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ORIGINAL ARTICLE
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Versus Medical Therapy for Secondary Mitral 
Regurgitation: A Propensity Score–Matched 
Comparison
Sebastian Ludwig , MD; Lenard Conradi , MD; David J. Cohen , MD, MSc; Augustin Coisne , MD, PhD; Andrea Scotti , MD;  
William T. Abraham , MD; Walid Ben Ali, MD; Zhipeng Zhou, MA; Yanru Li , MA, MPH; Saibal Kar , MD; Alison Duncan , MD;  
D. Scott Lim, MD; Marianna Adamo , MD; Björn Redfors , MD, PhD; David W.M. Muller , MD; John G. Webb, MD;  
Anna S. Petronio, PhD; Hendrik Ruge , MD; Georg Nickenig, MD; Lars Sondergaard, MD; Matti Adam , MD;  
Damiano Regazzoli, MD; Andrea Garatti , MD; Tobias Schmidt, MD; Martin Andreas , MD, PhD; Gry Dahle , MD, PhD;  
Thomas Walther , MD; Joerg Kempfert, MD; Gilbert H.L. Tang , MD, MSc, MBA; Simon Redwood , MD;  
Maurizio Taramasso, MD; Fabien Praz , MD; Neil Fam, MD; Nicolas Dumonteil, MD; Jean-François Obadia , MD;  
Ralph Stephan von Bardeleben , MD; Tanja K. Rudolph , MD; Michael J. Reardon , MD; Marco Metra, MD; Paolo Denti , MD;  
Michael J. Mack , MD; Jörg Hausleiter , MD; Federico M. Asch , MD; Azeem Latib , MD; JoAnn Lindenfeld, MD;  
Thomas Modine , MD, PhD; Gregg W. Stone , MD; Juan F. Granada , MD; on behalf of the CHOICE-MI and the COAPT Trial 
Investigators

BACKGROUND: Transcatheter mitral valve replacement (TMVR) is an emerging therapeutic alternative for patients with 
secondary mitral regurgitation (MR). Outcomes of TMVR versus guideline-directed medical therapy (GDMT) have not been 
investigated for this population. This study aimed to compare clinical outcomes of patients with secondary MR undergoing 
TMVR versus GDMT alone.

METHODS: The CHOICE-MI registry (Choice of Optimal Transcatheter Treatment for Mitral Insufficiency) included patients 
with MR undergoing TMVR using dedicated devices. Patients with MR pathogeneses other than secondary MR were 
excluded. Patients treated with GDMT alone were derived from the control arm of the COAPT trial (Cardiovascular Outcomes 
Assessment of the MitraClip Percutaneous Therapy for Heart Failure Patients With Functional Mitral Regurgitation). We 
compared outcomes between the TMVR and GDMT groups, using propensity score matching to adjust for baseline 
differences.

RESULTS: After propensity score matching, 97 patient pairs undergoing TMVR (72.9±8.7 years; 60.8% men; transapical 
access, 91.8%) versus GDMT (73.1±11.0 years; 59.8% men) were compared. At 1 and 2 years, residual MR was ≤1+ in all 
patients of the TMVR group compared with 6.9% and 7.7%, respectively, in those receiving GDMT alone (both P<0.001). The 
2-year rate of heart failure hospitalization was significantly lower in the TMVR group (32.8% versus 54.4%; hazard ratio, 0.59 
[95% CI, 0.35–0.99]; P=0.04). Among survivors, a higher proportion of patients were in the New York Heart Association 
functional class I or II in the TMVR group at 1 year (78.2% versus 59.7%; P=0.03) and at 2 years (77.8% versus 53.2%; 
P=0.09). Two-year mortality was similar in the 2 groups (TMVR versus GDMT, 36.8% versus 40.8%; hazard ratio, 1.01 [95% 
CI, 0.62–1.64]; P=0.98).
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CONCLUSIONS: In this observational comparison, over 2-year follow-up, TMVR using mostly transapical devices in patients with 
secondary MR was associated with significant reduction of MR, symptomatic improvement, less frequent hospitalizations for 
heart failure, and similar mortality compared with GDMT.

REGISTRATION: URL: https://clinicaltrials.gov; Unique identifier: NCT04688190 (CHOICE-MI) and NCT01626079 
(COAPT).

GRAPHIC ABSTRACT: A graphic abstract is available for this article.

Key Words: bioprosthesis ◼ heart failure ◼ heart valve disease ◼ mitral valve ◼ mitral valve insufficiency ◼ propensity score

Secondary mitral regurgitation (MR) is a frequent 
finding in patients with systolic heart failure (HF) 
and has been associated with increased mortality 

and HF hospitalization (HFH) rates.1,2 The COAPT trial 
(Cardiovascular Outcomes Assessment of the MitraClip 
Percutaneous Therapy for Heart Failure Patients With 
Functional Mitral Regurgitation; NCT01626079) dem-
onstrated significant benefits of transcatheter edge-to-
edge repair (TEER) compared with guideline-directed 
medical therapy (GDMT) alone, with fewer HFHs and 
improved survival among patients with moderate-to-
severe or severe secondary MR who remained symp-
tomatic despite maximally tolerated GDMT.3,4 TEER in 
COAPT was effective in eliminating severe MR in >90% 
of patients throughout 2-year follow-up, although most 
treated patients had residual 1+ or 2+ MR.

Transcatheter mitral valve replacement (TMVR) has 
been developed as a therapeutic alternative for patients 
with MR and is under investigation in several US pivotal 
studies.5–7 Although a major advantage of TMVR is the 
near-complete resolution of MR in the vast majority of 
patients, the prognostic advantages of eliminating as 
compared with reducing secondary MR in patients with 
left ventricular (LV) dysfunction are uncertain, espe-
cially in patients undergoing TMVR using the transapical 
approach.8

In the absence of results from randomized con-
trolled trials, we sought to provide exploratory data on 
the potential benefit of TMVR compared with GDMT 
alone in patients with secondary MR. Using data from 
the CHOICE-MI (Choice of Optimal Transcatheter Treat-
ment for Mitral Insufficiency) registry (NCT04688190) 
and the COAPT trial, we performed a propensity score 
(PS)–matched comparison of secondary MR patients 
undergoing TMVR versus GDMT focusing on clinical, 
functional, and echocardiographic outcomes.

METHODS
Data Transparency and Openness
The data that support the findings of this study may be 
made available from the corresponding author upon reason-
able request with approval by the study leadership of the 
CHOICE-MI registry and COAPT trial.

Nonstandard Abbreviations and Acronyms

CHOICE-MI	� Choice of Optimal Transcatheter 
Treatment for Mitral Insufficiency

COAPT	� Cardiovascular Outcomes Assess-
ment of the MitraClip Percutaneous 
Therapy for Heart Failure Patients 
With Functional Mitral Regurgitation

GDMT	 guideline-directed medical therapy
HF	 heart failure
HFH	 heart failure hospitalization
HR	 hazard ratio
LV	 left ventricle
LVEF	 left ventricular ejection fraction
MR	 mitral regurgitation
NYHA	 New York Heart Association
PASP	 pulmonary artery systolic pressure
PS	 propensity score
TEER	 transcatheter edge-to-edge repair
TMVR	� transcatheter mitral valve 

replacement

WHAT IS KNOWN
	•	 Transcatheter mitral valve replacement is an emerg-

ing therapy for patients with mitral regurgitation 
providing predictable mitral regurgitation elimina-
tion to the majority of treated patients.

	•	 The clinical benefit for patients with secondary mitral 
regurgitation undergoing transcatheter mitral valve 
replacement compared with guideline-directed 
medical therapy alone has not been investigated.

