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Abstract

IMPORTANCE Ventricular septal rupture (VSR) is a rare but life-threatening mechanical
complication of acute myocardial infarction associated with high mortality despite prompt
treatment. Surgery represents the standard of care; however, only small single-center series or
national registries are usually available in literature, whereas international multicenter investigations
have been poorly carried out, therefore limiting the evidence on this topic.

OBJECTIVES To assess the clinical characteristics and early outcomes for patients who received
surgery for postinfarction VSR and to identify factors independently associated with mortality.
DESIGN, SETTING, AND PARTICIPANTS The Mechanical Complications of Acute Myocardial
Infarction: an International Multicenter Cohort (CAUTION) Study is a retrospective multicenter
international cohort study that includes patients who were treated surgically for mechanical
complications of acute myocardial infarction. The study was conducted from January 2001 to
December 2019 at 26 different centers worldwide among 475 consecutive patients who underwent
surgery for postinfarction VSR.

EXPOSURES Surgical treatment of postinfarction VSR, independent of the technique, alone or
combined with other procedures (eg, coronary artery bypass grafting).

MAIN OUTCOMES AND MEASURES The primary outcome was early mortality; secondary
outcomes were postoperative complications.

RESULTS Of the 475 patients included in the study, 290 (61.1%) were men, with a mean (SD) age of
68.5 (10.1) years. Cardiogenic shock was present in 213 patients (44.8%). Emergent or salvage
surgery was performed in 212 cases (44.6%). The early mortality rate was 40.4% (192 patients), and
it did not improve during the nearly 20 years considered for the study (median [IQR] yearly mortality,
41.7% [32.6%-50.0%]). Low cardiac output syndrome and multiorgan failure were the most common
causes of death (low cardiac output syndrome, 70 [36.5%]; multiorgan failure, 53 [27.6%]).
Recurrent VSR occurred in 59 participants (12.4%) but was not associated with mortality. Cardiogenic
shock (survived: 95 [33.6%]; died, 118 [61.5%]; P < .001) and early surgery (time to surgery =7 days,
survived: 105 [57.4%]; died, 47 [35.1%]; P < .001) were associated with lower survival. At multivariate
analysis, older age (odds ratio [OR], 1.05; 95% Cl, 1.02-1.08; P = .001), preoperative cardiac arrest
(OR, 2.71; 95% Cl, 118-6.27; P = .02) and percutaneous revascularization (OR, 1.63; 95% Cl, 1.003-
2.65; P = .048), and postoperative need for intra-aortic balloon pump (OR, 2.98; 95% Cl, 1.46-6.09;
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Abstract (continued)

P = .003) and extracorporeal membrane oxygenation (OR, 3.19; 95% Cl, 1.30-7.38; P = .01) were
independently associated with mortality.

CONCLUSIONS AND RELEVANCE In this study, surgical repair of postinfarction VSR was associated
with a high risk of early mortality; this risk has remained unchanged during the last 2 decades.
Delayed surgery seemed associated with better survival. Age, preoperative cardiac arrest and
percutaneous revascularization, and postoperative need for intra-aortic balloon pump and
extracorporeal membrane oxygenation were independently associated with early mortality. Further
prospective studies addressing preoperative and perioperative patient management are warranted
to hopefully improve the currently suboptimal outcome.

JAMA Network Open. 2021;4(10):e2128309. doi:10.1001/jamanetworkopen.2021.28309

Introduction

Ventricular septal rupture (VSR) is a rare but life-threatening mechanical complication of acute
myocardial infarction (AMI)."2 Due to the introduction and continuous improvement of early
percutaneous revascularization strategies, its incidence has decreased to approximately 0.25% of
AMI cases.>*® However, if left untreated, it is almost inevitably fatal.? Nevertheless, even when
prompt surgery can be offered, in-hospital mortality remains very high. The rate of in-hospital
mortality has not changed over the years, making VSR the most lethal cardiac surgical condition.">®

Percutaneous closure devices and mechanical circulatory supports (MCS) may offer alternative
or synergistic strategies to treat these patients, both preioperatively and postoperatively.”®
However, surgery remains the standard treatment for postinfarction VSR. Early repair is generally
recommended and is often required because of the presence of hemodynamic instability, but clear
indications on ideal management and timing of intervention have not yet been well
established.>¢1° Moreover, given the low incidence of this condition, most reports consist of single-
center studies with limited patient cohorts or studies of national registries.""

