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Hemodynamic profile changes in reaction to nitroglycerin 
in patients with heart failure with mildly reduced ejection 
fraction: A pilot study
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INTRODUCTION
There are 3 types of heart failure (HF) — with 
reduced (HFrEF; ≤40%), mildly reduced (HFm-
rEF; 41%–49%), and preserved (HFpEF; ≥50%) 
left ventricular ejection fraction (LVEF) [1]. The 
HFmrEF type is the least known. Like the HFrEF 
group, the HFmrEF type is characterized by 
a higher prevalence of younger, male individ-
uals with a history of coronary artery disease. 
On the other hand, ambulatory HFmrEF pa-
tients have lower mortality (more like HFpEF). 

This study aimed to assess the hemody-
namic profile of patients with HFmrEF at rest 
and after sublingual administration of 0.4 mg 
of nitroglycerin (NTG) in comparison to those 
with HFrEF and HFpEF using noninvasive 
electrical cardiometry (EC). 

EC is based on thoracic bio-impedance 
changes during the cardiac cycle [2]. Notwith-
standing its limitations, EC is a useful tool in 
the management of patients with HF [3, 4]. 
Vein and artery dilatation after NTG adminis-
tration leads to preload and afterload reduc-
tion and consequently to a stroke volume (SV) 
and cardiac output (CO) increase [5].

METHODS
The study was performed in clinically stable 
subjects (with a history of HF as well as HF 
diagnosed de novo) on the last day of hos-
pitalization for acute decompensated heart 
failure (ADHF), defined as an exacerbation 
of typical HF signs/symptoms, requiring the 
administration of iv. diuretics (at least 40 mg 
of furosemide or its equivalent). The control 
groups for HFmrEF patients were those with 
HFpEF and HFrEF. There was no control group 
of healthy subjects. The clinical profile of pa-

tients was assessed by the data from medical 
interviews and records, laboratory test results, 
and measured echocardiographic parameters 
while the noninvasive hemodynamic profile, 
at rest and after the NTG administration, was 
assessed by EC using the ICON® (OSYPKA 
Medical) device. The most important exclusion 
criteria were age <18 years; ADHF caused by: 
acute coronary syndrome, significant valvular 
disease, tachyarrhythmia; percutaneous cor-
onary intervention (PCI) or coronary artery 
bypass grafting (CABG) during the current 
hospitalization; severe dyspnea or orthopnea; 
chronic lung diseases; stage 5 chronic kidney 
disease or on dialysis; contraindications for 
NTG administration (including BP <90/60 mm 
Hg); implantable cardiac devices with a “rate 
response” mode (contraindication for EC); the  
ICON® report quality index below 90% (to 
avoid potential bias in readings obtained from 
patients with atrial fibrillation or overweight). 

After approximately 60 cardiac cycles 
(stable readings on the device), the first EC 
report was generated (at rest) and the sec-
ond — 2–3 minutes after NTG administration. 
Each report (automatically generated by the 
ICON®) contains the mean values (from the 
last 60 heart cycles) of each measured hemo-
dynamic parameter. A control blood pressure 
measurement was performed only in the case 
of a reported adverse event.

The χ2, χ2 with Yates’ correction, and Fisher’s 
exact tests were carried out to compare cate-
gorical variables, depending on the number of 
counts. The difference in continuous variables 
was calculated with the Mann-Whitney U test 
(when 2 groups were compared) or the Krus-
kal-Wallis test (in the case of  >2 groups). The 
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majority of variables did not follow normal distributions (as 
verified with the Shapiro-Wilk test). Therefore, all numerical 
variables are presented as median and interquartile range, 
and nonparametric tests were used for all calculations (as 
they presented a comparable statistical power to their 
parametric equivalents in the case of the normally distrib-
uted variables).

The study was approved by the Ethics Committee at the 
Medical University of Łódz (RNN/108/19/KE).

RESULTS AND DISCUSSION
Overall, 45 patients (hospitalized between January 1 and 
June 30, 2021), were enrolled in this pilot study, including 
15 consecutive patients from each HF type, and most of 
them were men (n = 32; 71%). The full clinical study group 
characteristics and their hemodynamic profile changes are 
presented in Supplementary material, Tables S1 and S2.  Di-
abetes was significantly more frequent in the HFpEF group. 
The HFrEF group had a higher left ventricular end-diastolic 
dimension (P <0.001) and lower right ventricular systolic 
function (tricuspid annular plane systolic excursion [TAPSE]; 
P = 0.003). All patients were receiving β-blockers (except 
for nebivolol or carvedilol), mineralocorticoid receptor 
antagonists, angiotensin-converting-enzyme inhibitors 
(ACEI; 86.7%) or angiotensin II receptor antagonists (ARB, 
13.3%), and loop diuretics (only furosemide or torsemide). 
The study was completed before the latest HF guidelines 
release and none of the patients was receiving angiotensin 
receptor-neprilysin inhibitor (ARNI) or sodium-glucose 
co-transporter-2 inhibitors (SGLT2i). 