WHAT THE STUDY ADDS
	•	 For selected patients with secondary mitral regurgi-

tation, transcatheter mitral valve replacement using 
dedicated devices represents a safe and effective 
alternative providing symptomatic improvement and 
less frequent heart failure hospitalizations com-
pared to medical therapy alone.

	•	 Randomized trials are necessary to determine the 
future role of transcatheter mitral valve replacement 
among established mitral regurgitation therapies.

D
ow

nloaded from
 http://ahajournals.org by on D

ecem
ber 22, 2025

https://clinicaltrials.gov
http://dx.doi.org/10.1161/CIRCINTERVENTIONS.123.013045


Ludwig et al

Circ Cardiovasc Interv. 2023;16:e013045. DOI: 10.1161/CIRCINTERVENTIONS.123.013045� June 2023 373

TMVR vs GDMT for Secondary MR

CHOICE-MI Registry Design
The CHOICE-MI registry design has been described previ-
ously.8 In brief, this retrospective, international, multicenter 
study included 400 patients in whom TMVR with different 
dedicated devices was performed at 31 centers between May 
2014 and July 2022. All patients were at high or prohibitive 
surgical risk and considered suboptimal candidates for TEER 
by local heart team consensus. Reasons for TEER ineligibility 
are given in Table S1. According to practice guidelines, patients 
with secondary MR were supposed to have received maximally 
tolerated GDMT at the time of TMVR screening. TMVR was 
performed using either transapical (92.7%) or transfemoral 
access (7.3%; Table S2). Anatomical eligibility for TMVR was 
assessed by local heart teams and device manufacturers based 
on local and trial protocols.

For this study, only patients undergoing TMVR for moderate-
to-severe (3+) or severe (4+) secondary MR were included. 
Patients with mixed primary and secondary MR pathogenesis 
(n=68), moderate or severe mitral stenosis (n=5), moderate or 
severe mitral annular calcification (n=14), and severe right ven-
tricular dysfunction (n=26) were excluded (Figure 1). Severe 
right ventricular dysfunction was defined as tricuspid annular 
plane systolic excursion <12 mm. Anonymized baseline and 
follow-up data were centrally collected for analysis. Data col-
lection was approved by the local institutional review boards 
with waiver of informed consent due to the retrospective nature 
of the study, and the study was performed in accordance with 
the Declaration of Helsinki.

COAPT Trial Design
The study design and protocol of the COAPT trial have been 
described previously.3 Briefly, a total of 614 patients with mod-
erate-to-severe (3+) or severe (4+) MR were randomized to 
treatment with TEER plus GDMT (n=302) or GDMT alone 
(n=312). For this study, we used the per-protocol GDMT con-
trol group (n=289) in whom all enrollment criteria were met. 
Patients receiving TEER treatment during 2-year follow-up 
were excluded (n=2). By protocol, all patients were required 
to be on optimized GDMT and in New York Heart Association 
(NYHA) functional class II, III, or ambulatory IV at the time of 
enrollment. Key eligibility criteria were an LV ejection fraction 
(LVEF) between 20% and 50%, LV end-systolic diameter ≤70 
mm, and the absence of severe pulmonary artery hypertension 
or symptomatic moderate-to-severe right ventricular dysfunc-
tion. All patients were determined to be ineligible for surgery 
by the local heart teams, and successful treatment with the 
MitraClip device (Abbott, Santa Clara, CA) was considered fea-
sible by the MitraClip implanting investigator. All patients in this 
report have completed 2-year follow-up. The local institutional 
review boards approved the trial, and all patients provided writ-
ten informed consent.

Study End Points
The aim of this study was to provide an exploratory outcome 
comparison of TMVR plus GDMT versus GDMT alone among 
PS-matched patients with HF and 3+ or 4+ secondary MR. 
Clinical study end points included all-cause mortality, cardiovas-
cular mortality, and the rate of HFH over 2 years. Combined end 
points included death or HFH and cardiovascular death or HFH 

over 2 years. Clinical outcomes were assessed for the over-
all matched cohorts and for predefined subgroups. Functional 
outcome was assessed according to NYHA functional class 
at 1- and 2-year follow-up. Echocardiographic end points at 
discharge, 1-year follow-up, and 2-year follow-up included 
residual MR, LVEF, change in LVEF, LV end-diastolic diameter, 
change in LV end-diastolic diameter, pulmonary artery systolic 
pressure (PASP), change in PASP, and tricuspid regurgitation 
grade moderate (2+) or less. Since patients in the GDMT group 
did not have an index hospitalization, 30-day follow-up was 
used instead of discharge echocardiography.

Statistical Analysis
PS matching was performed to select appropriate controls and 
to adjust for potential confounding factors between the groups 
at baseline. A total of 19 baseline variables (including demo-
graphics, comorbidities, echocardiographic parameters, and 
HF medications) were included in the PS, which used logis-
tic regression to predict the probability that the patient was in 
the TMVR group. Multiple imputation was used to account for 
missing covariate data. Variables with >20% missing data were 
not included in this study. Subjects were matched using a 1:1 
greedy nearest-neighbor matching procedure with a caliper 
of 0.1× the SD of the logit of PSs (Figure S1). Success of 
matching was assessed by computing the standardized differ-
ence for each covariate with a value <20% considered as not 
significant. PS overlap histograms before and after matching 
were provided (Figure S2). The inverse propensity weighting 
method was included as a sensitivity analysis. Continuous vari-
ables are reported as mean and SD and were compared with 
the Student t test or the Mann-Whitney U test, as appropri-
ate. Categorical variables are reported as frequency and per-
centage and were compared with the χ2 test or Fisher exact 
test when the expected cell counts fell below 5. Clinical end 
points were compared with the log-rank test and are reported 
as Kaplan-Meier estimates. Kaplan-Meier 3-month landmark 
analyses were performed excluding early events. Hazard ratios 
(HRs) and their 95% CIs were calculated using Cox propor-
tional-hazards models. Changes in echocardiographic parame-
ters from baseline to follow-up time points were compared with 
ANCOVA, with adjustment for the baseline value. Subgroup 
analyses were performed to assess potential differences of 
treatment effect in various subgroups by including the interac-
tion term between predefined subgroups and treatment groups 
(TMVR versus GDMT) in the Cox models. All statistical analy-
ses were performed with the use of SAS software, version 9.4 
(SAS Institute, Cary, NC).

RESULTS
Study Population
Unmatched patient characteristics before PS match-
ing are presented in Table S3. After 1:1 PS matching, 
the analytic cohort comprised 97 matched patient pairs 
with secondary MR treated with TMVR (age, 72.9±8.7 
years; 60.8% men; body mass index, 26.5 kg/m2 [inter-
quartile range, 23.4–30.4]; EuroSCORE II, 5.3% [inter-
quartile range, 3.3–12.4]) or GDMT alone (73.1±11.0 
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years; 59.8% men; body mass index, 26.1 kg/m2 [inter-
quartile range, 22.5–30.2]; EuroSCORE II, 7.0% [inter-
quartile range, 3.4–10.7]). Baseline differences between 
matched and unmatched subjects are summarized in 
Table S4. Baseline clinical and echocardiographic char-
acteristics of the matched cohorts are summarized in 
Table 1. There were no significant differences between 
the groups regarding age, sex, body mass index, surgi-
cal risk, NYHA functional class, MR severity (assessed 
by effective regurgitant orifice area), LV function and 
diameters, severity of tricuspid regurgitation, or PASP. 
Treatment with HF medications was comparable in the 
matched groups except for a higher rate of mineralocor-
ticoid receptor antagonist treatment in the TMVR group. 
The rates of previous myocardial infarction, previous per-
cutaneous coronary intervention, and prior dialysis were 
higher in the GDMT group, while HFH within the past 12 
months was more frequent in the TMVR group.

