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ABSTRACT
Objectives Patients with mitral regurgitation (MR) may 
be heterogeneous with different risk profiles. We aimed 
to identify distinct phenogroups of patients with severe 
primary MR and investigate their long- term prognosis 
after mitral valve (MV) surgery.
Methods The retrospective cohort of patients with 
severe primary MR undergoing MV surgery (derivation, 
n=1629; validation, n=692) was analysed. Latent class 
analysis was used to classify patients into subgroups 
using 15 variables. The primary outcome was all- cause 
mortality after MV surgery.
Results During follow- up (median 6.0 years), 
149 patients (9.1%) died in the derivation cohort. 
In the univariable Cox analysis, age, female, atrial 
fibrillation, left ventricular (LV) end- systolic dimension/
volumes, LV ejection fraction, left atrial dimension and 
tricuspid regurgitation peak velocity were significant 
predictors of mortality following MV surgery. Five 
distinct phenogroups were identified, three younger 
groups (group 1–3) and two older groups (group 4–5): 
group 1, least comorbidities; group 2, men with LV 
enlargement; group 3, predominantly women with 
rheumatic MR; group 4, low- risk older patients; and 
group 5, high- risk older patients. Cumulative survival 
was the lowest in group 5, followed by groups 3 and 
4 (5- year survival for groups 1–5: 98.5%, 96.0%, 
91.7%, 95.6% and 83.4%; p<0.001). Phenogroups 
had similar predictive performance compared with the 
Mitral Regurgitation International Database score in 
patients with degenerative MR (3- year C- index, 0.763 vs 
0.750, p=0.602). These findings were reproduced in the 
validation cohort.
Conclusion Five phenogroups of patients with severe 
primary MR with different risk profiles and outcomes 
were identified. This phenogrouping strategy may 
improve risk stratification when optimising the timing 
and type of interventions for severe MR.

INTRODUCTION
Severe primary mitral regurgitation (MR) is asso-
ciated with significant mortality.1 The decision for 
mitral valve (MV) surgery depends on the integrative 
assessment of MR aetiology, compensatory response 
of the left ventricle, symptoms and feasibility of 
MV repair.2–4 Regarding the treatment strategies of 

MR, recent studies showed the potential benefits 
of early MV surgery for asymptomatic patients,5 6 
while a percutaneous edge- to- edge repair is now 
available for high- risk cases.7 8 Long- term survival 
after operation may also be substantially different 
with patients’ underlying comorbidities.9 There-
fore, patients with severe MR may be a heteroge-
neous population with various risk factors,10–12 
and identifying distinct phenogroups among these 
patients may help clinicians in tailoring individual-
ised strategies.13–15

Recent studies have adopted a data- driven 
approach to identify meaningful phenotypes among 
a heterogeneous disease entity. Latent class anal-
ysis (LCA) is a useful tool to segregate samples into 
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homogeneous subgroups, which may improve risk stratification 
and determine the likelihood of treatment response.16–18

We hypothesised that there may be distinct phenogroups of 
patients with severe primary MR undergoing MV surgery with 
different long- term outcomes. We aimed to identify phenogroups 
of patients with severe MR using LCA and to provide insights 
into the optimal treatment strategy for severe primary MR.

METHODS
Study population
This study was conducted at three tertiary hospitals in South 
Korea (Asan Medical Center, Seoul National University Hospital 
and Seoul National University Bundang Hospital). Patients 
from Asan Medical Center were used for the development of 
the LCA model (=derivation cohort). Patients from the other 
centres were used as the validation cohort to examine whether 
phenogroups and their association with long- term mortality are 
reproduced in the external population.

Patients with severe primary MR who underwent MV 
surgery (MV repair or replacement) between 2006 and 
2020 were retrospectively collected. Exclusion criteria were 
age <18 years, prior MV surgery or intervention, combined 
mitral stenosis ≥moderate, combined other severe valvular 
heart disease, MR due to infective endocarditis and secondary 
MR. Details of the data collection and variable definitions are 
presented in online supplemental methods.

Echocardiography
Transthoracic echocardiography was performed shortly before 
the MV surgery (median 21 days). Details of the echocardiog-
raphy measurement are described in the online supplemental 
methods.

MR severity was determined by both qualitative and quantita-
tive methods following the guideline.19 Severe MR was confirmed 
by a large systolic regurgitant jet on the colour Doppler image, 
with an effective regurgitant orifice area of ≥0.40 cm2 and a 
regurgitant volume of ≥60 mL by proximal isovelocity surface 
area methods. Degenerative MR includes MR due to flail leaflet 
or MV prolapse. Rheumatic MR was defined as diffuse MV 
leaflet thickening with restricted motion and rheumatic changes 
of MV observed in the surgical field. Congenital causes of MR 
included either cleft or parachute MV. MV morphology was 
evaluated in the patients with degenerative MR and categorised 
as either isolated anterior/posterior leaflet prolapse or bileaflet 
prolapse.

Outcome assessment
The primary endpoint was all- cause mortality after the MV 
surgery. Mortality data were ascertained by the official national 
death records provided by Statistics Korea for all participants. 
The time interval between the date of MV surgery to the last 
clinical follow- up or death was used as the follow- up duration.

Latent class analysis
LCA is an exploratory modelling technique of clustering subjects 
into homogeneous but mutually exclusive subgroups.20 Using 
maximum likelihood estimation, LCA generates a robust class 
solution accounting for measurement errors and models’ statis-
tical fit.21

Fifteen variables were included for the LCA (online supple-
mental table 1). The criteria for the variable inclusion were 
(1) risk factors from the Society of Thoracic Surgeons score,22 
Mitral Regurgitation International Database (MIDA) score23 or 

guidelines2 3 and (2) statistical significance in the univariable Cox 
analysis (online supplemental table 2). The missing values were 
minimal and these were imputed with the missForest algorithm 
(online supplemental figure 1, methods).