The results of the hemodynamic profile at rest showed 
a lower systolic time ratio (STR; P = 0.02) and pre-ejection 
period (PEP; P = 0.049) in the HFmrEF group in comparison 
to the HFrEF group. 

After NTG administration, in patients with HFmrEF, 
in comparison to HFrEF, we observed a decline in the 
median of stroke volume and stroke volume index (SV/SI; 
P = 0.01/0.02), cardiac output and cardiac index (CO/CI; 
P = 0.01/0.01), cardiac performance index (CPI; P = 0.049), 
and corrected flow time (FTC; P = 0.04), and an increase 
in systemic vascular resistance and its indexed values 
(SVR/SVRI; P = 0.03/0.03).

The median of change in the following parameters: SV, 
SI, CO, CI, FTC, SVR, SVRI, and CPI after NTG administration in 
the HFmrEF group had an opposite direction in comparison 
to the patients with HFrEF (P <0.05) (Figure 1, Supplemen-
tary material, Table S2). This effect was observed in some 
patients in all study groups, however, most frequently in 
the HFmrEF group (number of patients with the opposite 
NTG reaction – HFrEF, n = 2; HFpEF, n = 3; HFmrEF, n = 6) 
— all three groups were compared with Fisher’s exact 
test (performed on a 3×2 table), and no difference was 
observed (P = 0.19). Unfortunately, none of the analyzed 
clinical parameters showed an association with a particular 
type of NTG reaction (Supplementary material, Table S1).

To the best of our knowledge, this is the first study to 
evaluate hemodynamic profile changes in HFmrEF patients 
in comparison to those with HFpEF and HFrEF.

Our study confirms the intermediate character of 
HFmrEF patients’ clinical profile, which is widely described 
in the literature [6–9]. The hemodynamic profile of all 
three groups shared the same characteristics at rest with 
significant differences exclusively in STR and PEP between 
HFmrEF and HFrEF patients. Unfortunately, there is no data 
in the current literature referring to this observation, espe-
cially SVR which can be measured only by the ICON® device. 

The analysis of the hemodynamic profile after NTG 
administration brings the most intriguing results. Firstly, we 
found significant differences between HFmrEF and HFrEF in 
8 parameters, including the main hemodynamic parame-
ters associated with blood flow: SV/SI, CO/CI, and SVR/SVRI. 
Moreover, the median change in the same parameters in 
the HFmrEF group (SV, SI, CO, CI, FTC, SVR, SVRI, and CPI) 
had an opposite direction. In the case of the HFpEF and 
HFrEF patients CO and SV were increasing, while they were 
decreasing in HFmrEF. In the case of SVR/SVRI, the decline 
in the HFrEF and HFpEF patients was accompanied by an 
icrease in those with HFmrEF. The opposite reaction to NTG 
(CO and SV decline and SVR increase) was observed in some 
patients in all study groups; however, most frequently in 
the HFmrEF group, and a higher incidence of this phenom-
enon caused the opposite direction of the median change 
of each parameter.

In the randomized clinical trial with NO-donor — BMS-
986231 (HFrEF patients only), the authors observed a slight 
but statistically significant decline in SV and SVI [10]. In one 
study, the invasive SV and CO measurements in 257 pa-
tients with HF showed that HFrEF patients had a greater 
increase in SV and CO in comparison to HFpEF [11], caused 
by more frequent opposite NTG reaction in HFpEF (HFpEF: 
35% vs HFrEF: 9%; P <0.0001). The reaction was caused by 
the increased end-diastolic pressure of left ventricle (LV) 
(preload). Again, patients with HFmrEF were not included, 
as a mean (SD) EF was 22% (9%) and 63% (6%) (P <0.0001), 
so the frequency of the opposite NTG reaction in HFmrEF 
remains unknown. Our study suggests that the incidence 
of this phenomenon is the highest in the HFmrEF group 
and may be caused by the combination of both systolic 
and diastolic dysfunction of LV (confirmed in all HFmrEF 
subjects by echocardiography).

The most important limitation of the study is a small 
group of patients and lack of a control group of healthy 
subjects. Further studies on a greater population are re-
quired to confirm our observations. 

In conclusion, HFmrEF differs significantly from HFrEF 
in terms of changes of the hemodynamic profile after NTG 
administration, considering EC parameters of the blood 
flow (SV, SI, CO, CI, SVR, SVRI) and heart muscle contractility 
(CPI, FTC). The median change of all the above-mentioned 
parameters showed the opposite direction after NTG 
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administration in the HFmrEF group in comparison to the 
HFpEF and HFrEF groups. The opposite reaction to NTG 
occurred most frequently in the HFmrEF group. 

