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Abstract
Background: Critical culprit lesion locations (CCLL) such as left main (LM) and proximal left anterior
descending (LAD) are associated with worse clinical outcome in myocardial infarction without cardiogenic
shock (CS).
Aims: We aimed to assess whether CCLL identify a subgroup of patients with poorer prognosis when pre-
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senting with CS.

Methods: In the CULPRIT-SHOCK trial, a core laboratory reviewed all coronary angiograms to identify
CCLL. A CCLL was defined as a culprit lesion with a >70% diameter stenosis of the LM, LM equivalent
(>70% diameter stenosis of both proximal LAD and proximal circumflex), proximal LAD or last remain-
ing vessel. We evaluated the primary study endpoint of the CULPRIT-SHOCK trial according to CCLL.
Results: A total of 269 (43%) out of 626 patients eligible for this analysis had a CCLL. Death or renal
replacement therapy within 30 days, death within 30 days and death within one year were significantly
higher in the CCLL than in the non-CCLL group (58.4% vs 43.4%, p<0.001, 55.8% vs 39.5%, p<0.001,
61.0% vs 44.5%, p<0.001, respectively). This was consistent after adjustment for baseline and angiographic
characteristics. No interaction with the randomisation group (culprit lesion-only or immediate multivessel
PCI) was found.

Conclusions: CCLL is frequent in CS and independently associated with worse clinical outcomes irrespec-
tive of the revascularisation strategy. Trial registration: www.clinicaltrials.gov NCT01927549
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Abbreviations

ACE angiotensin-converting enzyme
AMI acute myocardial infarction
a0OR adjusted odds ratio

ARB angiotensin II receptor blocker
CABG  coronary artery bypass graft
CAD coronary artery disease

CCLL critical culprit lesion location(s)
CS cardiogenic shock

LAD left anterior descending

LM left main

LVEF left ventricular ejection fraction
PCI percutaneous coronary intervention

TiMI Thrombolysis In Myocardial Infarction
SYNTAX Synergy between PCI with Taxus drug-eluting stent and
cardiac surgery

Introduction

Left main (LM) or proximal left anterior descending (LAD) are
critical culprit lesion locations (CCLL) with impaired outcome in
patients with myocardial infarction (MI)'*. In cardiogenic shock
(CS) complicating acute MI (AMI), the relationship between
CCLL and outcome is controversial. In an analysis of the SHOCK
trial®, a right coronary artery culprit was associated with supe-
rior survival in comparison to the LAD. In the [ABP-SHOCK II
trial®, a higher late mortality was observed in patients with dis-
tal culprit lesions, whereas no difference was observed for mor-
tality with respect to the culprit lesion location itself. In patients
with CS complicating AMI, the randomised trial entitled Culprit
Lesion Only PCI versus Multi-vessel PCI in Cardiogenic Shock
(CULPRIT-SHOCK)"® demonstrated that percutaneous coronary
intervention (PCI) of the culprit lesion only, with the option of
staged revascularisation of non-culprit lesions, was superior to
immediate multivessel PCI with respect to a composite endpoint
of death or renal replacement therapy at 30 days. The aim of this
CULPRIT-SHOCK substudy was to assess whether CCLL identi-
fies a group of patients with poorer prognosis independently of

baseline and other angiographic characteristics.

Methods

This is a post hoc analysis of the CULPRIT-SHOCK trial, whose
design and results have been described previously’®. Briefly, the
CULPRIT-SHOCK trial was a randomised, open-label study con-
ducted at 83 European centres where 686 patients presenting with
acute MI and multivessel coronary artery disease (CAD) compli-
cated by CS were randomised, in a 1:1 ratio, to a strategy of cul-
prit lesion-only PCI (with optional staged revascularisation) or
immediate multivessel PCI between April 2013 and April 2017.
Patients who initially underwent culprit lesion-only PCI had lower
rates of death or renal replacement therapy at 30 days compared to
patients who underwent immediate multivessel PCI. The investiga-
tion was approved by the ethics committee or institutional review
board of each participating centre. The CULPRIT-SHOCK trial
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was supported by a grant agreement (602202) from the European
Union Seventh Framework Program and by the German Heart

Research Foundation and the German Cardiac Society.

