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Objective. The aim of the study was to compare the two approaches to chronic right ventricular pacing currently adopted in clinical
practice: right ventricular apical (RVA) and non-RVA pacing. Background. Chronic RVA pacing is associated with an increased
risk of atrial fibrillation, morbidity, and even mortality. Non-RVA pacing may yield more physiologic ventricular activation and
provide potential long-term benefits and has recently been adopted as standard procedure at many implanting centers. Methods.
The Right Pace study was a multicenter, prospective, single-blind, nonrandomized trial involving 437 patients indicated for dual-
chamber pacemaker implantation with a high percentage of RV pacing. Results. RV lead-tip target location was the apex or the
interventricular septum. RVA (274) and non-RVA patients (163) did not differ in baseline characteristics. During a median follow-
up of 19 months (25th-75th percentiles, 13-25), 17 patients died. The rates of the primary outcome of death due to any cause or
hospitalization for heart failure were comparable between the groups (log-rank test, p = 0.609), as were the rates of the composite of
death due to any cause, hospitalization for heart failure, or an increase in left ventricular end-systolic volume > 15% as compared with
the baseline evaluation (secondary outcome, p = 0.703). After central adjudication of X-rays, comparison between adjudicated RVA
(239 patients) and non-RVA (170 patients) confirmed the absence of difference in the rates of primary (p = 0.402) and secondary
(p = 0.941) outcome. Conclusions. In patients with indications for dual-chamber pacemaker who require a high percentage of
ventricular stimulation, RVA or non-RVA pacing resulted in comparable outcomes. This study is registered with ClinicalTrials.gov
(identifier: NCT01647490).
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1. Introduction

Chronic right ventricular apical (RVA) pacing is associated
with an increased risk of atrial fibrillation, morbidity, and
even mortality [1]. Several studies have shown that acute
apical pacing in subjects with normal left ventricular systolic
function results in mechanical dyssynchrony and decreased
systolic function [2, 3].

Pacing at nonapical right ventricular (non-RVA) sites
may yield more physiologic ventricular activation and less
dyssynchrony and provide potential long-term benefits [4, 5].
Despite the lack of strong evidence, pacing at non-RVA sites
has recently been adopted as standard procedure at many
implanting centers [6]. However, major difficulties in placing
the lead and accurately classifying [7] the final lead position
have been described in the case of non-RVA pacing. Long-
term outcomes are therefore unknown and potentially highly
variable.

The aim of the Right Pace study was to compare the two
approaches to chronic pacing of the right ventricle currently
adopted in clinical practice: RVA and non-RVA pacing. In the
present analysis, we compared the long-term outcome of right
ventricular pacing according to the intended and actual lead
position.

2. Methods

2.1. Study Design and Patients. The Right Pace study was a
multicenter, prospective, single-blind, nonrandomized trial.
A detailed description of the rationale and methods of
the study has been published elsewhere [8]. Patients were
included if they were indicated for dual-chamber pace-
maker implantation according to the current guidelines and
required a high percentage of ventricular pacing. Patients
were excluded from the study if they had a previously
implanted cardiac device, a conventional indication for an
implantable defibrillator or cardiac resynchronization ther-
apy, permanent atrial fibrillation, or a life expectancy lower
than 2 years. The study was approved by the Institutional
Review Boards of the participating centers and all subjects
provided written consent.

Patients meeting eligibility requirements underwent
baseline evaluation, which included demographics and med-
ical history, clinical examination, and 12-lead electrocardio-
gram. They then underwent implantation of a dual-chamber
pacemaker with standard right atrial and right ventricular
leads. The target location for the right ventricular lead tip
was the apex or the interventricular septum, according to
the clinical practice of the center. Indeed, investigators were
divided on the basis of their prior experience of nonapical
pacing-lead implantation and the clinical practice adopted
in their centers. X-rays in the anteroposterior, right oblique,
and left oblique projections (>30°) were taken and stored. An
echocardiographic evaluation was performed to assess the left
ventricular dyssynchrony induced by right ventricular pac-
ing. Dyssynchrony was detected by means of tissue Doppler
imaging and measured as the delay between the septal and
lateral peak systolic velocity curves (SLD). An SLD of 41 ms or
more was defined as a significant left ventricular mechanical
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delay [9]. After discharge, clinic visits were scheduled every 6
months.