Supplementary material
Supplementary material is available at https://journals.
viamedica.pl/kardiologia_polska
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with mildly reduced ejection fraction; HFpEF, heart failure with preserved ejection fraction; HFrEF, heart failure with reduced ejection fraction; 
SI, stroke volume index; SV, stroke volume; SVR, systemic vascular resistance; SVRI, systemic vascular resistance index

CO [ml/min] and CI [ml/min/BSA]

HFmrEF

–0.1–0.2 0 0.30.1 0.2 0.4

HFrEF

HFpEF

HFrEF

HFpEF
HFmrEF

SV [ml] and SI [ml/BSA]

HFmrEF

–3–4 –2 1–1 0 2

HFrEF

HFpEF

HFrEF

HFpEF

HFmrEF

SVR [dyns/cm5] and SVRI [dyns/cm5/BSA]

HFmrEF

–200–250 –150 0–100 –50 50

HFrEF

HFpEF

HFrEF

HFpEF

HFmrEF

http://dx.doi.org/10.1093/eurheartj/ehab368
https://www.ncbi.nlm.nih.gov/pubmed/34447992
http://dx.doi.org/10.1111/j.1527-5299.2004.03405.x
https://www.ncbi.nlm.nih.gov/pubmed/15073477
http://dx.doi.org/10.1016/j.jacc.2005.12.071
https://www.ncbi.nlm.nih.gov/pubmed/16750691


w w w . j o u r n a l s . v i a m e d i c a . p l / k a r d i o l o g i a _ p o l s k a 57

Robert Morawiec et al., Hemodynamic profile of patients with mildly reduced ejection fraction

review and meta-analysis. J Clin Monit Comput. 2020; 34(3): 433–460, 
doi: 10.1007/s10877-019-00330-y, indexed in Pubmed: 31175501.

5. Marsh N, Marsh A. A short history of nitroglycerine and nitric oxide 
in pharmacology and physiology. Clin Exp Pharmacol Physiol. 2000; 
27(4): 313–319, doi:  10.1046/j.1440-1681.2000.03240.x, indexed in 
Pubmed: 10779131.

6. Koh AS, Tay WT, Teng TH, et al. A comprehensive population-based 
characterization of heart failure with mid-range ejection fraction. Eur 
J Heart Fail. 2017; 19(12): 1624–1634, doi: 10.1002/ejhf.945, indexed in 
Pubmed: 28948683.

7. Marai I, Andria N, Grosman-Rimon L, et al. Clinical and echocardiographic 
characteristics of patients with preserved versus mid-range ejection frac-
tion. Int J Cardiovasc Imaging. 2021; 37(2): 503–508, doi: 10.1007/s10554-
020-02032-y, indexed in Pubmed: 32959095.

8. Alem MM. Clinical, echocardiographic, and therapeutic characteristics 
of heart failure in patients with preserved, mid-range, and reduced 
ejection fraction: future directions. Int J Gen Med. 2021; 14: 459–467, 
doi: 10.2147/IJGM.S288733, indexed in Pubmed: 33623418.

9. Bulashova OV, Nasybullina AA, Khazova EV, et al. Heart failure patients 
with mid-range ejection fraction: clinical features and prognosis. Kazan 
Med J. 2021; 102(3): 293–301, doi: 10.17816/kmj2021-293.

10. Lang NN, Ahmad FA, Cleland JG, et al. Haemodynamic effects of the ni-
troxyl donor cimlanod (BMS-986231) in chronic heart failure: a randomized 
trial. Eur J Heart Fail. 2021; 23(7): 1147–1155, doi:  10.1002/ejhf.2138, 
indexed in Pubmed: 33620131.

11. Schwartzenberg S, Redfield MM, From AM, et al. Effects of vasodilation 
in heart failure with preserved or reduced ejection fraction implications 
of distinct pathophysiologies on response to therapy. J Am Coll Cardiol. 
2012; 59(5): 442–451, doi:  10.1016/j.jacc.2011.09.062, indexed in Pu-
bmed: 22281246.

http://dx.doi.org/10.1007/s10877-019-00330-y
https://www.ncbi.nlm.nih.gov/pubmed/31175501
http://dx.doi.org/10.1046/j.1440-1681.2000.03240.x
https://www.ncbi.nlm.nih.gov/pubmed/10779131
http://dx.doi.org/10.1002/ejhf.945
https://www.ncbi.nlm.nih.gov/pubmed/28948683
http://dx.doi.org/10.1007/s10554-020-02032-y
http://dx.doi.org/10.1007/s10554-020-02032-y
https://www.ncbi.nlm.nih.gov/pubmed/32959095
http://dx.doi.org/10.2147/IJGM.S288733
https://www.ncbi.nlm.nih.gov/pubmed/33623418
http://dx.doi.org/10.17816/kmj2021-293
http://dx.doi.org/10.1002/ejhf.2138
https://www.ncbi.nlm.nih.gov/pubmed/33620131
http://dx.doi.org/10.1016/j.jacc.2011.09.062
https://www.ncbi.nlm.nih.gov/pubmed/22281246

	_Hlk117720505
	_Hlk117720515
	_Hlk108722341
	_Hlk108723186
	_Hlk114603519
	_Hlk114587038
	_Hlk114593434
	_Hlk108723102
	_Hlk111903950
	_Hlk108724151
	_Hlk111549646
	_Hlk114576089
	_Hlk108725120
	_Hlk111548348
	_Hlk111548544
	_Hlk114585718
	_Hlk114594315
	_Hlk114573402
	_Hlk114573079