STUDY POPULATION

All patients of the CULPRIT-SHOCK trial with a core labora-
tory identification of the culprit lesion were included. Patients
with prior coronary artery bypass graft (CABG) were excluded.
The choice was taken to exclude patients with a prior CABG to
obtain a homogenous AMI-related CS population — culprit lesion
location on native vessels only. Prior CABG is an independent
predictor of adverse outcomes in AMI-related CS!*'2. The popula-
tion with AMI-related CS and prior CABG is older, has extensive
CAD and more often suffers from heart failure, diabetes melli-
tus, hypertension and dyslipidaemia in comparison with those with
no prior CABG, as shown in Vallabhajosyula’s 16-year cohort'?.
The mechanisms of AMI and CS in previous CABG recipients
may be different in comparison to patients without prior CABG,
with a high prevalence of acute occlusion of venous bypass grafts
and pre-existing left ventricular dysfunction'. Furthermore, it is
difficult to define a critical lesion location on CABG consider-
ing the great variety of CABG surgeries. Finally, only a minor-
ity of patients (33 out of 686 [4.8%]) had a prior CABG in the
CULPRIT-SHOCK study.

ANGIOGRAPHIC CORE LABORATORY PROTOCOL

All coronary angiograms and PCI were independently reviewed at
the core laboratory of the ACTION Study Group (Pitié-Salpétriere
Hospital, Paris, France). CCLL was defined as a culprit lesion with
a >70% diameter stenosis of the LM or LM equivalent (defined
as >70% diameter stenosis of both proximal LAD and proximal
left circumflex), proximal LAD or last remaining vessel. The
last remaining vessel was defined as a sole remaining artery with
chronic occlusion of the two other territories. PCI is known to
be risky in patients whose coronary circulation depends on a last
remaining vessel'¥, and thus the last remaining vessel represents
a critical lesion location. The objective was to determine whether
CCLL were independently associated with short- and long-term
outcomes. Outcomes of interest for this substudy were all-cause
death or renal replacement therapy and all-cause death at 30 days
and all-cause death at one year.

STATISTICAL ANALYSIS
Categorical variables were described as proportion and compared
with the chi-square test or Fisher’s exact test. Continuous vari-
ables were described as median (Q1; Q3) and compared using the
Wilcoxon rank-sum test. Event rates were compared using the chi-
square test, as previously published”®. Kaplan-Meier curves were
also used to show event rates over time, with classification accord-
ing to CCLL, and compared using the log-rank test. Patients with-
out an event were censored at 30 days or one year.

Multivariate logistic regression models were used to evaluate
the independent association between CCLL and outcomes. In each
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model, CCLL was adjusted for baseline clinical and procedural
characteristics possibly associated with outcomes in univariate
analysis (p<0.2) (Supplementary Table 1).

Given that, in the CULPRIT-SHOCK trial, approximately 10%
of randomised patients had crossover, sensitivity multivariable
analyses adjusted on consistent covariates as well as the effective
revascularisation procedure undergone by the patients were addi-
tionally performed.

Results are reported as adjusted odds ratio (aOR) with their 95%
confidence interval (95% CI). A p-value <0.05 was considered
significant. All statistical analyses were performed with SAS release
9.4 (SAS Institute Inc., Cary, NC, USA) statistical software.

