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Abstract

Background Percutaneous mitral valve repair (PMVR) via MitraClip implantation is a therapeutic option for high-risk or
non-surgical candidates with severe mitral regurgitation (MR) and advanced stages of heart failure (HF). However, these
patients have a high mortality despite PMVR, and predictors for outcomes are not well established. Here, we evaluated inva-
sive hemodynamics, echocardiography parameters, and biomarkers to predict outcomes after PMVR in severe HF patients.
Methods Patients with reduced ejection fraction (EF) and severe and moderate-to-severe MR undergoing PMVR at our
centre between September 2009 and January 2016 were analysed retrospectively. Inclusion criteria were: left ventricular
EF <45%, preoperative right heart catheterization, successful MitraClip deployment (“technical success”), and follow-up
for at least 1 year after the procedure. Data from preoperative right heart catheterization, echocardiography, and biomarkers
were assessed. Primary endpoint was all-cause mortality at 1 year after PMVR. We performed univariate and multivariate
Cox regression analyses and generated a risk score to predict outcomes.

Results Of 174 patients with PMVR and severe HF, 79.9% had functional MR. Mean EF was 25% (17.2; 30.7) and advanced
New York Heart Association functional class was prevalent (class II: 13%; class III: 70%; and class IV: 17%). The cumula-
tive incidences of all-cause death were 6.9% and 17.8% at 30 days and 1 year, respectively. In the Cox multivariate model,
high-sensitive troponin T [hsTnT; hazard ratio (HR) 1.01; confidence interval (CI) 1.01-1.02; p <0.0001] and mixed venous
O,-saturation (HR 0.92; CI 0.89-0.96; p <0.0001) were found to significantly and independently predict outcomes. A simple
risk score including these two parameters was sufficient to discriminate between low- and high-risk patients (HR 7.22; CI
3.4-15.5; p<0.001).

Conclusion In a cohort of patients with severe HF undergoing PMVR, patients with elevated hsTnT and reduced mixed
venous O,-saturation carried the worst prognosis. A simple risk score including these two parameters may improve patient
selection and outcomes after PMVR.
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Introduction

In recent years, edge-to-edge percutaneous mitral valve
repair (PMVR) via MitraClip (Abbott Vascular, North
Chicago, Illinois, USA) implantation has emerged as a
therapeutic option for patients with severe mitral regur-
gitation (MR) and high surgical risk or judged as inop-
erable [1-5]. Recently, the first randomized controlled
study, the Endovascular Valve Edge-to Edge Repair Study
(EVEREST II), demonstrated that PMVR has a superior
safety compared to surgical mitral valve repair and simi-
larly improves clinical outcomes despite inferior clinical
efficacy [2]. Although the EVEREST patient cohort had
low-to-moderate surgical risk, older patients with multi-
ple comorbidities and heart failure (HF) are thought to
be particularly eligible for non-surgical techniques [6—8].
Of particular high risk for surgical operations are patients
with advanced stages of HF, who often display severe MR
[9-11]. However, patients with severe HF have a high mor-
tality with or without PMVR, and predictors for outcomes
after PMVR in these patients are not well established [3,
12]. Here, we evaluated invasive hemodynamics, echocar-
diography parameters, and cardiac biomarkers to predict
outcomes after PMVR in a single-centre cohort of severe
HF patients, consequently generating a risk score aiming
to improve future patient selection prior MitraClip implan-
tation in patients with severe HF.

Methods

The study conforms with the principles outlined in the Dec-
laration of Helsinki [13]. The study was performed in a
retrospective approach. The medical decision for MitraClip
implantation was provided by cardiologists and cardiac sur-
geons in the heart team [14, 15]. All patients were informed
about specific risks and alternatives of MitraClip therapy,
as well as the options for continued medical treatment and
high-risk surgical mitral valve repair and gave informed
written consent to the procedure. The study protocol was in
accordance with the local ethics committee.

Patient population

From September 2009 to January 2016, 339 consecutive
high surgical risk or non-surgical candidates with severe and
moderate-to-severe symptomatic MR were treated with the
MitraClip device at our institution. Of these, only patients
with complete invasive hemodynamic workup with right
heart catheterization and moderate-to-severely reduced left
ventricular (LV) function [ejection fraction (EF) <45%],
successful MitraClip deployment (technical success), and
follow-up until death or for at least 1 year after the proce-
dure were included in the present analysis (n=174; Fig. 1).
All patients were on stable (at least 4 months) optimized
individual target HF medication and were treated with per-
cutaneous coronary angioplasty and stent implantation,

Fig. 1 Study protocol. Flow
chart indicating reasons for
exclusion of patients from the
study. Only patients with suc-

339 patients subjected to
MitraClip procedure between
September 2009 and January 2016

cessful MitraClip deployment
(“technical success”), follow-up
until death or for at least 1 year
and complete hemodynamic

40 patients, in which no MitraClip was placed or no
sufficient reduction of mitral regurgitation was
achieved, so that the MitraClip was removed again

assessment were included in
the study

299 patients with successful MitraClip
implantation in the study period

20 patients lost to follow-up

4 patients with heart transplantation within 1 year

2 patients required surgical mitral valve replacement
1 patient with MitraClip in transplanted heart

1 year

272 patients with successful MitraClip
implantation and follow-up for at least

98 patients with incomplete work up (no invasive
hemodynamic measurements)

work up

174 patients with follow-up for at least
1 year and complete hemodynamic
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implantable cardioverter defibrillator (ICD), or cardiac
resynchronization therapy (CRT) devices prior MitraClip
implantation, if applicable. All patients met the following
inclusion criteria: (1) severe or moderate-to-severe MR; (2)
dyspnoea New York Heart Association (NYHA) functional
classes II-IV; and (3) reduced LV function. Patients either
presented LVEF <30% or an LVEF between 30 and 45%
combined with a high estimated surgical risk documented
by Society of Thoracic Surgeon’s (STS) score, logistic Euro-
SCORE, and EuroSCORE II. The main exclusion criteria
were morphological properties of the mitral valve that would
make successful MitraClip implantation unlikely or impos-
sible, as published previously [16].

Pre-interventional workup

Pre-interventional workup included the patient’s medical
history, careful clinical assessment, determining NYHA
class, and a 6-min walk test (6-MWT) [17]. Furthermore,
complete laboratory workup including high-sensitive tro-
ponin T (hsTnT), N-terminal-pro-brain-natriuretic peptide
(NT-proBNP), and serum creatinine was done in all patients
[18]. Glomerular filtration rate (GFR) was calculated using
the MDRD (Modification of Diet in Renal Disease) formula.
Mitral regurgitation and mitral valve morphology were
determined by transthoracic and transoesophageal echo-
cardiography (TTE and TEE), performed and assessed by
an experienced examiner unaware of the study [9, 19, 20].
LVEEF was estimated using the Simpson biplane method and
right atrial (RA) pressure was estimated by the diameter
of the inferior vena cava and its variability during inspira-
tion as described before [21-23]. MR was graded according
to the American Society of Echocardiography guidelines
[24]. Since the prevalence of restrictive leaflet motion and
eccentric MR in the study population was high, the method
of the proximal isovelocity surface area (PISA) for grad-
ing of MR was not employed. Effective regurgitation orifice
area (EROA) or regurgitation volume quantifying techniques
underestimate the severity of MR in highly eccentric jets of
mitral valve regurgitation [25] and may be inappropriate for
patients with functional MR [26]. This lack of quantitative
MR data may be limiting; however, MR was graded accord-
ing to current guidelines [24, 27] in a semi-quantitative man-
ner with colour Doppler and assessment of the width of the
vena contracta instead. Moreover, severity of MR was quan-
tified in each patient by invasive measurements in the cathlab
using LV angiogram, pulmonary artery (PA) pressure and
v-wave. Right heart catheterizations via a femoral venous
approach were performed in all included patients in a stable
and compensated condition before MitraClip implantation
to determine cardiac index, PA pressures and resistance and
mixed venous O,-saturation (mixed SO,). Cardiac index was
determined by saturation measurement according to the Fick

principle. Pulmonary artery pressures, pulmonary capillary
wedge pressure (PCWP), and right ventricular (RV) and RA
pressures were measured during breath hold in baseline over
at least three heart cycles [28, 29]. Mean pulmonary artery
pressure was calculated by integration of the pressure curve
by the Metek software (Metek GmbH, Roetgen, Germany).
Pulmonary artery resistance was derived from pulmonary
artery resistance = (mean PA pressure — PCWP)/cardiac
output. All shown data were taken from the latest available
visit for each patient before MitraClip implantation.

MitraClip implantation procedure and follow-up

MitraClip procedures were performed under general anaes-
thesia [30-32]—monitored by a cardiac anaesthesiologist—
and were guided by TEE and fluoroscopy in the cardiac cath-
eterization laboratory, as previously described [33]. In brief,
MitraClip system was introduced into the left atrium via
transseptal puncture and steered until it was aligned over the
origin of the regurgitant jet and advanced into the LV. The
mitral leaflets were grasped, and the device was closed to
approximate the leaflets. Grading criteria for postprocedural
MR were adapted from Foster et al. [34]. Applied parameters
comprised colour flow Doppler jet characteristics and pul-
monary vein flow patterns as well as vena contracta width.
Once the resulting MR reduction was deemed satisfactory,
the clip was deployed. A second clip was placed if the reduc-
tion of MR was inadequate. Intraprocedural anticoagula-
tion with heparin was adjusted to an activated clotting time
(ACT) of 250-300 s. Access site closure was achieved by
applying one ProGlide SH closure device (Abbott Vascular,
North Chicago, IL, USA) using the preclosure technique. All
patients received prophylactic antibiotic therapy for 3 days
after MitraClip implantation. Patients were transferred to
our intensive care, coronary care or advanced heart fail-
ure unit after the procedure (for at least 24 h). Post proce-
dure, patients were seen in our outpatient clinic at 1, 6, and
12 months after PMVR. Study endpoint was defined as death
from cardiovascular or non-cardiovascular cause. Technical,
device, and procedural success were defined according to
the Mitral Valve Academic Research Consortium (MVARC)
[35] (for details, see Suppl. Table).

