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SUMMARY

Introduction/Objective Revascularization in multivessel coronary artery disease (MVD) in patients with ST
elevation myocardial infarction (STEMI) is a matter of debate. We sought to compare outcomes between
revascularization strategies based on angiographic lesion severity or inducible ischemia.

Methods In prospective study, first ever STEMI patients with MVD, defined as > 70% stenosis in non-culprit
vessel, treated with culprit only primary PCl were randomized to: A. Complete revascularization of all non-
culprit significant lesions during initial hospitalization; B. Complete revascularization after 30 days, or C.
Revascularization based on non-invasive testing for inducible ischemia. The study explored occurrence
of major adverse cardio-cerebral events (MACCE) (cardiac death, repeated MI, cerebrovascular event).
Results The study enrolled 120 patients with door to balloon time within appropriate limits (A 51 + 26
vs.B47 £33 vs. C44 £ 29 min, p = 0.604) The patients in group A underwent complete revascularization
at 6 [4-7] days after primary PCl, while in the group B it was 35 [32-39] days. In group C, 16/43 (37.2%)
patients underwent PCl at 82 [66-147] days after infarction (p < 0.001). The patients were followed for
2.7 £ 0.8 years. The events occurred less frequently in patients that underwent planned complete revas-
cularization compared to those who underwent ischemia testing (7.8 vs. 20.9%, p = 0.040). Kaplan-Meier
analysis favored complete delayed revascularization (MACCE A 8.8 vs. B 6.9 vs. C 20.9%, log rank p = 0.041).
Conclusions Planned, angiography guided, complete revascularization after initial event may be favor-

able strategy compared to single stress test for MVD in STEMI.
Keywords: coronary artery disease; myocardial infarction; stress echocardiography

INTRODUCTION

The multivessel coronary artery disease (MVD)
is a common finding in patients presenting with
ST elevation myocardial infarction (STEMI). It
is estimated that around 40-50% of patients with
STEMI present with MVD [1]. Previously, culprit
only primary percutaneous coronary intervention
(PCI) was indicated, but this was challenged by
several studies suggesting benefits of immedi-
ate, complete revascularization at initial PCI or
during initial hospitalization [2, 3, 4]. Although
these studies enrolled relatively small number
of participants with heterogeneous definition
of MVD and composite end points, their results
have caused important concern regarding the
need for complete revascularization in patients
with STEMI and MVD. Based on their results,
guidelines for treatment of STEMI have been
updated [5]. An observational, retrospective
study has demonstrated benefit of staged PCI
within 60 days of index intervention [6]. The
strategy of dobutamine stress echocardiography
testing after myocardial infarction seems feasible
and safe and can predict serious adverse events
during short term follow up [7].

We sought to investigate the appropriateness
of staged, complete revascularization during
hospitalization or after 30 days from initial PCI
based on angiographic lesion severity compared
to intervention based on outpatient non-invasive
ischemia testing, aiming to reduce major adverse
cardio-cerebral events (MACCE).

METHODS

This study was prospective, randomized, single
center, open label study in patients with STEMI
with MVD, initially treated with culprit only
primary PCI. After successful culprit only pri-
mary PCI, patients were randomly assigned to
one of three treatment arms: staged, complete
revascularization of all non-culprit significant
lesions in a single session during initial hospi-
talization; staged, complete revascularization
of all non-culprit significant lesions in a single
session after 30 days from initial hospitalization
for STEMI and revascularization or deferral of
revascularization of non-culprit coronary artery
lesions based on ischemia testing using dobu-
tamine stress echocardiography. The study was
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approved by the institutional committee on ethics and was
done in accordance with the Helsinki declaration (Clinical
trials identifier: NCT 02756000).

Patient population

All patients admitted with clinical and electrocardiographic
signs of first ever STEMI (chest pain lasting less than
12 hours with persistent ST elevation of > 1 mm in two
contiguous leads on ECG recording) and MVD on initial
coronary angiogram, defined as visually assessed stenosis
of more than 70% of any of the non-culprit vessels, were
treated with primary PCI of infarct related artery (IRA)
only. Within 24 hours after completion of primary PCI, after
obtaining a written informed consent, they were randomly
assigned 1:1:1 to one of the treatment arms. The hemody-
namically unstable patients, defined as presence of Killip
class IV, need for mechanical circulatory support and/or
ventilation prior, during and after primary PCI, presence
of significant valvular disease or decision that patient needs
to be treated with coronary artery bypass grafting (CABG)
and/or valvular replacement or reconstruction surgery
after initial culprit only PCI were not considered for the
study. Patient were excluded from the study if myocardial
infarction was caused by stent thrombosis or there was a
chronic total occlusion of any of the coronary arteries on
initial angiogram. Patients previously treated by CABG or
having estimated life expectancy less than one year were
also excluded from the study. Patients unsuitable for dobu-
tamine stress echocardiography because of poor acoustic
windows were also excluded from the study.