Results
Of the 686 randomised patients with available informed con-
sent, 33 patients were excluded because of prior CABG surgery,

Table 1. Baseline characteristics.
Total

8 patients had missing data concerning prior CABG status and
19 patients had no available core laboratory data. A total of 626
(91.3%) patients were finally included in this analysis, in whom
a CCLL was found in 269 (43.0%) (Supplementary Figure 1).
Thirty-eight patients (14.1%) had an LM lesion, 76 (28.3%) had an
LM equivalent lesion, 148 (55%) had a proximal LAD lesion, and
7 (2.6%) had a last remaining vessel lesion. Baseline and proce-
dural characteristics are presented in Table 1 and Table 2. Patients
with a CCLL had more chronic total occlusions, higher pre-PCI
SYNTAX score, lower post-PCI Thrombolysis In Myocardial
Infarction (TIMI) flow grade (TFG) 3 and left ventricular ejection
fraction (LVEF).

In the CCLL group, death or renal replacement therapy within
30 days, all-cause death within 30 days and death within one
year were significantly higher than in the non-CCLL group (157
[58.4%] vs 155 [43.4%], p<0.001, 150 [55.8%] vs 141 [39.5%],

Non-critical location

Critical location

(n=626) (1=269) (n=357) prvalue
Age, years 69 (60-78) 70 (60-79) 68 (60-77) 0.20
Male sex 477 (76.2%) 213 (79.2%) 264 (73.9%) 0.13
Body mass index, kg/m? 26.7 (24.5-29.4) 26.8 (24.2-29.4) 26.6 (24.7-29.4) 0.40
Cardiovascular risk | Current smoking 165/608 (27.1%) 68/266 (25.6%) 97/342 (28.4%) 0.44
i Hypertension 369/621 (59.4%) 157/268 (58.6%) 212/353 (60.1%) 0.71
Hypercholesterolaemia 200/619 (32.3%) 88/268 (32.8%) 112/351 (31.9%) 0.81
Diabetes mellitus 192/619 (31.0%) 94/268 (35.1%) 98/351 (27.9%) 0.06
Prior myocardial infarction 97/623 (15.6%) 44/268 (16.4%) 53/355 (14.9%) 0.61
Prior stroke 40/624 (6.4%) 23/269 (8.6%) 17/355 (4.8%) 0.06
Prior peripheral artery disease 70/625 (11.2%) 39/269 (14.5%) 31/356 (8.7%) 0.02
Prior percutaneous coronary intervention 105/623 (16.9%) 41/268 (15.3%) 64/355 (18.0%) 0.37
Resuscitation before randomisation 328/625 (52.5%) 127/268 (47.4%) 201/357 (56.3%) 0.03
Fibrinolysis <24 hrs before randomisation 32/624 (5.1%) 12/268 (4.5%) 20/356 (5.6%) 0.52
ST-segment elevation myocardial infarction 392/608 (64.5%) 165/261 (63.2%) 2271347 (65.4%) 0.58
Left bundle branch block 86/609 (14.1%) 38/261 (14.6%) 48/348 (13.8%) 0.79
Heart rate, beats/min 90.0 (72.0-107.0) 96.0 (79.0-110.0) 87.0 (67.0-104.0) <0.001
Systolic blood pressure, mmHg 100.0 (85.0-125.0) 101.0 (84.0-125.0) 100.0 (86.0-125.0) 0.82
Diastolic blood pressure, mmHg 60.0 (50.0-80.0) 62.5 (50.0-80.0) 60.0 (50.0-80.0) 0.99
Mean blood pressure, mmHg 76.0 (63.3-93.3) 76.7 (63.3-93.3) 75.7 (63.3-93.3) 0.94
Arterial lactate >2.0 mmol/L 403/610 (66.1%) 173/265 (65.3%) 230/345 (66.7%) 0.72
Number of affected | 1 5/626 (0.8%) 1/269 (0.4%) 4/357 (1.1%)
vessels 2 232/626 (37.1%) 93/269 (34.6%) 139/357 (38.9%) 0.32
3 389/626 (62.1%) 175/269 (65.1%) 214/357 (59.9%)
>1 chronic total occlusion* 132/626 (21.1%) 69/269 (25.7%) 63/357 (17.6%) 0.015
Pre-PCl SYNTAX Low SYNTAX score 261/617 (42.3%) 66/263 (25.1%) 195/354 (55.1%)
score® Intermediate SYNTAX score | 204/617 (33.1%) 106/263 (40.3%) 98/354 (27.7%) <0.001
High SYNTAX score 152/617 (24.6%) 91/263 (34.6%) 61/354 (17.2%)
Left ventricular ejection fraction® 31.0 (25.0-40.0) 30.0 (20.0-40.0) 35.0 (28.0-45.0) <0.001

