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Abstract

Background: Aortic stenosis (AS) is a prevalent heart valve disease; however, morbidity and mortality are significantly reduced by
aortic valve replacement (AVR). The European System for Cardiac Operative Risk Evaluation II (EuroSCORE II) is used to assess
perioperative mortality risk in patients with severe AS undergoing AVR. This study aimed to evaluate the prognostic value of EuroSCORE
II for long-term all-cause mortality in Chinese patients with moderate-to-severe AS, determine whether AVR affects this prognostic
value, and identify the best cut-off value for low-risk EuroSCORE 1I patients without AVR. Methods: A total of 544 patients with
moderate-to-severe AS were divided into four groups based on the associated EuroSCORE II value (cut-off of 4%) and whether the
patient had previously undergone AVR. Kaplan—Meier survival analysis, Cox regression, and subgroup analyses were performed to
assess the association between EuroSCORE II and all-cause mortality. A receiver operating characteristic (ROC) analysis was used to
determine the optimal cut-off value for predicting mortality. Results: A total of 132 (24.3%) participants reached the endpoint during
a median follow-up of 3.45 years. Patients with a EuroSCORE II >4% who did not undergo AVR had significantly higher all-cause
mortality rates compared to other groups (55.4% vs. 6.5%, 32.7%, and 13.4%; p < 0.001). Kaplan—Meier analysis confirmed these
findings (log-rank test, p < 0.001). Cox regression showed a 6.89-fold increased risk in patients without AVR and higher EuroSCORE
IT values (hazard ratio (HR), 6.891; 95% confidence interval (CI), 3.083-15.401; p < 0.001). The optimal cut-off value for predicting
mortality in patients without AVR was 2.23% (area under the curve (AUC), 0.675). Conclusions: Both EuroSCORE II (cut-off value of
4%) and AVR status were independently associated with the long-term prognosis of patients with moderate-to-severe AS. Clinical Trial
Registration: NCT06069232, https://clinicaltrials.gov/study/NCT06069232.
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1. Introduction To date, due to the lack of specific medications for
treating or preventing the progression of AS, aortic valve

Aortic stenosis (AS) is the most prevalent heart valve replacement (AVR) which includes surgical aortic valve re-

disease, causing significant morbidity and mortality in the
elderly due to aging of the population [1-3]. Its preva-
lence exceeds 10% in individuals aged over 65 in US and
European populations [4—6], although the prevalence in
China may be lower, according to the results of a single-
centre retrospective study of the echocardiographic data of
287,556 patients [7]. The initial stages of the disease are
characterized by the progression of valvular lesions, in-
volving endothelial cell damage, infiltration with lipids and
macrophages, lipid oxidation, and subsequent fibrosis and
calcification, which ultimately leads to obstruction of the
aortic valve [6,8].

placement (SAVR) and transcatheter aortic valve implanta-
tion (TAVI) is recommended for patients with severe symp-
tomatic disease [9,10].

EuroSCORE 1I is a logistic risk model developed in
2011 from 22,381 patients in 22 European centers and
weights 18 peri-operative variables (age, renal function,
cardiac status, etc.) [11]. It was originally developed for
perioperative risk stratification in cardiac surgery [11,12],
but had also been validated for predicting in-hospital mor-
tality and short-to-medium-term mortality after AVR [13],
coronary artery bypass grafting (CABG) [14]. However,
there are limited studies assessing the long-term prognos-
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tic value of EuroSCORE II for patients with moderate-to-
severe AS, regardless of whether they undergo AVR (SAVR
or transcatheter aortic valve replacement (TAVR)), espe-
cially in Chinese patients.

This study aimed to explore the relationships between
EuroSCORE 11, AVR status, and all-cause mortality in pa-
tients with moderate-to-severe AS, and to identify the opti-
mal EuroSCORE II cut-off value for prognostic use in pa-
tients without AVR.

2. Methods
2.1 Study Design and Participants

This retrospective study included 1033 patients with
moderate-to-severe AS from three heart valve centers (Sec-
ond Affiliated Hospital of Shantou University Medical Col-
lege, First Affiliated Hospital of Sun Yat-sen University,
and Affiliated Hospital of Guangdong Medical University)
between January 2014 and July 2023. The data were de-
rived from the ARISTOTLE database. The study followed
the Declaration of Helsinki and was approved by the Ethics
Review Committee. Inclusion criteria were: (1) initial diag-
nosis of moderate-to-severe AS without severe dysfunction
or malignancy of other organs; (2) no prior AVR history.
Exclusion criterion was missing baseline data.

Patients were divided into high-risk and low-risk
groups using a EuroSCORE 1I cut-off value of 4%, fol-
lowing the 2017 ESC/EACTS guidelines [15]. Four groups
were created based on AVR and EuroSCORE II. The study
was approved by the Ethics Review Committee of Shan-
tou University Medical College, following the Declaration
of Helsinki. Data were collected from 3 hospital records,
and follow-up was via visits or calls. Verbal consent was
obtained, approved by the Ethics Review Committee (ERB
number: 2024-23).

2.2 Data Collection and Definitions

Patient characteristics (age, sex, height, body mass,
smoking, and alcohol history) and preoperative comorbidi-
ties (hypertension, diabetes, extra-cardiac artery lesions,
stroke, etc.) were validated by medical professionals using
blood tests or imaging. AVR surgery details were obtained
from electronic records or interviews. Laboratory tests
within 24 hours of admission included (white blood cell
(WBC), hemoglobin (Hb), creatinine, uric acid, cholesterol
levels, etc.). Medication use (anti-platelet drugs, statins,
[B-blockers, diuretics, etc.) and echocardiographic indices
(left ventricular ejection fraction (LVEF), atrioventricular
maximum (AV-V max), aortic valve - mean gradient (AV-
MGQG), aortic valve area (AVA), pulmonary arterial hyper-
tension (PAH), etc.) were recorded. EuroSCORE II was
calculated using a specific formula [11].

2.3 Definitions of Echocardiographic Indices

Transthoracic echocardiography followed American
Society of Echocardiography guidelines [12]. AS severity

was defined as [3,4]: (1) moderate AS: 1 cm? < AVA < 1.5
cm?, 3 m/s < Vmax < 3.9 m/s, or < 20 mmHg < MG < 39
mmHg; and (2) severe AS: AVA <1 cm?, Vmax >4 m/s,
or MG >40 mmHg. PAH was defined as a pulmonary ar-
terial pressure >25 mmHg, according to the Guidelines for
the Diagnosis and Treatment of Pulmonary Hypertension in
China (2021 edition) [16].

2.4 Outcomes

The primary endpoint was all-cause mortality from
the time of the diagnosis. The secondary endpoints were
cardiovascular-related mortality and aortic stenosis-related
mortality. The duration of follow-up was date of AS diag-
nosis to date of death or end of follow-up. And the trained
medical staff collected the information through telephone
contact with the participants or their families which was
completed in July 2023.