LCA uses categorical variables as input. Thus, variables were 
categorised by the clinical consensus or cut- off values for surgical 
intervention (ie, left ventricular (LV) ejection fraction <60%) 
(online supplemental table 1). Mortality data were blinded 
in the LCA. LCA models were derived with the number of 
phenogroups ranging from 2 to 8. Multiple information criteria 
were calculated for each model,21 and the optimal number of 
groups was determined based on the lowest value of these statis-
tics. The minimal proportion of each group was set as 10% to 
prevent overfitting and ensure clinical interpretability.16 Based 
on these criteria, the optimal number of groups was 5 (online 
supplemental figure 2).

Internal validation, sensitivity analysis and subgroup analysis
We performed an internal validation analysis to test the robust-
ness of the group membership. Briefly, multinomial logistic 
regression models predicting phenogroups were developed 
and tested using the bootstrap samples (online supplemental 
methods). Additionally, a sensitivity analysis including both 
derivation and validation cohorts and a subgroup analysis 
of patients with degenerative MR were performed to test the 
reproducibility.20

External validation
Patients in the validation cohort (n=692) were allocated to one 
of the five groups based on the group probabilities derived from 
the LCA model (online supplemental methods).16 The associa-
tion between the phenogroups and outcomes was investigated as 
in the derivation cohort.

Statistical analysis
Continuous variables are presented as median (IQR) and cate-
gorical variables as frequencies (percentages). The difference 
between groups was compared using the analysis of variance test 
or Kruskal- Wallis test for continuous variables and the χ2- test 
for categorical variables. Kaplan- Meier curves were plotted by 
groups and compared using the log- rank test. Cox proportional 
hazard analyses were used to evaluate the association between 
the phenogroups and mortality risk, and expressed as HRs with 
95% CIs. Cox assumption was tested using Schoenfeld residuals.

The predictive performance of the phenogroup was compared 
with the MIDA score23 in patients with degenerative MR. We 
calculated the MIDA score without pulmonary artery systolic 
pressure (ranged 0–10) due to the lack of data (online supple-
mental table 3). Harrell’s C- index for 3- year mortality was 
calculated and compared using DeLong’s method.

A two- tailed p value of <0.05 was considered statistically 
significant. All analyses were performed using R. The LCA was 
performed using the validated R package poLCA.21

Patient and public involvement
Patients or the public were not involved in the design, execution 
or dissemination plans of our research.

RESULTS
Cohort characteristics
In the derivation cohort, the majority of patients had degenera-
tive MR (n=1375, 84.4%) and underwent MV repair (n=1349, 
82.8%) (online supplemental table 4). MV repair was most 
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frequently performed in patients with degenerative MR (92.1%), 
while patients with rheumatic MR more frequently received MV 
replacement (57.2%) (p<0.001) (online supplemental figure 3). 
There was a tendency towards worse survival in patients with 
rheumatic MR, although statistically insignificant (p=0.145).

During a median 6.0 years follow- up (IQR 2.8–10.4 years), 
149 patients (9.1%) died in the derivation cohort (online 
supplemental figure 4). In the univariable Cox analysis, age, 
female gender, atrial fibrillation (AF), LV end- systolic dimen-
sion/volumes, LV ejection fraction, LA dimension and tricuspid 
regurgitation (TR) peak velocity were significant predictors of 
mortality following MV surgery (online supplemental table 2).

Clinical characteristics of phenogroups by LCA
The LCA identified five distinct phenogroups in the derivation 
cohort (figure 1). Groups 1, 2 and 3 consisted of younger patients 
(median 44, 52 and 50 years), and groups 4 and 5 consisted 
of older patients (median 64 and 69 years) (table 1). Patients 
in group 1 were the youngest, least symptomatic and had the 
least comorbidities, such as AF (9.3%), across the five groups. 
Patients in group 2 were exclusively men (100%) with prevalent 
AF (65.5%). Among the groups with younger patients (groups 
1–3), patients in group 2 had the highest prevalence of hyperten-
sion and diabetes (both p<0.001), and coronary artery bypass 
grafting was most frequently performed compared with group 
1 or 3 (6.0% vs <1%, p<0.001). In contrast, patients in group 
3 were predominantly women (78.9%) and frequently had AF. 
The most notable features of group 3 were the highest preva-
lence of rheumatic MR (67.3%) and the most frequent perfor-
mance of MV replacement with mechanical valve (63.7%).

For the older groups (groups 4–5), patients in group 5 were 
older and had a higher proportion of AF compared with those in 
group 4 (71.4% vs 29.3%, p<0.001) (table 1). Patients in group 
5 had the most frequent comorbidities and the lowest haemo-
globin and glomerular filtration rate across the five groups.

Regarding the valve morphology in patients with degener-
ative MR, the isolated posterior leaflet prolapse was the most 
common in group 4 (68.4%, p<0.001), while isolated anterior 
leaflet and bileaflet prolapse was more common in group 3 and 
5, respectively (table 1).

Cardiac remodelling characteristics of phenogroups
Echocardiography parameters were most favourable in group 
1, with the small LV and LA dimensions, preserved LV ejection 
fraction and the lowest TR peak velocity across the five groups 
(table 2). Patients in group 2 had the largest LV dimensions and 
volumes across the five groups (LV end- systolic diameter 43 mm 
(40–47 mm), p<0.001), with the largest LA dimension (59 mm 
(55–65 mm), p<0.001) (table 2).

Patients in group 5 showed more advanced cardiac dysfunc-
tion compared with group 4, including increased LV dimensions, 
reduced LV ejection fraction and enlarged LA (all p<0.001) 
(table 2). The TR peak velocity was the highest in group 5 
compared with the other four groups (3.3 m/s (3.0–3.6 m/s), 
p<0.001).

