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Kontext: Srdecni selhani (heart failure, HF) se snizenou ejek¢cni frakei (HF with reduced ejection fraction,
HFrEF) predstavuje zdvazny problém verejného zdravi, protoze je diagnostikovano u vice nez 2 % obecné
populace. Farmakoterapie je zaloZzena na poddvani fady léciv s prokazanym Gcinkem na snizeni mortality
a poctu hospitalizovanych osob. Pfes dlraznd oficidlni doporuceni (guidelines) kardiologickych spole¢nosti
davkovani Iéciv v rutinni klinické praxi tradi¢né nevede k dosazeni hodnot krevniho tlaku uvadénych v kli-
nickych studiich. Zda se, Ze stejné je tomu v pfipadé kombinace sacubitril/valsartan, jeji pfinos je nicméné
uspokojivy.
Kazuistika: Popisujeme pfipad 67letého muze s HFrEF v dlsledku dilatacni kardiomyopatie, u néhoz byla
zahdjena lécba kombinaci sacubitril/valsartan. Pro nizky krevni tlak nebyl pacient schopen tolerovat tpravy
déavek dané kombinace. Pfes toto omezeni byly po Sesti mésicich [écby dosazeny pfiznivé vysledky ve smyslu
kvality Zivota a funk¢ni kapacity.
Zavér: Kombinace sacubitril/valsartan zlepsuje kvalitu Zivota u pacientt se srdecnim selhanim, i kdyz kvali
nizkému tlaku nelze podavat cilové davky.

© 2021, CKS.

ABSTRACT

Background: Heart failure (HF) with reduced ejection fraction (HFrEF) is a significant public health issue,
affecting more than 2% of general population. Therapy includes multiple medications proven to decrease
mortality and hospitalization rates. Despite strong guideline recommendations, dosing in routine clinical
practice has traditionally failed to reach the same levels achieved in clinical trials. The same seems to occur
with sacubitril/valsartan but the benefits are still satisfactory.

Case presentation: We report the case of a 67-year-old male patient suffering from HFrEF resulting from
dilated cardiomyopathy who started therapy with sacubitril/valsartan. The patient was unable to tolerate
dose adjustments of the drug due to low blood pressure. Despite this limitation, good results in terms of
quality of life and functional capacity have been reached after six months of treatment.

Conclusion: Sacubitril/valsartan improves quality of life in patients with heart failure even when target dose
is not reached due to low blood pressure.
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Background

HF is a clinical syndrome characterized by breathlessness,
ankle swelling, and fatigue that may be accompanied
by signs as elevated jugular venous pressure, pulmonary
crackles, and peripheral oedema caused by a structural
or functional cardiac abnormality, resulting in a reduced
cardiac output and elevated intracardiac pressures at rest
or during stress. Transthoracic echocardiography is the
first-line imaging modality."* With an estimated preva-
lence of 2% in general population and over 23 million
people worldwide, heart failure (HF) is a growing emer-
gency. Despite the use of guideline-directed medical the-
rapies such as angiotensin-converting enzyme inhibitors,
beta-adrenergic blockers, angiotensin receptor blockers,
and mineralocorticoid receptor antagonists HF remains
a leading cause of morbidity, mortality, and health care
expenditures. Recently, a new therapeutic class called
ARNI (angiotensin receptor neprilysin inhibitor) has been
developed, acting on the renin-angiotensin-aldosterone
system (RAAS) and the neutral endopeptidase system. Sa-
cubitril/valsartan is the first drug belonging to this class
and for sure the newest strategy in HF therapy as already
recommended by the latest guidelines.*®

Case presentation

A 67-year-old male patient was admitted to the Cardio-
logy ward of our Center due to worsening heart failure.
The diagnosis occurred in the first place two years before
when the patient underwent echocardiography sugges-
ted by his Family Doctor to explore the cause of a new
onset dyspnea; the exam showed dilated cardiomyo-
pathy, confirmed by coronary angiography that found

no significant lesions. Since then, the patient was taking
medical therapy with bisoprolol 5 mg o.d., enalapril 5 mg
0.d., spironolactone 50 mg o.d. and furosemide 25 mg as
needed.®