2.5 Statistical Analysis

Continuous data were tested for normality using the
Shapiro-Wilk method and presented as mean + SD for
normal distribution or median with inter-quartile range for
skewed data. Categorical data were presented as counts and
percentages. Homogeneous datasets were compared using
ANOVA, while heterogeneous datasets were compared us-
ing the Kruskal-Wallis test. Differences between groups
were evaluated using Student’s #-test or ANOVA for con-
tinuous data and Pearson’s chi-square test or Fisher’s ex-
act test for categorical data, as appropriate. Kaplan-Meier
analysis was used to calculate cumulative survival with the
log-rank test. Univariate and multivariate Cox regression
analyses were performed to generate hazard ratios (HR) and
95% confidence intervals (95% CI) for the relationship be-
tween confounders and all-cause mortality. Proportional
hazards Cox regression models were adjusted for potential
confounders in four models: Model 1 included smoking, al-
cohol, diabetes, atrial fibrillation (AF), hypertension, gout,
systolic blood pressure, and body mass; Model 2 added
WBC, Hb, platelet (PLT), low-density lipoprotein choles-
terol (LDL-C), triglycerides (TQG), total bilirubin (TBIL),
N-terminal pro-B-type Natriuretic Peptide (NT-proBNP),
troponin, and albumin; Model 3 added aortic valve defor-
mity, theumatic heart disease, AV-Vmax, AV-MG, AVA,
mitral insufficiency, and mitral stenosis; Model 4 added
medication use (anti-platelet agents, statins, angiotensin-
converting enzyme inhibitors (ACEI), angiotensin recep-
tor blockers (ARB), 8-blockers, calcium channel blockers
(CCB), diuretics, insulin, oral antidiabetic drugs, and oral
anticoagulants). Considering the impact of different surgi-
cal methods on the all-cause mortality of people with aortic
stenosis, we explored the effects of SAVR and TAVR, which
are currently the mainstream surgical methods, on this pop-
ulation by Kaplan-Meier analysis and cox regression mod-
els. Subgroup analyses were conducted based on baseline
sex, age (<70 or >70 years), BMI (<24 or >24 kg/m?),
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diabetes, hypertension, coronary heart disease (CHD), and
severity of AS (moderate or severe). The ROC curve was
used to determine the optimal cut-off value of EuroSCORE
II for predicting all-cause mortality. Multiple imputation
via chained equations was used, and all analyses were per-
formed using R software (version 4.4.1; The R Founda-
tion for Statistical Computing, Vienna, Austria) and IBM
SPSS Statistics (version 26; IBM Corporation, Armonk,
NY, USA), with a two-sided p value < 0.05 considered sta-
tistically significant.

3. Results
3.1 Baseline Characteristics

A total of 963 participants met the inclusion crite-
ria. After excluding 419 patients without EuroSCORE 11
or baseline data, 544 participants (300 males, 244 females;
mean age 66.00 years-old (interquartile range 57.00 to
74.00) were included in the study (Fig. 1, Table 1). Between
the included (n = 544) and excluded (n = 489) cohorts,

AS patients between January 2014
and July 2023 in 3 heart valve

centers (N=1033)

the difference was observed in the primary exposure, Eu-
roSCORE I, potentially due to the extent of missing data.
However, key covariates such as hypertension, diabetes,
and chronic obstructive pulmonary disease (COPD) showed
no significant differences (p > 0.05) (Supplementary Ta-
ble 1). During a maximum 9.09-year follow-up (median
follow-up 3.45 years), 117 participants (21.5%) reached the
endpoint. Patients with a EuroSCORE II >4% who did not
undergo AVR had significantly higher all-cause mortality
rates compared to other groups (55.4% vs. 6.5%, 32.7%,
and 13.4%; p < 0.001) (Table 1).

Participants were divided into two groups based on
EuroSCORE 1I: low-risk (<4%) and high-risk (>4%).
High-risk patients were more likely to be male require ur-
gent surgery, have severe cardiac dysfunction, and other mi-
tral or aortic valve diseases (Supplementary Table2).

When divided into four groups (Group 1: low risk with
AVR; Group 2: low risk without AVR; Group 3: high risk
with AVR; Group 4: high risk without AVR), Group 4 pa-
tients were older, had lower weight and higher NYHA sco-

Excluded mild aortic stenosis

patients (N=70)

N=963

Y

Exclusion:

o Without data of EUROSCORE Il (N=219)
« Without covariant: SBP, blood cells count, aortic valve-
related ultrasound data, medical therapy (N=200)

Y
544 moderate and severe

AS patients for analysis

Y Y
. . Low risk
Low risk with AVR without AVR

surgery (N=154)

surgery (N=162)

! |

High risk with AVR High risk

without AVR
surgery (N=172) surgery (N=56)

Fig. 1. Flow diagram describing the study sample. The study was performed at three heart valve centers: the Second Affiliated
Hospital of Shantou University Medical College, the First Affiliated Hospital of Sun Yat-sen University, and the Affiliated Hospital
of Guangdong Medical University. Three heart valve centers are derived from a database called Aortic Valve Diseases RISk facTOr

assessmenT and Prognosis modeL Construction (ARISTOTLE). 544 moderate-to-severe AS patients enrolled between January 2014 and

July 2023 were allocated to four groups using the standard of cut-off value of 4% of EuroSCORE II dividing high-risk or low-risk and

with/without AVR. AS, aortic valve stenosis; AVR, aortic valve replacement.
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Table 1. Clinical characteristics of the participants, stratified according to their EuroSCORE II and their AVR status.

Total Low risk with AVR Low risk without AVR High risk with AVR High risk without AVR
(N = 544) (N = 154) (N=162) (N=172) (N = 56) p value
EuroSCORE II 3.35(1.72-5.34) 2.38 (1.31-3.30) 1.72 (1.12-2.69) 5.95 (4.82-8.99) 5.34 (4.46-6.97) <0.001
All-cause mortality (%) 117 (21.5) 10 (6.5) 53(32.7) 23 (13.4) 31(55.4) <0.001
General characteristics
Hospital (%)
A 29 (5.33) 9(5.84) 8 (4.94) 5(2.91) 7 (12.50) 0.101
B 454 (83.46) 124 (80.52) 138 (85.19) 146 (84.88) 46 (82.14)
C 61 (11.21) 21(13.64) 16 (9.88) 21 (12.21) 3(5.36)
Age (years) 66.00 (57.00-74.00) 61.50 (54.00-67.75) 69.00 (60.00-76.00) 64.00 (56.00-70.00) 78.00 (66.75-83.25) <0.001
Gender (%)
Male 300 (55.15) 105 (68.18) 92 (56.79) 79 (45.93) 24 (42.86) <0.001
Female 244 (44.85) 49 (31.82) 70 (43.21) 93 (54.07) 32(57.14)
SBP (mmHg) 126.00 (111.00-140.00)  122.00 (112.00-135.00)  134.50 (119.00-149.00)  120.00 (106.75-135.00)  127.50 (112.00-148.75)  <0.001
Weight (kg) 58.00 (50.00—65.00) 61.00 (52.00-67.00) 59.00 (53.00-65.00) 55.00 (48.22-62.78) 53.50 (47.75-62.25) <0.001
State assessment
Status at the first clinic visit (%)
Elective 518 (95.22) 154 (100.00) 162 (100.00) 159 (92.44) 43 (76.79) <0.001
Urgent 26 (4.78) 0 (0.00) 0 (0.00) 13 (7.56) 13 (23.21)
The urgency of the surgery (%)
0 264 (48.53) 70 (45.45) 146 (90.12) 6(3.49) 42 (75.00) <0.001
Non-CABG 276 (50.74) 84 (54.55) 16 (9.88) 164 (95.35) 12 (21.43)
2 3(0.55) 0 (0.00) 0 (0.00) 2 (1.16) 1(1.79)
3+ 1(0.18) 0(0.00) 0 (0.00) 0 (0.00) 1(1.79)
NYHA of first visit (%)
I 129 (23.71) 40 (25.97) 62 (38.27) 13 (7.56) 14 (25.00) <0.001
I 176 (32.35) 64 (41.56) 59 (36.42) 44 (25.58) 9 (16.07)
I 194 (35.66) 46 (29.87) 36 (22.22) 92 (53.49) 20 (35.71)
v 45 (8.27) 4 (2.60) 5(3.09) 23 (13.37) 13 (23.21)
Comorbidities
Hypertension (%) 213 (39.15) 42 (27.27) 87 (53.70) 51 (29.65) 33 (58.93) <0.001
Rheumatic heart disease (%) 92 (16.91) 25(16.23) 26 (16.05) 36 (20.93) 5(8.93) 0.199
= Coronary disease (%) 113 (20.77) 31(20.13) 43 (26.54) 29 (16.86) 10 (17.86) 0.157
.@_é Previous major cardiac surgery (%) 210 (38.60) 60 (38.96) 0 (0.00) 142 (82.56) 8(14.29) <0.001
= Atrial fibrillation (%) 88 (16.18) 17 (11.04) 27 (16.67) 28 (16.28) 16 (28.57) 0.025
: Stroke (%) 36 (6.62) 6(3.90) 18 (11.11) 6(3.49) 6 (10.71) 0.010
P CKD (%) 33 (6.07) 4 (2.60) 11 (6.79) 10 (5.81) 8 (14.29) 0.018
a Extra-cardiac artery lesions (%) 33 (6.07) 1 (0.65) 12 (7.41) 9(5.23) 11 (19.64) <0.001
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Table 1. Continued.

