac catheterization and in whom the interventional cardiologist was
able to advance the pigtail catheter actoss the aortic valve and nto the LV chamber. In this
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population, treatment (active or sham) will be based on the treatment patients actually received
regardiess of the treatment to wiach they were andomly assigned.

Note: Patients who were mondomized and not treated will be included in the ITT population but not
unchuded into the saffety population. Their safety data will be reported i separate patient listings.

As defined in Section 4.1, a patient is considered treated if he/she was randomized and underwent
the Day 0 index cardiac cathetenization and m whom the interventional cardiologist was able 1o
advance the pigta] catheter across the aoric valve and mto the LV chamber.

531 Subpopulation 1: Patients within Safety Population who had LVAD placement,
artificial heart or heart transplant

This population will include patients who had LV AD placement, artificial heart, or heart transplant.

3.2 Subpopulation 2: Patlents within Safety Population who did not have LVAD
placement, artificial heart or heart transplant

This population will include patients who did not have LVAD placement, artificial heart, or hear
transplant.

54 Full Amalysis Set (FAS)

The defimition of the full analysis set (FAS) 1s the same as that for the safety population as defined
in the protocol (Section 5.3). Therefore, safety analyses will be the same as the FAS. [In this
population, treatment (active or sham) will be based on the treatment patients actually recerved
regardless of the treatment to which they were randomly assigned.

b Echo-qualifving Patients

The echo-qualifying patients are those in FAS who have a baseline 2-D echocardiography
assessment and did not have baseline RVG (MUGA) performed. In thas population, reatment
(active or sham) will be based on the treatment patients actually received regardless of the treatment
to which they were mndomly assigned.
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5.6 RV G-qualifving Patients

Ihe RV G-gualifying patients are those i FAS who bave a baseline RVG (MUGA) assessment. In
thes populaton, treatment (active or sham) will be based on the treatment patents actually receved

regardiess of the treatment to wlich they were randomly assigned

58 Sub-group Analyvsis Sels

Subgroup analyses will be provided using the same analysis model as specified for the prmary

and'or key secondary efficacy endpoint. Here is the hst of potential subgroups

Bascline NYHA class (Functional Class Il versus Functional Class I11)

®  [render (male, female)

e Age (=63 <65)

o Age (=50, 50-<65, = 65)

o  Race (White vs. Black vs, Asian vs. Native Amencans vs. Other)

o  Ethmcity (depending on the outcome of a blinded data review)

s  Dreograpluc regron (LS versis ex-US)

o  Presence of ischemic versus non-ischemic carchomyopathy per the baseline CRF designation
& Baseline dmgnosis of diabetes mellins (yes; no)

o  Subjects with implanted defibnllator (1CD or CRT-D) vs. those with no mplanted
defibnllstor (no 1CD or CRT-D)

o  Subyects with any type of CRT (CRT. CRT-D or CRT pacemaker [CRT-P]) vs. subyects
without CRT, CRT-D, or CRT-P (no CRT, CRT-D, or CRT-P)

o LVESY < 100 mL vs. =100 mL
o LVEF = 30% vs. <310%

s  NT-proBNP < 1000 ng'mL vs. > 1000 ng/ml
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¢ hsCRP<2vs>2, <3wvs>3 <dmpl vs. >4 mg/l
o Concomutant Medicanons:  ACEI &'or ARB, YesNo
e Concomitant Medications: Angiotensin-Neprilysin Inhibitor, YesNo
e Conconuitant Medications: Aldosterone Antagomst, YesNo
o Conconutanl Medicanons: Beta Blocker, Yes™No
o  Concomitant Medications: Diuretics (Aldosterone Antagonists plus others), Yes/No
e Concomitant Medications: Digitahis, YesNo
o  Conconutant Medications: Statins, YesNo
¢ Concomitant Medications: Oral Anticoagulants, Yes/No
o  Concomitant Medications: Anti-Platelet Agents, YesNo
s Concomitant Medications: Hepann, Yes/No
¢ Concomitant Medications: Diabetes Medications, Yes/No
s Amal Fibnllation History or present at BL, Yes vs. No
e Time Since Diagnosis of HFTEF, <1 year vs. >1 to 5 years vs. >5 years
= Decompensaled HF Event 1-9 months prnior to screeming, Yes vs. No
Addinonal subgroup analyses may be performed using other baseline patient characteristics.

6. GENERAL ISSUES FOR DATA ANALYSIS

6.1 General

Descriptive statistics for continuons vanables include n. mean. standard deviation. standard emor of
the mean, median, miminnun, and maximum. 17 mferential statistics are computed, it will also

e lude least square mean and standard emror of the least square mean. Descriptive statistics for
categoncal vanables include patient counts and percentages.

Summanes of chmecally sigmificant abnormal values will include all post-baseline values (including
scheduled. unscheduled, and early termination visits).

The ‘Last Assessment” for an analysis 1s the last observed non-nussing post-baseline data.
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6.2 Specification of Baseline Values

Unless otherwise stated for the purpose of the efficacy or safety summanes, the baseline valoe 15
defined as the last non-missing assessment pnor to the Day 0 smdy mlervention.

For 6MWT, 2 tests are requured dunng screening separated by at least | calendar day. The
maxmmun value of the 2 ehigible 6MWTs (1e.. distance obtained from each test must be 450 meters)

6.3 Multiple Comparisons and Multiplicity
Starting m the latter part of 2017, only patients with NYHA Class I11 at baseline were enrolled m
this study. The motivation, detmls, and statistical approach to this population ennchment/adaptahon
are described in Appendix | 1o this SAP.

There 15 a single primary efficacy endpoint, therefore no respective alpha-level adjustment is
reqquired.

There 1s only one key secondary endpomt (Le., ime from Day 0-10-TCE), therefore no respective
alpha-level adjustment will be performed.

A fixed sequence step-down multipheity procedure wall be unplemented to test the secondary
endpoints (in the order specified i Section 4.2.2. 2 while controlling the overall Type I error rate at
5% (2-saded alpha of 0.05).

If the resultmg 2-sided p-value from the prnmary endpoint companson is less than the alpha level,
then the next companson of mterest (first secondary endpoint histed in Section 4.2.2.2) will be
mterpreted mferentially at the alpha level of 0.05 two-sided. This process continues through the
secondary endpoints listed in Section 4.2.2.2 until either all companisons of interest are interpreted
mferentially or until the pomnt at wiach the resulting 2-sided p-value for a companson of iterest 1s
greater than 0.05. After the point where p-value is greater than 0.05, no further compansons will be

6.4 Data Handling and Missing Data
641  Missing Data
Methods of data handling for efficacy endpoints will be described in Section 8 3. where applicable.
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6.4.2 Partial Dates

Adverse event start dates will be imputed for the purposes of determuming whether or not events are
treatment emergent. [f the month and year are available, then the Day will be estimated as the first
day (01) of the month. If only the year 1s available, then Month will be estimated as mid-vear (July)
and day will be estumated as previously defined, unless otherwise noted.  Adverse event end dates
will not be wputed.

Medication start and end dates will not be imputed but partial dates will be utilized 10 determune
whether medications taken during the course of the study are either pnor medications or
concomutant medications. In order to determune if a medication 1s considered to be a conconutant
medication a companson should be made between the medication end date and the treatment date.
If only the year is available, then compare the medication year to the treatment year. [If the
medication year is less than the treatment year, then it 1s not a concomitant medication. If the year
and month are available, then compare the medication yvear and month 1o the treatment year and
month. If the medication vear and the treatment vear are equal but the medication month is less than
the treatment month, then it 15 not considered a concomitant medicanon. Otherwise, partial dates
will be considered as a concomitani medication. Simalarly, m order to deternune if a medacation 15
considered 10 be a pnor medication, then a companson should be made between the medication stan
date and the treatment date. If only the year is available, then compare the medication year 1o the
treatment year. [If the medication vear is greater than the treatment vear, then it 1s not a pnor
medication. IT the year and month are available, then compare the medication year and month to the
treatment year and month. 1f the medication year and the treatment year are equal but the
medication month 1s greater than the treatment month, then it is not considered a prior medicaton.
Otherwise, partial dates will be considered as a prior medication.

Patient Listings will contain onginal dates as collected, not umputed.

The umputations for partial dates are only for calculation purpose. Onginal date vanables wall not
be mputed. Listmngs will list dates as collected.

6.5 Study Days and Visit Windows

For by-visit summanes, if there are multiple assessments at a post-baseline visit then the last non-
mussing assessment atl that visit will be used for the summary. This includes assessments at the
scheduled and unscheduled visits. For patients who withdraw from the study, data at the early
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termination visit will be excluded from the by-visit summanes but will be included in the endpount
SUTUIIATIES.
Day 0 Definition: Day 0 for all nme-to-event analyses is defined as follows:

» for patients who are randomized but DO NOT undergo the index cardiac cathetenzation as
the date of the disquahifying event (1.e., violahon of at least | inclusion/‘exclusion entenon),
which is the patient’s equivalent of his'her Day 0;

e for patienis who are randomized and DO undergo the index cardiac cathetenzation as the
date of the index cardiac cathetenzation;

o sindy days will be nnmbered relative to Day 0 (1e., ... -2,-1.0, 1, 2, ). For example, Day
1 will be the day after Day 0.

*  The by-visit analysis windows for thas study were constructed with a medians-based
approach around the protocol-specified visit. Data collection schedules vaned from one data
domam to the next, necessitatiing a distinet set of windows for each domam. Additional
detals are presented in Appendix 7.

Any adjudicated primary endpoint events (recurrent non-fatal HF-MACE) or key secondary event
(cardiac termunal event) occurring after randomization wall be included in the primary ITT analysis
even if the randomized patient did not undergo the index cardiac cathetenzation

6.6 Data After Terminal Cardiac Event

For all secondary efficacy variables other than time-to-event data, any measurements listed after
TCE should be considered as a missing data point for the summary tables but should still be present
m by-patient hstmgs. Missmg data handling for efficacy endpomits other than tune-to-event are
described m Section 8.3,

6.7 Vital Status Determination for Lost to Follow-Up Patients (Life Status Follow-Up)

Accelerated Enrollment Solutions (AES) was contracted by Mesoblast to assist m the determunation
of vital status (1Le., alive or dead) for study subjects who were randonized mto the Dream HF-1
study but who failed to retumn for thewr last study assessment visit and who were unresponsive to
multiple telephone outreaches and a certified maling. Those patients were categonzed as “Lost-To-
Follow Up” (i.e., L2FLI).

The L2FU specialists at AES emploved a secure web portal that was HIPAA, GDPR and US-EU
Privacy Shield comphant. This secure web portal was used by DREAM HF-1 study sites to upload
subject imnformation in order to mutiate and acilitate AES® search. Only specific users at the study
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sites hnd access 1o data related to thewr specific site. AES conducted a worldwide search of publicly
avatlable databases 1o determme if individual study sulyects had a documented death. The resulis of
AES’ Vital Status search were uploaded to the secure AES website by AES associated search
agency investigators. The results of the L2FU determination was then reviewed internally by AES
and only allowable information was passed on o the sites. These data were then mcorporated mto
the study subject’s clnical mal records.

6.8 Calculation of Duration of Follow-Up
Caleulation of the duration of patients” follow-up will be performed as follows:
1. For Pnmary Efficacy Endpoint and Key Secondary Endpoimnt: Duration of follow-up tume
is defined as time from Day 0 until first TCE or end-of-study.

2. For All-cause Deaths: Duration of follow-up time is defined as tume from Day 0 1o death of
any cause or end-of-life status follow-up.

7. STUDY POPULATION

11 General

The ITT population will be used for all study population sumumanies unless otherwise noted.
Summanes will be presented by treatment group (active or sham) and for all patients.

7.2 Patient Disposition

The number of pahents screened as well as the number of patients screened but not randomized
(screen fanlures with reason) will be summanzed in total.

Data from patients who are randomized (ITT), randomized but not treated, randomized and undergo
an mcomplete ndex cardiac cathetenzation, randomized and discontinne the study and 'or withdraw
consent, patients in the safety population (same as FAS), and patients in other sensativity analysis
sets; patients who complete the study, and patients who withdraw from the study will be
summarized using descriptive statistics. Data from patients who withdraw from the study will also
be summanzed by reason for withdrawal using descriptive statistics.

By-subject disposition listings will be provided for all patients m the ITT popualation, patients
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Two patients at Site {JJJj were randomized twice and assigned two different patients
ulentification numbers. Detatls regarding the handlng of these 2 patients are presented m
Appendix 5.

7.3 Demographics and Baseline Characteristics

Demographics mcluding age, age group (< 65, =65), moe as collected, mce group (white, black and
others meluding missing mace), ethmcity, gender, and geographic region (US or ex-US), dagnosis of
diabetes mellitus at baseline, ischemic versus non-ischemic cardiomyopathy per the baseline CRF
designation, weight, height, and BMI will be summanzed using descriptive statistics. The summary
will be presented for all analysis set/populations (ITT and safety populations, FAS, echo-qualifymg
paticats, o [ 1scline characteristics inchuding baseline
NYHA, substance usages (alcohol and tobacco), and current menopause status will be summanzed
using descriptive statistics.

Missing categones will be presented if necessary.

74 Cardiovascular History and Surgery

Carchovascular history data mcluding cardiomyopathy ehology (ischenuc or non-1schemic), past
ML, number of Mls, coronary artery bypass graft (CABG), percutaneous coronary mtervenhion
(PCI), discharge of subyect's implantable cardioverter defibnllator (1CD) withun 28 days of study
procedure, ventricular tachycardia, and ventricular fibnilation will be summanzed using descniptive
statishics.

Year(s) of each CABG procedure, year(s) of each mtervention, and vears of ventnicular fibrillation
event(s) will be hsted.

7.5 General Medical History

Patients with a general medical hustory assessment, patients with at least 1 abnormal finding, and
abnormal findngs for each category will be summanzed using descnptive statistics.

1.6 Prior Medications

All prior medications will be coded nsing the World Health Organization dictionary of medical
codes (WHO Drug Dictionary Version March 2013). The incidence of prior medicanons will be
summanzed using descniptive statistics by therapeutic class and prefemred term.  Patients are counted
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only once n each therapeutic class category, and only once in each preferred term category. Pnor
medications will inchude all medications iaken prior to the first day of study drug treatment.

1.7 Protocel Vielations

Patients with at least 1 protocol violation for each category will be summanzed using descnptive

7.8 Childbearing Potential

For female patients, mformation related to childbearmg potential, contraception, and menopause

will be collected during the screeming penod of the tnal. The data wall be listed.

8. EFFICACY ANALYSIS

8.1 General

Efficacy analvses will be based on the ITT populanion unless otherwise noted.  Summanes will be
presented by treatment group as randomuzed assigned unless otherwise specified. Day 0 for all
tume-to-event analvses s defined in Section 6.5,

For time-to-event analyses, time-to-event is defined as the interval in days from study Day 0 to the
date of event occurrence or date of last follow-up/contact, unless otherwise specified For a partial
date with missing day ouly, the first day of the month will be used for the purpose of calculation. If
month and/or yvear are mussing from a date, set the calculation to missing.

For event-based efficacy endpomits, the analyses will be based only on those events positively
adpdicated by CEC.

The distance covered by 6MWT recorded in feet will be converted to meters in analysis data.
Meters wall be calculated as feet/0 3048

8.2 Censoring Rules and Event Recording Conventions
8.1.1 Time-to-Recurrent Event Analysis

The censonng miles for nme-to-recurrent event analysis include the following:

s [f a pahent expenenced no HF-MACE (neither decompensated HF events nor successfully
RCD events) and no TCE while on study, the patient will be censored at the end of sindy
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date {censorng indicator = 0, even if patient died for non-cardiac or unknown reason or had
vital status of “dead™ at EOS).

If patient experienced no TCE, then in the last record for this patient, the censoring
indicator = 0

As vital status was determuned for all randomized patients, no patient was lost to follow-up.
If a patient expenenced one or more recurrent non-fatal HF-MACE, then the date of each
event will be recorded and for each event censorng indicator will be set to | (censonng
mdicator = 1)

If a patient expenenced a TCE. the censoring mdicator=2 and termmal event date will be
recorded.

Event Recording Conventions

If TCEs and recurrent non-fatal HF-MACE occur on the same day. only the TCE counts

If & terminal event occurs after 24 hours from heart failure hospitalization or outpatient
treatment, both a heart failure and terminal event will be considered 1o have occurred.
Resuscitated cardiac death events will be adjudicated if they occur on separate calendar days
and the CEC is able to determine the events as distinct episodes and not a continuation of
one another, such as contmuous climcal episodes that span over mudnight or cases of
meessant VT.

Furst TCE precludes the observation of further recurrent non-fatal HF-MACE and TCEs for
primary analysis purposcs.

Any non-cardiac death would be treated as a censoring event but not a TCE (censonng
mdicator = 0).

The patient who was randomized but was not dosed will not be censored until end-of-study
and will be followed for recurrent non-fatal HF-MACE and TCEs;

For heart falure hospitahization, the event wall be considered to start at the tune that the
patient armves and 15 checked m to etther the emergency room or the hospital. Outpatient
treatment events will be considered to have commenced at the tnne the pahent amves al the
facility where the treatment is given.

The 24-howur period dunng which a terminal event would preempt a heart failure event refers
to the minal continuous 24 hours following ammival m the hospital, emergency room or, m the
case of outpatient treatment, at the facility where the treatment was admumstered.

Elective admussions for either LVAD or ransplant will not be considered a hean failure
evenl.
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The censonng rules for tune-to-TCE analysis:

o Only first TCE will be accounted for in the prumary and key secondary analyses. For
example, il a patient had LVAD placement followed by heart transplant and then died, only
LVAD placement will be accounted for m the analysis. However. all positively adjudicated
TCEs will be accounted for i the sensitivity analysis

s  Occouwrence of a termunal event within the first 24-hour penod following a heart failure event
(either hospitalization or outpatient treatment as defined in the protocol) will be considered a
termunal event only. This siation 1s hikely to occur only for resuscitated SCD or death and
15 unlikely 1o occur for etther durable LVAD or cardiac transplantation.

o [fapatient expenenced no TCEs, this patient will be censored at the end of study (censonng
mdicator = 0)

o Ifa patient expenenced a TCE. censorng mdicator will be set 1o 2 at the tune of first TCE.

823 Event Recording for patients randomized but not treated

If patient was randomized but not treated AND had no events (neither recurment non-fatal
HF-MACE nor TCE nor any follow up mformation) after Day 0, the End of Study date is equal to
Day 0 date.

If patient was randomized but not treated AND at least one recurrent non-fatal HF-MACE or TCE
{or both) accurred after Day 0, the recording format for these events is identical 1o that for reated
patients.

8.3 Missing Data Handling for Efficacy Endpoints Other Than Time-to-Event

There are two sources of missingness:

e Missing due to TCE or non-cardiac death, or unknown death, including vital status of death
at the study end

- To handle this data appropriately and mimmize the bias associated with nussing
data we are proposing a specific way of data analysis: tnimmed means as a
primary, and median compansons as sepsitivity. The methodology is descnibed
m more detail in Appendix 6.
o Missing due to missed assessment
- Data mussing due to missed assessment will be imputed using multiple imputation
techniques, assuming the data is missing at random (MAR),
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- Multiple imputations procedure will be performed within each treatment group
based on the within-group distnbution of non-missing data. To account for
uncertamty around the true value, multiple (5) valoes will be estimated. These
values will then be used in the analysis al 6 months and 12 months as descnibed
mn Section 8.5.6 and then results will be combined. Number of mussmg values
can be summarized for LVESV, for example, using PROC MEANS with option
NMISS. The mussing data patterns will be examined using PROC MI with the
ODS option MISSPATTERN. Use NIMPUTE option for PROC M to specify
the number of tmputations (5 is usually sufficient). Then, for each unputation,
the specified analysis will be performed and the results will be combined using
PROC MIANALYZE.

8.3.1 Ambiguous/Missing Response in MLHF Questionnaire Data

The MLHF questionname companses 21 questions with responses of 0 1o 5; lugher scores indicate
poorer quality of life. Two dimension scores and a total score will be calculated for the analyses.
See Section 8.5.6.2 for more description.

If more than one response is selected for a question for a visit, then the ambiguous responses will be
treated as a missing value.

For purpose of calculating dimension scores and the total score, if more than 15% of questions
needed for a calculation are nussing, then the calculated score will be set 1o nussing. 1f <15% of
questions needed for a calculation are nussing, the score calculated based on non-missing responses
will be multiplied by (# of questions needed for the calculation) / (# of needed questions with non-
mussing responses), and rounded to one decumal.  For example, of total score caleulation (need

21 questions), if nissing response for 2 questions and summation of responses with non-nussing
response (from 19 questions) is 90, then the total score would be 90*(21/19) = 99.5,

8.3.2 EQ-5D Data

The EQ-5D questionnaire comprises questions for 5 dimensions with 5 level responses for each

question; see Section 8.5.6.3 and Appendix 6 of the protocol for more description { Appendix 16.1.1
of the CSR).

If more than one response to a question is entered for a same visit, then the ambiguous respounses
will be treated as nussing valoes.
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Health state (range from 100 to 0) will be collected. Missing response will not be umputed.

L2 Primary EfMficacy Variable and Analyses

8.4.1 Primary Efficacy Endpoint

The pnimary efficacy endpoint for this study is ime from Day 0-to-recurment non-fatal HF-MACE,
which consists of recurrent (multiple events per patient) non-fatal decompensated HF events or
successfully resuscitated cardiac death events. Day 0 is defined in Section 6.5, The pnmary
endpoint only considers non-fatal HF-MACE that occur prior 1o the first TCE. However, all
recurrent and TCEs following non-fatal TCEs (e.g.. LVAD implantation) will be collected and
adjudicated through end-ol-study or patient’s death for safety and sensitivaty efficacy analysis
purposes. Termunal cardiac events (defined as a composite of cardhac death, LVAD placement,
heart transplant, or artificial heart inplantation) are not a direct component of the primary efficacy
endpomt. Rather, they will be analyzed jomtly with recurrent non-fatal HF-MACE withan the JFM
analysis. Adjudication of non-fatal HF-MACE and TCEs will be performed by an independent,
blinded CEC {See CEC Manual of Operations).

Resuscitated cardiac death wall be adjudicated when a panent expenences sudden death or cardiac
arrest and 15 successfully resuscitated by cardhoversion. defibnllation, or cardiopulmonary
resuscitation with a meanmgful recovery of consciousness. Patients who have loss of consciousness
and recerved a successful appropnate shock from any type of implanted cardiac defibnllator (ICD or
CRT-D) with meanmgful recovery will also meet these cniteria. This defimition excludes known
transient losses of conscrousness such as sevrure or vasovagal episodes that do not reflect significam
cardhac dysfunction.  These events wall be considered recurrent (non-termumal) events for the
purpose of the pnmary eflicacy analysis and wall be considered TCEs i sensativity analyses.

The primary efficacy analysis will be based on ITT population. As a supportive sensitivity analysis,
the primary efficacy analysis will also be performed based on the FAS (see Section 5.4 for
definition of FAS). The details of various seusitivity analyses of the primary efficacy endpoint are
described in Section 8 4.6, All sensitivity analyses will use methods sunlar fo that desenibed for the
primary analysis, unless otherwise stated.

R4.2 Statistical Model Background and Rationale

Several aspects of the NYHA class 111 HF patent population with advanced HF may complicate the
determmnation of the treatment effect on disease-related events. This patient population 1s

charactenzed by frequent HF -related hospitahizahions, lugh mortality and contnued worsenng of the
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disease, often leading to surgical nterventions such as LVAD implantation, artificial hean, and/'or
heart transplant. Patients who experienced non-fatal HF-MACE may be at an increased nsk of
having additional non-fatal HF-MACE or a TCE. Therefore, recurrent non-fatal HF-MACE and a
TCE (LVAD implant, heart transplant, artificial heart, or cardiac death) within a patient may not be
mdependent. As such, the nisks of recurrent non-fatal HF-MACE and TCEs are hikely to be
comelated and may need to be jomntly estumated 1o avoid any substantial bias. Other challenges
nclude the possibility that the impact of a treatment on the nsk of recurrent non-fatal HF-MACE
may be different than on the risk of a TCE. In addinion, modom between-patient vanations
{unobserved covanates) may unpact treatment outcomes.

The evaluation of therapy on reducing both recurmrent non-fatal HF-MACE and TCEs i1s important;
however, the unbiased assessment of the impact of therapy on recurrent non-fatal HF-MACE can be
confounded by the competing nsk of TCEs and the differential follow-up times between treatment
groups. To address these challenges. the JFM. a semu-parametnc analysis that accounts for
recurrent cluncal events, unequal follow-up tunes between treatment groups and temunal events as a
competing nsk, will be used for the study primary analysis. The JFM provides a quantified measure
of companson between treatinent groups (hazard rato), taking into acoount the nsk of recument
clinical events confounded by the competing nsk of TCEs.

Specifically, thus model (Rogers et al 2016, Zsebo et al, 2014)**:

Takes mito account the differences in follow-up tnmes due 10 TCEs and thewr unpact on
recirrent non-fatal HF-MACE rates: when TCEs occur relatrvely early. the follow-up time 15
shorter thereby reducing the potential for recurrent non-fatal HF-MACE.

Accounts for the impact of random between-subject differences on the nsk of both TCEs and
reciorent non-fatal HF-MACE.

Takes imto account and quantifies the substantially increased nsk of a TCE (death, heart
transplant, artificial heart implantation, LVAD implantation) due 1o recurrent non-fatal HF-
MACE related hospitalizations.

Takes mto account a possibility of a differential treatment ¢ffect for recurment non-fatal HF -
MACE related hospitalizations and TCEs; nisks of recurrent non-fatal HF-MACE and TCEs
are jointly estimated preventing possible bias due to independent analyses of related
PIOCESSES.

Accounts for recurtent events correlanon within patient.  For example, after decompensated

HF hospitalization occurs, re-admission due 1o decompensated HF becomes more likely.
The impact of a patient with multiple recurrent events is nol proportional to the pumber of
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events. For example, a patient with 10 events does not have 5 tumes more impact on the
analysis outcome vs. patient with 2 events,

Following the model of Liu, et al., 2004, the joint model for the hazard functions for recurrent
events and terminal events is shown below (as specified m Rondeau et al , 2010%).

ri(tlw;) = w;rp(t) exp (131’ zf“]') = wyr;(t)
{ Atlo) = wf 2 Dexp(BZ (D) = 0 A0

1 — Recwrrent events hazand fumction for /-th patient conditiomned on patient-specific rusdom frailty oy {gamema-
distribasted with the mean of 1 and vanance theta; fradlty is shared betwoen recurment and scrmunal events models).
Ay — Termipal events harard function for Mt patiend conditioned on patient-specific random frailfy o,

By - Covanate coefficients (F;=treatment groap, ¢6c. ) for recurrent and terminal events, respectively.

ity — Rndom effects (frmlties dewenbing random between-subgect differences ) are mdependent and have pamma-
dhstribution with the nsean of | and vanance of theta (#)

a — In the JFM when o < 0, higher frailty will result i a ligher msk of recurrence s lower sk of & termumal cvent;
@ =0 means it the recurrent event process s nod imformative for lermemal event rate, w0 recument and lermnal event
rates are ol sssociated and can be snalyred separately. When a =1 the impact of fraalty i identical on recarment and
termunal event rates. When a >0, the recurrent event rafe arid the ternunal event rate are posatively sssocusted. hogler
frailty will result in greater risk of recumence and higher nisk of & tenminal event *

In the fralty models the fralty tenms are ofien assumed 1o follow a gamma disinbution, mamly for
mathematical convemence: an analytical solution for the mtegrals m the hkelibood fimction
becomes possible. When a log-normal distnbution is used, the analytical solution is not possible
and numencal mtegrahons need to be performed.

Due 1o these properties, ganuma is thought to be an appropnate dismbution to model frailties
(reflecting random differences between patients caused by unobserved covanates) m the JFM used
to describe the nisk of recurrent events i presence of terminal events '’
The gamnia distnbution function is defined as
1
(K B) =—
f(x; k,8) oE TR

This distnbution has the mean=k*® and vanance = k*(8**2). As in the JFM the mean is equal to 1,
it follows that the vanance = 8.*

x
2 1¢ T forx = 0and k,0 >0
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Implementation of the Joint Frailty Model

Each smmulated data set wall be analyzed using the SAS procedure NLMIXED.