Clinical Study End Points
Procedural and 30-day outcomes after TMVR according 
to the Mitral Valve Academic Research Consortium criteria 
are shown in Table S5. Kaplan-Meier analyses for clinical 

end points over 2 years in the matched groups are shown 
in Figure 2 and Figure S3. Clinical study end points for 
the matched groups after 1 and 2 years are summarized 
in Table 2. Thirty-day mortality rate was 5.2% in the TMVR 
group and 2.1% in the GDMT group (P=0.25). All-cause 
mortality after 2 years occurred in 36.8% of patients after 
TMVR and 40.8% of patients in the GDMT-alone group 
(HR, 1.01 [95% CI, 0.62–1.64]; P=0.98; Figure 2A). The 
rate of HFH was significantly lower in the TMVR group 
(32.8%) compared with the GDMT-alone group (54.4%; 
HR, 0.59 [95% CI, 0.35–0.99]; P=0.04; Figure  2B). 
Despite overall numerically higher event rates in the 
GDMT-alone group, there were no statistically significant 
differences between TMVR and GDMT regarding the 
2-year end points of death or HFH (50.6% versus 67.1%; 
HR, 0.73 [95% CI, 0.49–1.11]; P=0.14; Figure 2C), car-
diovascular death (TMVR versus GDMT, 24.9% versus 
32.7%; HR, 0.84 [95% CI, 0.45–1.55]; P=0.58; Figure 
S3A), and cardiovascular death or HFH (46.4% versus 
63.7%; HR, 0.70 [95% CI, 0.45–1.08]; P=0.10; Figure 
S3B). Similar trends were found in a sensitivity analysis 
using inverse propensity weighting (Figure S4).

The results of 3-month landmark analyses for all 
clinical end points are shown in Figure 3 and Figure S3. 

Figure 1. Study flowchart. 
CHOICE-MI indicates Choice of Optimal Transcatheter Treatment for Mitral Insufficiency; COAPT, Cardiovascular Outcomes Assessment of 
the MitraClip Percutaneous Therapy for Heart Failure Patients With Functional Mitral Regurgitation; EROA, effective regurgitant orifice area; 
GDMT, guideline-directed medical therapy; HF, heart failure; LVEDD, left ventricular end-diastolic diameter; LVEF, left ventricular ejection 
fraction; MAC, mitral annular calcification; MR, mitral regurgitation; MS, mitral stenosis; RCT, randomized controlled trial; RV, right ventricle; 
SMR, secondary mitral regurgitation; TEER, transcatheter edge-to-edge repair; and TMVR, transcatheter mitral valve replacement.
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While the exclusion of events within the first 3 months 
did not have an impact on 2-year all-cause mortality 
(Figure  3A) or cardiovascular mortality (Figure S3C), 
3-month landmark analyses for the end points of HFH 
(21.3% versus 45.8%; HR, 0.42 [95% CI, 0.21–0.96]; 
versus P=0.01; Figure 3B), death or HFH (38.2% ver-
sus 59.7%; HR, 0.58 [95% CI, 0.34–0.98]; P=0.04; 
Figure  3C), and cardiovascular death or HFH (34.5% 
versus 55.9%; HR, 0.55 [95% CI, 0.31–0.96]; P=0.03; 
Figure S3D) showed significantly lower event rates with 
TMVR versus GDMT alone.

Subgroup Analysis
The results of TMVR versus GDMT for the 2-year rate 
of all-cause mortality in different subgroups are shown 
in Figure S5A. In patients with baseline tricuspid regur-
gitation ≥2+, event rates tended to be lower in the 
TMVR group (Pinteraction=0.017), whereas female patients 
showed lower mortality when treated with GDMT alone 
(Pinteraction=0.022). The results of TMVR versus GDMT for 
the 2-year rate of HFH were consistent in all subgroups 
(Figure S5B). There was a suggestion of a greater ben-
efit of TMVR in patients ≥75 years of age, at high surgi-
cal risk (EuroSCORE II, ≥10%), with body mass index 
<25 kg/m2, without diabetes, without chronic obstructive 
pulmonary disease, without atrial fibrillation, at NYHA 
functional class III or IV, and with effective regurgitant 
orifice area <0.4 cm2, but formal interaction testing was 
negative.

Functional Outcomes
Functional status according to NYHA functional class 
was assessed among survivors at 1- and 2-year fol-
low-up (Figure 4). There were no differences in NYHA 
functional class at baseline, with 71.1% and 68.0% 
of patients at NYHA class III or IV in the TMVR and 
GDMT groups, respectively. Among surviving patients, 
NYHA class was better (ie, lower) among patients 
treated with TMVR than GDMT at both 1 (P=0.002) 
and 2 years (P=0.035). At 1 year, the proportion of 
surviving patients who were in NYHA class I or II was 
78.2% with TMVR versus 59.7% with GDMT alone. 
These proportions were similar at 2-year follow-up 
(77.8% versus 53.2%).

Echocardiographic Outcomes
MR severity according to treatment group at baseline, 
discharge, 1-year and 2-year follow-up is summarized 
in Figure 5. While the majority of patients treated with 
TMVR showed complete MR elimination (ie, none/
trace MR) in 93.7%, 89.1%, and 64.3% of patients at 
discharge, 1-year follow-up, and 2-year follow-up, most 
patients receiving GDMT alone had MR ≥2+ during 

Table 1.  Baseline Clinical and Echocardiographic 
Parameters in the Matched Groups

Parameters 
TMVR 
(n=97) 

GDMT 
(n=97) P value 

Standardized 
difference, % 

Demographic parameters

 � Age, y 72.9±8.7 73.1±11.0 0.94 −1.14

 � Sex (male) 59 (60.8) 58 (59.8) 0.88 2.11

 � BMI, kg/m2 26.5  

(23.4–30.4)

26.1  

(22.5–30.2)

0.91 1.70

 � EuroSCORE II, % 5.3  

(3.3–12.4)

7.0  

(3.4–10.7)

0.47 −10.40

Cardiovascular comorbidities

 � Atrial fibrillation 55 (56.7) 47 (48.5) 0.25 16.57

 � Coronary artery disease 66 (68.0) 73 (75.3) 0.26 −16.06

 � Previous MI 47 (48.5) 58 (59.8) 0.11 −22.91

 � Previous PCI 40 (41.2) 55 (56.7) 0.03 −31.31

 � Previous CABG 30 (30.9) 33 (34.0) 0.65 −6.61

 � Prior TAVR or SAVR 5 (5.2) 8 (8.3) 0.57 −12.39

 � Previous stroke/TIA 12 (12.4) 17 (17.5) 0.31 −14.49

 � Peripheral vascular 

disease

17 (17.5) 21 (21.7) 0.47 −10.41

 � NYHA functional class 

III/IV

69 (71.1) 66 (68.0) 0.64 6.73

 � HFH (within the past 

12 mo)

75 (77.3) 50 (51.6) <0.001 55.61

Noncardiovascular comorbidities

 � Diabetes 27 (27.8) 27 (27.8) 1.00 0.00

 � COPD 18 (18.6) 23 (23.7) 0.38 −12.65

 � Serum albumin <3.3 

g/dL

11 (11.3) 8 (8.3) 0.47 10.42

 � eGFR, mL/min 48.9±18.6 46.5±19.0 0.38 12.73

 � Prior dialysis 1 (1.0) 5 (5.2) 0.21 −23.99

Heart failure medication

 � β-Blocker 89 (91.8) 86 (88.7) 0.47 10.42

 � ACE inhibitor/ARB/

ARNI

72 (74.2) 70 (72.2) 0.75 4.66

 � MRA 59 (60.8) 45 (46.4) 0.04 29.25

Echocardiographic parameters

 � MR 3+ or 4+ 97 (100) 97 (100) 1.00 0.00

 � EROA, cm2 0.40  

(0.25–0.54)