Clinical outcomes after MV surgery according to phenogroups
Cumulative survival was the lowest in group 5, followed by 
group 3 and then group 4 (5- year survival rate 83.4%, 91.7% 
and 95.6% for group 5, 3 and 4; p<0.001) (figure 2A). In 
the younger population (groups 1–3), group 3 had the worst 
cumulative survival, while mortality rarely occurred in group 
1 (5- year survival rate 98.5%) (p<0.001) (figure 2B). In the 

groups with older patients (groups 4 and 5), group 5 demon-
strated a markedly worse cumulative survival compared with 
group 4 (p<0.001) (figure 2C).

In the univariable Cox analysis with group 1 as the refer-
ence, there was a stepwise increased risk of mortality in the 
order of groups 2, 3 and 4, and 5 (table 3). After adjusting for 
covariates, the higher mortality risk associated with groups 
3 and 5 remained significant (group 3, adjusted HR 2.61, 
95% CI 1.08 to 6.32, p=0.034; group 5, adjusted HR 3.16, 
95% CI 1.23 to 8.15, p=0.017).

Internal validation, sensitivity analysis and subgroup analysis
Internal validation analysis showed that multinomial logistic 
regression models had an average accuracy of 0.966 for the 
discrimination of phenogroups (online supplemental figure 
5). The averaged F1 score and area under the receiver oper-
ating characteristic curves for each group were all >0.90 and 
>0.99, suggesting the robustness of the phenogroup 
assignment.

A sensitivity analysis including both derivation and valida-
tion cohorts similarly reproduced the five phenogroups and 
their association with mortality (ie, high- risk older patients 
conferring the worst survival) (online supplemental table 
5, figure 6). In the subgroup analysis of degenerative MR, 
the optimal number of groups was 4. Each phenogroup in 
this subgroup analysis corresponded to the groups from the 
original LCA, except there was no group of women with 
rheumatic MR (group 3 in the original LCA). The mortality 
pattern of these four groups was again similar to the original 
LCA (online supplemental table 6, figure 7).

External validation
Patients in the validation cohort were older (median 61 vs 
56 years, p<0.001) and had more comorbidities with more 
advanced cardiac dysfunction (online supplemental table 4). 
These patients were allocated to one of the five phenogroups 
according to the highest group probabilities (online supple-
mental table 7, methods). Distinct phenogroups in the deri-
vation cohort were reproduced in the validation cohort with 
similar clinical and echocardiographic characteristics (online 
supplemental table 8).

During a median 5.2 years (IQR 2.8–7.9 years), 85 patients 
(12.3%) died in the validation cohort, which was signifi-
cantly higher than the derivation cohort (p<0.001) (online 
supplemental figure 4). Similarly, the cumulative survival was 
the lowest in group 5, followed by groups 3 and 4 (5- year 
survival rate 78.5%, 93.5% and 91.0% for group 5, 3 and 4; 
p<0.001) (figure 2).

In the combined population of the derivation and valida-
tion cohorts (n=2321), group 3 and 5 were again associ-
ated with a higher mortality risk compared with group 1 in 
the multivariable Cox analysis (group 3, adjusted HR 3.24, 
95% CI 1.45 to 7.25, p=0.004; group 5, adjusted HR 3.55, 
95% CI 1.53 to 8.24, p=0.003) (table 3).

Risk stratification using the phenogroup information
In patients with degenerative MR across the entire cohort 
(n=1979), there was a stepwise increase in cumulative 
mortality of 1, 3 and 5 years with higher MIDA score 
without pulmonary artery systolic pressure (p<0.001) 
(online supplemental figure 8). In the entire cohort, the 
MIDA score demonstrated fair predictability for 3- year 
mortality (C- index 0.750, 95% CI 0.704 to 0.796), and the 
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phenogroup information showed similar predictive perfor-
mance (C- index 0.763, 95% CI 0.718 to 0.809) (p=0.602 
for comparison) (online supplemental figure 8). In the 

validation cohort, the phenogroup and MIDA score again 
showed similar predictability (C- index 0.732 vs 0.731, 
p=0.960 for comparison).

Figure 1 Data- driven phenogrouping of patients with severe primary MR undergoing MV surgery. Patients with severe primary MR undergoing MV 
surgery from three tertiary university hospitals were analysed (n=2321; derivation cohort, n=1629 and validation cohort, n=692). The latent variable 
(c) is estimated based on the 15 observed variables (y) of demographics, laboratory, surgical and echocardiographic factors by the expectation–
maximisation algorithm, whose nominal categories are defined as latent classes (=groups). Five distinct groups were identified by LCA from the 
derivation cohort: group 1, least comorbidities (n=517); group 2, men with LV enlargement (n=249); group 3, predominantly women and rheumatic 
MR (n=171); group 4, low- risk older patients (n=461); and group 5, high- risk older patients (n=231). The prevalence of eight major risk factors in 
each phenogroup is depicted as a radar plot. The lines of the innermost octagon indicate zero prevalence. The phenogrouping may be used to guide 
clinicians to improve risk stratification and to provide a more tailored treatment strategy, as a step towards precision medicine in valvular heart 
disease. AF, atrial fibrillation; CKD, chronic kidney disease; LA, left atrium; LCA, latent class analysis; LV, left ventricular; LVEF, left ventricular ejection 
fraction; LVESD, left ventricular end- systolic diameter; MR, mitral regurgitation; MV, mitral valve; MVR, mitral valve replacement.
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DISCUSSION
Using the LCA, we demonstrated five distinct phenogroups 
of patients with severe primary MR undergoing MV surgery 
and their association with long- term mortality. Each group 

had distinct risk factor profiles in demographics, comorbidi-
ties, MR aetiology, surgery type and adverse cardiac remod-
elling (figure 1). Long- term mortality after MV surgery was 
markedly different by the phenogroups, and phenogroups 

Table 1 Baseline characteristics of the study participants according to phenogroups by LCA in the derivation cohort

Charcteristics

Younger population Older population

P*

Group 1 Group 2 Group 3 Group 4 Group 5

(n=517) (n=249) (n=171) (n=461) (n=231)

