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ABSTRACT

Background: Significant paravalvular leak (PVL) after surgical valve
replacement can result in intractable congestive heart failure and
hemolytic anemia. Because repeat surgery is performed in only few
patients, transcatheter reduction of PVL is emerging as an alternative
option, but its safety and efficacy remain uncertain. In this study we
sought to assess whether a successful transcatheter PVL reduction is
associated with an improvement in clinical outcomes.

Methods: We identified 12 clinical studies that compared successful
and failed transcatheter PVL reductions in a total of 362 patients. A

Paravalvular leak (PVL) after surgical valve replacement
originates from an incomplete seal between the prosthetic
sewing ring and the native valve annulus, related to calcifi-
cation, infection, or suboptimal surgical technique or pros-
thetic sizing.] PVL of various severities have been detected
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RESUME

Introduction : Une importante fuite paravalvulaire (PVL) suite a une
chirurgie de remplacement valvulaire peut entrainer une insuffis-
ance cardiaque réfractaire et une anémie hémolytique. Comme il
est assez rare qu’une réopération soit effectuée, la suppression de
PVL par une procédure transcathéter devient une option alterna-
tive, mais son innocuité et son efficacité restent incertaines. Dans
cette étude, nous avons cherché a déterminer si une réduction
d’'une PVL par transcathéter est associée a une amélioration des
résultats cliniques.

in up to 17.6% of the aortic and 22.6% of the mitral valve
replacements and patients with symptomatic PVL have a
mortality rate comparable with lung cancer.”” Surgical
correction is currently the gold standard therapy for symp-
tomatic PVL and is typically performed in patients with
severe congestive heart failure (CHF) and/or refractory he-
molytic anemia. Repeated surgeries are associated with a
high rate of PVL recurrence and with a higher mortality rate
than the index procedure. For this reason, only a minority of
patients undergo a surgical correction, leaving a large
number of individuals with the need for alternative
therapies.*®

0828-282X/© 2015 Canadian Cardiovascular Society. Published by Elsevier Inc. All rights reserved.


http://dx.doi.org/10.1016/j.cjca.2014.12.012
http://dx.doi.org/10.1016/j.cjca.2014.12.012
mailto:marc.jolicoeur@icm-mhi.org
http://crossmark.crossref.org/dialog/?doi=10.1016/j.cjca.2014.12.012&domain=pdf
http://dx.doi.org/10.1016/j.cjca.2014.12.012

Millan et al.
Successful vs Failed Paravalvular Leak Reduction

Bayesian hierarchical meta-analysis was performed using cardiac
mortality as a primary end point. The combined occurrence of
improvement in New York Heart Association functional class or he-
molytic anemia and the need for repeat surgery, were used as sec-
ondary end points.

Results: A successful transcatheter PVL reduction was associated with
a lower cardiac mortality rate (odds ratio [OR], 0.08; 95% credible
interval [Crl], 0.01-0.90) and with a superior improvement in functional
class or hemolytic anemia, compared with a failed intervention (OR,
9.95; 95% Crl, 2.10-66.73). Fewer repeat surgeries were also observed
after successful procedures (OR, 0.08; 95% Crl, 0.01-0.40).
Conclusions: A successful transcatheter PVL reduction is associated
with reduced all-cause mortality and improved functional class in pa-
tients deemed unsuitable for surgical correction.

In 1992, Hourihan et al. first described the potential of
transcatheter PVL reduction to improve survival and qz)uality
of life in patients deemed unsuitable for repeat surgery.” The
interest for transcatheter PVL reduction is exponentially
growing but the global experience remains limited to sin§l¢—
centre experience with varying procedural success rates.' *°
Uncertainties persist on the benefits and risks associated
with this technique, which precludes an appropriate case se-
lection. To our knowledge, no group has previously system-
atically reviewed these data. In the present study we sought to
assess the association between transcatheter PVL reduction
and clinical outcomes including death, improvement in heart
failure or hemolytic anemia, and requirements for repeat
surgery. To this end, we systematically reviewed the literature
for randomized trials and nonrandomized studies and per-
formed a meta-analysis to appraise the feasibility, efficacy, and
safety of transcatheter PVL reduction in symptomatic
patients.