0.39  

(0.31–0.51)

0.43 11.29

 � LVESD, mm 51.3±11.9 49.7±8.5 0.30 15.06

 � LVEDD, mm 61.0±8.9 60.0±7.2 0.39 12.47

 � LVEF, % 36.0±8.7 36.2±10.2 0.87 −2.38

 � TR ≥3+ 2 (2.1) 3 (3.1) 1.00 −6.51

 � PASP, mm Hg 43.9±16.2 45.2±14.8 0.56 −8.47

Data are presented as mean±SD, median (Q1–Q3), or n (%), where appli-
cable. ACE indicates angiotensin-conversing enzyme; ARB, angiotensin recep-
tor blocker; ARNI, angiotensin receptor-neprilysin inhibitor; BMI, body mass 
index; CABG, coronary artery bypass grafting; COPD, chronic obstructive pul-
monary disease; eGFR, estimated glomerular filtration rate; EROA, effective 
regurgitant orifice area; GDMT, guideline-directed medical therapy; HFH, heart 
failure hospitalization; LVEDD, left ventricular end-diastolic diameter; LVEF, left 
ventricular ejection fraction; LVESD, left ventricular end-systolic diameter; MI, 
myocardial infarction; MR, mitral regurgitation; MRA, mineralocorticoid receptor 
antagonist; NYHA, New York Heart Association; PASP, pulmonary artery sys-
tolic pressure; PCI, percutaneous coronary intervention; SAVR, surgical aortic 
valve replacement; TAVR, transcatheter aortic valve replacement; TIA, transient 
ischemic attack; TMVR, transcatheter mitral valve replacement; and TR, tricus-
pid regurgitation.
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follow-up (93.7%, 93.1%, and 92.2% at discharge, 1 
year, and 2 years, respectively).

Echocardiographic end points at discharge, 1-year 
follow-up, and 2-year follow-up are shown in Table 3. 
No significant differences between TMVR and GDMT 
alone were found in the follow-up measures of LVEF 
or tricuspid regurgitation. Patients undergoing GDMT 
alone showed greater LV end-diastolic diameter reduc-
tion at discharge (1.3±8.4 versus −9.1±20.5 mm; 
P=0.001). The impact of TMVR on PASP was signifi-
cantly greater compared with GDMT alone at discharge 
(−6.1±14.9 versus −0.2±12.3 mm Hg; P=0.001) and 
at 2-year follow-up (−16.9±18.1 versus 2.1±15.4 
mm Hg; P=0.004).

DISCUSSION
The present propensity-matched comparison has pro-
vided initial insights into the potential benefits of TMVR 
in patients with severe secondary MR treated with GDMT. 
The main results of our analysis can be summarized as fol-
lows: (1) MR was eliminated in most patients undergoing 
TMVR, while the severity of MR remained unchanged in 
patients receiving GDMT alone. This finding was accom-
panied by a sustained reduction of PASP in patients 
undergoing TMVR; (2) TMVR was associated with a sig-
nificant reduction in the rate of HFHs through 2-year fol-
low-up, although no significant difference in mortality was 
observed between TMVR and GDMT alone; (3) subgroups 

Figure 2. Two-year Kaplan-Meier analyses for study end points in the matched groups.
A, Kaplan-Meier analysis for all-cause mortality. B, Kaplan-Meier analysis for heart failure (HF) hospitalization. C, Kaplan-Meier analysis for the 
combined end point of all-cause mortality or HF hospitalization. GDMT indicates guideline-directed medical therapy; HR, hazard ratio; and 
TMVR, transcatheter mitral valve replacement.
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with potentially improved outcomes after TMVR were iden-
tified; and (4) functional improvement according to NYHA 
functional class at 1- and 2-year follow-up was greater 
after TMVR compared with GDMT alone.

By including a matched GDMT control group, our 
study expands upon insights from prior single-arm stud-
ies of TMVR. Several prior reports have shown that in 
appropriately selected patients, TMVR can provide pre-
dictable and durable MR elimination.6,7,9–12 The 2 largest 
single-arm studies of TMVR using the Tendyne (Abbott, 
Santa Clara, CA) and the Intrepid device (Medtronic, 
Redwood City, CA) both showed functional improvement 
compared with baseline and a significant reduction in 
pulmonary artery pressures at follow-up.6,7 In addition, 
Muller et al6 demonstrated that the rate of HFH was 
lower after TMVR compared with the immediate pre-
TMVR period. Our study confirms and extends these 
results by providing the first evidence that outcomes fol-
lowing TMVR in patients with HF and severe secondary 
MR may be improved compared with GDMT alone. The 
greatest benefits of TMVR were in the reduction of HFH 
and improved functional class.

Despite the favorable outcomes of TMVR in our study 
cohort, there was no evidence of a survival benefit in 

patients with secondary MR undergoing TMVR com-
pared with GDMT alone in the present study. Female 
patients even showed lower all-cause mortality when 
treated medically, which could be explained by commonly 
smaller LV size in female patients conferring a higher risk 
of periprocedural complications during TMVR (eg, LV 
outflow tract obstruction). These findings are in contrast 
with those seen with mitral TEER in the COAPT trial and 
may reflect several factors (3). First, the analytic cohort 
for our study was <1/3 the size of the COAPT trial and 
was, therefore, underpowered for all-cause mortality. 
Treating secondary MR does not improve the underly-
ing LV dysfunction, and even in COAPT, TEER only miti-
gated but did not halt adverse LV remodeling.13,14 Finally, 
the impact of the procedural learning curve and TMVR 
access-related complications (especially from transapi-
cal access) on mortality may have contributed to high 
rates of 30-day mortality in the TMVR group. In the future, 
larger randomized trials of TMVR (with transfemoral 
access) and GDMT alone will be necessary to determine 
the extent to which TMVR impacts long-term survival in 
patients with severe secondary MR. In interpreting our 
findings, it is important to note that in an elderly popula-
tion with few treatment options, the reduction of HFH 
and the symptomatic improvement is often an equally (or 
even more) important treatment goal than increasing lon-
gevity. The present results thus support a potential role 
for TMVR as a treatment option for selected HF patients 
with secondary MR patients, especially for those who are 
not suitable for TEER.15,16 Studies evaluating the opti-
mal anatomies and other conditions for TEER and TMVR 
treatment would be useful to provide further guidance 
for device selection. The COAPT inclusion criteria seem 
to have identified a subset of patients with secondary 
MR, who substantially benefit from a TEER procedure, 
whereas such criteria do not exist for TMVR.17 Therefore, 
a comparison of mostly TEER-ineligible patients under-
going TMVR to the device arm of the COAPT trial did not 
seem appropriate for our study. A recent study compared 
outcomes of patients with secondary MR undergoing 
TMVR to a matched real-world TEER cohort showing 
superior MR reduction and functional improvement but 
higher early postprocedural mortality after TMVR.18 In 
line with our study, these results highlight the need for 
a reduction in procedure-related adverse events after 
TMVR and warrant randomized controlled trials compar-
ing TMVR versus TEER.