Randomization

Patients were randomized in a 1:1:1 fashion to one of the
treatment arms according to computer generated algorithm
(GraphPad Software, Inc., San Diego, California, US) after
completion of primary PCI and signed informed consent
form. Crossover between treatment arms was allowed only
in case of persistent chest pain or patient’s hemodynamic
instability that requires immediate coronary angiography
and/or intervention that was further acknowledged as study
endpoint. Vascular access, PCI technique, use of guiding cath-
eters, coronary guidewires, thrombus aspiration, predilatation
and stent implantation were used according to operators’
preference, both at primary PCI and at repeated intervention.

Medical treatment

After establishing diagnosis of STEMI, patients were pre-
treated with loading dose of aspirin (300 mg) and ti-
cagrelor (180 mg) or clopidogrel (600 mg), while heparin
(80-100 IU/ kg iv.), was given before insertion of coronary
guidewire. After PCI aspirin, 100 mg per day, was given
indefinitely with ticagrelor 90mg twice a day or clopidogrel,
75 mg per day. Recommended duration of dual antiplatelet
therapy was 12 months. Patients were treated with beta
blocking agents, ACE inhibitors and statins according to
the current guidelines for STEMI [5].
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Patients were seen in an office visit one month after
tinal PCI or Dobutamine stress echocardiography - vital
and clinical status along with prescribed medications were
assessed, ECG and arterial blood pressure measurement
done. Angina status assessment was done according to the
Canadian Cardiovascular Society (CCS) Classification of
angina or Braunwald angina classification.

Vital and clinical status, presence of angina, medications,
hospitalization for any reason, myocardial infarction, re-
peated PCI or CABG were assessed at one year after initial
procedure or at the end of follow up (telephone interview
or office visit).

Dobutamine stress echocardiography

Dobutamine stress echocardiography (DSE) was performed
in all stable patients assigned to this study arm at least 30
days after the coronary event according to the guidelines.
In patients with suboptimal parasternal echo windows,
the test was considered valid for interpretation if all apical
views are obtained and suitable for analysis. The test was
considered positive for inducible ischemia in the presence
of new or worsening wall motion abnormalities in two or
more adjacent segments [8].

Definitions

A culprit artery was defined as an artery with an identifiable
thrombus and/or significant lesion on angiogram corre-
sponding to ischemic ECG changes. Significant lesion was
defined as coronary artery stenosis with narrowing of the
lumen of more than 70% assessed by quantitative coronary
angiography (QCA) software (Leonardo multimodality
workstation, Siemens, Erlangen, Germany).

A repeated revascularization was considered clinically
indicated if angiography during follow-up showed a di-
ameter stenosis greater than or equal to 50 percent at any
point in the coronary artery previously treated and if one
of the following occurred: 1) a positive history of recurrent
angina pectoris, presumably related to the target vessel;
2) objective signs of ischemia at rest (ECG changes) or dur-
ing exercise test (or equivalent), presumably related to the
target vessel; 3) abnormal results of any functional diagnostic
test (e.g. stress echocardiography, fractional flow reserve);
4) a revascularization with a diameter stenosis greater than
70% even in the absence of the above-mentioned ischemic
signs or symptoms.

Death was regarded as cardiac in origin unless obvious
non-cardiac causes could be identified. Any death dur-
ing the index hospitalization for STEMI was regarded as
cardiac death. Sudden death was defined as unexplained
death in previously stable patients. Myocardial infarction
(MI) is defined according to the Fourth universal defini-
tion of myocardial infarction [9]. Procedure-related MI is
regarded as present with creatinine kinase (CK) MB frac-
tion > 3 times upper limit of normal after PCI procedure
or total CK > 3 times upper limit of normal in the absence
of CKMB measurement. Bleeding is defined according to
the Bleeding Associated Research Consortium criteria [10].
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Cerebrovascular accident was defined as sudden onset
of vertigo, numbness, aphasia, or dysarthria due to vas-
cular lesions of the brain such as hemorrhage, embolism,
thrombosis, or rupturing aneurysm that persists > 24 hours.

Statistical analysis

Categorical variables were presented as numbers and percent-
ages and were compared using chi square test. Continuous
variables were expressed as mean + standard deviation
(SD) or medians with interquartile ranges. Continuous
variables were compared using the one-way ANOVA or
Kruskal Wallis’ test based on their distributions. Clinical
outcomes were analyzed according to the intention-to-treat
principle. Each endpoint was assessed by the Kaplan-Meier
method and compared by log-rank test. Statistical analysis
was done using IBM SPSS Statistics 20.0 software (IBM
Corp. Armonk, New York, US). A p value of < 0.05 was
regarded as statistically significant.