Methods
Objective

In this present analysis we sought to evaluate the rela-
tionship between a successful transcatheter PVL reduction and
clinical outcomes. More specifically, the in present analysis we
planned to estimate the odds ratios (ORs) for cardiac mor-
tality (primary end point), for improvement in functional class
or hemolytic anemia, and for the reduction in repeat surgery
(secondary end points).

Identification of studies

Randomized trials are the preferred source of data for meta-
analysis. However, considering the emerging nature of trans-
catheter PVL reduction and to obtain an appropriate
reflection of the global experience we also accounted for
nonrandomized studies. Studies that reported immediate and
long-term clinical outcomes for successful and failed trans-
catheter PVL reduction were considered for the systematic
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Méthodes : Nous avons identifié 12 études cliniques qui comparaient
les réductions réussies ou infructueuses de PVL par procédure trans-
catéther sur un total de 362 patients. Une méta-analyse hiérarchique
bayésienne a été réalisée en utilisant la mortalité cardiaque comme
point d’aboutissement principal. Une amélioration de la classe fonc-
tionnelle de la New York Heart Association ou d'une anémie
hémolytique et la nécessité d’une réopération, ont été utilisés comme
critéres secondaires.

Résultats : Une réduction réussie de PVL par procédure transcathéter
a été associée a un taux plus faible de la mortalité cardiaque (ratio
d’incidence approché [RIA] 0,08; intervalle de crédibilité [Crl] & 95 %,
0,01 - 0,90) et a une amélioration de la classe fonctionnelle ou d’'une
anémie hémolytique (RIA 9,95; Crl a 95 %, 2,10 - 66,73). Moins de
réopérations ont également été observées aprés des procédures
réussies (RIA 0,08; Crl a 95 %, 0,01 - 0,40).

Conclusions : Une réduction significative de PVL par procédure
transcathéter est associée a une mortalité réduite, toutes causes
confondues, et a une amélioration de la classe fonctionnelle chez les
patients jugés inaptes a une réopération.

review. No restrictions were applied with regard to language,
sample size, technical approach (anterograde/transseptal,
retrograde arterial, or transapical), or the type of device used.

Studies were searched (June 2014) using MEDLINE,
EMBASE, and CENTRAL. Search strategies included the
Medical Subject Heading term and text word searches
(Supplemental Table S1). We manually searched reference lists
of relevant studies for additional publications and we screened
relevant abstracts to see whether they were followed by a
complete publication. To this end, the American College of
Cardiology, American Heart Association, European Society of
Cardiology, Euro-PCR, Transcatheter Cardiovascular Thera-
peutics, Society for Cardiac Angiography and Interventions,
and Canadian Cardiovascular conference proceedings were
queried from the years 2008 to 2014. In addition, trial registers
including the World Health Organization International Clin-
ical Trial Registry Platform, clinicaltrials.gov, the ISRCTN
(International Standard Registered Clinical/Social Study
Number) register, and the MeraRegister were searched for
ongoing or completed studies with potential publication. Pre-
liminary reports were excluded from the systematic review.
Relevant studies were reviewed to exclude duplicate reports and
selected articles were read entirely. When multiple publications
from the same study population were found, the one with the
largest sample or the longest follow-up was selected. In case of
incomplete data in published studies, authors were contacted
and asked for missing information.