Ss3id dNI

Total Low risk with AVR Low risk without AVR High risk with AVR High risk without AVR

(N = 544) (N=154) (N=162) (N=172) (N = 56) p value
COPD (%) 22 (4.04) 4 (2.60) 8 (4.94) 3(1.74) 7 (12.50) 0.003
Diabetes mellitus (%) 82 (15.07) 18 (11.69) 33(20.37) 17 (9.88) 14 (25.00) 0.005
History of gout (%) 20 (3.68) 1(0.65) 10 (6.17) 3(1.74) 6 (10.71) 0.001
History of smoking (%) 149 (27.39) 50(32.47) 43 (26.54) 42 (24.42) 14 (25.00) 0.395
History of drinking (%) 84 (15.44) 26 (16.88) 25 (15.43) 27 (15.70) 6 (10.71) 0.750

Laboratory parameters

Hb (g/L) 126.00 (113.00-139.00)  132.50 (119.00-143.75)  126.00 (114.00-138.75)  126.00 (109.00-138.00)  116.00 (104.00-125.00) <0.001
WBC (10°/L) 6.96 (5.58-8.49) 7.03 (5.76-8.27) 6.86 (5.54-8.53) 6.93 (5.56-8.67) 6.86 (5.59-8.63) 0.958
TC (mmol/L) 4.53 (3.80-5.10) 4.53 (4.00-5.30) 4.53 (3.82-5.40) 4.53 (3.70-4.70) 4.14 (3.42-4.62) 0.010
HDL-C (mmol/L) 1.14 (0.95-1.28) 1.14 (0.99-1.27) 1.14 (0.94-1.36) 1.14 (0.95-1.19) 1.13 (0.93-1.32) 0.767
LDL-C (mmol/L) 2.87(2.34-3.26) 2.87(2.45-3.45) 2.87(2.38-3.44) 2.87(2.33-2.89) 2.57(2.01-3.02) 0.013
TG (mmol/L) 1.23 (0.86-1.40) 1.27 (0.91-1.43) 1.21 (0.84-1.53) 1.27 (0.84-1.27) 1.06 (0.77-1.27) 0.024
Cr (umol/L) 82.00 (69.00-100.00) 78.90 (68.00-91.97) 81.00 (69.00-98.50) 83.50 (69.00-104.25) 98.55 (81.25-124.25) <0.001
eGFR (mL/min/1.73 m?) 59.30 (44.53-77.61) 71.89 (57.67-90.22) 58.87 (46.81-74.62) 56.86 (42.85-74.01) 39.78 (30.03-47.90) <0.001
UREA (mmol/L) 6.30 (4.90-8.00) 6.20 (4.82-7.15) 6.15 (4.80-7.68) 6.45 (4.90-8.33) 7.66 (5.95-10.57) 0.001
TBIL (umol/L) 12.80 (9.70-18.20) 12.50 (9.72-16.30) 11.50 (8.83-15.35) 13.80 (10.50-19.73) 13.55 (10.45-23.08) 0.004
Blood glucose (mmol/L) 5.00 (4.40-5.80) 4.90 (4.30-5.44) 5.00 (4.30-5.84) 4.90 (4.50-5.93) 5.25 (4.70-6.16) 0.037
Uric acid (umol/L) 411.00 (325.00-494.15)  404.35 (328.50-—468.65)  402.90 (303.50-486.75)  416.36 (321.75-533.72)  447.50 (359.00-511.25) 0.104
Elevated NT-proBNP (%) 275 (50.55) 64 (41.56) 91 (56.17) 80 (46.51) 40 (71.43) <0.001
Troponin40 (%) 15 (2.76) 6(3.90) 2(1.23) 4(2.33) 3(5.36) 0.299

Continuous datasets were tested for normality using the Shapiro—Wilk method, and the data are presented as mean + SD for normal distribution, or median and interquartile range for
skewed data. Categorical data are presented as counts and percentages (%). Homogeneous datasets compared using ANOVA, heterogeneous using Kruskal-Wallis test. Student’s ¢-test
or ANOVA was used to evaluate differences between groups with respect to continuous data, and Pearson’s chi-square test or Fisher’s exact test was used to compare categorical datasets,
as appropriate.

Group | (low risk (EuroSCORE II index <4%) with AVR); Group 2 (low risk (EuroSCORE 1II index <4%) without AVR); Group 3 (high risk (EuroSCORE II index >4%) with AVR);
Group 4 (high risk (EuroSCORE II index >4%) without AVR). p < 0.05 was considered statistically significant. p > 0.05, no significant.

SBP, systolic blood pressure; CABG, coronary artery bypass grafting; COPD, chronic obstructive pulmonary disease; Hb, haemoglobin; eGFR, estimated glomerular filtration rate; UREA,
urea nitrogen; NT-proBNP, N-Terminal pro-Brain Natriuretic Peptide; WBC, white blood cell; TC, total cholesterol; HDL-C, high-density lipoprotein-cholesterol; LDL-C, lowdensity
lipoprotein-cholesterol; TG, triglyceride; Cr, creatinine; TBIL, total bilirubin; CKD, chronic kidney disease.
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Table 2. Relationships of EuroSCORE II and AVR status with the all-cause mortality of the participants.