Statistical methods

Continuous data are expressed as median values and 25%
and 75% percentiles (Q1; Q3). Categorical variables are
expressed as absolute numbers and percentages. Base-
line characteristics were compared between groups using
the Mann—Whitney test for quantitative variables and the
Chi-square test for qualitative variables. Survival data were
summarized by Kaplan—Meier survival curves and unad-
justed survival rates were compared using the log-rank
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test. Multivariable Cox regression using stepwise forward
selection was performed to analyse the influence of relevant
variables on 1-year (all-cause) mortality. Effects that proved
to be statistically significant in univariable analysis were
further subjected to multivariable Cox regression analysis.
Optimal cut-off values for hsTnT and mixed SO, were deter-
mined using a freely available online tool (Cutoff Finder;
http://molpath.charite.de/cutoff) [36]. It offers five methods
for cut-off determination from which we chose significance
of correlation with survival variable. The optimal cutoff is
defined as the point with the most significant log-rank test
split. As a complementary method, ROC (receiver operating
characteristic) curve analysis was performed using SPSS.
Proportion between hsTnT, mixed SOZ’ and post-interven-
tional MR grade was analysed by logistic regression. A
p <0.05 was considered statistically significant. Statistical
analyses were performed using the SPSS statistical software
package (SPSS Inc., IBM company, Chicago, IL, USA) and
GraphPad Prism (GraphPad Software, La Jolla, CA, USA).

Results
Patient population and procedural outcomes

From September 2009 to the end of January 2016 (study
period), a total of 339 patients underwent MitraClip proce-
dure (including demanding anatomies outside the EVEREST
criteria [16] very early on). In 40 of these patients (11.8%),
no MitraClip was placed or no sufficient MR reduction was
achieved, so that the MitraClip was removed again (technical
success at our centre 88.2%). As technical success was an
inclusion criterion for the present study, in all patients, the
deployment of the clip was successful (n=174; technical
success 100%; see Fig. 1 and Suppl. Table). Device success
was 94.3% and procedural success was 90.2% according to
MVARC [35]. Procedural data are summarized in the Suppl.
Table. Demographic and clinical characteristics of the 174
included patients are given in detail in Table 1. All patients
were highly symptomatic with a median walking distance
in the 6-MWT of only 305 m (210; 417) and with a median
NYHA class of 2.96 (£0.5; class II: 13%; class III: 70%;
and class IV: 17%), pointing to overall severe HF in these
patients. One-year follow-up was completed by 143 patients
(82.2%); 31 patients (17.8%) died within 1 year after Mitra-
Clip implantation. Short-term mortality at 30 days after
PMVR was 6.9% (12 patients).

Pre-procedural echocardiographic
and hemodynamic assessment

Careful assessment of standard echocardiographic
parameters was performed in all patients prior MitraClip
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implantation (Table 2). Of these, LV end diastolic and sys-
tolic diameters (LVESD, LVEDD) as well as highly impaired
LVEF [25% (17.2; 30.1)] constrain a severely impaired LV
function in patients undergoing PMVR. Furthermore, RV
function was highly decreased as shown by reduced longitu-
dinal RV shortening [tricuspid annular plane systolic excur-
sion (TAPSE); 1.32 cm (1.0; 1.6)] and enlarged RV and right
atrium (RA) (see Table 2). All patients who were analysed in
the present study underwent invasive hemodynamic assess-
ment before MitraClip implantation (Table 3). Severe hemo-
dynamic impairment was documented by elevated RA pres-
sure, systolic RV pressure, mean PA pressure, and PCWP.
Moreover, cardiac index [2.07 I/min/m? (1.75; 2.40)] and
mixed SO, [59% (52; 62)] were markedly reduced.

Cardiac biomarkers and renal function

Kidney function was reduced to a median GFR of 60.4 ml/
min (44.3; 74.5), measured by the MDRD formula. As
cardiac biomarkers, hsTnT as well as NT-proBNP were
measured. Whereas hsTnT was only slightly elevated (ref-
erence < 14 pg/ml; 14-50 pg/ml observational zone; >50 pg/
ml elevated) with a median of 29 pg/ml (17.7; 49.2), NT-
proBNP was markedly increased [4504 ng/l (1625; 10,725)],
reflecting severe HF in these patients. Other potential bio-
markers for HF were not tested in the present study [37-41].

Univariate analysis of predictors of mortality

To identify baseline risk factors for 1-year mortality, pre-
operatively assessed parameters from right heart catheteri-
zation and echocardiography, as well as clinical character-
istics and lab parameters were compared between patients
who died within 1 year after PMVR and those who did not
(Tables 1, 2, 3, 4). In these univariate analyses, we found
the absence of arterial hypertension (lower blood pres-
sure, possibly as an indicator of more advanced HF) and
higher NYHA functional class to be associated with 1-year
mortality, pointing to a more advanced HF in patients who
died within 1 year (Table 1). Although cardiac indices
were not significantly reduced in non-survivors, mixed
SO, was markedly lowered [59% (53; 64) vs. 51% (45;
60); p=0.002; Table 3]. Moreover, the cardiac biomarkers
NT-proBNP and hsTnT were strikingly increased in the
non-survivor group (Table 4). Of note, there was a trend
towards younger age in the patients who did not survive
1 year after PMVR. Comorbidities as coronary artery dis-
ease, diabetes or history of stroke were not significantly
different, only kidney function was reduced in the non-
survivor group (Table 4). Other risk factors validated in
different PMVR cohorts by others, as such as right ventric-
ular function (TAPSE) or atrial fibrillation were not signif-
icantly altered between survivors and non-survivors in our
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Table 1 Patients’ characteristics

Total (n=174) Survivors (n=143) Non-survivors (n=31) p value Hazard ratio (95% CI)

Age at implantation (a) 75.2 (64.9; 81.0) 76.9 (66.2; 82.3) 69.0 (59.8; 77.7) 0.083 0.978 (0.954/1.003)
Sex

Male 121 (69.5%) 101 (70.6%) 20 (64.5%) 0.536 1.261 (0.604/2.633)

Female 53 (30.5%) 42 (29.4%) 11 (35.5%)
NYHA class (I-1V) 2.96 (SD +0.50) 2.9 (SD+0.48) 3.23 (SD+0.53) 0.001* 3.525 (1.622/7.662)
6-MWT (m) 305 (210; 417) 306 (277; 362) 302 (200.5; 421) 0.887 1,000 (0.996/1.004)
STS score (%) 14.7 (6.2;22.7) 14.7 (6.2; 22.5) 13.5(6.2;25.5) 0.381 1.014 (0.983/1.045)
Log. EuroSCORE (%) 24.4 (15.4; 37.6) 23.8 (14.3; 37.0) 24.8 (20.5; 42.5) 0.311 1.009 (0.992/1.027)
EuroSCORE 1I (%) 5.7 (3.8; 11.6) 5.4 (3.6;11.2) 7.3 (4.7;13.6) 0.184 1.024 (0.998/1.061)
Etiology of MR 1.836 (0.643/5.255)

Degenerative 35 (20.1%) 31 (21.7%) 4 (12.9%) 0.256

Functional 139 (79.9%) 112 (78.3%) 27 (87.1%)
Functional MR? 0.6422 0.83 (0.379/1.819)

DCMP 65 (48.5%) 52 (47.7%) 13 (52%)

ICMP 69 (51.5%) 57 (52.3%) 12 (48%)
Device therapy

Pacemaker 10 (5.7%) 10 (7%)

ICD 39 (22.4%) 29 (20.3%) 10 (32.3%) 0.077 1.276 (0.974/1.673)

CRT 22 (12.5%) 15 (10.5%) 7 (22.6%) 0.040* 1.609 (0.449/2.051)
Heart failure medication

Betablocker 150 (86.0%) 125 (87.4%) 25 (80.6%) 0.817 1.186 (0.281/5.006)

ACE-I/ARB 146 (83.9%) 122 (85.3%) 24 (77.4%) 0.951 1.039 (0.313/3.449)

Aldosterone-antagonist 94 (54.0%) 79 (55.2%) 15 (48.4%) 0.916 0.960 (0.697/1.538)
CAD 0.256 0.749 (0.455/1.234)

No CAD 17 (9.8%) 11 (7.7%) 6 (19.4%)

CAD—not significant 57 (32.8%) 49 (34.3%) 8 (25.8%)

CAD—significant 100 (57.5%) 83 (58.0%) 17 (54.8%)
Atrial fibrillation 0.864 1.035 (0.697/1.538)

No AF 75 (43.1%) 62 (43.4%) 13 (41.9%)

Paroxysmal AF 36 (20.7%) 30 (21.0%) 6 (19.4%)

Permanent AF 63 (36.2%) 51 (35.7%) 12 (38.7%)
Hypertension 131 (75.3%) 112 (78.3%) 19 (61.3%) 0.049* 0.484 (0.235/0.998)
Hyperlipidemia 99 (56.9%) 84 (58.7%) 15 (48.4%) 0.306 0.692 (0.342/1.400)
Diabetes mellitus 51 (29.3%) 41 (28.7%) 21 (67.7%) 0.689 1.166 (0.549/2.477)
Stroke 24 (13.8%) 17 (11.9%) 7 (22.6%) 0.155 1.843 (0.794/4.278)
COPD 33 (19.0%) 28 (19.6%) 5(16.1%) 0.656 0.804 (0.309/1.095)
Malignant disease 18 (10.3%) 15 (10.5%) 3(9.7%) 0.852 0.893 (0.272/2.938)

All data were taken from before MitraClip implantation and follow-up was performed for 1 year after MitraClip. Patients were separated in
patients who survived the first year after the procedure (survivors) and patients who did not survive 1 year after MitraClip implantation (non-
survivors). Data are given as median (25-75 percentiles) or absolute number (%). Univariate analysis was performed using Cox regression

NYHA New York Heart Association, 6-MWT 6-min walk test, STS Society of Thoracic Surgeons, MR mitral regurgitation, DCMP dilative car-

diomyopathy, ICMP ischemic cardiomyopathy, /CD implantable cardioverter/defibrillator, CRT cardiac resynchronization therapy, ACE-I angio-
tensin conversing enzyme inhibitor, ARB angiotensin II receptor blocker, CAD coronary artery disease, AF atrial fibrillation, COPD chronic

obstructive pulmonary disease

*Bold text represents p values <0.05. Hazard ratio is given as 95% confidence interval (CI)