Data abstraction and quality assessment

To avoid that knowledge of the results biased the percep-
tion of the methods’ quality, data from the methods and re-
sults sections were abstracted on separate forms. To reduce
bias, 2 independent abstractors (X.M. and S.S.) independently
extracted variables describing the study population, the pro-
cedural characteristics, and clinical outcomes. A third reviewer
(E.M.].) resolved discrepancies between abstractors. At all
times, abstractors were blinded to information believed to
possibly influence their judgement (authors, titles, journal,
institution, or country of origin).


http://clinicaltrials.gov
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For each selected randomized trial, the general quality of
reporting of information was assessed using the validated
criteria proposed by Jiini et al.”” For each selected non-
randomized study, the general quality of reporting of infor-
mation was initially assessed using the Strengthening the
Reporting  of Observational Studies in Epidemiology
Consensus Statement.”” The specific risk of bias in non-
randomized studies was concomitantly assessed using the
Newcastle-Ottawa scale for cohort studies™ and a modifica-
tion of the validated checklist proposed by Downs and Black™
(Supplemental Table S2). For each study, an independent
quality score was given for the assessment of procedural suc-
cess, death, and clinical improvement.

Data were collected on a customized form adapted from
the Cochrane collaboration data collection form for non-
randomized studies.’’ Information included the study design,
confounding factors, comparability between groups at base-
line, methods used to adjust for confounding, and effect es-
timate. The quality of studies was not used to adjust their
weight in the meta-analysis. Instead, quality is reported as an
indicator of external validity.

The reports of the methods presented in this report are
compliant with the Meta-analysis Of Observational Studies
in Epidemiology consensus statement for nonrandomized
studies’” and the Preferred Reporting Items for Systematic
Reviews and Meta-Analyses, an update of the Quality of
Reporting of Meta-analyses (QUOROM) guigiflines for

reporting systematic reviews and meta-analyses.

Clinical and end point definitions

For the present analysis, a successful PVL reduction was
defined as the delivery of a reduction device free of mechanical
prosthesis interference and resulting in an immediate >1-
grade regurgitation reduction. Alternatively, technical suc-
cess, defined as the successful delivery of a reduction device
(irrespective of PVL reduction obtained), was used for sensi-
tivity analyses.

Change in regurgitation grade was quantified using trans-
thoracic echocardiography and bi- or tridimensional trans-
esophageal echocardiography, as specifically detailed by
investigators (see Supplemental Table S3 for study-specific
criteria).

Death was abstracted as cardiac vs noncardiac. Cardiac
death included causes such as tamponade, cardiogenic shock,
CHF, transplantation, myocardial infarction, prosthesis
endocarditis, vascular access site complication, malignant
ventricular arrhythmias, and sudden death.

Improvement in CHF was defined as a reduction of > 1
grade on the New York Heart Association (NYHA) functional
class scale and improvement in hemolytic anemia was defined
as a decrease of transfusion requirements or significant
improvement on hemolytic parameters, quantified according
to hemoglobin/hematocrit, lactate dehydrogenase, reticulo-
cyte/schistocyte count, or bilirubin.

Statistical analysis

We used a Bayesian hierarchical meta-analysis model to
account for possible variations in methods, patient charac-
teristics, and other differences that are likely to occur espe-
cially across nonrandomized studies, which might affect the
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ORs estimated.”” At the first level of the hierarchical model,
the probability of an event varies within each group and across
studies. To model this between-study variability, the loga-
rithms of the ORs of each outcome were assumed to follow a
normal distribution. The mean of the normal distribution of
log ORs across studies represents the average effect within
each study, and the variance represents the degree to which
the ORs vary across studies. Diffuse previous distributions
were used throughout, so that the data drove the final in-
ferences. Specifically, we used normal densities with mean
zero and variance of 100,000 or larger for all mean parame-
ters, and a uniform distribution with range (0-5) for the be-
tween study standard deviation, measured on a log scale. This
latter parameter implies that the 95% range of the ORs
(approximately 4 times the SD) is 20 on a log scale, meaning
that ORs from exp(—20) to exp(20) are accommodated; an
extremely wide range. We report the posterior median and
95% credible interval (Crl) for this between-study standard
deviation on the log odds scale. A posterior density concen-
trating near zero would be evidence that a fixed model might
suffice, and any other posterior density indicates important
heterogeneity is likely present and hence a random effects
model is to be preferred. A particular study did not account
for an outcome when no events were possible in either the
successful or the failure group. For this reason, variable group
sizes were obtained for each outcome. WinBUGS software
(version 1.4.3, MRC Biostatistics Unit, Cambridge, UK) was
used for analyses. We ran 5000 burn-in iterations to ensure
convergence of the Markov chains and a further 50,000 it-
erations to obtain highly accurate posterior estimates. No
convergence problems were detected in any of the analyses.
Forest plots were produced to display the ORs and 95% Cirls
for all major outcomes considered in our meta-analysis. Crls
are the Bayesian analogues to frequentist confidence intervals.
Our Bayesian hierarchical model is similar in nature to a
frequentist random effects meta-analysis model, and with our
use of the factors already mentioned herein, should return
numerically similar interval estimates.