Low risk with surgery

Low risk without surgery ~ High risk with surgery ~ High risk without surgery

Variables p value
(N =154) (N=162) N=172) (N =56)

Model 1 Reference 5.541 (2.737-11.216) 1.899 (0.896—4.025) 10.058 (4.632-21.840) <0.001

Model 2 Reference 4.211 (2.053-8.637) 1.450 (0.673-3.125) 8.168 (3.704-18.015) <0.001

Model 3 Reference 4.064 (1.958-8.433) 1.321 (0.605-2.887) 7.342 (3.281-16.427) <0.001

Model 4 Reference 3.492 (1.583-7.703) 1.333 (0.605-2.936) 6.605 (2.817-15.486) <0.001

Further adjustment for potential confounders in Model 1-4 (Table 2). The fully adjusted HR and 95% CI in Model 4 for groups
2-4 vs. group 1 were 3.492 (1.583-7.703), 1.333 (0.605-2.936), and 6.605 (2.817-15.486), respectively (p < 0.05). p < 0.05 was

considered statistically significant. p > 0.05, no significant.

Model 1 was adjusted for smoking status, alcohol consumption status, diabetes, atrial fibrillation, hypertension, gout, systolic blood
pressure, and body mass; Model 2 was adjusted for the parameters in model 1, with the addition of WBC, RBC, PLT, LDLC, TG,

TBIL, NTproBNP, troponin, and albumin; Model 3 was adjusted for the parameters in model 2, plus aortic valve deformity, rheumatic

heart disease, AV-Vmax, AV-MG, the degree of AVA mitral insufficiency, and mitral stenosis; Model 4 was adjusted for the parameters
in Model 3, with the addition of anti-platelet agent, statin, ACEI, ARB, 8-blocker, CCB, diuretic, insulin, oral antidiabetic drug, and
oral anticoagulant use. AV-Vmax, maximum flow velocity through the aortic valve; AV-MG, mean gradient across the aortic valve;

AVA, aortic valve area; ACEI, angiotensin converting enzyme inhibitor; ARB, angiotensin receptor blocker; CCB, calcium channel

blocker; RBC, red blood cell; PLT, platelet.

res, more comorbidities (hypertension, AF, stroke, chronic
kidney disease (CKD), extra-cardiac artery lesions, COPD,
diabetes), higher levels of creatinine (Cr), total bilirubin
(TBIL), and blood glucose, and lower levels of LDL-C and
TG (all p < 0.05) (Table 1), which was closely with higher
EuroSCORE 1I values and were independently associated
with increased all-cause mortality (Table 2). They also had
higher incidence of other valvular diseases, severe PAH,
and lower LVEF (Supplementary Table 3), and higher use
of statins, insulin, and oral anticoagulants (p > 0.05).

3.2 Relationships of All-Cause Mortality With
EuroSCORE II and AVR Status

When divided by EuroSCORE II in patients with-
out AVR, the high-risk group had higher all-cause mortal-
ity than the low-risk group (p < 0.001) (Supplementary
Fig. 1), while no difference was found in participants
with AVR (p = 0.067) (Supplementary Fig. 2). When
stratified by both EuroSCORE II and AVR status, Group
4 (high risk without AVR) had the highest all-cause mor-
tality (»p < 0.001) (Fig. 2). In the low-risk group, those
without AVR had poorer cumulative survival (p < 0.001)
(Supplementary Fig. 3), and the same was observed in the
high-risk group (p < 0.001) (Supplementary Fig. 4). No
difference was found between those who underwent AVR
(Whether it is SAVR or TAVR) (p = 0.69) (Supplementary
Fig. 5).

3.3 Predictors of All-Cause Mortality

Univariate regression analysis (Supplementary Ta-
ble 4) identified age, coronary artery disease (CAD), CKD,
COPD, diabetes, AF, hypertension, albumin, critical status,
urgency of surgery, LVEF, pulmonary hypertension, statin
use, ACEI/ARB use, and insulin use as predictors of all-
cause mortality, with Group 2 and Group 4 exhibiting a

5.97-fold (HR 5.966, 95% CI1 3.033-11.737, p < 0.001) and
12.17-fold (HR 12.168, 95% CI 5.958-24.848, p < 0.001)
higher risk of mortality compared to Group 1, respectively.
However, no significant difference was observed between
Group 3 and Group 1 (HR 1.972, 95% CI1 0.938—4.144, p =
0.073). Multivariate Cox regression analyses yielded simi-
lar results, with Group 2 and Group 4 demonstrating a 3.71-
fold (HR 3.705, 95% CI 1.738-7.896, p = 0.001) and 6.89-
fold (HR 6.891, 95% CI 3.083-15.401, p < 0.001) higher
risk of mortality compared to Group 1, respectively. For
the Cox regression models (Table 2), Model 4 revealed that,
with Group 1 as the reference, the risk of mortality in Group
2, Group 3, and Group 4 increased significantly (HR 3.492,
95% CI 1.583-7.703; HR 1.333, 95% CI 0.605-2.936; HR
6.605, 95% CI 2.817-15.486, respectively). The further re-
gression model also revealed that there was no significant
difference between SAVR and TAVR on all-cause mortal-
ity of the population of moderate-to-severe aortic stenosis
(p = 0.848) (Supplementary Table 5). Additionally, low-
risk participants with AVR were associated with a 0.23-fold
risk (HR 0.230, 95% CI 0.118-0.857, p < 0.01) compared
to those without AVR (Supplementary Table 6).

3.4 Results of the Subgroup Analyses

Fig. 3 shows a subgroup analysis of all-cause mortal-
ity. In patients without AVR, EuroSCORE II was corre-
lated with mortality in younger (<70 years), male, lacking
diabetes, hypertension, or CHD, not taking hypoglycemic
medications, with mild aortic regurgitation, LVEF <40%,
and moderate AS (p < 0.05). This association remained sig-
nificant after adjustment, with no significant interactions (p
> 0.05). For patients with AVR, EuroSCORE II was simi-
larly associated with mortality in those without diabetes or
CHD and not taking hypoglycemic medications, with no
significant interactions (p > 0.05) (Supplementary Fig. 6).
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Fig. 2. Kaplan—Meier survival curves for the participants, categorized according to their EuroSCORE II and their AVR sta-

tus (total 544 participants). The analysis demonstrated that the participants in the group with high EuroSCORE II and who had not

undergone AVR were at the highest risk of all-cause mortality of the four groups (log-rank p < 0.001).

3.5 Optimal Cut-Off Value of EuroSCORE II for the
Prediction of Outcomes in the Participants Who had not
Performed AVR

For the participants who had not performed AVR,
the optimal cut-off value of EuroSCORE II identified for
predicting the outcome was 2.23% (AUC 0.675, 95% CI
0.609-0.74, p < 0.001) (Fig. 4). The participants whose
EuroSCORE Il index >2.23% had a2.111 (HR 2.111, 95%
CI 1.069-4.166, p = 0.031) -fold higher risk of all-cause
mortality than those <2.23% (Supplementary Fig. 7, Sup-
plementary Table 7).

4. Discussion

A growing body of evidence demonstrates that pa-
tients with symptomatic severe AS have a poor prognosis
if they do not undergo surgery, with a mean survival time
of <4 years [8]. Therefore, AVR is widely recommended
for the treatment of such patients [17]. EuroSCORE II,
originally developed for perioperative risk stratification in
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cardiac surgery, incorporates variables such as age, renal
function, and extracardiac arteriopathy, which are also im-
plicated in the progression of calcific aortic valve disease
[6].