We conducted an international, multicenter, retrospective study on mechanical complications
of AMI, the Mechanical Complications of Acute Myocardial Infarction: an International Multicenter
Cohort (CAUTION) Study. The investigation was designed to evaluate early outcomes and to identify
possible prognostic factors associated with early mortality among patients who underwent surgical
repair of postinfarction VSR.

Methods

Patient Population and Study Design

The patients were recruited from the database of the CAUTION study (NCT03848429), a
retrospective multicenter trial aimed at evaluating the postoperative outcomes of patients
undergoing surgery for post-AMI mechanical complications. The study described in this article
included all adult patients (aged >18 years) who underwent surgical repair of postinfarction VSR
between January 2001 and December 2019 in 26 different centers worldwide, identified through
surgical records. The study protocol was authorized by the local ethical committees of each center
and conducted in accordance with the guidelines of the Declaration of Helsinki' for patient data use
and evaluation. The requirement for informed consent was waived considering the retrospective
nature of the study. A unified patient data set was used to collect pertinent information, including
clinical history, diagnostic workup, and operative and postoperative data from medical records. This
report follows the Strengthening the Reporting of Observational Studies in Epidemiology (STROBE)
reporting guideline.
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Definitions and End Points
Cardiogenic shock was defined as persistent hypotension (systolic blood pressure <90 mm Hg) with
reduction in cardiac index (<1.8 L/min/m?) despite maximal treatment. Urgent surgery was defined
as surgery required during the same hospitalization for patients who were not admitted in an elective
regimen. Emergent surgery was defined as surgery that occurred within 24 hours, while salvage
surgery was defined as procedures for patients who required cardiopulmonary resuscitation while
going to the operating room. Among surgical techniques, infarct exclusion was described as
postinfarction VSR repair accomplished according to the technique described by David et al" or any
of its subsequent modifications,'* while other techniques included infarct excision and any other
technique adopted, comprising sandwich technique and direct closure, with or without the use of
a patch.

The primary end point of this study was early mortality, defined as death from any cause within
30 days after surgery or during the same hospitalization related to the operation. Intraoperative
mortality was defined as death occurring during the operation. The secondary end point was the
identification of prognostic factors associated with early mortality.

Statistical Analysis

Continuous variables were tested for distribution normality with the Shapiro-Wilk test and reported
as mean and SD (for variables not violating the normality assumption) or median and IQR (for
variables violating the normality assumption). Categorical variables were reported as frequency and
percentage. For patients who survived vs those who died, continuous variables were compared
individually with the t test or Mann-Whitney U test, while categorical variables were compared with
the x2 or Fisher exact test, as appropriate. Subsequently, variables of clinical interest that achieved a
P < 10 at the univariate analysis and had less than 20% missing data were tested for multicollinearity
and then entered into a multivariate logistic regression analysis, tested with the Hosmer-
Lemeshow goodness-of-fit test, to identify independent variables associated with in-hospital
mortality. Data analyses were performed using the software package SPSS Statistics version 26.0 for
Windows (IBM). A 2-tailed P < .05 was considered statistically significant.

