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Introduction

* |In the placebo-controlled GALACTIC-HF trial, the cardiac myosin activator
omecamtiv mecarbil reduced the risk of time-to-first worsening heart failure
event or cardiovascular death in patients with heart failure with reduced
ejection fraction (HFrEF).

* Prespecified subgroup analyses suggested an attenuation of the effect of
omecamtiv mecarbil in those with higher left ventricular ejection fraction,
those in atrial fibrillation, and those with lower NT-proBNP concentrations.

* In this exploratory analysis, we examined the effect of omecamtiv mecarbil
on clinical, patient-reported, and circulating biomarker outcomes using the
hierarchical win ratio method in the overall trial population and subgroups
of interest.

Teerlink JR, et al. NEJM 2021:384(2):105-116.



GALACTIC-HF Trial Design

Multicenter, international, randomized, double-blind, placebo-controlled, event-driven Phase 3 study

Hypothesis: Selectively improving cardiac function with the cardiac myosin activator,
omecamtiv mecarbil, will improve clinical outcomes in patients with HFrEF

Screening:

e Chronic HF, NYHA II-IV — Omecamtiv mecarbil + Standard HF therapy

. o L Starting dose: 25 mg PO BID; Pharmacokinetic-guided dose selection
LVEF <35% Randomization (25, 37.5 or 50 mg PO BID)

* Elevated BNP/ NT-proBNP* (1:1)

* Managed with standard HF > Stratification —
therapies —Inpatient or

T outpatient
* Currently hospitalized for HF -
11y hosp —Region Placebo + Standard HF therapy

(Inpatients) .,
OR
Urgent ED visit or , , -
hospitalization for HF within 1 N r T 1T 1T 171771 | I 771 ”
year prior to screening Study Visits D1 W2 W4 W6 W8 W12 W24 W36 W48 Ql6W
(Outpatients) \ .

« SBP 85 mmHag; Pharmacoklnetlc.: assessment
eGFR >20 mL/min/1.73m? for dose adjustment

*NT-proBNP 2400 pg/mL or BNP =125 pg/mL at screening (if in atrial
fibrillation/ flutter: NT-proBNP 21,200 pg/mL or BNP 2375 pg/mL). Teerlink JR, et al. JACC Heart Fail 2020;8:329-40



Methods

We examined the effect of OM using the unmatched win ratio method on the
following exploratory 5-tier hierarchical outcome:

1) Cardiovascular death;

2) The number of worsening HF events;

3) A >5pt (outpatients) or 220pt (inpatients) KCCQ-TSS from baseline at 24 weeks;
4) A 225% decrease in NT-proBNP from baseline at 24 weeks;

5) The relative change in NT-proBNP from baseline at 24 weeks.

The win ratio was calculated in the overall population and in subgroups of interest: </>

median LVEF (28%); AFF yes/no; and </> median NT-proBNP overall (1998 pg/mL) and
in sinus rhythm (1675 pg/mL).

Multiple imputation for missing NT-proBNP and KCCQ-TSS data was performed.

All analyses were stratified according to randomization setting and geographic region.



Win ratio

Each patient from the OM arm paired
with each patient from the placebo arm

¥

Comparison starts at the 15t of the 5 tiers
A tie means that the comparison moves
to the next tier of the hierarchy
After 5 tiers the total number of wins and
losses for OM are counted

Omecamtiv
mecarbil

Win ratio = Total Number of Wins / Total Number of Losses

Net Benefit = Sum of the difference in the win proportions across the tiers




GALACTIC-HF: Primary Composite Outcome

Time-to-first worsening heart failure event or cardiovascular death
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Omecamtiv Mecarbil 4120 3391 2953 2158 1430 700 164
Placebo 4112 3310 2889 2102 1349 647 141

Teerlink JR, et al. NEJM 2021:384(2):105-116.



GALACTIC-HF: Clinical Components of Win Ratio

Cardiovascular death

Total number of worsening HF events
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GALACTIC-HF: KCCQ-TSS and NT-proBNP

KCCQ-TSS NT-proBNP
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Analyses performed in those who were alive with available data at week 24



GALACTIC-HF — Overall Win Ratio

OM win (%) Tie (%) OM loss (%) Contribution (%)

Cardiovascular death > -22.9
Total worsening HF events > 54.9
=25pt (outpatients) or

220pt (inpatients) change > 19.5
in KCCQ-TSS at 24 weeks

225% reductionin 38.8
NT-proBNP at 24 weeks

Relative change in 9.7
NT-proBNP at 24 weeks ]

Win ratio =1.07 (95%CI 1.01-1.13)
Net benefit = 3.3% (95%C1 0.6-6.0)



GALACTIC-HF — Win Ratio in Subgroups
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Conclusions

* |n GALACTIC-HF, the cardiac myosin activator omecamtiv mecarbil had a
modest overall effect on an exploratory hierarchical outcome incorporating
clinical, patient-reported, and circulating biomarker outcomes.

* There was evidence of a greater benefit of omecamtiv mecarbil in those
with a lower LVEF and those in sinus rhythm.

 These data support ongoing research with omecamtiv mecarbil in the
COMET-HF trial (Confirmation of Omecamtiv Mecarbil Efficacy Trial in HF
INCT06736574]), which is recruiting patients with the characteristics that
appeared to benefit the most in GALACTIC-HF.
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