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common clinical scenario, such as the one by  
Ribeirinho‑Soares et al7 published in this issue 
of Polish Archives of Internal Medicine, is welcome. 
The authors evaluated 854 patients (69% men) 
with HF and reduced left ventricular ejection frac‑
tion, of a mean age of 71 years. Remarkably, 28% 
of these patients were receiving treatment with 
BDZs, mainly those with intermediate half‑life. 
After a follow‑up of almost 4 years, more than 
half of the patients died (51%). In a multivariate
‑adjusted analysis, the use of BZDs was inde‑
pendently associated with increased death risk 
among these patients, with a hazard ratio of 1.36 
(95% CI, 1.06–1.75). This serious side effect was 
more evident in the patients older than 75 years, 
and those with a concomitant diagnosis of chron‑
ic kidney disease (CKD).

The study has important strengths, such as 
the large number of patients, long follow‑up, and 
significant number of patients receiving treat‑
ment with BDZs. The authors also acknowledge 
some of its limitations, such as a retrospective 
and single‑center design, no data on the reason 
for BZD prescription, the chronology of BZD use, 
their pharmacologic properties (time to onset of 
action, half‑life, metabolism), and doses used. 
The results of this study are consistent with pre‑
vious data that have also shown a negative in‑
teraction between the use of BZDs and an in‑
creased risk of long‑term mortality in patients 
with HF.6,8,9 However, most of these studies are 
retrospective in design and have important limi‑
tations, again related to specific data on the type 
of BZDs and dosing. Therefore, well‑designed, 
prospective studies with details on BZD prescrip‑
tion are needed. They should cover the reason for 
which BZDs are prescribed and the aforemen‑
tioned pharmacologic characteristics of the pre‑
scribed drugs (dose, duration) should be record‑
ed and investigated.

Also, it must be noted that, apart from co‑
morbidities typically associated with HF (CKD, 

Heart failure (HF) is a major health problem 
worldwide due to its high prevalence, incidence, 
morbidity, and mortality. Moreover, since HF is 
a disease most prevalent among older individu‑
als, a large number of patients with such a diag‑
nosis in this age group poses a major strain on 
health care resources, due to not only the disease 
itself but also comorbidities and accompanying 
health impairments.1 In the last decade, newer 
pharmacological therapy options have improved 
the management and outcome of many HF pa‑
tients.2 However, these elderly patients with HF 
often use other non‑HF–related therapies to con‑
trol their symptoms or associated comorbidi‑
ties, many of them of noncardiovascular etiolo‑
gy. A common practice among these patients is 
the use of benzodiazepines (BZDs) for the symp‑
tomatic treatment of HF‑related (or not) symp‑
toms, such as dyspnea, anxiety, insomnia, and 
depression.3 The 2021 European Society of Car‑
diology guidelines for the diagnosis and treat‑
ment of acute and chronic HF suggest the use 
of BZDs for the relief of dyspnea, although not 
as the first‑line treatment,3 given little evidence 
available for this purpose.

BDZs enhance or facilitate the  action of 
gamma‑aminobutyric acid, an inhibitory neu‑
rotransmitter in the central nervous system that 
suppresses the neural activity. This suppressive 
action at the limbic, thalamic, and hypothalam‑
ic level translates into a combination of anxio‑
lytic, sedative, hypnotic, skeletal muscle relax‑
ing, and anticonvulsant effects. Since these non‑
specific symptoms are highly prevalent (and not 
only due to the presence of HF), BZDs are wide‑
ly used on a chronic basis, although they are rec‑
ommended for short‑term therapies due to a sig‑
nificant risk of side effects (dizziness, confusion, 
falls, etc.) associated with their prolonged use.4

Few studies have evaluated the  effects of 
BDZ prescription in patients with HF,3,5,6 and 
therefore further research evaluating this 
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anemia, diabetes, etc.), other not commonly in‑
vestigated conditions, such as insomnia, depres‑
sion, or cognitive impairment may also worsen 
the prognosis of the disease.10-12 These clinical sce‑
narios usually interact and present simultaneous‑
ly in elderly HF patients, and often become evi‑
dent during an episode of decompensation and re‑
sulting hospital admission, when a superimposed 
syndrome of delirium may also ensue (Figure 1). 
These are indeed clinical scenarios where the ad‑
ministration of BZDs may play a role, not only 
due to their use in symptomatic therapy, but also 
as a potential cause of clinical deterioration fol‑
lowing their misuse. Another scenario may also 
include the BZD withdrawal syndrome, some‑
times overlooked upon admission of an elderly 
patient with acute HF.

In conclusion, the negative aspects of BZD ad‑
ministration should remind us to evaluate and 
treat the elderly HF patients as whole human 
beings, and not to limit their evaluation only to 
HF‑related characteristics, such as the ejection 
fraction, congestion, or neurohormonal ther‑
apies, or only to the classic cardiovascular co‑
morbidities, such as kidney dysfunction, elec‑
trolyte disturbances, or decreased hemoglobin 
levels. It is mandatory to incorporate the princi‑
ples of comprehensive geriatric evaluation into 
our daily contacts with such patients, including 
a thorough review of all the prescribed drugs and 
the reasons for their use. It is likely that BZD 
use is not evidence‑based in many instances, 
especially when they are prescribed in a chron‑
ic fashion, since short‑term treatments with 
short‑acting BZDs are preferred in the guide‑
lines.13 Future prospective studies are neces‑
sary to advance our knowledge of this relevant 
clinical problem.

Article information

disclimer  The opinions expressed by the author(s) are not necessarily 
those of the journal editors, Polish Society of Internal Medicine, or publisher.

Conflict of interest  None declared.

Open access  This is an Open Access article distributed under the terms 
of the Creative Commons Attribution‑NonCommercial‑ShareAlike 4.0 Inter‑
national License (CC BY‑NC‑SA 4.0), allowing third parties to copy and re‑
distribute the material in any medium or format and to remix, transform, and 
build upon the material, provided the original work is properly cited, distrib‑
uted under the same license, and used for noncommercial purposes only.

Figure 1�  Interactions between cognitive impairment, insomnia, depression, and 
delirium in heart failure patients
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