Importantly, the results of the present study reflect 
the outcomes of TMVR predominantly with transapical 
access. More than 1000 patients have been treated 
to date with the transapical Tendyne device (Abbott, 
Santa Clara, CA), which is the only commercially avail-
able TMVR system in Europe and the most widely used 
device in CHOICE-MI.19 However, several transfemoral/
transseptal TMVR systems are currently under clinical 
investigation, and the TMVR landscape is expected to 

Table 2.  Clinical Study End Points in the Matched Groups

Study end points 
TMVR 
(n=97) 

GDMT 
(n=97) 

HR 
(95% CI) 

P 
value 

Study end points after 1 y

 � All-cause 
mortality

24.4 (21) 22.1 (21) 1.18  
(0.64–2.16)

0.59

 � Cardiovascular 
mortality

17.4 (14) 17.5 (16) 1.05  
(0.51–2.16)

0.89

 � HFH 24.4 (18) 34.3 (32) 0.67  
(0.37–1.19)

0.17

 � All-cause 
mortality or HFH

40.3 (30) 44.4 (43) 0.89  
(0.56–1.41)

0.61

 � Cardiovascular 
mortality or HFH

35.2 (25) 42.0 (40) 0.81  
(0.49–1.34)

0.42

 � NYHA functional 
class I or II

43/55 
(78.2)

37/62 (59.7) … 0.03

Study end points after 2 y

 � All-cause 
mortality

36.8 (29) 40.8 (37) 1.01  
(0.62–1.64)

0.98

 � Cardiovascular 
mortality

23.2 (17) 32.7 (28) 0.79  
(0.43–1.45)

0.45

 � HFH 32.8 (21) 54.4 (46) 0.59  
(0.35–0.99)

0.04

 � All-cause 
mortality or HFH

50.6 (36) 67.1 (63) 0.73  
(0.49–1.11)

0.14

 � Cardiovascular 
mortality or HFH

46.4 (31) 63.7 (58) 0.70  
(0.45–1.08)

0.11

 � NYHA functional 
class I or II

14/18 (77.8) 25/47 (53.2) … 0.09

Rates for clinical end points are given as Kaplan-Meier estimated event rates 
(n events) or n/total n (%), where applicable. GDMT indicates guideline-directed 
medical therapy; HFH, heart failure hospitalization; HR, hazard ratio; NYHA, New 
York Heart Association; and TMVR, transcatheter mitral valve replacement.
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transition to a predominance of devices using the trans-
femoral approach.20,21 Similar to the experience with 
transcatheter aortic valve implantation, it seems likely 
that this technological change will make an impact on 
short-term outcomes.22 Early experience with the trans-
femoral Intrepid device (Medtronic Inc, Redwood City, 
CA) has demonstrated promising results with low rates 
of short-term mortality and complications.12 By reducing 
periprocedural complications and mortality, the prognos-
tic benefits of TMVR might be further improved. In our 
study, the number of patients undergoing transfemoral 
TMVR was too small to determine the potential differ-
ences between TA and transfemoral access. Ongoing 
dedicated studies will demonstrate whether a transition 
to transfemoral TMVR can meet these expectations.

Study Limitations

Our study should be interpreted in the context of sev-
eral limitations. First, the present study is an explor-
atory, post hoc comparison of 2 highly selected patient 
populations. By design, all patients were anatomically 
appropriate for TMVR in CHOICE-MI and for TEER in 
COAPT. Although the analytic cohort for our study was 
selected based on PS matching, this approach did not 
account for anatomic differences in valve morphology 
(which was not available in either data set). In particu-
lar, the fact that patients referred for TMVR are usually 
considered suboptimal TEER candidates while patients 
included in COAPT were explicitly determined to be 
suitable for TEER suggests that not all differences in 

Figure 3. Two-year Kaplan-Meier analyses with landmark analyses after 3 mo for study end points in the matched groups.
A, Kaplan-Meier analysis with 3-mo landmark analysis for all-cause mortality. B, Kaplan-Meier analysis with 3-mo landmark analysis for heart 
failure (HF) hospitalization. C, Kaplan-Meier analysis with 3-mo landmark analysis for the combined end point of all-cause mortality or HF 
hospitalization. GDMT indicates guideline-directed medical therapy; HR, hazard ratio; and TMVR, transcatheter mitral valve replacement.
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mitral valve anatomy and cardiac structure and func-
tion were accounted for in our study. By excluding 
patients with mixed MR pathogenesis, mitral stenosis, 
and mitral annular calcification from the TMVR cohort, 
we sought to achieve anatomical comparability, yet 
some inherent selection bias remains. However, medi-
cal comorbidities and the degree of HF are more impor-
tant drivers of outcomes in secondary MR than mitral 
valve anatomy. Given the similar LVEF, LV dimensions, 

and comorbidities in the matched cohorts, we believe 
to have achieved reasonable comparability between the 
study groups. In addition, echocardiographic follow-up 
in the TMVR group was incomplete, and there were no 
data on the evolution of medical HF treatment. Given 
these important limitations, our results cannot be con-
sidered to be a substitute for a high-quality randomized 
comparison and will remain relevant only until such data 
become available.

Figure 5. Mitral regurgitation (MR) at baseline, discharge, 1-y, and 2-y follow-up after transcatheter mitral valve replacement 
(TMVR) vs medical therapy in the matched groups. 
*Percentages <2.0%. Discharge: echocardiographic follow-up at 30-d was used for the guideline-directed medical therapy (GDMT) group.

Figure 4. New York Heart Association (NYHA) functional class at baseline, 1-y, and 2-y follow-up after transcatheter mitral valve 
replacement (TMVR) vs medical therapy in the matched groups. 
GDMT indicates guideline-directed medical therapy.
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Conclusions
In the present PS-matched analysis comparing outcomes 
of patients with HF and secondary MR undergoing TMVR 
or GDMT alone, TMVR using mostly transapical devices 
was associated with a lower rate of HFH, greater symp-
tomatic improvement, with elimination of MR in most 
patients, effects that were durable through 2 years. No 
difference between TMVR and GDMT was observed in 
2-year mortality. In the absence of randomized controlled 
trials in this population, these results provide important 

preliminary evidence on the benefits of TMVR in patients 
with HF and severe secondary MR.
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Table 3.  Echocardiographic End Points in the Matched Groups

Echocardiography end points 
TMVR 
(n=97) 

GDMT 
(n=97) 

Mean difference 
(95% CI) P value 

Echocardiographic end points at discharge*

 � MR ≤2+ 94/95 (99.0) 25/95 (26.3) … <0.001

 � MR ≤1+ 93/95 (97.9) 6/95 (6.3) … <0.001

 � LVEF, % 36.7±11.1 37.0±11.4 0.1 (−2.4 to 2.6) 0.92

  �  Change in LVEF (baseline to discharge), % 0.9±10.3 0.6±6.9 0.1 (−2.4 to 2.6) 0.92

 � LVEDD, mm 61.3±8.9 50.7±20.6 10.65 (4.26 to 17.05) 0.001

  �  Change in LVEDD (baseline to discharge), 
mm

1.3±8.4 −9.1±20.5 10.65 (4.26 to 17.05) 0.001

 � PASP, mm Hg 37.5±12.5 44.9±15.2 −6.8 (−10.8 to −2.8) 0.001

  �  Change in PASP (baseline to discharge), 
mm Hg

−6.1±14.9 −0.2±12.3 −6.8 (−10.8 to −2.8) 0.001

 � TR ≤2+, n/total n (%) 62/64 (96.9) 93/95 (97.9) … 1.00

Echocardiographic end points at 1 y

 � MR ≤2+, n/total n (%) 55/55 (100) 24/58 (41.4) … <0.001

 � MR ≤1+, n/total n (%) 55/55 (100) 4/58 (6.9) … <0.001

 � LVEF, % 33.2±10.3 34.2±10.7 0.5 (−3.1 to 4.1) 0.78

  �  Change in LVEF (baseline to 12 mo), % −1.7±11.1 −3.1±8.2 0.5 (−3.1 to 4.1) 0.78