Sensitivity analyses

For the primary analysis, procedural success (device de-
livery and reduction in regurgitation volume) was used to
dichotomize patients between successful vs failed PVL
reduction. Because the delivery procedure itself bears a sig-
nificant risk, we also performed a sensitivity analysis in which
technical success (device delivery vs no device delivery) was
used to dichotomize patients into treatment groups. This
analysis was believed necessary to better reflect the risk to
benefit ratio conferred by the attempted intervention alone.

Results

Search results

Initial searches of randomized controlled trials and non-
randomized studies retrieved 58 and 553 reports respectively,
most of which were on nonrelated topics. As shown in
Figure 1, the initial screening retrieved 68 unique reports. A
manual search of conference proceedings retrieved 1 addi-
tional report.'’ An important proportion of excluded reports
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Search strategy for
Randomized Controlled Trials:

Search strategy for
Nonrandomized Studies:

58 Reports identified in initial 553  Reports identified in initial
search search
56 Reports excluded 485 Reports excluded
(nonrelated topics) (nonrelated topics)

2 Reports selected for review |

‘ 68 Reports selected for review

\ |

68 Unique results

Pl

1  Secondary publication from
abstracts (manual search)

57 reports excluded:
.| * 32preliminary reports

7

“| « 16 methods report
* 9 substudies (same research group)

12 original contributions
included in the meta-analysis
(12 nonrandomized studies)

Figure 1. Flow diagram of eligible studies that compared successful vs failed procedures of transcatheter paravalvular leak reduction.

were abstracts. Additional reports were excluded because
procedural details and follow-up information were not avail-
able (n = 16). A total of 12 nonrandomized studies were
included in the systematic review. No randomized trials were
retrieved. The interabstracter agreement on study eligibility
was 100%.

Study characteristics

The characteristics of the study populations are shown in
Table 1. A total of 362 patients were included in the analysis,
with 213 men (59%) and 149 women (41%). The mean age
varied from 62 to 75 years. The primary indications for PVL
reduction were CHF (51%), hemolytic anemia (10%), or
both (39%). As shown by Society of Thoracic Surgeons scores
and logistic Euroscores, most patients were deemed poor
candidates for repeat surgery because of numerous previous
open-chest surgeries and multiple comorbid conditions (see
Supplemental Table S4 for study-specific inclusion/exclusion
criteria and surgical risk assessment). Despite the eventual
severity of symptoms, all procedures were performed elec-
tively, with no emergent interventions described.

Technical and procedural characteristics are summarized in
Table 2. PVL s were most frequently located at the mitral

position (70%). Mechanical and biological prostheses were
similarly represented. Aortic PVL reductions were most
frequently attempted using a retrograde approach (via the
femoral arteries), and the mitral PVL reductions were most
frequently attempted using an anterograde approach (via
transseptal puncture). In 31 patients with mitral PVL, the
reduction procedure was attempted using a transapical
approach. Globally, procedural success was achieved in 76.5%
of cases, ranging from 29.6% to 100%. Likewise, technical
success was achieved in 86.5% of cases, ranging from 62.5%
to 100% (Fig. 2A).