*according to core laboratory data. ® available in 238 patients. PCl: percutaneous coronary intervention; SYNTAX score: Synergy between PCI with Taxus
drug-eluting stent and cardiac surgery score




Table 2. Procedural characteristics according to critical culprit lesion location.
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Total Critical location Non-critical location

(n=626) (n=269) (n=357) prvalue
Stent in culprit lesion 597/626 (95.4%) 250/269 (92.9%) 347/357 (97.2%) 0.01
Aspiration thrombectomy of culprit lesion 92/626 (14.7%) 42/269 (15.6%) 50/357 (14.0%) 0.57
TIMI flow grade before Pre-PCI TFG 0-1-2 420/622 (67.5%) 189/267 (70.8%) 231/355 (65.1%)
PCI of culprit lesion® Pre-PCI TFG 3 202/622 (32.5%) 78/267 (29.2%) 124/355 (34.9%) 013
TIMI flow grade after PCI | Post-PCI TFG 0-1-2 131/602 (21.8%) 69/254 (27.2%) 62/348 (17.8%)
of culprit lesion * Post-PCI TFG 3 471/602 (78.2%) 185/254 (72.8%) 2861348 (82.0%) | °0°
Immediate PCI of non-culprit lesion 3271626 (562.2%) 137/269 (50.9%) 190/357 (53.2%) 0.57
Immediate complete revascularisation achieved 284/626 (45.4%) 118/269 (43.9%) 166/357 (46.5%) 0.51
Total dose of contrast material, mL 220.0 (155.0-300.0) 223.0 (165.0-300.0) 215 (150.0-300.0) 0.65
Total fluoroscopy duration, min 15.1 (9.2-24.2) 16.0 (9.5-25.3) 15.0 (9.0-23.0) 0.23
Staged PCI of non-culprit lesions 61/626 (9.7%) 21/269 (7.8%) 40/357 (11.2%) 0.16
Induced mild hypothermia 206/624 (33%) 76/269 (28.3%) 130/355 (36.6%) 0.03
Mechanical circulatory support 174/626 (27.8%) 99/269 (36.8%) 751357 (21.0%) <0.001
Mechanical ventilation 503/623 (80.7%) 213/267 (79.8%) 290/356 (81.5%) 0.60
Duration of mechanical ventilation, days 3.0 (1.0-8.0) 2.0 (1.0-6.5) 3.0(1.0-8.0) 0.048
Use of catecholamines 559/623 (89.7%) 240/267 (89.9%) 319/356 (89.6%) 0.91
Duration of catecholamines, days 2.0 (1.0-5.0) 2.0 (1.0-5.0) 2.0 (1.0-5.0) 0.44
Time to haemodynamic stabilisation, days 3.0(1.0-6.0) 3.0(1.0-7.0) 3.0(1.0-6.0) 0.86
Duration of intensive care, days 5.0 (2.0-11.0) 5.0 (2.0-11.0) 5.0 (2.0-11.0) 0.47
Statin 312/335(93.1%) 111/119 (93.3%) 201/216 (93.1%) 0.94
Beta-blocker 306/335 (91.3%) 111/119 (93.3%) 195/216 (90.3%) 0.35
ACE or ARB inhibitors 293/335 (87.5%) 106/119 (89.1%) 187/216 (86.6%) 0.51
Aspirin 330/335 (98.5%) 117/119 (98.3%) 213/216 (98.6%) 1.00
Clopidogrel 145/335 (43.3%) 56/119 (47.1%) 89/216 (41.2%) 0.30
Prasugrel 120/335 (35.8%) 35/119 (29.4%) 85/216 (39.4%) 0.07
Ticagrelor 133/335 (39.7%) 48/119 (40.3%) 85/216 (39.4%) 0.86
*according to core laboratory data. ACE: angiotensin-converting enzyme; ARB: angiotensin Il receptor blocker; PCI: percutaneous coronary intervention;
TFG: TIMI flow grade; TIMI: Thrombolysis In Myocardial Infarction