At hospital admission, the patient presented with
a NYHA Class Il HFrEF despite optimal medical therapy
with swelling of the feet and ankles, fatigue, palpitation
(95 bpm) and dyspnea. Blood pressure was 125/70 mmHg,
SpO, 91%. We performed ECG that showed sinus rhythm,
as already shown in older tracings, and echocardiogra-
phy that confirmed the diagnosis of left ventricle volu-
me overload with reduced ejection fraction (EF) around
30%. Blood samples were taken to assess complete blood
count, renal function, electrolytes and B-type natriuretic
peptide (BNP). Except BNP (856 pg/dl) everything else was
fine so we decided to administer i.v. loop diuretics to re-
duce volume overload while monitoring blood pressure
to avoid hypotension. In a couple of days the patient was
discharged with the same therapy, except for furosemide
that was given every day b.i.d., and with an outpatient
appointment after one month to offer consultation and
monitoring of developments in the treatment program.
When we met again, the patient had exertional dyspnea
and referred fatigue during daily activities (NYHA 1I).
We administered the Kansas City Cardiomyopathy Ques-
tionnaire (KCCQ) to the patient and he underwent the
six-minute walk test (6MWT) to assess his physical limi-
tations due to heart failure. Then we repeated echocar-
diography, performing global longitudinal strain (GLS)
evaluation,®' and checked again for renal function (K 4,1
mg/dl, Na 140 mg/dl, creatinine 0.8 mg/dl), BNP (633 pg/
dl), N-terminal pro-B-type natriuretic peptide (NT-proB-
NP) (971 pg/dl) and blood pressure (110/70 mmHg). After
careful evaluation of all test results, we decided to switch
from previous therapy with enalapril 5 mg o.d. to sacubi-
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Fig. 1 - A close follow up during the first 6 months of treatment with sacubitril/valsartan demontrated a reduc-
tion of NT-proBNP and BNP levels. Functional capacity, evaluated by the 6MWT, improved from baseline to 6
months. The KCCQ showed major improvements in self-assessed quality of life.
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tril/valsartan 24/26 mg b.i.d. and we planned a close fo-
llow up.''8 The patient was examined every 3 months for
one year. After 12 weeks of treatment exertional dyspnea
completely disappeared and fatigue reduced significant-
ly. The KCCQ showed major improvements in self-assessed
quality of life while the 6MWT results were remarkable
with 42 more meters walked in 6 minutes. BNP reduced
slightly and NT-proBNP levels decreased by 35%. Encou-
raged by these results we titrated sacubitril/valsartan to
49/51 mg b.i.d., reducing furosemide to 25 mg o.d.

Ten days after, patient’s wife reached us on the phone
to tell us her husband was feeling worse, tired, and dizzy,
and that his blood pressure was around 90/60 mmHg. We
checked him up and reverted sacubitril/valsartan to the
lower dosage to prevent hypotension. Six months after
starting therapy with ARNI, improvement of early sym-
ptoms was stable despite unoptimized therapy.'*'> KCCQ
Overall Summary Score improved by 13 points while func-
tional capacity increased by 30%. BNP levels were lower
(237 pg/dl) as NT-proBNP levels (624 pg/dl) (Fig. 1).

Discussion

The goals of treatment in patients with HF are to impro-
ve their clinical status, functional capacity, and quality
of life, prevent hospital admission, and reduce mortali-
ty. Neuro-hormonal antagonists (ACEls, MRAs and beta-
-blockers) have been shown to improve survival in pati-
ents with HFrEF and are recommended for the treatment
of every patient with HFrEF, unless contraindicated or not
tolerated." Sacubitril/valsartan is therefore recommended
to replace ACEIls in ambulatory HFrEF patients who re-
main symptomatic despite optimal therapy.'5'%'> There is
evidence that in clinical practice the majority of patients
receive suboptimal doses of ACEI. The same seems to be
true with ARNI;&81415 however, in our case, sacubitril/val-
sartan improvements over quality of life and functional
capacity remained equally impressive. Though our pa-
tient never reached optimal titration (sacubitril/valsartan
97/103 mg b.i.d.), exertional dyspnea and fatigue reduced
significantly in three months of treatment and the impro-
ved health status was stable over the following weeks.
Our patient never required another admission at our hos-
pital throughout the whole year of follow up. He only ex-
perienced one minor and transient hypotensive episode,
quickly fixed by down titrating sacubitril/valsartan to the
lower dosage. It appears that patients with HFrEF who
already take optimal medical therapy but still suffer from
typical symptoms may benefit from an upgraded therapy
with sacubitril/valsartan even when low blood pressure
levels could stop the physician from prescribing the drug.
We observed that quality of life and functional capacity
are quickly enhanced by the drug at its lowest dosage
despite the impossibility to up titrate it.

Conclusions

The present case shows how quality of life improvements
in patients with HFrEF can be achieved with sacubitril/val-
sartan even when target dose is not reached due to low

blood pressure. Sacubitril/valsartan appears safe, well to-
lerated, with few risks for adverse effects.
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