#Five patients were classified as “mixed etiology/other”

patient cohort. Whereas number of implanted clips was not
different between survivors and non-survivors (one single
clip was sufficient in 69.9% (survivors) vs. 67.7% (non-
survivors); p=0.765, [hazard ratio (HR) 1.122], we could

confirm data from others [42] that residual MR grade after
the procedure is important for outcome [1.2 (1; 1.5) (survi-
vors) vs. 1.5 (1; 2) (non-survivors); HR 1.831; p=0.033].
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Table 2 Data assessed by echocardiography

Total (n=174) Survivors (n=143) Non- survivors (n=31) p value Hazard ratio (95% CI)

LA diameter (mm) 49 (46; 54) 49 (46; 54) 49 (46; 55) 0.79 1.008 (0.953/1.065)
LVESD (mm) 47.5 (36; 58) 47 (36; 57) 51.5 (41.75; 64.25) 0.029* 1.030 (1.003/1.057)
LVEDD (mm) 59 (51;67) 59 (51;67) 60 (50; 68) 0.494 1.012 (0.979/1.045)
EF (%) 25 (17.25; 30.75) 25 (18.75; 30.75) 24.5 (15.75; 36.75) 0.837 1.004 (0.964/1.046)
MR (L.-III. grade) 2.76 (SD+0.39) 2.76 (SD+0.32) 2.76 (SD +0.40) 0.960 0.976 (0.372/2.557)
RA area (cm) 20.9 (16.4; 25.65) 20.45 (16.4; 25.6) 21.6 (17.1; 27.6) 0.974 1.001 (0.956/1.048)
TAPSE (cm) 1.32 (1; 1.61) 1.3 (1; 1.62) 1.4 (0.86; 1.6) 0.891 0.947 (0.432/2.077)
RV factor (mm) 33.21 (23.65; 38.72) 33.44 (23.99; 38.24) 32.43 (19.41; 39.64) 0.721 0.994 (0.961/1.028)
RV diameter (mm) 42 (37.58; 47.5) 42.5(37.5;47.5) 44.3 (37.7, 47.5) 0.757 1.007 (0.961/1.056)
RAP (mmHg) 10 (5; 15) 10 (5; 15) 15 (105 20) 0.045% 1.063 (1.001/1.129)
sPA pressure (mmHg) 52.5 (43; 62) 53 (43; 60) 50 (43; 66.5) 0.885 1.003 (0.975/1.032)
Vena cava diameter (mm) 21 (18; 26) 20 (18; 25.25) 23 (18.75; 26) 0.153 1.052 (0.981/1.128)
Vena cava variability 0.079 0.460 (0.194/1.095)

No 84 (48.3%) 65 (45.5%) 19 (61.3%)

Yes 65 (37.4%) 58 (40.6%) 7 (22.6%)

N/A 25 (14.4%) 20 (14.0%) 5(16.1%)
TR (I.-III. grade) 1.74 (SD +0.76) 1.7 (SD+0.75) 1.92 (SD+0.77) 0.212 1.405 (0.823/2.396)

All data were taken from before MitraClip implantation and follow-up was performed for 1 year after MitraClip. Patients were separated in
patients who survived the first year after the procedure (survivors) and patients who did not survive 1 year after MitraClip implantation (non-
survivors). Data are given as median (25-75 percentiles) or absolute number (%). Univariate analysis was performed using Cox regression

LA left atrium, LVESD left ventricular end systolic diameter, LVEDD left ventricular end systolic diameter, EF ejection fraction, MR mitral
regurgitation, RA right atrium, TAPSE tricuspid annular plane systolic excursion, RV right ventricle, RAP right atrial pressure, sPA systolic pul-
monary artery, TR tricuspid regurgitation

*Bold text represents p values <0.05. Hazard ratio is given as 95% confidence interval (CI)

Table 3 Invasive hemodynamic data

Total (n=174) Survivors (n=143) Non- survivors (n=31) p value Hazard ratio (95% CI)
Cardiac index (I/min/m?) 2.07 (1.75;2.4) 2.07 (1.77;2.4) 2.1(1.67;2.3) 0.999 0.999 (0.559/1.788)
Cardiac output (I/min) 3.8(3.1;4.8) 39(3.2;4.8) 3.5(2.8;4.6) 0.531 0.901 (0.651/1.248)
Mixed SO, (%) 59 (52; 64) 59 (53; 64) 51.5 (45; 60) 0.002* 0.947 (0.915/0.980)
mPA pressure (mmHg) 36 (30; 42) 35(28;42) 40 (35; 45) 0.176 1.027 (0.988/1.067)
RA pressure (mmHg) 11 (8; 15) 11 (8; 14) 13 (10; 18) 0.031* 1.083 (1.007/1.164)
sRV pressure (mmHg) 55 (45; 65) 55 (43; 65) 60 (50; 65) 0.191 1.017 (0.991/1.044)
dRV pressure (mmHg) 12 (8; 16) 12 (8; 16) 14 (10; 19) 0.052 1.077 (1.001/1.160)
PCWP (mmHg) 25 (19; 30) 25 (19; 30) 26 (22; 30) 0.253 1.023 (0.984/1.064)
TPG (mmHg) 10 (8; 14) 10 (8; 14) 10 (7; 15) 0.807 1.006 (0.958/1.057)
PAR (dynxsxcm™) 230 (152; 323) 213.5 (150; 328.5) 257.5 (168; 317) 0.977 1.000 (0.998/1.002)

All data were taken from before MitraClip implantation and follow-up was performed for 1 year after MitraClip. Patients were separated in
patients who survived the first year after the procedure (survivors) and patients who did not survive 1 year after MitraClip implantation (non-
survivors). Data are given as median (25-75 percentiles) or absolute number (%). Univariate analysis was performed using Cox regression

Mixed SO, mixed venous O,-saturation, mPA mean pulmonary artery, RA right atrium, sRV end-systolic right ventricular, dRV end-diastolic
right ventricular, PCWP pulmonary capillary wedge pressure, TPG transpulmonary gradient, PAR pulmonary artery resistance

*Bold text represents p values <0.05. Hazard ratio is given as 95% confidence interval (CI)

Multivariate analysis of predictors of mortality

Parameters that proved to be statistically significant in
univariate analysis were further subjected to Cox propor-
tional hazards analysis. Tested parameters were: LVESD,
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NYHA class, renal function, NT-proBNP, hsTnT, RA pres-
sure measured by catheter and mixed SO,. In this anal-
ysis, the best predictors of all-cause mortality at 1 year
were hsTnT (p=0.001; HR 1.012; Fig. 2) and mixed SO,
(p=0.008; HR 0.945; Fig. 3). When procedural data that
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Table 4 Renal function and cardiac biomarkers

Total (n=174) Survivors (n=143) Non-survivors (n=31) p value Hazard ratio (95% CI)
Creatinine (mg/dl) 1.17 (0.9; 1.55) 1.15(0.89; 1.51) 1.31 (1.05; 1.95) 0.1 1.192 (0.967/1.469)
GFR (ml/min) 60.42 (44.35; 74.49) 62.83 (45.52; 76.08) 50.56 (32.77; 62.57) 0.027* 0.983 (0.969/0.998)
hsTnT (pg/ml) 29 (17.75; 49.25) 25 (165 43) 76 (30; 110) <0.001* 1.01 (1.006/1.013)
NT-proBNP (ng/1) 4504 (1625; 10,725) 3507 (1472; 8725) 8775 (5298; 18,103) 0.002%* 1.011 (1.004/1.017)

All data were taken from before MitraClip implantation and follow-up was performed for 1 year after MitraClip. Patients were separated in
patients who survived the first year after the procedure (survivors) and patients who did not survive 1 year after MitraClip implantation (non-
survivors). Data are given as median (25-75 percentiles) or absolute number (%). Univariate analysis was performed using Cox regression

GFR glomerular filtration rate calculated by MDRD (modification of diet in renal disease) formula, hsTnT high sensitive Troponin T, N7-

proBNP N-terminal pro-brain natriuretic peptide

*Bold text represents p values < 0.05. Hazard ratio is given as 95% confidence interval (CI)

a Cutoff validation for high-sensitive troponin T
. Non- . Hazard
Survivors . Survival -

hsTnT [pg/mli] survivors p value ratio

(n=140) (n=31) (%) (95% Cl)

<75 127 ©0.7%) | 15 4s.a%) | 89.4Y% 7.56

(90.7%) (48.4%) % <0.001*

275 13 @3%) | 16 (s1.6%) | 44.8% (3.72/15.34)
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Fig.2 High-sensitive Troponin T (hsTnT) as predictor of 1-year mor-
tality. a hsTnT was measured prior MitraClip implantation. Patients
were separated into two groups: patients with hsTnT <75 pg/ml and
patients with hsTnT>75 pg/ml. Groups were separated for patients
who survived the first year after MitraClip implantation (survi-
vors) and patients who did not (non-survivors). Survival rates are
given for both groups. Differences in survival between patients with
hsTnT <75 pg/ml and hsTnT >75 pg/ml were tested by the log-rank
test; p value and 95% confidence interval (CI) are given. b Kaplan—
Meier estimated curve stratified for hsTnT. One-year survival of
patients after MitraClip with pre-interventional serum hsTnT <75 pg/
ml (black curve; n=142) is compared to 1-year survival of patients
with serum hsTnT >75 pg/ml (red curve; n=29). Vertical bars repre-
sent censored events

were significantly different between survivors and non-
survivors (MR grade post MitraClip, intraprocedural com-
plications, see Suppl. Table) were additionally included in
the multivariant Cox regression analysis, hsTnT and mixed
SO, remained the strongest predictors for 1-year survival

a Cutoff validation for mixed venous O,-saturation
survivors | N°™ | survival IREPZIRE
Mixed SO, [%] survivors p value ratio
(n=139) (n=28) (%) (95% Cl)
<55 38 (27.1%) | 18 (64.3% 67.99 4.08
(27.1%) (64.3%) % <0.001*
255 101 (72.9%) [ 10 (35.7%) 91% (1.882/8.884)
b Cutoff: mixed SO,
100+ i
—— mixed SO, <55%
_ 804 - mixed SO, >55%
2
£ 604
[z
G 40
<4
)
o 204
0 T T T 1
0 100 200 300 400
Time after MitraClip (d)
Patients 111 106 105 103 101
atrisk gg 48 47 41 39

