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Abstract: Cardiovascular imaging techniques, including echocardiography, nuclear cardiology,
multi-slice computed tomography, and cardiac magnetic resonance, have wide applications in cardiac
resynchronization therapy (CRT). Our aim was to provide an update of cardiovascular imaging
applications before, during, and after implantation of a CRT device. Before CRT implantation,
cardiovascular imaging techniques may integrate current clinical and electrocardiographic selection
criteria in the identification of patients who may most likely benefit from CRT. Assessment of
myocardial viability by ultrasound, nuclear cardiology, or cardiac magnetic resonance may guide
optimal left ventricular (LV) lead positioning and help to predict LV function improvement by
CRT. During implantation, echocardiographic techniques may guide in the identification of the best
site of LV pacing. After CRT implantation, cardiovascular imaging plays an important role in the
assessment of CRT response, which can be defined according to LV reverse remodeling, function
and dyssynchrony indices. Furthermore, imaging techniques may be used for CRT programming
optimization during follow-up, especially in patients who turn out to be non-responders. However,
in the clinical settings, the use of proposed functional indices for different imaging techniques is
still debated, due to their suboptimal feasibility and reproducibility. Moreover, identifying CRT
responders before implantation and turning non-responders into responders at follow-up remain
challenging issues.

Keywords: cardiac resynchronization therapy; cardiovascular imaging; echocardiography; nuclear
cardiology; cardiac magnetic resonance

1. Introduction

Cardiac resynchronization therapy (CRT) is an established additive treatment for heart failure
patients with severe left ventricular (LV) systolic dysfunction and prolonged QRS duration [1–4].
Heart failure patients with dilated cardiomyopathy and ventricular conduction delay display an
asynchronous LV electro-mechanical activation pattern [5]. CRT can restore a more homogenous
contraction pattern by decreasing intraventricular dyssynchrony, thus improving LV systolic function
and volumes, a condition referred to as LV reverse remodelling [6]. Several randomized trials have
reported CRT-induced improvements in clinical endpoints (symptoms, exercise capacity, quality of
life) and echocardiographic variables (systolic function, LV size, mitral regurgitation) [7]. Moreover,
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a reduction in all-cause mortality and hospitalization rate has been shown in heart failure patients
treated with CRT [2–4].

Current guidelines support the use of CRT in symptomatic patients with heart failure,
left ventricular ejection fraction (LVEF) ≤ 35%, and wide QRS complex (≥130 ms) [1]. To date,
the role of LV dyssynchrony in patient selection has not yet been validated. Despite CRT clinical and
prognostic beneficial effects [2–4], 20 to 30% of patients do not respond to CRT, and the reasons are
currently not completely known [5]. Inappropriate patient selection or LV lead positioning, as well as
suboptimal device programming, have been considered responsible for the lack of response to CRT.
Much interest has been focused on how to identify potential responders to CRT before implantation,
or to make non-responders turn into responders during follow-up.

Considering these open issues, cardiovascular imaging techniques, including echocardiography,
nuclear cardiology, cardiac magnetic resonance (CMR), and multi-slice computed tomography
(CT), may offer broad applications in heart failure patients undergoing CRT. Most studies have
focused on issues before or after CRT implantation. Our aim was to provide an overview of current
cardiovascular imaging applications before, during, and after implantation of a CRT device. In our
opinion, the contribution of this comprehensive update on cardiovascular imaging is, therefore, to take
into account different phases of the clinical management of CRT patients.