Results

Clinical Characteristics

A total of 475 patients were included in this study. Baseline and preoperative patients’ characteristics
are presented in Table 1. The mean (SD) age was 68.5 (10.1) years, and 290 (61.1%) were men. The
most frequent comorbidity was hypertension, followed by dyslipidemia and diabetes. VSR occurred
after ST-elevation myocardial infarction in nearly 90% of patients (366 of 416 [88.0%]) and during
the first ischemic episode in three-quarters of patients (348 of 475 [73.3%]), while only 67 (14.1%)
had undergone previous revascularization procedures. Preoperative coronary angiography was
performed in 397 patients (83.6%), showing multivessel coronary artery disease (CAD) in 226 cases
(56.9%). Nearly half of patients developed cardiogenic shock before the operation (213 patients
[44.8%]), and approximately 1in 10 patients (46 [9.7%]) had cardiac arrest. The median (IQR) time
from AMI to VSR diagnosis was 2.0 (0.3-5.6) days, while the median (IQR) time from VSR to surgery
was 2.0 (0.5-7.0) days. Preoperative intra-aortic balloon pump (IABP) or extracorporeal membrane
oxygenation (ECMO) were required in 273 patients (57.5%) and 32 patients (6.7%), respectively.
Emergent or salvage operation was performed in nearly half of the patients (212 [44.6%]).

Surgical Repair

Operative and perioperative data are reported in Table 2. Anterior/apical VSR was slightly more
common. Another concomitant post-AMI mechanical complication (ie, left ventricular free-wall
rupture or papillary muscle rupture) was present in 25 patients (5.3%). Concomitant coronary artery
bypass graft (CABG) was performed in half of patients, while other concomitant procedures were
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required in 76 cases (16.0%), mostly including valve procedures or surgical ventricular
reconstruction. Moreover, only 72 patients who underwent concomitant CABG (15.2%) also received
a preoperative percutaneous revascularization. Nearly two-thirds of patients required postoperative
IABP (303 [63.8%]), while ECMO was necessary in approximately 15% of cases (65 [13.7%]). Other
MCS adopted included implantation of an Impella device in 5 patients (1.1%) and right or left
ventricular assist devices in 2 patients (0.4%) each. Rethoracotomy for bleeding was required in
approximately 10% of cases (51[11.1%]). Residual/recurrent VSR was reported in 59 patients (12.9%),
demanding reoperation in 25 (42.4%) of them; in 2 cases (3.4%), residual VSR was closed
percutaneously.

Postoperative Outcomes

Early postoperative outcomes are reported in Table 3. The most common complications identified
among surgical survivors were low cardiac output syndrome (LCOS) and acute kidney injury, followed
by sepsis, atrial fibrillation, and pneumonia.

Early mortality occurred in 192 patients (40.4%), with 16 (3.4%) intraoperative deaths, either
due to ventricular failure, precluding cardiopulmonary bypass (CPB) weaning, or incontrollable
bleeding. LCOS and multiorgan failure were by far the most common causes of early mortality (LCOS,
70 [36.5%]; multiorgan failure, 53 [27.6%]); other cardiac causes accounted for approximately
one-tenth of deaths (Table 3). Overall, 8 patients (1.9%) died because of VSR recurrence. A difference
in early mortality was observed among different centers (median [IQR] mortality, 41.1%
[25.8%-49.5%]). In the nearly 20 years considered for the study, the mortality rate did not change
substantially, with a median (IQR) yearly mortality of 41.7% (32.6%-50.0%) (eFigure in the

Table 1. Baseline and Preoperative Characteristics

Patients, No. (%)