Fig.3 Mixed venous O,-saturation (mixed SO,) as predictor of
1-year mortality. a Mixed SO, was measured by right heart cath-
eterization prior MitraClip implantation. Patients were separated into
two groups: patients with mixed SO, >55% and patients with mixed
SO, <55%. Groups were separated for patients who survived the first
year after MitraClip implantation (survivors) and patients who did not
(non-survivors). Survival rates are given for both groups. Differences
in survival between patients with mixed SO,>55% and <55% were
tested by the log-rank test; p value and 95% confidence interval (CI)
are given. b Kaplan-Meier estimated curve stratified for mixed SO,.
One-year survival of patients after MitraClip with pre-interventional
mixed SO,>55% measured by right heart catheterization (black
curve; n=111) is compared to 1-year survival of patients with mixed
SO, <55% (red curve; n=56). Vertical bars represent censored events

after MitraClip procedure after stepwise forward selection
(hsTnT: HR 1.0129; p <0.0001; mixed SO,: HR 0.9238;
p <0.0001). To further define the clinical relevance of
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these findings, cut-off values for mixed SO, and hsTnT
were determined as follows.

Cut-off values for hsTroponin T and mixed venous
0,-saturation

We used an online tool to determine cut-off values pub-
lished by Budczies and colleagues [36], based on a bun-
dle of parameters as such as the distribution of the distinct
parameter in the sample cohort, and the correlation with
survival. Thereby, we determined optimal cut-off values for
hsTnT and mixed SO, (see Figs. 2, 3). By doing so, we
found the best cut-off value for hsTnT >75 pg/nl (HR 7.6;
CI 3.7-15.3; p<0.001). The best cut-off value for mixed
SO, was <55% (HR 4.1; CI 1.8-8.9; p<0.001). When
we performed conventional ROC curve analysis, similar
results for hsTnT (cutoff >75 ng/l; AUC 0.766; p <0.001;
sensitivity 50%; specificity 91.2%) and mixed SO, (cut-
off <55%; AUC 0.730; p <0.001; sensitivity 75%; speci-
ficity 70%) were found. At Kaplan—Meier analysis, 1-year
survival was 89% in patients with hsTnT <75 pg/nl vs. 45%
in patients with hsTnT >75 pg/nl (log rank p <0.001) and
91% in patients with mixed SO, >55% vs. 68% in patients
with mixed SO, <55% (log rank p <0.001). Of note, neither
hsTnT nor mixed SO, were related to post-interventional
MR grade [hsTnT: odds ratio (OR) 1.0048; confidence inter-
val (CI) 0.9928-1.0169; p =0.4385; mixed SO,: OR 0.9789;
CI0.9321 —1.0820; p=0.3924], demonstrating that albeit
a clear correlation to survival, those parameters were not
related to device success.

A novel score system to predict mortality

We applied these cut-off values to create a novel simple
risk score for patients with severe HF undergoing PMVR.
Based on the cut-off values for hsTnT and mixed SO,, risk
groups were defined as follows: “low risk”: hsTnT <75 pg/
ml and mixed SO, >55%; “high risk”: hsTnT >75 pg/ml
and/or mixed SO, < 55%. This risk score identified patients
at risk for mortality within 1 year with a sensitivity of 80%
and a specificity of 61.5%, resulting in a positive predictive
value of 30.4% and a negative predictive value of 93.6%. At
Kaplan—-Meier analysis, 1-year survival was 95.8% in “low
risk” patients and only 66.6% in “high risk” patients (Fig. 4).
Patients who met both criteria (hsTnT >75 pg/ml and mixed
SO, <55%) had an even lower 1-year survival of only 20%.

Discussion
Functional moderate-to-severe or severe MR is a frequent

finding in HF patients and comprises independent prog-
nostic relevance [8, 11, 43]. Percutaneous edge-to-edge
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Fig.4 Scoring system for risk stratification after MitraClip in
severe heart failure patients. Patients were classified as follows: low
risk (n=95): high-sensitive Troponin T (hsTnT)<75 pg/ml and
mixed venous O,-saturation (mixed SO,)>55%; high risk (n=72)
hsTnT>75 pg/ml and/or mixed SO, <55%. a Numbers of patients
and survival rates in low- and high-risk groups. Differences in sur-
vival between groups were tested by the log-rank test; p value and
95% confidence interval (CI) are given. b Kaplan-Meier estimated
1-year survival of patients after MitraClip, stratified for low and high
risks. Vertical bars represent censored events. Survival is compared
between the two groups using log-rank test. *p <0.001

mitral valve repair with MitraClip implantation has
emerged as a low-risk treatment option especially in
patients with HF, resulting in improved quality of life
and reduced symptoms [9, 20, 44, 45]. Prospective ran-
domized data on hard clinical endpoints (mortality and
HF rehospitalisation) in patients with severe MR and HF
treated with a MitraClip are awaited in the near future.
To our best knowledge, there is limited data on param-
eters for pre-interventional risk assessment in severe HF
patients undergoing MitraClip implantation. The pre-
sent study shows, for the first time, that a mixed venous
O,-saturation (mixed SO,) < 55%, measured by right heart
catheterization, is a strong and independent predictor of
outcomes in patients with severe HF and higher grade
MR undergoing PMVR via MitraClip. Moreover, we dem-
onstrate that a simple score system based on mixed SO,
and a cardiac biomarker (hsTnT) may predict outcome
in this particular patient population with severe HF and
moderate-to-severe or severe MR. Although our study
was performed in a small and dedicated patient cohort at
a single centre, our results may help to identify MitraClip
candidates at exceptional risk.
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Mitral valve repair in a severe heart failure
population

The degree of severe HF in the present study is unique
compared to previously published results in EVEREST 11,
TRAMI, ACCESS-EU, TCVT, and GRASP [2, 46-49].
The average EF in our study population was 25%, and
65.3% showed an EF <30%. In the EVEREST II trial the
average EF in the MitraClip group was 60%, in ACCESS-
EU approximately 1/3 of patients had an EF <30%, and in
TRAMI one-third of patients revealed an EF >50% [46,
47, 49]. Current guidelines recommend MitraClip therapy
for patients with high surgical risk remaining symptomatic
under optimal medical therapy only with an IIB recommen-
dation [6]. However, due to the high surgical risk in HF
patients with functional MR, MitraClip is predominantly
considered for this group. As such, 79.9% of our overall
study population had secondary, functional MR, which is
comparable to TRAMI (71.3%) and ACCESS-EU (77.1%);
in EVEREST II only 27.0% had functional MR [2]. When
we applied data analysis only to the functional MR subgroup
(data not shown), we obtained comparable results for hsTnT
and mixed SO,. A separate analysis for the primary MR
group (n=35) was not performed due to the small number
of patients. However, as the latter patients also displayed
severe HF, comparable results may be hypothesized. Overall,
the analysed patients in our current study presented with
true severe HF, further advanced compared to previously
published results [2, 46—48]. Our data were compiled to
establish a risk score for this specific patient group.

Predictors of 1-year survival

Overall 1-year mortality in our study population was 17.8%.
Interestingly, despite severe HF in our patient population,
the mortality was comparable to 15.8% after an average of
310 days in a recently published meta-analysis from 16 trials
including 2980 patients undergoing MitraClip implantation
[50]. Furthermore, 1-year mortality was 20.3% in TRAMI,
15.3% in TCVT, and 17.3% in ACCESS-EU, as such all
comparable to our results [42, 47, 49].

In univariate analysis, the following parameters could
differentiate survivors and non-survivors: NYHA class,
LVESD, RA pressure, NT-proBNP, hsTnT (higher values
associated with non-survivors), GFR, mixed SO, (lower val-
ues associated with non-survivors) as well as CRT, absence
of arterial hypertension and procedural failure measured
by immediate MR grade after the procedure (all associated
with non-survivors). The latter strongly predicted outcomes
after MitraClip in, e.g., the TRAMI registry, and we could
confirm this relevance in our study. However, MR grade was
not among the strongest predictors in our hands. The result
that CRT was more frequent in the non-survivor group could

be a potential confounder of the study, although all patients
with indication to guidelines were implanted prior MitraClip
implantation.

In accordance with the literature, non-survivors showed
higher NYHA class [42, 51, 52]. However, in contrast to the
previous studies, parameters as such as surgical risk scores
(STS score, logistic EuroSCORE, or EuroSCORE 1) [51,
53-55], LVEF [42], PA pressures, transpulmonary gradients
or pulmonary resistance [56, 57], and tricuspid regurgitation
[42] or TAPSE [53] were not predictive for 1-year survival
in our severe HF patients. These findings implicate that in
patients with severe HF, a specifically tailored risk stratifi-
cation prior PMVR needs to be applied. Regarding cardiac
biomarkers, NTpro-BNP, and hsTnT were both predictive in
univariate analysis in accordance with the previous literature
[58]. Prior to the present study, the predictive capacity of
hemodynamics prior to MitraClip implantation was unclear,
as hemodynamic evaluation is not routinely performed in all
centres. In our patient population, due to severe HF, hemo-
dynamics were severely worsened with an average cardiac
index of 2.07 I/min/m?. However, the only highly predictive
parameter measured by right heart catheter was mixed SO,,
with low values associated with higher mortality.

Development of a novel risk score

We could demonstrate that, among the tested parameters,
hsTnT and mixed SO, revealed the highest predictive capac-
ity in our population in multivariate analysis. Why are these
parameters so important? Cardiac troponins are components
of the thin filament of the sarcomere and are released in car-
diac diseases due to a number of putative pathomechanisms
including volume overload, biventricular strain, myocardial
ischaemia, and an increased rate of myocardial cell turnover
with cell death or apoptosis [59-62]. For hsTnT, already
concentrations near the 99th percentile value predicted risk
of death or hospitalisation for HF [63]. Reduced mixed SO,
in HF patients reflects the fact that the cardiac output is
insufficient to meet systemic requirements and was shown
to be predictive in severe HF [64, 65]. Thus, altered hsTnT
and mixed SO, in our patient cohort may simply reflect the
severity of HF in the patients at risk.