2.2. Endpoints. The primary endpoint was the composite of
death due to any cause or hospitalization for heart failure.
The secondary endpoint was the composite of death due to
any cause, hospitalization for heart failure, or an increase
in left ventricular end-systolic volume of 15% or more as
compared with the baseline evaluation. Additional endpoints
were the first episode of atrial fibrillation documented during
the follow-up period and the ventricular pacing parameters.

2.3. Analysis of Final Pacing Lead Tip Position. X-rays and
electrocardiograms were reviewed in independent core lab-
oratories not directly involved in the implanting procedures.
Lead position was adjudicated according to published criteria

[7].

2.4. Statistical Analysis. All endpoints were initially analyzed
as intention-to-treat, according to the lead site assigned at
the implanting center. A predefined on-treatment analysis
was also performed according to the final lead position, as
determined by the lead adjudication committee. Descrip-
tive statistics are reported as means + SD for normally
distributed continuous variables, or medians with 25th to
75th percentiles in the case of skewed distribution. Dif-
ferences between mean data were compared by means of
a t-test for Gaussian variables. The Mann-Whitney U test
and the Wilcoxon nonparametric test were used to compare
non-Gaussian variables for independent and paired sam-
ples, respectively. Differences in proportions were compared
by applying chi-square analysis or Fisher’s exact test, as
appropriate. Hazard ratios (HRs) and their 95% confidence
intervals (CIs) were computed by means of a Cox regression
model, in which baseline predictors were considered as fixed
covariates and the primary endpoints were considered as
time-dependent covariates. We included in the multivariate
Cox model any variable with p < 0.05 on univariate analysis.
A p value < 0.05 was considered significant for all tests. All
statistical analyses were performed by means of STATISTICA
software, version 7.1 (StatSoft, Inc., Tulsa, OK, USA).

3. Results

3.1. Study Time-Lines and Population. From June 2012
through September 2014, 437 patients referred to the study
centers for pacemaker implantation met eligibility require-
ments and underwent baseline evaluation. Of these, 274
were referred to centers routinely performing standard apical
positioning of the right ventricular lead, while in 163 patients
the target location for the right ventricular lead tip was
the interventricular septum, in accordance with the clinical
practice adopted in the remaining centers. Demographic
data and clinical parameters were similar between the study
groups at the time of enrollment (Table 1), except for a higher
prevalence of diabetes in the non-RVA group. Moreover, the
2 study groups showed comparable levels of left ventricular
dyssynchrony and QRS duration during spontaneous con-
duction and ventricular pacing.
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TaBLE 1: Demographics and baseline characteristics of the study population.
Parameter RVA Non-RVA »
(n=274) (n=163)

Male gender, # (%) 171 (62) 104 (64) 0.770
Age, years 759 73+ 11 0.059
AV block—third degree, 1 (%) 45 (16) 39 (23) 0.054
AV block—second degree, 1 (%) 65 (24) 52 (32) 0.062
Coronary artery disease, 1 (%) 65 (24) 47 (29) 0.237
Myocardial infarction, n (%) 28 (10) 21 (13) 0.393
Previous valvular surgery, 1 (%) 12 (4) 5(3) 0.493
History of atrial fibrillation, 7 (%) 66 (24) 33 (20) 0.353
Hypertension, # (%) 199 (73) 120 (74) 0.821
Diabetes, n (%) 65 (24) 53 (33) 0.045
Chronic obstructive pulmonary disease, # (%) 26 (9) 19 (12) 0.471
Chronic kidney disease, 7 (%) 56 (20) 29 (18) 0.499
LV ejection fraction, % 57+9 58+9 0.897
LVEDV, ml 101 + 43 101 + 30 0.992
LVESV, ml 44 +21 45+18 0.695
Severe mitral regurgitation, # (%) 26 (9) 17 (10) 0.750
SLD > 41 ms during spontaneous conduction, 7 (%) 69 (25) 45 (28) 0.576
SLD > 41 ms during ventricular pacing, n (%) 132 (48) 83 (51) 0.579
QRS duration during spontaneous conduction, ms 98 + 25 92 + 24 0.122
QRS duration during ventricular pacing, ms 145 + 30 141 + 31 0.285
Active fixation lead in right ventricle, n (%) 74 (27) 135 (83) <0.001