Least comorbidities
Men with LV 
enlargement

Predominantly women 
rheumatic MR Low- risk order patients High- risk older patients

Age (year) 44 (37–51) 52 (46–59) 50 (39–56) 64 (59–69) 69 (64–74) <0.001

Men, n (%) 365 (70.6) 249 (100.0) 36 (21.1) 230 (49.9) 78 (33.8) <0.001

Body mass index (kg/
m²) 24.1 (21.9–26.2) 25.3 (23.2–27.6) 22.9 (20.7–24.7) 25.0 (22.8–27.2) 22.7 (20.9–24.8) <0.001

Comorbidities, n (%)

Hypertension 100 (19.3) 91 (36.5) 2 (1.2) 291 (63.1) 117 (50.6) <0.001

Diabetes 5 (1.0) 15 (6.0) 2 (1.2) 65 (14.1) 46 (19.9) <0.001

A F 48 (9.3) 163 (65.5) 126 (73.7) 135 (29.3) 165 (71.4) <0.001

Stroke 3 (0.6) 11 (4.4) 3 (1.8) 6 (1.3) 9 (3.9) 0.001

Myocardial infarction 5 (1.0) 7 (2.8) 1 (0.6) 5 (1.1) 12 (5.2) <0.001

Year of MV surgery <0.001

2006–2013 253 (48.9) 118 (47.4) 108 (63.2) 184 (39.9) 120 (51.9)

2014–2020 264 (51.1) 131 (52.6) 63 (36.8) 277 (60.1) 111 (48.1)

Symptomatic MR, n (%) 104 (20.1) 113 (45.4) 82 (48.0) 148 (32.1) 101 (43.7) <0.001

Symptoms, n (%)

Dyspnoea 83 (16.1) 94 (37.8) 69 (40.4) 129 (28.0) 93 (40.3) <0.001

Chest pain 21 (4.1) 14 (5.6) 6 (3.5) 15 (3.3) 5 (2.2) 0.341

Oedema 5 (1.0) 6 (2.4) 9 (5.3) 5 (1.1) 11 (4.8) <0.001

Palpitation 12 (2.3) 19 (7.6) 17 (9.9) 21 (4.6) 10 (4.3) <0.001

Syncope 6 (1.2) 0 (0.0) 2 (1.2) 5 (1.1) 3 (1.3) 0.560

Laboratory results

Haemoglobin (g/L) 140 (129–148) 145 (139–154) 127 (119–137) 130 (120–141) 120 (108–131) <0.001

eGFR (mL/min/1.73 m2) 101.5 (92.8–110.3) 85.5 (76.0–97.1) 95.1 (79.3–106.5) 83.3 (69.7–91.4) 62.4 (48.7–79.5) <0.001

MR aetiology, n (%) <0.001

Degenerative 490 (94.8) 231 (92.8) 51 (29.8) 445 (96.5) 158 (68.4)

Rheumatic 21 (4.1) 14 (5.6) 115 (67.3) 15 (3.3) 71 (30.7)

Congenital 6 (1.2) 4 (1.6) 5 (2.9) 1 (0.2) 2 (0.9)

Valve morphology in 
degenerative MR, n 
(%)† <0.001

Isolated anterior leaflet 
prolapse 100 (20.4) 26 (11.3) 18 (35.3) 54 (12.2) 35 (22.6)

Isolated posterior leaflet 
prolapse 267 (54.5) 138 (59.7) 20 (39.2) 303 (68.4) 72 (46.5)

Bileaflet prolapse 123 (25.1) 67 (29.0) 13 (25.5) 86 (19.3) 48 (30.4)

MR surgery type, n (%) <0.001

MV repair 506 (97.9) 236 (94.8) 53 (31.0) 445 (96.5) 109 (47.2)

MV replacement 
(mechanical) 11 (2.1) 13 (5.2) 109 (63.7) 8 (1.7) 51 (22.1)

MV replacement 
(bioprosthetic) 0 (0.0) 0 (0.0) 9 (5.3) 8 (1.7) 71 (30.7)

Concomitant CABG, 
n (%) 0 (0.0) 15 (6.0) 1 (0.6) 33 (7.2) 45 (19.5) <0.001

Concomitant surgical 
atrial ablation, n (%) 44 (8.5) 150 (60.2) 100 (58.5) 123 (26.7) 138 (59.7) <0.001

Values are expressed in median (IQR) or numbers (percentage).
*Comparison between five groups.
†MV morphology was assessed only in the subgroup of patients with degenerative MR (unavailable in five patients).
AF, atrial fibrillation; CABG, coronary artery bypass grafting; eGFR, estimated glomerular filtration rate; LCA, latent class analysis; LV, left ventricular; MR, mitral regurgitation; MV, 
mitral valve.



310 Kwak S, et al. Heart 2023;109:305–313. doi:10.1136/heartjnl-2022-321305

Valvular heart disease

provided important predictive information for postsurgical 
mortality. This study demonstrates how phenomapping by 
data- driven analysis improves risk stratification and may 
guide clinicians when optimising the outcome of valvular 
heart disease patients.

Deciding the optimal timing of intervention for severe primary 
MR is challenging. The goal of MR treatment is to correct the 
diseased valve before LV dysfunction develops.2 3 Although the 
guidelines define the one- size- fits- all cut- off values for the inter-
vention (ie, LV end- systolic diameter >40 mm),2 3 this may lead 
to significant misclassification, given the substantial heteroge-
neity of severe MR. A better characterisation of patients with 
severe MR may be required for more tailored therapy.10

Among the younger groups (groups 1–3), group 2 consisted 
of exclusively men (100%) with degenerative MR, whereas 
group 3 was predominantly women (78.9%) with rheumatic MR 
(table 1), suggesting significant sex- related differences in MR 
aetiology. Studies have shown that women have a higher preva-
lence of rheumatic MR than men,24 25 which often requires MV 
replacement than MV repair.4 26 Importantly, MV replacement 
is more frequently associated with valve- related complications, 
including thromboembolism or bleeding and reoperation.26 27 
Consistent with the literature, patients in group 3 (predomi-
nantly women and rheumatic MR) most frequently underwent 
MV replacement with mechanical valve (63.7%) and had the 
second- worst survival across the five groups despite young age 
(figure 2). In contrast, young men with enlarged left ventricles 
(group 2) showed a favourable prognosis comparable to those 
with the least comorbidities (group 1). These highlight signifi-
cant sex differences in severe MR and suggest close monitoring 
of adverse events may be required for women with rheumatic 
MR.