2. Cardiovascular Imaging before CRT Implantation

2.1. Assessment of LV Function and Dyssynchrony

In the past few years, much interest has focused on the implementation of cardiovascular imaging
techniques in patient selection for CRT. Table 1 summarizes the main applications, advantages
and disadvantages of different cardiovascular imaging modalities which can be used before CRT
implantation. Echocardiography has been the most widely used imaging modality to evaluate LV
systolic function and mechanical dyssynchrony before CRT implantation. LVEF is calculated by
assessing LV volumes from the apical four- and two-chamber views, according to Simpson’s equation.
Various echocardiographic methods, including M-mode echocardiography and tissue velocity imaging
(Figure 1), and different echocardiographic indexes have been investigated to assess mechanical
dyssynchrony [5]. Although the initial studies on LV intraventricular dyssynchrony, assessed by
echocardiography, have given promising results in predicting CRT response [5], the PROSPECT trial has
raised concerns regarding the widespread use of echo methodologies before implantation, by showing
a low feasibility and high inter-laboratory variability of echo dyssynchrony variables [8]. More recently,
several two-dimensional (2D) strain imaging and three-dimensional (3D) echocardiographic variables
have been proposed to assess LV mechanical dyssynchrony [9–12]. In particular, global longitudinal
strain [9] and the time difference between peak radial strain of the anteroseptal and posterolateral
segments [10] have been suggested as predictors of CRT-induced reverse remodelling. Similarly,
systolic dyssynchrony indexing using 3D echocardiography seems to be independently associated
with long-term prognosis after CRT [11]. In the PREDICT-CRT trial [13], the echocardiographic
assessment of apical rocking and septal flash was associated with better survival after CRT. Apical
rocking has been described as a short septal motion of the apex early in systole, followed by a long
motion to the lateral side, deriving from a late lateral wall activation in patients with left bundle branch
block [12,13]. Septal flash has been described as an early posterior movement of the interventricular
septum towards the LV, caused by an early contraction of the right ventricular (RV) free wall in
patients with left bundle branch block [12,13]. In the PREDICT-CRT trial, both apical rocking and
septal flash were visually assessed, and their identification was associated with favourable long-term
prognosis in patients undergoing CRT [13]. More recently, systolic septal myocardial stretching by
speckle tracking echocardiography was shown to be a predictor of CRT response with an additive
predictive value over apical rocking [14]. Despite these encouraging results, the prognostic role of
echocardiographic dyssynchrony indexes is still debated. In a recent study, radial strain-guided LV
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lead positioning, combined with multimodality imaging, did not provide a significant improvement in
CRT response and clinical outcome measures [15]. Moreover, although several echo dyssynchrony
indexes have been studied, up to now none have been validated for CRT patient selection beyond
current guidelines [1]. Therefore, at present it is not recommended that CRT should be withheld from
patients who meet the standard selection criteria because of negative results of an echocardiographic
dyssynchrony evaluation [16].

Table 1. Advantages and disadvantages of different imaging modalities.

Imaging Modality Parameter Technique Advantages Disadvantages

Echocardiography

LV volumes and
systolic function

2D echocardiography
3D echocardiography

Wide availability;
no radiation exposure; low costs
Used in pre- and post-procedure,

and follow-up evaluation

High operator dependence;
high interobserver and

interlaboratory variability;
dyssynchrony evaluation

not standardized

LV dyssynchrony

M-mode echocardiography
Tissue Doppler Imaging
Tissue Velocity Imaging

Strain Imaging
3D echocardiography

Myocardial
contractile reserve

Pharmacological or exercise
stress echocardiography

Nuclear cardiology

LV volumes and
systolic function

SPECT myocardial imaging
Radionuclide angiography

High reproducibility of LVEF by
radionuclide angiography;
low operator dependence
Mainly in pre-procedure

evaluation

Relatively low availability;
radiation exposure;

high costs; phase analysis
not clinically validated

LV dyssynchrony
Phase analysis of SPECT,

radionuclide angiography,
PET

Myocardial
viability and
scar burden

SPECT myocardial imaging
Radionuclide angiography

PET

Cardiac magnetic
resonance imaging

LV volumes and
systolic function

High accuracy and reproducibility;
low operator dependence;

visualisation of myocardial scar,
focal and diffuse fibrosis,

tissue characterization
Mainly in pre-procedure

evaluation

Relatively low availability;
high costs;

low frame rate;
dyssynchrony evaluation

not standardized

LV dyssynchrony

Steady-state free
precession imaging
Myocardial tagging
Phase contrast tissue

velocity mapping
Displacement encoding with

stimulated echoes
Feature-tracking imaging

Myocardial
viability and
scar burden

Cardiac venous
anatomy

Cardiac CT

LV volumes and
systolic function

High accuracy and reproducibility;
low operator dependence
Mainly in pre-procedure

evaluation

Relatively low availability;
radiation exposure;

high costsCardiac venous
anatomy

2D: two-dimensional; 3D: three-dimensional; CT: computed tomography; LV: left ventricular; LVEF: left ventricular
ejection fraction; PET: positron emission tomography; SPECT: single-photon emission computed tomography.

