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Aims Predicting maximal heart rate (MHR) in heart failure with reduced ejection fraction (HFrEF) still remains a major concern.
In such a context, the Keteyian equation is the only one derived in a HFrEF cohort on optimized B-blockers treatment.
Therefore, using the Metabolic Exercise combined with Cardiac and Kidney Indexes (MECKI) data set, we looked for a
possible MHR equation, for an external validation of Keteyien formula and, contextually, for accuracy of the historical
MHR formulas and their relationship with the HR measured at the anaerobic threshold (AT).

Methods Data from 3487 HFrEF outpatients on optimized -blockers treatment from the MECKI data set were analyzed. Besides
and results excluding all possible confounders, the new equation was derived by using HR data coming from maximal cardiopulmon-
ary exercise test. The simplified derived equation was [109—(0.5%age) + (0.5*HR rest) + (0.2*¥LVEF)—(5 if haemoglobin
<11 g/dL)]. The R* and the standard error of the estimate were 0.24 and 17.5 beats min~' with a mean absolute
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percentage error (MAPE) = 11.9%. The Keteyian equation had a slightly higher MAPE = 12.3%. Conversely, the Fox and
Tanaka equations showed extremely higher MAPE values. The range 75-80% of MHR according to the new and the
Keteyian equations was the most accurate in identifying the HR at the AT (MAPEs = 11.3-11.6%).

The derived equation to estimate the MHR in HFrEF patients, by accounting also for the systolic dysfunction degree and

anaemia, improved slightly the Keteyian formula. Both formulas might be helpful in identifying the true maximal effort dur-
ing an exercise test and the intensity domain during a rehabilitation programme.

Heart failure ® Maximal heart rate ® Chronotropic incompetence ® Cardiopulmonary exercise test ® MECKI score

Keywords

Introduction

Predicting maximal heart rate (MHR) represents the first step to de-
fine the chronotropic incompetence. Both the MHR prediction and
the chronotropic incompetence definition are unsolved issues in clin-
ical practice of heart failure (HF) evaluation, being influenced by ther-
apy, specific disease features and patients’ fitness." An equation able
to predict accurately the MHR in HF patients might be useful for a
number of clinical reasons, i.e. ischaemia threshold detection, func-
tional capacity assessment, and rehabilitation programmes’ prescrip-
tion.”® At present, to define the MHR, the historical equation by
Fox.” i.e. MHR predicted = (220-age), is still routinely used albeit it
has not been validated in specific clinical settings including HF.2?
Similarly, the equation by Tanaka et al.'®, ie. MHR predicted =
208—(0.7 * age), acknowledges the same limitations of the Fox one
given it has been obtained in a large but healthy population free of
any medication. Accordingly, many authors attempted to develop al-
ternative formulas for the MHR prediction but the resulting equa-
tions are not applicable in the general HF population, likely due to
different methodological issues (i.e. sample size, type of stress test,
" In such a context, Keteyian
et al."? supplied an interesting equation for predicting the MHR in

inhomogeneous drug regimen).

767 HF patients with a left ventricular ejection fraction <<35% and
on optimized B-blockers treatment. Noteworthy, for their study
purpose, the authors analyzed HR data coming from a symptomlim-
ited cardiopulmonary exercise test (CPET) maximal from a metabol-
ic viewpoint (i.e. respiratory exchange ratio >1.10), this
methodological approach strengthening their equation.’

Up to now, to our knowledge, there are no other studies which
attempted neither to build an alternative and possibly more accurate
equation to predict the MHR in stable heart failure with reduced
ejection fraction (HFrEF) on B-blockers regimen nor to validate ex-
ternally the Keteyian formula. Furthermore, since the intensity do-
mains’ identification represents a crucial step in prescribing the
exercise intensity during the HF patients rehabilitation pro-
grammes,’*™"? it would be appealing to investigate possible corres-
pondence between the MHR predicted and the HR at the
anaerobic threshold (AT) as identified by CPET analysis.

