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COVID-19
The coronavirus disease 2019 (COVID-19) pandemic had a catas-
trophic impact on health systems worldwide. In Germany, hospital-
izations due to acute heart failure (HF) had a reduction in the first
pandemic period (13 March–21 May 2020) compared to control
intervals in 2020 (1 January–12 March) and 2019 (13 March–21

May), with an increase in case severity and in-hospital mortality.1

Similarly, a study conducted in London showed a reduction in HF
hospitalizations during the pandemic period, compared to the pre-
vious year. Although patients had similar characteristics to those of
the patients hospitalized in 2019, in-hospital mortality was signifi-
cantly higher in 2020 than in 2019 (P = 0.015) and hospitalization
in 2020 was independently associated with increased in-hospital
mortality.2

In a study conducted in Madrid, Spain, including 3080 COVID-19
patients, those with a previous history of chronic HF were more
likely to develop acute HF (11.2% vs. 2.1%; P< 0.001) and had
higher mortality rates (48.7% vs. 19.0%; P< 0.001).3 In an Italian
study including 13 centres and 692 patients, history of HF was an
independent predictor of increased in-hospital mortality [adjusted
hazard ratio (HR) 2.25, 95% confidence interval (CI) 1.26–4.02;
P = 0.006), along with age, sex, oxygen saturation and oxygen
partial pressure/fraction of inspired oxygen (PaO2/FiO2) ratio.4

Concerns were raised that angiotensin-converting enzyme
inhibitors (ACEi) or angiotensin II receptor blockers (ARBs) may
enhance the susceptibility to COVID-19 through an increased
expression of ACE2.5 Lebek et al.6 measured ACE2 mRNA
expression using real-time quantitative polymerase chain reaction
in atrial biopsies of 81 patients undergoing coronary artery bypass
grafting. ACE2 mRNA expression was higher in patients treated
with ACEi/ARBs compared to those not treated. Furthermore,
ACEi/ARB treatment was associated with an independent increase
in ACE2 expression in ventricle biopsies of patients with end-stage
HF, while left ventricular (LV) assist device implantation led to
a decline in mRNA expression. Although these data may show
that ACE2 expression is increased by ACEi/ARB treatment, they
do not imply that this may increase susceptibility to COVID-19
as ACE2 may actually have a protective role after infection has
developed.5 ..
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.. Cardiac remodelling
A reduction of cardiac remodelling may be a therapeutic goal in
HF with preserved ejection fraction (HFpEF).7 Yamanaka et al.8

investigated the prognostic impact of LV structural changes in
patients with HFpEF from the Chronic Heart Failure Analysis and
Registry in the Tohoku District-2 (CHART-2) study. Patients who
presented LV hypertrophy and enlargement at baseline and those
with LV hypertrophy who developed LV enlargement had a worse
subsequent prognosis (HR 4.65, 95% CI 3.09–6.99, P< 0.001; HR
4.01, 95% CI 2.85–5.65, P< 0.001, respectively), compared with
those without LV hypertrophy and enlargement.

Comorbidities
Cancer, cachexia, muscle wasting
and frailty
Cancer and HF have a close and complex relationship.9,10 Common
mechanistic pathways in cancer and HF, including inflamma-
tion, cellular metabolic changes, genetic predisposition, clonal
haematopoiesis, angiogenesis, are summarized in this issue of the
journal.11

Cooperation between cardiologists and oncologists is key to
manage properly these patients.12 Zamorano et al.13 provided
an overview of the main cardiovascular adverse events of cancer
therapy and proposed strategies for risk assessment, prevention,
early diagnosis, medical management and long-term follow-up of
cardiotoxicity.

Frailty is frequent among HF patients and is associated with poor
outcome.14,15 Available knowledge of cachexia, muscle wasting and
physical frailty in patients with cardiovascular illness is reviewed by
Bielecka-Dabrowa et al.16

Palliative care
Management of end-stage HF needs to include palliative care.17,18

A position paper provides day-to-day practical clinical guidance on
palliation strategies.19 Sahlollbey et al.20 provided a meta-analysis
from 10 randomized trials showing that palliative care, compared
with usual care, was associated with a reduction in HF hospitaliza-
tion, and a modest, though significant, improvement of quality of
life and symptoms in patients with advanced HF.
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Devices
Cardiac resynchronization therapy (CRT) in HF with reduced
ejection fraction (HFrEF) is less used than indicated by guidelines
and several studies tried to identify patients with major benefits
from CRT.21–23 A position statement in this issue is aimed at
overcoming CRT under-utilization, improving patient selection and
implementing dedicated post-implant CRT care pathways.24