Before CRT implantation, cardiac function and dyssynchrony can also be assessed by nuclear
cardiology techniques, including single photon emission computed tomography (SPECT) myocardial
imaging and equilibrium radionuclide angiography with Fourier phase analysis [17]. SPECT myocardial
perfusion imaging with phase analysis may be used for a simultaneous evaluation of LV perfusion,
systolic function, and dyssynchrony [17]. Equilibrium radionuclide angiography provides a highly
reproducible assessment of LVEF [17]. In equilibrium radionuclide angiography with Fourier phase
analysis, LVEF is computed on the basis of relative end-diastolic and end-systolic counts derived
from the time-activity curve (Figure 2). Phase images are generated from the scintigraphic data and
a phase angle is assigned to each pixel of the phase image by using a specific computer program
(Figure 2). Interventricular dyssynchrony is calculated as the absolute difference between LV and RV
mean phase angles, and intraventricular dyssynchrony is expressed by the standard deviation of LV
and RV phase histograms, respectively [18,19]. In heart failure patients undergoing CRT, the standard
deviation of LV phase angle was shown to be a predictor of response to CRT [20]. However, the role
of phase analysis parameters in clinical decision-making should be validated by further prospective
studies. Recently, phase analysis of gated positron emission tomography has been proposed for the
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evaluation of mechanical ventricular synchrony, but the technique requires further research and clinical
investigation [21].
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Figure 1. Peak systolic velocities of the septum and lateral wall by Tissue Velocity Imaging from the 
apical four-chamber view in a patient with non-ischaemic dilated cardiomyopathy. Sample 

volumes are placed in the basal portions of the septum and lateral wall. The septal-to-lateral delay 
is an index of intraventricular dyssynchrony and can be calculated as the difference between time to 

peak velocity of the septum and lateral wall. 

Before CRT implantation, cardiac function and dyssynchrony can also be assessed by nuclear 
cardiology techniques, including single photon emission computed tomography (SPECT) myocardial 
imaging and equilibrium radionuclide angiography with Fourier phase analysis [17]. SPECT 
myocardial perfusion imaging with phase analysis may be used for a simultaneous evaluation of LV 
perfusion, systolic function, and dyssynchrony [17]. Equilibrium radionuclide angiography provides 
a highly reproducible assessment of LVEF [17]. In equilibrium radionuclide angiography with 
Fourier phase analysis, LVEF is computed on the basis of relative end-diastolic and end-systolic 
counts derived from the time-activity curve (Figure 2). Phase images are generated from the 

Figure 1. Peak systolic velocities of the septum and lateral wall by Tissue Velocity Imaging from the
apical four-chamber view in a patient with non-ischaemic dilated cardiomyopathy. Sample volumes
are placed in the basal portions of the septum and lateral wall. The septal-to-lateral delay is an index of
intraventricular dyssynchrony and can be calculated as the difference between time to peak velocity of
the septum and lateral wall.