Ten quantiles 01 ... r10 of recurrent event times and 5 quantiles ho1.... h03 of terminal event times

are used m the parameter estimation process. The baseline hazards for recurrent and tenminal

events, cum_haz recur and cum_haz term, respectively, are estimated as hnear combmations of the
. |

As the RANDOM option in NLMIXED allows only a normal distribution to be specified, we are
following the approach (and code) descnibed by Liu et al to model data with ganuna-distnibuted
fralty.’

The likelihood functions for recurrent and termunal events are modeled as:
loghk _recurrent=-exp{betal*Z + w) * cum_haz_recur,
loghk termunal =-exp(betal*7 + ganuna®*w) * cum_haz term;

The final combnation of all possible events (terminal, lost 1o follow up and recurrent event) is as
follows:
if event=1 then loglik= betal*Z + w + log(base haz recur) ;
*log likelibood for recurrent event */
il event=2 then loglik=beta2*Z + gamma®*w + log{base haz term) + loghk recwment +
loglik_terminal,
*log likelihood for terminal event */
if event=0 then loglik=loglik_recurrent + loglik_terminal;
*log likelihood for censonng */

For the tume of an event (recurrent, terminal, or censor) the general model 1s used:
model StopTime ~ general{loglhk);

Initial values of parameters 101,110, betal and theta are estumated by the model for recurrent
events only (fitted wath PROC NLMIXED). lmtal values of parameters h01.h05 and betal are
estimated by the model for terminal events only (fitted with PROC NLMIXED or the SAS

procedure PHREG).

NLMIXED options include “QPOINTS=10" and “METHOD=GAUSS" (the SAS default method).
The QPOINTS option specifies the number of quadrature pomts o be used dunng evaluation of
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wtegrals. For METHOD=GAUSS, gpomts equals the munber of pounts used m each dimension of
the random effects, resulting in a total of qpomnts’ pomts, where r 1s the number of dimensions.

843 Analysis of Primary Efficacy Endpoint
The pnmary endpowmt of ime-to-recurrent non-fatal HF-MACE adjusted for TCEs (cardiac death,

LVAD placement, heart transplant, or artificial beart implantation) will be analyzed using the JFM'
with treatment as the mamn effect.

The key sensitivity analysis will be performed for baseline NYHA Class [11 only patients
{Appendix 1). The siatistical methodology for this sensitivity analysis will be exactly the same as
for the prumary analysis.

Consistent with the stratification factors used for randomization (analyze as randomized approach).
adjustment for baseline NYHA Class (Functional Class 1T versus Class I11), geographic region (US
versus ex-US), and presence of ischemic versus non-ischemic etiology of cardiomyopathy per
baseline CRF designation as covanates i the model may be utilized for sensitivity analysis
purposes. Addinonally, LVESV (<100 ml vs_>100ml) will be used as a covanate. The JFM
provades two related quantified measures of companson between treatment groups (two hazard
ratios, one for recurrent non-fatal HF-MACE and one for TCEs, respectively) taking into account
the nsk of recurrent climcal events confounded by the competing nsk of TCEs as well as mdnvidual
patients” frailties. Other subgroup analyses may be performed and covanates tested. Potennial
covanates'subgroups are histed i Section 5.8,

The treatment effect estimate [hazard ratio (active versus control) for recurrent non-fatal HF-
MACE], its 95% confidence mterval, and p-value will be calculated using the JFM.

Censonng mdicator mles for recurrent non-fatal HF-MACE or TCEs are described i Section 82.1.
Only the first TCE 1s accounted for in the JFM; for example, if a patient had an LVAD unplanted
followed by a heart transplant or an artificial heart implantation during the smdy, only the LVAD
procedure will be considered a TCE for the purpose of the prumary analysis. Patients lost to follow-
up before expenencing any non-fatal HF-MACE will be censored at the tume of last

assessment conlact,

For all recurrent non-fatal HF-MACE, iclusion m the prmary endpomt analysis begms at Study
Day 0 {as defined in Section 6.5).
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The null hypothesis s defined as no difference between active treatment and placebo i nsk of
recurrent non-fatal HF-MACE, HR=1. The altemative hypothesis 1s that there 1s such a difference,
HR #1. The null hypothesis Ho will be rejected at the final analysis if 2-sided p-value obtained at
the final analysis is less than the pre-specified two-sided of 0.05.

844 Recurrent Event Mean Cumulative Rate (MCR) Plat

To graphically illustrate the primary endpoint analysis. the mean cumulative rate (MCR) for
reciurent non-fatal HF-MACE including decompensated HF events (hospitalizations and urgent care
HF visits) and successfully RCD over time. adjusted for TCEs, will be estimated and plotted by
treatment group, i.¢., rexlemestrocel-L and control. The following algorithm will be used.

1* Step - Order all event time points: Order all recurrent and termunal time points from smallest
to largest. If a recurrence time for a subject is the same as its tenminal event tune, recument event 15
not counted

1™ Step - Calculate the Number: The number, ri, of patients without terminal events and not lost
to follow-up after tme (1) ~ (une m days) will be calculated, as follows:
N = Ty if t; 15 a recummrence tume
rp = rj_y = 11ft; s a termunal event tune
N is the total number of subjects and r;, = N at baseline

3rd Step - Calculate MCR Estimate, M " (£ ): For each recurrence time ;. calculate the mean
cumulative function estimate as follows:

1
M) = =4 M(ti-y)

where:
: 1
M) = 3
at the earliest observed recurrence tume [
Example:

The followmng table (Table 4) gives the recurrent non-fatal HF-MACE and TCE tume for each
subject, where the + sign indicates a termumal event.
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Table 4: Sample Data (Table #1)

[

5,10, 15 17+

1

2 & 13, 17, 19+
3 12, 20, 25, 26+
4 13, 15, 24+
5 16, 22, 25, 28+

The MCR estumate is obtaned as follows (F indicates recurrent event, S mddicates termunal event)
{Table 5):

Table 5: Sample Data (Table #2)

ﬂ'.ll.'l . ﬂ.

1 F s
F | ] F | 020 0.0 + 0,20 = (.40
1 10 F 5 | 020 | 040+020=060
3 12 F ;| 020 0G0 + 020 = (.80
2 13 F 3 020 OLED = 020 = |00
4 13 F 3 | 020 | 100+020=120
1 13 F T | 020 | 120+020=1.40
4 15 F 5 020 140+ 020 =] &0
[ 16 F 1 | 020 | 160+020= 180
2 17 F T | o0 180+ 0.20=20
1 17 5 4
2 19 5 3
3 20 F 3 033 200+033=133
5 22 F 3 | 033 | 233+033=266
4 2 5 2
3 25 F 2 | 050 | 266+0%=316
5 25 F 2 050 116+ 0% =166
3 26 5 ]
] 28 3 o

845 Sub-group Analysis of Primary Endpoint

Subgroup analyses for the following vanables will be performed for prunary endpoint i the manner
analogous to the primary analysis - see Section 5.8 for the list of potential subgroups:

The analyses will be based on ITT population and may be repeated on FAS population.

CONFIDENTIAL Page T3 of 139 Mesoblast



Statisthcal Anabyvis Plan Verslon 6.0
MEB-MPMC - CHEFM

8.4.6 Sensitivity Analyses of Primary Endpoint

85

8.5.1

- The sensativity analysis will be performed on ITT population with Day 0 defined as a
randomization date.

. For sensitivaty analyses purposes, patients will be followed after LVAD mplantation,

artificial heart, or heart transplant until either death or the End-of-Studyv.  All non-fatal HF-
MACE, LVAD unplantations, heart transplants_ artificial heart placements, and deaths {from
any cause) will be collected and admdicated by a blinded independent climical endpoints
committee. Any LVAD placement, heart transplant, and artificial heart implantation will be
treated as recurrent non-fatal HF-MACE; only cardiac death will be treated as a TCE. All
adjndicated climical events including those occumng between the tune of LVAD
unplantation or heart transplant and death or End-of-Study, will be mcluded n the analysis.
Subjects alive at the End-of-Study will be censored; subjects lost 1o follow-up will be
censored at the tnme of last contact.

. Patients who were randonuzed but not treated will be excluded from the dataset and the

primary analysis will be repeated.

. The sensitivity analysis of the prumary efficacy endpomt with successfully RCD defined as

one of the terminal events will be performed.

Secondary EMMicacy Variables and Analyses
khey Secondary Efficacy Endpoint

Time-to-first TCE will be evaluated as the only key secondary efficacy endpoint 1o assure that any
improvement i recurrent non-fatal HF-MACE 5 not associated with the worsening in time-to-first
TCE for the Cell Therapy vs. Control (Sham) group.

The analysis of the key secondary endpoint relating to TCEs will be conducted as follows:

Time-to-first TCE (cardiac death, LVAD placement, heart transplant, or artificial heart
umplantation), whichever occurs first.

A non-infenionty analysis will be perfonmed 1o test if rexlemestrocel-L is non-infenior to control (see
details in Section 8.5.3). The hazard ratio and associated 95% Wald Confidence Interval will be
presented in a box-and-whisker plot,
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8.5.2 Secondary Endpoints
To protect the tvpe 1 emor rate, the secondary endpoints listed in this section will be tested vsing the
hierarchical approach descnbed in Section 6.3. All vanables are listed in Section 4222

853 Analyses of key Secondary Efficacy Endpoint
8.5.3.1 Main Analysks for Key Secondary EfMicacy Endpoint
The key secondary efficacy analyses wall be performed on the ITT and FAS populations.

The tume from Day O-to-first TCE analysis will be performed using the proportional hazards model
to compare treatment groups. Hazard ratios and the associated 95% Wald Confidence Intervals wall
be calculated using sham control as the reference group.

The Kaplan-Meter curves by treatment group will be generated. The patients with TCE wall have
censoring indicator set to cnsr=2; the patients without TCEs will be censored at the end of stdy
{censoring ndicator=0). Hazard ratios and the associated 95% Wald confidence Intervals wall be
presented for each subgroup identified in section 3 using a forest plot,

8.5.3.2 Sensitivity Analvses for Key Secondary Efficacy Endpoint

baseline ESV as covanates. Covaniate by treatment mteractions will be explored. Another
sensitvity analysis using Cox proportional hazards regression model with treatment as the main
efTect adjusting for NYHA Class (Functional Class I versus Class I1T), geographic regaon (US
versus ex-US), and ischemic versus non-ischemic cardiomyopathy etiology per baselme CRF
designation as covanates in the model will also be performed.

A non-mfenonty analysis wall be performed to test of rexlemestrocel-L 1s non-mifenor to control.
The planning of TCE non-inferionty analysis in the DREAM-HF climical program is based on the
enoxiumone climical program. which was reviewed and approved by FDA Cardio-Renal division, as
indicated in Lowes et al, 2005° and Metra et al, 2009 In the enoximone clinical program, the
primary endpomt analysis (lume to all-cause death or CV hospitalization). interim mortality analysis,
and final moriality analysis were based on the pooled data from two Phase 111 chinical tnals. The
mortality non-infenornty analysis was designed to ensure that the non-inferionty test can rule out a
30% mcrease in mortality risk with enoximone (hazard ratio of 1.30) with 90% power when the true
reduction in nisk with enoximone 15 10% (hazard mtio of 0.90).
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In the DREAM-HF climcal tmials, the key secondary endpomt 15 defined as tune from Day 0-to-first
TCE (cardiac death, LVAD placement, heart transplant, or artificial beart). Under the assumptions
of proportional hazard and true hazard ratio of 0.916 (active treatment to sham procedure, 8 4% sk
reduction), a non-inferiority analysis is designed to show that an active treatment is non-infenior 1o
the sham procedure within a non-infenonty margin defined as HR of active to sham of 1.3. In other
words, the nisk of TCE (hazard ratio upper confidence limt calculated using proportional hazards
model) on active treatment cannot exceed that risk in the sham treatment group by more than 30%s;
at least 971 subjects i both Phase [11 studies combined (of which at least 485 are in the active
treatment group and 485 are m the sham procedure group, both studies combined) and at least 256
TCEs are required to achieve 80%: power al a 0,025 one-sided sigmficance level. The required
numbers of events and patents needed are extremely sensitive to the assumphions of true hazard
ratio: increase in true hazard ratio from 0.916 to 0.94 (increase of 2.6%) would require 299 TCEs
(increase of 16.8%) generated by 1132 patients total.

To aclieve 90% power for non-mfenonty, 650 patients per group and 343 events would be requared
under the same set of assumptions. Assunung 18 months of mean follow-up. it 15 expected that
about 179 TCEs will occur in each of the rwo, Phase 11 stadies, based on the NYHA Class 111
patient ennichment adaptation strategy, as descnbed in the Adaptation Position Paper (see
Appendix 1).

8.53.3  Additional Sensitivity Analysis for Key Secondary Efficacy Endpoint

Ome additional sensitivity analysis will also be performed consistent with Protocol Amendment 7
and the enrichment for NYHA Class [1I patients (see Appendix 1). This analysis will be conducted
utilizing the mverse nomal combination function as descnbed in Lechmacher and Wassmer. Since
this methodology has not been simdied for JFM, we'll apply this analysis to the key secondary
endpoint, i.e., nme-to-first TCE. The log rank test will be applied separately 1o the TCE that
occurred for patients before and after the adaptation implementation, and respective p-values will be
combimed using mverse normal combmation function. The respective weights m the mverse nonmal
combination function will be fixed and calculated based on the proportion of TCE that occurred for
pahients enrolled prior to and after the adaptation implementation. The adaptation unplementation
date was planned for the latter part of 2017 and occurred on 11 November 11 2017, Four hundred
forty-five patients were randomized before 11 November 11 2017, and 120 patients were
randomized on or afler that date. Oune hundred tharty-cight patients randomnuzed before

11 November 2017 had at least one TCE, and 19 patients randonuzed oo or after 11 November 2017
had at least one TCE.
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854 Analyses of Secondary Efficacy Endpoints
All secondary efficacy endpomnts are analyzed vsing the I'TT Population and FAS population.

8.54.1 Analysis of Time-to-Nonfatal Decompensated HF Events Associated with Hospital
Admission or Urgent Care Outpatient Visit Beginning on Day 1 (Recurrent Events

Analysis)
Muluple hospatal admissions or urgent care visits for non-fatal decompensated HF beginning on
Day 1 are considered as recurrent events. The index hospualization will be excluded from this
analysis. This analysis wall be performed using the JFM in a manner analogous with the methods
described in Section 8.4.3, with the hospital admissions or urgent care HF visits considered
recurrent events; the TCEs are defined identically to that in the primary analysis.

8.54.2 Analysis of Time-to-First HF Major Adverse Cardiac Event (HF-MACE) Deflined
as a Compaosite of Non-Fatal Decompensated HF Events Assoclated with Hospital
Admission or Urgent Care Outpaticnt Visit Beginning on Day 1 or Successfully
ROCD Events ( Time-to First Event Analvsis)

Time-to-first major cardiac event will be analyzed using a Cox proportional hazards regression
model with treatment as the man effect. Adyjustment for baseline NYHA Class (Functional Class 11
versus Class IIT), geographic region (US versus ex US), ischemic versus non-ischemic etiology of
cardwomyopathy per baselme CRF designation wall be performed using these covanates m the
model. The tme to-event will be presented graphically by Kaplan-Meter curves stratified by
treatment group. For patients with no major cardiac event, their nme-to-event will be censored
{ensr=0) at their last follow up date. For patients with major cardiac evenis the censonng idicator
will be set to | at the time of first event. Hazard ratios and the associated 95% Wald Confidence
Intervals will be presented for each subgroup identified in Section 5 using a forest plot.

B8543 Analysis of Time-to-First HF Major Adverse Cardiac Event (HF-MACE) Defined
as a Composite of Non-Fatal Decompensated HF Events Associated with Hospital
Admission or Urgent Care Outpatient Visit Beginning on Day 1 or Successfully
RCD Events or TCE (Time-to First Event Analyvsis)

The time from Day 0-to-first event analysis will be performed as described in Section 8542

The data will be analyzed using a Cox proportional hazard regression model with treatment as the
main effect adjusting for baseline NYHA Class (Functional Class 11 versus Class III), geographic
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region (US versus ex-US), presence of ischemic versus non-ischemic enology for candomyopathy
per baselme CRF designahion as covanates in the model. The tune to cardhac survival wall be
presented graphically by Kaplan-Merer (KM) curves siratified by treatinent group. The median time
to cardiac survival and its 95% confidence mitervals will be estimated. Hazard ratios and the

associated 95% Wald Confidence Intervals will be presenied for each subgroup wdentified in
Section 5 using a forest plot.

8544  Analysis of Time to Successfully Resuscitated Cardiac Death Events (Recurrent
Event Analysis)

This tume to recurrent events analysis will be performed using the JFM similar to the prumary
endpomt analysis, with recurrent events defined as successful RCD events only. The termunal
events will be defined as in the primary endpoint analysis.

B.54.5  Analysis of Overall Survival (Time-to- All-Cause Death) (Time-to-First Event
Analysis)

Thas 15 a ume-to-forst event analysis with the event defined as death from any canse. Overall
survival will be analyzed m the manner analogous o the analysis descnibed m Section 8.5.4.4
Death from any cause will be considered as an event (censr=2). For patients who are alive at the
time of analysis, their tume to event will be censored at the date of their last follow-up'contact
{emsr=0).

R.55 Oiber Secondary EMicacy Endpoinis
Vanables are descnbed mn Section 4.2.2.3

8.5.6 Analysis of Other Secondary Efficacy Endpoints

All continuous other secondary vanables (LVESY, LVEDY, LVEF, 6MWT, MLHF, EQ-5D as well
= [ )« Months 3, 6, and 12 and every 6 months thereafier unnl

study conclusion will be analyzed usme trmmved means h as a prumary mam approach
netidotoey oo [ - v o detis

Multiple unputation procedure will be used as desenbed m Section 8.3

Data collected after Month 60 will be summarized descriptively only. Baseline is defined as the
data value obtained at screening.
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8.56.1  Analysis of NYHA Functional Class

Patients with baseline NYHA functional Class I1 or 111 are eligible to the study (however, after
adaptation is implemented, only baseline NYHA Class IT1 patients will be eligible 1o be enrolled, as
described in the Appendix 1). Post-baseline NYHA functional class will be recorded at levels of I,
L, 11, or IV if applicable.

Change from baseline will be calegonzed as an ordmal vanable as follows:

1. mproved by 2 classes (from Class [11 st baselme to Class [ post-baseline)

2. improved by 1 class (from Class 111 at baseline to Class Il post-baseline or Class [1 st
basehine to Class | post-baseline)

3. nochange

4. worsened by 1 class (from Class [ at baselne to Class 11l post-baseline or Class [11 at
baseline to Class IV posi-baseline)

5. worsened by 2 classes (from Class [1 at baselne to Class IV post-baselne).

6. worsened to TCE (when patient expenenced a TCE at or prior to a given tume point).

The change from baseline to each visit (at Months 3, 6, 12, 18, 24 and 36) in above category will be
evaluaied using Cochran-Mantel-Haenszel (CMH) test for row mean score dafference, after
controlling for baseline NYHA. The data m the onginal functional class scale will also be presented
at each visit.

8.5.6.2 Analvsis of MLHF Questionnaire

The MLHF questionnaire comprises 21 questions that assess the umpact of heart failure on a
patient’s ability to live as desired. Each of the 21 questions 1s answered using a 6-pomt Likert scale,
with responses of 0 (no unpament) 1o 5 (very muuch unpamment). Higher scores indicate poorer
quality of life. A more detailed description can be found in Appendix 6 of the protocol

{Appendix 16.1.1 of the CSR).

The followmg scores wall be calculated as suggested m MLHF user manual-

e Total Score = summation of scores from 21 questions, range: 0 - 105

* Physical Diumension Score = sunmmation of scores from questions #2 - #7, #12, and #13 (8
questions), range: 0 - 40

¢ Emotional Dimension Score = Summation of scores from queshions #17 - #21 (5 questions),
range: 0 - 25.
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Baselime dimension or total scores will be calculated from responses obtained at screeming. Change
from baseline m the total, physical dimension, and emotional dimension scores at Months 3.6, 12,
18, 24 and 36 will be analyzed using MMRM, respectively, as descnibed in Section 8 5.6

Methods of handling missimg or ambiguous response are described in Section 8.3

8.56.3  Analysis of EQ-5D Questionnaire
The EQ-5D descriptive system comprises 3 dunensions: mobility, self-care, usual activities,
pain/discomfort and anxiety/depression. Each dimension has § levels of responses:

¢ |=po problem

e Z=shght problems

o I=moderate problems

s  J=severe problems

s S=extreme problems.

More detailed descriptions can be found m Appendix 6 of the protocol (Appendix 16.1.1 of the
CSR). See Section .3 .2 for handling massing or ambiguous response.

Health state (score 0 1o 100) will be collected with score 100 means the best state and 0 the worst
slate.

Change from baseline in the health state at Months 3, 6, 12, 18, 24 and 36 wall be analyzed using
MMRM m a manner analogous 1o the method descnbed in Section 8.5.6, The data in the onginal
scale (5 levels deseribed above) and binary scale with value of “No Problem” (i.e., level 1) and
“Problem™ (1.¢., levels 2 10 5) wall also be summanzed using descniptive statistics for each

" o,

R5.64 Analysis of Echocardiograms and RVG

Efficacy endpoints of left venincular function mclude LVEF, LVESV, and LVEDV. For each
parameter, descrniptive statistics will be provided at each visit, as well as the change from baseline 1o
each visit. Summanes for LVEF wall include echocardiogram, RVG, and combined
echocardiogram and RVG data. Separate summanies will be created that include only
echocardiogram data.
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PGx analyses to detemune whether gene vanants found in some patients with chronic Hi

due to LV systolic dysiunction of either ischenuc or non-1schenuc etiology wall predict how
they respond to rexlemestrocel-L therapy

I}
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8.6.2.3 Analvsls of Additlonal Secondary Endpolnts

For patients who are randomized and undergo the index cardiac cathetenzation, biomarker data wall
be collected at screeming (all patients), Months 3, 6, and 12 and every 12 months thereafier unnl
study conclusion. 24-hour Holter momtor data wall be collected at screemng. Day 0 post-procedure

Day 10, and at Months | and 3 durmg the 12-month follow-up penod.  PGx data wall be collected at

scTeenmg visit ondy

8.7 Immunogenicity Variables and Analvses

The mnmupogemc potential of rexlemesirocel-L will e evaluated by testing for the development of
anti-HLA DSA formation. For patents who are randomuzed and undergo the index cardiac
cathetenzanon, blood serum samples for immunogemcity analyses will be collected dunng the
screening penod (all patients), and on Day 10, at Months 1, 3, 6, and 12 from randomized patients
whao do nol expenence a disqualifyimg event afler randomizanon but before the scheduled mdex
cardiac cathetenzation, munumogemcily testing will contimue per protocol for all surviving patients
who were randonuzed and underwent the mdex cardiac cathetenzanon. All semum samples from
each patient will be tested for PRA, but only samples that test positive for PEA will be tested fo

DsA (anti-HLA ). |
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Y 1 s [
I o cxlemestrocel-L will be analyzed for anti-munne (MlgG) and

anfi-bovine (BSA) antibodies. Immunogenicity data wall be sumumanzed for samples collected at

screening, on Day 10, at Months 1, 3, 6, and 12|

9, SAFETY ANALYSIS
9.1 General

The safety populaton will be used for all safety analyses, unless otherwise stated. Summanes will
be presented by treatment group (active versus sham) as actually recerved unless speaified
otherwise

By-sulyect histings of AES'SAEs will be provided for all for patients who were mndonuzed bat dad
not meet the defimtion of treated patents m Section 4. 1

Summanes of major safety analvses, mcluding all AEs. all SAEs, AEs of special interest and other,
non-CEC adudicated AEs'SAEs of special mterest potentally related to LVAD, ammificial heart
placement, or heart transplant (e_g., senous infections, Gl bleeds; see Appendix ) wall be displayed
mn four ways:

1. Safety population as defined in the protocol, ie, all randomized and treated (see Section 5.2)

2. Patients withm the safety population who did not have LVAD placement, artificial heart, or
heart transplani

3. Panents withm the safety populanon who had LVAD placement, artificial heart, or hean
transplant - before the event

4. Patients within the safety population who had LVAD placement, artificial heart, or heart
transplant - after the event.

All other safety analyses will be produced for the safety population and may be also produced for
the subpopulatons above as warranted
9.2 Study Drug Administration

Study miervention (1.e., a single-treatment index cardiac cathetenzation with or without mitracardiac
mapping and cell delivery) wall be performed dunng hospitalization on Day 0 only.
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Duration (days) of study participation and duration (days) of hospitalization for the smdy

Duration of study participation will be determined from Day 0 to the last day the patient participates
i the study. Duration of hospitalization will be calculated from the hospital admission and
discharge for the study intervention.

The total duration (munutes) of mjections, the total number of yections delivered, the total product
volune (ml) admmstered, and product volume (mL) per injection will be summanzed by presence
or absence of 1schenua for patients m rexlemestrocel-1. group using descrniptive statistics.

Loop stability, premature ventncular contractions (PVC), and unipolar voliage wall be recorded

2.3 Adverse Events

All AEs will be coded using the Medical Dictionary for Regulatory Activities (MedDRA).
Summanes will be presented for all AEs (overall and by seveniy), AEs determined by the
mvestigator 1o be treatment-related (overall and by seventy), senous adverse events (SAEs), and
AFEs causing withdrawal. Adverse events occurmuig pnior 1o any study procedures on study Day 0
will be considered to be “Non- Treatment-Emergent” AEs and those ocowrmng at or post the study
procedure as “Treatment-Emergent™ AEs.

The incidence of AEs will be summanzed nsing descriptive stanstics by MedDRA System Organ
Class (SOC) and preferved term (PT) and by treatment group (active versus sham). Patienls are
counted only once in each SOC category, and only once in each PT category. Treatment-related
adverse event summanes will mclude AFs with mussing relationship 1o study drug. For the
simmanes by sevenity, patients are counted al the greatest seventy. Adverse events missing the flag
mdhcating serous will be excluded from the summary of SAEs but mcloded m the sumumary of non-
serious adverse events.

Ocourence of AEs relative to index cardiac cathetenzanon (with or without intracardiac mapping
and cell delivery) on Day 0 hospitalization through discharge for that hospitalization (for patients
who are randomized and undergo the index cardiac cathetenization) will be summanzed using
descniptive statistics by SOC and PT and by treatinent group (active versus sham).
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Adverse events determuned by the mvestigator to be treatment-related, smady procedure-related, or
catheter-related AEs will be summanzed using descriptive statistics. Relationship to the study
procedure or to catheter will be included as well as alternate etiology.

The number and proportion of patients in the safety population may be summanzed by treatment
group (active versus sham) for the subgroups listed in Section 5.8 Summary tables by the
subgroups will mclode overall TEAEs.

Additionally, some AEs will be summanzed and presented separately:

o AFEs of special mierest (positively-adjudicated cardiac events) that include the following:

- cerebrovascular accident/'stroke,

~ coronary revascularization procedure, and

- ventricular airhythmias of interest defined as ventricular arhythouas that were not positively
adjudicated as resuscitated cardiac death (RCD). These include (1) appropnate 1CD (or
CRT-D) firing for VT and NOT associated with loss of consciousness and/or syncope. (2)
snccessful anti-tachycardia pacing without ICD (or CRT-D) finng or VT which
spontaneously reverts to baseline rhythin

o  Other AEs of special interest (non-adjudicated events) that would potentially be associated
with LVAD, artificial heart or heart transplant. Examples would mehude senous mfechons,
gastromtestinal bleedmg, cerelwal hemorthage, or thrombotic stroke. Preferred Terms for the
non-adjudicated AEs of mterest are provided in Appendix 9.

Listings for AEs leading 1o death. SAEs, AEs leading to discontinuation, AEs of special mterest
( positively-adjudicated cardiac), other events of special mterest (non-adjudicated events listed
above). MedDRA dictionary terms for AE descnptions, and adverse event PTs by patient number
will be presented by SOC and PT.