Variable ALL(N = 475) Survived (n = 283) Died (n = 192) P value
Age, mean (SD), y 68.5(10.1) 66.8 (10.1) 71(9.7) <.001
Men 290 (61.1) 180 (63.6) 110 (57.3)
Women 185 (48.9) 103 (36.4) 82 (42.7) 17
BMI, mean (SD) 26.1(4.1) 25.9 (4.1) 26.3 (4.1) .26
Hypertension 278 (58.5) 171 (60.4) 107 (55.7) 31
Dyslipidemia 152 (32) 98 (34.6) 54 (28.1) .14
Diabetes 107 (22.5) 60 (21.2) 47 (24.5) .40
Stroke or TIA 26 (5.5) 13 (4.6) 13 (6.8) 31
Smoking habit 177 (37.3) 115 (40.6) 62 (32.3) .07
COPD 42 (8.8) 22(7.8) 20(10.4) .32
Chronic kidney disease 61(12.8) 28(9.9) 33(17.2) .02
Peripheral vascular disease 42 (8.8) 29(10.2) 13 (6.8) .19
LVEF <45% 205 (43.2) 117 (41.3) 88 (45.8) .33
Hemodynamic presentation
Cardiogenic shock 213 (44.8) 95 (33.6) 118 (61.5) <.001
Cardiac arrest 46 (9.7) 14 (4.9) 32(16.7) <.001
Cardiac tamponade 21(4.4) 11 (3.9) 10(5.2) .49
Preoperative IABP 273 (57.5) 149 (52.7) 124 (64.6) .01
igpeiEie EOiE 32(6.7) 13(4.6) 19(9.9) {2 Abbreviations: BMI, body mass index (calculated as
Preoperative revascularization 158(33.3) 79 (27.9) 79 (41.1) .003 weight in kilograms divided by height in meters
Time to surgery 27 d* 152 (47.9) 105 (57.4) 47 (35.1) <.001 squared); COPD, chronic obstructive pulmonary
Surgical status disease; ECMO, extracorporeal membrane
i 77 (16.2) 55 (19.4) 22 (11.5) oxygenation; IABP, intra-aortic balloon pump; LVEF,
Urgent 186 (39.2) 124 (43.8) 62(32.3) <001 !eft ven'tricular ejection fraction; TIA, transient
ischemic attack.
Emergent or salvage 212 (44.6) 104 (36.8) 108 (56.2) 2 Data available for 317 patients (66.7%).
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Supplement). Most patients were hospitalized for nearly 1 month after surgical correction, with a few
reaching nearly 3 months of hospitalization.

At univariate analysis, older age, smoking, chronic kidney disease, preoperative cardiogenic
shock or cardiac arrest, percutaneous revascularization, preoperative need of IABP or ECMO, time
from AMI to surgery of less than 7 days, and urgent and emergent/salvage surgery were associated
with early mortality (Table 1). For example, cardiogenic shock (survived: 95 [33.6%]; died, 118
[61.5%]; P <.001) and early surgery (time to surgery =7 days, survived: 105 [57.4%]; died, 47 [35.1%];
P <.001) were associated with lower survival. Similarly, a significantly higher mortality rate was
observed in patients with posterior VSR, longer CPB and cross-clamp times, and in those who
required rethoracotomy for bleeding or postoperative support with IABP or ECMO. As presented in
Figure 1, patients who died had significantly shorter time from AMI to VSR occurrence compared
with those who survived (mean [SD] time, 3.2 [4.1] days vs 8.9 [29.8] days; P = .04) and shorter
interval from VSR occurrence to surgery (mean [SD] time, 3.3 [6.1] days vs 7.8 [16.1] days; P < .001).
However, since data from these last 2 variables as well as for the timing of AMI surgery timing were
complete in less than 80% of patients, they were not included in the multivariate model.

Multivariate analysis showed that older age (odds ratio [OR], 1.05; 95% Cl, 1.02-1.08; P = .001),
preoperative cardiac arrest (OR, 2.71; 95% Cl, 118-6.27; P = .02), preoperative percutaneous
revascularization (OR, 1.63; 95% Cl, 1.003-2.65; P = .048), and postoperative need of IABP (OR,
2.98; 95% Cl, 1.46-6.09; P = .003) or ECMO (OR, 3.19; 95% Cl, 1.30-7.38; P = .01) support were
independently associated with early mortality. ORs with 95% Cls are presented in Figure 2.

Discussion

VSR is a rare but life-threatening mechanical complication of AMI. Thanks to the continuous
improvement of early reperfusion strategies, including thrombolysis and percutaneous coronary
intervention (PCl), its incidence has decreased from 2% to approximately 0.2% of AMI.3618 |f
treated conservatively, this condition is almost inevitably fatal.2 However, despite prompt

Table 2. Operative and Perioperative Data

Patients, No. (%)

Variable AlL(N = 475) Survived (n = 283) Died (n = 192) P value
VSR site?