 � LVEDD, mm 60.6±7.4 59.4±6.7 −0.9 (−3.3 to 1.6) 0.48

  �  Change in LVEDD (baseline to 12 mo), mm −2.3±7.2 −0.5±4.5 −0.9 (−3.3 to 1.6) 0.48

 � PASP, mm Hg 37.6±10.3 39.9±11.7 −2.9 (−8.1 to 2.4) 0.28

  �  Change in PASP (baseline to 12 mo), 
mm Hg

−6.2±20.4 −2.7±13.3 −2.9 (−8.1 to 2.4) 0.28

 � TR ≤2+ 35/35 (100) 58/59 (98.3) … 1.00

Echocardiographic end points at 2 y

 � MR ≤2+ 14/14 (100) 16/39 (41.0) … <0.001

 � MR ≤1+ 14/14 (100) 3/39 (7.7) … <0.001

 � LVEF, % 33.1±8.4 38.0±13.3 −0.7 (−8.9 to 7.6) 0.87

  �  Change in LVEF (baseline to 24 mo), % 1.2±11.0 −1.1±11.8 −0.7 (−8.9 to 7.6) 0.87

 � LVEDD, mm 63.6±7.5 58.9±8.4 2.1 (−2.1 to 6.3) 0.32

  �  Change in LVEDD (baseline to 24 mo), mm 0.5±5.6 −1.1±6.2 2.1 (−2.1 to 6.3) 0.32

 � PASP, mm Hg 30.3±10.1 45.3±16.3 −17.1 (−28.3 to −5.8) 0.004

  �  Change in PASP (baseline to 24 mo), 
mm Hg

−16.9±18.1 2.1±15.4 −17.1 (−28.3 to −5.8) 0.004

 � TR ≤2+ 13/13 (100) 36/38 (94.7) … 1.00

GDMT indicates guideline-directed medical therapy; LVEDD, left ventricular end-diastolic diameter; LVEF, left ventricular ejec-
tion fraction; MR, mitral regurgitation; PASP, pulmonary artery systolic pressure; TMVR, transcatheter mitral valve replacement; and 
TR, tricuspid regurgitation.

*Echocardiographic follow-up at 30 d was used for the GDMT group. Data are presented as mean±SD or n/total n (%), where 
applicable.

D
ow

nloaded from
 http://ahajournals.org by on D

ecem
ber 22, 2025



Ludwig et al

Circ Cardiovasc Interv. 2023;16:e013045. DOI: 10.1161/CIRCINTERVENTIONS.123.013045� June 2023 381

TMVR vs GDMT for Secondary MR

search Foundation, New York City, NY (S.L., D.J.C., A.C., A.S., Z.Z., Y.L., B.R., J.F.G.). St. 
Francis Hospital, Roslyn, New York (D.J.C.). University Lille, Inserm, CHU Lille, Institut 
Pasteur de Lille, France (A.C.). Montefiore-Einstein Center for Heart and Vascular 
Care, Montefiore Medical Center, NY (A.S., A.L.). Departments of Medicine, Physiol-
ogy, and Cell Biology, Division of Cardiovascular Medicine, Davis Heart and Lung 
Research Institute, The Ohio State University, Columbus (W.T.A.). Structural Valve 
Program, Montreal Heart Institute, Canada (W.B.A.). Los Robles Regional Medical 
Center, Thousand Oaks, CA (S.K.). Bakersfield Heart Hospital, CA (S.K.). Royal 
Brompton Hospital, London, United Kingdom (A.D.). Division of Cardiology, University 
of Virginia, Charlottesville (D.S.L.). Cardiac Catheterization Laboratory and Cardiol-
ogy, ASST Spedali Civili and Department of Medical and Surgical Specialties, Ra-
diological Sciences and Public Health, University of Brescia, Italy (M. Adamo, M.M.). 
NewYork-Presbyterian Hospital/Columbia University Medical Center (B.R.). Depart-
ment of Cardiology, Sahlgrenska University Hospital, Gothenburg, Sweden (B.R.). 
Wallenberg Laboratory, Institute of Medicine, University of Gothenburg, Sweden 
(B.R.). Cardiology Department, St. Vincent’s Hospital, Sydney, Australia (D.W.M.M.). 
School of Clinical Medicine, UNSW Medicine and Health UNSW Sydney, Australia 
(D.W.M.M.). St. Paul’s Hospital, Vancouver, British Columbia, Canada (J.G.W.). Cardiac 
Catheterization Laboratory, Cardiothoracic and Vascular Department, University of 
Pisa, Italy (A.S.P.). Departments of Cardiovascular Surgery (H.R.) and Cardiovascular 
Surgery, INSURE–Institute for Translational Cardiac Surgery (H.R.), German Heart 
Center Munich, Germany. Heart Center Bonn, Germany (G.N.). Rigshospitalet, Co-
penhagen, Denmark (L.S.). Department of Cardiology, Heart Center, University of 
Cologne, Germany (M. Adam). IRCCS Humanitas Research Hospital, Milan, Italy 
(D.R.). IRCCS Policlinico San Donato, Milan, Italy (A.G.). Medical Clinic II, Univer-
sity Heart Center Lübeck, Germany (T.S.). Department of Cardiac Surgery, Medical 
University of Vienna, Austria (M. Andreas). Oslo University Hospital, Rikshospitalet, 
Norway (G.D.). Frankfurt University Hospital, Germany (T.W.). German Heart Institute 
Berlin, Germany (J.K.). Department of Cardiovascular Surgery, Mount Sinai Health 
System, New York, NY (G.H.L.T.). St. Thomas’ Hospital, London, United Kingdom 
(S.R.). HerzZentrum Hirslanden Zürich, Switzerland (M.T.). Universitätsklinik für 
Kardiologie, Inselspital Bern, Switzerland (F.P.). St. Michael’s Hospital, University of 
Toronto, Canada (N.F.). Groupe CardioVasculaire Interventionnel, Clinique Pasteur 
Toulouse, France (N.D.). Department of Cardiac Surgery, Louis Pradel Cardiologic 
Hospital, Lyon, France (J.-F.O.). Heart Valve Center and Heart and Vascular Cen-
ter, Universitätsmedizin Mainz, Germany (R.S.v.B.). Department of Interventional and 
General Cardiology, Heart and Diabetes Center North Rhine-Westphalia, Bad Oeyn-
hausen, Ruhr University Bochum, Germany (T.K.R.). Houston Methodist Hospital, TX 
(M.J.R.). Ospedale San Raffaele, Milan, Italy (P.D.). Baylor Scott and White Heart 
Hospital Plano, TX (M.J.M.). Medizinische Klinik und Poliklinik I, Klinikum der Univer-
sität München, Munich, Germany (J.H.). Cardiovascular Core Laboratories, MedStar 
Health Research Institute, Washington, DC (F.M.A.). Advanced Heart Failure and 
Cardiac Transplantation Section, Vanderbilt Heart and Vascular Institute, Nashville, 
TN (J.L.). Centre Hospitalier Universitaire de Bordeaux, France (T.M.). The Zena and 
Michael A. Wiener Cardiovascular Institute, Icahn School of Medicine at Mount Sinai, 
New York, NY (G.W.S.).

Acknowledgments
The authors would like to thank all the CHOICE-MI registry (Choice of Optimal 
Transcatheter Treatment for Mitral Insufficiency) and COAPT trial (Cardiovascular 
Outcomes Assessment of the MitraClip Percutaneous Therapy for Heart Failure 
Patients With Functional Mitral Regurgitation) investigators for their invaluable 
contributions to this study.

Sources of Funding
This work was supported by a grant from the German Heart Foundation (grant 
number S/04/21) to Dr Ludwig. The COAPT trial (Cardiovascular Outcomes As-
sessment of the MitraClip Percutaneous Therapy for Heart Failure Patients With 
Functional Mitral Regurgitation) was funded by Abbott (Santa Clara, CA).