CMR imaging has emerged as an alternative option for LV function and dyssynchrony assessment
in CRT candidates. CMR provides accurate and reproducible information on LV systolic function and
myocardial contraction pattern [12]. Several CMR techniques, such as conventional steady-state free
precession imaging, myocardial tagging, phase contrast tissue velocity mapping, displacement encoding
with stimulated echoes, and feature-tracking imaging, can be applied to derive LV dyssynchrony
parameters [12]. Previous studies have shown an association between CMR dyssynchrony parameters,
CRT response, and clinical events at follow-up [22,23]. In a recent study, CMR assessment of myocardial
work and septal viability was found to be a predictor of CRT response with higher accuracy than QRS
morphology, QRS duration, and echocardiographic parameters like septal flash, apical rocking, and
systolic stretch index [24].
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CMR imaging has emerged as an alternative option for LV function and dyssynchrony 
assessment in CRT candidates. CMR provides accurate and reproducible information on LV systolic 
function and myocardial contraction pattern [12]. Several CMR techniques, such as conventional 
steady-state free precession imaging, myocardial tagging, phase contrast tissue velocity mapping, 
displacement encoding with stimulated echoes, and feature-tracking imaging, can be applied to 
derive LV dyssynchrony parameters [12]. Previous studies have shown an association between CMR 
dyssynchrony parameters, CRT response, and clinical events at follow-up [22,23]. In a recent study, 
CMR assessment of myocardial work and septal viability was found to be a predictor of CRT response 
with higher accuracy than QRS morphology, QRS duration, and echocardiographic parameters like 
septal flash, apical rocking, and systolic stretch index [24].  

Figure 2. Radionuclide angiographic determination of LV systolic function and dyssynchrony
parameters in a patient with non-ischaemic dilated cardiomyopathy. Upper part: LV amplitude
and phase histograms for mechanical dyssynchrony assessment. Lower part: background-corrected,
time-activity curve, obtained by a semi-automated edge-detection method. LVEF can be computed on
the basis of relative end-diastolic and end-systolic counts.

2.2. Assessment of Myocardial Contractile Reserve and Scar Burden

Previous studies have investigated the potential role of myocardial contractile reserve in the
identification of patients who may most likely respond to CRT [25,26]. LV myocardial contractile
reserve can be assessed by pharmacological or exercise stress echocardiography in heart failure patients
undergoing CRT. The presence of myocardial contractile reserve before CRT implantation, as assessed
by dobutamine stress echocardiography, has been recognized as a predictor of CRT response [25]. In a
systematic review and meta-analysis of 11 studies on either dobutamine or stress echocardiography in
CRT patients, the presence of LV myocardial contractile reserve, identified as reduction in wall motion
score index and/or increase in LVEF, was associated with higher response to CRT according to clinical
and echocardiographic criteria [26].
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Pre-implant LV myocardial viability and scar burden can also be assessed by nuclear cardiology
techniques or CMR. In a study based on 201Tl SPECT myocardial perfusion imaging, global scar
burden and scar density near the LV lead tip were associated with an unfavourable response to CRT in
ischaemic heart failure patients [27]. Consistently, scar or reversible ischemia, as assessed by SPECT
myocardial perfusion imaging, in or close to LV pacing site were found to be independent predictors
of heart failure hospitalization and death in CRT recipients with ischaemic cardiomyopathy [28].
Lehner et al. [29] assessed myocardial viability and dyssynchrony before CRT implantation by using
ECG-gated Fluor-18-fluorodeoxyglucose (18F-FDG) positron emission tomography. The authors found
a significantly higher number of viable and dyssynchronous myocardium in CRT responders, defined
by clinical improvement in combination with LVEF increase of >5% [29].

CMR with late gadolinium enhancement can provide information on the entity and localization
of scarred myocardium with high accuracy [12]. Figures 3 and 4 show examples of CMR with late
gadolinium enhancement imaging for scar identification in myocardial infarction. Leyva et al. [30]
investigated the use of late gadolinium CMR before CRT implantation, showing that pacing LV scarred
myocardium was associated with high risk of cardiovascular death, hospitalizations for heart failure,
and death from any causes. Conversely, in the study by Taylor et al. [31], LV lead positioning over
non-scarred LV segments, as assessed by late gadolinium enhancement CMR, was associated with
better LV reverse remodelling and clinical outcomes at follow-up.
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Figure 3. Cardiac magnetic resonance with late gadolinium enhancement (LGE) imaging for scar
identification in myocardial infarction (MI): (A). day 1 after MI with no-reflow area (red arrow) and (B).
day 14 after MI with scarring (red arrow).
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Figure 4. Cardiac magnetic resonance with LGE imaging in a mid/apical subendocardial myocardial
infarction (red arrow) in (A). short axis mid ventricular view and (B). two chamber view.

