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We read the study of Baral et al with great interest.’ The authors are to
be congratulated on this well-conducted systematic review and
meta-analysis of randomized trials assessing the impact of exercise in
people with heart failure with preserved ejection fraction (HFpEF).

Given the limited availability of evidence-based interventions for
HFpEF, confirmation of the benefits of exercise training in this popu-
lation is an important finding. The authors report a pooled improve-
ment in overall Minnesota Living with Heart Failure (WLwHF)
questionnaire score of —12.06 (95% Cl: —17.11 to —7.01) with
participation in exercise training compared to control. Not only a
statistically significant improvement in health-related quality of life
(HRQol), but we would also note, that this is a clinically important
one, i.e. exceeds the minimal important clinical difference for the
MLwHF of —5.00.>

Table 1

As recently highlighted by the intriguingly entitled editorial: ‘l don’t
wanna live forever’- importance of quality of life in heart failure patients,
HRQolL is now a recognized key target for heart failure disease man-
agement alongside the traditional focus of drugs and medical devices
on reducing hospitalization and mortality.® The European Association
of Preventive Cardiology recently published their consensus paper
on HRQoL* and in 2020 the US Food and Drug Administration ac-
cepted the disease-specific HRQoL measure, Kansas City Living with
Cardiomyopathy (KCCQ) as outcome that can be used in drug approval
for heart failure.®

Building on this publication by Baral et al., we would like to share our
findings of impact of exercise training in HFpEF across a range of
HRQoL measures based on our systematic review and meta-analysis
(see Table 1). Our review searched a number of bibliographic databases

Impact of exercise-based on HRQoL—meta-analysis of randomized trials in HFpEF

HRQoL outcome n studies (n patients)

WLWHF total 9 (495)
WLwHF physical subscale 6 (360)
WLWHF mental subscale 6 (359)
KCCQ overall summary score 3(411)
SF-36 Physical component score 4 (282)
SF-36 Mental health component score 3 (190)
EQ-5D 1(176)

Pooled result (WMD, 95% CI)?

Statistical heterogeneity I statistic (%)

—6.89 (—12.49 to —1.28)° 738

—2.98 (-6.35 to 0.39)° 73.1

—1.30 (—4.47 to 1.87)° 922

5.34 (1.75 to 8.93)° 204

1.99 (0.17 to 3.81)° 304

1.32 (—6.54 to 9.19)° 79.7
9 (3 to 16) Not applicable

WMD, weighted mean difference; KCCQ, Kansas City Cardiomyopathy Questionnaire; MLwHF, Minnesota Living with Heart Failure questionnaire; EQ-5D, EuroQol; SF-36,

Short-Form-36.

?Meta-analysis on based on a systematic review of randomized controlled trials of exercise-based cardiac rehabilitation for people with HFpEF.

®Random effect meta-analysis model.
“Fixed effect meta-analysis model.
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(Medline, Embase, Web of Science, Cumulative Index of Nursing and
Allied Health Literature, Cochrane Library Central, China National
Knowledge Infrastructure database) up to April 2024. We included
studies if they: (i) included adults diagnosed with HFpEF (LVEF >
45%); (i) performed exercise-based cardiac interventions group; (iii)
had a comparison group not receiving exercise; (iv) included an
HRQoL outcome; and (v) randomized controlled with follow-up 12
weeks.

Whilst based on a slightly different group of included randomized
trials (we excluded four trials of the Baral review as these used either
functional electrical stimulation—small electrical impulses to activate
muscles—or inspiratory muscle training—a form of resistance train-
ing which strengthens the muscles used for breathing), our results are
consistent with those of Baral and colleagues. We confirm a statistic-
ally and clinically important improvement in mean total MLwHF ques-
tionnaire score (—6.89, 95% Cl: —12.49 to —1.28). Importantly our
analyses also show improvement in the other HRQoL measures
with exercise training in HFpEF. This includes a significant improvement
the disease-specific measure of KCCQ and the generic HRQoL measures
of the physical component of the SF-36 and the EQ-5D. However, high
levels statistical heterogeneity (I statistic >50%) in pooled MLwHF high-
light the need for caution in direct application of these results to practice
and policy. Likely causes of this heterogeneity were the variation in types
and intensity of exercise intervention and population characteristics
(e.g. mean age, gender distribution) across included studies.

In summary, our pooled analyses of randomized trials are supportive
of importance of exercise training in HFpEF in terms of improved
HRQoL. Our findings are novel in that show this benefit to be consistent
across both disease-specific [MLWHF & Kansa City Cardiomyopathy
Questionnaire (KCCQ)] and generic HRQoL outcomes [EuroQoL
(EQ-5D & Short-Form-36 (SF-36)]. However, like Baral and colleagues,
we highlight the need for these meta-analyses to be updated with lar-
ger trials and longer follow up, including two ongoing trials of the
Diastolic Heart Failure and Rehabilitation EnAblement in CHronic
Heart Failure in HFpEF (REACH-HFpEF) trials.*” To enable their
comparison and facilitate evidence syntheses, trials should seek to
consistently collect and report outcomes that include both disease-
specific and generic HRQoL measures.
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