Disclosures
Dr Ludwig reports travel compensation from Edwards; speaker honoraria from 
Abbott; and advisory fees from Bayer. Dr Conradi reports being on the advisory 
board at Abbott, Medtronic, and Boston Scientific and personal fees from Ed-
wards. Dr Cohen reports research grant and consulting fees from Abbott, Ed-
wards Lifesciences, Boston Scientific, and Medtronic AC; is a proctor at Abbott; 
and is a speaker at Abbott and General Electric Healthcare. Dr Scotti is a con-
sultant for NeoChord. Dr Abraham reports research grant from the National Insti-
tutes of Health–National Heart, Lung, and Blood Institute (National Institutes of 
Health 1 UG3/UH3 HL140144-01, 08/01/18-07/31/22, LOFT-HF [Impact 
of Low Flow Nocturnal Oxygen Therapy on Hospital Readmission/Mortality in 
Patients With Heart Failure and Central Sleep Apnea]); consulting at Abbott, 
Boehringer Ingelheim, and Zoll; honoraria from Impulse Dynamics; and salary 
from V-Wave Medical. Dr Ben Ali reports grants from Medtronic and Edwards. 
Dr Kar reports grants and consulting from Abbott, Boston Scientific, Edwards, 

and 4TECH and stock at 4TECH. Dr Scott Lim reports grants from Abbott, Bos-
ton Scientific, Corvia, Edwards, Medtronic, Trisol, and V-Wave and is a consul-
tant at Ancora, Philips, Valgen, and Venus. Dr Duncan is a consultant at Abbott, 
Edwards, and Medtronic. Dr Adamo reports personal fees from Edwards and 
Boston Scientific and grants and honoraria from Medtronic. Dr Muller is on the 
advisory board at Abbott, Medtronic, and Edwards. Dr Petronio is a consultant 
at Medtronic, Boston Scientific, and Abbott. Dr Ruge is on the advisory board at 
Abbott and is a proctor at Abbott and Edwards. Dr Sondergaard reports grants 
and consulting at Edwards and Medtronic. Dr Adam reports grants and honoraria 
from Medtronic and personal fees from Boston Scientific and Edwards. Dr Dahle 
is a proctor/speaker at Abbott and Edwards. Dr Kempfert reports honoraria from 
Edwards, Medtronic, Abbott, and CryoLife. Dr Garatti is a proctor at Abbott. Dr 
Schmidt reports honoraria and travel support from Abbott and Cardiovalve. Dr 
Tang is a proctor/consultant at Medtronic; consultant/advisory board at Abbott; 
consultant at NeoChord; advisory board at JenaValve; and honoraria from Sie-
mens and EastEnd Medical. Dr Redwood is a proctor at and reports personal 
fees from Edwards and is on the advisory board at Medtronic. Dr Taramasso 
is a consultant at Abbott, Edwards, Boston Scientific, Shenqi Medical, Simu-
lands, Occlufit, MTEx, Medira, 4tech, and CoreMedic and reports personal fees 
from Cardiovalve. Dr Praz is a consultant at Edwards. Dr Fam is a consultant 
at Edwards, Abbott, and Cardiovalve. Dr Dumonteil is a consultant/proctor at 
Abbott, Boston Scientific, Edwards, and Medtronic. Dr von Bardeleben reports 
consulting/honoraria from Abbott, Edwards, and Medtronic and research grants 
to the university from Abbott and Edwards. Dr Rudolph reports honoraria from 
Abbott. Dr Reardon is a consultant at Medtronic, Boston, Abbott, and Gore (all 
funds to the department). Dr Metra reports personal fees from Actelion, Amgen, 
Livanova, Servier, Vifor Pharma as member of the Executive or Data Monitoring 
Committees of sponsored clinical trials, AstraZeneca, Abbott, Bayer, Boheringer 
Ingelhelm, and Edwards Therapeutics for participation to advisory boards and 
speeches at sponsored meetings. Dr Denti reports personal fees from Abbott 
and Edwards. Dr Mack reports being a co-Principal Investigator for the PART-
NER trial (Placement of Aortic Transcatheter Valve Trial; Edwards) and COAPT 
trial (Cardiovascular Outcomes Assessment of the MitraClip Percutaneous Ther-
apy for Heart Failure Patients With Functional Mitral Regurgitation; Abbott) and 
is a study chair for the APOLLO trial (Transcatheter Mitral Valve Replacement 
With the Medtronic Intrepid TMVR System in Patients With Severe Symptomatic 
Mitral Regurgitation; Medtronic). Dr Hausleiter reports consulting fees, speaker 
honoraria, and research support to the institution from Abbott and Edwards. Dr 
Asch reports institutional contracts from Abbott, Neovasc, Ancora, Mitralign, 
Medtronic, Boston Scientific, Edwards Lifesciences, Biotronik, and Livanova. Dr 
Latib is on the advisory board at Medtronic, Boston Scientific, Philips, Edwards, 
and Abbott. Dr Lindenfeld reports grant support from AstraZeneca and con-
sulting at Abbott, Alleviant, AstraZeneca, Cordio, CVRx, Edwards, Boehringer 
Ingelheim, Merck, Medtronic, Vascular Dynamics, and V-Wave. Dr Modine is a 
consultant at Abbott, Edwards, and Medtronic. Dr Stone reports honoraria from 
Medtronic, Pulnovo, and Infraredx; is a consultant at Valfix, TherOx, Robocath, 
HeartFlow, Ablative Solutions, Vectorious, Miracor, Neovasc, Abiomed, Ancora, 
Elucid Bio, Occlutech, CorFlow, Apollo Therapeutics, Impulse Dynamics,  Car-
diomech, Gore, Amgen, Adona Medical, and Millennia Biopharma; and reports 
equity/options at Ancora, Cagent, Applied Therapeutics, Biostar family of funds, 
SpectraWave, Orchestra Biomed, Aria, Cardiac Success, Valfix, and Xenter. Dr 
Stone’s daughter is an employee at Medtronic. Dr Stone’s employer, Mount Sinai 
Hospital, receives research support from Abbott, Abiomed, Bioventrix, Cardiovas-
cular Systems, Inc, Phillips, Biosense Webster, Shockwave, Vascular Dynamics, 
Pulnovo, and V-wave. Dr Granada is the President and Chief Executive Officer 
of Cardiovascular Research Foundation. The other authors report no conflicts.

Supplemental Material
Figures S1–S5
Tables S1–S5

REFERENCES
	 1.	 Sannino A, Smith RL II, Schiattarella GG, Trimarco B, Esposito G, 

Grayburn PA. Survival and cardiovascular outcomes of patients with sec-
ondary mitral regurgitation: a systematic review and meta-analysis. JAMA 
Cardiol. 2017;2:1130–1139. doi: 10.1001/jamacardio.2017.2976

	 2.	 Asgar AW, Mack MJ, Stone GW. Secondary mitral regurgitation in heart fail-
ure: pathophysiology, prognosis, and therapeutic considerations. J Am Coll 
Cardiol. 2015;65:1231–1248. doi: 10.1016/j.jacc.2015.02.009

	 3.	 Stone GW, Lindenfeld J, Abraham WT, Kar S, Lim DS, Mishell JM, 
Whisenant B, Grayburn PA, Rinaldi M, Kapadia SR, et al; COAPT Investiga-
tors. Transcatheter mitral-valve repair in patients with heart failure. N Engl J 
Med. 2018;379:2307–2318. doi: 10.1056/NEJMoa1806640

D
ow

nloaded from
 http://ahajournals.org by on D

ecem
ber 22, 2025



Circ Cardiovasc Interv. 2023;16:e013045. DOI: 10.1161/CIRCINTERVENTIONS.123.013045� June 2023 382