p<0.001, 164 [61.0%] vs 159 [44.5%], p<0.001, respectively)
(Table 3, Figure 1A-Figure 1C). These significant differences
were consistent after adjustment (aOR=1.66 [1.08; 2.56], p=0.021,
aOR=1.66 [1.09-2.52], p=0.019, and aOR=1.67
p=0.018, respectively) (Figure 2). Results remained consistent

Table 3. Early and late outcomes according to critical culprit lesion location.

Critical location
(n=269)

[1.09-2.55],

Non-critical
location (n=357)

Unadjusted OR

(95% ClI)

Adjusted OR

(95% CI)

in the sensitivity analysis adjusted for the revascularisation strat-
egy (Supplementary Figure 2). Of note, no interaction with the
randomisation group (culprit lesion-only or immediate multives-
sel PCI) was found for all outcomes (p=0.56, p=0.49 and p=0.11,
respectively).

30-day outcomes

therapy*

All-cause death or renal replacement

157 (58.4%)

155 (43.4%)

1.83 (1.33-2.52)

<0.001

1.66 (1.08-2.56)

0.021

All-cause death**

1-year outcomes
All-cause death®

150 (55.8%)

164 (61.0%)

141 (39.5%)

159 (44.5%)

1.93 (1.40-2.66)

1.95(1.41-2.68)

<0.001

<0.001

1.66 (1.09-2.52)

1.67 (1.09-2.55)

0.019

0.018

*N=548 patients, covariates of adjustment are detailed in Supplementary Table 1. **N=565 patients, covariates of adjustment are detailed in
Supplementary Table 1. ¢ N=565 patients, covariates of adjustment are detailed in Supplementary Table 1.
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A Death from any cause or renal replacement therapy
within 30 days according to culprit lesion location

p=0.0001 (log-rank)

80 1

Critical location

60

40 . .
No critical location

20 4

Patients who underwent renal replacement
therapy or who died from any cause (%)

0 T T T T
0 5 10 15 20 25 30
Days since randomisation

No. at risk
Critical location 269 144 130 120 115 13 112
No critical location 357 238 218 m 206 203 202

B All-cause death within 30 days according
to culprit lesion location

p<0.0001 (log-rank)

100

80

60 Critical location

40
No critical location

20

Patients who died from any cause (%)

T T T
0 5 10 15 20 25 30

Days since randomisation
No. at risk
Critical location 269 165 146 131 123 120 19

No critical location 357 259 240 221 220 17 216

C All-cause death within 1 year according
to culprit lesion location

Log-rank p<0.0001

100

80 1

Critical location

404 No critical location

20 4

Patients who died from any cause (%)

0

0 6‘[} 1%0 1;%0 21‘10 360 3230 4&0
Days since randomisation

No. at risk

Critical location 269 116 115 12 109 106 98

No critical location 357 207 205 201 198 198 186

Figure 1. Kaplan-Meier curves. A) Death from any cause or renal
replacement therapy within 30 days according to critical culprit
lesion location. B) All-cause death within 30 days according to
critical culprit lesion location. C) All-cause death within one year
according to critical culprit lesion location.