Therefore, using the Metabolic Exercise combined with Cardiac
and Kidney Indexes (MECKI) data set,’>?" likely the world largest re-
pository of clinical data, including those from CPET, coming from
consecutive measurements in stable HF patients, we sought to inves-
tigate the following items: (i) a new and possibly more accurate equa-
tion to predict the MHR; (i) the accuracy of the historical formulas,
including the one proposed by Keteyian et al., in predicting the MHR;
(iii) the relationship between the HR measured at the AT and the

MHR predicted according to the different available formulas as
well according to the new one derived.

Methods

Study sample

We retrospectively analyzed data of patients with HFrEF (left ventricular
ejection fraction, LVEF, <40%) from the MECKI Score database which
includes consecutive stable HF patients recruited and followed by
MECKI Score Research Group in 27 Italian HF centres. The design, pa-
tients’ eligibility criteria, and methods of MECKI score study have been
previously described.?>?". Briefly, primary inclusion criteria were stable
clinical conditions with unchanged medications for at least 3 months
and no major cardiovascular treatment or intervention scheduled.
Conversely, the exclusion criteria were history of pulmonary embolism,
primary valvular heart disease, pericardial disease, severe obstructive/re-
strictive lung disease, primary pulmonary hypertension, significant per-
ipheral vascular disease, and exercise-induced angina, and/or ST
changes. Furthermore, for the actual study purpose (i.e. evaluation of
the MHR predicted response during a maximal strength), we excluded
from the analysis also the following HF patients’ categories: HF patients
with atrial fibrillation at the CPET examination (n=1036), with a
pacemaker-dependent HR (n=566) and those not taking B-blockers
(n=638) (Figure 1). Moreover, those HF patients who performed a
CPET with respiratory exchange ratio < 1.05 whose maximality is uncer-
tain were excluded (n = 375). Thereafter, within the remaining patients,
we also excluded a small group of patients (n= 156, 4.2%) who per-
formed a CPET on treadmill and who were enrolled in a single centre
to analyze a homogeneous HFrEF cohort in terms of stress test proto-
cols and avoid confounders.

To avoid possible confounding with respect to the different
[B-blockers agents, the doses were converted to equivalent doses of car-
vedilol. Briefly, the daily dosage in those taking atenolol, metoprolol, or
metoprolol XL was divided by two, whereas the dose for bisoprolol
or nebivolol was multiplied by five.”

The study and the access to personal health data were approved by
local internal review boards, and all patients gave written informed con-
sent to participate in the study. The data underlying this article will be
shared on reasonable request to the corresponding author.

Cardiopulmonary exercise testing

A maximal, symptom-limited CPET was performed on an electronically
braked cycloergometer (100% of the cases) connected to a metabolic
chart. A personalized ramp exercise protocol was chosen, aiming at a
test duration of 10 + 2 min.2>?* The minimum duration of the test
did not represent an inclusion criteria, since a metabolic viewpoint
(i.e. RER >1.05) was used to identify maximal exercise performances.
In all the centres contributing to the study, the exercise was preceded
by an appropriate resting breath-by-breath gas exchange monitoring

€202 laquialdas g0 UO Jasn B2000Ig OUB|I IP BlISISAIUN AQ 6959859/0891/Z L/62/21one/adlins/woo dnooiwspese//:sdiy wol) papeojumoq



1682

Magri et al.