9.4 Efficacy Endpoint Events
All endpoint events used in efficacy analyses will be summanzed vsmg descnptive statistics.

Important cardiovascular safety events from CEC-adjudicated data for all-cause death (including
cardiac death) and hospitalizatons for non-fatal decompensated HF, urgent care outpatient HF visits
for non-fatal decompensated HF event, successfully RCD events, overall survival, coronary artery
revasculanzation procedure, pre-specified ventncular arrhythunic events that do not fulfill cnitena
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for positively adjudicared HF-MACE, non-fatal CVA, and non-fatal M1 will be summanzed using
W o

9.5 Deaths

If any patient dies duning the study. all relevant mformation will be discussed m the patient’s
narrative and included m the CSR. A sunmary table will be provaded for all deaths dunng the
study, using ITT and FAS populations. A by-patient listing will be provided for all deaths.

9.6 Clinical Laboratory Tests

Clucal chemistry and hematology laboratory tests will be performed at screening. on Day 0 post-
procedure, Day 10, during 12-month follow-up (at Months 1, 3, 6, and 12 visits), and every

& months during long term follow-up. Unnalysis laboratory tests will be performed at screening. on
Day 10, dunng 12-month follow-up (at Mouths 1, 3. 6, and 12 visats), and every 6 months dunng
long-term follow-up.

Laboratory tests results and changes from baselne to each visil and last assessment will be
simmarized using descnptive stanstics. Shifts (below, within, and above the normal range) from
baseline to each visit wall be summanzed using patient counts for chemistry and hematology
laboratory tests. The incidence of potentially clinically significant abnormal results will be
summarized for selected laboratory data using descniptive statistics with the critena specified in
Table 6. Listngs for chimcally sigmificant abnormal laboratory data will be presented.

Table 6: Criteria for Clinically Significant Laboratory Values

Test Criterion Valur
Sernm chemistry
Alanine sminotransferase (ALT) 23x ULN
Aspartate anunotran ferase (AS T 2ix ULN
Alkalme pliosphatase 23x ULN
Carmma-ghatamyl tmnspeptidase (GGT) 23x ULN
Lactate delrydrogenase (LIDH) 23x ULN
Gilcose (G} >1 80 mg'dl
Sodium (Na) > 14% mmobL
Potassium (K) >5.5 pmol L
[ Blood usea mitrogen (BUN) 210,71 mmobL
Creatimine ({r) 2177 pmsod L.
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Test Criterion Valse
Uric acid (UA)  Men 2625 pmol/L
Woinen =306 ol T.
Balurubn (otal) 2142 pmol 1
Hematology
Hematocrnt Men <037 L'L
Wodmen <032 L/L
Hemoglobm Men =115 pL
Woanen =03 gL
[ White blood cell (WBC) counts <3x 10°L or 220 x 10°1L
Eosmophuls 2107
Absolute neutrophul counts ( ANC) <l x 10°L
Platelet counts <74 x 10°L or 2700 x 1071
1 rinalveis
Blood (HGH) Any valie whach 1s nol —pegative
[ Gilucose 2 unst wkrease from baschne
Koetones =2 wt increase from basclme
Todal protein Axry value whach 13 not “negative”
9.7 Vital Signs

For patients who are modomized and undergo the index cardiac catheterization, vital signs will be
measured at screening (all patients), Day 0 pre-procedure and post-procedure (at 2, 4, 8, 12 howrs
and at discharge), Day 1. Day 10, dunng |1 2-month follow-up (at Months 1, 3, 6, and 12 visits), and
every 6 months duning long term follow-up

For pahents who are randomzed and did not undergo the mdex carchac cathetenizanon, vital signs
will be measured at screening and at any subsequent visit if they were stilll in the study (at Months 1,
3. 6, and 12 visits), and every 6 months during long term follow-up.

Vital sagns results and changes from baseline to each tme pomt and last assessment will be
summanzed using descnptive statistics.  The meidence of chimeally significant abnormal values will
be summanzed for selected vital signs usmg descniptive stahistics.

Table 7 specifies the criteria for identifying vital signs as climcally sigmificant abnormal. Note that
m order to be wentified as chmcally sigmificant abnonnal, a value would need 1o meet both
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conditions below (1.¢., have a value beyond the critenion value and a change of at least the
magnitude specified i the change from baseline column).

Table 7: Criteria for Clinically Significant Vital Signs

TR RN

High >100 bpm and mcrease from baschne >13 bpm

Low <%0 bpm and decrease from baselme =18 bpan |
Sysiohc blood pressure. High | 2140 nam Hy and increase from bascline 220 mm Hg

Low <90 mm Hg ansd decrease from baseline >20 mam Hg
Dhasiolic blood pressure High =90 mm Hg mnd weremne from baselime =10 mm Hg

Low <%0 mun Hg and decrease from baschme 10 mum Hg

95 Electrocardiography

Electrocardiography inchudes the followng: telemetry, electrocardiograms (ECG), 24-hour Holter
momitonng, and ICD or any mmplanted device capable of defibrillation.

9.5.1 Telemetry

Telemetry momtonng will commence pnior to the procedure (the index cardiac cathetenzation) and

o  Telemetry ¢CRF: Telemetry findings judged by the mvestigator as a clincally significant
change (worseming) compared 1o a bascline value will be reported as an AF on the AE
eCRF.

Table 8: Telemetry Data from ¢CRF

Date of Assessment dd MMM vyyy
Start Date Time DD pum YYYY
Stop Date/ Tune HH nn
Telemetry DD mmm YYYY
Chinically Significant Specify HH m

Dunng and after the single-treatment procedure, chmeally significant arrhythoias will be listed and
tabulated by treatment group.
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9.8.2 Electrocardiograms

For patients who are randonuzed and undergo the index cardiac cathetenzanon, ECGs will be
performed at screening (all patients), Day 0 prior and post the procedure, Day 1, Day 10, dunng 12-
month follow-up (at Months 1. 3, 6, and 12 visits), and every 6 months during long term follow-up.

For patients who are randomized and did not undergo the ndex cardiac cathetenzation, ECGs will
be performed at screemng and at any subsequent visat if they still stay on study (at Months 1, 3, 6,
and 12 visits), and every 6 months during long term follow-up.

Individual 12-lead ECGs will be extracted at specified time points and will be evaluated by a core
electrocardiogram laboratory. QT mtervals will be measured from Lead 11 and will be comected for
heart rate (QTc) using Fndencia (QTcF) and Bazett (QTcB) comection methods.

Table 9: Electrocardiogram Varfables

misec
QRS Interval msex
QT Interval msec
QTC luterval Bazelt msec
QTC laterval Frdericia mses
Hear Rate b
RE Interval msec
Interpretation *Normal
* Abmormal
*Unable to Evaluate
Diescription ECG readout by the mvestigator

The primary QTe parameter will be QTcF. Secondary parameters (QTeB, QT. QRS complex, and
HR) and waveforms (T waves) will be evaluated. Summary statistics will be provided for actual
values and changes from baseline by treatment and visit.

Interpretation and description are to be provided in patient listing.
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283 Holter Monltor

Holter momitor substudy was performed on US patents only. For patients who are randonnzed and
undergo the index cardiac cathetenzation. 24-hour Holter monitor data will be collected at screemng
(all patients), Day 0 post-procedure, Day 10, and at Months | and 3 dunng the 12-month follow-up
penod.

For patients who are mndomized and did not undergo the index cardiac cathetenzation, 24-hour
Holter monitor data will be collected at screening (all patients), and at Months 1 and 3 during the
12-mouth follow-up peniod if applicable (Table 10).

Baseline values of numenc vanables will be the mean of the pre-dose Holter monitonmg mmmencal
data vanables. There will be a baseline tabulation of abnormal mterpretive statements present in
any of the baseline Holter monitonng peniods for that patient. The Holter analysis will determine
the mean change from the pre-procedune baseline measurement m each of the numenc parameters at
each post-procedure observation by reatment group.

Summary statistics will be provided for actual values and changes from baseline by treatment group
and visit. The mumber and percentage of patients m each treatment group having specific abnormal
uterpretive statements, which represent an appearance after baseline will be tabulated by visat,
Reviewer's comuments (Holter data mterpretation by the mvestigator) will be presented in a patient
listing of this data.

Table 10: Holter Monitor Parameters

Atrial Fibrillation Peak Average Rate
Bradycasdia Longest Episode Duration
Bradycards Slowest Episode Average HR
Numnber RR grester tham 2 Seconds
Number of Tachycardia Counts

Pauses Longest RR Duration
Reviewer s Conmments (bext fickd)
Summary (Max) Hean Rate

Sumumary {(MMean) Heart Rate
Sumsnary (Min) Heart Rate
Supravenmcnlar Ectopy Couplets
Supraventriculas Ectopy Fastest Rum HR
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Supraventricular Fctopy Longest Run Dusatson
Supraveatriclar Fctopy R
Supraventricular Eclopy Singles
Supraventnicular Ectopy Total Count
Tachycardaa Fastest Eprsode Average HR
Tachycardia Longest Episode Duration
Ventncular Ectopy Couplets
Ventncular Ectopy Fastest Rum HR
Ventreculas Ectogry Longest Rum Duration
Ventricular Ectopy R on T

Ventnculas Ectopy Rums
Ventncular Ectopy Smghes
Ventricular Ectogry Total Count

9.8.13.1 Ventricular Ectopy

Ventricular arthythiias will be assessed in a subset of patients (randomuzed patients across the US)
using a 24-hour Holter monitor. Patients will be momttored immedhately after the mdex cardiac
catheterization (Day 0) and then on Day 10 and Months | and 3. For monitonng variables, see
Table 10.

All panents who undergo the ndex cardiac cathetenzation will be hospitalized on Day 0 at the cell
injection center for index cardiac cathetenzation { with or without cell delivery) and will remain
hospitalized on telemetry after the mdex cardiac cathetenzation for a mumumum of one mght or unnl
hospital discharge 1s chimcally indicated.

Patients who have an ICD will have their device interrogated at regularly scheduled mtervals (see

Table 1 and Table 2) for veniricular and other arrlrythimas associated with episodes of finng of the
device.

9.84 Automated Implantable Cardioverter Defibrillator (ICD or CRT-D device)
For patients who have an ICD or any implanted device capable of defibnllation (includmg CRT-1D).
ventnicular arthythmias (arhythmias obtamed by device mtermogation) wall be listed by treatment
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If device interrogation revealed an AE-SAE and’or Endpomt, incloding, non-fatal HF-MACE, or
other amhythmic events, these events were added to the Adverse Event and Endpomt Event eCRF

pages as shown i Table 11

Table 11: 1CD - Implanted Device «CRF

NOT DONE

Docs patient currently have an ICD device in 1=Y
place? =N
I Mo, was desice remeved since Last visat™? 1=Y
=N
" Was an ICD) terrogation performed a1 this Visat? 1=Y
=N
If Yes, Date of Inferrogation: dd MMM vy
I No. Select Primary Remson rlermogation wan 01 Techumcian Rep not avarlable
. performed: 03 =lnterrogation equipment unavailable
03=Unscheduled Visit
Od=Sye o
Orther. specify
Any igpsdates 1o current Device and or phacement of =Y
New Device since last visir! =N
If Yes, complete Device Type infornuation
el
Device Type 1=A-ICD wathout CRT
2=CRT-D
3=CRT-P
4=Other CRT
Device Placoment Removal
Leaids
Bantery changes
Creneral Mamtenance
Othier
Oy, specify details
Since the last vial did pahent recerve o new device” 1=y
=N

If a subject received a New ICD Device since the last visit, this form is required as shown
Table 12.
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Table 12: New Device eCRF
1=A-KD without CRT
} =CRT-D
MNew Device Type 3=CRT-P
d=iCnher CRT
MName of New Device
Daie of New Device Placement dd MMM vy

9.9 Cardiac Imaging

An important nchision criterton m the DREAM HF-1 tral was that all patients have chronic heart
faalure with reduced LVEF (HFrEF) as calculated by a Core Cardiac Imaging Laboratory. Thas was
defined as 40%s or less as measwred by 2-D) echocardiogram or 35% or less as measured by
radionuclide ventnculography (RVG). To fulfill ths inclusion cnitenon dunng the screening penod.
all potential patients for the trial underwent cardiac imaging which consisted. at a mummum. of a 2-
D echocardiogram with Doppler. If echocardiographue imaging was of msufficient technical quality
for caleulanion of LV volumes and LVEF then an RVG [also known as a multple-gated acquisition
(MUGA) scan] was to be performed to assess LVEF to determine if the patient fulfilled the LVEF
mchsion. Note: If echocardiographic imaging was of msufficient technical quality and RVG was
performed, the measurements from the msufficient quality echocardiographuc image should not be
used. rather, it should be considered missmg.

9.9.1 Echocardiogram and Doppler Imaging data

The analysis of this data wall be performed on echo-qualifying patients.  Echocardiogram parameters

are presented i Table 13
Table 13: ECHO Measuremenis

ECHO Quality Evaluation

Heart Rate

Blood Pressuge, Systolic

Left Atnal End Systolic Vohune

Left Atnal End Systolic Violume Index
Left Ventmcular Dvmension at End-Dhastole
Left Ventricular Dimsension st End-Sysiole
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Left Ventricular Fractional Shorening
Left Ventricular End Diastolic Volume
Left Ventricular End Disstobic Viohame Index
Left Ventmicular End Systolic Vohme
Left Ventncular End Systolic Volume lndex
Left Ventncular Epection Fraction

Left Ventrcular Mass

Left Ventricular Mass Index

Left Ventricular Out Flow Dismeter

Left Ventricular Outflow Tract VT1

Left Ventricular Posterior Wall Thickness Diastole
Aortic Valve Regurgitation

Mitral Vahve Regurgitation by Color
Mitral Valve, E/A Ratio

Mitral Valve, Deceleration Thme

Peak Mitral Inflow Velocity A (A-Point)
Peak Mitral Inflow Velocity E (E-Point)
Pulmonary Artery Pressre. Systolic
Raght Atnial Pressure

Septal Wall Thackness Diastole

Tocuspad Regurgnant Peak Velociry
Tricuspad Valve Regurgtation

9.9.2 Radionuclide Ventriculography (RVG) Imaging (MUGA Scan)
Because this is an electrocardiograpluc timed (or gated) procedure, which is based on radioactive
counts i arcas of interest within the patient’s chest rather than cardiac structure and anatomy, the
only physiologic parameters that are generated by RVG (MUGA) imaging are Heart Rate (from the
electrocardiogram) and LVEF caleulated using the following formula:

LVEF = (LV end-diastolic counts — LV end-systolic counts)VLY end-diastolic counts
Data will be presented using descriptive statistics in summary tables and listings based on the RVG-
qualified patient population.
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NOTE: LVEF data will be summarized separately for RVG assessment, separately for
echocardiogram assessment, and combined.

9.10 Physical Examinations
A full physical exammation will be performed at screenmg (all patients), at Month 12 dunng

12-month follow-up and yearly duning long term follow-up for randomized patients who undergo
the index cardiac cathetenzation. Physical exanunation findings that are judged by the investigator
as a chmcally sigmficant change (worsening) compared to a baseline will be considered an AE and
reported as such. Newly occuming abnommalities i the physical examinations will be identified and
listed Body weight measurement will be hsted as changes from baseline.

2.11 Concomitant Medications

All concomutant medications will be coded using the WHO Drug Dichonary (Version March 2013).
The mcidence of concomutant medications will be summanzed using descnptive statistics by
therapeutic class and ATC code. Patients are counted only once m each therapeutic class category,
and only once i each preferred term category. Concomitant medications will inclhude all
medications aken while the patient takes study dmg.

medications will be listed.

Some concomtant medications were classified mto more general groups (e.g.. beta-blockers. ace
inhibitors and'or angiotensin [l antagomsts, diuretics, etc.). Details are provided m Appendix 8,
10, STATISTICAL SOFTWARE

All data listings, summanies, and statistical analyses will be generated using SAS®.

i CHANGES TO PROTOCOL-SPECIFIED ANALYSES
Not applicable.
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13. LIST OF SUMMARIES, FIGURES, AND LISTINGS

Presented below 1s a Table of Contents for all sumumary tables, figures, and histings as generated on
09 October 2020
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Table |DS_TAA |14.1.1 Subject Disposition All Subjects

Table |DM TAA 14121 | Demographics by Treatment Group ITT Population

Table |DM_TABR |14.1.22 | Demographics by Treatment Group Safety Population

Table |DM TAC [14.1.23 | Demographics by Treatment Group Full Analysis Set

Table |DM_TAH |14.1.24 | Demographics by Treatment Group Safety Patients Who Had LVAD
Implantation, Artificial Heart, or
Heart Transplant

Table |DM _TAI |14.1.25 | Demographics by Treatment Group Safety Patients Exchading Patients
Who Had LVAD Implantatson,
Antificial Heart, or Heant
Transplant

Table |DM _TAD |14.1.26 | Demographics by Treatment Group Echo-Ormbifying Population

Table |DM_TAE |14.1.27 | Demogmphics by Treatment Group F

Table |DM_TAF |14.1.28 | Demographics by Treatment Group ITT Population - with 24-
Howr Holter Monitor Duta

Table |DM_TAG |14.1.31 | Baseline Characteristics ITT Population

Table |DM_TAJ |14.1.32 | Baseline Characteristics Full Analysis Set

Table |MH_TAA |14.1.4 Nom-Uardiovascular Medical History ITT Population

Table |MH_TAB |14.1.5 Cardiovascular History ITT Population

Table |EG TAA |14.1.61 | Baseline Electrocardiography Findings ITT Population
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Table |EG TAG [14.1.62 | Baseline Holter Findings Safety Population
Table [PE TAA [141.7 | Baseline Physical Examination ITT Population
Table [EX TAA (1418 | Swdy Drug Administration, Rexlemestrocel-L Trestment Giroup ITT Population
Table |LB TAI |[14.1.9 BRaseline Labomiony Results ITT Population
Table |DS TAB [14.1.10  |lInvestigator Site by Treatment Group ITT Population
Table |MH TAC [14.01.11 | Abnormal Finding in General Medical History ITT Population

Table |CM _TAB [14.1.121 |Prior Medications by Therapeutic Class, Preferred Term, and Treatment Group | ITT Population
Table |CM TAC [14.1.12.2 | Prior Medications by Therapeutic Class, Preferred Term, and Treatment Group | Full Analysis Set

Table |DV _TAA [14.1.13 Protocol Violations ITT Population

Table |EF TAA [14.20.1.1 |Primary Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for Terminal | [TT Population
Cordiac Events

Table |EF TAB |14.2.1.1.2 |Primary Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjssied for Terminal | Full Analysis Set
Cordiac Events

Table |EF TAC (142013 |Sub-growp Analysis: Time-to-Recurment Non-Fatal HF-MACE Adjusted for ITT Population
Terminal Candisc Events by Gender

Table |EF TAD (142114 |Sub-grouwp Analysis: Time-to-Recurment Non-Fatal HF-MACE Adjusted for Full Analysis Set
Termimal Candisc Events by CGender

Table |EF _TAE |14.21.1% |Sub-growp Analyais: Time-to-Recument Mon-Fatal HF-MACE Adjusted for ITT Population

Terminal Candiac Events by Age Group (<63 o >=65)
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Table |EF TAF [1421.16 |Sub-group Analysis: Time-to-Recurrent Noo-Fatal HF-MACE Adjusted for Full Analysis Set
Terminal Candiac Events by Age Group (<65 or >=65)

Table [EF TAG [142.1.1.7 |Sub-group Analysis: Time-to-Recurrent Noo-Fatal HF-MACE Adjusted for ITT Populstion
Terminal Candine Events by Race Group { White, Black, or Other)

Table |EF TAH |[1421.0.8 |Sub-group Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for Full Analysis St
Terminal Candine Events by Race Group (White, Black, or Other)

Table |EF TAI |[1421.1.9 |Sub-group Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for ITT Population
Terminal Cardiac Events by Ethnicity Group

Table |EF TAJ |14.2.1.1.10 | Sub-group Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for Full Analysis Set
Terminal Candiac Events by Ethnicity Group

Table |EF TAK |14.21.1.11 |Sub-group Analysis: Time-to-Recurrent Noo-Fatal HF-MACE Adjusted for ITT Population
Terminal Candioe Events by Baseline NYHA (Function Class [1 or [11}

Table |EF TAL |14.2.1.1.12 | Sub-group Analysis: Time-to-Recurrent Non-Fatal HE-MACE Adjusted for Full Analysis Set
Terminal Candiac Events by Baseline NYHA (Function Class [I or 111}

Table |EF_TAM [14.21.1.13 | Sub-group Analysis: Time-to-Recurnent Non-Fatal HF-MACE Adjusted for ITT Populstion
Terminal Candiac Events by Geographic Region (US or ex-1/S)

Table |EF_TAN |[1421.1.14 | Sub-group Analysis: Time-to-Reourrent Mon-Fatal HF-MACE Adjusted for Full Analysis Set
Terminal Candiac Events by Geographic Region (US or ex-US)

Table |EF TAD |142.1.1.15 | Sub-group Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for ITT Population
Terminal Candise Events by Etiology (Ischemic or Non-ischemic)

Table [EF TAP [142.1.1.16 | Sub-group Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for Full Analysis Set
Terminal Candise Events by Eticlogy (Ischemic or Non-ischemic)
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Table |EF_TAQ |14.21.1.17 | Sub-group Analysis: Time-to-Recurment Non-Fatal HF-MACE Adjusted for ITT Population
Terminal Candiac Events by Baseline Diabetes Mellitus

Table |EF_TAR | 1421118 | Sub-group Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for Full Analysis Set
Terminal Candise Events by Baseline Diabetes Mellinus

Table |EF TAS |14.11.1.19 | Sub-group Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for ITT Population
Terminal Candinc Events for subjects with 1CD or CRT-D vs. those without 1CD
or CRT-D

Table JEF_TAT |[14.21.1.20 | Sub-group Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for Full Anatysis Set
Terminal Candiac Events for subjects with 1CD or CRT-D va. those without 1CD
or CRT-D

Table |EF_TAU |14.2.1.1.21 | Sub-group Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for ITT Population
Terminal Candiac Events for subjects with CRT, CRT-D, or CRT-F va. subjects
without CRT, CRT-D, or CRT-P

Table |EF TAV [14.21.1.22 | Sub-group Analysis: Time-to-Recurnent Noo-Fatal HF-MACE Adjusted for Full Analysis Set
Terminal Candiac Events for subjects with CRT, CRT-D, or CRT-P vs. subjects
without CRT, CRT-D, or CRT-P

Table |EF TIA [14.21.1.23 | Sub-group Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for ITT Population
Terminal Candisc Events by Age Group (<50, 5065, ==65)

Table |EF TIB [14.2.1.1.24 | Sub-group Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for Full Analysis Set
Terminal Candioc Events by Age Group (<50, 3065, ==65)

Table |EF TIC [14.21.1.25 | Sub-group Analysis: Time-10-Recurrent Non-Fatal HF-MACE Adjusted for ITT Population

Terminal Candinc Events by Haselme LVESY (==100 mL vs. =100 ml.)
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Table |EF_TID [14.21.1.26 |Sub-group Analysis: Time-10-Recurrent Noo-Fatal HF-MACE Adjusted for Full Analysis Set
Terminal Candisc Events by Baseline LVESV (=100 mL vs. >100 mL)

Table |EF_TIE |14.2.1.1.27 | Sub-group Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for ITT Population
Terminal Candise Events by Bascline LVEF (<30% va. >=30%)

Table |EF TIF |14.21.1.28 | Sub-group Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for Full Anatysis Set
Terminal Candine Events by Baseline LVEF (<30% va. >=30%)

Table |EF_TIG |14.21.1.29 | Sub-group Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for ITT Population
Terminal Candioe Events by Bascline NT-proBiNP (<= 1000 ng/ml. vs. > 1000
ng/ml.}

Table JEF TIH |14.20.01.30  Sub-group Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for Full Analysis Set
Terminal Candiac Events by Baseline NT-proBNF (<= 1000 ng'mL v, >1000
ng/ml)

Table |EF_TH | 14.2.1.1.31 | Sub-group Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for ITT Population
Terminal Candiac Events by Baseline hsCRP (<2 mg/L va >=2 mg/L, <3 mg/l. va
=3 mp/L, <4 mglL vs. >=4 mg/L)

Table [EF T | 14.21.1.32 | Sub-group Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for Full Analysis Set
Terminal Candioc Events by Baseline heCRP (<2 mg/l ve. >=2 mg/L, <3 mg/L va.
=3 mpl, <4 mgl vs. >~4 mg'l)

Table |EF_TIS |142.1.1.33 | Sub-group Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for ITT Population

Terminal Candiac Events by Atrial Fibrillation History or Presence at BL (yes vs.
no
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Table |EF_TIT |1421.1.34 | Sub-group Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for Full Analysis Set
Terminal Candiac Events by Atrial Fibrillation History or Presence at BL {yes vi.
no)

Table |EF TIU | 14.21.135 | Sub-group Analysis: Time-1o-Recurrent Mon-Fatal HF-MACE Adjusted fior ITT Populstion
Terminal Candine Events by Time Since Diagnosis of HFrEF (<1 vear, > 10 §
years, =5 years)

Table |EF TIV | 14.2.1.1.36 | Sub-group Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for Full Analysis Set
Terminal Candiac Events by Time Since Diagnosis of HFrEF (<1 year, =1 1o §
years, >3 years)

Table |EF TIW |14.21.1.37 | Sub-group Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for ITT Population
Terminal Candiac Events by Any Decompensated HF Event 1-9 Months Prior o

Screening (ves vi. no)

Table |EF _TIX |14.2.1.1.38 | Sub-group Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for Full Analysis Set
Terminal Candiac Events by Any Decompensated HF Event 1-9 Months Prior 1o
Screening (yes va. no}

Table |EF _TIY |14.21.1.39 | Sub-group Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for ITT Population

Terminal Candiac Events by Baseline NYHA + LVESY Growp (Class [l + LVESY
<=1 00 ml. v, Class [| + >100 mL vs. Class [l + <=100 mL vs, Class [l + =100
mlL)

Table |EF TIZ |14.21.140 | Sub-group Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for Full Analysis Sei
Terminal Candiac Events by Baseline NYHA + LVESVY Group (Class 1l + LVESV
o] O mal. vs. Class 11 + =100 mL v, Class 17 + <=100 mL vs. Class [11 + =100
ml.)
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Tahie

EF_TKA

1421.1.41

Sub-group Analysis: Time-to-Recurrent Noo-Fatal HF-MACE Adjusted for
Terminal Candisc Events by Baseline LVEF + LVESV Group (LVEF <30% +
LVESV <=100 mL vs. LVEF <30% + >100 mL vs. LVEF >=30% + <=100 mL
wa. LVEF >=30% + >100 mL)

ITT Population

:

14.21.1.42

Sub-group Anabyais: Time-1o-Recurment Mon-Fatal HF-MACE Adjusted for
Terminal Candiae Events by Baselne LYEF + LVESY Group (LVEF <30f% +
LVESY <=100 mL vi. LVEF <30% + >1 00 mL va. LVEF >==30% + <=100 mL
vi. LVEF >=30% + =100 mL)

Full Analysis Set

EF_TIK

14.2.1.1 43

Sub-group Analysis: Time-1o-Recurrent Non-Fatal HF-MACE Adjusted for
Terminal Cardiac Events by Concomitant Medication Usage

ITT Population

EF_TIL

14.2.1.1.44

Sub-group Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for
Terminal Candiac Events by Concomitant Medication Usage

Full Analysis Set

EF TAW

142121

Semsitivity Analysia: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for
Terminal Cardiac Events for the Baseline NY HA Class 111 Subjects

ITT Population

Bl B B¢

EF_TAX

2122

Sensitivity Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for
Terminal Cardiac Events for the Baseline NYHA Class 111 Subjects

Full Analysis Set

:

EF_TAY

142123

Semmitivity Analysis: Time-to-Recurrent Mon-Fatal HF-MACE Adjusied for
Terminal Candine Events with Sucoessfully RCD Defined as a Terminal Candine
Event

ITT Population

EF_TAZL

42124

Sensitivity Analysis: Time-to-Hecwrrent Non-Fatal HF-MACE Adjusted for
Terminal Candisc Events with Successfully RCD Defined as a Terminal Cardiac
Event

Full Analysis Set
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Table |EF _TBA |[142125 |Semsitivity Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for ITT Population
Terminal Candiac Events for Subjects Who Were Randomized with Day 0 Defined
ms Randomiration Dute