The study found that high-risk group (EuroSCORE II
>4%) was associated with higher risk of all-cause mortal-
ity. Our baseline results revealed that a high EuroSCORE
II reflects not only heart disease severity but also broader
end-organ damage, including key factors like kidney dys-
function, anemia, liver congestion from heart failure, and
malnutrition.

It is this comprehensive physiological decline that
renders patients too vulnerable to withstand the persistent
hemodynamic stress of untreated severe aortic stenosis, ul-
timately leading to the observed extremely high mortality
[18]. The pathophysiological overlap between cardiovascu-
lar risk factors and AS progression—particularly the roles
of chronic inflammation, endothelial dysfunction, and cal-
cification [19]—suggests that EuroSCORE II may be used
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Subgroups Events/Total HR(95%Cl)
Overall 84/218  2.075(1.341-3.210)
Sex

Male 471116 2.374 (1.292-4.362)
Female 371102 2.171(1.133-4.159)
Age, years

<=70 35107 3.339 (1.630-6.841)
>70 491111 1.528 (0.871-2.678)
Diabetes

Yes 27/47 1.550 (0.689-3.488)
No 57/171 2.401 (1.421-4.054)
Hypertension

Yes 46/120 1.808 (1.004-3.257)
No 38/98 2.527 (1.312-4.866)
Coronary heart diseases

Yes 24/53 1.0365 (0.409-2.626)
No 60/165 2.608 (1.568-4.338)
Aortic stenosis severity

Moderate 511127 2.512 (1.431-4.411)
High 33/91 1.631 (0.810-3.281)
Aortic regurgitation

Non 2/16 3.464 (0.215-55.78)
Mile 46/119 2.293 (1.282-4.101)
Moderate 23/60 1.902 (0.777-4.658)
Severe 13/23 1.896 (0.578-6.213)
LVEF, %

<40 10/19 10.114 (1.198-85.37)
40-50 12/21 2.717 (0.818-9.025)
=50 62/178 1.587(0.932-2.705)
Hypoglycemic medications

No 71/186 2.352 (1.467-3.770)
Yes 13/32 0.995 (0.305-3.239)

p value p for interaction
0.001 —eEE——
0.005 —_—
0.02 —_— 0.115
0.001 +
0.139 —— 0.974
0.29 —_—
0.001 —_— 0.355
0.049 —r—
0.006 4 0.181
0.94 —_—
<0.001 —_— 0.98
0.001 _——
0.17 _— 0.097
0.381 +- )
0.005 —_— 0.949
0.159 4 0.928
0.291 + 0.219
0.034 )
0.103 P ) 0.052
0.089 —— 0.301
<0.001 _
0.993 . SE— 0.233

Hzard Ratio(HR)

Fig. 3. Results of the subgroup analysis of the association between EuroSCORE II and the lack of AVR. Further subgroup analyses

were performed after the stratification of the participants according to baseline sex, age (<70 or >70 years), BMI (<24 or >24 kg/m?),

diabetes, hypertension, CHD, and the severity of AS (moderate or severe), to assess the consistency of the prognostic use of EuroSCORE

II for all-cause mortality. HR, hazard ratio; CI, confidence interval.

for not only surgical risk but also underlying disease sever-
ity and systemic vascular health.

While the STS score is another widely used risk
model, a meta-analysis of 22 studies involving 145,592 car-
diac surgery procedures showed that the overall discrimi-
natory ability of the EuroSCORE 1I is good and similar to
that of the STS risk score. However, the STS risk score has
shown a suboptimal calibration in some validation studies,
particularly in European cardiac surgical populations [20].
Future studies directly comparing these models in Chinese
patients with AS would be valuable.

In this context, our study extends the utility of Eu-
roSCORE II beyond the perioperative setting, demonstrat-
ing its prognostic value for long-term mortality within the
past 10 years in Chinese patients with moderate-to-severe
AS, regardless of AVR status. We found that patients
in the high-risk group (EuroSCORE II >4%), irrespec-
tive of whether they underwent AVR, exhibited a signifi-
cantly higher risk of all-cause mortality compared to those

in the low-risk group, which was align with previous stud-
ies linking EuroSCORE 1I to outcomes in TAVI patients
[16,21,22]. A retrospective study of 350 patients with
moderate-to-severe AS undergoing TAVI found that 30-day
mortality was associated with higher EuroSCORE 1I (12.6
£ 1.8% vs. 7.5 £ 0.3%, p < 0.001) and an AUC of 0.70,
indicating its predictive value for short-term mortality [16].
Another study of 59 patients with severe symptomatic AS
who underwent TAVI between 2010 and 2014 also showed
that EuroSCORE 11 predicts in-hospital and 30-day mor-
tality [23]. However, the short duration of follow-up in
these studies limits their relevance to clinical practice. In
contrast, a long-term retrospective study by Fan ef al. [24]
categorized 332 patients with low-gradient severe AS and
preserved LVEF into high-risk (EuroSCORE II >4%, N =
115) and low-risk (EuroSCORE II <4%, N = 208) groups
and followed them for 2 years [25]. Unlike these reports
that were limited to follow-up time, our long-term follow-
up offers similar insights that the high-risk group had signif-
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Fig. 4. ROC curve for the use of EuroSCORE II to evaluate the prognosis of the participants who had not undergone AVR. The

optimal cut-off value of EuroSCORE 1I identified for the prediction of the primary outcome in the participants who had not undergone
AVR was 2.23%, which was associated with an AUC of 0.675 (95% CI: 0.609-0.74).

icantly poorer cumulative survival compared to the low-risk
group when using 4% as a cut-off value.

Moreover, moderate-to-severe aortic stenosis patients
with a low-risk EuroSCORE 1II (<4%) were also recom-
mended to undergo AVR, as it significantly reduced the risk
by 77% of all-cause mortality, which was similar to some
major trials in low-risk patients.

Notably, the PARTNER?2 study [26] and the SUR-
TAVI study [27] using TAVR in low-risk patients performed
by the American College of Cardiology (ACC), including
the PARTNER 3 study (using the SAPIEN-3 ultra tran-
scatheter heart valve) and the Evolut Low Risk Trial study
(using the self-expanding Evolute R valve) [28] showed
TAVR’s non-inferiority or superiority to SAVR in short to
medium-term outcomes. After 5 years of follow-up, the
PARTNER 3 study revealed similar annual rates of cardio-
vascular mortality, stroke, and re-hospitalization for both
TAVR and SAVR (approximately 1%, 1%, and 3%, respec-
tively). These findings support recommending either pro-
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cedure for low EuroSCORE II patients, offering benefits
such as shorter hospital stays and lower mortality risks [29].
Therefore, surgical or transcatheter AVR (SAVR/TAVI) is
recommended for low-risk patients to achieve a clear sur-
vival benefit, aligning with international guidelines and
providing real-world validation in a Chinese population.
Our study confirms that SAVR and TAVI have similar out-
comes for moderate-to-severe AS. The prospective NO-
TION trial (N = 280) showed no significant differences in
2-year all-cause (8.0% vs. 9.8%; p = 0.54) or cardiovascu-
lar mortality (6.5% vs. 9.1%; p = 0.40) between TAVR and
SAVR [30]. Moreover, the NOTION trial’s extended data
revealed no significant all-cause mortality difference over 8
years [15]. The 2021 ESC/EACTS guidelines recommend
SAVR for patients under 75, and TAVR for those over 75,
high-risk (STS-PROM or EuroSCORE II >8%), or ineligi-
ble for surgery (class I) [9]. Despite guidelines, numerous
randomized clinical trials show TAVR is at least as effective
as SAVR for short- to medium-term results [31,32].


