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BACKGROUND

* Mesenchymal precursor cells (MPCs) are allogeneic STRO-1/STRO-3+ cells that are
immunoselected from adult human bone marrow mononuclear cell populations.

* Preclinical studies suggest MPCs have anti-inflammatory, immunomodulatory, and
proangiogenic effects in ischemic and non-ischemic cardiomyopathy models.*?

* The first-in-human transendocardial injection of MPCs in ischemic cardiomyopathy
was performed in 2006 in NSW, Australia.

* Results from a phase Il dosing study suggest that MPCs may reduce HF-associated
events and adverse ventricular remodeling in patients with persistent HFrEF.34

1 Psaltis et al. JACC Cardiovasc Interv 2010;3:974-83.
2 Kocher et al. Nat Med 2001;7:430-6.

3 Perin et al. Circ Res 2015;117:576-84.

4 Borow et al. Circ Res 2019;125:265-81.
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PROPOSED MECHANISMS OF ACTION OF INTRACARDIAC MPC ADMINISTRATION

MPCs are thought to beneficially
impact the heart and the systemic
vasculature in HFrEF:

* Decrease cardiac and systemic
inflammation

* Reduce heart muscle death

* |Induce microvascular network
and capillaries within viable
heart muscle

* Reverse endothelial dysfunction

Previous trials of targeted

anti-cytokine therapy (TNFa) in
HFrEF have failed.
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ELIGIBILITY Y

Key Inclusion Criteria

18 to <80 years of age

Chronic ischemic or nonischemic heart failure with

NYHA class Il or lll symptoms

Be receiving optimal medical therapies for heart

failure at stable and tolerated doses for at least 1

month before study intervention

No option for percutaneous coronary intervention or

coronary artery bypass graft surgery

LVEF < 40% by two-dimensional echocardiogram

Enrichment criteria:

= At least 1 heart failure hospitalization or
outpatient visit requiring intravenous diuretic,
vasodilator, and/or

= positive inotropic therapy >1 month but <9
months or less before initiation of screening
procedures and/or

= plasma levels of NT-pro-BNP >1000 pg/mL
(>1200 pg/mL for patients with atrial fibrillation)

Key Exclusion Criteria

NYHA functional class | or class IV symptoms

Acute Ml within 1 month of screening procedures

Unstable angina pectoris within 1 month of screening
Peripartum or postpartum cardiomyopathy

Ischemic or hemorrhagic stroke within 3 months of study
enrollment

Coronary arterial or peripheral arterial revascularization
procedure within 2 months screening procedures
Intravenous therapy with diuretic, vasodilator, and/or positive
inotropes or aguapheresis within 1 month of screening
History of malignant ventricular arrhythmia or sustained
ventricular tachycardia in the absence of an ICD

Restrictive, obstructive, or infiltrative cardiomyopathy;
pericardial constriction; amyloidosis; or uncorrected thyroid
disease

Moderate to severe aortic stenosis (valve area < 1.0 cm?)
Previous left ventricular reduction surgery, implanted LVAD,
cardiac transplantation, or artificial heart placement

Left ventricular thrombus
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TARGETED DELIVERY OF MPCs TO THE MYOCARDIUM Q=

1. LV ELECTROMECHANICAL 2. TRANSENDOCARDIAL 3. COMPLETED PROCEDURE
MAPPING SYSTEM (NOGA) INJECTION
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ENROLLMENT AND RANDOMIZATION (?

1,167 Patients Assessed for
Eligibility Screen Failures

* 3 Side effects/complications/adverse events

« 27 Withdrawal of consent by subject

* 367 Inclusion criteria not met

* 186 Exclusion criteria not met

* 3 Lost to follow-up

* 1 Death

* 15 Other

565 Patients Randomized
Intent-to-Treat (ITT) . :;1 :ﬁ “P& .

Randomized Patient Population « 282 to Control 28 randomized patients were protocol violators during the
(N=565 Pts.) time between treatment randomization and the day of the
planned index cardiac cath procedure. These patients were
not subsequently treated

* 18 randomized to MPCs

537 Randomized and Treated * 10 randomized to Control

Definition of a Treated Patient:

Full Analysis Set (FAS_) 276 Randomized and Treated 261 Randomized and Treated 1. Randomized ‘ _
Actual Treatment Patient Without Receiving Any MPCs AR R  L gUIgel | 2- Underwent the index cardiac

Population (N=537 Pts.) catheterization on Study Day 0 with
insertion of at least one catheter that
crossed the aortic valve

3. If the patient received at least one
injection of MPCs, the treatment
designation was rexlemestrocel-L.
Otherwise the treatment designation

was Control.

170 100 161
NYHA NYHA NYHA
Class 111 Class 11 Class 111




BASELINE CHARACTERISTICS AND DEMOGRAPHICS

Characteristic MPCs Sham Control
(N=261) (N=276)

Male 207 (79.3) 221 (80.1)
Race

White 198 (75.9) 216 (78.3)

Black 52 (19.9) 47 (17.0)

Other 11 (4.2) 13 (4.7)
Age (years): mean (SD) 62.7 (11.0) 62.8 (10.4)
Body mass index (kg/m?2): mean (SD) 30.5 (6.9) 29.8 (6.2)
SBP (mmHg): mean (SD) 121.7 (19.3) 120.7 (19.4)
DBP (mmHg): mean (SD) 73.6 (11.7) 72.2 (12.3)
Pulse rate (BPM): mean (SD) 71.1 (11.1) 72.5 (12.0)
Cardiomyopathy etiology

Ischemic 150 (57.5) 153 (55.4)

