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DUAWN R

Why is EchoCRT such an important trial for the treatment of
patients with heart failure?

. Heart failure affects more than 23 million people worldwide.!? With increasing
prevalence? and frequent hospitalization it is a major cost to healthcare and patients’
quality of life.3-

. We know: cardiac resynchronization therapy (CRT) reduces morbidity and mortality in
heart failure (HF) patients with a wide QRS duration. Many heart failure patients with a
relatively narrow QRS duration (<130 msec) have mechanical dyssynchrony — a
potential target for CRT.

. European CRT survey shows a substantial number of heart failure patients received
CRT devices with a relatively narrow QRS duration:®

0 9% of patients with a normal QRS duration (<120msec)
0 10% of patients with a QRS duration of 120-129msec

. Conflicting observational and small randomized trials data created an imperative for a
definitive outcome assessment of CRT in heart failure patients with a narrow QRS
duration to verify if this life saving therapy extends to narrow QRS.
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Study Objective and Method

« To evaluate the effect of CRT on morbidity and mortality when added to
optimised pharmacological therapy and an ICD in patients with moderate to
severe heart failure due to left ventricular systolic dysfunction (LVEF ¢ 35%)
with a narrow QRS complex (QRS < 130 msec) and mechanical
dyssynchrony determined by echocardiography.

« EchoCRT was an investigator-initiated, prospective, international,
multicenter, randomized (1:1 ratio), parallel-group, controlled clinical trial:

o CRT Group: Atrial-based, biventricular stimulation, DDD 40/min,
standard 2 zone VT/VF

= LV: from lateral or postero-lateral free wall via the coronary sinus

and veins using an any legally marketed lead in the respective
country

o Control Group: DDI/VVI 40/min, standard 2 zone VT/VF



Results

Primary composite endpoint: hospitalization or all-cause mortality occured in
116 of 404 CRT patients versus 102 of 405 control patients (28.7% vs. 25.2%)

HR = 1.20 (0.92, 1.57)
p=0.15



Sub-group Analyses for Primary Endpoint — Composite




Protocol-specified Cardiovascular Outcomes

Risk of Death or Hospitalization for Heart Failure among
All Patients Primary and Secondary Outcomes

Endpoint

Control
Group
number (%)

with event
(n=405)

CRT

Group
number (%)
with event
(n=404)

Adjusted Hazard Ratio
(95% Confidence

Interval), p-value

Primary Endpoint Composite

Death or WHF hospitalization

[ 102 (25.2%) | 116 (28.7%)| 1.20 (0.92, 1.57), 0.15

Primary Endpoint Components

WHF hospitalization

90 (22.2%)

99 (24.5%)

1.16 (0.87, 1.55), 0.25

All-cause mortality

26 (6.4%)

45 (11.1%)

1.81 (1.11, 2.93), 0.02

Other Cardiovascular Endpoints

Cardiovascular hospitalization

137 (33.8%)

147 (36.4%)

1.11 (0.88, 1.40), 0.36

Cardiovascular mortality

17 (4.2%)

37 (9.2%)

2.26 (1.27, 4.01), 0.004

4 deaths in the control group and 1 death in CRT group were after (L)VAD /Transplant and were excluded from
analysis. Hazard ratio (95% confidence interval) from Cox model adjusted for country and p-value from stratified

log-rank test.



Conclusion

EchoCRT demonstrates no benefit of CRT in heart failure
patients with a relatively normal QRS duration on recommended
pharmacological therapy and an ICD.

The results provide important and timely guidance to physicians
about how to appropriately allocate available resources to the
right patients.

Due to the early termination of the trial, abbreviated follow-up
duration and a relatively small number of events, a firm
conclusion about mortality cannot be reached.

ECG remains the best approach for selecting patients for CRT.
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