https://www.imrpress.com

A key validation study demonstrated EuroSCORE II’s
inaccuracies in predicting mortality for cardiac surgery pa-
tients, either underestimating for high-risk or overestimat-
ing for low-risk groups [32]. Our ROC analysis identi-
fied a EuroSCORE 1I cut-off of 2.23% (AUC, 0.675) for
moderate-to-severe AS patients without AVR, validated by
Kaplan-Meier (log-rank p < 0.001) and Cox analyses (HR
2.111, 95% CI 1.069—-4.166, p = 0.031). This threshold,
more accurate than the traditional 4%, may enhance clin-
ical detection, treatment response, and prognosis for these
patients. Notably, the original 4% value applied broadly
to AS patients, regardless of surgery, whereas our 2.23%
value is specific to those with moderate-to-severe AS who
have not undergone AVR.

The study’s strengths include its multi-centre ob-
servational design with verifiable external validity, a 9-
year follow-up period, and robust adjustment for con-
founders, confirming the significant association between
EuroSCORE 1I and all-cause mortality in moderate-to-
severe AS patients. These findings enrich the clinical utility
of EuroSCORE 1I in predicting AS outcomes, potentially
improving patient outcomes and reducing disease burden.

Our study has the following strengths: firstly, our
research uniquely examines the predictive value of EU-
ROSCORE 1I for both moderate and severe aortic steno-
sis (AS) patients, expanding the scope beyond the com-
monly studied severe AS population and providing insights
into a broader spectrum of disease severity. Secondly, our
study is based on multi-center data sourced from three cen-
ters within a database jointly collected by multiple Chinese
valve centers, ensuring the diversity and representativeness
of the sample. Additionally, our study benefits from a long
follow-up period of up to 9.09 years, with a wide-ranging
span that enhances the stability and reliability of our con-
clusions. Importantly, we innovatively propose modifying
the EUROSCORE II cut-off value to 2.23% for moderate-
to-severe AS patients without AVR surgery, addressing a
gap in the literature and offering a novel perspective on risk
stratification.

However, limitations exist. This study is a Chinese-
based retrospective cohort which has its inherent selec-
tion bias and our sample size was relatively limited, thus
lacking generalization and necessitating external valida-
tion. Additionally, the applicability of EuroSCORE 1I is
limited by etiological differentiation (e.g., degenerative cal-
cific vs. rheumatic) for aortic stenosis due to lacking histor-
ical records data. Moreover, echocardiographic and labora-
tory parameters were static, risking bias from measurement
errors or inter-center criteria differences.

Finally, though EuroSCORE II was associated with
mortality without AVR, its modest accuracy demands sup-
plementation with clinical and imaging data for reliable risk
stratification.
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5. Conclusions

In conclusion, both the EuroSCORE II (cut-off value
4%) and AVR status were independently associated with
the long-term prognosis of patients with moderate-to-
severe AS. Patients with a low-risk EuroSCORE 1I (<4%)
should be recommended to undergo AVR (either SAVR or
TAVI). Furthermore, our analysis identified an exploratory,
lower EuroSCORE II cutoff value of 2.23% for risk strat-
ification in patients who did not undergo AVR. However,
this novel threshold is derived from retrospective data and
requires prospective validation before any clinical applica-
tion can be considered.

Abbreviations

EuroSCORE II, European System for Cardiac Opera-
tive Risk Evaluation; SBP, systolic blood pressure; CKD,
chronic kidney disease; COPD, chronic obstructive pul-
monary disease; HB, haemoglobin; TC, total cholesterol;
HDL-C, high-density lipoprotein-cholesterol; LDL-C, low-
density lipoprotein-cholesterol; TG, triglyceride; Cr, creati-
nine; CC, creatinine clearance; TBIL, total bilirubin; LVEF,
left ventricular ejection fraction; AV-Vmax, maximum ve-
locity of blood flow through the aortic valve; AV-MG, mean
gradient across the aortic valve; AVA, aortic valve area;
PAH, pulmonary arterial hypertension; ACEI, angiotensin
converting enzyme inhibitor; ARB, angiotensin receptor
blocker; CCB, calcium channel blocker.

Availability of Data and Materials

Our heart valvular disease intervention center con-
struction unit from The Second Affiliated Hospital of Shan-
tou University Medical College is part of the National
Clinical Medical Research Center for Radiology and Ther-
apy, Interventional Center for Valvular Disease, Dongfang
Huaxia Cardiovascular Health Institute, Suzhou Industrial
Park. Our data were from Three heart valve centers, which
are derived from a database called Aortic Valve Diseases
RISk facTOr assessmenT and Prognosis modeL. Construc-
tion (ARISTOTLE). The datasets used and analyzed during
the current study are available from the corresponding au-
thors upon reasonable request.

Author Contributions

XC and DH contributed to the manuscript equally.
They are responsible for studying conceptualization, data
curation, data analysis and writing the original draft. BY
and JC are responsible for formal analysis, accessing and
verifying the data and writing editing. WL, YL and RL are
responsible for investigation, software, data curation and
editing. JY, JS and ST are responsible for investigation,
software, data curation and editing. XH and BX are respon-
sible for investigation, software, data curation and method-
ology. XZ, JC and JL are responsible for conceptualization
and data curation. JL is also responsible for conceptualiza-

&% IMR Press


https://www.imrpress.com

tion and writing reviews or editing. All authors reviewed
the manuscript. All authors contributed to editorial changes
in the manuscript. All authors read and approved the fi-
nal manuscript. All authors have participated sufficiently
in the work and agreed to be accountable for all aspects of
the work.

Ethics Approval and Consent to Participate

The study was carried out in accordance with the
guidelines of the Declaration of Helsinki and approved by
the Ethics Review Committee of the Second Affiliated Hos-
pital of Shantou University Medical College (ERB number:
2024-23). Patient follow-up was conducted via telephone
contact, with verbal informed consent approved by the in-
stitutional ethics committee.

Acknowledgment

We thank Mark Cleasby, PhD from Liwen Bianji
(Edanz) for editing the language of a draft of this
manuscript.

Funding

This research received no external funding.

Conflict of Interest

The authors declare no conflict of interest.

Supplementary Material

Supplementary material associated with this article
can be found, in the online version, at https://doi.org/10.
31083/RCM42757.

References

[1] AluruJS, Barsouk A, Saginala K, Rawla P, Barsouk A. Valvular
Heart Disease Epidemiology. Medical Sciences (Basel, Switzer-
land). 2022; 10: 32. https://doi.org/10.3390/medsci10020032.