Nonischemic 111 (42.5) 123 (44.6)
NHYA functional class

Class Il 100 (38.3) 106 (38.4)

Class Ill 161 (61.7) 170 (61.6)
History of hypertension 214 (82.0) 219 (79.3)
History of diabetes 115 (44.1) 116 (42.0)
History of atrial fibrillation 103 (39.5) 108 (39.1)
Previous Ml 140 (53.6) 140 (50.7)
Previous stroke/CVA 30 (11.5) 18 (6.5)
Coronary revascularization (CABG/PCI) 154 (59.0) 156 (55.3)
Any defibrillator (AICD/CRT-D) 221 (84.7) 234 (84.8)

*Data are presented as n (%) unless otherwise noted.
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BASELINE CHARACTERISTICS AND DEMOGRAPHICS (cont.) ﬁ

Characteristic MPCs Sham Control
(n=261) (n=276)
Cardiovascular medications
All RAAS medications 236 (90.4) 256 (92.8)
ACE Inhibitors 97 (37.2) 119 (43.1)
ARBs 55 (21.1) 56 (20.3)
ARNi 65 (24.9) 52 (18.8)
Mineralocorticoid receptor agonists 155 (59.4) 168 (60.9)
Diuretics 235 (90.0) 242 (87.7)
Beta blockers 249 (95.4) 267 (96.7)
Digitalis 78 (29.9) 63 (22.8)
Oral anticoagulants 95 (36.4) 88 (31.9)
Anti-platelet agents 226 (86.6) 224 (81.2)
SGLT-2 inhibitors 3(1.1) 5(1.8)
Statins 177 (67.8) 180 (65.2)
Echocardiography: mean (SD)
LVEF (%) 28.7 (6.6) 28.6 (7.0)
LVESV (mL) 149 (58) 151 (67)
LVEDV (mL) 206 (67) 207 (78)
6MWT distance: mean (SD) 342 (80.3) 347 (90.3)
Biomarkers: mean (SD)
NT-proBNP (ng/L) 2182 (2509) 2201 (2676)
hsCRP (mg/L) 4.7 (7.5) 5.9 (10.7)

*Data are presented as n (%) unless otherwise noted.
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PRIMARY ENDPOINT: s P
Mean Cumulative Rate of Recurrent Non-fatal
Decompensated Heart Failure Events Per 100 Patients
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All Treated Patients (n=537)
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COMPOSITE MACE AND INFLAMMATION O =

Time-to-First-Event for Cardiac Death or Non-fatal Ml or Non-fatal Stroke
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INFLAMMATION AND TIME-TO-CARDIAC DEATH P

Time-to-Cardiac Death in NYHA Class Il Patients

NYHA Class II (n=206)
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SAFETY

* Treatment-emergent adverse events and serious adverse events
were similar in MPC-treated and control patients.

* MPC administration did not elicit clinically meaningful immune
related responses in any patient. No important differences were
seen in HLA responses against the allogeneic MPCs used in this trial.

* Transendocardial delivery of cells was safe. No complications were
associated with LV angiography. One left ventricular perforation
occurred during LV mapping (incidence of 0.4%).
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CONCLUSIONS e

* Transendocardial delivery of 150 million MPCs was safe and did not elicit any
clinically meaningful immune-related responses.

* MPCs did not reduce cumulative recurrent non-fatal decompensated HF events in
patients with persistent HFrEF.

* Over a mean follow-up of 30 months, a single MPC dosing procedure added to
GDMT significantly reduced:

« Non-fatal Ml or non-fatal stroke
« Cardiac death in NYHA class Il but not class Il patients
« Composite of cardiac death or non-fatal M| or non-fatal stroke

* Benefits of MPC therapy were most evident in patients with baseline inflammation
(plasma hsCRP =2 mg/L).

L DReAvHE
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ALL CAUSE DEATH: NYHA Class Il Patients (hsCRP >2 mg/L) (?
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BASELINE CHARACTERISTICS IN NYHA CLASS Il vs. CLASS Il

e

\ 14

Parameter Statistic NYHA Class Il NYHA Class lll p-value
(N=206) (N=331) Class Il vs. 11l
Past Ml n (%) 106 (51.5%) 174 (52.6%) 0.802
CABG or PCl n (%) 119 (57.8%) 188 (56.8%) 0.825
AICD or CRT n (%) 168 (81.6%) 283 (85.5%) 0.225
Baseline LVEF (%) n 205 327
Mean (SD) 28.6(7.2) 28.7 (6.5) 0.882
Baseline LVESV (mL) n 205 327
Mean (SD) 155 (72) 146 (55) 0.106
Baseline LVEDV (mL) n 205 327
Mean (SD) 213 (83) 203 (65) 0.099
Baseline 6 Minute Walk (m) n 206 327
Mean (SD) 367 (81) 330 (85) <0.001
Baseline NT-proBNP (ng/L) n 203 326
Mean (SD) 1813 (1902) 2427 (2922) 0.008
Baseline hsCRP (mg/L) n 195 323
Mean (SD) 3.6(5.9) 6.4 (10.7) <0.001
Baseline Creatinine (mcmol/L) n 206 330
Mean (SD) 100 (29) 110(33) <0.001
Baseline Creatinine Clearance
n 206 330
(mL/min/1.73m2)
Mean (SD) 70(22) 64 (23) 0.002

Note: Percentages were based on the number of subjects in the NYHA Class.
Note: P-values indicate tests of differences of NYHA Class Il vs. Class Ill and were two-sided.

Categorical responses were tested using a Chi-Square test.
Tests of differences in means were performed using an ANOVA.
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