AV = atrioventricular; LV = left ventricular; LVEDV = left ventricular end-diastolic volume; LVESV = left ventricular end-systolic volume; SLD = septal-to-

lateral delay.

3.2. Adjudication of the Lead Tip Position. X-rays were
available for core laboratory adjudication of the lead position
in 409 patients. Apical positioning of the right ventricular
lead was not confirmed in 56 (20%) patients in the RVA
group. Similarly, in 21 (16%) patients in the non-RVA group,
the adjudicated pacing site was the apex. Therefore, the
adjudicated RVA group numbered 239 patients and the
adjudicated non-RVA group, 170 patients.

3.3. Effects on Primary and Secondary Endpoints. Patients
were followed up until December 2015. During a median
follow-up of 19 months (25th to 75th percentiles, 13-25), 17
patients died (12 cardiac deaths and 5 noncardiac deaths).
The rates of the primary outcome of death due to any cause
or hospitalization for heart failure were comparable between
groups (Figure 1; log-rank test, HR: 1.30; 95% CI: 0.50 to 3.38;
p = 0.609), as were the rates of the composite of death due
to any cause, hospitalization for heart failure, or an increase
in left ventricular end-systolic volume of 15% or more as
compared with the baseline evaluation (HR: 1.07; 95% CI:
0.77 to 1.48; p = 0.703). Comparison between the adjudi-
cated RVA and adjudicated non-RVA groups confirmed the
absence of difference in the rates of the primary (HR: 1.5;
95% CI: 0.60 to 3.76; p = 0.402) and secondary outcome
(HR: 0.99; 95% CI: 0.72 to 1.35; p = 0.941). The pacing
site, according to local or core laboratory assignment, did not
show any association with outcomes on multivariate analysis

(Table 2). Only the baseline ejection fraction turned out to be
an independent determinant of the primary outcome (HR:
0.94, CL: 0.90 to 0.98; p = 0.002). Moreover, the risk of
atrial fibrillation was comparable between groups. Figure 1
shows the Kaplan-Meier event-free curves regarding atrial
fibrillation (log-rank test, HR: 1.30; 95% CI: 0.86 to 1.97; p =
0.244).

3.4. Pacing Data. No perioperative complication was
reported by the investigators in both groups. During follow-
up, 3 RV lead dislodgements were reported (1 in the RVA
group and 2 in the non-RVA group). The pacing parameters
were satisfactory in both groups at baseline and at the last
observation, with pacing thresholds consistently below 1V
(Table 3). Nonetheless, the threshold was slightly lower in
the Apex group.

4. Discussion

The present study showed that, in patients with indica-
tions for a dual-chamber pacemaker and requiring a high
percentage of ventricular stimulation, pacing of the right
ventricle at apical or nonapical right ventricular sites resulted
in comparable clinical outcomes over 2 years.

The incidence of death, hospitalization for heart failure,
or progression of heart failure, as measured by a significant
increase in left ventricular end-systolic volume, was similar
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TABLE 2: Univariate and multivariate analysis of factors associated with death due to any cause or hospitalization for heart failure.