Table |EF TBB |14.2126 |Sensitivity Analysis: Time-to-Recurrent Nos-Fatal HF-MACE Adjusted for Full Analysis Set
Terminal Candioc Events for Subjects Who Were Randomized with Day 0 Defined
ms Randomimtion Date

Table |EF TBC | 142127 |Sensitivity Analysis: Time-to-Recurrent Non-Fatal HF-MACE for Subjects ITT Population
Followed afier L.VAD Implantation, Artificial Heart, or Heant Transplant until
Either Death or the End of Sy

Table |EF TBD |14.2128 | Sensitivity Analysis: Time-to-Recurrent Non-Fatal HF-MACE for Subjects Full Analysis Set
Followed after LVAD Implantation, Arificial Heart, or Heart Transplant until
Either Death or the End of Study

Table |EF TBE (142129 |Sensitivity Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for ITT Populstion
Terminal Cardine Events Excluding Subjects Who Were Randomized but Did Not
Undergo a Day 0 Cardine Catheterization Procodure

Table |EF_TBF |14.21.2.10 | Sensitivity Analysis: Time-to-Recurrent Non-Fatal HF -MACE Adjusted for ITT Population
Terminal Candiac Events Before and Afier the Adapation Implementation for
Baseline NYHA Class 111 Subjects

Table |EF TBG | 1421201 | Sensitivity Analvsis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for Full Analysis Set
Terminal Candisc Events Before and Afier the Adaptation Implementation for
Baseline WYHA Class 111 Subjects

Table |EF_THT |14.212.12 | Sensitivity Analysis: Time-to-Recurrent Non-Fatal HF MACE Adjusted for ITT Population
Terminal Cardise Events using First Randomization Date as Day 0 for Twice
Randomired Patients
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Table |EF _TIA |14213.1 |Summary of Primary Endpoint (HF-MACE) and Secondary Endpoint (TCE) ITT Population
Cardiac Events

Table |EF TIB [14.2.132 |Summary of Primary Endpoint (HF-MACE) and Secondary Endpoint (TCE) Full Analysis Set
Cardisc Evenis

Table |EF T™MA [14214.1 |Covariate Analysis: Time-to-Recurment Non-Fatal HF-MACE Adjusted for Gender | ITT Population

Table |EF TMB (142142 |Covariate Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for Gender | Full Analvsis Set

Table |EF TMC |14.2143 |Covariate Analysis: Time-to-Recurment Non-Fatal HF-MACE Adjusted for Age ITT Popubstion
Crroup (<65 or =65)

Table |EF TMD |142144 |Covanate Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for Age Full Analysis St
Group (<63 or >=65)

Table |EF TME |142145 |Covariate Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for Race | ITT Population
Group { White, Black, or Other)

Table |EF TMF |I4214.8 |Covariate Analysis: Time-io-Recurreni Non-Faial HF-MACE Adjusied for Race | Full Analysis Set
Group {White, Black, or Other)

Table |EF TWMG | 142147 |Covariate Analysis: Time-to-Recurrent MNon-Fatal HF-MACE Adjusiad for ITT Population
Ethniciry Group

Table |EF_TMH 142148 |Covanate Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for Full Analysis St
Ethmcity Group

Table |EF TBH (142149 |Covarisle Analysis: Time-io-Recurrent Non-Falal HF-MACE Adjusied for ITT Population
Baseline NYHA Class (11 vs. I}

Table |EF THI |142.1.4.10 | Covariate Analysis: Time-1o-Recurrent Non-Fatal HF-MACE Adjusted for Full Analysis St
Baseling NYHA Class (11 vs. 1T}
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Table |EF_TMI [14214.11 |Covariste Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for ITT Population
Groographic Region (US or ex-US)

Table [EF_TMJ |14.2.14.12 | Covariate Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for Full Analysis Set
Ceographic Region (US or ex-L'S)

Table |EF TMK |14.214.13 | Covariate Analysis: Time-to-Recurment Non-Fatal HF-MACE Adjusted for ITT Populstion
Evology (Ischemic or Non-ischemic )

Table |EF _TMBL |14.21.4.04 | Covariate Analysis; Time-to-Recurrent Non-Fatal HF-MACE Adjusied for Full Analysis St
Evolegy (Ischemic or Non-ischemic )

Table |EF_TMBM | 14.2.1.4.15 | Covarigie Analysis: Time-io-Recurrent Non-Fatal HF-MACE Adjusied for ITT Population
Buseline Dhabetes Mellins

Table |EF TMN |14.2.1.4.16 | Covariste Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for Full Analysis Set
Haseline [habetes Mellitus

Table |EF _THN | 1421417 |Covariate Analysis: Tame-to-Recurrent MNon-Fatal HF-MACE Adjusiad for ITT Population
Subjects with 1CD or CRT-D vs. Subjects without ICD or CRT-D

Table |EF_TBO [14.214.08 | Covanate Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for Full Analysis Se1
Subjects with ICD or CRT-D va. Subjects withowt ICD or CRT-D

Table |EF_TMO | 1421409 | Covariale Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusied for ITT Population
subjects with CRT, CRT-D, or CRT-P va. subjects without CRT, CRT-D, or CRT-
P

Table |EF_TM™FPF |14.2.14.20 Covariate Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for Full Analysis Set
subjects with CRT, CRT-D, or CRT-P vs. subjects without CRT, CRT-D, or CRT-
P
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Table |EF TMOQ [14.214.21 | Covariate Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for Age | ITT Population
Crroup (<50, $0-<68, ==5)

Table |EF TMR |14.2.1.4.22 | Covariate Analysis: Time-10-Recurrent Non-Fatal HF-MACE Adjusted for Age | Full Analysis Set
Group (<50, 50-<68, >=65)

Table |EF TR} |[14.214.23 | Covariate Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for ITT Populstion
Baseline LVESY (<=100 ml vs. >0 ml. )

Table |EF _TBK |14.21.4.24 | Covariate Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusied for Full Analysis St
Bascline LVESY (==100 ml va. > 100 mL})

Table |EF_TMS |14.21.4.25 | Covariie Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusied for ITT Population
Baseline LVEF (<30% va. >=30%)

Table |EF TMT |14.2.1.4.26 | Covariste Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for Full Analysis Set
Baseline LVEF (<30% va, >=30%)

Table |EF TBR |14.2.1.4.27 | Covariate Analysis: Time-to-Recurrent MNon-Fatal HF-MACE Adjusiad for ITT Population
Baseline NTproBINP (= 1000 ng'ml. vs. <= 1000 ng'ml.)

Table |EF_TBS |[14.214.28 | Covanate Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for Full Analysis Se1
Baseline NTproBNP (1000 ng/ml. v, <= 1000 ng'ml.)

Table |EF_TBL |[14.214.29 | Covariale Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusied for ITT Population
Baseline heCRP (<2 mg/L va. >=2 mg/L, <3 mg/L va. >=3 mg/L, <4 mg/L vs. >=4
mg/L}

Table E]'__TH-H 14.2.1.4.30 | Covariate Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for Full Analysis Set
Baseline hsTRP (<2 mg/L. vs. >=2 mg/L, <3 mg'L vs. >=3 mgl., <4 mg/L vs. >=4
mg/l.}

CONFIDENTIAL Page 108 of 139 Mesablast




Statistical Analysis Flan
MAB-MPC-CHEFBG]

Wrsiomn t0

Table |EF_TBP |14.214.31 |Covariate Analysis: Time-lo-Recurrent Non-Fatal HF-MACE Adjusted for Atrial | ITT Population
Fibrillation History or Presence at BL (yes vi no)

Table |EF _TBQ |14.2.1.4.32 | Covariate Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for Atrial | Full Analysis Set
Fibrillation History or Presence st BL {ves vi. no)

Table JEF TNC | 1421433 | Covariate Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for Time | ITT Population
Since Diagnowis of HFrEF (<1 year, >1 © 5 vears, 5 years)

Table |EF_TND | 1421434 | Covanate Analysis: Time-to-Recurrent Non-Fatal HF-MACE Adjusted for Time | Full Analysis Set
Since Diagnosis of HFEEF (<1 year, >1 0 § years, >3 years)

Table |EF_TNE | 1421438 | Covariate Analyiis: Time-to-Recurrent Noa-Fatal HF-MACE Adjusted for Any | ITT Population
Decompensated HF Event 1-9 Montls Prior 1o Screening (ves vi. noj

Table |EF TNF | 1421436 | Covariate Analysis: Time-1o-Recurrenmt Non-Fatal HF-MACE Adjusted for Any | Full Analysis Set
Decompensated HF Event 1-9 Months Prior 10 Screening (ves ve. no)

Table |EF_TaIL | 1421437 | Covariate Analysis: Time-to-Recurment Non-Fatal HF-MACE Adjusted for ITT Population
Concom itani Medication Usage

Table |EF_TMV | 1421438 | Covanate Analysis: Tme-to-Recurrent Non-Fatal HF-MACE Adjusted for Full Analysis Set
Concom itant Medication [/sage

Table |EF TCA |142121 Key Secondary Anabysis: Time-1o-First Terminal Cardiac Event ITT Population

Table |EF TCB |14222 Key Secondary Analysis: Time-to-First Terminal Cardiac Event Full Analysis Set

Table |EF_TCC |142.23 Covariate Analysiz: Time-io-First Terminal Cardiac Event Adjusted for Baseline | ITT Population
NYHA Class (11 vs. III}

Table |EF TCD |142124 Covariste Analysis: Time-10-First Terminal Cardiac Event Adjusted for Baseline | Full Analysis Set
NYHA Class (11 vs. I}
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Table |EF TCE |[14225 |Covariate Analysis: Time-to-Firat Teminal Cardiac Event Adjusted for Baseline | ITT Population
LVESY i<=100 ml vs. =100 mL)

Table |EF TCF |14.226 | Covariate Analysis: Time-1o-First Tenminal Cardiac Event Adjusied for Baseline | Full Analysis Set
LVESY (<=100 mL vs. >0 mL)

Table |EF TCQ (14227 | Covariate Analysis: Time-to-First Terminal Cardiac Event Adjusted for Baseline | ITT Population
hsCRP (<2 mg/L va. > mg/L, <3 mg/L vs. >=3 mg/L, <4 mg/L va. >4 mg/'L)

Table |EF TCR (14228 | Covarime Analysis: Time-to-First Terminal Cardiac Event Adjusted for Baseline | Full Analysis Set
heCRP (<2 mg/L va. >=2 mg'L, <3 mg'L. va. >=3 mg/L., <4 mgl. v, >=4d mg/L)

Table |EF TCS (14229 | Covariate Analysis: Time-1o-First Terminal Cardiac Event Adjusied for Subjects | ITT Population
with ICD or CRT-D va. Subjects without 1CD or CRT-D

Table |EF TCT |142210 |Covariste Analysis: Time-1o-First Teminal Cardise Event Adjusted for Subjects | Full Analysis Set
with ICD or CRT-D vs. Subjects without ICD or CRT-D

Table |EF TCU |[142211 |Covariate Analysis: Time-to-First Terminal Cardiac Event Adjusted for Atrial ITT Population
Fibnllation History or Presence al BL {yes vi. na)

Table |EF_TCV (142212 |Covariate Analysis: Time-to-First Terminal Cardiac Event Adjusied for Atrial Full Analyvsis Set
Fibrillation History or Presence al BL {ves vs. no)

Table |EF_TCW [142211 |Covariate Analysis: Time-to-First Terminal Cardiac Event Adjusted for Baseline | ITT Population
NTproBNP (> 1000 ng/ml vs. <=1000 ng/ml)

Table |EF TCX | 142214 | Covariate Analysis: Time-1o-First Terminal Cardiac Event Adjusted for Baseline | Full Analysis Set
NTproBNP (>1000 ng/ml vs. <= 1000 ng/mL)

Table |EF TCG |142215 | Semsitivity Analysis: Time-to-First Terminal Cardiac Event with Baseline NYHA | ITT Population
Class, Baseline NT-proBNP, and Baseline L VESY as Covariates
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Table |EF_TCH |142216 |Semsitivity Analysis: Time-1o-First Terminal Cardiac Event with Baseline NYHA | Full Analysis Set
Class, Baseline NT-proBNP, and Base line L VESY as Covariates

Table |EF _TCI |[142217 |Semsitivity Analysis: Time-to-First Terminal Cardisc Event with Baseline NYHA | ITT Population
Class, Country (U'S versus Canada ), and Presence of Epicardial CAD (ischemic
versus nonischemic ) as Covarisies

Table |EF TC) (142218 | Sensitivity Analysis: Time-to-Firt Terminal Cardiac Event with Baseline NYHA | Full Analysis Set
Class, Country (1S versus Canada), and Presence of Epicardial CAD {ischemic
versus nonischemic ) as Covariates

Table |EF TLA [142219 | Sub-group Analysis: Time-to-First Terminal Cardiae Event by Presence of ITT Population
Epicardial CAD {ischemic versus nonischemic )
Table |EF TLB [14.2220 |Sub-group Analysis: Time-to-First Terminal Cardisc Event by Presence of Full Analysis Set

Epicardial CAD {ischemic versus nonischemic)
Table |EF TLC [14222) |Sub-group Analysis: Time-to-First Temminal Cardinc Event by Baseline NYHA | ITT Population

(Function Class Il or IIT)

Table |EF_TLD (142222 |Sub-group Analysis: Time-to-First Termnal Cardiac Event by Baseline NYHA Full Analysis St
{Function Class Il or I11)

Table |EF TLE (142223 |Sub-group Analysis: Time-10-First Terminal Cardinc Event by Baseline LVESY | ITT Population

{==100 mL va =100 mL}

Table |EF TLF |142224 |Sub-group Analysis: Time-to-First Terminal Cardiac Event by Baseline LVESY | Full Analysis Set
(== 00 mL vs. =100 mL}

Table |EF TLG | 142225 | Sub-group Analysis: Time-to-First Terminal Cardinc Event by Baseline LVEF ITT Population
(<30% va. >=}0Ma)
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Table |EF TLH [142226 |Sub-group Analysis: Time-10-First Teminal Cardiac Event by Baseline LVEF | Full Analysis Set
(<30 va. ==30%%)

Table |EF TLI [142227 |Sub-group Analysis: Time-10-First Terminal Casdinc Event by Baseline NT- ITT Pepulation
proBNP (<= 1000 ng/ml. vs. >1000 ng/mL)

Table |EF TLJ |[142228 |Sub-group Analysis: Time-to-First Terminal Candinc Event by Baseline NT- Full Analysis Set
proBNP (<=1000 ag/mL va. > 000 ng/ml)

Table |EF TLK |[142229 |Sub-group Analysis: Time-to-First Terminal Candinc Event by Baseline Disbeses | ITT Population
Mellitus

Table |EF TLL [142230 |Sub-group Analysis: Time-to-First Terminal Candine Event by Baseline Diabetes | Full Analysis Set
Melitus

Table |EF TLM |14223) | Sub-grouwp Analysis: Time-to-First Terminal Candine Event by Baseline NYHA + | ITT Population
LVESY Group (Class [l + LVESY <=100 mL vs. Class [I + >100 mL vs. Class 111
# <=0 ml vs, Class 11 + > 100 mL.)

Table |EF_TLN | 142232 | Sub-group Analysis: Time-to-First Terminal Cardiac Event by Baseline NYHA + | Full Analysis Set
LVESY Group (Class [ + LVESY <=100 ml. vs. Class Il + =100 mL vs. Class 111
+ <=] 00 ml vs. Class [l + =100 mlL)

Table |EF TLO |142233 | Sub-group Analysis: Time-10-First Terminal Cardinc Event by Baseline LVEF + | ITT Population
LVESY Group (LVEF <3% + LVESY <=100 mL vs. LVEF <30% + =00 mL
v LVEF >=30% + <=100 mlL vs. LVEF >=30% 4 =100 mL)

Table |EF_TLP |142.234 |Sub-group Analysis: Time-t0-First Terminal Candiac Event by Baseline LVEF + | Full Analysis Set
LVESY Group (LVEF <30% + LVESY <=100 ml vs. LVEF <30 + >100 mlL
vi LVEF >=30% + <=100 mL vs. LVEF >=30% + >100 ml)
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Table |EF TLQ [142235 |Sub-group Analysis: Time-to-First Terminal Cardiac Event by Baseline wCRP | ITT Population
(<2 mg/L vi. >=2 mg/l, <3 mg'L va. >=3 mg'L, <4 mgL vs. >=4 mg/L)

Table |EF_TLR [142.236 |Sub-group Analysis: Time-to-First Temminal Cardiac Event by Baseline sCRP | Full Analysis Set
(<2 mg/L va. >=2 mgL, <3 mp/L va. >=3 mg/L. <4 mg/L vs. >4 mg/L)

Table |EF TCO |[14.231 Non-mferiority Analysis of Rexbemestrocel-L to Control ITT Popubstion

Tsble |EF TCP |14232 | Non-inferiority Analysis of Rexlemestrocel-L to Control Full Analysis Set

Table |EF TDA |[1424.0.1 |Secondary Anabyvsis: Time-to-Recurment Mon-Fatal Decompenmsated HF Events ITT Popubstion
Associated with Hospital Admission or Urgent Care Outpatient Visit Begmning on
Dy 0

Table |EF TDB |14.2412 |Secondary Analysis: Time-to-Recurrent Non-Fatal Decompensated HF Events Full Analysis Set
Associated with Hospital Admission or |rgent Care Outpatient Visit Beginning on
Day O

Table |EF TDC |14.242.1 |Secondary Analysis: Time-to-Recurrent Successfully Resuscitsted Cardiac Death | ITT Population
Events Beginning at Day 0

Table |EF _TDD (142432 |Secondary Anabysis: Time-to-Recurrent Successfully Resuscitnted Cardiac Death | Full Analysis Set
Events Beginning st Day 0

Table |EF _TDE |[14243.1 |Secondary Anabysis: Time-to-Firsi Composite of Mon-Fatal HF-MACE ITT Population

Table |EF TDF [14.2432 |Secondary Analysis: Time-to-First Composite of Noa-Fatal HE-MACE Full Analysis Set

Table |EF TDG (142441 | Secondary Analysis: Time-to-First Composite of Mon-Fatal HF-MACE or ITT Population
Terminal Candiac Event

Table |EF TDH [142442 |Secondary Analysis: Time-to-First Composite of Noa-Fatsl HF-MACE or Full Analysis Set
Terminal Candiac Event
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TDE | 14.2.45

T 14245

%

Tiale

Secondary Analysis: Time-to=-All Caise Death by Treatment (iroup

Secondary Analvuis: Time-10-All Couse [eath by Treatment Ciroup

Population

ITT Population

Full "';rl.'||:-*~'-x Sl

Table |EF TGP | 14251 Change from Bazseline in Contingous Echocardiography Measurements af Each Eoho-Chinlifyving Popalation
Wisit by Treatment Group

lable jEF TCA) | 14132 L ompanson of KV0 and 2-1) Echocardsography Resulis ol Each Vit by 1T 1 Population
Tremtment Group

Table |EF TG |14.2.53 Shift From Baseline in Categorical Echocardiography Measurements at Esch YVisit | ITT Population
oy I reatment Crroup

Fable [EF TEG | 142540 [ Odher Secondary Amalysis: Change (rom Baseline in 6-Minute Walk Test (6%0WT) | ITT Populstion
in Meters al Each Visit h:. I reatrment Crroup

[abkle EF TEH 14.2.54.2 | Chher '~'n.'1;|-|'u1.|._":. l.ml:.m-. l:_‘|1.1r|._;|.: frosm Pase bne on &=MNinuge Walk Test (6MWT 0 | Fall "m.:l:nn*-m
n Meters a1 Each Vst by 1 reatment Crroup

Table EF TEl 142551 Cher Secondary Avmalvsis: Change from Baseline in MY HA Functional Cless a1 i |".-rm|J.l:|-h'|
Each Visit by §restmend Lrroup
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Table |EF TE) |[142.552 |Ouher Secondary Analysis: Change from Baseline in NYHA Functional Class st | Full Analysis Set
Each Visit by Treatment Group

Table |EF TEK |14.256.0 |Other Secondary Analysis: Shift from Baseline in NYHA Functional Class at Each | ITT Pepulation
Visit by Treatment Group

Table |EF TEL |14.2562 |Other Secondary Analysis: Shift from Baseline in NYHA Functional Class at Each | Full Analysis Set
Vit by Treatment Group

Table |EF_TEM | 142571 |Osher Secondary Analysic NYHA Functional Class by Vist and Treatment Group | ITT Populstion

Table |EF TEN | 142572 |Other Secondary Amalysic NYHA Functional Class by Visit and Treatment Group | Full Analysis Set

Table |EF TED | 142581 |Other Secondary Amalysis: Change from Baseline in MLHF Total Score at Each | ITT Population
Wisit by Treatment Group

Table |EF TEP |142582 |Oher Secondary Analysis Change from Baseline in MLHF Total Score at Each | Full Analysis Set
Visit by Treatment Group

Table |EF _TEQ |14259.0 |Other Secondary Analysis: Change from Baseline in MLHF Physical Dimension | ITT Population
Score of Each Visit by Treatment Group

Table |EF TER |14.2.592 |Other Secondary Analysis Change from Bascline in MLHF Physical Dimension | Full Analysis Set
Score af Each Visid by Treatment Group

Table |EF TES |14.2.5100 | Other Secondary Analysis Change from Baseline in MLHF Emotional Scorem | ITT Population
Each Visit by Treatment Group

Table |EF_TET |14.25102 |Other Secondary Analysis: Change from Baseline in MLHF Emotional Scoreat | Full Analysis Set
Each Visit by Treatment Group
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Table |EF TEX 1425100 | Oiher Secondary Amalysis: Change from Bascline in Health State Score in ITT Population
| |_'I.-|_‘:hl1 Sdmmensiomal l:.|'||.|.||l'\. ol Life (] '|I'l-‘!'|:|1lilup;'\-\.lu.l-||||.|u|: B % eit amd
T restment Ciry LT 8] I
[ akile EF TEVY 14.2.5.11.2 | Uiher Secondary Analvsis: Change (rom Baseline i Health Stale Soofe m Full Anaksis St I
Faroljol. S-dmensiomal Cuualmy of Life (EQ-50Y) Ouestionnare by % sl mnd
I restment Liroup |
lable [EF IEW |14 121 | Oiher Secondary Analysiy: Eorolal. S-dimensional Chality of Life (EQ-51Y) 1Tl Population |
e stromnaine by Visil and Treatment Crroup |
lable |EF TEX |14 122 | (hher Secondary Analysiv Furo(al. S-dimensional Quakity of Life (EQ-50) Full Analysis Sei
e ST Larre |‘|‘- W iwif arsd Treatmett O ip |
lable |EF TEY 14 131 | Unher Secondary Amalvsis Eurol ol S=dimensional Caabiy of Lite { EQ=3L)) 111 Popukation
e stainaire by Yisil and Treatment Crroup - Mo Problem versus Problem
Iable |EF TEL [ 1 3.2 | Chheer Secondary Analysis: Eurol ol d=dimensional Uaality of Lite (EC=31)) Full Analvsis 5et
e stioiaaire by Visil and Treatment Growp - No Problem vemos Problem
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Table |AE TZZ (14301  |Owverall Summary of Treatment-emergent Adverse Events by Treatment Group | Safiety Population

Table |AE TAA |14.3.12.1 | All Treatmeni-emergent Adverse Events by System Organ Class and Preferred Safety Population
Term, by Treatment Group

Table JAE TBA [14.3.122 | All Treatmeni-emergent Adverse Events by System Organ Class and Preferred Safety Paticots Who Had LVAD
Term, by Treatment Group - Events Before LVAD Implantation, Artificial Heary, | Implantation, Artificial Heart, or
or Heart Transplam Heart Transplant

Table |AE_TBB [143.0.23 | All Treatment-cmergent Adverse Events by System Organ Class and Preferred Safety Patients Who Had LYVAD
Term, by Treatment Growp - Events Afler LVAD Implantation, Artificial Heart, | Implantation, Artificial Heart, or
or Heart Transplant Heart Transplant

Table JAE TBC 143124 | All Teatmeni-emergent Adverse Events by System Organ Class and Preferred Safety Patients Excliading Palicnis
Term, by Treatment Giroup Who Had LVAD Implantation,

Artificial Heart, or Heant
Transplant

Table |AE TAB (14313 | Trestment-emergent Adverse Events by Preferred Term, and Treatment Group in | Safety Population
Descending Frequency Based on Total

Table |AE TAC |143.31 | Trestment-emergent Adverse Events by System Organ Class, Preferred Term, and | Safety Population
Treatment Group - Related o Study Drg

Table |AE TAD |143.32 Trestmeni-cmergeni Adverse Events by Sysiem Organ Class, Preferred Term, Safety Population
Severity, and Trestment Group

Table |AE TAE |143.4.1 Treatment-cmergent Adverse Events that Occurred on Day 0 Hospitalization Safety Population
Through Discharge by Sysem Ovgan Class, Preferned Term, and Treatment Group
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Table |AE_TAF (14342 | Trestment-emergent Adverse Events that Occurred on Day 0 Hospitalization Safety Population
Through Discharge by System Organ Class, Preferred Term, Severity, and
Trestment Group

Table |AE TAG |143.43 Treastment-cmergent Adverse Events that Occurred on Day 0 Hospitalization Safety Population
Theough Discharge by System Organ Class, Preferred Term, and Treamment Group
~Related to Study Drug

Table |AE TAH |143.44 Treatment-cmergent Adverse Events that Oecurned on Day 0 Hospitalization Safety Population

Theough Discharge by System Organ Class, Preferred Term, and Treatment Group
- Related to Study Procedure

Table |AE TAI |[143.435 Trestment-emergent Adverse Events that Occurred on Day 0 Hospitalization Safety Population
Through Discharge by System Organ Class, Preferred Term, and Treatment Group
- Related to Injection Catheler

Table |AE TAJ |143.48 | Treatmeni-emergen Adverse Events that Occurmed on Day 0 Hospitalization Safiety Population
Through Discharge by System Organ Class, Preferred Term, and Treatment Group
= Related 10 Mapping Catheter

Table |AE TAK [143.51.1 |Seriow Trestment-emergent Adverse Events by System Organ Class, Preferred Safety Population
Term, and Treatment Group

Table |AE TBJ |143.512 |Serious Trestment-emergent Adverse Events by Sysiem Organ Class, Preferred | Safety Patients Who had LVAD
Term, and Treatment Group — Events Before LVAD Implantation, Artificial Implantation, Artificial Heart, or
Heart, or Heart Transplant Heart Transplani
Table |AE TBK |143.513 |Serious Treatment-emergent Adverse Events by System Organ Class, Preferred | Safiety Patients Who Had LVAD
Term, and Treatment Group — Events After LVAD Implantation, Artificial Heart, | Implantation, Artificial Heart, or
of Heart Transplant Heart Transplant
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Table |AE _TBL [143514 |Serius Treatment-emergent Adverse Events by System Organ Class, Preferred | Safety Patients Exchuding Patients

Term, and Treatment Group Who Had LVAD Implantation,
Antificial Heart, or Hean
Transplant

Table |AE_TAL |[143.52 Seriows Treatment-emergent Adverse Events by System Organ Class, Preforred Safety Population
Term, and Treatment Group - Related to Study Drug

Table |AE TAM (14353 | Seriows Treatment-emergent Adverse Events by System Organ Class, Preferred | Safety Population
Term, and Treatment Group — Related o Injection Catheter

Table |AE_TAN (14354  |Serious Treatment-emergent Adverse Events by System Organ Class, Preferred | Safiety Population
Term, and Treatment Group - Related to Mapping Catheter

Table |AE_TAOQ |143.355 | Serious Treatment-emergent Adverse Events that Occurred on Day 0 Safety Population
Hospitalization Through Discharge by System Organ Class, Preferred Term, and
Treatment Group

Table |AE TAP (14356 | Serious Treatment-emergent Adverse Events that Occurred on Day O Safety Population
Hospitalization Through Discharge by System Organ Class, Preferred Term, and
Treatment Group - Related 1o Study Dvug

Table |AE TAQ (14357 | Serious Treatment-omergent Adverse Events that Occurred on Day 0 Safety Population
Hospitaluation Through Discharge by System Ovgan Class, Preferred Term, and
Treatment Group - Related to Injection Catheter