Using the combination of both parameters appears to be
an attractive risk score for patients with severe HF undergo-
ing MitraClip procedure, reflected by the high negative pre-
dictive value of 93.6%. This underscores that patients with
low hsTnT and high mixed SO, may be optimal candidates
and possibly implies that an early procedure for non-surgical
candidates should be performed before deterioration. Iden-
tification of patients at high risk with this simple risk score,
in combination with modern concepts of HF patient care,
e.g., heart nurse and/or ambulant hemodynamic monitoring
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[66—68], could help to direct a personalized therapy to
patients with severe MR and severe HF.

Conclusion

In summary, we have compiled a novel risk score for pre-
interventional assessment of patients with moderate-to-
severe or severe MR and severe HF undergoing MitraClip
therapy. The score combines the biomarker hsTnT and
mixed SO, derived from right heart catheterization. Future
studies should clarify if patients at high risk may benefit
from intensified post-interventional and post-discharge care
or if the risk score may help to avoid futile invasive interven-
tions or to better select patients with severe HF who benefit
from PMVR interventions at earlier stages of the disease.

Limitations

The data were retrieved from a single centre in a retrospec-
tive approach and data calculation was not realized by a
core lab. MR grading was performed by a semi-quantitative
method and not by EROA and PISA quantification. Further-
more, altogether 20 patients (of 299) were lost to follow-up
during the 1-year study period. However, our retrospective
study comprises the first larger series of patients with true
severe HF undergoing MitraClip implantation and thor-
ough statistical testing was deployed to avoid overfitting.
Furthermore, the score includes mixed SO, derived from
invasive hemodynamics, as such the presented risk score is
only applicable in patients undergoing right heart catheteri-
zation. Another limitation of the study is that we focused
only on severe HF patients, whereas the variables could also
predict outcome in an overall population of MitraClip can-
didates. Finally, this study was performed in a dedicated
patient cohort, and, to produce more substantial data, the
novel risk score needs to be validated prospectively in an
independent patient population.

Acknowledgements We thank Tanja Proctor, M.Sc. (Institute for
Medical Biometry and Medical informatics, University of Heidelberg,
Heidelberg, Germany) for statistical advice and review.

Funding None.

Compliance with ethical standards

Conflict ofinterest S. T. P., R. B., and P. W. R. received speaker hono-
raria from Abbott Vascular. M. M. K., N. G, R. B,, and P. W. R. are
investigators in the RESHAPE-HF (A Randomized Study of the Mi-
traClip Device in Heart Failure Patients With Clinically Significant
Functional Mitral Regurgitation) study. S.P. received research grants
from Abbott. All other authors have no conflicts of interest to disclose.

@ Springer

References

1. Feldman T, Foster E, Glower DD, Kar S, Rinaldi MJ, Fail PS,
Smalling RW, Siegel R, Rose GA, Engeron E, Loghin C, Trento
A, Skipper ER, Fudge T, Letsou GV, Massaro JM, Mauri L,
Investigators EI (2011) Percutaneous repair or surgery for mitral
regurgitation. N Engl J Med 364(15):1395-1406. https://doi.
org/10.1056/NEJMoal1009355
2. Feldman T, Kar S, Elmariah S, Smart SC, Trento A, Siegel RJ,
Apruzzese P, Fail P, Rinaldi MJ, Smalling RW, Hermiller JB,
Heimansohn D, Gray WA, Grayburn PA, Mack MJ, Lim DS,
Ailawadi G, Herrmann HC, Acker MA, Silvestry FE, Foster E,
Wang A, Glower DD, Mauri L, Investigators EI (2015) Rand-
omized comparison of percutaneous repair and surgery for mitral
regurgitation: 5-year results of EVEREST II. ] Am Coll Cardiol
66(25):2844-2854. https://doi.org/10.1016/j.jacc.2015.10.018
3. Schueler R, Ozturk C, Sinning JM, Werner N, Welz A, Ham-
merstingl C, Nickenig G (2017) Impact of baseline tricuspid
regurgitation on long-term clinical outcomes and survival after
interventional edge-to-edge repair for mitral regurgitation. Clin
Res Cardiol Off J Ger Card Soc 106(5):350-358. https://doi.
org/10.1007/s00392-016-1062-1
4. Ledwoch J, Franke J, Lubos E, Boekstegers P, Puls M, Ouarrak
T, von Bardeleben S, Butter C, Schofer J, Zahn R, Ince H, Sen-
ges J, Sievert H (2018) Prognostic value of preprocedural 6-min
walk test in patients undergoing transcatheter mitral valve repair-
insights from the German transcatheter mitral valve interventions
registry. Clin Res Cardiol Off J Ger Card Soc 107(3):241-248.
https://doi.org/10.1007/s00392-017-1177-z
5. Iliadis C, Lee S, Kuhr K, Metze C, Matzik AS, Michels G,
Rudolph V, Baldus S, Pfister R (2017) Functional status and
quality of life after transcatheter mitral valve repair: a prospec-
tive cohort study and systematic review. Clin Res Cardiol Off J
Ger Card Soc 106(12):1005-1017. https://doi.org/10.1007/s0039
2-017-1150-x
6. Baumgartner H, Falk V, Bax JJ, De Bonis M, Hamm C, Holm PJ,
Tung B, Lancellotti P, Lansac E, Rodriguez Munoz D, Rosenhek
R, Sjogren J, Tornos Mas P, Vahanian A, Walther T, Wendler O,
Windecker S, Zamorano JL, Group ESCSD (2017) 2017 ESC/
EACTS guidelines for the management of valvular heart disease.
Eur Heart J 38(36):2739-2791. https://doi.org/10.1093/eurheartj/
ehx391
7. Wengenmayer T, Reinohl J, Steinfurt J, Mittag A, Bode C, Bier-
mann J (2017) Implantation of CARILLON((R)) mitral con-
tour system with transvenous left ventricular lead in place. Clin
Res Cardiol Off J Ger Card Soc 106(10):796-801. https://doi.
org/10.1007/s00392-017-1121-2
8. Wallenborn J, Stork S, Herrmann S, Kukuy O, Fette G, Puppe F,
Gorski A, Hu K, Voelker W, Ertl G, Weidemann F (2016) Preva-
lence of severe mitral regurgitation eligible for edge-to-edge
mitral valve repair (MitraClip). Clin Res Cardiol Off J Ger Card
Soc 105(8):699-7009. https://doi.org/10.1007/s00392-016-0975-z
9. Geis N, Raake P, Lewening M, Mereles D, Chorianopoulos E,
Frankenstein L, Katus HA, Bekeredjian R, Pleger ST (2017)
Percutaneous repair of mitral valve regurgitation in patients with
severe heart failure: comparison with optimal medical treatment.
Acta Cardiologica. https://doi.org/10.1080/00015385.2017.14012
75
10. Orban M, Orban M, Braun D, Nabauer M, Massberg S, Hausleiter
J (2017) Transcatheter edge-to-edge mitral valve repair in heart
failure. Minerva Cardioangiologica 65(3):314-320. https://doi.
org/10.23736/S0026-4725.16.04287-0
11. Patel JB, Borgeson DD, Barnes ME, Rihal CS, Daly RC, Redfield
MM (2004) Mitral regurgitation in patients with advanced systolic
heart failure. J Card Fail 10(4):285-291


https://doi.org/10.1056/NEJMoa1009355
https://doi.org/10.1056/NEJMoa1009355
https://doi.org/10.1016/j.jacc.2015.10.018
https://doi.org/10.1007/s00392-016-1062-1
https://doi.org/10.1007/s00392-016-1062-1
https://doi.org/10.1007/s00392-017-1177-z
https://doi.org/10.1007/s00392-017-1150-x
https://doi.org/10.1007/s00392-017-1150-x
https://doi.org/10.1093/eurheartj/ehx391
https://doi.org/10.1093/eurheartj/ehx391
https://doi.org/10.1007/s00392-017-1121-2
https://doi.org/10.1007/s00392-017-1121-2
https://doi.org/10.1007/s00392-016-0975-z
https://doi.org/10.1080/00015385.2017.1401275
https://doi.org/10.1080/00015385.2017.1401275
https://doi.org/10.23736/S0026-4725.16.04287-0
https://doi.org/10.23736/S0026-4725.16.04287-0

Clinical Research in Cardiology (2019) 108:375-387

385

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

Schwencke C, Bijuklic K, Ouarrak T, Lubos E, Schillinger W, Pli-
cht B, Eggebrecht H, Baldus S, Schymik G, Boekstegers P, Hoff-
mann R, Senges J, Schofer J (2017) Impact of cardiac comorbidi-
ties on early and 1-year outcome after percutaneous mitral valve
interventions: data from the German transcatheter mitral valve
interventions (TRAMI) registry. Clin Res Cardiol Off J Ger Card
Soc 106(4):249-258. https://doi.org/10.1007/s00392-016-1044-3
World Medical A (2013) World Medical Association Declara-
tion of Helsinki: ethical principles for medical research involv-
ing human subjects. JAMA 310(20):2191-2194. https://doi.
org/10.1001/jama.2013.281053

O’Gara PT, Grayburn PA, Badhwar V, Afonso LC, Carroll JD,
Elmariah S, Kithcart AP, Nishimura RA, Ryan TJ, Schwartz A,
Stevenson LW (2017) 2017 ACC expert consensus decision path-
way on the management of mitral regurgitation: a report of the
american college of cardiology task force on expert consensus
decision pathways. J Am Coll Cardiol 70(19):2421-2449. https
://doi.org/10.1016/j.jacc.2017.09.019