Univariate analysis

Multivariate analysis

HR 95% CI p HR 95% CI p
Male gender 0.70 0.29-1.67 0.421 - - -
Age 1.06 1.00-1.13 0.049 1.06 1.00-1.12 0.051
Coronary artery disease 1.55 0.61-3.93 0.355 - - -
History of atrial fibrillation 0.32 0.08-1.37 0.128 - - -
Hypertension 1.81 0.53-6.15 0.342 - - -
Diabetes 1.30 0.51-3.29 0.582 - - -
Chronic obstructive pulmonary disease 1.45 0.43-4.94 0.550 - - -
Chronic kidney disease 1.03 0.34-3.10 0.952 - - -
LV ejection fraction 0.94 0.90-0.97 0.001 0.94 0.90-0.97 0.002
Severe mitral regurgitation 1.04 0.24-4.45 0.961 - - -
Spontaneous SLD > 41 ms 0.79 0.25-2.48 0.687 - - -
Paced SLD > 41 ms 1.36 0.50-3.66 0.546 - - -
Spontaneous QRS duration 1.00 0.99-1.02 0.529 - - -
Paced QRS duration 1.01 0.99-1.02 0.440 - - -
Ventricular pacing percentage 1.00 0.99-1.01 0.200 - - -
Nonapical pacing 1.30 0.48-3.56 0.610 - - -
Adjudicated nonapical pacing 1.51 0.58-3.95 0.405 - - -
LV = left ventricular; SLD = septal-to-lateral delay.
Death or HF hospitalization Death, HF hospitalization or, increase in LVESV >15%
100 100 -
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FIGURE 1: Kaplan-Meier estimate of time to death due to any cause or first hospitalization for heart failure (a), time to the composite of death
due to any cause, hospitalization for heart failure, or a >15% increase in left ventricular end-systolic volume (b) and time to the first episode

of documented atrial fibrillation (c).
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TABLE 3: Pacing parameters.
Baseline Last follow-up exam
Parameter RVA Non-RVA p RVA Non-RVA p
(n = 274) (n=163) (n = 274) (n=163)
Sensed R wave amplitude, mV 12+5 11+5 0.170 1n+6 10+5 0.372
RV lead impedance, Ohm 725 + 269 635 +177 <0.001 511+ 129 538 +178 0.182
RV pacing threshold amplitude, V 0.5+04 0.6+ 0.4 <0.001 0.7+ 0.6 0.9+0.5 0.010
RV pacing threshold duration, ms 0.4+0.1 0.5+0.1 <0.001 0.4+02 0.5+0.2 0.216

RV = right ventricular.

with standard RVA or alternative non-RVA positioning of the
lead, in accordance with the clinical practice adopted in the
centers.

Since the advent of intravenous leads, the apex has
become the standard site for right ventricular lead implanta-
tion, as it ensures simple placement and greater lead stability
and reliability. However, in subjects with normal left ventric-
ular systolic function who require permanent pacing, RVA
stimulation is associated with an increased risk of atrial fibril-
lation, morbidity, and even mortality [1]. These observations
have raised questions regarding the appropriate pacing site.

Right ventricular septal placement has been proposed as
an alternative approach for the safe implantation and possible
easy extraction of pacemaker and implantable defibrillator
leads [10, 11]. Moreover, a meta-analysis by Shimony et al. [4]
suggested that non-RVA pacing might have beneficial effects
on systolic function, though it also confirmed inconclusive
results with respect to other outcome measures, such as
exercise capacity, functional class, quality of life, and survival.
More recently, Kaye et al. [12] compared traditional apical
and septal pacing in patients with preserved baseline left
ventricular function and found no significant lead position-
related difference in systolic function over 2 years. Similarly,
in patients who had undergone implantation of a defibrilla-
tor for cardiac resynchronization therapy, a non-RVA lead
location yielded no benefit in terms of clinical outcome or
echocardiographic response [13].

Despite the lack of strong evidence in favor of nonapical
pacing and the difficulty of placing the lead and accurately
classifying [7] the final lead position, pacing at non-RVA
sites seems to have become a standard procedure at many
implanting centers. According to a recent survey of the
European Heart Rhythm Association, the apex was the first
option for right ventricular lead positioning only in 47% of
the participating centers [6]. This finding is in line with those
of the European cardiac resynchronization therapy survey
[14], which revealed that, also in the case of biventricular
system implantation, the RVA position was adopted in no
more than 74% of patients.