2.3. Assessment of Cardiac Venous Anatomy

Before CRT implantation, it may be useful to have detailed information on cardiac venous anatomy
to guide LV lead positioning. The anatomic characteristics of the coronary sinus system may indeed
hamper the access to coronary sinus tributary veins. Multi-slice CT can be used to assess cardiac
venous anatomy (Figure 5), as well as LV volumes and LVEF [32]. In the study by Girsky et al. [33],
a pre-procedural review of coronary venous anatomy, assessed by cardiovascular CT, was associated
with decreased implantation times and the utilization of contrast, fluoroscopy, and guide catheters.
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Figure 5. CT scan of the anatomic characteristics of the coronary sinus (indicated by large black
triangles) and one of the tributary veins (indicated by small black triangles). CS: coronary sinus.
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In a recent pilot study [34], a combined imaging approach, based on the assessment of coronary
venous anatomy, in contrast to CT venography and myocardial viability by myocardial perfusion
imaging, showed promising results for the identification of the optimal LV pacing site. Despite these
results, anatomic constraints may often require using less favourable coronary venous sites during CRT
implantation, and this may be responsible for a portion of non-responders observed in clinical practice.

3. Cardiovascular Imaging during CRT Implantation

Intraoperative transthoracic or intracardiac echocardiographic imaging to guide lead positioning
during CRT implantation is not an established clinical practice. In literature, few studies have been
published on the feasibility of cardiovascular imaging at the time of CRT implantation. In the study
by Bai et al. [35], intracardiac echocardiography with velocity vector imaging was performed during
CRT implantation to assess LV dyssynchrony and guide LV lead positioning. The approach was
feasible and safe, and echo-guided intraprocedural resynchronization was found to be a predictor
of CRT response at a 6-month follow-up [35]. Intraoperative transthoracic echo assessment of left
pre-ejection interval was used to guide RV lead placement during CRT implantation, and it was found
to improve LV synchrony [36]. Sperzel et al. [37] conducted a feasibility study on intraoperative
interventricular mechanical dyssynchrony assessment using an electroanatomic mapping system.
Echocardiographic M-mode evaluation of septal-to-posterior wall motion delay was used as a
reference. Interventricular mechanical dyssynchrony evaluation was found to be feasible during CRT
implantation [37]. More recently, in the study by Salden et al. [38], optimal LV pacing sites were identified
preprocedurally by using CMR and contrast CT venography, and during implantation, cardiac imaging
data were overlaid onto live fluoroscopy for a real-time-image-guided LV lead positioning. At present,
the applicability in clinical practice and the outcome benefits of these intraoperative techniques require
further investigations.

4. Cardiovascular Imaging after CRT Implantation

4.1. Assessment of LV Remodelling

Cardiovascular imaging is essential to assess CRT response in terms of reverse LV remodelling.
Various imaging techniques have been proposed to detect changes in LV volumes and function,
including echocardiography, nuclear imaging, and MRI. The response to CRT has been assessed,
usually 3–6 months after implantation, mostly using clinical or echocardiographic variables [5].
Improvement in the New York Heart Association (NYHA) functional class of at least one, increase
in LVEF of ≥5%, or reduction in LV end-systolic volume (LVESV) of ≥15% are the criteria used most
frequently to define the response to CRT [5]. The magnitude of reverse LV remodelling, as expressed
by a decrease in LVESV, has been shown to relate to the clinical outcome of heart failure patients
treated with CRT [39]. Additionally, CRT may reduce functional mitral regurgitation, an effect partially
dependent on reverse LV remodelling [40]. Mitral regurgitation, caused by the distortion of the mitral
apparatus in the presence of intraventricular dyssynchrony, may indeed be reduced by synchronous
LV contraction. This may lead to decreased left atrial pressure and consequently to reduced LV
end-diastolic pressure and volume [2].