Among the older patients, group 4 (low- risk older patients) 
had fewer comorbidities and less cardiac dysfunction than 
group 5 (high- risk older patients). Notably, patients in group 4 
showed excellent long- term survival after surgery (5- year cumu-
lative survival, 95.6%) (figure 2). In the contemporary era, the 
expected survival after MV repair may be equivalent to that 
of the age- matched general population,28 and the feasibility of 

MV repair is an important factor in determining the timing of 
intervention.2 3 The patients with degenerative MR in group 
4 had the most prevalent posterior leaflet prolapse, for which 
MV repair is performed with a higher success rate and longer 
durability compared with other complex MV morphology (ie, 
anterior leaflet prolapse).4 29 Given the lower operative risk 
of group 4, earlier MV repair may be reasonable if successful 
repair is highly expected.2 3 However, for group 5, the prognosis 
was dismal, with more than a 10% mortality within the 1- year 
postsurgical period (figure 2). Therefore, whether the benefit of 
MV surgery outweighs the risk should be carefully evaluated in 
patients of group 5, and percutaneous edge- to- edge repair may 
be a more appropriate strategy if feasible.7 8

Our phenogrouping also provides important information on 
the outcomes of asymptomatic patients with severe MR. Although 
debatable, recent studies suggest that early MV surgery may 
be superior to watchful waiting in asymptomatic patients with 
severe MR.5 6 Our study also demonstrated nearly perfect long- 
term survival of group 1 patients after MV surgery (figure 2), 
the majority of which were asymptomatic. A randomised trial 
is currently ongoing to test this hypothesis (NCT03389542), 
and our phenogroups here may provide important insights when 
selecting the candidates for early surgery.

The most optimal timing and type of intervention may be 
different by phenogroups, which could be explored in future 
hypothesis- driven studies. Importantly, the group member-
ship can be assigned to any other population using our model 
(online supplemental methods).16 Our external validation 
analysis showed that the phenogroups and their associations 
with mortality were reproduced in populations from different 
hospitals, indicating generalisability. The phenogroup member-
ship alone had similar predictability with the MIDA score. 
Therefore, the phenogroup information has major potential 
to improve risk stratification and may offer a novel target for 
specific treatment strategies. For the step toward precision 
medicine, we are currently constructing a large database incor-
porating patients with valvular heart disease across key institu-
tions in South Korea to establish and validate the data- driven 
risk stratification.

Table 2 Echocardiography parameters of the study participants according to phenogroups by LCA in the derivation cohort

Younger population Older population

P value*

Group 1 (n=517) Group 2 (n=249) Group 3 (n=171) Group 4 (n=461) Group 5 (n=231)

Least comorbidities
Men with LV 
enlargement

Predominantly women 
with rheumatic MR

Low- risk older 
patients

High- risk older 
patients

LV end- systolic diameter (mm) 37 (34–40) 43 (40–47) 41 (38–45) 34 (32–37) 39 (35–44) <0.001

LV end- diastolic diameter (mm) 60 (56–63) 65 (61–69) 61 (56–65) 57 (54–60) 60 (56–65) <0.001

LV end- systolic volume (mL) 57 (47–68) 78 (61–93) 61 (47–78) 46 (37–57) 55.5 (40–71) <0.001

LV end- diastolic volume (mL) 164 (136–195) 193 (162–230) 147 (117–185) 139 (113–165) 135 (110–168) <0.001

LV end- systolic volume index (mL/m2) 31.7 (26.5–37.7) 41.6 (32.5–50.0) 37.8 (29.5–48.4) 26.6 (22.0–32.7) 34.6 (25.8–44.6) <0.001

LV end- diastolic volume index (mL/m2) 91.2 (76.2–109.6) 102.1 (86.0–122.6) 90.3 (73.5–111.9) 81.3 (67.0–97.5) 85.2 (70.4–107.5) <0.001

LV ejection fraction (%) 65.0 (61.7–68.2) 60.2 (54.7–65.0) 58.9 (53.0–63.1) 66.4 (62.8–70.0) 59.8 (54.0–65.1) <0.001

LV mass index (g/m2) 124.3 (108.1–142.1) 151.6 (133.9–175.4) 129.4 (109.5–155.9) 127.4 (108.8–146.4) 145.6 (122.0–168.2) <0.001

LA dimension (mm) 46.0 (42.0–50.0) 59.0 (55.0–65.0) 59.0 (55.5–64.5) 48.0 (44.0–52.0) 56.5 (51.0–63.0) <0.001

E- wave (m/s) 1.14 (0.98–1.37) 1.44 (1.21–1.66) 1.60 (1.28–2.06) 1.22 (1.00–1.44) 1.40 (1.20–1.62) <0.001

e’-wave (cm/s) 9.0 (7.4–10.6) 7.8 (6.2–9.1) 7.2 (6.0–9.0) 6.6 (5.6–7.9) 6.2 (5.0–7.8) <0.001

E/e’ ratio 12.0 (10.0–15.0) 16.0 (13.0–22.0) 19.0 (14.0–33.0) 17.0 (13.0–21.0) 20.0 (15.0–29.0) <0.001

TR peak velocity, m/s 2.5 (2.3–2.8) 3.1 (2.7–3.4) 2.9 (2.6–3.3) 2.8 (2.5–3.3) 3.3 (3.0–3.6) <0.001

