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be measured by other parameters such as dP/dt2,3, cardiac 
output, ejection volume and TAU4.

As regards the article “The Effects of Trimetazidine on 
Heart Rate Variability (HRV) in Patients with Heart Failure”5, 
recently published in ABC, we find that the major benefit 
of the drug found in that study, namely the improvement of 
left ventricular ejection fraction, was strongly influenced by 
variables such as HR, blood volume, and peripheral resistance, 
which were not controlled. Therefore, we understand that the 
improvement of ventricular function elicited by Trimetazidine 
has not been proven with the variation in ejection fraction 
observed in that study.

Our study group on Heart Failure has paid close attention 
to the potential benefits of Trimetazidine. However, it should 
be pointed out that Ventricular Function (VF) may be assessed 
by several methods, including Ejection Fraction (EF). There are 
situations in which EF may not be consistent with VF because 
of its dependence on valvular function, pre-load, post-load, 
HR, contractile function and use of drugs1. However, VF may 
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We thank the authors for their comments on our article 
“The Effects of Trimetazidine on Heart Rate Variability in 
Patients with Heart Failure”1. We agree with Rosa et al2 that 
the measurement of left ventricular function by ejection 
fraction (EF) may be biased by several factors. Furthermore, 
heart failure is a continually progressive process and there 
is no means of guaranteeing the association of subjective 
changes in echocardiography and clinical condition with drugs 
or the natural course of heart failure. However, EF is the most 

commonly used noninvasive way of assessment of ventricular 
function. In a subsequent study, we analyzed the effects of 
trimetazidine on ventricular functions with tissue Doppler, 
which is a relatively load-independent method. We found 
that trimetazidine added to optimal heart failure treatment 
improved functional status and left and right ventricular 
functions based on tissue Doppler velocities in patients with 
heart failure3. Nevertheless, large-scale multicenter placebo-
controlled trials and studies using more reliable methods as 
stated by Rosa et al2 are necessary to confirm our findings. 
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