Table |AE_TAR |143.58 | Seriows Treatmeni-emergent Adverse Events that Occurred on Day 0 Safety Population
Hospitalization Through Discharge by System Organ Class, Preferred Term, and
Trestment Group - Related 1o Mapping Catheter
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Table |AE _TAT |[143.6 Treatment-emergent Adverse Events Caning Study Drug Withdrawal by System | Safety Population
Ovgan Class, Preferred Term, and Treatment Group
Table |AE _TAY | 14371 Summary of Deaths by Treatment Group ITT Population
Table JAE TAZ (143721 |Summary of Deaths by Treatment Group Full Analysis Set
Table |AE_TBN |143722 |Summary of Deaths by Treatment Group - Events Before LVALD Implantation, | Full Analysis Set Patients Who
Astificial Heart, or Heart Transplant Had LVAD Implantation, Artificial
Heart, or Heart Transplant
Table |AE TBO [143.723 |Summary of Deaths by Treatment Giroup — Events After LVAD Implantation, | Full Analysis Set Patients Who
Artificial Heart, or Heart Transplant Had LVAD Implantation, Arificial
Heart, or Heart Transplant
Tshle |AE TBP |143.724 |Summary of Deaths by Treatment Group Full Analysis Set Patients
Exchuding Patierts Who Had
LYAD Implantation, Artificial
Heart, or Hean Transplant
Table |AE TAV |14.38 Efficacy Endpoint Events (Key Secondary ) by Preferred Term and Treatment ITT Population
Ciroup
Table |AE TAW [143.91.1 |Trestmeni-emergent Cardinc Events of Special Interest Safety Population
Table |AE TBD |143.91.2 | Trestment-emergent Cardiac Events of Special Interest - Events Before LVAD Safety Patients Who Had LYAD
Implantation, Artificial Hean, or Hean Trsnsplamt Implantstion, Artificial Heart, or
Heart Transplant
Table |AE TBE |143.%13 |Trestment-emergeni Cardine Events of Special Interest = Evenis After LVAD Safety Patients Who Had LVAD
Implantation, Artificial Heart, or Heart Transplant Implantation, Artificial Heart, or
Heart Transplant
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Table |AE_THBF |143914 |Trestmeni-emergent Cardinc Events of Special Interest Safety Patients Exchuding Patients
Who Had LVAD Implantation,
Antificial Heart, or Hean
Transplant
Table |AE_TAX [14391.1 | Trestment-emergent Other Events of Special Interest Safety Population
Table |AE TBG | 1439221 | Trestment-emergent (Other Events of Special Interest — Events Before LVAD Safety Patients Who Had LVAD
Implantation, Artificial Hean, or Heart Trans plamt Implantation, Artificial Heart, or
Heart Transplant
Table |AE TBH |143923 |Trestmenl-emergent (ther Events of Special Interest — Events Afler LVAD Safety Patients Who Had LVAD
Imgplantation, Artificial Heart, or Heart Trare plant Implantation, Anificial Hear, or
Hean Transplam
Table |AE _TBI | 143924 | Trestment-emergeni Dther Events of Special Inberest Safety Patients Excluding Patients
Who Had LYAD Implantatson,
Antificial Heart, or Hean
Transplant
Table |LB_TAA |143.1001 |Serom Chemistry Laboraiory Tests Kesults and Changes From Baseline o Each | Safety Population
Visit and Last Assessment by Treatment Group
Table |LB TAB | 143102 | Serom Chemistry Laboratory Tests Results Shifts From Baseline 10 Each Visit and | Safety Population
Last Assesument by Trestment Group
Table (LB TAC | 143103 | Serum Chemistry Laboratory Tests Clinscally Significant Abnormal Results by Safety Population
Treatment Ciroup
Table |LB TAD |143.10.1 |Hematology Laboratory Tests Results and Changes From Baseline to Esch Visit | Safety Population
and Last Assessment by Treatment Group
TCONFIDENTIAL Page 121 of 139 Mesabla



Statistical Analysis Flan
MAB-MPC-CHEFBG]

Wrsiomn t0

Table |LB TAE [143.101.2 |Hematology Laborstory Tests Results Shifts From Baseline o Each Visit and Last | Safety Population
Assessment by Treatment CGroup

Table |LB TAF |143.11.3 |Hematology Laboratory Tests Clinically Significant Abnormal Results by Safety Population
Treatment Group

Table |LB TAG |143.021 |Urinalysis Laborstory Tests Results and Changes From Baseline 1o Each Visit and | Safety Population
Last Assessment by Treatment Group

Table LB TAH |143.12.2 |Urnalysis Laborstory Tests Chimcally Significant Abnormal Results by Treatment | Safety Population
Geroup

Table VS _ TAA | 143131 | Vital Signs Values and Clanges From Baseline to Each Visit and Last Assesment | Safety Population
by Treatmeeni Crroup

Table |VS_TAB |143.13.2 | Vital Signs Clinically Significant Abnormal Valses by Treatment Group Safety Population

Table |EG TAB | 143041 |Elkectrocandiogram Variables Results and Changes From Baseline 1o Each Visit Safety Population
and Last Assessment by Treatment Group

Table |EG TAC | 143042 | Elkectrocandiogram Fmdings Shifts From Baseline to Overall, Each Visi, and Last | Safety Popilation
Assessment by Treatment Group

Table |EG TAD | 143,15 Telemetry Results (Clinically Significant Arrhyvthmins) During and A fter Safety Population
Trestment Procedure by Treatment Group

Table |EG TAE |143.16 24-honir Holter Monitor Results at Each Time Point by Treatment Group Safety Population

Table |PE_TABR |143.17 Physical Examiration Findings Shifts From Baseline io Last Assessment in by Safety Population
Treatment Giroup

Table JCM TAA |143.18 Concom itant Medications by Therspeutic (lass and Treatment Group Safety Popilathon
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Table [IM_TAA |14.4. Blood Concentration at Each Time Point by Treatment Group ITT Population

Table [IM TAB |144.2 Immunogenicity Analyses by Time points and by Treatment Group ITT Population

Figure |EF_FAA [14271.0 | Mean Cumulative Rate (MCR) of Recurrent Non-Fatal HF-MACE Over Time, | ITT Population
Adjusted for Terminal Cardiac Events, by Treatment Group

Figure |EF_FAB |14271.2 | Mean Cumulative Rate (MCR) of Recurrent Non-Fatal HF-MACE Over Time, | Full Analysis Set
Adjusted for Terminal Cardiac Events, by Trestment Group

Figure |EF FAG | 142721 |Kaplan-Meier Plot for Time-to-First Terminal Cardiss Event (TCE) by Treatment | ITT Populstion
Group

Figure |EF FAH (1427212 |Kaplan-Meier Plot for Time-to-First Terminal Cardiac Event (TCE) by Treatment | Full Analysis Set
Group

Figure |EF_FAD |142.73.]1 |Non-inferiority Plot for Time 1o First Terminal Cardisc Event (TCE) ITT Populstion

Figure |EF_FAP [142732 |Non-nferiority Plot for Time w0 First Terminal Cardiac Event (TCE) Full Analysis Set

Figure |EF FAC |14274.1 |Kaplan-Meier Plot for Time-w-Cardisc Death by Treatment Group ITT Population

Figure |EF_FAD [142742 |Kaplan-Meier Plot for Time-to-Cardiac Death by Treatment Group Full Analysis Set

Figure |EF FAE |14275.1 |Kaplan-Meier Plot for Time-to-All Cause Desth by Treastment Group ITT Population

Figure |EF_FAF |142732 | Kaplan-Meser Plod for Time-to-All Cause Death by Treatment Croup Full Analysis Set

Figure |EF_FAM |14276.1 | Kaplan-Meier Plot for Time-to-First Composite of Non-Fatal HF-MACE by ITT Population
Treatment Group

Figure |EF_FAN | 142762 | Kaplan-Meier Plot for Time-to-First Composite of Non-Fatal HF-MACE by Full Analysis Set
Trestment Group
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Figure |EF FAQ |[14277.0 |Kaplan-Meier Plot for Time-to-First Composite of Non-Fatal HF-MACE or ITT Population
Terminal Candiac Event (TCE) by Treatment Group

Figure |EF_FAR |[142.7.72 |Kaplan-Meier Flot for Time-to-First Composite of Non-Faml HF-MACE or Full Analysis Set
Terminal Candise Event (TCE) by Treatment Group

Figure |EF FAS |14.278.1 |Mean Cumulative Rate (MCR) of Successfully Resuscitated Candiac Death Events | ITT Population
Over Time, Adjusted for Terminal Cardiac Events, by Treatment Group

Figure |EF_FAT |142782 |Mean Cumulative Rate (MOR) of Successfully Resusc nated Cardiac Death Events | Full Analysis Set
Over Time, Adjusted for Terminal Cardiac Events, by Treatment Ciroup

Figure |EF_FAU |142.79.1 |Mean Camulative Rate (MUR) of Non-Fatal HF-MACE Associsted with Hospital | ITT Population
Admission or Urgent Care Visit Over Time, Adjusted for Terminal Candiac
Events, by Treatment Giroup

Figure |EF_FAV |142.792 |Mean Cumulative Rate (MOR) of Non-Fatal HF-MACE Associsted with Hospital | Full Analyvsis Set

Admission or Urgent Care Yisit Over Time, Adjusted for Terminal Cardiac
Events, by Treatment Group

Figure |EF FAW | 14271000 | Kaplan-Meier Plot for Time-to-Cardiac Death as the First Terminal Cardiac Event | ITT Population
(TCE) by Treatment Group

HFI EF FAX 427102 wm&wm-hﬂmwwﬂm Fil.':A-I;.-:i:Elt
(TCE) by Treatment Group

Figure |EF_FBA |I14281.1 |Forest Plot for Time-to-First Terminal Cardiac Event by Subgroups ITT Popubation

Figure |EF_FBB |(14.2.8.1.2 Forest Plot for Time-to-Recurrent Non-fatal HF-MACE Adjusted for Terminal ITT Population
Cardiac Events by Subgroups

Figure |EF FCA |[14282.1 |Forest Plot of Time-to-Event Hazard Ratios ITT Populstion
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Figure [EF FCB |142822 | Forest Plot of Time-to-Event Hazard Ratios Full Analysis Set
Listing [RD LAB [16.1.7 | Randomization by Treatment Group ITT Population
Listing [DS_LAA [1621.1 | Patient Disposition by Treatment Group ITT Population
Listing [DS_LAB [162.12 | Inclusion and Exclusion Criteria Screen Failures
Listing [DS_LAC [16213 | Patients Randomized but Did not Receive Treatment ITT Population
Listing [DS_LAD [16214 | Patients Randomized but Did not Complete the Index Candinc Catheterization | ITT Population
Listing [DV_LAA [1622 | Protocol Violations by Treatment Group ITT Population
Listing [DS_LAE [1623 | Analysis Sets ITT Population
Listing [DM_LAA [1624.1 | Demographics by Treatment Group ITT Population
Listing |[DM_LAB {16242 | Substance Usage by Treatment Group ITT Population
Listing [SC LAA |16243 | Childbearing Potential by Treatment Group (Females Only) ITT Population
Listing [MH_LAA [16244 | General Medical History by Treatment Group ITT Population
Listing [MH_LAB | 162451 | Cardiovascular History by Treatment Group ITT Population
Listing [MH_LAD | 162452 |Cardiovascular History - ICDVCRT Device by Treatment Group ITT Populstion
Listing [EG_LAE |162453 |ICD Device by Treatment Group ITT Populstion
Listing [EG_LAF |162454 |ICD Device Intemogation by Trestment Group ITT Population
Listing [EG_LAG [162455 | New Device by Treatment Group ITT Population
Listing [MH_LAC (16246 | Surgery History by Treatment Group ITT Population
Listing [EX_ LAA [16251 | Sdy Drug Administration by Treatment Group - NOGASTAR Mapping Safety Population
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Listing |[EX_LAB [16252 | Swdy Drug Administration by Trestment Group - Thaw Safety Population

Listing |EX_LAC | 16253 Study Drug Administration by Treatment Group - Injection Safety Population

Listing |EX_LAD [16254 | Stdy Drug Administration by Treatment Group - Injection Details Safety Population

Listing |EX_LAE |162.55 Hospitalization For Study Intervention by Treatment Group ITT Population

Listing |[EX_LAF [16256 | Catheter Accountability by Treatment Group Safety Population

Listing |EF LAA [16261 | Primary Efficacy Data - Non-fatal HE-MACE by Treatment Group ITT Population

Listing |EF_LABR |16.262.1 |Key Secondary Efficacy Duta - Terminal Candiac Events by Treatment Group ITT Population

Listing |EF_LAN [162622 |LVAD Implantation, Artificial Heart, or Heart Transplant by Trestment Group | ITT Population

Listing |EF_LAC [16263 | Secondary Efficacy Data - Hospital Admissions or Urgent HF Visit for Non-famal | ITT Population
Decompemnsated HF Events Beginning on Day 0

Listing |EF LAD |16264 |Secondary Efficacy Data - Cardiac Deaths by Treatment Group ITT Population

Listing |EF LAE [16.2.65 |Secondary Efficacy Data - Nonfitsl M1, Nonfatal CVA, Coronary ITT Population
Revascularization, or Ventricular Arrhythmias by Treatment Group

Listing | EF LAF | 16266 Onher Secondary Efficacy Diata: 2-I Echocardiography Data (LVEF, LVEDY, and | ITT Population
LVESV) by Treatmemt Group

Listing | EF_LAG | 16267 (Onher Secondary Efficacy Diata: 2-D Echocardiogmphy Data(All} by Trestment | ITT Population
Geroup

Listing |EF LAH [16268 |Other Secondary Efficacy Data: Radionuchide Ventriculogmphy (RVG) Dats by | ITT Population
Treatment Group

Listing |EF LAl [16269 | Other Secondary Efficacy Duta: 6-Minute Walk Test Data by Trestment Group | ITT Population
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Listing |EF_LAJ |162610 | Other Secondary Efficacy Data: NYHA Functional Class by Trestment Group | ITT Population
Listing |EF_LAK |16.2611 | Other Secondary Efficacy Data: Minnesota Living with Heart Failure (MLHF) | ITT Population
Questionnaire by Treatment Group
Listing |[EF_LAL [16.2612 |Other Secondary Efficacy Dista: EwroQol. S-dimensional Quality of Life (EQ-SD) |ITT Population
Questionnaire by Treatment Group
Listing |EF LAM |16.2613 | Endpoint Events by Treatment Group ITT Population
Listing |DS_LAF |16.2614 | Vital Status by Treatment Ciroup All Random ized Subjects
Listing |AE_LAA 16271 | Adverse Events by Treatment Group ITT Population
Listing IAE LAB (16272 | Adverse Events Leading to Death by Treatment Growp ITT Population
Listing |AE_LAC [16273 | Serious Adverse Events by Trestment Group ITT Population
Listing |AE_LAD |162.74 | Adverse Events Causing Drug Withdrawal by Treatment Group ITT Populstion
Listing |AE_LAE |162.75 | Adverse Events that Occurred on Day 0 by Treatment Group ITT Population
Listing |AE_LAF [16276 | Adverse Events that Occurred from Day 0 Through Hospital Discharge by ITT Populstion
Treatment Group
Listing |AE_LAG |162.77 | Procedure-Related Adverse Events by Treatment Group ITT Population
Listing |AE_LAH 16278 | Injection Catheter-Related Adverse Events by Treatment Group ITT Population
Listing |AE_LAl [16279 | Mapping Catheter-Related Adverse Events by Treatment Group ITT Population
Listing |AE_LAJ [16.27.10 | Non-Fatal HF-MACE by Treatment Group ITT Population
Listing |AE_LAK |1627.11 |Cardiovascular Events of Special Interest by Treatment Group ITT Populstion
Listing |AE_LAN [16.27.12 | Other Events of Special Interest by Treatment Group Safety Population
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Listing | AE_LAM |162.7.13 | Adverse Events for Patients Who Did Not Meet Screening Criteria Screen Failures
Listing |LB_LAA 16281 | Laboratory Reference Ranges ITT Population
Listing |LB_LAB |16282 | Serum Chemistry Laboratory Tests Results by Treatment Group ITT Population
Listing |LB_LAC |16283 | Hematology Laboratory Tests Results by Treatment Group ITT Population
Listing |LB_LAD |16284 | Urinalysis Laboratory Tests Results by Treatment Group ITT Populstion
Listing |LB_LAE |16285 | Urine Pregnancy Test Results by Treatment Group (Females Only) ITT Population
Listing |LB_LAF |16286 | Serum Chemistry Laborstory Tests Clinically Significant Abnormal Results by | ITT Population
Trestment Group
Listing |LB_LAG |16287 | Hematology Laboratory Tests Clinically Significant Abnormal Results by ITT Population
Treatment Group
Listing |LB_LAH |16288 | Urinalysis Laborstory Tests Clinically Significant Abnormal Results by Trestment | ITT Population
Ciroup
Listing |RD LAA [16289 | Trestment Schedule by Treatment Group ITT Populstion
Listing | VS_LAA 162810 |Vital Signs Values by Treatment Group ITT Population
Listing | VS_LAB |162811 | Vital Signs Clinically Significant Abnormal Values by Treatment Group ITT Population
Listing |EG_LAA |162812 | Electrocandiogram Findings by Treatment Group ITT Population
Listing |EG_LAB |16.2.813 | Electrocandiogram Variable Resubts by Treatment Group ITT Population
Listing |EG LAC |16.2814 | Telemetry Results by Trestment Group ITT Population
Listing |EG_LAD |16.2815 | 24-Hour Holter Monitor Results by Treatment Group ITT Populstion
Listing |PE_LAA |162.816 | Physical Examination Findings by Trestment Group ITT Population
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Twice Patient N w0 Pavien [

s  Appendix 6. Missing Data Handling for Efficacy Endpoints Other Than Time-to-Event
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=  Appendix 8: Review of Concomutant Medications by ATC Classification

o  Appendix 9 Review of Adverse Events of Interest
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Appendix 1: Rationale and Statistical Approach for an Earollment Adaptation Enriching
for and Replenishing Patients with Baseline NYHA Class I11 in the MSB-MPC-CHFO001
Clinical Trial
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Appendix 1: Rationale and Statistical Approach for an Enrollment Adaptation Enriching
for and Replenishing Patients with Baseline NYHA Class 111 in the MSB-MPC-CHF001
Clinical Trial

The rationale and statistical approach for the MSB-MPC-CHF001 tmal population ennchment
and replemshment adaptation for NYHA Class [11 patients can be umderstood based on the
following two components of this document:
1. Enrichment Goals and Motivation for Replemushment of Class 111 Patients in the MSB-
MPC-CHF0O1 Tral
2. Stanstical Approach to Adaptation of the Climcal Tnal Patient Populanon.

1. ENRICHMENT GOALS AND MOTIVATION FOR REPLENISHMENT OF
CLASS I PATIENTS IN THE MSB-MPC-CHF001 TRIAL

Advanced chromc heart falure (HF) due to left venincular (LV) systolic dysfunction 1s
associated with HF -related recurrent non-fatal major adverse cardiac events (HF-MACE) as well
as termunal cardhac events (TCE including cardiac death, implantation of left ventncular assist
devices [LVAD], heant transplant or placement of an artificial heart). A key charactenstic of
advanced HF 1s the direct relatonship between an mcrease m hospitalizations for decompensated
HF and mcreased nsk for subsequent TCE. When evaluating the advanced HF state, i 15
important to consider this inferachon since it reflects the aggregate impact of these events on
overall bealth-economics and ultunately patient survival.

The ongomg Phase 3 mal MSB-MPC-CHF001 1s enrolling patients pre-specified as having
either NYHA Class 11 or Class [11 heart falure. Independent of baseline NYHA Class or Class
111, all patients were considered to be at lugh nsk of recurrent hospitalization events based on the
same stady entry cnfena that mclude either a pnor hospitalization wathin the past 9 months
and/or high levels of the HF biomarker NT-pro-BNP. Al study commencement, it was expected
that rates of recurrent non-fatal HF-MACE and TCEs would be sinular between the pre-specified
NYHA Class Il and Class III patient populations considered to be at hagh nsk for HF discase
burden. Consequently, the mal's pnmary endpoint i1s a companson of recuarent non-termmal
HF-MACE between active (rexlemestrocel-L) and control patients with either late NYHA Class
Il or Class [11 heant faihwe. The primary endpoint analysis method unilizes a joint frailty model
(JFM) whach takes mio account simultaneously analyzed recurrent non-fatal HF-MACE and an
associated time to fernunal event while accounting for the relationship between the two
processes. ' The specific components of the tnal™s pnmary efficacy endpomt are defined m owr
prior comrespondence 1o FDA dated 6 Apnl 2017.
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In July 2016, the independent statistician for the MSB-MPC-CHF001 mal conducted a pre-
specified blinded-to-ireatment review of pooled subject demograplucs, cardiovascular history,
baselmne concomitant medications, baseline LV echocardiographic measurements, baseline NT
pro-BNP measurements, and baseline 6-minute walk test results. Addinonally, the independent
statistician conducted a pre-specified blinded-to-treatment review of the number and timang of
TCEs associated with early tnal termination defined as cardiac death, implantation of a LVAD,
heart ransplantation or placement of an artificial heart. These blinded-to-treatment summanes
were performed for the entire study population (combined Class II and Class I11) as well as
separately for baselime NYHA Class I and separately for baseline NYHA Class [11. The
database mcluded mformation for 23] randomized HF pahents who had undergone an mdex
cardiac cathetenzation on Day 0 of the tnal. The mean follow-up tume was 9.8 months, a value
that was similar for the baseline Class 11 and Class [T1 patients.

The results of the blinded data review were most remarkable for a 3.2-fold lugher rate of TCE for
patients who at baseline were NYHA Class [l compared with Class II. In addition, there was a
2 0-fold lugher rate of recurrent non-fatal HF-MACE m the Class [Tl compared with Class 11
pathients. Since TCEs are thought to follow recurment pnior hospaitalizations for decompensated
HF, we were concerned that the very high rate of observed TCEs in NYHA Class [11 patients
relative to Class 11 patients would skew the tral’s primary endpoint of recurrent non-fatal HF -
MACE by resulting i a progressively greater proportion of surviving NYHA class [ patients
remamning m the nal over nme. This observation raised several entical 1ssues that must be
addressed regarding the conduct of the tmal:

a. The dispanty of event rates between Class [l and Class [l patients would be expected 1o
have an adverse mpact on the timely completion of the trial due 1o failure to accumulate
recurment non-fatal HF-MACE at the anthicipated rate

b. Based on the treatment blinded TCE data, the NYHA Class [l panents clearly have a
much greater unmet medical need than the Class 11 patients and therefore need to be the
focus of the clinical mal evaluation

¢. Due to the mechanism of action of rexlemestrocel-L and its propensity 1o have greater
clinical effect when more severe local tissue disease 1s present, it 1s anticipated that Class
111 patients would be more hikely to benefit from the active treatment in the trial.

Thus, a concern was rarsed regarding the need to ennch and replenish enrollment of baselne
NYHA Class Il patients m the ongomng tral.

On 23 Febiuary 2017, Mesoblast had a Type C meeting with FDA to discuss the Statistical
Analysis Plan and stopping rules for a pre-specified futility Interim Analysis (LAE2) to be
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conducted by the independent statistician for the tnal. At this time, Mesoblast also discussed s
inferest in adapting the study for enrichment and replenishment of baseline NYHA Class 111
patients if the LA#2 resulted in the trial’s continuation. During that meeting, as well as in the
subsequent meeting minutes, the Agency provided Mesoblast with recommendations to follow if
the Sponsor decided 1o conduct an adaptation i the patient population (1.¢., ennchment and
replenishment for baseline NYHA Class 111 patients) for the remaimder of the MSB-MPC-
CHF0O1 tnal (See Section 2).

In Apnl 2017, a pre-specified futility Intenim Analysis (IA#2) was conducted for 270
randomuzed subjects who were known to have undergone an index cardiac catheterization on
Day 0 of the tnal. The chairperson of the nal’s Independent Data Monitoring Commuttee
(DMC) reported the treatment blinded futility results of the LA#2 to the Charmen of the tnal’s
Executive Steering Committee (ESC) and the Sponsor. The [A#2 output did not include (nor dud
the mdependent statistician perform) any analysis or data review for supenonty, any p-value
determunations, or any infonmation relating to early stopping of the tnal for success or other
purposes. Rather, IA#2 was purely a futility analysis with a pre-specified stoppimg mle threshold
for recurrent non-fatal HF-MACE calculated for rexlemestrocel-L vs. the sham group using JFM.
Throughout the LA#2 process, Mesoblast remaimed fully blinded to the quantitative results and
was provided only YES, NO or INDETERMINATE answers to whether the calculated hazard
ratios (HRs) for each of the pre-specified patient categones was below the pre-defined HR
funlity boundary. Importantly, an INDETERMINATE response was pre-specified to ocour if
JFM did not converge and respective HR could not be calculated due 10 msufficient number of
recurrent non-fatal HF-MACE and/or terminal events. The futility only LA#2 has resulted in
continuation of the tnal.

At approximately the same tune as LA#2, an updated blinded-to-treatment review was conducted
by an outside contractor who was blinded to treatment assignment m order to assess the rate of
TCEs for the entire study population and by baseline NYHA Class (i.e., separately for Class I1
and separately for Class [II). The mean follow-up was sumilar for baseline Class I1 and Class 11
patients (approximately 13.5 months). The Sponsor was provided blinded-to-treatment
sumumaries of the results. Smkingly, and consistent with the earlier blinded-to-treatment analysis
that was conducted m 231 mndomized patients at a mean follow-up of 9.8 months, there was a
4.2-fold lugher munber of TCEs for the baseline NYHA Class [1I than Class 11 patients
{(p=0.0014 by Kaplan Meier log-rank analysis). This occurred at a time that the ratio of recurment
non-fatal HF-MACE was in excess of 1.6-fold higher for the Class III patients.
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Cntically, the greater than 4-fold hagher number of TCEs in the more vulnerable Class 11 HF
pahent population and thewr subsequent censonng of non-fatal HF-MACE from the tnal are
unportant since the TCE censored Class 111 patients had 3 2-fold higher rate of recurrent non-
fatal HF-MACE priog to the time of censoring than did the censored Class I patients. This
wotlld be expected to substantially reduce the rate of accumulation of recurrent non-fatal HF-
MACE as Class [II patients are ¢hminated from the tnal due to censonng.  The result would be a
very negative impact on the operational feasibility of the tnal, thereby jeopardizing the
completion of the study. For these reasons, ennclunent and replenishment of the tral wath
baseline NYHA Class 111 patients i1s necessary. This will be accomplished by ennching for
paticnts who have been classified as NYHA Class 11 during the screening evaluabon. This
ennchment ahigns well with the anhcpation that patients with the most advanced chrome HF wall
have the largest beneficial response 1o rexlemestrocel-L therapy, potentially due to greater
activation of rexlemestrocel-L by factors produced within the local damaged myocardinm seen
more advanced HF states. The subsequent release of paracrine factors 1s thought to result n
activation of myocardial downstream signaling pathways that enhance the regenerative therapy
response.

Accordmgly. it 1s necessary to mantan an adequate number of ongoing baseline NYHA Class
I11 patients in the wial over time. This will be achieved by enrolling an enniched and replenished
study population consisting exclusively of basehne NYHA Class 11 patients. This will be
performed such that by the end of the tnal, the ratio of enrolled patients with baseline NYHA
Class 11 1o baselme NYHA Class [1 will be approximately 2:1. With this ratio, it is estimated
that approxamately 600 randomized patients will be needed to aclueve a nummm of 531
recurrent non-fatal HF-MACE at the end of the tnal. Based on current enrollment projecthons, at
the end of the tnal it 1s estimated that there wall be ~200 baseline NYHA Class 1l patients and
~400 baseline NYHA Class I patients who have been randomized into the tnal resulting in a
baseline Class [I1/Class Il mtio of 2:1. In order to aclueve this target, an enrollment cap of
~200 patients with baseline NYHA Class I patients will be instituted. It is anticipated that any
baseline NYHA Class Il patients who are inadvertently screened but not randomired dunng the
suspension of NYHA Class [1 enrollment will be considered screen fmilures. The enrollinent
process will be overseen by the mal's eatment blinded Medical Mowmtor in conjunction with
cument computer-generated randomization and interactive response technology (IRT) enrollment
methodologies.
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2.