INITIAL STUDY SAMPLE
5,633 stable HFrEF pts
(LVEF < 40%, NYHA I-111)

Exclusion criteria (> 1):
- Submaximal CPET
- Atrial Fibrillation

EFFECTIVE STUDY SAMPLE
3,487 stable HFrEF pts on B-blockers’ therapy
(LVEF < 40%, NYHA I-11)

- PMinduced HR n. 2,146 pts
- CPET on treadmill
- Noton B-blockers therapy

Peak HR

(n. 3,487 pts, 100% of the sample)
I

FoxFoRMULA T 75
TANAKA Formula [T 72
KATEYIAN Formula () 103

NEW Formula [l 101

0 20 40 60 80 100

HR at anaerobic threshold
(n. 3,045 pts, 87% of the sample)*
I

FOX Formula [ 59

TANAKA Formula [T s7
KATEYIAN Formula [ a1
NEW Formula [ so

0 20 40 60 80 100

Figure 1 Diagram showing the step-by-step screening procedures of the population studied and heart rate (HR) values measured at peak ex-
ercise and at the anaerobic threshold expressed as percentage according to the different formulas for predicting maximal HR (MHR).* The anaer-
obic threshold was not identifiable in the 13% of the study sample. HFrEF, heart failure with reduced ejection fraction; Pts, patients; LVEF, left
ventricular ejection fraction; NYHA, New York Heart Association; R.E.R,, respiratory exchange ratio; PM, pacemaker; CPET, cardiopulmonary ex-

ercise test.

and unloaded warm-up (2 min). The exercise was followed by a 2 min
unloaded recovery phase. A 12-lead electrocardiogram, blood pressure,
and HR were also recorded. CPET was self-terminated by the subjects
when they claimed that they had achieved maximal effort. A
breath-by-breath analysis of O,, carbon dioxide (CO,) and ventilation
(VE) was performed and peak values were computed as the highest ob-
served measurements (20 s average). The predicted peak VO, was de-
termined by using the sex, age, and weight-adjusted Hansen/Wasserman
equations.”® Anaerobic threshold was identified through a V-slope ana-
lysis of VO, and CO, production (VCO,), and it was confirmed through
the specific behaviour of the ventilatory equivalents of O, (VE/VO,) and
CO,; (VE/VCO,), as well as through the end-tidal pressure of O, and
COZ%* The relation between VE and VCO, was analyzed as the slope
(VE/VCOs, slope) of the linear relationship between VE and VCO, from
1 min after the beginning of loaded exercise to the end of the isocapnic
buffering period. Notably, all tests were re-evaluated by experts blinded
to patients’ clinical features, and at least one of the local CPET experts
underwent a training programme at Centro Cardiologico Monzino.

Classification of the exercise-induced HR
response

Baseline HR (HR rest), peak HR, and AHR (peak HR—HR rest) were col-
lected during CPETSs, HR rest being measured after at least 2 min of rest
in a seated position on the cycloergometer. Peak HR data were also

analyzed as a percentage of maximum predicted values according to
the following standard formulas:

o Fox formula®:

%MHRrox = [peak HR/(220 —age)] x 100

e Tanaka formula''?;

%MHRTANAKA = {peak HR/[208 - (07*age)]} x 100

e Keteyian formula?:

%MHRerenan = {peak HR/[114 + (0.5%HR rest) — (0.5xAge)]}
x 100

Statistical analysis

Unless otherwise indicated, all data are expressed as mean + standard
deviation (SD). Data with skewed distribution are given as median and
interquartile range (75th percentile—25th percentile). Categorical vari-
ables were compared with a difference between proportion test; a two-
sample t-test was used to compare the general characteristics and other
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continuous linear data between the study groups; Wilcoxon test was
used to compare non-normally distributed variables.

A list of the main demographic and resting clinical variables were ana-
lyzed as possible predictors of MHR (age, gender, body mass index, aeti-
ology, HR rest, LVEF, haemoglobin, renal function, sodium, carvedilol
dose equivalent). We aim at building a parsimonious model, by retaining
a subset of the predictors and discarding the rest. We use a shrinkage
method, namely the lasso, to perform subset selection and produce a
model that is interpretable and has possibly lower prediction error
than the full model. The resulting model, although parsimonious from
a statistical perspective, may not be straightforwardly applied by clini-
cians. Thus, we simplified it by further reducing the number of independ-
ent variables in the model, retaining all variables with a partial R?>0.01
only. A model inclusive of the remaining variables with the associated
overall R standard error of the estimate (SEE), and the P-value and par-
tial R? value for each parameter was rendered. Thereafter, we focused
on the accuracy of the historical models (Fox, Tanaka, and Kateyian)
and a number of possible candidate equations for estimating the MHR
in the actual study cohort. Consistent with the statistical method
adopted in the Keteyian study,' a comprehensive list of demographic
and resting clinical variables (see Table 1) were assessed as predictors
of MHR. Multiple linear regression was used with variable selection in