Values are expressed in median (IQR).
*Comparison between five groups.
AF, atrial fibrillation; LA, left atrium; LCA, latent class analysis; LV, left ventricular; MR, mitral regurgitation; TR, tricuspid regurgitation.

https://dx.doi.org/10.1136/heartjnl-2022-321305
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Figure 2 Cumulative survival after MV surgery according to phenogroups by LCA. Kaplan- Meier survival curves of all- cause mortality by the 
phenogroups in the derivation cohort (left panel) and the validation cohort (right panel). Kaplan- Meier curves were plotted for the (A) entire patients 
(groups 1–5) and further stratified by (B) younger patients (groups 1–3) and (C) older patients (groups 4–5). LCA, latent class analysis; MV, mitral 
valve.
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Limitations
First, the LCA model was derived from a single centre (n=1629). 
However, sensitivity and subgroup analyses demonstrated that 
similar phenogroups were reproduced in different populations, 
indicating robustness.20 Second, this cohort included patients 
across 14 years. Given that indications and surgical techniques 
have changed over the period, this may have influenced our 
findings. Third, pulmonary artery systolic pressure data were 
unavailable. However, recent guidelines suggest using TR peak 
velocity alone to assess pulmonary hypertension since the right 
atrial pressure estimation based on inferior vena cava may be 
error- prone.30 Lastly, as we exclusively enrolled patients with 
MR undergoing MV surgery, phenogroups of patients not 
undergoing imminent intervention may be different.

CONCLUSION
Five phenogroups of patients with severe primary MR with 
different long- term prognosis after MV surgery were identified. 
This phenogrouping strategy may be used to improve risk strat-
ification and, potentially, to individualise patient management 
when optimising the timing and types of interventions for severe 
primary MR.

Author affiliations
1Division of Cardiology, Department of Internal Medicine, Seoul National University 
Hospital, Seoul, Korea (the Republic of)
2Department of Internal Medicine, Seoul National University College of Medicine, 
Seoul, Korea (the Republic of)
3Division of Cardiology, Asan Medical Center, University of Ulsan College of 
Medicine, Seoul, Korea (the Republic of)
4Department of Cardiology, Cardiovascular Center, Seoul National University 
Bundang Hospital, Seongnam, Gyeonggi, Korea (the Republic of)
5Department of Thoracic and Cardiovascular Surgery, Seoul National University 
Hospital, Seoul, Korea (the Republic of)

Contributors SPL accepts full responsibility for the work and conduct of the study, 
has access to the data, and controls the decision to publish. Concept and design: 
SPL. Acquisition, analysis or interpretation of data: JL, SY, HMC, ICH, SL, YEY and 
JBP. Drafting of the manuscript: SK and SAL. Critical revision of the manuscript 
for important intellectual content: HKK, YJK, JMS, GYC, KHK and DHK. Statistical 
analysis: SK. Administrative, technical or material support: DHK and SPL. Supervision: 
DHK.

Funding This research was supported by a grant from the Korea Health Technology 
R&D Project through the Korea Health Industry Development Institute, funded by the 
Ministry of Health and Welfare, Republic of Korea (grant number HI22C0154).

Competing interests The authors declare that there is no conflict of interest to 
disclose.

Patient and public involvement Patients and/or the public were not involved in 
the design, conduct, reporting or dissemination plans of this research.

Patient consent for publication Not applicable.

Ethics approval This study involves human participants, and the institutional 
review board of each study centre approved the protocol (Asan Medical Center: 
S2020- 3037- 0002, Seoul National University Hospital: 1810- 030- 977 and Seoul 
National University Bundang Hospital: B- 1811- 507- 402). Written informed consent 
was waived due to the use of anonymised information and the retrospective nature 
of the study design.

Provenance and peer review Not commissioned; externally peer reviewed.

Data availability statement The data of this study may not be available because 
of ongoing projects using this data.

Supplemental material This content has been supplied by the author(s). 
It has not been vetted by BMJ Publishing Group Limited (BMJ) and may not 
have been peer- reviewed. Any opinions or recommendations discussed are 
solely those of the author(s) and are not endorsed by BMJ. BMJ disclaims all 
liability and responsibility arising from any reliance placed on the content. 
Where the content includes any translated material, BMJ does not warrant the 
accuracy and reliability of the translations (including but not limited to local 
regulations, clinical guidelines, terminology, drug names and drug dosages), and 
is not responsible for any error and/or omissions arising from translation and 
adaptation or otherwise.

Open access This is an open access article distributed in accordance with the 
Creative Commons Attribution Non Commercial (CC BY- NC 4.0) license, which 
permits others to distribute, remix, adapt, build upon this work non- commercially, 
and license their derivative works on different terms, provided the original work is 
properly cited, appropriate credit is given, any changes made indicated, and the use 
is non- commercial. See: http://creativecommons.org/licenses/by-nc/4.0/.

ORCID iDs
Yeonyee Elizabeth Yoon http://orcid.org/0000-0002-8479-9889
Jun- Bean Park http://orcid.org/0000-0003-4053-8713
Hyung- Kwan Kim http://orcid.org/0000-0001-7950-2131
Jong- Min Song http://orcid.org/0000-0002-6754-8199
Duk- Hyun Kang http://orcid.org/0000-0003-4031-8649
Dae- Hee Kim http://orcid.org/0000-0002-8275-4871
Seung- Pyo Lee http://orcid.org/0000-0002-5502-3977

REFERENCES
 1 Antoine C, Benfari G, Michelena HI, et al. Clinical outcome of degenerative mitral 

regurgitation: critical importance of echocardiographic quantitative assessment in 
routine practice. Circulation 2018;138:1317–26.

 2 Otto CM, Nishimura RA, Bonow RO. 2020 ACC/AHA guideline for the management 
of patients with valvular heart disease: Executive summary: a report of the American 
College of Cardiology/American heart association joint Committee on clinical practice 
guidelines. J Am Coll Cardiol 2021;77:450–500.