Kim WK, Blumenstein J, Liebetrau C, Rolf A, Gaede L, Van Lin-
den A, Arsalan M, Doss M, Tijssen JGP, Hamm CW, Walther
T, Mollmann H (2017) Comparison of outcomes using balloon-
expandable versus self-expanding transcatheter prostheses accord-
ing to the extent of aortic valve calcification. Clin Res Cardiol Off
J Ger Card Soc 106(12):995-1004. https://doi.org/10.1007/s0039
2-017-1149-3

Feldman T, Wasserman HS, Herrmann HC, Gray W, Block PC,
Whitlow P, St Goar F, Rodriguez L, Silvestry F, Schwartz A, San-
born TA, Condado JA, Foster E (2005) Percutaneous mitral valve
repair using the edge-to-edge technique: six-month results of the
EVEREST phase I clinical trial. ] Am Coll Cardiol 46(11):2134—
2140. https://doi.org/10.1016/j.jacc.2005.07.065

Legrand M, Ludes PO, Massy Z, Rossignol P, Parenica J, Park
1], Ishihara S, AlHabib KF, Maggioni A, Miro O, Sato N, Cohen-
Solal A, Fairman E, Lassus J, Harjola VP, Mueller C, Peacock
FW, Choi DJ, Plaisance P, Spinar J, Kosiborod M, Mebazaa A,
Gayat E, Network G, Network I-C (2018) Association between
hypo- and hyperkalemia and outcome in acute heart failure
patients: the role of medications. Clin Res Cardiol Off J Ger Card
Soc 107(3):214-221. https://doi.org/10.1007/s00392-017-1173-3
Schroten NF, Damman K, Valente MA, Smilde TD, van Veld-
huisen DJ, Navis G, Gaillard CA, Voors AA, Hillege HL (2016)
Long-term changes in renal function and perfusion in heart fail-
ure patients with reduced ejection fraction. Clin Res Cardiol Off
J Ger Card Soc 105(1):10-16. https://doi.org/10.1007/s0039
2-015-0881-9

Hammoudi N, Laveau F, Helft G, Cozic N, Barthelemy O, Cec-
caldi A, Petroni T, Berman E, Komajda M, Michel PL, Mallet A,
Le Feuvre C, Isnard R (2017) Low level exercise echocardiogra-
phy helps diagnose early stage heart failure with preserved ejec-
tion fraction: a study of echocardiography versus catheterization.
Clin Res Cardiol Off J Ger Card Soc 106(3):192-201. https://doi.
org/10.1007/s00392-016-1039-0

Pleger ST, Schulz-Schonhagen M, Geis N, Mereles D, Choriano-
poulos E, Antaredja M, Lewening M, Katus HA, Bekeredjian R
(2013) One year clinical efficacy and reverse cardiac remodelling
in patients with severe mitral regurgitation and reduced ejection
fraction after MitraClip implantation. Eur J Heart Fail 15(8):919—
927. https://doi.org/10.1093/eurjhf/hft046

Greiner S, Jud A, Aurich M, Hess A, Hilbel T, Hardt S, Katus
HA, Mereles D (2014) Reliability of noninvasive assessment of
systolic pulmonary artery pressure by Doppler echocardiogra-
phy compared to right heart catheterization: analysis in a large
patient population. ] Am Heart Assoc. https://doi.org/10.1161/
JAHA.114.001103

Chan KL, Currie PJ, Seward JB, Hagler DJ, Mair DD, Tajik
AJ (1987) Comparison of three Doppler ultrasound methods in

23.

24.

25.

26.

217.

28.

29.

30.

31.

32.

the prediction of pulmonary artery pressure. J] Am Coll Cardiol
9(3):549-554

Rudski LG, Lai WW, Afilalo J, Hua L, Handschumacher MD,
Chandrasekaran K, Solomon SD, Louie EK, Schiller NB (2010)
Guidelines for the echocardiographic assessment of the right
heart in adults: a report from the American Society of Echocar-
diography endorsed by the European Association of Echocardi-
ography, a registered branch of the European Society of Cardiol-
ogy, and the Canadian Society of Echocardiography. J Am Soc
Echocardiogr Off Publ Am Soc Echocardiogr 23(7):685-713.
https://doi.org/10.1016/j.echo.2010.05.010

Zoghbi WA, Enriquez-Sarano M, Foster E, Grayburn PA, Kraft
CD, Levine RA, Nihoyannopoulos P, Otto CM, Quinones MA,
Rakowski H, Stewart WJ, Waggoner A, Weissman NJ, Ameri-
can Society of E (2003) Recommendations for evaluation of
the severity of native valvular regurgitation with two-dimen-
sional and Doppler echocardiography. J Am Soc Echocardiogr
Off Publ Am Soc Echocardiogr 16(7):777-802. https://doi.
org/10.1016/S0894-7317(03)00335-3

Simpson IA, Shiota T, Gharib M, Sahn DJ (1996) Current status
of flow convergence for clinical applications: is it a leaning
tower of “PISA”? J Am Coll Cardiol 27(2):504-509

Grayburn PA, Carabello B, Hung J, Gillam LD, Liang D, Mack
MJ, McCarthy PM, Miller DC, Trento A, Siegel RJ (2014)
Defining “severe” secondary mitral regurgitation: emphasizing
an integrated approach. J] Am Coll Cardiol 64(25):2792-2801.
https://doi.org/10.1016/j.jacc.2014.10.016

Nishimura RA, Otto CM, Bonow RO, Carabello BA, Erwin JP
III, Guyton RA, O’Gara PT, Ruiz CE, Skubas NJ, Sorajja P,
Sundt TM III, Thomas JD, American College of Cardiology/
American Heart Association Task Force on Practice G (2014)
2014 AHA/ACC guideline for the management of patients with
valvular heart disease: a report of the American College of Car-
diology/American Heart Association Task Force on practice
guidelines. ] Am Coll Cardiol 63(22):e57-e185. https://doi.
org/10.1016/j.jacc.2014.02.536

Ishihara S, Gayat E, Sato N, Arrigo M, Laribi S, Legrand M,
Placido R, Manivet P, Cohen-Solal A, Abraham WT, Jessup M,
Mebazaa A (2016) Similar hemodynamic decongestion with
vasodilators and inotropes: systematic review, meta-analysis,
and meta-regression of 35 studies on acute heart failure. Clin
Res Cardiol Off J Ger Card Soc 105(12):971-980. https://doi.
org/10.1007/s00392-016-1009-6

Schewel J, Schewel D, Frerker C, Wohlmuth P, Kuck KH,
Schafer U (2016) Invasive hemodynamic assessments during
transcatheter aortic valve implantation: comparison of patient
outcomes in higher vs. lower transvalvular gradients with
respect to left ventricular ejection fraction. Clin Res Cardiol
Off J Ger Card Soc 105(1):59-71. https://doi.org/10.1007/s0039
2-015-0889-1

Ledwoch J, Matic P, Franke J, Gafoor S, Bertog S, Reinartz M,
Vaskelyte L, Hofmann I, Sievert H (2016) Transcatheter mitral
valve repair with the MitraClip((R)) can be performed without
general anesthesia and without conscious sedation. Clin Res Car-
diol Off J Ger Card Soc 105(4):297-306. https://doi.org/10.1007/
$00392-015-0918-0

de Waha S, Seeburger J, Ender J, Desch S, Eitel I, Reinhardt A,
Poss J, Fuernau G, Noack T, Merk DR, Schuler G, Sievers HH,
Mohr FW, Thiele H (2016) Deep sedation versus general anes-
thesia in percutaneous edge-to-edge mitral valve reconstruction
using the MitraClip system. Clin Res Cardiol Off J Ger Card Soc
105(6):535-543. https://doi.org/10.1007/s00392-015-0951-z
Wiesner G, Tassani-Prell P, Mayr NP (2017) Comment to: De
Waha S, Seeburger J et al. (2016): deep sedation versus general
anaesthesia in percutaneous edge-to edge mitral valve reconstruc-
tion using the MitraClip system. Clin Res Cardiol 105(6):535—43.

@ Springer


https://doi.org/10.1007/s00392-016-1044-3
https://doi.org/10.1001/jama.2013.281053
https://doi.org/10.1001/jama.2013.281053
https://doi.org/10.1016/j.jacc.2017.09.019
https://doi.org/10.1016/j.jacc.2017.09.019
https://doi.org/10.1007/s00392-017-1149-3
https://doi.org/10.1007/s00392-017-1149-3
https://doi.org/10.1016/j.jacc.2005.07.065
https://doi.org/10.1007/s00392-017-1173-3
https://doi.org/10.1007/s00392-015-0881-9
https://doi.org/10.1007/s00392-015-0881-9
https://doi.org/10.1007/s00392-016-1039-0
https://doi.org/10.1007/s00392-016-1039-0
https://doi.org/10.1093/eurjhf/hft046
https://doi.org/10.1161/JAHA.114.001103
https://doi.org/10.1161/JAHA.114.001103
https://doi.org/10.1016/j.echo.2010.05.010
https://doi.org/10.1016/S0894-7317(03)00335-3
https://doi.org/10.1016/S0894-7317(03)00335-3
https://doi.org/10.1016/j.jacc.2014.10.016
https://doi.org/10.1016/j.jacc.2014.02.536
https://doi.org/10.1016/j.jacc.2014.02.536
https://doi.org/10.1007/s00392-016-1009-6
https://doi.org/10.1007/s00392-016-1009-6
https://doi.org/10.1007/s00392-015-0889-1
https://doi.org/10.1007/s00392-015-0889-1
https://doi.org/10.1007/s00392-015-0918-0
https://doi.org/10.1007/s00392-015-0918-0
https://doi.org/10.1007/s00392-015-0951-z

386

Clinical Research in Cardiology (2019) 108:375-387

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

Clin Res Cardiol Off J Ger Card Soc 106(2):160-161. https://doi.
org/10.1007/s00392-016-1046-1

Pleger ST, Mereles D, Schulz-Schonhagen M, Krumsdorf U, Cho-
rianopoulos E, Rottbauer W, Katus HA, Bekeredjian R (2011)
Acute safety and 30-day outcome after percutaneous edge-to-
edge repair of mitral regurgitation in very high-risk patients. Am
J Cardiol 108(10):1478-1482. https://doi.org/10.1016/j.amjca
rd.2011.06.069