Ludwig et al TMVR vs GDMT for Secondary MR

	 4.	 Mack MJ, Lindenfeld J, Abraham WT, Kar S, Lim DS, Mishell JM, Whisenant BK, 
Grayburn PA, Rinaldi MJ, Kapadia SR, et al; COAPT Investigators. 3-year 
outcomes of transcatheter mitral valve repair in patients with heart failure. J 
Am Coll Cardiol. 2021;77:1029–1040. doi: 10.1016/j.jacc.2020.12.047

	 5.	 Muller DWM, Farivar RS, Jansz P, Bae R, Walters D, Clarke A, Grayburn PA, 
Stoler RC, Dahle G, Rein KA, et al; Tendyne Global Feasibility Trial Investiga-
tors. Transcatheter mitral valve replacement for patients with symptomatic 
mitral regurgitation: a global feasibility trial. J Am Coll Cardiol. 2017;69:381–
391. doi: 10.1016/j.jacc.2016.10.068

	 6.	 Muller DWM, Sorajja P, Duncan A, Bethea B, Dahle G, Grayburn P, 
Babaliaros VC, Guerrero M, Thourani VH, Bedogni F, et al. 2-year outcomes 
of transcatheter mitral valve replacement in patients with severe symp-
tomatic mitral regurgitation. J Am Coll Cardiol. 2021;78:1847–1859. doi: 
10.1016/j.jacc.2021.08.060

	 7.	 Bapat V, Rajagopal V, Meduri C, Farivar RS, Walton A, Duffy SJ, Gooley R, 
Almeida A, Reardon MJ, Kleiman NS, et al; Intrepid Global Pilot Study Inves-
tigators. Early experience with new transcatheter mitral valve replacement. J 
Am Coll Cardiol. 2018;71:12–21. doi: 10.1016/j.jacc.2017.10.061

	 8.	 Ben Ali W, Ludwig S, Duncan A, Weimann J, Nickenig G, Tanaka T, Coisne A, 
Vincentelli A, Makkar R, Webb JG, et al; CHOICE-MI Investigators. Charac-
teristics and outcomes of patients screened for transcatheter mitral valve 
implantation: 1-year results from the CHOICE-MI registry. Eur J Heart Fail. 
2022;24:887–898. doi: 10.1002/ejhf.2492

	 9.	 Sondergaard L, Brooks M, Ihlemann N, Jonsson A, Holme S, Tang M, Terp K, 
Quadri A. Transcatheter mitral valve implantation via transapical approach: 
an early experience. Eur J Cardio-thoracic Surg. 2015;48:873–877. doi: 
10.1093/ejcts/ezu546

	10.	 Cheung A, Webb J, Verheye S, Moss R, Boone R, Leipsic J, Ree R, 
Banai S. Short-term results of transapical transcatheter mitral valve implan-
tation for mitral regurgitation. J Am Coll Cardiol. 2014;64:1814–1819. doi: 
10.1016/j.jacc.2014.06.1208

	11.	 Alperi A, Dagenais F, Del Val D, Bernier M, Vahl TP, Khalique OK, 
Modine M, Granada JF, Rodés-Cabau J. Early experience with a novel 
transfemoral mitral valve implantation system in complex degenerative 
mitral regurgitation. JACC Cardiovasc Interv. 2020;13:2427–2437. doi: 
10.1016/j.jcin.2020.08.006

	12.	 Zahr F, Song HK, Chadderdon SM, Gada H, Mumtaz M, Byrne T, Kirshner M, 
Bajwa T, Weiss E, Kodali S, et al. Thirty-day outcomes following transfemo-
ral transseptal transcatheter mitral valve replacement: intrepid TMVR early 
feasibility study results. JACC Cardiovasc Interv. 2021;15:80–89. doi: 
10.1016/j.jcin.2021.10.018

	13.	 Obadia J-F, Messika-Zeitoun D, Leurent G, Iung B, Bonnet G, Piriou N, 
Lefèvre T, Piot C, Rouleau F, Carrié D, et al; MITRA-FR Investigators. Per-
cutaneous repair or medical treatment for secondary mitral regurgitation. N 
Engl J Med. 2018;379:2297–2306. doi: 10.1056/NEJMoa1805374

	14.	 Asch FM, Grayburn PA, Siegel RJ, Kar S, Lim DS, Zaroff JG, Mishell JM, 
Whisenant B, Mack MJ, Lindenfeld J, et al; COAPT Investigators. Echocar-
diographic outcomes after transcatheter leaflet approximation in patients 
with secondary mitral regurgitation: the COAPT trial. J Am Coll Cardiol. 
2019;74:2969–2979. doi: 10.1016/j.jacc.2019.09.017

	15.	 Lim DS, Herrmann HC, Grayburn P, Koulogiannis K, Ailawadi G, Williams M, 
Ng VG, Chau KH, Sorajja P, Smith RL, et al. Consensus document on non-
suitability for transcatheter mitral valve repair by edge-to-edge therapy. 
Struct Hear. 2021;5:227–233. doi: 10.1080/24748706.2021.1902595

	16.	 Rogers J. Contemporary clinical and echocardiographic outcomes of 
1000+ patients treated with MitraClipTM G4: results from the EXPAND 
G4 post approval study. Oral presentation at: Transcatheter Cardiovascular 
Therpeutics (TCT); September, 2022; Boston, MA.

	 17.	 Koell B, Orban M, Weimann J, Kassar M, Karam N, Neuss M, Petrescu A, 
Iliadis C, Unteruber M, Adamo M, et al. Outcomes stratified by adapted 
inclusion criteria after mitral edge-to-edge repair. J Am Coll Cardiol. 
2021;78:2408–2421. doi: 10.1016/j.jacc.2021.10.011

	18.	 Ludwig S, Kalbacher D, Ben Ali W, Weimann J, Adam M, Duncan A, 
Webb JG, Windecker S, Orban M, Giannini C, et al. Transcatheter mitral 
valve replacement or repair for secondary mitral regurgitation: a propen-
sity score-matched analysis. Eur J Heart Fail. 2023;25:399–410. doi: 
10.1002/ejhf.2797

	19.	 Duncan A, Dahle G, Conradi L, Dumonteil N, Wang J, Shah N, Sun B, Sorajja P, 
Ailawadi G, Rogers JH, et al. Multicenter clinical management practice to 
optimize outcomes following tendyne transcatheter mitral valve replace-
ment. Struct Hear. 2022;6:100025. doi: 10.1016/j.shj.2022.100025

	20.	 Alperi A, Granada JF, Bernier M, Dagenais F, Rodés-Cabau J. Current status 
and future prospects of transcatheter mitral valve replacement. J Am Coll 
Cardiol. 2021;77:3058–3078. doi: 10.1016/j.jacc.2021.04.051

	21.	 Hensey M, Brown RA, Lal S, Sathananthan J, Ye J, Cheung A, Blanke P, 
Leipsic J, Moss R, Boone R, et al. Transcatheter mitral valve replacement. 
JACC Cardiovasc Interv. 2021;14:489–500. doi: 10.1016/j.jcin.2020.12.038

	22.	 Blackstone EH, Suri RM, Rajeswaran J, Babaliaros V, Douglas PS, 
Fearon WF, Miller DC, Hahn RT, Kapadia S, Kirtane AJ, et al. Propensity-
matched comparisons of clinical outcomes after transapical or transfemoral 
transcatheter aortic valve replacement. Circulation. 2015;131:1989–2000. 
doi: 10.1161/CIRCULATIONAHA.114.012525

D
ow

nloaded from
 http://ahajournals.org by on D

ecem
ber 22, 2025