Initially, the decrease in interventricular dyssynchrony was considered the main mechanism
underlying CRT response [41]. However, studies have shown that intraventricular, and not
interventricular, dyssynchrony is a strong predictor of CRT response [18,42]. Changes in LV
dyssynchrony after CRT implantation have been studied by using various echocardiographic
methods, including M-mode echocardiography, tissue velocity imaging, strain rate imaging, and 3D
echocardiography [5]. Figure 6 shows an example of global longitudinal strain assessed by speckle
tracking 2D echocardiography. In a previous study, an improvement in global longitudinal strain,
assessed by speckle tracking 2D echocardiography, was observed in CRT recipients at mid-term
follow-up both under rest and exercise conditions [43].
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methods, including M‐mode echocardiography, tissue velocity imaging, strain rate imaging, and 3D 

echocardiography [5]. Figure 6 shows an example of global longitudinal strain assessed by speckle 
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Figure 6. Global longitudinal strain assessed by speckle tracking 2D echocardiography in a patient
with dilated cardiomyopathy and severe LV systolic dysfunction. The LV endocardial border is traced
by the operator at end-systole and is tracked automatically during the cardiac cycle. Six LV segments,
corresponding to the basal, middle, and apical regions of the septum and the lateral wall, are identified
by the software. Segmental peak longitudinal strains and global longitudinal strain are assessed
automatically and expressed as negative values.

Long-term changes in LV dyssynchrony have been also analysed by using nuclear imaging [44]
and MRI [45]. In the study by Domenichini et al. [44], LVEF and RV ejection fraction (RVEF) were
measured by radionuclide angiography at baseline and mid-term follow-up. Inter- and intraventricular
dyssynchrony were assessed by Fourier phase analysis. The response to CRT was defined by an increase
in LVEF of ≥5% at mid-term follow-up. The authors found that baseline left bundle branch block
morphology was a marker of positive response to CRT in terms of improvement not only in LVEF but also
in RVEF [44]. In a recent study by Vago et al. [45], CMR was performed in CRT patients at baseline and at
a 6-month follow-up, with acquisitions both during biventricular pacing and right atrial pacing. Beyond
conventional CMR parameters, remodelling indices, global strain, global dyssynchrony (i.e., mechanical
dispersion, defined as the standard deviation of time to peak longitudinal/circumferential strain in
16 LV segments), and regional dyssynchrony (maximum differences in time between peak septal and
lateral transversal displacement), were analysed. The authors found a significant improvement in LV
functional and dyssynchrony parameters during biventricular pacing at follow-up [45]. By switching
from biventricular to right atrial pacing, an immediate deterioration of LV function and mechanics
was observed [45].

It should be noted that, although available studies on intraventricular dyssynchrony assessment
by various cardiovascular imaging techniques have given promising results in CRT patient evaluation
before implantation and at follow-up, up to now no large prospective trial has proved the clinical
utility of any of these dyssynchrony indexes in routine practice. Moreover, the methodology to assess
the proposed dyssynchrony indexes has not been standardized yet.
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At follow-up, around 30% of patients do not show a clinical and/or echocardiographic improvement
after CRT [5]. Suboptimal patient selection and/or LV lead placement, low percentage of biventricular
pacing, wide extent of myocardial scar, and non-optimized CRT programming have been suggested
as factors potentially responsible for a lack of response to CRT [5]. In the sub-analysis of data
from PROSPECT, van Bommel et al. [46] proposed different echocardiographic response subgroups
according to the extent of LV reverse remodelling at 6-month follow-up. The suggested subgroups
were: (i) super-responders (patients with a decrease in LVESV ≥ 30%); (ii) responders (patients with
a decrease in LVESV of 15–29%); (iii) non-responders (patients with a decrease in LVESV of 0–14%);
(iv) negative responders (patients with an increase in LVESV at 6-month follow-up). In the same
study [46], female gender, non-ischaemic aetiology, wide QRS duration, and no history of ventricular
tachycardia were associated with greater reduction in LVESV at follow-up. NYHA class IV patients
showed a poor response to CRT [46]. Both interventricular mechanical delay (defined by echo as the
difference between LV and RV pre-ejection intervals) and septal-to-lateral delay (defined by echo as
the delay between time to peak systolic velocity of basal septum and basal lateral wall) were strongly
associated with a larger reduction in LVESV at follow-up [46]. Despite a growing body of literature,
understanding non-responders to CRT is still a debated issue, and available studies suggest that the
interplay of various clinical and eletromechanical variables may be responsible for the lack of response
to CRT.