Table 1 Main clinical variables of the overall HF
study (n=3487)

General data

Age, years 59 +12
Male, n % 2931 (84.1)
Body mass index, kg/m? 26.7 + 43
NYHA, n (%)

| 697 (20)
I 1987 (57)
Il 803 (23)
Ischaemic etiology, n (%) 1531 (44)
Haemoglobin, g/dL 136 + 18
LVEF, % 294 + 6.9
MDRD, ml/min*1.73 m? 742 + 23.6
CPET variables

AT not identified, n (%) 512 (14.6)
VO, AT, ml/kg/min 105 + 3.2
VO, AT, % of max predicted 34+ 17
Peak VO,, ml/kg/min 155+ 4.7
Peak VO,, % of predicted 57 +17
RER 112+ 0.03
Length, min 95+15
Treatment

ACEi or ARBs, n (%) 3158 (91)
B-blockers, n (%) 3487 (100)
Carvedilol dose equivalent, mg 29 +17
MRA, n (%) 1897 (54.4)

Data are expressed as mean + SD, as absolute number of patients (% on total
sample) or as median (25th—75th percentile). NYHA, New York Heart
Association; LVEF, left ventricular ejection fraction; MDRD, Modification of diet in
renal disease; HR, heart rate; VO, oxygen uptake; AT, anaerobic threshold; RER,
respiratory exchange ratio; ACEi, angiotensin converting enzyme inhibitors; ARBs,
angiotensin receptor blockers; MRA, mineralocorticoid receptor antagonists.

Table 2 Main clinical variables independently
associated at peak heart rate in the overall study
sample (n = 3487 HFrEF patients)

Parameter P

estimate values R?

Intercept 109.006 <0.001

Age —0.553 <0.001 0.116
HR rest 0.560 <0.001 0.096
LVEF, % 0.223 <0.001 0.010
Haemoglobin <11 g/dL —4.729 0.001 0.014
MDRD < 30 ml/min —5.613 0048 0012
BMI < 18 or > 30 kg/m? —2.626 0035 0016

See Table 1 for abbreviations. Note that only variables with a R2>0.01 are
reported.

two stages. First, a stepwise backwards selection algorithm was used in
which the variable with the highest P-value was removed, the model
was then re-fit and the variable with the highest P-value in the new model
was removed. This process was repeated until all remaining covariates
had P <0.05. The second stage removed, in a single step, all variables
with a partial * < 0.01.

We compared them in terms of mean absolute percentage errors
(MAPEs) = (average absolute percent error for each time period—actual
values)/(actual values). The same approach has been used to analyze the
accuracy of abovementioned formulas (in terms of a number of different
percentages) with respect the HR measured at the AT. To avoid a pos-
sible overfitting, which is a common problem in the development of pre-
dictive models (i.e. too optimistic estimation of apparent model
performance), we proceeded with an internal validation using bootstrap-
ping techniques which allows one to quantify the optimism of a predictive
model and provide a more realistic estimate of its performance mea-
sures. Statistical analysis was performed using the R software (R
Development Core Team, 2020).