STATISTICAL APPROACH TO ADAPTATION OF CLINICAL TRIAL
PATIENT POPULATION

The adaptation for the MSB-MPC-CHF001 trial will be implemented only after its description
and related statnstical approach are included in the protocol and Statistical Analysis Plan (SAP)
and FDA has been given an opportumity to review these documents. As all details of thus
adaptation are pre-specified pnor to the begmnmg of its implementahon, this adaptation 1s a
planned adaptation. In pre-specifving the adaptation, Mesoblast has been adhening to the
following FDA responses in the 23 Febmary 201 7 meeting minutes.

In FDA's response to Question 4a the Agency stated: “If vou modify stady MSB-MPC-
CHF0O01 10 enroll only patients with NYHA class [II chronic beant fatlure based on the
1A#2 results, please note that this will be considered as an adapianion to the study design.
Performung a study adaptation without sufficient pre-specification of the stanstical
methodology for the adaptation will adversely affect the interpretability of the study
outcomes. Therefore, if vou are intending 10 perform such an adaptation, vou will need
1o revise your SAP to pre-specify the statistical procedures for the study population
enrichment. We can review the complete updated SAP”

In FDA's response to Queshion 4b the Agency stated: “Yes, m pnnciple. you may
perform a study adaptation 1o ennch the study population, provided that vou pre-specify
the detailed methodology for the adaptation (see FDA Response to Comment #4a for
additional details) in the SAP and SOPs pnior (o performung the adaptation.™

Accordmgly, and m response to FDA's responses to Questions 4a and 4b, the followmg
important considerations will determane the statistical methodology for this adaptation.

This adaptation is driven by the necessity to replenish the NYHA Class 111 patient
population i the study as they are having TCEs resulting m censonng at a greater than 4-
fold hagher rate than Class Il patients. Thas shows that the Class 11 patients as a group
truly have “advanced heart fadlure™ with a high unmet clinical need. The marked
dispanty between TCE rates m baschine Class 11 vs. Class 11 patients is expected to
significantly change the mntended patient population composition relative to the nal's
prmary efficacy endpomnt. The detals are presented m Section | above.

Addmonally, this adaptation 15 bemg planmed after the unblinded mdependent DMC
completed interim futility analysis #2. Thas futility-only IA#2 was pre-planned and
agreed upon by FDA. No supenonty assessment was performed. In addition, no efficacy
estimates based on group compansons were evaluated or reported by independent
statistician to either the mal’s Executive Steermng Commuittee (ESC) or Sponsor.
Furthermore, no event rates by treatment group were estunated or reporfed by the
unblinded imdependent statistician.  The event rates by NYHA funchional Class at
baseline were reviewed strictly m a blinded fashion by the statistician who had not had
access to unblinded treatment assignments. The detmls of the IA#2 futility only results
are discussed in the Section | above. As an isolated fuhility analysis does not affect the
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Type | emor rate, no sigmificance level adjustment would need 1o be performed as a result
of this mtennm funility analysis.
approach to adaptation.

s This is an eveni-driven tnal with the planned munber of recurrent non-fatal HF-MACE of
at least 531, This pre-specified ounimum number of events will not be changed as a
result of this adaptation. There will be no resizing of this study. Ouly event rales
observed and reviewed m a blinded manner will need 1o be ncreased by enrolhing more
baselne NYHA Class 111 patients.

o Al mondomized patients, both enrolled prior 1o and after adaptation implementation, wall
be included in the final ITT analysis. No patients will be excluded from final ITT
analysis as a result of this adaptahion

e No changes in eligibility criteria (beyond enrolling baseline NYHA Class 111 patients
only); all Class Il patients randomuzed prior to adaptation will be included n final
analysis. Of note, throughout the entire conduct of the MSB-MPC-00] mal. the baseline
NYHA Class II and Class III patients have been randomized separately for appropnate
treatment balance. This procedure (rndomization stratified by NYHA Class at Baseline)
will be continued for the remainder of the tnal.

* No change i the hypothesis bemng tested will occur.

These considerations lead us to believe that based on sechions V-B and V1-D of the FDA
Adaptive Design Guidance for Clinical Trials for Drugs and Biologics ', no significance level
adjustment is needed as Type | error rate is not affected by this adaptation.

o Gudance Line 652 “In studies using a dascrete outcome (event) endpount, a blinded
examination of the study overall event rate can be compared with the assumphons used m
planmng the study. Exanumng the data in thus blinded analysis does not niroduce
statistical bias and no statistical adjustments are required. ™

s (nndance Line 1100: “Adaptive methods that have been proposed mclude (1) changing
only the eligability critenia, with no change in the study overall sample size and wath the
final analysis including the entire study population, or (2) modifyving the plan for the final
analysis to include only patients with the preferred charactenistic.”

e [nour case, despite enniching for Class IT1 paticnts there will be no change in the planned
mamber of recurrent non-fatal HF-MACE. with the final analysis including the entire
study ITT population, i.¢.. all baseline NYHA Class 11 and Class 1T randomized patienis.

Relative to the mal’s hypothesis:
s  Gindance Line 1106: “There may be no statstical adjustment necessary if there are no
changes m the hypotheses tested ™
* [nour case, there will be no change i the hypothesas tested.
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Since we would like to comply with the stnctest interpretation of the Adaptive Design Guidance,
we suggesi the followmg stanstical approach:

The primary analysis will be performed as previously planned and stated i the SAP
based on the entire ITT population of all mndomized Class 11 and Class II1 pabents
enrolled both prior to and after this adaptation. The hypothesis tested will be as
previously pre-specified. The Type | error rate is not affected and no alpha level
adjustment will be perfonmed.

A sensitivity analysis will also be performed consistent with Protocol Amendment 7 and
the ennchment for NYHA Class I patients. Thas analysis will be conducted utilizing the
mverse normal combimation function as descnbed m Lechmacher and Wassmer. * Since
this methodology has not been studied for JFM, we'll apply this analysis to the key
secondary endpoint, ie., ime-to-first TCE. The log rank test will be applied separately
to the TCEs that occurred for patients before and afier the adaptation implementation. and
respective p-values will be combined using mverse normal combmation fimction. The
respective weights i the inverse normal combination function will be fixed and
calculated based on the proportion of TCEs that occurred for patients enrolled pnor to
and after the adaptation implementation. The adaptation implementation date was
planned for the latter part of 2017 and occured on 11 November 2017. Four hundred
forty-five patients were randomized before |1 November 2017, and 120 patients were
randomuzed on or after that date. One hundred tharty-eight patients randonuzed before 11
November 2017 had at least one TCE, and 19 patients randomized on or afier 11
November 2017 had a at least one TCE. Per Wassmer °, as long as these weights are
fixed prior to adaptation implementation, the type 1 emmor is controlled despite data-
dependent design changes (in our case, ennchment with baseline NYHA Class Il
patients based on the blinded review of the event rates for Class 111 and Class Il patients).
The stanstical methods of Type 1 emmor control m adaptive designs are used when design
changes mclude changes to the targeted mumber of events, prumary endpomls, or
hypothesis tested. * None of these design changes are planned in this trnial and we believe
that Type | emor is not affected by this particular adaptation. Respectively, the
sensitivity analysis based on mverse nonmnal combmation fimcthion with fixed weights 1 a
very conservative approach.
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Appendix 2: Dream HF-1 Protocol C41750/3100 DMC Interim Analysis Plan Version 1.7
(May 4, 2016)
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1. Introduction

Teva's protocol CA41750/3100 is a Phase 3, randomized, double-blind, sham
provedure-controlled, parallel group study designed to assess the efficacy and salety of
allogeneic mesenchymal precursor cells (rexlemestrocel-L; also referred 1o as CEP-4IT50) in
patients with chronic heart faiture due 10 left ventricular systolic dvsfunction of either
ischemic or nonischemic eticlogy. The trial’s primary endpoint is time to first heart
failure-related major adverse cardiovascular event (HF-MACE), defined as a composite of
terminal HF-MACE (ie.. cardiac death, resuscitated cardiac death. LVAD placement, heart
transplant, and artificial beart implantation) and nonfatal decompensated heart failure (HF)
events. Resuscitated cardiac death includes sucoessful firing of an implantable cardioverter
defibrillator {ICD) for ventricular fibrillation (VF) in patients who have an ICD or any
implanted device capable of defibrillation. Investigators are instructed to report any event that
they assess as potentially being a component in the primarny composite end point of HF-MACE
They are also instructed to report the following secondary endpoint events, which are
collectively called MACE-Plus: any death from CV causes, non-fatal M1, non-fatal stroke,
hospitalization for unstable angina, and coronory artery revascularization. All these events
will be submitted to the CEC for adjudication.

Statistics Collaborative, Inc. (SCI) will perform. SC1 has updated this document in acoordance
with Amendment 2 of the protocol. dated July 29, 2015,

2. Protocol amendment 2

Protocol amendment 2 changed several of the statistical design characteristics of the shady:

s Because Teva plans to conduct a second Phase 3 trial, Teva changed this trial’s Type | error
rate from a two-sided significance level of 0.01 to 0.05,

* Consequently, the required mumber of patients with HF-MACE was reduced from 465 1o
314, and the estimated enrollment was reduced from 1,730 to 1,165 patients.
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#  The protocol added stopping guidelines for benefit to Interim Analysis 2. The analysis is
projected to occur after 50% information time (i.e., 157 patients with HF-MACE), rather
than 40%% information time.

3. Interim Analysis (lA) 1

SC1 will perform Interim analysis 1 (LA1) after the first approximately 120 patients have
undergone index cardiac catheterization and been followed for at least 6 months. Randomized
patients who 1) did not undergo index cardiac catheterization, or 2) underwent index cardiac
catheterization after the cutoff date for LA] will be excluded from the analysis. The cutoff date is
defined as the date on which approximately the 120% patient reaches the 6-month follow-up
visit. IA1 does not include a formal safety or efficacy review by the Data Monitoring Committes
{(DMC) and will neither be used to re-evaluate the number of required HF-MACE events nor to
stop the study early for success. The objective of the analysis is to determine whether
predefined thresholds have been met on the basis of analvses of 2D echocardiographically
determined surrogate endpoints (left ventricular ejection fraction [LVEF], end-systolic vohume
[LVESV), and end-diastolic vohume [LVEDV]), and the primary endpoint (HE-MACE). The
predefined thresholds for IA1 are as follows:
*  Left ventricular surrogate endpoints:
Absolute mean change from baseline at Month 6 in LVEF is not at least 2.5% greater in the
active group compared to the control group (Le. mean absolute A in active arm — mean
absolute A in sham arm < +2 5%)
OR
Absolute mean change from baseline at Month 6 in LVESV and LVEDV is not at least 5 mL
lower in the active group compared to the control group (Le., mean absolute A in active
arm - masan absolate A in sham arm > -5 mL)
*  HF-MACE The log-rank statistic for HF-MACE is less than the critical value derived
under the Hwang, Shih, and DeCani beta-spending function (y=2).

No formal open or closed report will be prepared at this interim analysis. SCT will conduct the
unblinded analysis described in Table 1 and communicate to the sponsor and Execative
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Steering Committee (ESC) whether the predefined thresholds are ‘met’ or “not met” for the
surrogate and primary endpoints. This communication will not include any numeric results;
rather, it will consist of two binary responses: one cormesponding to whether the threshold has
been met for the left ventricular (LV) surrogate endpoints and the other for whether the
threshold has been met for HF-MACE. See the sample reporting form for LA1 in Section 5 of
the document,

SCT will provide a copy of this commumication, along with the numeric results described in
Table 1, in the subsequent DMC safety report. The DMC is not invelved in the conduct of 1Al
and is not responsible for conveying a recommendation to the ESC based on its results.
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Table 1. Decision rules for surrogate and primary endpoints based on observed interim data
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3.1. Left ventricular surrogate endpoints
The analysis of the LV surrogate endpoints will include only patients who underwent index
cardiac catheterization on or before the TA] cutoff date and have baseline and Month &
measurements made through 2D echocardiography as determined by the core
echocardiographic reading center. SCI will provide the sponsor and ESC with a single
“yes/no” response as to whether the LV threshold has been met on the basis of the three LV
surrogate endpoints as shown in Table 2. A response of “ves” indicates an unfavorable finding
for rexlemestrocel-1. relative to sham patients.

Table 2. Possible outcomes of LV surrogate endpoint decision criteria

LV threshald mei LVEF LVESY LVEDV
f“!ﬂhm &<+ 8 dx-dmi d>-Sml

Yes Yis Yes Yes

Yes Yes Ma

Vs by ] Yes

Yok Mo Mo

1) Yes Yes

Mo b Mo No

B Yes Mo

] B Yes

For each scenario in Table 2 Table 3 shows an example of the scenario using differences

between the mean change for each LV surrogate endpoint (8 = As - Ax) and the binary response
that SCT would provide to the sponsor and ESC if these results were obtained at TAL

CONFIDENTIAL
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Table 3. Examples of scenarios at lA1 and the
binary response communicated to the ESC

LV thereshld mari LVEF LVESY LVEDY
m‘ﬁubm PN d=-3mi d>=-3mL
Yes 14 -2 (1]
24 -Lal 52
10 A 32
0 S -] -12
4 15 0.5
Mo 35 - e i
pd 4T 8
L ) Bl -1
1.2 HF-MACE

An independent Clinical Endpoints Committes (CEC), which will be blinded to treatment
assignment for the duration of the study, will review and determine the onset of HF-MACE
events. In preparation for IA1, the CEC will adjudicate all investigator-reported HF-MACE
events that have been reported up to that point. The HF-MACE analysis will include only
events for the subset of patients who underwemnt Day 0 index cardiac catheterization on or
prior to the cutoff date for LAL. All events for such patients will be incorporated in the
analysis, inchuding events which occurred after the first six months of follow -up {ie. no events
will be censored). Teva estimates that roughly 20 to 30 HF-MACE events will have ooouwrmed
and have been positively adjudicated at the time of IA]. Assuming observation of 314 events
at the conclusion of the study, this would represent an information fraction of roughly 6 to
0% (e 207314 o 30/314).

With an information fraction of 7%, the critical value derived under the Hwang, Shih, and
DeCand beta spending function (y=—2) would be a z-score of -1.85 (with negative z-scores
corresponding to an increased hazard rate in the rexlemestrocel-L group relative to sham
patients). Hence, SCI would report “yves™ to the sponsor and ESC if the z-score is less
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than -1.85. As with the LV threshold, a response of “yes” indicates an unfavorable finding for
rexlemestrocel-L relative to sham patients.

At the time of LAL SCT will caloulate the critical value in East according to the actual number
of observed events out of the planned 314 events at the final analysis. Because the DMC will
not review the HE-MACE data at [A and because stopping for superiority is not a potential
outcome of the review (Le., no alpha spending will be involved), the HF-MACE information
fraction at IA1 is not relevant in determining the stopping boundaries for IA2.

4. Interim Analysis {IA) 2

The DMC will review LA2 after the CEC's confirmation of approximately the first 530%% (-157)
of the pre-planned 314 HF-MACE events. The goal of 1A2 is to consider early discontinuation
of the trial either due to superiority or the potential lack of efficacy (i.e.. futility). If neither
superiority nor futility is concluded, LAZ involves recalculation of the sample size based on a
conditional power of 80% assuming the observed hazard ratio and control event rate for the
future. Recalculation will be constrained so that the minimum number of events remains at
314 and the maximum cannot exceed 471. The DMC will commumnicate recommendations from
IA2 to the ESC, which includes a member of the sponsor.

4.1. Superiority and fulility

The DMC may recommend termination of the trial because of convincing benefit if the
log-rank statistic for HF-MACE is greater than the O Brien-Fleming boundary as implemented
using a Lan-DeMets alpha-spending function. Assuming that 1A2 ocours at exactly an
information fraction of 0.5, Figure 1 shows that superiority could be declared if the observed
observed HRaswsham were roughly 0.63 or lower (equivalent to = >29%6).

The DMC has the option to recommend termination of the trial due to futility if the log-rank
statistic for HF-MACE is less than the critical value derived under the Hwang, Shih, and
DeCani beta-spending function (y=2). As shown in Figure 1, futility could be declared if the
observed HR aswibum were roughly 094 or greater at an information fraction of 0.5 {equivalent
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to 2 <0.41). At the time of LA, 5CT will calculate the critical values for superionty and futility
in East according to the actual number of observed events out of the planned 314 events at the

final analysis.

In addition to the primary analysis, the DMC will have available varions supportive analvses
of HF-MACE as well as analyses of the trial’s secondary endpoints for consideration in its
recommendation. Section 3.3 outlines the efficacy presentations from the report template
prepared by SCT for the DMCs reports.
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Figure 1. Superiority (blue) and futility (red) boundaries at IA2
expressed on the HR and z-score scales
Stopping Boundaries
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4.2 Sample size recalculation

If neither superiority nor futility is concluded at IA2, conditional power cormesponding to the
protocol-spedified two-sided Type | error rate of 0.05 will be estimated by simulation under

CONFIDENTIAL
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the currently observed trend at IAZ and the current accrual rate for projection of entry of new
patients. The simulation, which will use a fixed seed to allow replication, will involve 10,000
simulations per estimate. A Weibull distribution will be fit to the observed data to estimate, by
maximum likelihood methods, the scale and shape parameters for each group, which will be
used in simulations for the second stage of the trial. Simulations that use these estimates will
randomly assign a future event time for currently enrolled and future patients. SCT will use the
inverse normal p-value combination method for the two stages of the trial that Teva specifies

in its statistical analysis plan in estimating conditional power.

In the conditional power estimates, the first stage of the trial will use the treatment effect from
the 157 observed events for IA2 for all simulations. For the second stage, SCT will simulate
conditional power ranging from the observation of 157 further HF-MACE events (for the
pre-planned total of 314 events) to 314 (for the maximum allowed number of events of 471
under the protocol). For each simulation, the conditional power will be the proportion of
simulated test statistics with a two-sided p-value of 0.05 or less when combining the data from
the two stages of the trial.

On the basis of the pooled event rate, Teva will inform SC1 roughly four months before 1A2 of
how it would interwd to observe 157 to 314 events in the second stage of the trial. This could be
achieved through an increase in follow-up time, an increase in sample size, or some
combination of the two. SCI will then use this proposed strategy inits simulations.

The final analysis will use a proportional hazards model to estimate the treatment effect with

adjustment for NYHA Class (Functional Class 1 versus Class 11}, geographic region (LS

versus ex-US), and presence of epicardial CAD (ischemic versus nonischemic). The simulated

conditional powers at LA will not use adjusted test statistics, however, because:

s Current estimates of the treatment effect for each of the 8 combinations of covariates
would be impredse at the ime of LA, and

*  Adjusted estimates for use in conditional power simulations would require assumptions
about the future accrual rate for patients within each level of the covariates.
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SCT will present results of the simulated conditional powers to the DMC for consideration in
recommending a sample size increase. At the DMCs request, SCImay also simulate
coniditional powers based on other assumed future trends aside from the currently observed
treatment effect.

Teva and the DMC are currently determining the process for communicating any
recommendation to increase the trial's sample size at IAZ such that insight into the interim

treatment effect is limited to SCI, the DMC, and those from the ESC and Sponsor on a
need-to-know basis. The group is also consiclering what recommendation should be made
should a simulated conditional power of 807 not be achieved at the maximum of 471 events.
For example, should the conditional power with 471 events be below a certain threshold. Teva
mright prefer that the DMC recommend discontinuation of the trial becanse of futility, rather
than to recommend an increase of the trial to its maximum size with suboptimal power. SC1
will update this document once these guidelines have been determined.

4.3, Efficacy presentations at IA2 for review by the DMC

A separate peport template contains mock-ups of the efficacy presentations that the DMC will
review at LA Currently planned presentations are included below. The DMC has the ability
1o add or modify the presentations for LAZ as it sees fit.

« HF-MACE
*  Table: HF-MACE (CEC-confirmed)
» Table: Subgroup analyses of HF-MACE (CEC-confirmed)
» Figure: Time to first CECconfirmed HF-MACE event
» Table: Adjudication status of CV endpoint events flagged for adjudication as
HF-MACE
=  Table: HF-MACE (Best available data)

s Secondary endpoints
s Table: Hospitalizations for decompensated HF
s Table: Fatal events (all cause) by investigator-reported term

CONFIDENTIAL
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Table: CEC-confirmed underlying causes of cardiovascular death
Table: MACE-Flus (CEC~<confirmexd)

Table: Subgroup analyses of MACE-Plus (CEC-confirmed)
Figure: Time to first CEC-confirmed MACE Plus event

Table: MACE-Plus (Best available data)
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5. Sample reporting form for IA 1

TEVA C41750/3100
Interim Analysis #1
Predefined threshold outcome report

Date:
Recipients:

May 10, 2016

WD, PR
B 1 (Mesoblast, Inc.)
B 0. PhD (Teva Pharmaceuticals)

Answers of ‘yes’ indicate an yonfaverablg finding for rexlemestrocel-1
relative to sham patients that a threshold has been met.

Left ventricular surrogate endpoints threshold:

Absolute mean change from baseline at Month 6 in LVEF is not at least 2.5% greater in the
active group compared to the contral group (Le. mean absolute A in active arm - mean
absolute A in sham arm < «2.5%)

OR

Absolute mean change from baseline at Month & in LVESY and LVEDW is not at least 5 ml
lower in the active group compared to the control group (Le., mean absolute A in active arm
mean absolute A in sham arm > -5 ml)

Left ventricular surrogate endpoint threshold met?

(S Talddes 2 sl 1 im e mberim analbyas

YEE | N-ﬂ statintical plar for example somumos

respories for the LYEF dereshodd )

HF-MACE threshold:
The log-rank statistic for HF-MACE is less than the critical value derived under the Hwang,
Shih, and DeCani beta-spending function (y—=2)

HE-MACE threshold met?

I:] Yes :]Nn

o Praiy TEVANSAP LA SAP T CELTS0 1100 LA SAF 5.7 s WRH
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TEVA C41750/3100
Interim Analysis #1
Predefined threshold outcome report

Date: May 100 2016

Recipients: [N, 0 (
I ). )

B 1D (Mesoblast, Inc.)
B 0. FhD (Teva Pharmaceuticals)

Answers of “yes’ indicate an unfavorable finding for rexlemestrocel-L
relative to sham patients thal a threshold has been met.

Left ventricular surrogate endpoints threshold:

Absolute mean change from baseline at Month & in LVEF is not at least 2.5% greater in
the active group compared to the control group (e, mean absalute A nactive arm
mecan absolute A in sham anm < «2 5%

OR

Absolute mean change from baseline at Month & in LVESY and LVEDW is not at least 5
mL lower in the active group compared to the control group (ie., mean absolute & in
active arm - mean absolute A in sham anm > -5 ml)

Left ventricular surrogate endpoint threshold met?

e Taldes 3 andd 1 i e onberion, analysis

x YES E Nu statistical plan for example soenuarios. and

responses for the LVEF threshold. |

HF-MACE threshold:

The log-rank statistic for HF-MACE is less than the critical value derived under the
Hwang, Shih, and DeCani beta-spending function {y=-2).

HE-MACE threshoald met?

|:]Yes X |Nn

b prer | bt | e T PRS- (O s s e palepiiieal B rabasld ouilipent Pt - el [ Dy, d iy
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Appendix 4: MSB-MPC-CHF001 (Dream-HF #1) Interim Analysis #2 (1A2) - Design and
Resulis as Reporied by the Independent Data Monitoring Committee on 8 April 2017
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MSB-MPC-CHF001 (DREAM-HF #1)
Interim Analysis #2 (IA2) Design and Results
as Reported by the Independent
Data Monitoring Committee

on 8 April 2017
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Summary

Interim Analysis 2 (IA2) based on the evaluation of non-fatal recurrent heart failure events
MACE [non-fatal recurrent (multiple evenis per patient) decompensated HF evenls or
successfully resuscitaled cardiac death events] and comelaled terminal cardiac events [ie.,
cardiac death, heart transplant, artificial heart placement or left ventncular assist device (LVAD)
placement]. These are the same clinical events that will be incorporated into the trial's pnmary
endpoint al completion of the DREAM-HF #1 study (MSB-MPC-CHF001).

A2 will be performed using the Joint Frailty Model (JFM) approach which is designed to avoid
the introduction of bias due to dependent censorning associated with mortality or other terminal
clinical events. By design, approximately 250 randomized patients having a minimum of 3-
months follow-up data will be included in IAZ. It is anticipated that ~106-122 positively
adjudicated non-fatal recurrent HF-MACE will be included in I1A2. This would represent ~20-
23% of the 531 non-fatal recurrent HF-MACE expected at the end-of-the-trial. An independent
unblinded statistician will perform the |1A2 data evaluation. This individual will review the results
and inform the Sponsor and the tnal's Executive Steenng Committee (ESC) of its findings
relaling lo pre-defined hazard ratio thresholds. Throughoul the |A2 process, Mesoblasl will
remain fully blinded to the quantitative results and will be informed only if the pre-defined hazard
ratio (HR) thresholds have been achieved. The IA2 output will not include an analysis for
superiority or any other early stopping of the trial for success. Rather, it will include three
components:

+ The first component is a futility analysis with a stopping rule threshold for non-fatal
recurrent HF-MACE at HR >0.92. calculated for drug vs. placebo using JFM. The specific
question that the independent statistician will address will be “Using the JFM analysis, is the
HR <0.827". The response from the independent statistician will be a YES or NO answer to
the following sub-calegory questions:
¥ Using the JFM analysis, is the HR for recurrent non-fatal HF-MACE <0 92 for

rexlemestrocel-L therapy vs. sham groups for the aggregated NYHA Class |l plus
NYHA class lll patients?

¥ Using the JFM analysis, is the HR for recurrent non-fatal HF-MACE <0.92 for
rexlemestrocel-L therapy vs. sham groups for the NYHA Class || patients alone?

¥ LUsing the JFM analysis, is the HR for recurrent non-fatal HF-MACE <0.92 for
rexlemestrocel-L therapy vs. sham groups for the NYHA Class lll patients alone?

If the response to any of these three sub-calegory quesbtons is thal the HR <092 then
crossing the futility boundary will be rejected as an outcome and the study will continue. The
study will be stopped for futility if all three HR >0.92.

Since the study may be stopped for futility if the pre-defined HR threshold is achieved (or
erossed) and since the study will not be stopped for supernority of the test treatment 1o
placebo and since the number of non-fatal recurrent HF-MACE will not be changed based on
the IA2 results, a significance level adjustment at the bme of final analysis will not be
performed.
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1.0 Design of Interim Analysis #2 (IA2)
1.1 Background

« There was uncartainty as to how to best statistically conduct an intenm analysis (IA) for
the Phase 3 MSB-MPC-CHFO001. This trial is designed to evaluate event outcomes in
patients with advanced chronic heart failure (HF) associated with reduced left ventncular
ejection fraction (LVEF). The issue is how to best evaluate and interpret the results of the
IA2 in a patient population with the potential for dependent censoring due to mortality or
other terminal clinical events (e.g., cardiac death, heart transplant, lefl ventricular assist
device (LVAD) placement, placement of an artificial heart).'

» The specific question focuses on the amount of interaction (co-dependency) of non-fatal
recurrent HF-MACE and terminal events in the iniial ~250 Randomized patients with
advanced heart failure in DREAM-HF #1 who would be included in the proposed A2 that
was incorporated info the Irial's Protocol Amendment 06,

Several aspects of the moderate-to-advanced HF patient population may complicale the
determination of the treatment effect on disease-related events. This patient population is
characterized by frequent HF -related hospitalizations and other recurrent non-fatal HF-
MACE, high mortality and continued worsening of the disease, often leading to surgical
interventions such as LVAD implantation, placement of an artificial heart implantation, and/or
heart transplant. Patients who are hospitalized or experience other non-fatal HF-MACE, may
be at an increased risk of additional HF-MACE ** Therefore, recurrent non-fatal HF-MACE
within a patient may not be independent ** Patients with a high rate of recurrent non-fatal HF-
MACE may also have an increased risk of terminal cardiac events® (TCE: cardiac death,
LVAD implantation, heart transplant, placement of an artificial heart or), and therefore the
risks of recurrent non-fatal HF-MACE and cardiac terminal events are likely to be comrelated
and may need to be jointly estimated to avoid any substantial bias®’ Other challenges
include the possibility that the impact of a treatment on the risk of recurrent non-fatal HF-
MACE may be different than on the nsk of a terminal cardiac event, and random between-
patient variations (unobserved covarales) may impact treatment outcomes.