Foster E, Wasserman HS, Gray W, Homma S, Di Tullio MR, Rod-
riguez L, Stewart WJ, Whitlow P, Block P, Martin R, Merlino
J, Herrmann HC, Wiegers SE, Silvestry FE, Hamilton A, Zuna-
mon A, Kraybill K, Gerber IL, Weeks SG, Zhang Y, Feldman T
(2007) Quantitative assessment of severity of mitral regurgitation
by serial echocardiography in a multicenter clinical trial of per-
cutaneous mitral valve repair. Am J Cardiol 100(10):1577-1583.
https://doi.org/10.1016/j.amjcard.2007.06.066

Stone GW, Adams DH, Abraham WT, Kappetein AP, Genereux
P, Vranckx P, Mehran R, Kuck KH, Leon MB, Piazza N, Head SJ,
Filippatos G, Vahanian AS, Mitral Valve Academic Research C
(2015) Clinical trial design principles and endpoint definitions for
transcatheter mitral valve repair and replacement: part 2: endpoint
definitions: a consensus document from the mitral valve academic
research consortium. J Am Coll Cardiol 66(3):308-321. https://
doi.org/10.1016/j.jacc.2015.05.049

Budczies J, Klauschen F, Sinn BV, Gyorffy B, Schmitt WD, Darb-
Esfahani S, Denkert C (2012) Cutoff Finder: a comprehensive and
straightforward Web application enabling rapid biomarker cutoft
optimization. PloS One 7(12):e51862. https://doi.org/10.1371/
journal.pone.0051862

Tager T, Wiebalck C, Frohlich H, Corletto A, Katus HA, Frank-
enstein L (2017) Biological variation of extracellular matrix bio-
markers in patients with stable chronic heart failure. Clin Res Car-
diol Off J Ger Card Soc 106(12):974-985. https://doi.org/10.1007/
$00392-017-1147-5

Ferreira JP, Duarte K, Montalescot G, Pitt B, de Sa EL, Hamm
CW, Flather M, Verheugt F, Shi H, Turgonyi E, Orri M, Rossignol
P, Vincent J, Zannad F (2018) Effect of eplerenone on extracellu-
lar cardiac matrix biomarkers in patients with acute ST-elevation
myocardial infarction without heart failure: insights from the
randomized double-blind REMINDER Study. Clin Res Cardiol
Off J Ger Card Soc 107(1):49-59. https://doi.org/10.1007/s0039
2-017-1157-3

Sinning C, Ojeda F, Wild PS, Schnabel RB, Schwarzl M, Ohdah
S, Lackner KJ, Pfeiffer N, Michal M, Blettner M, Munzel T,
Kempf T, Wollert KC, Kuulasmaa K, Blankenberg S, Salomaa V,
Westermann D, Zeller T (2017) Midregional proadrenomedullin
and growth differentiation factor-15 are not influenced by obesity
in heart failure patients. Clin Res Cardiol Off J Ger Card Soc
106(6):401-410. https://doi.org/10.1007/s00392-016-1066-x
Jung C, Fuernau G, Eitel I, Desch S, Schuler G, Kelm M, Adams
V, Thiele H (2017) Incidence, laboratory detection and prognostic
relevance of hypoxic hepatitis in cardiogenic shock. Clin Res Car-
diol Off J Ger Card Soc 106(5):341-349. https://doi.org/10.1007/
$00392-016-1060-3

ter Maaten JM, Valente MA, Metra M, Bruno N, O’Connor CM,
Ponikowski P, Teerlink JR, Cotter G, Davison B, Cleland JG,
Givertz MM, Bloomfield DM, Dittrich HC, van Veldhuisen DJ,
Hillege HL, Damman K, Voors AA (2016) A combined clinical
and biomarker approach to predict diuretic response in acute heart
failure. Clin Res Cardiol Off J Ger Card Soc 105(2):145-153.
https://doi.org/10.1007/s00392-015-0896-2

Puls M, Lubos E, Boekstegers P, von Bardeleben RS, Ouarrak
T, Butter C, Zuern CS, Bekeredjian R, Sievert H, Nickenig G,
Eggebrecht H, Senges J, Schillinger W (2016) One-year outcomes
and predictors of mortality after MitraClip therapy in contempo-
rary clinical practice: results from the German transcatheter mitral

@ Springer

43.

44,

45.

46.

47.

48.

49.

50.

51.

52.

valve interventions registry. Eur Heart J 37(8):703-712. https://
doi.org/10.1093/eurheartj/ehv627

Agricola E, Ielasi A, Oppizzi M, Faggiano P, Ferri L, Calabrese A,
Vizzardi E, Alfieri O, Margonato A (2009) Long-term prognosis
of medically treated patients with functional mitral regurgitation
and left ventricular dysfunction. Eur J Heart Fail 11(6):581-587.
https://doi.org/10.1093/eurjhf/hfp051

Franzen O, Baldus S, Rudolph V, Meyer S, Knap M, Koschyk
D, Treede H, Barmeyer A, Schofer J, Costard-Jackle A, Schluter
M, Reichenspurner H, Meinertz T (2010) Acute outcomes of
MitraClip therapy for mitral regurgitation in high-surgical-risk
patients: emphasis on adverse valve morphology and severe left
ventricular dysfunction. Eur Heart J 31(11):1373-1381. https://
doi.org/10.1093/eurheartj/ehq050

Geis NA, Puls M, Lubos E, Zuern CS, Franke J, Schueler R,
von Bardeleben RS, Boekstegers P, Ouarrak T, Zahn R, Ince H,
Senges J, Katus HA, Bekeredjian R (2018) Safety and efficacy
of MitraClip therapy in patients with severely impaired left ven-
tricular ejection fraction: results from the German transcatheter
mitral valve interventions (TRAMI) registry. Eur J Heart Fail
20(3):598-608. https://doi.org/10.1002/ejhf.910

Baldus S, Schillinger W, Franzen O, Bekeredjian R, Sievert H,
Schofer J, Kuck KH, Konorza T, Mollmann H, Hehrlein C, Ouar-
rak T, Senges J, Meinertz T, German Transcatheter Mitral Valve
Interventions i (2012) MitraClip therapy in daily clinical practice:
initial results from the German transcatheter mitral valve interven-
tions (TRAMI) registry. Eur J Heart Fail 14(9):1050-1055. https
://doi.org/10.1093/eurjhf/hfs079

Maisano F, Franzen O, Baldus S, Schafer U, Hausleiter J, But-
ter C, Ussia GP, Sievert H, Richardt G, Widder JD, Moccetti T,
Schillinger W (2013) Percutaneous mitral valve interventions in
the real world: early and 1-year results from the ACCESS-EU, a
prospective, multicenter, nonrandomized post-approval study of
the MitraClip therapy in Europe. J Am Coll Cardiol 62(12):1052—
1061. https://doi.org/10.1016/j.jacc.2013.02.094

Scandura S, Capranzano P, Caggegi A, Grasso C, Ronsivalle G,
Mangiafico S, Ohno Y, Attizzani GF, Cannata S, Giaquinta S, Far-
ruggio S, Ministeri M, Dipasqua F, Pistritto AM, Imme S, Capo-
danno D, Di Salvo ME, Tamburino C (2016) Percutaneous mitral
valve repair with the MitraClip system in the elderly: one-year
outcomes from the GRASP registry. Int J Cardiol 224:440-446.
https://doi.org/10.1016/j.ijcard.2016.09.076

Pighi M, Estevez-Loureiro R, Maisano F, Ussia GP, Dall’Ara
G, Franzen O, Laroche C, Settergren M, Winter R, Nickenig G,
Gilard M, Di Mario C, Transcatheter Valve Treatment Sentinel
Registry Investigators of the ERPotESoC (2017) Immediate and
12-month outcomes of ischemic versus nonischemic functional
mitral regurgitation in patients treated with MitraClip (from the
2011 to 2012 pilot sentinel registry of percutaneous edge-to-
edge mitral valve repair of the European Society of Cardiology).
Am J Cardiol 119(4):630-637. https://doi.org/10.1016/j.amjca
rd.2016.10.049

Vakil K, Roukoz H, Sarraf M, Krishnan B, Reisman M, Levy WC,
Adabag S (2014) Safety and efficacy of the MitraClip(R) system
for severe mitral regurgitation: a systematic review. Catheter Car-
diovasc Interv Off J Soc Card Angiogr Interv 84(1):129-136. https
://doi.org/10.1002/ccd.25347

Orban M, Orban M, Lesevic H, Braun D, Deseive S, Sonne C,
Hutterer L, Grebmer C, Khandoga A, Pache J, Mehilli J, Schun-
kert H, Kastrati A, Hagl C, Bauer A, Massberg S, Boekstegers P,
Nabauer M, Ott I, Hausleiter J (2017) Predictors for long-term
survival after transcatheter edge-to-edge mitral valve repair. J
Interv Cardiol 30(3):226-233. https://doi.org/10.1111/joic.12376
Triantafyllis AS, Kortlandt F, Bakker AL, Swaans MJ, Eefting
FD, van der Heyden JA, Post MC, Rensing BW (2016) Long-term
survival and preprocedural predictors of mortality in high surgical


https://doi.org/10.1007/s00392-016-1046-1
https://doi.org/10.1007/s00392-016-1046-1
https://doi.org/10.1016/j.amjcard.2011.06.069
https://doi.org/10.1016/j.amjcard.2011.06.069
https://doi.org/10.1016/j.amjcard.2007.06.066
https://doi.org/10.1016/j.jacc.2015.05.049
https://doi.org/10.1016/j.jacc.2015.05.049
https://doi.org/10.1371/journal.pone.0051862
https://doi.org/10.1371/journal.pone.0051862
https://doi.org/10.1007/s00392-017-1147-5
https://doi.org/10.1007/s00392-017-1147-5
https://doi.org/10.1007/s00392-017-1157-3
https://doi.org/10.1007/s00392-017-1157-3
https://doi.org/10.1007/s00392-016-1066-x
https://doi.org/10.1007/s00392-016-1060-3
https://doi.org/10.1007/s00392-016-1060-3
https://doi.org/10.1007/s00392-015-0896-2
https://doi.org/10.1093/eurheartj/ehv627
https://doi.org/10.1093/eurheartj/ehv627
https://doi.org/10.1093/eurjhf/hfp051
https://doi.org/10.1093/eurheartj/ehq050
https://doi.org/10.1093/eurheartj/ehq050
https://doi.org/10.1002/ejhf.910
https://doi.org/10.1093/eurjhf/hfs079
https://doi.org/10.1093/eurjhf/hfs079
https://doi.org/10.1016/j.jacc.2013.02.094
https://doi.org/10.1016/j.ijcard.2016.09.076
https://doi.org/10.1016/j.amjcard.2016.10.049
https://doi.org/10.1016/j.amjcard.2016.10.049
https://doi.org/10.1002/ccd.25347
https://doi.org/10.1002/ccd.25347
https://doi.org/10.1111/joic.12376

Clinical Research in Cardiology (2019) 108:375-387

387

53.