Kristensen et al.25 studied the prognostic role of intra-ventricular
conduction delay in HFrEF patients without a cardiac device
enrolled in two recent major clinical trials. They found that a
wide QRS was associated with an increased risk of the primary
composite outcome of cardiovascular death or HF hospitalization,
irrespective of morphology. New-onset left bundle branch block
occurred with an incidence of about 2.5% per year, leading to a
greater risk of adverse outcomes.
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sachs J, Bertero E, Coats AJ, Čelutkienė J, Chioncel O, Dodion P, Eschenhagen T,
Farmakis D, Bayes-Genis A, Jäger D, Jankowska EA, Kitsis RN, Konety SH, Larkin J,
Lehmann L, Lenihan DJ, Maack C, Moslehi JJ, Müller OJ, Nowak-Sliwinska P,
Piepoli MF, Ponikowski P, Pudil R, Rainer PP, Ruschitzka F, Sawyer D, Seferovic
PM, Suter T, Thum T, van der Meer P, Van Laake LW, von Haehling S, Hey-
mans S, Lyon AR, Backs J. Common mechanistic pathways in cancer and heart
failure. A scientific roadmap on behalf of the Translational Research Committee
of the Heart Failure Association (HFA) of the European Society of Cardiology
(ESC). Eur J Heart Fail 2020;22:2272–2289.

12. Pareek N, Cevallos J, Moliner P, Shah M, Tan LL, Chambers V, Baksi AJ, Khattar
RS, Sharma R, Rosen SD, Lyon AR. Activity and outcomes of a cardio-oncology
service in the United Kingdom – a five-year experience. Eur J Heart Fail
2018;20:1721–1731.

13. Zamorano JL, Gottfridsson C, Asteggiano R, Atar D, Badimon L, Bax JJ, Car-
dinale D, Cardone A, Feijen EAM, Ferdinandy P, López-Fernández T, Gale CP,
Maduro JH, Moslehi J, Omland T, Plana Gomez JC, Scott J, Suter TM, Minotti G.
The cancer patient and cardiology. Eur J Heart Fail 2020;22:2290–2309.

14. Vitale C, Jankowska E, Hill L, Piepoli M, Doehner W, Anker SD, Lainscak M,
Jaarsma T, Ponikowski P, Rosano GM, Seferovic P, Coats AJ. Heart Failure
Association/European Society of Cardiology position paper on frailty in patients
with heart failure. Eur J Heart Fail 2019;21:1299–1305.

15. Sanders NA, Supiano MA, Lewis EF, Liu J, Claggett B, Pfeffer MA, Desai AS,
Sweitzer NK, Solomon SD, Fang JC. The frailty syndrome and outcomes in the
TOPCAT trial. Eur J Heart Fail 2018;20:1570–1577.

16. Bielecka-Dabrowa A, Ebner N, Dos Santos MR, Ishida J, Hasenfuss G, von
Haehling S. Cachexia, muscle wasting, and frailty in cardiovascular disease. Eur
J Heart Fail 2020;22:2314–2326.

17. Campbell RT, Petrie MC, Jackson CE, Jhund PS, Wright A, Gardner RS, Sonecki P,
Pozzi A, McSkimming P, McConnachie A, Finlay F, Davidson P, Denvir MA,
Johnson MJ, Hogg KJ, McMurray JJ. Which patients with heart failure should
receive specialist palliative care? Eur J Heart Fail 2018;20:1338–1347.

18. Crespo-Leiro MG, Metra M, Lund LH, Milicic D, Costanzo MR, Filippatos G,
Gustafsson F, Tsui S, Barge-Caballero E, De Jonge N, Frigerio M, Hamdan R,
Hasin T, Hülsmann M, Nalbantgil S, Potena L, Bauersachs J, Gkouziouta A, Ruhpar-
war A, Ristic AD, Straburzynska-Migaj E, McDonagh T, Seferovic P, Ruschitzka F.
Advanced heart failure: a position statement of the Heart Failure Association of
the European Society of Cardiology. Eur J Heart Fail 2018;20:1505–1535.

19. Hill L, Prager Geller T, Baruah R, Beattie JM, Boyne J, de Stoutz N, Di Stolfo G,
Lambrinou E, Skibelund AK, Uchmanowicz I, Rutten FH, Čelutkienė J, Piepoli
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