 3 Vahanian A, Beyersdorf F, Praz F. 2021 ESC/EACTS guidelines for the management of 
valvular heart disease. Eur Heart J;2022:561–632.

 4 El Sabbagh A, Reddy YNV, Nishimura RA. Mitral valve regurgitation in the 
contemporary era: insights into diagnosis, management, and future directions. JACC 
Cardiovasc Imaging 2018;11:628–43.

 5 Kang D- H, Kim JH, Rim JH, et al. Comparison of early surgery versus 
conventional treatment in asymptomatic severe mitral regurgitation. Circulation 
2009;119:797–804.

 6 Suri RM, Vanoverschelde J- L, Grigioni F, et al. Association between early surgical 
intervention vs watchful waiting and outcomes for mitral regurgitation due to flail 
mitral valve leaflets. JAMA 2013;310:609–16.

 7 Feldman T, Foster E, Glower DD, et al. Percutaneous repair or surgery for mitral 
regurgitation. N Engl J Med 2011;364:1395–406.

 8 Feldman T, Kar S, Elmariah S, et al. Randomized comparison of percutaneous repair 
and surgery for mitral regurgitation: 5- year results of Everest II. J Am Coll Cardiol 
2015;66:2844–54.

 9 Messika- Zeitoun D, Candolfi P, Vahanian A, et al. Dismal outcomes and high societal 
burden of mitral valve regurgitation in France in the recent era: a nationwide 
perspective. J Am Heart Assoc 2020;9:e016086.

 10 Pimor A, Galli E, Vitel E, et al. Predictors of post- operative cardiovascular events, 
focused on atrial fibrillation, after valve surgery for primary mitral regurgitation. Eur 
Heart J Cardiovasc Imaging 2019;20:177–84.

Table 3 Association of phenogroups with mortality risk after MV 
surgery

Derivation cohort (n=1629) Entire cohort (n=2321)

HR (95% CI) P value HR (95% CI) P value

Univariable analysis     

Group 1 1.00 (reference) – 1.00 (reference) –

Group 2 2.78 (1.22 to 6.35) 0.015 3.48 (1.65 to 7.36) 0.001

Group 3 5.93 (2.81 to 12.52) <0.001 6.40 (3.14 to 13.05) <0.001

Group 4 5.34 (2.67 to 10.68) <0.001 6.45 (3.30 to 12.64) <0.001

Group 5 16.78 (8.61 to 32.69) <0.001 18.78 (9.84 to 35.86) <0.001

Multivariable analysis**     

Group 1 1.00 (reference) – 1.00 (reference) –

Group 2 1.04 (0.39 to 2.77) 0.944 1.45 (0.62 to 3.43) 0.392

Group 3 2.61 (1.08 to 6.32) 0.034 3.24 (1.45 to 7.25) 0.004

Group 4 1.85 (0.81 to 4.20) 0.144 2.08 (0.97 to 4.46) 0.058

Group 5 3.16 (1.23 to 8.15) 0.017 3.55 (1.53 to 8.24) 0.003

*Adjusted for variables included in the MIDA score (age, atrial fibrillation, 
symptoms, LV end- systolic diameter, LV ejection fraction, LA dimension and TR peak 
velocity).
LA, left atrium; LV, left ventricular; MIDA, Mitral Regurgitation International 
Database; MV, mitral valve; TR, tricuspid regurgitation.

http://creativecommons.org/licenses/by-nc/4.0/
http://orcid.org/0000-0002-8479-9889
http://orcid.org/0000-0003-4053-8713
http://orcid.org/0000-0001-7950-2131
http://orcid.org/0000-0002-6754-8199
http://orcid.org/0000-0003-4031-8649
http://orcid.org/0000-0002-8275-4871
http://orcid.org/0000-0002-5502-3977
http://dx.doi.org/10.1161/CIRCULATIONAHA.117.033173
http://dx.doi.org/10.1016/j.jacc.2020.11.035
http://dx.doi.org/10.1093/eurheartj/ehab395
http://dx.doi.org/10.1016/j.jcmg.2018.01.009
http://dx.doi.org/10.1016/j.jcmg.2018.01.009
http://dx.doi.org/10.1161/CIRCULATIONAHA.108.802314
http://dx.doi.org/10.1001/jama.2013.8643
http://dx.doi.org/10.1056/NEJMoa1009355
http://dx.doi.org/10.1016/j.jacc.2015.10.018
http://dx.doi.org/10.1161/JAHA.120.016086
http://dx.doi.org/10.1093/ehjci/jey049
http://dx.doi.org/10.1093/ehjci/jey049


313Kwak S, et al. Heart 2023;109:305–313. doi:10.1136/heartjnl-2022-321305

Valvular heart disease

 11 Dziadzko V, Dziadzko M, Medina- Inojosa JR, et al. Causes and mechanisms of isolated 
mitral regurgitation in the community: clinical context and outcome. Eur Heart J 
2019;40:2194–202.

 12 Choi Y- J, Park J, Hwang D, et al. Network analysis of cardiac remodeling by primary 
mitral regurgitation emphasizes the role of diastolic function. JACC Cardiovasc 
Imaging 2022;15:974–86.

 13 Kwak S, Lee Y, Ko T, et al. Unsupervised cluster analysis of patients with aortic stenosis 
reveals distinct population with different phenotypes and outcomes. Circ Cardiovasc 
Imaging 2020;13:e009707.

 14 Hwang D, Kim HJ, Lee S- P, et al. Topological data analysis of coronary plaques 
demonstrates the natural history of coronary atherosclerosis. JACC Cardiovasc 
Imaging 2021;14:1410–21.

 15 Kwak S, Everett RJ, Treibel TA, et al. Markers of myocardial damage predict mortality 
in patients with aortic stenosis. J Am Coll Cardiol 2021;78:545–58.

 16 Ferreira JP, Duarte K, McMurray JJV, et al. Data- Driven approach to identify subgroups 
of heart failure with reduced ejection fraction patients with different prognoses and 
aldosterone antagonist response patterns. Circ Heart Fail 2018;11:e004926.