Anterior and apical 235(53.9) 149 (58.7) 86 (47.3)

Posterior 201 (46.1) 105 (41.3) 96 (52.7) 02
Concomitant postinfarction 25(5.3) 13 (4.6) 12 (6.3) 43

mechanical complications
Repair technique®

Infarct exclusion 78 (17.4) 50(19.1) 28 (15
Other techniques 371 (82.6) 212 (80.9) 159 (85) 26
CPB time, median (IQR), min 137.0(104.0-181.0) 128.0(98.0-169.5)  152.5(118.8-192.5) .001
ACC time, median (IQR), min 90.0 (69.0-115.0) 85.0(67.3-112.8) 95.5(73.3-121.8) .01
Concomitant CABG 235 (49.5) 144 (50.9) 91 (47.4) .46
Other concomitant procedures
FWR or PMR repair 21(4.4) 12 (4.2) 9 (4.7) .82
Other procedures 76 (16.0) 48 (17.0) 28 (14.6) .49 Abbreviations: ACC, aortic cross-clamp; CABG,
Postoperative inotropes 364 (76.6) 213 (75.3) 151 (78.6) .39 coronary artery bypass grafting; CPB,
Postoperative IABP 303 (63.8) 163 (57.6) 140 (72.9) .001 cardiopulmonary bypass; ECMO, extracorporeal
Postoperative ECMO 65(13.7) 23(8.1) 42 (21.9) <.001 i':;::)ar:iecE);’I]izr;a;'l?;;;\;v;;'rzzgﬁ'r;”r:ltj”;;é'ABP'
Rethoracotomy for bleeding® 51(11.1) 20(7.1) 31(17.6) <.001 rupture; VSR, ventricular septal rupture.
Recurrent or residual VSR® 59(12.9) 33(11.7) 26 (14.8) 33 2 Data available for 436 patients (91.8%).
Requiring reoperation 25(5.4) 15(5.3) 10(5.7) .86 b Data available for 449 patients (94.5%).
Not requiring reoperation 34 (7.4) 18 (6.4) 16 (9.1) .28 < Among 459 patients who survived surgery.
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Table 3. Postoperative Outcomes and Causes of In-Hospital Mortality

Patients, No. (%)

Variable (N = 475)
Intraoperative mortality 16 (3.4)
Ventilation time, mean (SD), d 5.2(8.3)
ICU stay, mean (SD), d 11 (23)
Hospital stay, mean (SD), d* 23.4(27.4)
In-hospital mortality 192 (40.4)
Causes of death®
Intraoperative 16 (8.3)
No CPB weaning 11 (5.7)
Incontrollable bleeding 5(2.9)
Low cardiac output syndrome 70 (36.5)
Multiorgan failure 53(27.6)
Recurrent or residual VSR 8(4.2)
Sepsis 7(3.6)
Arrhythmia 6(3.1)
Cerebrovascular accident 6(3.1)
Acute kidney injury 6(3.1)
Bowel infarction 6(3.1)
Free-wall rupture 4(2.1)
Acute myocardial infarction 3(1.6)
Pneumonia 3(1.6)
Unknown 4(2.1)
Postoperative complications®
Cardiac
Low cardiac output syndrome 115(25.1)
Right ventricular failure 29(6.3)
Free-wall rupture 5(1.1)
Cardiac tamponade 16 (3.5)
Atrial fibrillation 48 (10.5)
Pacemaker implant 13(2.8)
Cardiac arrest 16 (3.5)
Acute myocardial infarction 9(2)
Infectious
Sepsis 49 (10.7)
Mediastinitis 6(1.3)
Pulmonary
Pneumonia 46 (10)
Respiratory distress syndrome 23 (5)
Tracheostomy 9(2)
Kidney
Acute kidney injury 93(20.3)
Kidney replacement therapy 41(8.9)
Neurological
Cerebrovascular accident 25(5.4)
Delirium 22 (4.8)
Other
Gastrointestinal complications 13(2.8)
Limb ischemia 10(2.2)
Coagulopathy 7 (1.5)

Abbreviations: CPB, cardiopulmonary bypass; ICU, intensive care unit; VSR,

ventricular septal rupture.