With respect to leak position, mitral transcatheter PVL
reduction was performed in 274 patients with a technical
success rate of 82.3% and a procedural success rate of 73.3%.
When information was available, authors reported success
rates of 100% in mitral leaks attempted via a transapical
approach, compared with technical and procedural success
rates of 78.4% and 66.4%, respectively, obtained in the
classical anterograde or retrograde approaches. Eighty-eight
patients underwent aortic procedures, with technical and
procedural success rates of 86.9% and 84.1%, respectively
(Fig. 2B).

Because no specific device is formally labelled for PVL
reduction, many devices of the Amplatzer occluders/plugs
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Table 2. Technical and procedural characteristics

Study

) Garcia-Borbolla  Nietlispach ’
Hein 2006 Cortes 2008'* Fernandez 2009'*  2010'®  Ruiz 2011°" Sorajja 2011°° Swaans 2012*° Boccuzzi 2013'" Noble 2013'” Smolka 2013 Smolka 2013** Cruz 2014'°

Characteristic (n =21) (n=27) (n=18) (n=5) (n = 43) (n = 126) (n=7) (n=12) (n = 56) (n=7) (n=7) (n = 33)

Technical successes vs 20 vs 1 17 vs 10 5vs3 5vs0 37 vs 6 115 vs 11 7 vs 0 12 vs 0 42 vs 14 15 vs 2 7 vs 0 31 vs2
failures (n)

Procedural successes vs 19 vs 2 8 vs 19 4 vs 4 5vs 0 35 vs 8 96 vs 30 7 vs 0 11 vs 1 40 vs 16 15 vs 2 7 vs 0 30 vs 3

failures (n)
Prosthesis position, n

Aortic 8 0 0 1 10 27 1 5 12 17 0 7
Mitral 13 27 8 4 33 99 6 7 44 0 7 26
Prosthesis type, n
Mechanical NR 27 1 15 49 4 2 50 11 4 32
Bioprosthesis 0 1 4 28 77 3 10 6 6 3 1
Total number of devices 26 17 7 6 57 156 7 NR 53 24 20 34
implanted
Device type
AVP-III 0 0 0 5 0 0 7 11 7 17 20 34
AVP-II 0 0 0 0 5 77 0 0 0 7 0 0
ADO 8 17 7 1 39 20 0 0 18 0 0 0
mVSD 13 0 0 0 11 10 0 0 28 0 0 0
ASO 5 0 0 0 2 12 0 1 0 0 0 0
Patients with >1 device 5 0 1 1 12 20 0 6 5 8 7 1
implanted, n
Approach, n
Retrograde NR 0 2 2 NR 32 0 NR 12 17 0 26
Anterograde 17 5 0 100 0 44 0 0 7
Transapical 0 0 4 13 7 0 0 7 0

ADO, Amplatzer Duct Occluder; ASO, Amplatzer Septum Occluder; AVP, Amplatzer Vascular Plug Occluder; mVSD, Amplatzer Muscular Ventricular Septum Defect Occluder; NR, not reported.
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A OVERALL SUCCESS RATES B MITRAL AND AORTIC SUCCESS RATES
100% 100%:7
90% - 90%
80% 86.5%
0% -
70% 76.5% 80%
60% 70% -
50% -
60% i
0% & Mitral Procedures
M Aortic Procedures
30% 50%
20%
40%
10%
0% 30%
Technical Procedural
u Failed 49 85 20% 5
& Successful 313 277

Procedural Success

Technical success

Figure 2. (A) Overall procedural and technical success rates. (B) Procedural and technical success rates in mitral and aortic paravalvular leaks.
Technical success is defined as successful delivery of a reduction device (irrespective of paravalvular leak reduction obtained); procedural success is
defined as delivery of a reduction device free of mechanical prosthesis interference and resulting in an immediate grade >1 regurgitation reduction.