 17 Seng JJB, Kwan YH, Lee VSY, et al. Differential health care use, diabetes- related 
complications, and mortality among five unique classes of patients with type 2 
diabetes in Singapore: a latent class analysis of 71,125 patients. Diabetes Care 
2020;43:1048–56.

 18 Wang Y, Li J, Zheng X, et al. Risk factors associated with major cardiovascular events 1 
year after acute myocardial infarction. JAMA Netw Open 2018;1:e181079.

 19 Zoghbi WA, Adams D, Bonow RO, et al. Recommendations for noninvasive 
evaluation of native valvular regurgitation: a report from the American Society of 
echocardiography developed in collaboration with the Society for cardiovascular 
magnetic resonance. J Am Soc Echocardiogr 2017;30:303–71.

 20 Mori M, Krumholz HM, Allore HG. Using latent class analysis to identify hidden clinical 
phenotypes. JAMA 2020;324:700–1.

 21 Zhang Z, Abarda A, Contractor AA, et al. Exploring heterogeneity in clinical trials with 
latent class analysis. Ann Transl Med 2018;6:119.

 22 O’Brien SM, Shahian DM, Filardo G, et al. The Society of Thoracic Surgeons 2008 
cardiac surgery risk models: part 2--isolated valve surgery. Ann Thorac Surg 
2009;88:S23–42.

 23 Grigioni F, Clavel M- A, Vanoverschelde J- L, et al. The MIDA mortality risk score: 
development and external validation of a prognostic model for early and late death in 
degenerative mitral regurgitation. Eur Heart J 2018;39:1281–91.

 24 Vakamudi S, Jellis C, Mick S, et al. Sex differences in the etiology of surgical mitral 
valve disease. Circulation 2018;138:1749–51.

 25 Mantovani F, Clavel M- A, Michelena HI, et al. Comprehensive Imaging in Women With 
Organic Mitral Regurgitation: Implications for Clinical Outcome. JACC Cardiovasc 
Imaging 2016;9:388–96.

 26 Kim JB, Kim HJ, Moon DH, et al. Long- Term outcomes after surgery for rheumatic 
mitral valve disease: valve repair versus mechanical valve replacement. Eur J 
Cardiothorac Surg 2010;37:1039–46.

 27 Lazam S, Vanoverschelde J- L, Tribouilloy C. Twenty- Year outcome after mitral repair 
versus replacement for severe degenerative mitral regurgitation: analysis of a large, 
prospective, multicenter, International registry. Circulation 2017;135:410–22.

 28 Watt TMF, Brescia AA, Murray SL, et al. Degenerative mitral valve repair restores life 
expectancy. Ann Thorac Surg 2020;109:794–801.

 29 David TE, David CM, Tsang W, et al. Long- Term results of mitral valve repair for 
regurgitation due to leaflet prolapse. J Am Coll Cardiol 2019;74:1044–53.

 30 Galiè N, Humbert M, Vachiery JL. 2015 ESC/ERS guidelines for the diagnosis and 
treatment of pulmonary hypertension: the joint Task force for the diagnosis and 
treatment of pulmonary hypertension of the European Society of cardiology (ESC) 
and the European respiratory Society (ERS): endorsed by: association for European 
paediatric and congenital cardiology (AEPC), International Society for heart and lung 
transplantation (ISHLT). Eur Heart J;2016:67–119.

http://dx.doi.org/10.1093/eurheartj/ehz314
http://dx.doi.org/10.1016/j.jcmg.2021.12.014
http://dx.doi.org/10.1016/j.jcmg.2021.12.014
http://dx.doi.org/10.1161/CIRCIMAGING.119.009707
http://dx.doi.org/10.1161/CIRCIMAGING.119.009707
http://dx.doi.org/10.1016/j.jcmg.2020.11.009
http://dx.doi.org/10.1016/j.jcmg.2020.11.009
http://dx.doi.org/10.1016/j.jacc.2021.05.047
http://dx.doi.org/10.1161/CIRCHEARTFAILURE.118.004926
http://dx.doi.org/10.2337/dc19-2519
http://dx.doi.org/10.1001/jamanetworkopen.2018.1079
http://dx.doi.org/10.1016/j.echo.2017.01.007
http://dx.doi.org/10.1001/jama.2020.2278
http://dx.doi.org/10.21037/atm.2018.01.24
http://dx.doi.org/10.1016/j.athoracsur.2009.05.056
http://dx.doi.org/10.1093/eurheartj/ehx465
http://dx.doi.org/10.1161/CIRCULATIONAHA.118.035789
http://dx.doi.org/10.1016/j.jcmg.2016.02.017
http://dx.doi.org/10.1016/j.jcmg.2016.02.017
http://dx.doi.org/10.1016/j.ejcts.2009.11.019
http://dx.doi.org/10.1016/j.ejcts.2009.11.019
http://dx.doi.org/10.1161/CIRCULATIONAHA.116.023340
http://dx.doi.org/10.1016/j.athoracsur.2019.07.014
http://dx.doi.org/10.1016/j.jacc.2019.06.052
http://dx.doi.org/10.1093/eurheartj/ehv317

	Long-term outcomes in distinct phenogroups of patients with primary mitral regurgitation undergoing valve surgery
	Abstract
	Introduction
	Methods
	Study population
	Echocardiography
	Outcome assessment
	Latent class analysis
	Internal validation, sensitivity analysis and subgroup analysis
	External validation
	Statistical analysis
	Patient and public involvement

	Results
	Cohort characteristics
	Clinical characteristics of phenogroups by LCA
	Cardiac remodelling characteristics of phenogroups
	Clinical outcomes after MV surgery according to phenogroups
	Internal validation, sensitivity analysis and subgroup analysis
	External validation
	Risk stratification using the phenogroup information

	Discussion
	Limitations

	Conclusion
	References