2 Among 283 patients who survived to discharge.

> Among 192 patients who died.

< Among 459 patients who survived surgery.
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intervention, in-hospital mortality still ranges from 19% to 65%."""1? Using data from 26 centers
around the world, we analyzed the early outcomes of patients undergoing surgical repair of
postinfarction VSR during the last 20 years.

The major findings of this study include the following: (1) the early mortality rate was 40.4%; (2)
older age, preoperative cardiac arrest and percutaneous revascularization, and postoperative need
for IABP or ECMO support were independently associated with early mortality; (3) longer durations
from AMI to VSR and from VSR to surgery were associated with lower mortality; and (4) recurrent
VSR was not associated with higher mortality. To our knowledge, the current analysis represents the
largest multicenter observational study to date evaluating early outcomes among patients
undergoing surgical repair of postinfarction VSR.

In our population, older age was independently associated with mortality, in accordance with
previous studies.?>'%1° Although female sex has been historically associated with VSR occurrence
and mortality, our sample mostly consisted of men (61.1%); however, we found no association
between sex and early mortality.?2° Chronic kidney disease was associated with early mortality, as
reported by other studies."'#16-%'

Figure 1. Mean Timing of Ventricular Septal Rupture (VSR) Occurrence and Repair

[A] Time from AMI to VSR

Time from VSR to surgery

300+ 160+
. P=.04 ¢ P=.001
2504 140+
120+
200+ 1004 ©
© 1504 ° = 80+ .
) . )
= 100 =
404
50 o
T 20 ¥
LR .;. ........................... Em— LT .; ........................ e AMI indicates acute myocardial infarction. Dots
represent individual cases, and the whiskers mark
Surv‘ived Di‘ed Sur\)ived Di‘ed the SD.
Figure 2. Association of Patient and Clinical Characteristics With Early Mortality
Favors  Favors
Characteristics OR (95% Cl) survival  mortality P value
Age 1.05(1.02-1.08) ' .001
Smoking 0.79 (0.47-1.32) il 37
Chronic kidney disease 1.42(0.71-2.83) B .32
Cardiogenic shock 1.61(0.96-2.72) i .07
Cardiac arrest 2.71(1.18-6.27) R .02
Preoperative IABP 1.60 (0.82-3.10) R 17
Preoperative ECMO 1.26 (0.39-4.01) — - .70
Preoperative revascularization 1.63 (1.003-2.65) — .048
Urgent surgery 1.00(0.45-2.23) S .99
Emergent surgery 1.06 (0.46-2.45) . .90
Posterior VSR 1.17 (0.72-1.90) —— .52
Cardiopulmonary bypass time 1.01(0.998-1.01) L .15
Cross-clamp time 0.999 (0.99-1.01) L .85
Postoperative IABP 2.98 (1.46-6.09) e E— .003
Postoperative ECMO 3.19(1.30-7.83) = 01
Rethoracotomy 1.73(0.77-3.93) — .19 ECMO indicates extracorporeal membrane

OR (95% CI)

oxygenation; IABP, intra-aortic balloon pump; VSR,

ventricular septal rupture.
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Interestingly, preoperative percutaneous revascularization, including both thrombolysis and
PCl, were independently associated with mortality. Although requiring further investigation, this may
be related to the higher hemorrhagic risk following percutaneous procedures. Indeed, as previously
observed by Becker et al,2° thrombolysis may cause myocardial hemorrhage during the lytic state of
infarct evolution, thus possibly accelerating VSR occurrence up to the first 24 hours from AMI.2 On
the other hand, while PCl improves morbidity and mortality in patients with AMI, it has also been
shown to reduce the risk of cardiac rupture when compared with thrombolysis.22 However even
among patients undergoing PCI, myocardial rupture tends to occur earlier than in the
prethrombolytic era.” In our study, a shorter time from AMI to VSR occurrence was associated to
early mortality (Figure 1A), possibly because of the myocardial hemorrhagic weakening induced by
percutaneous revascularization that might also increase the surgical repair difficulty, thereby partially
justifying a worse outcome.