4.2. CRT Optimization

A further application of cardiovascular imaging techniques after CRT implantation is represented
by CRT optimization. Patients undergoing CRT display different heart failure aetiologies and electro-
mechanical activation patterns. CRT devices permit the programming of both the atrioventricular (AV)
and the interventricular (VV) delay, thus allowing for an individually tailored activation sequence [47].

Several techniques have been proposed for CRT optimization, but echocardiography is the most
widely adopted method at present. The aim of AV delay optimization is to improve LV diastolic
filling, which will in turn increase LV ejection. AV delay optimization is usually performed by using
Doppler-derived mitral inflow methods, in order to maximize the separation of the peak mitral E and
A waves without A wave truncation [48]. Alternatively, AV delay can be optimized by using aortic
flow methods, based on measurements of the systolic aortic velocity time integral (VTI) by either
pulsed Doppler in the LV outflow tract or continuous Doppler in the aortic valve [48]. According to
this approach, aortic VTI is measured at different AV delays, and the optimal AV is chosen based on
the highest VTI [48]. The aim of VV delay optimization is to enhance interventricular dynamics and
systolic performance. VV delay optimization can be performed by using Doppler measurements of
aortic VTI or dyssynchrony indexes, derived by Tissue Doppler imaging or 3D echocardiography [49].
Optimal VV delay is chosen according to the highest aortic VTI or lowest dyssynchrony index [49].

Beyond echocardiography, CRT device optimization has been performed by using radionuclide
ventriculography, with considerable variations in LVEF by changing VV delay [50]. Alternative
techniques include surface electrocardiography, digital plethysmography, impedance cardiography,
and automated device algorithms [47]. In a recent multicentre randomized controlled crossover trial,
AV and VV delay optimization by using non-invasive blood pressure measurement was found to be
not inferior to echocardiographic optimization, with the advantages of being less time-consuming and
more easily implemented in clinical practice [51].

Available data have shown the acute beneficial effects of AV and VV delay optimization, represented
by an improvement in LV filling, dyssynchrony, and systolic performance [49]. However, few studies
have investigated the effects of CRT optimization at long-term follow-up. In the Insync III study [52],
the optimization of CRT sequential pacing increased stroke volume but did not improve NYHA
functional class and quality of life at 6-month follow-up. In the DECREASE-HF trial [53], optimized
CRT did not show significant advantages over simultaneous biventricular pacing in terms of LV
remodelling and systolic function at 6-month follow-up.
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In conclusion, current techniques for CRT optimization are time-consuming and lack a standard
protocol. Moreover, the impact of CRT optimization on clinical outcome measures at long-term
follow-up is uncertain. Therefore, CRT optimization is not widely implemented in daily clinical
practice, and its use may perhaps be restricted to nonresponders, in the attempt to improve the
effect of CRT [54]. Bertini et al. proposed a practical algorithm to decide when to repeat AV and VV
delay optimization during follow-up [54]. According to the proposed algorithm, AV and VV delay
optimization may be considered at 3-month follow-up in the event of a lack of improvement in the
NYHA functional class, and at 6-month follow-up if a reduction in LVESV of ≤15% is observed [54].

5. Conclusions

Cardiovascular imaging techniques, including echocardiography, nuclear cardiology, and CMR,
may be used before CRT implantation to better characterize CRT candidates in terms of LV function,
dyssynchrony, and myocardial viability. Cardiac tomography may be used pre-procedurally to assess
cardiac venous anatomy. Intraoperative transthoracic and intracardiac echocardiographic imaging to
guide lead positioning during CRT implantation was shown to be feasible and useful in pilot studies.
After implantation, various imaging techniques were used to assess CRT response and to guide the
optimization of CRT programming. However, echocardiograhic dyssynchrony parameters have shown
low feasibility and high interlaboratory variability. Moreover, cardiovascular imaging methodologies
have often been investigated in small population studies and have not yet been standardized. Further
prospective studies are, therefore, required to establish the role of functional and dyssynchrony imaging
parameters in clinical decision-making and their impact on CRT patient outcome.
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