Therefore, the aim of the present study was to compare the
effects of right ventricular pacing when the lead is positioned
in the apex or at nonapical sites, according to the routine
clinical practice of the participating centers. The investi-
gators were divided on the basis of their prior experience
of pacemaker implantation with apical or nonapical lead
positioning, in order to reduce the bias related to the learning

curve and to provide results applicable to routine clinical
practice.

We demonstrated that the incidence of death, hospital-
ization for heart failure, or progression of heart failure over
2 years were similar with apical or non-RVA positioning of
the lead. Therefore, we confirmed, in clinical practice, the
negative results yielded by non-RVA pacing in the setting
of a controlled clinical study [12]. We also confirmed the
difficulty of placing the lead and classifying the final lead posi-
tion, as agreement on pacing site classification between the
implanting centers and subsequent central adjudication was
only moderate. Nonetheless, we showed that the observed
equivalence of RVA and non-RVA sites, in terms of outcome,
could not be ascribed to inadequate lead positioning, as the
analysis repeated after central reclassification of pacing sites
confirmed the result.

The present findings extend our preliminary analysis
of the acute echocardiographic effects of right ventricular
pacing [15]. Indeed, we previously demonstrated that pacing
of the RV at apical or nonapical sites resulted in increased
intraventricular dyssynchrony of left ventricular contraction
and that the degree of dyssynchrony induced was comparable
between the pacing sites.

In the present study, about 50% of patients met the
endpoint of heart failure progression at 2-year follow-up
examination. A comparable rate of events was reported
in patients with atrioventricular block, New York Heart
Association (NYHA) class L, II, or III heart failure, and a left
ventricular ejection fraction of 50% or less, enrolled in the
Biventricular versus Right Ventricular Pacing in Heart Failure
Patients with Atrioventricular Block (BLOCK HF) study
[16]. However, in our population the baseline left ventricular
ejection fraction was markedly higher than that reported
in the BLOCK HF study (57% versus 40%). Therefore, the
observed increase in left ventricular end-systolic volume
during follow-up did not generally lead to severely depressed
systolic dysfunction and thus was not paralleled by a high rate
of death or hospitalization for heart failure.

The pacing site, according to local or core laboratory
assignment did not show any association with outcomes
on multivariate analysis. Only the baseline ejection fraction
turned out to be an independent determinant of incipient
heart failure. This suggests that patients requiring a high
percentage of ventricular stimulation and with initial sys-
tolic dysfunction are at higher risk of further deterioration;
non-RVA pacing seemed unable to prevent this worsening.



Therefore, other pacing strategies should be investigated as
alternative approaches to preventing the drawbacks of RVA
stimulation.

Our results confirm previous findings [17, 18], in that
we frequently observed new-onset atrial fibrillation in our
pacemaker population. Nonetheless, we did not find any
association between the incidence of atrial fibrillation and the
ventricular pacing site.

The currently adopted approaches to ventricular pacing,
RVA and non-RVA, seemed equally feasible. Indeed, we
reported few lead-related adverse events, and the pacing
parameters were satisfactory in both study groups at the
baseline and at the last observation.

4.1. Study Limitations. The main limitation of the present
study is the lack of randomization. However, the study was
designed in order to obtain an unbiased representation of
current clinical practice and to compare two approaches
currently adopted as standard procedures at many implanting
centers. Moreover, owing to the nonrandomized nature of the
study, the groups were very different in size.

4.2. Conclusions. In patients with indications for a dual-
chamber pacemaker who require a high percentage of ven-
tricular stimulation, the two approaches currently adopted in
clinical practice, that is, RVA and non-RVA pacing, resulted
in comparable outcome and appeared equally safe.
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Enrolling centers and investigators are as follows:
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Ospedale Poliambulanza, Brescia: Domenico Pecora;

A.O.UP. “Vittorio Emanuele” - Ospedale Ferrarotto,
Catania: Valeria Calvi, Angelo Di Grazia, Claudio
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A.O. Cannizzaro, Catania: Francesco Lisi, Francesco
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Calcagno, Giovanni Biscotti;

Ospedale S. Anna, Como: Giovanni Luca Botto,
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