However, it should be noted that only one-third of patients underwent preoperative
revascularization, given that nearly 20% of patients could not undergo preoperative coronarography,
thereby precluding any chance of revascularization, and half of patients received CABG, with limited
overlap between percutaneous and surgical revascularization (15.2% of patients). Nevertheless,
concomitant CABG was not associated with early mortality, in accordance with some reports.'22324
The role of concomitant CABG in this setting is still debated because advantages of revascularization
are often contrasted by a higher surgical risk and longer CPB and cross-clamp times. Considering that
VSR is a post-AMI complication, treatment of the underlying CAD is advocated to provide ischemic
border perfusion and protect from the additive long-term ischemic risk of CAD.2> Moreover, while
most surgeons do not revascularize the infarct-related artery because of technical issues related to
the procedure, CABG may be particularly important in multivessel CAD, which has also been
associated with higher mortality.?

The unfavorable prognosis associated with VSR is strongly influenced by clinical status at time
of surgery."®2¢ Indeed, most patients present in labile hemodynamic conditions, ranging from acute
pulmonary edema to cardiac arrest.>'¢23 The negative effect of hemodynamic instability on
patients’ survival may also result from other concomitant negative prognostic factors, such as VSR
and infarct size, and biventricular impairment.">2427.28 However, in our study, preoperative left
ventricular function was not associated with early mortality. On the other hand, nearly half of
patients developed cardiogenic shock before surgery, and approximately 10% had cardiac arrest.
These conditions were significantly associated with early mortality, in accordance with
previous reports,121416:23.26

The high prevalence of cardiogenic shock often requires aggressive treatment with temporary
MCS devices, including IABP."52%3° However, while IABP in this setting is recommended by the
current guidelines (Class Ila), ECMO and other MCS devices have not yet been considered.® In our
study, both preoperative IABP and ECMO supports were associated with early mortality, in
accordance with previous reports, probably due to worse hemodynamic conditions of patients
requiring MCS."2* Nevertheless, considering the number of patients presenting with cardiogenic
shock, we observed a low adoption rate of preoperative ECMO, with recent reports ranging from 4%
t0 22%."#16-2° The use of preoperative MCS devices in VSR represents a relatively recent approach,
proposed for patients with more critical illness to improve hemodynamics and delay repair until the
patient is in better condition.®726-293133 |ndeed, preoperative MCS adoption is sometimes
discouraged by the potential interactions of MCS- and VSR-related pathophysiology, which can be
anticipated and carefully managed with a patient-tailored, preimplantation analysis.”3*3°

The low adoption of preoperative MCS may also be related to the high proportion of patients
undergoing an emergent or salvage procedure (44.6%), probably preferred over attempting to delay
the repair until after patient stabilization. However, emergent surgery was associated with a higher
mortality, in accordance with most studies."'>'® Timing of surgery in VSR is still a matter of debate.
Indeed, while US guidelines recommend immediate surgery for all patients with VSR, European ones
suggest delayed repair in patients who respond well to aggressive therapy."2101516-28 5y,ch
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uncertainty expressed by the guidelines on this topic may itself explain the high rate of early surgery
as a general indication for VSR patients in some centers, rather than a forced choice due to unstable
hemodynamics. Similar to other reports, we found that the time from VSR occurrence to surgery was
significantly shorter for patients who died, reinforcing the association between early intervention
and higher mortality and potentially highlighting the need for a paradigm shift in the management of
patients with VSR (Figure 1B).51526:2931:35 Timing from AMI to VSR and from VSR to surgery were
not included in the multivariate analysis because approximately 30% of patients were missing these
data; therefore, we could not perform further between-group comparisons. However, it is reasonable
to suppose that the evidence provided by such a difference is strong enough to represent a
significant result. Despite possible selection biases, usually based on the idea that patients in more
stable condition are more likely to survive until a delayed surgery, the improved survival for delayed
VSR repair is commonly attributed to the myocardial recovery from ischemia and to the evolution

of necrotic, friable tissue into a fibrotic, resistant scar, which is more suitable for repair.2%-3¢

Posterior VSR was associated with higher mortality, in accordance with a meta-analysis
published by our group in 2021.2* This association may be due to more frequent right ventricular
involvement and the more challenging surgical implications of posterior/basal VSR repair.2+28-3
Conversely, the presence of other post-AMI mechanical complications or concomitant procedures
during surgery was not associated with mortality.