Results

Starting from an initial study sample of 5633 stable HFrEF outpati-
ents, 3487 patients met the inclusion/exclusion criteria and were
considered for the present study (Figure 1). Table 1 summarizes
the main clinical and CPET data as well as concomitant therapeutic
strategies with disease modifier drugs collected at the study run-in
in the overall study group. Particularly, the study population con-
sisted mostly of middle-aged male patients in NYHA functional
Class I-1ll, with significantly depressed LVEF and moderate-to-severe
exercise limitation (peak VO, averagely 60% of the maximum pre-
dicted). Of note, there was a meaningful percentage of patients
with the AT not identified (nearly 15% of the total sample). HF treat-
ment was in accordance with the guidelines applied at the time of the
CPET.?® The B-blocker treatment was considered optimized by the
HF cardiologist in charge of the patient. Since the combination of
B-blockers and non-dihydropyridine calcium-channel-blockers is
not recommended, this latter pharmacological class was not pre-
scribed in our population. A small percentage of subjects (<1%) re-
ceived ivabradine, similar prevalence being for those treated with
digoxin (<1%).
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Table 3 Historical and possible candidate equations for estimating maximal heart rate (MHR) and related accuracy

data
R?>  SSEbeatssmin™' MAPE%
Historical equations
MHRrox 220-age 376
MHRANAKA 208-0.7*age 426
MHRkeTevIAN 114 + (0.5%HR rest) — (0.5*age) 124
Attempted equations
One variable (age) regression 157.04—(0.62*age) 012 194 13.0
One variable (resting HR) regression ~ 77.17 4 (0.63*HR rest) 011 19.6 132
Two variables (age and resting HR) 114.45-(0.52*age) + (0.53*HR rest) 020 184 122
Proposed new equation
Regression equation 108.68 + (0.554*HR rest) — (0.550*Age) + (0.222*LVEF) — 5.312 024 175 118
(if Hb < 11 g/dL)
Simplified equation 109 4 (0.5%HR rest) — (0.5%age) + (0.2*LVEF) — 5 (if Hb < 11 g/dL) 11.9

Hb, haemoglobin; SEE, standard error of the estimate; MAPE, mean absolute percentage error. For other abbreviations, see Table 1.

Table 4 Heart rate data at peak exercise and at
anaerobic threshold (AT) expressed as absolute values
and as percentages of maximum predicted according
different equations

Variables

Exercise test variables

HR rest, bpm 67 +9

Peak HR, bpm 120 + 21
Peak HR (Fox), % 75+ 12
Peak HR (Tanaka), % 72 +12
Peak HR (Keteyian), % 103 + 16
Peak HR (new formula), % 101+ 9

AT identified, n (%) 3045 (87)
HR AT, bpm 96 + 16
HR AT (Fox), % 59+ 10
HR AT (Tanaka), % 57+9

HR AT (Keteyian), % 81+ 12
HR AT (new formula), % 80 + 12

For abbreviations, see Table 1.

The four candidate variables independent predictors of MHR with
a partial R*>0.01 in the full multivariable model are shown in
Table 2, whereas the resulting equation is extensively supplied in
Table 3 with its accuracy data (RZ:O.24; SEE=17.5 beats-min71;
MAPE = 11.8%), as well as the simplified formula (MAPE = 12%).
Table 3 shows a detailed comparison between the MAPEs values
of the three historical formulas (i.e. Fox, Tanaka, and Keteyian)
with the attempted equations derived from (i) one variable (i.e. age
or HR rest), (i) two variables (i.e. age and HR rest), (iii) all the four
variables resulting from the multivariable analysis (i.e. age, HR rest,
LVEF, and Hb levels). The new equation, even when simplified,
showed a significantly lower MAPE with respect to the Fox and
Tanaka equation, whereas a slightly lower MAPE than the one

Table 5 Possible cut-off values to identify the
anaerobic threshold (AT) intensity domain and related
accuracy data

MAPE, %
HReox
50% 16.5
55% 131
60% 13.6
HRranaka
50% 14.7
55% 13.0
60% 139
MHRetevIAN
70% 14.2
75% 11.6
80% 11.5
MHRnew
70% 13.5
75% 11.3
80% 11.6

For other abbreviations, see Table 1.