[2] Goody PR, Hosen MR, Christmann D, Niepmann ST, Zietzer A,
Adam M, et al. Aortic Valve Stenosis: From Basic Mechanisms
to Novel Therapeutic Targets. Arteriosclerosis, Thrombosis, and
Vascular Biology. 2020; 40: 885-900. https://doi.org/10.1161/
ATVBAHA.119.313067.

[3] Coffey S, Roberts-Thomson R, Brown A, Carapetis J, Chen M,
Enriquez-Sarano M, et al. Global epidemiology of valvular heart
disease. Nature Reviews. Cardiology. 2021; 18: 853—-864. https:
//doi.org/10.1038/s41569-021-00570-z.

[4] Virani SS, Alonso A, Benjamin EJ, Bittencourt MS, Callaway
CW, Carson AP, et al. Heart Disease and Stroke Statistics-2020
Update: A Report From the American Heart Association. Cir-
culation. 2020; 141: e139-e596. https://doi.org/10.1161/CIR.
0000000000000757.

[5] Alfieri O, Vahanian A. The year in cardiology 2016: valvular
heart disease. European Heart Journal. 2017; 38: 628—633. https:
//doi.org/10.1093/eurheartj/ehw636.

[6] Small A, Kiss D, Giri J, Anwaruddin S, Siddiqi H, Guerraty M,
et al. Biomarkers of Calcific Aortic Valve Disease. Arterioscle-
rosis, Thrombosis, and Vascular Biology. 2017; 37: 623-632.

https://doi.org/10.1161/ATVBAHA.116.308615.
[7] Pan W, Zhou D, Cheng L, Shu X, Ge J. Candidates for tran-

&% IMR Press

(8]

(9]

[10]

[11]

[12]

[13]

[14]

[15]

[16]

[17]

[18]

[19]

[20]

scatheter aortic valve implantation may be fewer in China. In-
ternational Journal of Cardiology. 2013; 168: e133—e134. https:
//doi.org/10.1016/j.ijcard.2013.08.028.

Tung B, Cachier A, Baron G, Messika-Zeitoun D, Delahaye F,
Tornos P, et al. Decision-making in elderly patients with severe
aortic stenosis: why are so many denied surgery? European
Heart Journal. 2005; 26: 2714-2720. https://doi.org/10.1093/eu
rheartj/ehi471.

Vahanian A, Beyersdorf F, Praz F, Milojevic M, Baldus S,
Bauersachs J, et al. 2021 ESC/EACTS guidelines for the man-
agement of valvular heart disease. European Heart Journal.
2022; 43: 561-632. https://doi.org/10.1093/eurheartj/ehab395.
Otto CM, Nishimura RA, Bonow RO, Carabello BA, Erwin
JP, 3rd, Gentile F, et al. 2020 ACC/AHA Guideline for the
Management of Patients With Valvular Heart Disease: A Re-
port of the American College of Cardiology/American Heart
Association Joint Committee on Clinical Practice Guidelines.
Circulation. 2021; 143: €72—e227. https://doi.org/10.1161/CIR.
0000000000000923.

Wang TKM, Choi DHM, Stewart R, Gamble G, Haydock D,
Ruygrok P. Comparison of four contemporary risk models at
predicting mortality after aortic valve replacement. The Journal
of Thoracic and Cardiovascular Surgery. 2015; 149: 443-448.
https://doi.org/10.1016/j.jtcvs.2014.04.032.

Nashef SA, Roques F, Michel P, Gauducheau E, Lemeshow
S, Salamon R. European system for cardiac operative risk
evaluation (EuroSCORE). European Journal of Cardio-thoracic
Surgery: Official Journal of the European Association for
Cardio-thoracic Surgery. 1999; 16: 9-13. https://doi.org/10.
1016/s1010-7940(99)00134-7.

MacGrogan D, Martinez-Poveda B, Desvignes JP, Fernandez-
Friera L, Gomez MJ, Gil Vilarifio E, et al. Identification of a
peripheral blood gene signature predicting aortic valve calci-
fication. Physiological Genomics. 2020; 52: 563-574. https:
//doi.org/10.1152/physiolgenomics.00034.2020.

Taleb Bendiab T, Brusset A, Estagnasié P, Squara P, Nguyen
LS. Performance of EuroSCORE II and Society of Thoracic Sur-
geons risk scores in elderly patients undergoing aortic valve re-
placement surgery. Archives of Cardiovascular Diseases. 2021;
114: 474-481. https://doi.org/10.1016/j.acvd.2020.12.004.
Rosa VEE, Lopes ASDSA, Accorsi TAD, Fernandes JRC, Spina
GS, Sampaio RO, ef al. EuroSCORE II and STS as mortality
predictors in patients undergoing TAVI. Revista Da Associacao
Medica Brasileira (1992). 2016; 62: 32-37. https://doi.org/10.
1590/1806-9282.62.01.32.

Guidelines for the Diagnosis and Treatment of Pulmonary Hy-
pertension in China (2021 edition). Chinese Journal of Medicine.
2021; 101: 11-51. (In Chinese)

Li X, Shan L, Lv M, Li Z, Han C, Liu B, et a/. Predictive ability
of EuroSCORE II integrating cardiactroponin T in patients un-
dergoing OPCABG. BMC Cardiovascular Disorders. 2020; 20:
463. https://doi.org/10.1186/s12872-020-01745-1.

Afilalo J, Alexander KP, Mack MJ, Maurer MS, Green P, Allen
LA, et al. Frailty assessment in the cardiovascular care of older
adults. Journal of the American College of Cardiology. 2014; 63:
747-762. https://doi.org/10.1016/j.jacc.2013.09.070.

Dweck MR, Boon NA, Newby DE. Calcific aortic stenosis: a
disease of the valve and the myocardium. Journal of the Ameri-
can College of Cardiology. 2012; 60: 1854—1863. https://doi.or
2/10.1016/j.jacc.2012.02.093.

Guida P, Mastro F, Scrascia G, Whitlock R, Paparella D. Per-
formance of the European System for Cardiac Operative Risk
Evaluation II: a meta-analysis of 22 studies involving 145,592
cardiac surgery procedures. The Journal of Thoracic and Cardio-
vascular Surgery. 2014; 148: 3049-3057.el. https://doi.org/10.
1016/.jtcvs.2014.07.039.