In-hospital mortality was remarkably high (40.4%), although comparable with other reports,
confirming that postinfarction VSR is the most lethal cardiac surgical condition, reaching rates as high
as 60% of patients."'21824 Moreover, it is noteworthy that 8.3% of deaths were intraoperative,
indicating that improvements are needed in the management protocols of these patients.>> Indeed,
as presented in the eFigure in the Supplement, the temporal trend of early mortality for surgically
treated VSR remained high and unchanged over the last 2 decades, despite surgical and
technological advancements.>?* Most of the patients died due to LCOS or multiorgan failure,
highlighting the severe effects of this condition on biventricular function, despite proper repair.'

While the need of rethoracotomy for bleeding was higher among patients who died, residual or
recurrent VSR was not associated with higher mortality, even when it required a reintervention, in
accordance with other studies.™'™3” However, the VSR recurrence rate remained high (12.9%), and
in 8 patients, it also represented the cause of death.

Although compatible with the severity of VSR, the high incidence of LCOS and its systemic
effects as either a postoperative complication or cause of death might identify a subgroup with
greater clinical severity and/or suboptimal management, especially in the first days following surgery.
This may also be reflected by the low adoption rate of more aggressive postoperative MCS devices
(13.7% for ECMO and 1.9% for other MCS) besides IABP; these devices may act as a protective
measure in the early postoperative period, possibly contributing to improved morbidity and
mortality.”2”3>3% |n accordance with other reports, our study showed that the postoperative need
for IABP or ECMO supports was independently associated with mortality, probably because they
were reserved only as last-resort for patients with VSR and more severe clinical conditions."'®
However, broader prophylactic MCS adoption for patients with impaired ventricular function might
improve outcomes, as described in various reports, with encouraging results.”26-293536
Nevertheless, further studies are required to examine the potential effects of MCS in both
preoperative and postoperative periods on outcomes as well as their impact on overall postinfarct
VSR management, including the timing of surgery.

Limitations

This study has limitations. First, due to its retrospective nature, both selection bias and unmeasured
confounders cannot be excluded. Second, the multicenter design required a data collection form
with a limited number of variables to avoid missing data; thus, the possibility that nonreported
variables could have influenced the results of the analysis cannot be completely ruled out. Moreover,
we could not include the timing from AMI to VSR and from VSR to surgery in the multivariate analysis,
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due to a proportion of missing data approximating 30%. Furthermore, this study was limited to
operative outcomes and did not providing information on the durability of surgical repair of post-AMI
VSR as well as late outcome. Such outcomes may be also influenced by the small number of patients
for each center, which could affect surgical approach uniformity and surgeons' experience.
Additionally, data concerning other VSR patients managed conservatively or who died without
surgery in all participating centers are lacking, making a comprehensive analysis of the actual
prevalence of VSR not feasible.

Conclusions

Postinfarction VSR remains a severe condition with a challenging management in all its phases, from
preoperative to perioperative periods. Despite many advancements in the management of AMI and
in the surgical techniques of VSR repair, early mortality in this study was confirmed to be very high
(40.4%), with no signs of improvements over the last 2 decades. Delayed surgery may be associated
with better survival. Old age, preoperative cardiac arrest and percutaneous revascularization, and
postoperative need for IABP or ECMO were independently associated with early mortality, which was
mainly related to LCOS. Further prospective studies addressing enhanced preoperative and
perioperative patient management are warranted to hopefully improve the currently suboptimal rate
of early mortality.
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