obtained for the Keteyian formula (11.9 vs. 12.4%). Validation of
our main simplified equation using 1000 bootstrap samples yielded
a mean R?=0.23 + 0.01 with a SEE of 18 beats min~"'

Table 4 reports all the HR data either expressed as absolute values
and as percentages of maximum predicted according to each of the
different equations analyzed in the actual study. Of note, the peak HR
values expressed as percentage were nearly 30% lower according to
the Fox and Tanaka formulas than when calculated adopting the
Keteyian or the new equation. Eventually, Table 5 reports the
most accurate percentages range of MHR according to the four
tested equations with respect the identification of the HR at the
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Predicted MHR

 Craribeeila enisiaron iy
Figure 2 Explicative figure showing the main variables included in
the derived equation for maximal heart rate (MHR) prediction and
other clinical features possibly influencing the effective MHR in pa-
tient with heart failure and reduced ejection fraction (HFrEF) on
optimized B-blockers therapy. HR, heart rate; LVEF, left ventricular
ejection fraction; Hb, haemoglobin; BMI, body mass index.

AT. Besides a significantly lower percentage range of MHR (55-60 vs.
75-80%), the Fox and Tanaka equations were less accurate than the
Keteyian and the new formula in terms of MAPEs values.

Discussion

The present analysis has been conducted on the MECKI Score data
set, the world largest repository of clinical data coming from con-
secutive measurements in stable HFrEF patients on optimized med-
ical treatment.2>2" Our main finding, from a sizeable cohort of 3487
stable HFrEF outpatients on optimized B-blockers treatment, is a
new equation for the MHR prediction, i.e. MHR =[109 +(0.5%HR
rest)—(0.5%age) 4 (0.2*LVEF) (-5 if Hb <11 g/dL)], which performed
significantly better than the Fox” and Tanaka'® formulas and, even, it
slightly improved the Keteyian equation12 accuracy. Another finding,
likely more important from a clinical/rehabilitative viewpoint, is that
the 75-80% range of MHR calculated with the new and the Keteyian
formulas'? identifies accurately the HR at the AT factually measured
at a maximal symptom-limited CPET in this setting of patients.

A reliable prediction of the MHR in the HFrEF population might be
extremely useful for a huge number of clinical reasons. Indeed, in ab-
sence of a simultaneous collection of gas exchange, as it is possible
only during a CPET execution, the knowledge of the MHR in a
HFrEF patient might be helpful to be sure that the maximum exercise
effort is achieved and, consequently, to consider the test reliable to
detect inducible ischaemia, to derive a rehabilitation plan or, more in
general, to assess quite accurately the functional capacity.z’6 Insucha
context, the high prevalence of chronotropic incompetence, to
some extent due to the concomitant treatments with negative
chronotropic agents (i.e. B-blockers), add further complexity to
the matter.?’~% Notwithstanding, the historical equation by Fox,
i.e. MHRrox = (220-age), still remains the most frequently used
equation in daily practice, even in HFrEF patients. Nonetheless, it
should be noted that the Fox equation has been derived from a dia-
gram plotting of a number of studies (n = 35) executed on different