A CARDIAC MORTALITY B IMPROVEMENT IN FUNCTIONAL CLASS OR HEMOLYSIS
Failed Successful Odds Ratio 0Odds Ratio Failed Successful 0Odds Ratio 0Odds Ratio
Clinical Studies: n/M n/M (95% Crl) (95% Crl) Clinical Studies: n/M n/M (95% Crl) (95% Crl)
Hein et al., 2006 2/2 3/19 —_— 0.028 (0.001 t0 0.532)  Hein et al., 2006 0/2 14/19 —e—> 16.21(2.118 t0 505.3)
Garcfa et al., 2009 0/4 0/4 ———e—— 0.084 (0.002 t0 5.239)  Cortés et al., 2008 4/19 7/8 —e—  17.89(3.753 t0 203.1)
Ruiz et al., 2011 1/8 0/35 ——| 0.039 (0.001 t0 0.883)  Garcia et al., 2009 2/4 3/4 T+ 7.057 (0.607 to 81.5)
Sorajja et al., 2011 3/30 9/96 —er—  0.708 (0.194t03.188)  Sorajja et al., 2011 12/30 64/96 - 3.655 (1.541 t0 9.12)
Boccuzzi et al., 2013 0/1 0/11 ——e——  0.064 (0.001t03.149)  Boccuzzi etal., 2013 1/1 9/11 —_—— 5.065 (0.083 to 55.88)
Smolka et al. (aortic), 2013 0/2 0/15 —=e——  0.066 (0.001 to 2.891)  Noble et al., 2013 2/16 27/40 —— 12.95 (3.811 to 73.83)
Cruzetal., 2014 0/3 0/30 —— 0.062 (0.001 to 2.55) Smolka et al. (aortic), 2013 0/2 13/15 —e—> 20.82(2.813 to 551.5)
Total 6/50 12/210 T 0.079 (0.005 to 0.901)  Total 21/74 137/193 —— 9.953 (2.097 to 66.73)
A A
0.001 120 0.01 1 500
Successful PVL  Failed PVL Failed PVL  Successful PVL
reduction better  reduction better reduction better  reduction better
C REPEAT SURGERY
Failed Successful Odds Ratio Odds Ratio

Clinical Studies: n/M n/M (95% Crl) (95% Crl)

Hein et al., 2006 1/2 2/19 —e— 0.095 (0.006 to 0.988)

Garcia et al., 2009 1/4 0/4 —_— 0.072 (0.002 to 1.033)

Ruiz et al., 2011 1/8 0/35 — 0.056 (0.002 to 0.58)

Sorajja et al., 2011 9/30 7/96 e 0.156 (0.055 to 0.444)

Boccuzzi et al., 2013 0/1 1/11 ——e—+— 0.145 (0.008 to 6.871)

Noble et al., 2013 6/16 7/40 —o—| 0.242 (0.071 to 0.935)

Smolka et al. (aortic), 2013 1/2 0/15 —_— 0.043 (0.001 to 0.441)

Cruzetal., 2014 2/3 0/30 —_— 0.023 (0.001 to 0.244)

Total 21/66 17/250 —— 0.084 (0.01 to 0.398)

A A
0.001 110

Failed PVL
reduction better

Successful PVL
reduction better

Figure 3. Forest plot for (A) cardiac mortality in a comparison of successful vs failed transcatheter paravalvular leak (PVL) reductions; (B) functional
class or hemolysis improvement in a comparison of successful vs failed transcatheter PVL reductions; and (C) repeat surgery requirements in a
comparison of successful vs failed transcatheter PVL reductions. Crl, credible interval; M, number of possible events.