11


https://doi.org/10.31083/RCM42757
https://doi.org/10.31083/RCM42757
https://doi.org/10.3390/medsci10020032
https://doi.org/10.1161/ATVBAHA.119.313067
https://doi.org/10.1161/ATVBAHA.119.313067
https://doi.org/10.1038/s41569-021-00570-z
https://doi.org/10.1038/s41569-021-00570-z
https://doi.org/10.1161/CIR.0000000000000757
https://doi.org/10.1161/CIR.0000000000000757
https://doi.org/10.1093/eurheartj/ehw636
https://doi.org/10.1093/eurheartj/ehw636
https://doi.org/10.1161/ATVBAHA.116.308615
https://doi.org/10.1016/j.ijcard.2013.08.028
https://doi.org/10.1016/j.ijcard.2013.08.028
https://doi.org/10.1093/eurheartj/ehi471
https://doi.org/10.1093/eurheartj/ehi471
https://doi.org/10.1093/eurheartj/ehab395
https://doi.org/10.1161/CIR.0000000000000923
https://doi.org/10.1161/CIR.0000000000000923
https://doi.org/10.1016/j.jtcvs.2014.04.032
https://doi.org/10.1016/s1010-7940(99)00134-7
https://doi.org/10.1016/s1010-7940(99)00134-7
https://doi.org/10.1152/physiolgenomics.00034.2020
https://doi.org/10.1152/physiolgenomics.00034.2020
https://doi.org/10.1016/j.acvd.2020.12.004
https://doi.org/10.1590/1806-9282.62.01.32
https://doi.org/10.1590/1806-9282.62.01.32
https://doi.org/10.1186/s12872-020-01745-1
https://doi.org/10.1016/j.jacc.2013.09.070
https://doi.org/10.1016/j.jacc.2012.02.093
https://doi.org/10.1016/j.jacc.2012.02.093
https://doi.org/10.1016/j.jtcvs.2014.07.039
https://doi.org/10.1016/j.jtcvs.2014.07.039
https://www.imrpress.com

(21]

[22]

(23]

[24]

[25]

[26]

12

Sedaghat A, Sinning JM, Vasa-Nicotera M, Ghanem A, Ham-
merstingl C, Grube E, et al. The revised EuroSCORE 1I for the
prediction of mortality in patients undergoing transcatheter aor-
tic valve implantation. Clinical Research in Cardiology: Official
Journal of the German Cardiac Society. 2013; 102: 821-829.
https://doi.org/10.1007/s00392-013-0596-8.

Baumgartner H, Hung J, Bermejo J, Chambers JB, Edvardsen T,
Goldstein S, et al. Recommendations on the Echocardiographic
Assessment of Aortic Valve Stenosis: A Focused Update from
the European Association of Cardiovascular Imaging and the
American Society of Echocardiography. Journal of the Amer-
ican Society of Echocardiography: Official Publication of the
American Society of Echocardiography. 2017; 30: 372-392.
https://doi.org/10.1016/j.echo.2017.02.009.

Baumgartner H, Falk V, Bax JJ, De Bonis M, Hamm C, Holm
PJ, et al. 2017 ESC/EACTS Guidelines for the management of
valvular heart disease. European Heart Journal. 2017; 38: 2739—
2791. https://doi.org/10.1093/eurheartj/ehx391.

Fan Y, Shen H, Stacey B, Zhao D, Applegate RJ, Kon ND, et
al. Echocardiography and EuroSCORE 11 for the stratification
of low-gradient severe aortic stenosis and preserved left ventric-
ular ejection fraction. The International Journal of Cardiovas-
cular Imaging. 2021; 37: 3169-3176. https://doi.org/10.1007/
s10554-021-02373-2.

Mirabel M, Iung B, Baron G, Messika-Zeitoun D, Détaint D,
Vanoverschelde JL, et al. What are the characteristics of patients
with severe, symptomatic, mitral regurgitation who are denied
surgery? European Heart Journal. 2007; 28: 1358-1365. https:
//doi.org/10.1093/eurheartj/ehmO001.

Leon MB, Smith CR, Mack MJ, Makkar RR, Svensson
LG, Kodali SK, et al. Transcatheter or Surgical Aortic-
Valve Replacement in Intermediate-Risk Patients. The New
England Journal of Medicine. 2016; 374: 1609-1620.

[27]

(28]

[29]

[30]

[31]

[32]

https://doi.org/10.1056/NEJMoal514616.

Reardon MJ, Van Mieghem NM, Popma JJ, Kleiman NS, Sen-
dergaard L, Mumtaz M, et al. Surgical or Transcatheter Aortic-
Valve Replacement in Intermediate-Risk Patients. The New
England Journal of Medicine. 2017; 376: 1321-1331. https:
//doi.org/10.1056/NEJMoal700456.

Gleason TG, Reardon MJ, Popma JJ, Deeb GM, Yakubov SJ,
Lee JS, et al. 5-Year Outcomes of Self-Expanding Transcatheter
Versus Surgical Aortic Valve Replacement in High-Risk Pa-
tients. Journal of the American College of Cardiology. 2018; 72:
2687-2696. https://doi.org/10.1016/j.jacc.2018.08.2146.

Kang DH, Jang JY, Park SJ, Kim DH, Yun SC, Song JM, et
al. Watchful observation versus early aortic valve replacement
for symptomatic patients with normal flow, low-gradient se-
vere aortic stenosis. Heart (British Cardiac Society). 2015; 101:
1375-1381. https://doi.org/10.1136/heartjnl-2015-307528.
Stéhli BE, Tasnady H, Liischer TF, Gebhard C, Mikulicic F, Er-
hart L, et al. Early and late mortality in patients undergoing tran-
scatheter aortic valve implantation: comparison of the novel Eu-
roScore II with established risk scores. Cardiology. 2013; 126:
15-23. https://doi.org/10.1159/000351438.

Mack MJ, Leon MB, Smith CR, Miller DC, Moses JW, Tuzcu
EM, et al. 5-year outcomes of transcatheter aortic valve replace-
ment or surgical aortic valve replacement for high surgical risk
patients with aortic stenosis (PARTNER 1): a randomised con-
trolled trial. Lancet (London, England). 2015; 385: 2477-2484.
https://doi.org/10.1016/S0140-6736(15)60308-7.

Makkar RR, Thourani VH, Mack MJ, Kodali SK, Kapadia S,
Webb JG, et al. Five-Year Outcomes of Transcatheter or Sur-
gical Aortic-Valve Replacement. The New England Journal of
Medicine. 2020; 382: 799-809. https://doi.org/10.1056/NEJM
0a1910555.

&% IMR Press


https://doi.org/10.1007/s00392-013-0596-8
https://doi.org/10.1016/j.echo.2017.02.009
https://doi.org/10.1093/eurheartj/ehx391
https://doi.org/10.1007/s10554-021-02373-2
https://doi.org/10.1007/s10554-021-02373-2
https://doi.org/10.1093/eurheartj/ehm001
https://doi.org/10.1093/eurheartj/ehm001
https://doi.org/10.1056/NEJMoa1700456
https://doi.org/10.1056/NEJMoa1700456
https://doi.org/10.1016/j.jacc.2018.08.2146
https://doi.org/10.1136/heartjnl-2015-307528
https://doi.org/10.1159/000351438
https://doi.org/10.1016/S0140-6736(15)60308-7
https://doi.org/10.1056/NEJMoa1910555
https://doi.org/10.1056/NEJMoa1910555
https://www.imrpress.com

	1. Introduction
	2. Methods
	2.1 Study Design and Participants
	2.2 Data Collection and Definitions
	2.3 Definitions of Echocardiographic Indices
	2.4 Outcomes
	2.5 Statistical Analysis

	3. Results
	3.1 Baseline Characteristics 
	3.2 Relationships of All-Cause Mortality With EuroSCORE II and AVR Status
	3.3 Predictors of All-Cause Mortality
	3.4 Results of the Subgroup Analyses
	3.5 Optimal Cut-Off Value of EuroSCORE II for the Prediction of Outcomes in the Participants Who had not Performed AVR

	4. Discussion
	5. Conclusions
	Abbreviations
	Availability of Data and Materials
	Author Contributions
	Ethics Approval and Consent to Participate
	Acknowledgment
	Funding
	Conflict of Interest
	Supplementary Material