The evaluation of effect of the therapy on reducing both recurrent non-fatal and terminal
cardiac events is important.® However, the unbiased assessment of the impact of therapy on
recurrent clinical events can be confounded by the competing risk of terminal cardiac events
such as death, LVAD implant, artificial heart implant, or heart transplant and the differential
follow-up times between treatment groups, To address these challenges, the joint frailty
model, a semi-parametnc analysis that accounts for recurrent clinical events, unequal follow-
up times between treatment groups and terminal evenls as a competing risk, will be used for
the study primary analysis as well as for interim analysis. The joint frailty model provides a
quantified measure of comparison between treatment groups (hazard ratio), taking into
account the risk of recurrent clinical events confounded by the competing risk of terminal
events.! Specifically, this model:
= Takes into account the differences in follow-up times due to terminal events and their
impact on recurrent event rates: when terminal events occur relatively early, the follow-up
time is shorter and the likelihood of recurrent clinical events is lower.
* Accounts for the impact of random between-subject differences on the risk of both
terminal and recurrent clinical events.
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= Accounts for and quantifies the substantally increased nsk of a terminal event (cardiac
death, heart transplant, artificial heart, LVAD implantation) due lo recurrent HF-MACE.

= Takes into account a possibility of a differential treatment effect for recurrent HF -related
hospitalizations and terminal events, nsks of recurrent and lerminal events are jointly
astimated preventing possible bias due to independent analyses of related processes.

1.1.1 Model Assumptions
The model assumptions are as follows:

A. If terminal and recurrent event(s) occur on the same day only the terminal cardiac
avent counts

B. If two recurrent (non-terminal) events occur on the same day, only one evenl counts

C. If any events occurs after admission date on different days they will count as separale
avents

D. LVAD, heart transplant and artificial heart subjects who are alive at the Interim
Analysis Data Cutoff will be censored.

E. Subjects lost to follow-up will be censored at the ime of last contact.

Terminal cardiac events preclude the observation of further recurrent events for the

purpose of the interim analysis.

G. Any non-cardiac or unknown cause of death would be treated as a censonng event,
nol a terminal cardiac evenl.

+ [n the past, chmcal tnals for chronic hear faillure have traditionally used a time-to-first
event (TTFE) composite outcome (e.g. cardiovascular death or HF hospitalization) as the
primary endpoint.' This approach has the advantage that it combines fatal and non-fatal
events, which increases the event rate and avoids multiplicity issues ? However, it has
the limitation that it only considers the first event while ignoring recurrent HF
hospitalizations or major HF-MACE that allow the patient to survive with their native heart
intact while be vulnerable to a subsequent decompensated HF event (e.g., successfully
resuscitated cardiac arrest). Furthermore, it ignores a key characteristic of advanced
heart failure which is that an increase in “hospitalizations for worsening condition” is
associated with an increased risk of CV death or other terminal events for the native heart
(e.g.. placement of a LV assist device, heart transplantation, or placement of an artificial
heart) and so any censonng due to one of these events may not be independent of the
recurrent event process.” This is an important issue since recurrent HF hospitalizations
are an indication of worsening disease state and are therefore, within individuals, likely to
be related to each other. By ignoring these repeal events, the true burden of the disease
as well as the potential overall health-economic impact of the recurrent events is
significantly underestimated * As such, it is important that the analyses used in |A2 of
DHEMLHFH:PMMNWMHDBMMMHFWIM
impacted by the competing risk of cardiac lerminal evenls. Traditional methods for
handling competing risks in the analysis of time-lo-event data do not account for recurrent
events of the same type within indviduals.

« There are numerous statistical models that have been suggested to address the problem
of how to best analyze recurrent events. However, each model cames its own
advantages and disadvantages. Three validated statistical models were assessed with
specific interest in the advantages and limitations of each >’

= The Poisson Model
* The Negative Binomial Model
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® The Joint Frailty Model

1.1.2 The POISSON Model

The Poisson model is one of the least robust approaches to evaluating clinical event
rates, It simply considers the total number of events per a fixed penod of ime, ignornng
the time between repeated occurrences. It cannot identify whether the effect of
exposures changes the rate of occurrence across the tme pernod being evaluated. ts
output provides a rate ratio for recurrent events while assuming all events are
independent of each other. Of note, in the Poisson model, an increase in the mortality
rate for the sham arm in DREAM-HF #1 will resull in a decrease in the expected number of
heart failure hospitalizations for a given individual.

Use of the Poisson model for DREAM-HF #1 would assume that the underlying evenl rate
for terminal and recurrent HF evenls is the same in all subjects. This does not hold in the
case of HF hospitalizations where the observed distnbution of the number of events is
markedly more skewed than the Poisson distribution. In HF, some patients are inherently
more (less) frail than others, subsequently presenting with increased (fewer)
hospitalizations, respectively. If this wide intra-population variability (i.e., over dispersion)
is ignored, standard errors are likely to be too small resulting in confidence intervals that
are too narrow and an increase in the type | emor rate ®

The Poisson method does nol, in general, incorporale competing nsks into the analysis of
recurrent events. Rather, it assumes that the chance of having a HF hospitalization or
terminal event is randomly distributed with all indrviduals having an equal chance, of
experiencing one, two or more avents. One simple strategy for incorporating CV terminal
events into analyses of recurrent HF hospitalizations is to consider a CV terminal event to
be merely an addiional event in the recurrent event process. The evenls endpoint then
incorporates all CV terminal events and recurrent HF hospitalizations. This is the
approach thal was used to evaluate clinical outcomes in the ixCELL-DCM trial *

Because of all of the above reasons, the Poisson model is inappropriate for use in
DREAM-HF #1's Interim Analysis 2. Finally, the CBER stalistical reviewer had previously
stated that if a recurrent events analysis is used, the correlation between recurent and
terminal events will nead to be ascertained. This is not possible using the Poisson
method.

1.1.3 The NEGATIVE BINOMIAL Model

The Negative Binomial model is an extension of the Poisson model which evaluates
recurrent events which induces an associalion between repeat events within individuals
through a random effect term. This allows for grealer vanability due lo population
helerogeneity in a data sel than would be expecled from standard analytic modeis (i.e.,
overdispersion). This is accomplished using an ancillary parameter that is directly related
to the amount of expected variability (overdispersion) in the study population.

The Negative Binomial's assumptions for individual-specific event rates are conditional on
a random effect for each patient’s true underlying rate. The larger this value is the more
overdispersion; values typically range from 0 to about 4. Given that overdispersion is the
norm, the Negative Binomial model has more generality than the Poisson model.” The
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Negative Binomial distnbution does not assume randomness. there is a possibility of
‘proneness’ (i.e., certain groups of individuals in the population have a higher chance of
having HF hospitalization or terminal events than others). The variance introduced by the
“ancillary parameter can be interpreted as a factor that expresses the level of
‘proneness’. The larger the variance is relative to the mean, the higher the level of
‘proneness’ in the population. Note that this variance faclor is an expectation value, it is
related to the expected value and must be estimated as part of the evaluative process.

« |n summary, the Negative Binomial model for evaluating recurrent evenis incorporates a
factor that accounts for heterogeneity from patient-lo-patient. This faclor reflects the fact
that the value for recurrent HF hospitalization can vary widely across the DREAM-HF #1
pabent population. In situations when terminal events are at least moderately comrelated
with recurrent events, this model may generale a substantial bias in recurrent events
hazard ratio. However, if the terminal event rate is small or terminal evenis and recurrent
avents are weakly comrelated, this model 15 acceptable and provides reliable estimates

1.1.4 The JOINT FRAILTY Model (JFM)

e A joint frailty model (JFM) simultaneously analyses recurrent events and an associated
time to terminal event while accounting for the relationship between the two processes *
In the analysis of HF hospitalizations and CV terminal events, the random effects
approach used in the JFM introduces a random covanate into the mode! that induces
dependence among the recurrent event times. The concept is that the random effect
describes excess nsk or frailty for distinct indraduals, taking into account unmeasured
heterogeneity that cannot be explained by observed covariates alone. The JFM treats CV
death or terminal events (LVAD, heart transplantation, artificial heart) as a competing risk
with patients then being censored from further repeat HF hospitalizabons.
Hospitalizations that patients would have expenenced had they not died are treated as
missing data, and the JFM caplures this ‘lost information’ in the estimation of underlying
event rates and treatment effects. Of note, any non-CV deaths are handled as non-

= The net result is the ability to simultaneously estimalte the effect of treatment on HF
hospitalizations and CV terminal events under the assumption that the two are
ndependent of one another after conditioning on an individual specific random effect term
in which each patient has his/her own independent frailty faclor. It also
adjusts heart failure hospitalization rate and time lo death. Research of this model is
based on simulations. The JFM-based analysis and parameter estimates are based on
the algorithm as described by Lei Liu ®

Table 1: Comparison of Statistical Models
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Takes into Acoount Codrelation

Types of Events Assessad

Febweran Botwean
in tha Modal

Récurrant HF | Reacurrant HF and

——— Terminal Events

Treats terminal and recurremt HF

M‘mll wwerits similardy, Does not allow MNo Mo
subyec 1o sulbect variabslil y.
| Treats all events similarty ban
m""'ﬂ““ accounts for different patient specific Yes No
evend rales. As swch, does handle

Model sorme heterogeneity acroas aublecte

Treats terminal and recurrenl HF
Jaint avaents difterently. Model different
Frality kinds of events separately with an

assumed weighling lacior lor
Model terminal eventi. Incorporates the
exposure time for a given subject.

Yes Yes

1.1.5 Approach to Avoid Statistical Analysis Bias Between Recurrent
Non-fatal Decompensated HF Events and Terminal Events

v : : i cofmelated, one can ireal the
lerrnlnal -E\'EHIS a5 the larsl recment ﬂent lnr the patient and hazard ratio (HR) bias is
likely 1o be small. In this case, the Negative Binomial model can be used. In general,
if the terminal event rate is <10% (as calculated as the percent of the study population)
then the JFM results and other appropriate models (e.g., Negative Binomial) are likely
to give similar results. In this case, treatment of a terminal event for a patient as the
last recurrent event would be expected to result in a small bias. The empinical
threshold of 10% is basaed on expenence rather than on calculations and simulations

M itis namssar_.r tn use JFM in urr.lm tupmvﬂnt Ihe I:uas. {pntaﬂhaﬁy in the
unfavorable direchon) from being introduced by the analysis. Indeed, if the terminal
event rate is ugh, the hazard ratio bias caused by mixing correlated recurrent HF
hospitalization and terminal events can be large.

= Thus, the stronger the correlation between recurrent non-fatal decompensated HF
events and terminal events, the larger the difference between estimated treatment
effects as determined by the Negative Binomial and the JFM

* |t was estimated that by February 2017 approximately 33 terminal events will have
occurred in the 250 randomized patients evaluated at that tme. The terminal event
rate is estimated to be 33250 = 13.2%. With a value that is >10%. it is ikely that the
recurrent non-fatal decompensated HF events and terminal events are substantially
comrelated. Ignoring mediumn to strong correlation between recurrent and terminal
events may lead to an importantly biased hazard ratio (HR) estimate for recurrent
events.”

= Af the ime of DREAM-HF #1's Interim Analysis 2, there would be the opportunity o
obtain the terminal cardiac event HR basad on a tima-lo-first event analysis. This is
potentially important since FDA is interested in knowing whether the tnal's success
based on JFM s accompanied by demonstrated non-infenonty-to-control using
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analyses based on terminal cardiac events. It is anticipated that a demonstrabon of al
least numerical non-infenonty (HR<1.0) of MPCs to sham for terminal events

by substantial and statistically significant nsk reduchon in recurment
events would be looked upon favorably by the FDA during the review process.
Alternatively, the non-inferionty to sham for terminal events may be demonstrated in
meta-analysis of two Phase 3 trials (if FDA agrees).

= Accordingly, it is recommended lo perform the DREAM-HF #1's Inferim Analysis 2 using
the JFM as the primary analysis to avoid important bias.

1.1.6 Recurrent Non-fatal HF-MACE for the MSB-MPC-CHF001 Trial:
Definition

The primary efficacy measure and endpoint for this study will remain the time-to-recurrent
non-fatal HF-MACE in the presence of terminal cardiac evenls. The following two
components apply to the primary endpoint:

» Non-fatal decompensated HF event will be adjudicated when the diagnosis of a
non-fatal decompensated HF event demonsirates the presence of signs and
symptoms consistent with clinical decompensation of the patient’'s HF state
requiring an in-hospital stay or intravenous (IV) diuretic therapy or aquapheresis on
an outpabent visit;

+ Successfully resuscitated cardiac arrest (RCD) will be adudicated when a
subject expenences sudden death or cardiac arrest and is successfully resuscitated
by cardioversion, defibnllabion or cardiopulmonary resuscitation with a meaningful
recovery of consciousness. Patients who have loss of consciousness and receive a
successful appropriate shock from an implantable cardioverter-defibrillator with
meaningful recovery will also be designated as RCD.

1.1.7 Terminal Cardiac Events for the MSB-MPC-CHF001 Trial: Definition

Terminal cardiac evenls (defined as a composite of cardiac death, LVAD placement, heart
transplant, or artificial heart implantation) are not a direct component of the primary
efficacy endpoint. Rather, they will be correlated with recurrent non-fatal HF-MACE within
the Joint Frailty Model analysis.

1.1.8 Non-fatal HF-MACE and Terminal Cardiac Events: Clarifications

« |t is the intent that a terminal cardiac event occurs when the LV is no longer functioning
as an independent viable pumping chamber that provides pulsatile blood fiow to the
systemic circulation.

+* Only the first terminal cardiac event is accounted for in this analysis. However, all
terminal cardiac events will be collected and adjudicated for sensitivity analyses.,

* Adjudication of all potential HF-MACE and terminal cardiac events will be performed by
an independent, blinded CEC. For details on the role and responsibilities of the CEC,
please see the CEC Manual of Operations.

1.1.9 Successfully Resuscitated Cardiac Death (RCD): Definition
« Positive Adjudication for Resuscitated Cardiac Death (RCD)
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¥ Ventricular Fibrillation or Flutter (VF)

» VF is defined as veniricular rate greater 250 beats/min with disorganized
ventricular activity (or as set up by treating physician). Resuscitation measures
for VF will be tracked whether it is CPR or includes ICD firing.

» Ventricular fibnllation or flutter accompanied by appropnate ICD shock will be
adjudicated as RCD.

¥ Ventricular Tachycardia (VT)

# VT is defined with a ventricular rate between 180 beats/min up to 250 beats per
minutes (or as sel up by treating physician), with ventncular rate greater than
atnal rate, and if venincular rate is similar to atnal rate then changes in
ventricular rate drive changes in atrial rate.

= If the VT event is long enough that it inggers an appropnate ICD shock and is
associated with documented LOC or syncope, it will be adjudicated as a RCD.
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1.2 Design: Recommendations for Establishment of an IA2 Futility
Boundary for the MSB-MPC-CHFO001 Trial (DREAM-HF #1)

Presently, there are no publications that provide a specific set of cntena using the Joint Fraiity
Model that are applicable for use dunng an intenm analysis. However, several approaches
using a combination of statistical and other data sources could be utilized to provide
guidelines for estimation of lower limit boundanes. For the purposes of the A2, the
methodology for selection of a boundary that will be used as a futility/stopping critenon will be
descnbed.

As a reference point, DREAM-HF #1 was onginally powered for a RRR of 25% (HR = 0.75)
using a TTFE analysis of HF-MACE. Recently, analysas have become available in which
HF-MACE outcomes data from previously completed clinical heart failure tnals were re-
evaluated in order to quantify the impact of using a non-fatal recurrent HF-MACE approach
rather than a TTFE analysis. The following table summarizes the differences in HR values
for active treatment versus control data

Table 2: Hazard ratio comparisons for multiple global heart failure trials -
TTFE vs. Recurrent Events analyses

HR for Recurrent HR Difference

Clinical Trial, Model Used
TTFE Event (Recurrent Events EEER
product : : 5 (Publication ref.)
Analysis Analysis Minus TTFE)
Joint Frailty Model - {Rogers,
n"':" ‘"’:':"d 0.83 0.65 -0.18 Yaroshinsky, et al,
(candesartan) Stat in Med, 2016) *
Joint Frailty Model - (Rogers,
Charm Alter
d 0.77 0.61 -0.16 Yaroshinsky, et al,
(candesartan) Stat in Med, 2016) *
Negative Binomial Model -
Emphasis
0.68 0.53 -0.15 {Rogers, et al.
(eplerenone) Circulation, 2012) *
Joint Frailty Model - (Zsebo,
|
e El 0.32 0.18 -0.14 Yaroshinsky, et al,
(mydicar) Circulation Research, 2014)
Mean Value 0.65 0.49 -0.16
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For these four heart failure trials, the average HR difference was 0.16 lower (Le., -0.16) for
recurrent events analyses compared with TTFE analyses. Based on these data, the
expecled joint frailty model HR in DREAM-HF #1 was established as follows:

Expected JFM Hazard Ratio =
[0.75 fassumed TTFE value)f - [0.16 (expected difference; Recurrent Evenis minus TTFE value)/
HR = .59

Accordingly, the HR that was used in the power and sample size calculations for the revised
DREAM-HF #1 Study using recurrent non-fatal HF-MACE (analyzed using JFM approach)
was changed to HR = 0.80. This value was used to calculate the trial’s 93.5% statistical
power at the 2-sided 0.05 level of significance as well as the 531 positively adjudicated non-
fatal recurrent HF-MACE required at completion of the study. Of note, HR = 0.68 (nsk
reduction vs. Placebo of 32%) for the study would still have B0% power for this treatment
effect.

1.2.1 Rationale for the Boundary to be Used as a Futility/Stopping
Criterion

in DREAM-HF #1's Protocol Amendment 04, it was stated thal Interim Analysis 2 would be
based on a time-to-first event (TTFE) HF-MACE approach utilizing TTFE analysis
methodology. According o Protocol Amendment 04, |1A2 was to be conducted when
approximately 157 of the anticipated 314 TTFE at complebon of the study had occumed and
were positively adjudicated. At 157 positively adjudicated events, the fulility boundary would
be HR = 0.92.

Since the time that Protocol Amendment 04 was operationalized, data became available
demonstrating the relationship between TTFE and non-fatal recurrent events analyses. As
shown previously in Table 2, when the same study dala are analyzed, the Joint Frailty Model
appears to produce much lower hazard ratios than the respective TTFE analyses. As such,
approximately 106-122 positively adjudicated recurrent non-fatal HF-MACE will be
included in the analysis. This represents approximately 73% of the number of
positively adjudicated events that were estimated to be required for the futility analysis
in Protocol Amendment 04. This small difference in the number of events to be evaluated
between TTFE and JFM was assumed to be counter-balanced by the more robust impact of
the JFM on the hazard ratio estimation as compared to the TTFE analysis. In order to be
appropnately conservative in our conduct of the revised |A2 futility analysis, it was decided
that the prior futility boundary estimate of HR = 0.92 would be an appropriate threshold for the
current futility analysis to be conducted using the Joint Frailty Model. This seems reasonable
with the caveat that it appears highly unlikely that the HR=0.60 can be reached al the time of
final analysis if a hazard rabio based on the JFM at the ime of |1A2 exceeds 0.92

Accordingly, Mesoblast proposed using a HR = 0.92 threshold as part of a Go-No vs. Go
(Futility) analysis. As such, if the actual IA2 hazard ratio for DREAM-HF #1 using the JFM
is >0.82 then the study would be stopped for futility. If the hazard ratio is <0.92 then the

study would continue o completion. The Negative Binomial model estimation of hazard ratio

for recurrent events would be used for sensilivity analysis purposes, Similarly, an analysis of
terminal events would be performed for sensitivity purposes to demonstrate numerical non-

inferionty to the sham study arm (i.e., a hazard ratio <1.0).
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1.3 Overview of the Conduct of the Revised IA2

Mesoblast planned to conduct DREAM-HF #1's Intenm Analysis 2 (1A2) based on the
evaluation of non-fatal recurrent heart failure (HF) evenls. This is the same clinical endpoint
that is being used as the tnal's primary efficacy endpoint at completion of the study. 1A2 will
be performed using the Joint Frailty Model approach which is designed lo avoid the
introduction of bias due to dependent censoring associated with mortality or other terminal
clinical events [e.g., cardiac death, heart transplant, artificial heart placement or left
ventricular assist device (LVAD) placement).

It was expected that approximately 244 randomized patients having a minimum of 6-months
follow-up data would be included in I1A2. An independent unblinded statistician
performed the |1A2 data evaluation. This individual reviewed the results and informed the
Sponsor and the trial's Executive Steering Commitiee (ESC) of its findings relating to pre-
defined hazard ratio thresholds. Throughout the |1A2 process, Mesoblast remained fully
blinded o the guantitative results other than whether the pre-defined hazard ratio thresholds
have been achieved.

The |IA2 output included a fulility analysis with a stopping rule threshold at HR =0.92. The
response from the independent statistician was a YES or NO or INDETERMINATE answer to
the following sub-category questions:
¥ Using the JFM analysis, is the HR <0.92 for therapy vs. sham groups for the
aggregated NYHA Class Il plus NYHA Class Il patients?
¥ Using the JFM analysis, is the HR <0.92 for therapy vs. sham groups for the NYHA
class |l patients alone?

¥ Using the JFM analysis, is the HR <0.92 for therapy vs. sham groups for the NYHA
class Il patients alone?

Assumplions supporting DREAM-HF #1's Interim Analysis 2.
* Interim Analysis #2 would be conducted dunng the first calendar quarter of 2017,
v 250 subjects randomized in a 1:1 manner to either MPC therapy or sham control.
v Minimum exposure of 6§ months per patient
¥ Estimated mean exposure of approximately 14-months
v Estimated events to be included in IA2 would include:

4% Recurrent non-fatal HF-MACE = 108-122
& Terminal events = a3
% Total number of recurrent non-fatal HF-MACE plus TCEs = 139-155

1.3.1 Primary and Interim Analysis Data Cutoff

The Study Primary Analysis Data Cutoff was based on a minimum length of time and
cumulative total number of clinical events. Unless discontinued for a terminal event, all
subjects must have completed the minimum of 6-Month Aclive Observation Period and a lotal
of at least 531 positively adjudicated recurrent HF-MACE have occurred. The Primary
Analysis Data Cutoff will occur when both conditions have been met, whichever comes later.
The Primary Analysis Data Cutoff is the trigger for locking the clinical database, unblinding
the treatment assignment and performing all the planned analyses.
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For IA2, the analysis data cut-off date was December 31, 2016. All recurrent non-fatal HF-
MACE and all terminal cardiac events that occurred on or before this date were be included
in |A2. The subjects with less than 3 months of follow-up were excluded from |A2.

The full analysis set (FAS) for Interim Analysis 2 included all patients in the ITT population
who underwent Day 0 index cardiac catheterization (with or withoul intracardiac mapping and
cell delivery) and in whom the interventional cardiologist was able to advance the pigtail
catheter across the aortic valve and into the LV chamber. All patients must have had follow-
up of at least 3 months as calculated using the Interim Analysis Data Cutoff date of
December 31, 2016. The only excephion is patients who expenenced a lerminal cardiac event
that occurred prior to three months of follow-up.

All recurrent non-fatal HF-MACE and all terminal cardiac evenls included in the analysis
needed to be positively adjudicated by the CEC prnior to database lock for IA2. In this Interim
Analysis, no efficacy analyses are planned on any follow-up data collected after the Intenm
Analysis Data Cutoff.

If a discrepancy is noted in the final database for any subject such that the actual
investigational study product received differs from the randomized treatment assignment,
analyses will be performed with the subject analyzed according to the actual freatment
recerved.

An independent unblinded statistician performed the |1A2 data evaluation. This indnadual
reviewed the results and informed the Sponsor, the DMC and the trial's Executive Steenng
Committee of its indings relating 1o pre-defined hazard rabio thresholds. Throughout the 1A2
process, Mesoblast remained fully blinded to the quaniitative results and was informed only if
the pre-defined hazard ratio (HR) thresholds had been achieved, not achieved or
indeterminate. The LA2 output did not include an analysis for superiority or any other early
stopping of the tnal for success.

The futility analysis had a stopping rule threshold for recurrent non-fatal HF events at HR
>0.92 calculated for MPC therapy vs. sham control using JFM. The specific question that the
independent stabistician addressed was “Using the JFM analysis, is the HR <0.927°. The
response from the independent statistician will be a YES or NO or INDETERMINATE answer
ummmmwm

» Aggregated NYHA Class Il plus NYHA class lll patients?
s NYHA Class || patients alona?
« NYHA Class Il patents alone?

Action planned: If the response to any of these three sub-category questions was HR

<0.92 then crossing the futility boundary will be rejected as an outcome and the study
will continue. The study will be stopped for futility if all HR >0.92.
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2.0 Interim Analysis #2 (IA2) Results
Table 3: Pre-specified targeted values for IA2 data compared to actual A2 data

Pre-specified Targeted

|
Values for IA2Z Data Actual IAZ Data

# randomized patients
with a minimum of & 250 unigque patients 270 unique patients
months follow-up data

106-122 123
CEC Positively adjudicated (20.0 - 23.0% of the (23.1% of the minimum of
recurrent non-fatal minimum of 531 required 531 required
HF-MACE recurrent non-fatal recurrent non-fatal

HF-MACE at end-of-study) | HF-MACE at end-of-study)

CEC Positively adjudicated

TCEs 33 28
Total # of recurrent non-
fatal HF-MACE + TCEs e iy
Nissn Sxposure n the 14 months 15.4 months

DREAM HF-1 trial

Table 4: Results of sub-group futility analyses for IA2
SUB-GROUP ANALYSES RESULTS

Using the JFM analysis, is the Hazard Ratio (HR) for recurrent non- Question: Using the JFM
fatal HF events <0.92 for rexlemestrocel-L therapy vs. sham groups analysis, is the HR <0.927
for the aggregated NYHA Class [l plus NYHA Class Il Patients? Answer: NO

Using the JFM analysis, is the HR for recurrent non-fatal HF events
<0.92 for rexlemestrocel-L therapy vs. sham groups for the NYHA
Class |l Patients Alone? This analysis may not be feasible due to
small number of recurrent events.

Using the JEM analysis, is the
HR <0927
Answer. INDETERMINATE

Using the JFM analysis, is the HR for recurrent non-fatal HF events

| . .
<0.92 for rextemestrocel-L therapy vs. sham groups for the NYHA "'""“"’“:m"":;::“-““*
Class [l Patents Alone? This analysis may not be feasible due 1o ;

' Answer: YES

small number of recurrent events.

CONCLUSION: Since the response 1o the “NYHA Class lll Patienis Alone” sub-category question
was YES (i.e., <0.92), crossing the futility boundary was rejected.
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Figure 1: Correspondence from the DMC Chairperson to the DREAM-HF #1
Executive Steering Committee (April 8, 2017): 1A2 Results and
Associated Study Recommendations
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Thus, a pre-specified interim futility analysis of the recurrent non-fatal HF-MACE
efficacy endpoint in DREAM-HF #1's first 270 patients was performed by the
trial’s Independent DMC. According to the pre-specified futility guidelines for
this analysis, the trial met the criteria for continuation.
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Appeadiy §
Statistical Anabysis Plan -MSB-MPC-CHFOOL Verdon 1.0

Appendix 5: SAFP Addeadum for Two Patlents from Site whao were Randomized
Twice: Patlent -Ild Patient

Cmly the DREAM HF-1 blinded team was mvolved m the development of a feasable solution
regarding the efficacy and safety evaluations of these two patients” data. The following
personnel were imvolved i creating thas addendum

.