Millan et al.
Successful vs Failed Paravalvular Leak Reduction

These results have important research and clinical appli-
cations because of the increasing use of this procedure,
nowadays applicable to even the highest-risk patients. In the
following years, the success rates associated with percutaneous
PVL reduction rates are expected to improve thanks to op-
erators beyond their learning curve with more developed
techniques available. Several studies included in this meta-
analysis support the transapical approach as an alternative
access method when anterograde transseptal or retrograde
transaortic approaches are unsuccessful or technically chal-
lenging (eg, septal or posterior locations for mitral PVL).
However, it is multimodality imaging and the possibility to
fuse different imaging techniques that make transcatheter PVL
reduction a safer and more successful procedure.’® The lack of
devices specifically designed for this purpose has been
repeatedly mentioned, but the use of more appropriate ap-
pliances as the Amplatzer Vascular Plug III, with its capability
to fit elliptical-shaped vascular structures, has allowed recent
success rates as high as 94%.'° Overall, the continuous
development of transcatheter PVL reduction provides the
potential to further advance this procedure.

The systematic review of the literature has highlighted
important disparities in the practice of this intervention on a
global scale: (1) the disagreement on the definition of success,
for which many studies focused on technical feasibilicy
regardless of the grade of PVL reduction achieved; (2) the
absence of standardized methods to quantify the severity of
PVL-related regurgitation with imaging; and (3) the variability
on outcomes assessment proven by the multiple definitions of
hemolysis improvement found among different studies. These
disparities would be best served by the creation of an academic
research consortium on the topic.

The incidence of PVL after surgical prosthesis implantation
has been known for years. Additionally, with the recent surge
in transcatheter aortic valve replacement and the upcoming
transcatheter mitral replacement PVL is likely to reach
epidemic proportions in the years to come. Therefore, trans-
catheter PVL reduction could expand importantly in settings
after the transcatheter procedure. In the Placement of Aortic
Transcatheter Valves (PARTNER) trial, for instance, signifi-
cant PVLs were present in 12% of patients and its presence
independently predicted long-term mortality.”®*

Limitations and future directions

Information on transcatheter PVL reduction is limited
because of small sample sizes, lack of randomized data, vari-
able report rates, incomplete follow-up, and single-centre
retrospective nature of the data. This meta-analysis was per-
formed by abstracting data at the group level not at a patient
level. However, authors were contacted for clarification when
important data could not be abstracted directly from the
report. Besides, reports regarding success rates and follow-up
outcomes depending on the principal indication interven-
tion (heart failure or hemolysis) were incomplete, and the
available data did not allow a description of clinical end points
according to the prosthetic valve attempted (aortic vs mitral)
or its approach (anterograde transseptal, retrograde transaortic,
or transapical). Because the procedural risk is low, technical
failure (addressed in the sensitivity analysis) would be theo-
retically comparable with medical treatment, but this option
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was not included in the current study design and has not been
specifically assessed.

The small numbers of studies precluded accurate estima-
tion of the between-study variance, which led to wide Crls
across most of the outcomes, reflecting the probabilistic un-
certainty of the point estimates reported. Our results should
be taken with caution and are not meant to direct medical
practice.

Results of the present study demonstrate the need for
additional research to expand the emerging techniques of PVL
reduction. Our data offer an unprecedented insight into the
possible benefits and risks associated with this intervention,
and raises several unanswered questions, such as the differ-
ential effect of PVL reduction in mitral vs aortic position and
the appropriate case selection or timing for intervention.

To further the PVL reduction, these important questions
must be addressed by the creation of a patient-level data
register and a PVL academic research consortium. An inter-
national patient-level data register would allow a better un-
derstanding of the patient population, including the
development of a risk score specific to patients with PVL.
Such consortium would permit the unification on reporting of
outcomes and clinical assessment and the design of future
clinical investigations.

Conclusions

Results of the current study suggest that successful trans-
catheter PVL reduction is associated with a reduction in car-
diac mortality and functional class improvement in patients
unsuitable for surgical correction. An appropriately designed
multicentre trial is needed to confirm our findings regarding
this technique and to evaluate its efficacy in other subsets of
patients, especially in high surgical risk patients, compared
with surgical correction or medical treatment.
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