54.

55.

56.

57.

58.

59.

60.

risk patients undergoing percutaneous mitral valve repair. Catheter
Cardiovasc Interv Off J Soc Card Angiogr Interv 87(3):467-475.
https://doi.org/10.1002/ccd.26137

Giannini C, Fiorelli F, Colombo A, De Carlo M, Weisz SH, Agri-
cola E, Godino C, Castriota F, Golino P, Petronio AS (2016) Right
ventricular evaluation to improve survival outcome in patients
with severe functional mitral regurgitation and advanced heart
failure undergoing MitraClip therapy. Int J Cardiol 223:574-580.
https://doi.org/10.1016/j.ijcard.2016.08.189

Capodanno D, Adamo M, Barbanti M, Giannini C, Laudisa ML,
Cannata S, Curello S, Imme S, Maffeo D, Bedogni F, Petronio
AS, Ettori F, Tamburino C, Grasso C, Investigators G-I (2015)
Predictors of clinical outcomes after edge-to-edge percutane-
ous mitral valve repair. Am Heart J 170(1):187-195. https://doi.
org/10.1016/j.ahj.2015.04.010

Baumann S, Werner N, Ibrahim K, Westenfeld R, Al-Rashid
F, Sinning JM, Westermann D, Schafer A, Karatolios K, Bauer
T, Becher T, Akin I (2018) Indication and short-term clini-
cal outcomes of high-risk percutaneous coronary intervention
with microaxial Impella(R) pump: results from the German
Impella(R) registry. Clin Res Cardiol Off J Ger Card Soc. https://
doi.org/10.1007/s00392-018-1230-6

Matsumoto T, Nakamura M, Yeow WL, Hussaini A, Ram V,
Makar M, Gurudevan SV, Trento A, Siegel RJ, Kar S (2014)
Impact of pulmonary hypertension on outcomes in patients with
functional mitral regurgitation undergoing percutaneous edge-
to-edge repair. Am J Cardiol 114(11):1735-1739. https://doi.
org/10.1016/j.amjcard.2014.08.044

Buccheri S, Barbanti M, Capodanno D, Popolo Rubbio A, Capran-
zano P, Scaglione U, Giuliano G, Scandura S, Mangiafico S, Imme
S, Farruggio S, Giaquinta S, Grasso C, Tamburino C (2017)
Procedural management of patients with advanced heart failure
undergoing MitraClip implantation (from the GRASP registry). J
Cardiothorac Vasc Anesth 31(1):e6-e8. https://doi.org/10.1053/j.
jveca.2016.09.013

Wohrle J, Karakas M, Trepte U, Seeger J, Gonska B, Koenig W,
Rottbauer W (2015) Midregional-proAtrial natriuretic peptide
and high sensitive troponin t strongly predict adverse outcome in
patients undergoing percutaneous repair of mitral valve regurgi-
tation. PloS One 10(9):e0137464. https://doi.org/10.1371/journ
al.pone.0137464

Giannitsis E, Katus HA (2018) Troponins: established and novel
indications in the management of cardiovascular disease. Heart.
https://doi.org/10.1136/heartjnl-2017-311387

Fournier S, Iten L, Marques-Vidal P, Boulat O, Bardy D, Beg-
gah A, Calderara R, Morawiec B, Lauriers N, Monney P, Iglesias
JF, Pascale P, Harbaoui B, Eeckhout E, Muller O (2017) Cir-
cadian rhythm of blood cardiac troponin T concentration. Clin
Res Cardiol Off J Ger Card Soc 106(12):1026—1032. https://doi.
org/10.1007/s00392-017-1152-8

61.

62.

63.

64.

65.

66.

67.

68.

Kim WK, Liebetrau C, van Linden A, Blumenstein J, Gaede L,
Hamm CW, Walther T, Mollmann H (2016) Myocardial injury
associated with transcatheter aortic valve implantation (TAVI).
Clin Res Cardiol Off J Ger Card Soc 105(5):379-387. https://doi.
org/10.1007/s00392-015-0949-6

Leibundgut G, Gick M, Morel O, Ferenc M, Werner KD, Comb-
erg T, Kienzle RP, Buettner HJ, Neumann FJ (2016) Discordant
cardiac biomarker levels independently predict outcome in ST-
segment elevation myocardial infarction. Clin Res Cardiol Off
J Ger Card Soc 105(5):432-440. https://doi.org/10.1007/s0039
2-015-0938-9

Latini R, Masson S, Anand IS, Missov E, Carlson M, Vago T,
Angelici L, Barlera S, Parrinello G, Maggioni AP, Tognoni G,
Cohn JN, Val-He FTI (2007) Prognostic value of very low plasma
concentrations of troponin T in patients with stable chronic heart
failure. Circulation 116(11):1242-1249. https://doi.org/10.1161/
CIRCULATIONAHA.106.655076

Ohlsson A, Kubo SH, Steinhaus D, Connelly DT, Adler S, Bit-
kover C, Nordlander R, Ryden L, Bennett T (2001) Continuous
ambulatory monitoring of absolute right ventricular pressure and
mixed venous oxygen saturation in patients with heart failure
using an implantable haemodynamic monitor: results of a 1 year
multicentre feasibility study. Eur Heart J 22(11):942-954. https
://doi.org/10.1053/euhj.2000.2419

Nunez S, Maisel A (1998) Comparison between mixed venous
oxygen saturation and thermodilution cardiac output in monitor-
ing patients with severe heart failure treated with milrinone and
dobutamine. Am Heart J 135(3):383-388

Angermann CE, Kaspar M, Marx A, Kittel-Schneider S, Menhofer
D, Stork S, Ertl G, Domschke K, Deckert J, Reif A (2017) A
functional variant of the neuropeptide S receptor-1 gene modu-
lates clinical outcomes and healthcare utilization in patients with
systolic heart failure: results from the Interdisciplinary Network
Heart Failure (INH) Study. Eur J Heart Fail 19(3):314-323. https
://doi.org/10.1002/ejhf.706

Givertz MM, Stevenson LW, Costanzo MR, Bourge RC, Bauman
JG, Ginn G, Abraham WT, Investigators CT (2017) Pulmonary
Artery pressure-guided management of patients with heart failure
and reduced ejection fraction. ] Am Coll Cardiol 70(15):1875-
1886. https://doi.org/10.1016/j.jacc.2017.08.010

Kreusser MM, Tschierschke R, Beckendorf J, Baxmann T, Frank-
enstein L, Dosch AO, Schultz JH, Giannitsis E, Pleger ST, Ruh-
parwar A, Karck M, Katus HA, Raake PW (2018) The need for
dedicated advanced heart failure units to optimize heart failure
care: impact of optimized advanced heart failure unit care on heart
transplant outcome in high-risk patients. ESC Heart Fail. https://
doi.org/10.1002/ehf2.12314

@ Springer


https://doi.org/10.1002/ccd.26137
https://doi.org/10.1016/j.ijcard.2016.08.189
https://doi.org/10.1016/j.ahj.2015.04.010
https://doi.org/10.1016/j.ahj.2015.04.010
https://doi.org/10.1007/s00392-018-1230-6
https://doi.org/10.1007/s00392-018-1230-6
https://doi.org/10.1016/j.amjcard.2014.08.044
https://doi.org/10.1016/j.amjcard.2014.08.044
https://doi.org/10.1053/j.jvca.2016.09.013
https://doi.org/10.1053/j.jvca.2016.09.013
https://doi.org/10.1371/journal.pone.0137464
https://doi.org/10.1371/journal.pone.0137464
https://doi.org/10.1136/heartjnl-2017-311387
https://doi.org/10.1007/s00392-017-1152-8
https://doi.org/10.1007/s00392-017-1152-8
https://doi.org/10.1007/s00392-015-0949-6
https://doi.org/10.1007/s00392-015-0949-6
https://doi.org/10.1007/s00392-015-0938-9
https://doi.org/10.1007/s00392-015-0938-9
https://doi.org/10.1161/CIRCULATIONAHA.106.655076
https://doi.org/10.1161/CIRCULATIONAHA.106.655076
https://doi.org/10.1053/euhj.2000.2419
https://doi.org/10.1053/euhj.2000.2419
https://doi.org/10.1002/ejhf.706
https://doi.org/10.1002/ejhf.706
https://doi.org/10.1016/j.jacc.2017.08.010
https://doi.org/10.1002/ehf2.12314
https://doi.org/10.1002/ehf2.12314

	Invasive hemodynamics and cardiac biomarkers to predict outcomes after percutaneous edge-to-edge mitral valve repair in patients with severe heart failure
	Abstract
	Background 
	Methods 
	Results 
	Conclusion 

	Introduction
	Methods
	Patient population
	Pre-interventional workup
	MitraClip implantation procedure and follow-up
	Statistical methods

	Results
	Patient population and procedural outcomes
	Pre-procedural echocardiographic and hemodynamic assessment
	Cardiac biomarkers and renal function
	Univariate analysis of predictors of mortality
	Multivariate analysis of predictors of mortality
	Cut-off values for hsTroponin T and mixed venous O2-saturation
	A novel score system to predict mortality

	Discussion
	Mitral valve repair in a severe heart failure population
	Predictors of 1-year survival
	Development of a novel risk score

	Conclusion
	Limitations
	Acknowledgements 
	References