Outcomes Adjusted OR (95% Cl)
All-cause death or renal replacement [0——o—— 166 (1.08-2.56)
at 30 days
All-cause death at 30 days —eo—o 166(1.09-252)
All-cause death at 1 year —as—a  167(1.09-2.55)
0 1 10

" Critical location better No critical location better

Figure 2. Early and late outcomes according to critical culprit lesion
location (covariates of adjustment are detailed in Supplementary
Table 1).

No significant difference was found between each CCLL (LM,
LM equivalent, proximal LAD, last remaining vessel) on all out-
comes (p=0.88, 0.89 and 0.71 for death or renal replacement ther-
apy within 30 days, death within 30 days and death within one
year, respectively) (Supplementary Figure 3).

Discussion

Our results indicate that patients with AMI-related cardiogenic
shock and a critical anatomic location of the culprit lesion have
worse clinical outcomes than patients without such a critical loca-
tion. They identify patients at higher risk of short- and long-term
mortality, even after adjustment for confounding clinical and pro-
cedural characteristics.

In this core laboratory analysis, CCLL was defined as a culprit
lesion with a >70% diameter stenosis of the LM, LM equivalent,
proximal LAD or last remaining vessel. This anatomical marker is
a strong determinant of a higher mortality compared with infarc-
tion in other vascular territories'*'®. Thus, an LM equivalent lesion
location should have an equivalent prognosis.

In contrast to the IABP-SHOCK 1I randomised trial and regis-
try sub-analysis that shows no impact of culprit vessel type but an
excess of mortality in case of distal culprit lesion location®, we found
that patients with a CCLL had worse short- and long-term outcomes.
A methodological difference between the IABP-SHOCK 1I study
and the present study has to be mentioned. In the IABP-SHOCK II
study, no comparison of mortality among the LM, proximal LAD
and LM equivalent was provided. The increase in one-year mortal-
ity among patients with distal culprit lesions in this previous study
was explained by higher rates of diabetes mellitus and known renal
insufficiency in those patients. In the IABP-SHOCK I trial, the
rates of post-PCI TFG 3 did not differ in patients with proximal
or distal culprit lesions (81 vs 79%). The clinical impact of CCLL
found in our study might not be related to the lower rate of post-
PCI TFG 3 found in CCLL versus non-CCLL patients (73 vs 82%,
p=0.006). Indeed, our results remain consistent after adjustment on
post-PCI TFG; this implies that CCLL is a significant and independ-
ent predictor of worse outcome, information immediately available
at the time of the coronary angiogram. Our results are consistent
with other studies'*? showing higher mortality rates for patients
with an LM culprit lesion.



Patients with a proximal culprit lesion location may have a larger
area at risk and a larger infarct size. The benefit of PCI would be
expected to be more rapidly significant. Our results suggest that the
initial excess risk associated with the critical location of the culprit
lesion is not fully neutralised by revascularisation, and that these
patients continue to be at higher risk of mortality after percutane-
ous revascularisation. In our study, LVEF was lower in the critical
location group than in the non-critical location group (30.0% [20.0-
40.0] vs 35.0% [28.0-45.0], p<0.001). Since no cardiac magnetic
resonance imaging was performed in this vulnerable population, no
additional data on myocardial salvage index were available.

Post-procedural TIMI flow is a well-known independent prog-
nostic factor in patients with MI and CS undergoing PCI*'*,
whereas baseline SYNTAX score and residual SYNTAX score
have no or limited added prognostic value over clinical assessment
and risk scores®. In our analysis, the critical anatomic location
increased the risk of death at 30 days and one year (aOR=1.66 and
1.67, respectively) independently of other reperfusion parameters
of poor outcome such as post-PCI TIMI flow and independently of
the extent of coronary disease as measured by the SYNTAX score
also included in our model. An overall score to predict mortality
based on clinical settings readily available at the time of CS diag-
nosis has been proposed®, which provides good discrimination of
mortality risk in infarct-related CS. This kind of score, however,
is mainly useful for clinical trials and not easy to use or widely
used in clinical practice, whereas the CCLL is a simple and strong
predictor of adverse outcome available in early CS management.