healthy populations, as well as using different exercise test mode and
protocols.” Similarly, also the Tanaka and colleagues equation, i.e.
MHRTaNAKA = [208—(0.7*age)], resulted from a large meta-analysis
of 351 studies mostly involving healthy subjects free of any medica-
tion.™® Furthermore, an additional limitation of both studies was
the absence of certainty of a maximal exercise test. In such a context,
to our knowledge, only Keteyian et al.'? derived a population-specific
formula for the MHR prediction in HF patients with LVEF <35% on
optimized B-blockers treatment, ie. MHRgerevian=[119+
(0.5%HR rest)—(0.5*age) (-5 if bike test)]. Of note, to be reassured
that the peak HR values pertained to maximal exercise test, the
authors analyzed only data from symptom-limited CPET maximal
from a metabolic viewpoint (i.e. RER > 1.10) and, further strengthen-
ing their results, they validated internally the proposed equation (i.e.
bootstrapping). The present analysis from the MECKI Score data set
confirms a poor reliability of the MHRrox and MHRtanaka in the
HFrEF patients taking B-blockers and, contextually, it supplies for
the first time an external validation of the MHRggTeyian ON an inde-
pendent cohort nearly five-fold larger than the original one (3487 vs.
767 patients). Thus, albeit the characteristics of the patients enrolled
in our study were different compared with the population originally
analyzed by Keteyian et al. (i.e. LVEF <40 vs. <<35%, white race 100
vs. 59, female prevalence 16 vs. 30, bike mode 100 vs. 11%), a satis-
factory accuracy of the MHRygtevian Was achieved also in our ana-
lysis. However, in a so large study cohort as we analyzed, it was
unavoidable that the Keteyian equation accuracy would have been
improved when corrected by some clinical markers of an advanced
HF stage. Indeed, the HFrEF represents a highly heterogeneous cat-
egory, and the chronotropic incompetence degree tends to increase
proportionally to the disease severity.’**" Albeit far from being elu-
cidated, particularly in the HFrEF setting, the chronotropic incompe-
tence has been attributed to a reduced myocardial sensitivity to
sympathetic modulation together with a [-receptor down-
regulation®” and to the anatomical and functional changes in the sinus
node properties.®® All these conditions are known to play an import-
ant role in the most advanced HFrEF stages which are usually char-
acterized from a reduced exercise capacity and a poor outcome.
In such a context, we tried primarily to derive a more ‘clinical
MHR equation and we identified the systolic dysfunction degree, as
well as a concomitant moderate-to-severe anaemic condition as sig-
nificant correction factors for the MHR prediction. Specifically, in the
new simplified formula, the predicted MHR increases by one
beats-min~" for every 5% LVEF increase (ie. LVEF 5%= +1
beats-minq; LVEF 40% = +8 beats«minq). On the other hand, a
reduction of 5 beats-min " is applied in case of a moderate-to-severe
anaemic state (Hb <11 g/dL). Why just these two variables achieved
the threshold significance in the model is clearly beyond the actual
study purpose but, besides accurately mirroring the HFrEF severity,
a great impact on the autonomic nervous balance might be conceiv-
able for both of them. However, it should be noted that we identified
also other variables possibly related to MHR [i.e. Modification of Diet
in Renal Disease (MDRD) and BMI] but, due to their marginal con-
tribute to the final equation and to the tight statistical approach
adopted, they were excluded to avoid a correction factors’ overa-

load.>

This datum, anyway, further supports the complexity of the
MHR prediction in each single HFrEF patient, whose exercise per-

formance may be influenced by a number of possible specific clinical

€202 laquialdas g0 UO Jasn B2000Ig OUB|I IP BlISISAIUN AQ 6959859/0891/Z L/62/21ome/adlins/woo dnooiwspese//:sdiy wolj papeojumoq



1686

Magri et al.

features (see Figure 2). Conversely, although apparently unexpected,
the lack of a statistical significance of the carvedilol dose equivalent
could be related both to a possible collinearity with a strong variable
such as the HR rest, as well as to potential differences in sensitivity to
the B-blockers.?®