Two patients at Sile “-WETE randomized twice and assigned two different patients
wlentification immibers

1. Patieni -w:u onginally randonuzed 1o the study un_ Due 1o an
adminstrative error, the patient’s treatment assignment was disclosed to the blinded

sponsor project manager and this was reported as an unblinding event. The .ﬁllﬂﬂ

approved that the patient be deactivated and re-randomuzed as pahent The
patient was re-randonazed ﬂuﬁmﬂ subsequently treated i the cardiac

cathete
Patent fter enrollment and before randonuzanion asked 1o be withdrawn
from the study. Subsequent to this request, the patient was nustakenly randonuzed two
weeks later, The patient withdrew from the tmal and was considered a screen farlure
Tharty-four ( 34) months later the patnent enrolled again, was randomured (panent nummber
and recerved tmal treatment m the cardhac cathetenzathon lab

Il

The following decisions were made relating to these two wuque mdividuals:

= All avalable data for these patients will be mcluded m the patent namatives

s  Since both patients had the tnal procedure (index cardiac cathetenzation) performed after
thewr second randomuzation, Day 0 would be defined as the date of the index cardiac
cathetenzation. Therefore, for the pnmary efficacy analysis it was decided 1o use the
second mndomzanion date for both patients and treat all events pnor to the second
randomization date as pnor medical lnstory

¢ [ a patient was andomazed to two diflerent treatments at the irst and second
randonuzations, then the [ollowing sensitivity analysis wall be performed mn addition 1o
the primary analvsis
o The first modomization will be honored and the patient will be censored at the time of

the tnal treatment procedure based on the second mndomization. In thas case, the

Day 0 visit w =[ined as the the disqualifving event
For patient and patient the date of second randomazation wall

be used as a new Day 0.
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The data collection and analysls procedures for the two patients (Patient [ and
-} who were randomized twice are summarized below. 1he reconciliation
procedures as described above will be applied 1o both of these patients.

Patient [ o I (same patient; randomized twice with 6 days between
randomlzations). The time between the 1* and 2™ randomization in this case was only 6 days.
Since the panent was cluscally stable durmg this time penod, it 15 expected that nunmal
differences in efficacy events or safety events will occur regardless of which date is used for
Day 0

Pltlﬂt- lnd- (same patient; randomized twice with 34 months between
randomizations) - see Figure 1.

o Patico I

o This patient will be censored using the time of 2* randonuzation. Entered endponts
for this patient will be used for the sensitrvity analysis if andomizanon assigmments
differ between 19 and 2* randonuzation

o Al potential endpoints events including pnmary, fermunal cardiac events and/'or
events of special mterest that oocurred between Ist and 2nd randomization (2.8 years)
will be collected and entered as an AE and checked as potential endpoints

o Once endpomits are entered as an AE, the medical source documentation wall be
requested by the site so that endpomts can be submutted to the CEC

+ panco: S

o For this patient, medical records and the emtered medical history will be reviewed by
the blinded CRA 1o find potential endpoints. These endpoints will be entered into the
AE ¢CRF page of patient ] ! potential endpoints are found in the medical
records that were not entered into the Medical History eCRF page of patnent |
Il 1hen they wall be entered there
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Figure 1: Patient [ «»¢ I (5ame Patient who was Randomized Twice)
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Appendix 6: Missing Data Handling for Efficacy Endpoints Other Than Time-to-Event for
Secondary Biomarkers or Other Non-clinical Eveni Measuremenis That are Missing Due
1o Absence of Follow-Up Visits and/or Terminal Evenis
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Appendix 6: Missing Data Handling for Efficacy Endpoints Other Than [ime-to-Event for
Secondary Biomarkers or Other Non-clinical Eveni Measurements That are Missing Due
to Absence of Follow-Up Visits and'or Terminal Evenis

Considerations and review of the following statistical approach were the result of a series of

L i

Distinguisived Pravious!v, [l was the
*ﬂfﬂw National Research Center's (NRC) " Panel on Handling Missing Data in

Clinical Trials”

disciasions with an external consulrant ostatisrician, Dr

s the primary author of a major textbook in biostatistics

strong recommendation, the following statistical section and its methodology is based on

the 2017 publication by Permmtt and Li !

BACKGROUND INFORMATION

This summary 1s based on the Permutt and Li 2017 publication i Pharmaceutical Statistics !
The goal of the statisthical analyses 15 10 establish a systematic and pre-specified set of rules for
handling of nussing secondary biomarkers or other non-clinical event data that allow [or
mclusion of all patents who are randomuzed (1:1) 1o enther active reatment or sham control
treatment 1 the DREAM HF-1 mal, and have a baseline value for the measurement of imterest.
This includes patients who have mussing data due to (1) a Termunal Event (TE) defined as first
ocourrence of LVAD mmplantation, heart transplant, placement of an amificial heart or (2) all-
caiise death ||||;1I.l||||g death as detenmminied IJ}' vilal stanis at the end of mu'l}' MNote: Vital statiis
[alive or dead] was established at the end of the tnal for 100%: of the mandomred patients).

Analyses of iterest for potennally important measurements are based on change from baseline
1o a pre-defined time-pomt(s) of mterest post Day 0. Ounly patents wath a baselme value for the
measurement will be inchoded in the analyses. DREAM HF-1 data handling conventions for
missing biomarkers or other non-clinical event measurements al lunepomts of mterest will be
based on one of two diflerent stanstical considerations, descnbed as “Missing-at-Random™
(MAR) or “Negative Clmical Outcomes™ (NCO)

Below we assume that
o apatent has a baselme value for the measurement of mterest.
= @ patient missing clinic visit at the time point of interest with nussing data for a
measurement of mterest.
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Of note, in these analyses, death of any cause includes death as determuned by vital status at the
end of the study.

L. ANALYSES AS “MISSING-AT-RANDOM™ (MAR)
Il a randomized patient i the DREAM HF-1 mnal:

+ has not expenenced a Terminal Event (1e., death of any cause, LVAD implantation, heart

transplant or placement of an artificial heart) at or prior to the tmepomnt of mierest, and

« has at least one known climc visit or telephonic visit afier the tmepomt of mlerest
and/or has vital status of “alive™ at the end of study or

« has pot been treated and has vital status of “alive™ at the end of study

o then this missing data point will be considered as “Missing-ar-Random " (MAR). The
value for ths tvpe of nussing data pomt wall be handled as an imputed value usmg
mutltiple umputations technique (described in Section 8.3 m the Statistical Analysis
Plan). Analyses that assume “nussing at random™ will be conditional on available
post-treatment mformation, ncluding vital status at the end of study.

r 5 ANALYSES AS *NEGATIVE CLINICAL OUTCOMES™ (NCO)

A. Patients whe experienced a Terminal Event at or prior to the timepoint of Interest
Patients who expenence a Termunal Event at or prnor to the tuncpomt of mterest for the
mcasurement of mierest will have Temunpal Event imduced nussing data at the tmepowmt of
interest. These missing data, if not mcluded in the analvses. may mtroduce a substantial bias.
Permutt and Li ' proposed an approach to patients with this tvpe of missing data that we would
charactenze as:

* has expenenced a Termunal Event at or before nmepoint of interest (1., first ocommence
of death of any cause, LVAD implantation, heart transplant or placement of an antificial
heart at or prior to the imepoint of interest). In the DREAM HF-1 tnal, these patients
will be considered as having a “Negarive Clinical Outcome ™.

B. Patients who experienced a Terminal Event after the timepoint of interest
Patients who expenence a Tamunal Event afier the timepoint of interest for the measurement of
mierest and who have no clime or telephome visit between the missed hmepomt of mterest and
the Terminal Event are at a high probabality of having a bad clinical outcome. Permutt and L '
proposed an approach to patients with this type of nussing data that we would chamctenze as:
e has expenenced a Termunal Event after the tumepomnt of mierest (i.e., first occurrence of
death of any canse, including death as a vital status at the end of study, LVAD

unplantation, heart transplant or placement of an artificial heart after the tme pomt of
interest), and
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= has no known chme visit or telephonic visit after the timepoint of mterest and prior 1o
Termmal Event or
= has been randomized but not treated and has vital status of “dead™ at the end of smdy

In the DREAM HF-1 irial, these patients will be considered as having a “Negative Clinical
Outcome™ (NCO).

The following figure illustrates the application of these nussmg data procedures m the DREAM
HF-1 tnal for a particular secondary biomarker or other non-clinical event measurement, left
ventricular end-systolic volume (LVESV). For this analysis, all randomized patients with a
baseline LVESY value will be accounted for whether or not they expenenced a Termunal Event
prior to, at, or after Month 12 of follow-up. It is based on the 537 mondomuzed patients who have
a baseline LVESY value. A prelimmary blinded histing of the DREAM HF-1 stmdy data set
showed that |18 of the 537 patients (22.0%) have a missing LVESY value at the Mouth 12 climc
visit. Using the definitions and rles discussed above, 6071 18 (50.8%) patients would have their
missing Month 12 data point be considered as “Missing-at-Random™. These data pounts would
be handled as an imputed value (per Section 8 3 m the Statistical Analysis Plan). The remaming
paticnts (58/118, 49.2%) would have thew nussing Month 12 data handled as “Negative Climical
Outcomes™ using the Permutt and Li ' approach further descnbed below.
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Figure 1: Dream HF-1: Data Handing Rules for 118 Patients with Baseline LVESY
Measurement And Missing LVEVS Value at Timepoint of Interest = Monih 12 (M12)
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L COMPARISON BASED ON TRIMMED MEANS

This trummed mean statistical analysis, as proposed by Permutt and Li ', will be descnbed using
LVESY at Month 12 as a representative secondary nomarker or other non-cliical event
measurcment measurement. We first calculate change from baseline to Month 12 for all patients
with a baselme LVESV value. An merease m LVESY compared 1o baselme 15 considered a
“bad” outcome. If a patient expenenced a Terminal Event at or prior 1o Month 12, the change
from baselne value to 12 months will be nussmg. However. we do KNOW that of a value 1=
mussing due to a Termuinal Event, it 15 a “bad™ (L2, negative) chimcal outcome. So climcally the
change from baseline to Month 12, if nussing due 1o & Termunal Event, 15 not really a missing
data point. Rather, it has a non-pumenc valoe of "NEGATIVE CLINICAL OUTCOME"™.
Ignonng this value may lead to substantial treatment ias. For example. if active treatment
works, then ignorng patients who expenenced a Termunal Event (ie., excluding non-responders)
may give unfamr advantage m the analvsis of a measurement of mterest to the sham-control group
due to removal of patents with the worst outcome (for example death) from the analysis
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We assume for this example that the total cohort of randomized patients m the DREAM HF-1
trial has a Termunal Event rate of 20%s at or pnor to Month 12. 1If we assume m our 1:1
randomized tral that 1 5% of the active treatment group and 25% of the sham-control group
patients experienced a Terminal Event at or prior to Month 12 then the active treatment patients
compared to the sham-control patients will have a ~40%: smaller number of “NEGATIVE
CLINICAL OUTCOME" values at Month 12 whale having a larger number of numenc values.

Next we exclude from the analysis the percentage of patients in each treatment group equal 1o the
higher percentage of non-numenc “NEGATIVE CLINICAL OUTCOME" across the two
reatment groups. In thus example, 23% of the “worst outcomes”™ will be excluded from each
treatment group, accounting for the non-mmmenc “NEGATIVE CLINICAL OUTCOME" values
m each treatment group. This equates 1o all of the sham-control group’s non-mumenc values
being removed (25% of the total group). In the active treatment group, we also exclude 25% of
the patients (1.c.. 15% of non-mmnenc values and 10%s of the worst numenic valoes). This
approach allows for a subsequent companson of the remammg “best™ 75% of the randonuzed
patients in each treatment group. Next. calculate the mean LVESV change from baseline by
treatment group for these 75% of panents. Those are trimmed means which reflect the fact that
the mussing observations due 1o Termunal Events are "NEGATIVE CLINICAL OUTCOME".
The comparison of trimmed means is the comparison between treatment groups for “completers™
{1e., paticnts who did not have a Temunal Event at or prior to Month 12).

If there are more “completers™ on active treatment than m the sham-control group then the sham-
control “completers™ are compared with the best of the active treatment “completers™. The active
mmmed mean will therefore be better than the sham control tmmmed mean.  As noted by
Permutt and Li ', more “completers”™ (1., less Terminal Events) are an effect of the active
treatment and smee a Termunal Event 1s a “bad outcome”, having more “completers™ 1s a good
effect. The companson of mmmed means gives the active treatment group credit for this effect.
Companson of tmmmed means may be performed using the permutation test.

This statistical approach. which is systematic and pre-specified. can be applied to any change
from baseline nussing data pout for any potentially important secondary biomarker or other non-
clinical event measurement (e.g . LVESV, LVEDV, LVEF. [ IIEIGIGNGNGEGEGR . ¢V 1)
Standard errors wall be computed using bootstrapping method.
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5. PERMUTATION TEST

The first step of permutation test 1s to calculate the difference between the mmmed means as
calculated above (accounting for non-numenic worst possible values). Let's call this difference
between means “the observed difference”™ equal to D1. The pennmtation test is designed to
determune whether the observed difference D] between treatment group means 1s large enough 1o
reject at the 0.025 one-sided significance level the Null Hypothesis of no difference between two
Mmeans.

As step two, let’s re-randomize all onginally randomized patients into “active treatment™ and
“sham conirol” groups so that some of the latier patients will be assigned an “active treatment™
label and vice versa. Further, let’s calculate the difference between tnmmed means as descnbed
i step one for this eration.

IT we repeat step two 10,000 umes; the difference between trimumed means for the “active”™ and
“sham control” treatment groups under the null hypothesis is expected to be zero. Under these
settings the difference between mmmed means >D1 may have occurred only by chance alone.
Count the number of ierations (n) with the difference between tnmmed means >D1. Proportion
of these iterations n/'10,000 is the one-sided p-value. 1T it 15 <0.025, the observed difference
between trunmed means is statistically significant at the 0.025 one-sided level.

The procedure to determine significance of the difference between tnmmed medians is exactly
the same.

6. REFERENCES

1. Permutt T and Li F. Tnnuned means for symptom tnals with dropouts. Phanmaceut.
Statist. 2017.16:20-8,
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Appendix 7: Visit Windows
The by-visit analysis windows for this study were constructed with a medians-based approach
around the protocol-specified visit. Data collection schedules vaned from one data domam to
the next, necessitating a distinet set of windows for each domam. The following tables descnbe
the wandows for each data domain using target study days and with upper and lower bounds for
the data to be included in each window. In cases where multiple assessments fall into a window,
the latter assessanent will be selected for the by-visit analysis.

Table 1: General Mapping for AVISIT and AVISITN

AVISIT |AVISITN| AVISIT | AVISITS | AVISIT | AVISITN
Bascline 6| Mouh 12 16 Month 44 2
Day 0, Mid [ Month 14 17 Mouth 46 13
Day0, Post | 2 Mouth 16 18 Month 48 T
Dy 1 E Month 1B 1% Sbomtls 50 35
Day 10 T | Mouwh 20 20 Month 52 | 36
Mowth | 5| Mowth 12 ET) Month %4 | 1
Sonih & Month 24 p o ] Mlonth 56 i
Monih 3 T Momth 36 23 Momth 58 M
Month 4 B | Mowh 33 ET] Month 60 | #0
Month & ) Month 40 25 Month 62 41
Month & 2] Monih 32 26 Afonmth &4 42
Month 7 i1 | Monh 3 b3 Month 66 | 43
Month § 13| Mouth 36 i Mouth 68 ]
Month 0 13| Mouth 3% ET] Month 7D | 4%
Mouth 10 14 Mlomth 40 30 Monih T2 A
Month 11 15 | Momh 42 T

For visits with hour-based tume pomts (ex. Day 0, 8 Hours Post), AVISTTN will be modafied to
mchide decimals (ex. AVISIT = Day 0, 8 Hours Post, AVISITN=2.08),
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| B CLINICAL CHEMISTRY HEMATOLOGY

s Assign “Baseline™ for all pre-trestment records.
e  Assign “Day 0, Post™ to the SDTM records at “VISIT 2 DAY 0 POST™.
e  Assign all other AVISIT values based on the following windows.

[ AVISIT | ATARGET | AWLO | AWHI_
10 10 0
Month | 30 21 60
Month 3 91 6l 136
6 182 137 273
Month 12 368 74 136
Month 18 S48 457 639
[ Month 24 730 640 821
Month 30 913 [33] 1004 |
| Mouth 36 1093 1003 1186
Mionth 42 1278 1187 1369
Month 4% 1460 1370 1351
Month 4 1643 1352 17
Month 60 1825 1738 1916
Month 66 2008 1917 2099
Month T2 2190 2100 231

2. VITAL SIGNS

¢ Assign “Baselme™ for all pre-treatment records.
¢ Assign “Day 0, 2 Hours Post™ to the SDTM records at “VISIT 2 DAY 0 POST™ and 2

HOURS POST™.
* Assign “Day 0. 4 Hours Post™ 1o the SDTM records at “VISIT 2 DAY 0 POST™ and 4
HOURS POST™.
s  Assigm “Day 0, 8 Hours Post™ to the SDTM records at “VISIT 2 DAY 0 POST™ and “8
HOURS POST™.
* Assign “Day 0, 12 Hours Post™ to the SDTM records at “VISIT 2 DAY 0 POST™ and
12 HOURS POST™,
¢  Assign all other AVISIT values based on the following windows.
_AVISIT | ATARGET | AWLO | AWl |
 Day 1 1 1 ]
| Dy 10 10 6 20
Mouih | 0 2 [
Month 3 a1 & 136
Month & 182 137 213
Month 12 Rl T 446
Month 1R S48 457 639
Month 24 TH0 el 821
Month 30 213 | # ) L ]
Month 14 {55 s 1184
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Mouth 42 1278 1187 _| 1369
Monith 45 1460 1370 _| 1551
Month 34 1643 1552 _| 174
Month 60 1625 1733 | 1916
Mouth 66 2008 1917_| 2099
Mouth 72 2190 2100|2381
3. ECG
Telemetry will be windowed with other imaging
Electrocardiogram
* Assign “Baselne™ for all pre-treatment records.
e  Assign “Day 0, Post” to the SDTM records at “VISIT 2 DAY 0 POST™.
= Assign all other AVISIT values based on the following windows,
Day 1_ - 1 1 5
Day 10 10 6 30
'%:-h i 30 21 &
Mounsh 3 91 6] 136
Month 6 182 137 273
Moath 12 165 274 456
Moath 18 S48 457 639
Month 24 7 &0 821
Month 30 913 522 1004
Moath 36 1095 1005 1186
Month 43 1278 1187 1369
Moath 48 1460 1370 1551
Moath 54 1643 1352 174
Month 60 1823 1735 1916
[ Month 66 2008 1917 2099
Moaith 72 2190 2100 2281
4. HOLTOR MOXNITOR
s Assign “Baseline™ for all pre-treatment records.
¢ Assign “Day 0, Post” 1o the SDTM records at “VISIT 2 DAY 0 POST™.
*  Assign all other AVISIT values based on the following windows.
AVISIT | ATARGET | AWLO | AWHI |
Day 10 10 [ 20
Monith | 0 2 60
Month 3 91 61 136
Mouth 6 182 137 s
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-8 PHYSICAL EXAMINATION

s Assign “Baseline™ for all pre-treatment records.
e  Assign “Day 0, Post™ to the SDTM records at “VISIT 2 DAY 0 POST™.
o Assign all other AVISIT values based on the following windows.

|_AVISIT | ATARGET | AWLO

 Day 10 10 I 20
Mouth 1 30 21 60
Mouth 3 9l 61 136
Mouth 6 182 137_| 373
Month 12 165 274 | 4%
Month 18 S5 157 | 639
Month 24 730 60| 821

Month 30 913 52 | 1004
Mouth 16 109% 1008 | 1186
Month 42 1278 1187_| 1360
Mouth 4§ 1460 1370_| 1581
Month 4 1643 1352 | 1784
Mouth 60 1825 1735|1916
Month 66 2008 1917 | 2000
Mouth 72 2190 2160 | 2281

5.1 Echocardiography (LVESV, LVEDV, LVEF) and [N
=

* Assign “Baseline™ for all pre-treatment records.
s Assign “Day 0, Post” to the SDTM records at “VISIT 2 DAY 0 POST™.
o  Assign all other AVISIT values based on the following windows.

AVISIT [ ATARGET [ AWLO | AWHI
Month 3 7] 2 136

Mouth 6 182 137 273

Month 12 X465 M 547

Mlondh 34 T s £ o12

Mouth 16 1095 TE 1277
Mondh 48 | e 1278 1642

Month &0 1EXS 1643 2007

Monih 72 2100 i i
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6. NYHA CLASSIFICATION

s Assign “Baseline™ for all pre-trestment records.
e  Assign “Day 0, Post™ to the SDTM records at “VISIT 2 DAY 0 POST™.
s Assign all other AVISIT values based on the following windows.

AVISIT | ATARGET | AWLD | AWHI |
Month 3 -l | 2 136
Mouth 6 182 137 | I3
Monih 12 365 gl | T
Month 24 730 wE |
Month 30 13 X2 104
Month 146 1% 0% 1185
Monih 42 1ZTE 1187 13659
Mouth 45 1460 1370 | 1581
Month 54 [ K 1552 1754
Month 60 1823 1735 | 1916
Mouth 65 T008 917 | 209
Mouth 72 3190 300 | 2281

6.1 MLHF, EQ-5D, and 6 Minute Walk Test

o  Assign “Baselne™ for all pre-treatment records.
*  Assign “Day 0, Post” to the SDTM records at “VISIT 2 DAY 0 POST™.
*  Assign all other AVISIT values based on the following windows.

AVISIT | ATARGET | AWLO [ AWHI
AMonih 3 9l 4 136
Monih & &2 137 73
Month 12 365 T 196
Month 18 S48 457 G0
Month 24 730 &40 821
Month 30 913 22 1004
Mouth 36 109% 1008 | 1186
Month 42 127TE 11E7 1369
Mouth 48 1460 1370 | 1351
Mouth 54 1643 1552 | 1784
Monih &0 1E2% 1738 1916
Month 6 S00E 1917 ]
Month 72 2150 2100 | 2281
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Appendix 8: Review of Concomitant Medications by ATC Classification
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Appendix 8: Review of Concomitant Medications by ATC Classification

DREAM HF Study - Sept 2020 - Review of Concomitant Medications by ATC
Classification

%Bﬂg
S aeire sz Bt Comment Palients) | Percent
E——- Number | (%)
ACE INHIBITORS ANIVOR
ARNGIOTENSIN I TOTAL (unique
ANTAGONISTS including | paticuts mchading
| Entreste Entresto) 469 | mAE%
ACE INHIBITORS
AND DIURETICS Zestoretic ) 1 0.2% |
ACE Lismopnl. Enalapnl. Enalapni
INHIBITORS Maleate, Vasotec, Ramupail,
PLADN Lotensin, Lotensin{Benazepnl).
i 2 Hydrochboride.
Monopnk(Fosunopnl Sodnam).
Prinmal{Lisinoprl Debiydrabe),
Lisinopril(Primvil, Zestril),
Cuinapril, Perindoprili Coversyl)
Trudolapeil, Captopril 25| s
ANGIOTENSIN I
ANTAGONISTS
AND DIURETICS | Hyraar, Losartan Potsssnan HCTZ 2 L ]
AMGIOTENSIN Il | Loswian. Losarian Potsssmmmn.
ANTAGONISTS. Valsartan, Diovan, Cozasr,
PLAIN brbesartan, Losartam{ COFAAR )
Candesartan, Micardeu Telumusanan),
Atacandi C mdesartan Cilexenl)
Olimesartan, Avagaod Irbesarian,
| valaan | 6]
ANGIOTENSIN I
ANTAGONISTS,
SACURITRIL'VALSARTAN | OTHER
| (Entresto™) COMBINATIONS 125 229%
Aldactone
MINERALOCORTICOID ALDOSTERONE | (Spironclacione) Eplerenonc(TNSPR
| ANTAGONIST ANTAGONISTS | A) 39 | 60.5%
DIURETICS (lnciwdes Lasix | TOTAL {nnique
‘Furosemibde) patients) 41| 968%
PLAIN —— (DIURIL) 9 1 6%
SULFONAMIDES. | Bumetansde, Furosensde, Lasix.
FLAIN Metolarone Torscmade 92] §7.9% ]
ALDOSTERONE Aldactone (Spuronolactone |,
ANTAGONISTS Eplerenone{ INSPRA ) 10| 609
TCONFIDENTIAL Pagr 1 af 3 Viewblast
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DREAM HF Study - Sept 2020 - Review of Concomitant Medications by ATC
Clawificatien Resnits of Buocline
Concomitant Medication Wlﬂ: Commnenl mﬁ"'!' | —
THIAZIDES,
COMBINATHONS
{1 Ace Inhibitors &
Druretics, 1. Lismopnl-HCTZ
2 Angiotensi [1 (ZESTORETIC) 2. Hyzaar,
Amtagonints & Losartan potassimm HCTZE 3.
Dangetics, 3, Heta Broprolol-hydrochlorothearde
Blockmg Agents,
Selective, and
Thaaursdes) 4 0. T
DIGITALIS
DIGITALIS GLYCOSIDES Digeoxin{DIGOX), Lanoxin 145 | 229%
Adorvastatin Laputor] Aloryastatm
Calcium), Crestor (Rosunvastatin
HMG COA Calcium), Rosuvastatn, Lovastatin,
STATINS REDUCTASE Lavalo{Puavastatn Calcinem), A8l | &R0
INHIRITORS Provasiatn. £ocor] Smrvastatm),
Wy torml Inegy ). Pravachol
(Provastatin Sodmum}
ORAL TOTAL {umsque
| ANTICOAGULATION patients) 122] nss
DIRECT
THROMBIN Pracdanca (Dabigatran Etexilate
INHIBITORS Mesilater, Dabugatran 9 1.6%
DIRECT FACTOR | Apruban, Ehquis, Xarelio,
XA INHIBITORS | Rivaroxaban, Savayasa (Edoxaban) 114 20 4%
PLATELET Asprm. ASA, Hrthata, l."hpmwﬂ.
ANTI-PLATELET AGENTS | INHIBITORS Effien, Prasugrel HCL, Plavix,
| (inchuting ASA) EXCL HEPARIN | Prasugrel Ticagrelor
heparm as 8 sepamie calegory
HEPARIN HEPARIN GROUP | (Heparin, Enoxapann, Lovenox, 12 L1%
Tuwrapann)
TYPE Il IABETES
MEDICATHORNS OF 23 4.1%
SPECIAL INTEREST
OTHER BLOOD
GLINOOSE
LOWERING Farxiga {quhnum} Imvokana
DRUGS, EXCL (Conaghiflorm). Jardumnce
(SGLT2 Inhabstor) INSLLIN | (Empaghflozn) 13 4.1%
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Appendiv 8

Statistical Anabysis Plan -MSB-MPC-CHFOOL Vierdon 1.0
DREAM HF Study - Sepl 2020 - Review of Concomitant Medications by ATC
Clansification Revulls of Baseline
Concomitant Medication WHODRUG ATC (Unbg
Catemarh s Classification Comment Patients) | Percemt
OTHER BLOOD Victora | Liaghutsde ), Nateglmde,
GLUCOSE Trudscaty (Dulagharice),
LOWERING Trubcity Dulaghstide, Byctta.
GLPL INSULIN | Engpaghiflonn, L %
TOTAL {nmnsque
| BETA BLOCKERS panus) sis| 9ssv
Alpha and Beta
_Blockmg Agents | Carvedilol, COREG 3391 Gili%
1. Combigan (0.2%0.5%),
Dorrolamide HOL Tonobol Males
(COSOPT), Tumoptic { Timolol
Maleate). Tunobol
1 Bisopreolol. Bisopreokol
1. BETA Fumarate, Bysiobic (Nebivolol
BLOCKDNG Hydrochboride).
AGENTS + 2 Lopressor{Metoprolol Tanrate),
BETA BLOCKING | Metoprolol, Metoprolol Succinate
AGENTS ER. Metoprolal X1, TOPROL-XI.
SELECTIVE | Toprol atenolol. bisoprolol 179) 320%
BETA BLOCEDRSG
AGENTS,
SELECTIVE. AND
THIAZIDES ____| Bisoprolol-bydrochlorothiazide 1] o
BETA BLOCKING
AGENTS, NON- Sotalol, Sotalol (Betapace) (Sotalol
_ SELECTIVE drochlorde ) 4. 3%
2. Anatonucal Therapeutic scal (ATC)
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Vervon 1.0

Appendix 9: Review of Adverse Events of Interest

Absdomnznal pam lowes

Acgured Voo Willebrnnd's disease
- e

Asciles

Atnal fibrliation
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