Limitations

Some limitations regarding this substudy of a randomised con-
trolled trial have to be mentioned. First, only 626 patients (91.3%)
out of 686 in the original study were eligible for this core lab-
oratory sub-analysis. Second, the choice was made to exclude
patients with a prior bypass graft (n=33, 4.8%). However, they
represent a limited number of patients in our series and in real life.
Finally, LVEF data were available for only 238 (38.0%) out of
626 patients and were therefore not accounted for in multivariate
analysis. Other known predictors of poor outcome such as “arterial
lactate >6 mmol/L” would have been relevant but there was also
too much missing information (missing data: 36.3%). However,
“arterial lactate >2 mmol/L” was included in the multivariate
analysis, as well as “mechanical circulatory support”, “mechanical
ventilation” and “catecholamine therapy”, which are known pre-

dictors of poor outcome and clinically relevant.

Conclusions

Among multivessel disease patients with acute myocardial infarc-
tion-related cardiogenic shock, critical culprit lesion location (LM,
LM equivalent, proximal LAD or last remaining vessel) is inde-
pendently associated with 30-day and one-year mortality. Critical
culprit lesion location is a major prognostic marker, immediately
available in multivessel disease patients with myocardial infarc-
tion-related cardiogenic shock.

Culprit location in cardiogenic shock

Impact on daily practice

Critical culprit lesion location (left main, left main equivalent,
proximal left anterior descending or last remaining vessel) in
patients with infarct-related cardiogenic shock and multivessel
disease is frequent, immediately available and an independent
prognostic marker of adverse outcome.
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CABG: coronary artery bypass graft; CCLL: critical culprit lesion location
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Supplementary Figure 2. Early and late outcomes according to critical culprit lesion location

adjusted for revascularisation strategy (covariates of adjustment are detailed in Supplementary

Table 1).
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Supplementary Figure 3. Early and late outcomes according to individual critical culprit

lesion location (covariates of adjustment are detailed in Supplementary Table 1).



Supplementary Table 1. Variables associated with outcomes in univariate analysis.

30-day death

30-day death

1-year death

or RRT
Age (years) <0.0001 <0.0001 <0.0001
Sex 0.2825 0.1008 0.2509
Body mass index (kg/m?) 0.1440 0.2692 0.2717
Smoking status <0.0001 <0.0001 <0.0001
Hypertension 0.7963 0.9924 0.7383
Hypercholesterolaemia 0.0002 <0.0001 0.0011
Diabetes mellitus 0.0090 0.0435 0.0010
Prior myocardial infarction 0.9805 0.8523 0.3563
Prior stroke 0.1869 0.2659 0.0834
Known peripheral artery disease 0.5829 0.6985 0.6242
Known renal insufficiency 0.0254 0.0179 0.0208
Prior percutaneous coronary intervention 0.1940 0.1067 0.5301
Arterial lactate >2 mmol/I 0.0082 0.0086 0.0080
Fibrinolysis before randomisation 0.7033 0.6807 0.1079
Resuscitation before randomisation 0.6553 0.7716 0.7468
Anterior ST-segment elevation 0.2891 0.3710 0.4214
At least one CTO 0.0100 0.0077 0.0203
Femoral access 0.0064 0.0105 0.0199




Stent in culprit lesion

Mechanical circulatory support

Mild hypothermia 0.4612 0.8999 0.9053

Mechanical ventilation

Catecholamine therapy

Post-PCI TIMI flow 3

Baseline SYNTAX score

Randomised coronary revascularisation

strategy

Effective coronary revascularisation strategy

Grey cells are covariates of adjustmen@

* Covariate of adjustment for pri nalysis.

** Covariate of adjustmeg;ﬁ\‘ sitivity analysis.
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