Another clinically relevant point we tried to address in the present
article was to provide some insights about the rehabilitation plans to
be adopted in the HFrEF patients. Indeed, the exercise training repre-
sents one of the core components of the cardiovascular rehabilita-
tion programmes, most important targets being not only a
reduction of events but also an improvement of symptoms as well
as of the psychosocial well-being.**=” In such a context, a key ques-
tion remains the identification of the true exercise intensity domains,
the AT achievement being the most important metabolic watershed
in any type of exercise. Usually, it is common practice to set the ex-
ercise intensity aiming to achieve/maintain a range between the 70
and 80% of the MHR in terms of predicted or, better, of observed
values at a maximal exercise test.>”*® However, without performing
an exercise test combined with a gas exchange measurement, as it
happens too much frequently in the real world, it is impossible to
identify correctly both the AT achievement and, possibly, the respira-
tory compensation point. Furthermore, it should be remarked a high
incidence of unidentifiable AT in the most advanced HFrEF stages™”
which could further complicate the exercise intensity prescription.
Although the intensity domains (i.e. moderate, moderate-to-high)
and the exercise mode (i.e. continuous, interval, etc) to be prescribed
in the HFrEF are arguments falling outside the present paper pur-
pose, the present analysis originally showed, for each of the four
MHR formulas, the most accurate percentage ranges predicting
the HR values factually measured at the AT during a CPET.
Specifically, the 75-80% percentage range for the MHRgeteYIAN
and MHRy\ew identifies the HR values measured at the AT more ac-
curately than the 55-60% percentage range for MHRgox and
MHRTANnAKA. Thus, although we advise against the use of this equa-
tion to determine a priori the HR range for exercise training, being a
CPET-tailored exercise training intensity greatly preferable,***' we
believe that our finding still deserves a somewhat attention in those
cases when a metabolic chart is not available or, even, when a max-
imal exercise test cannot be performed.

Limitations
Despite we analyzed a sizeable cohort and several demographics, as
well as clinical variables at rest, our new proposed equation still suf-
fers from a SEE equal to 17.5 beats min~" which is undoubtedly not
so small. However, as we discussed previously, it should be under-
lined that the HFrEF category represents an enormous pool where
patients flow with all their differences in disease—severity42 and, pos-
sibly, in sensitivity to B-blockers therapy. Thus, our study simply con-
firms the need of a well-reasoned and, possibly, multidimensional
approach to the HFrEF setting, even in this field. Noteworthy, no sig-
nificant differences were detected between genders but although the
small percentage of women enrolled in our study (16%) might re-
present a limitation, our data seems consistent with previous
reports.*>#*

Another important limitation comes from the fact that we focused
our attention only on those HR data derived from CPET performed
on a cycle-ergometer, thus excluding from the actual analysis a

limited amount of tests executed on a treadmill. Our decision has
been made mainly for the following three reasons: (i) too small num-
ber of usable HR data deriving from CPET using a treadmill (less than
5%); (i) some uncertainties in the AT point identification during an
exercise test on a treadmill (standardized ramp protocol rarely im-
plemented); (iii) treadmill data came all from a single centre on a total
of 27 and this could be per se a bias. Thus, we could hypothesize that
our formula might underestimate slightly the peak HR during a max-
imal exercise test on treadmill.

Finally, it must be remarked that, due to significant differences in
HR kinetics during effort and peak exercise values, patients with atrial
fibrillation were excluded from the present analysis. Accordingly, al-
beit atrial fibrillation is frequently observed in HF patients and par-
ticularly in those with severe exercise limitation, our new formula
cannot be applied in this specific setting of HF patients. Indeed, be-
sides several possible confounders related to different pharmaco-
logical strategies in this setting of patients, we have previously
demonstrated significantly higher HR values both at peak exercise
and at the AT in HF patients on atrial fibrillation.*>*

Conclusions

The present study, conducted on a sizeable cohort of stable HFrEF
patients on optimized -blockers therapy, derived a possible ‘clinical’
and accurate equation for predicting MHR. Specifically, besides the
age and the HR rest, we found both the systolic dysfunction degree
and the anaemic state as significant predictors of MHR in this setting
of patients. Contextually, besides confirming a poor accuracy of the
historical MHR equations by Fox and Tanaka, we supplied the first
external validation of the Keteyian formula which performed well
in the actual study sample. Eventually, we showed the 75-80% per-
centage range for both the Keteyian and the new MHR equation as
the most accurate percentage ranges for identifying the HR values
factually measured at the AT, thus supplying a possibly useful HR tar-
get for the exercise intensity prescription during cardiac
rehabilitation.
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