RESULTS

The study included 120 patients in Clinical Hospital Centre
Zemun, high volume university PCI center from June 2016
to January 2019. The study was prematurely stopped due
to slow enrollment and after interim analysis revealed a
potential futility in the ischemia testing arm of the study.
The 182 patients were evaluated for the study after meet-
ing the inclusion criteria. Due to poor acoustic window
21 patients (11.5%) could not be randomized to stress
echocardiography, 14 patients (7.7%) have not signed an
informed consent form to participate in the study and surgical
revascularization was recommended in 27 patients (14.8%).

The patients included in the study had high incidence
of hypertension, dyslipidemia and smoking. There was
borderline difference in body mass index (BMI) between
the groups (Table 1). Three vessel disease was seen in
over 40% patients in the group of patients randomized
to complete revascularization during initial admission,

Table 1. Clinical characteristics of the patients in the study groups

) In hospital After 30 Ische_mia
Variable (n=34) days testing p
(n=43) (n=43)
Age (years) 61+8 60+ 11 60+9 0.877
Male gender (%) 70.6 744 65.1 0.640
Heredity (%) 411 44.2 44.2 0.956
Smoking (%) 441 53.5 65.1 0.179
Hypertension (%) 79.4 72.1 83.7 0.418
Dyslipidemia (%) 529 55.8 69.7 0.255
Diabetes mellitus (%) 23.5 325 21 0.439
PAD (%) 0.0 4.6 23 0.429
CKD (%) 2.9 2.3 4.6 0.826
COPD (%) 8.8 7 7 0.942
BMI (kg/m?) 29+4 27 +4 274 0.047
LVEF (%) 43+7 43+8 45+7 0.963

BMI - body mass index; CKD - chronic kidney disease; COPD - chronic
obstructive pulmonary disease; LVEF - left ventricular ejection fraction;
PAD - peripheral arterial disease
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which was higher incidence than in other groups, but the
difference was insignificant. Thrombus aspiration was
used as a first intervention in only 1/4 to 1/3 of patients
while the balloon angioplasty was used in more than half
of patients in all groups. The interventions were deemed
successful in almost all patients with restoration of TIMI
III flow (Table 2).

Table 2. Primary PCl characteristics in the study groups

In After 30 | Ischemia
Variable hospital days testing p
(n=34) (n=43) (n=43)
Prehospital time (min) | 295+ 199 | 225+ 196 | 241 + 220 | 0.531
D2B time (min) 5126 47 £33 44 £29 | 0.604
Radial access (%) 55.9 51.2 46.5 0.715
Triple vessel disease (%) 41.2 23.2 23.2 0.146
LAD culprit (%) 41.2 37.2 30.3 0.593
Cx culprit (%) 17.6 18.6 13.9 0.832
RCA culprit (%) 41.2 442 558 0.382
Thrombus aspiration (%) 353 25.6 25.6 0.568
Predilatation (%) 50 65.1 60.4 0.398
GP lIbllla inhibitor (%) 20.6 18.6 20.9 0.959
Total contrast load (ml) | 157 +71 | 156 +63 | 153 +42 | 0.963
TIMI I flow (%) 100 97.7 97.7 0.669

Cx - circumflex artery; D2B - door to balloon time; GP - glycoprotein; LAD -
left anterior descending; RCA - right coronary artery; TIMI — thrombolysis in
myocardial infarction

Table 3. Incidence of MACCE events in the study groups

Variable In(:isg‘i‘t)al Aft(er:iag)ays Isch?rr;ni:a:?e’:)sting
Death, n (%) 0(0) 0(0) 2 (4.6)
Repeated MI, n (%) 1(2.9) 1(2.3) 2(4.6)
Repeated PCl, n (%) 2(5.9) 2(4.6) 4(9.2)
CVI, n (%) 0(0) 0(0) 1(2.3)
MACCE, n (%) 3(8.8) 3(6.9) 9(20.9)

CVI - cerebrovascular insult; MI - myocardial infarction; PCI - percutaneous
coronary intervention; MACCE — major adverse cardio-cerebral event

The patients randomized to complete revascularization
during initial hospitalization underwent the procedure at a
median of 6 [4-7] days after primary PCI, while the median
time to complete PCI was 35 [32-39] days in a group ran-
domized to staged intervention. In ischemia testing group
patients underwent dobutamine stress echocardiography
at 36 [31-46] days after initial admission for STEMI. Of
these patients 16/43 (37.2%) were treated with PCI based
on positive test results at the median of 82 [66-147] days
after infarction (p < 0.001). All patients with positive stress
test result were treated with PCI of the non-culprit vessels,
according to the study protocol.

The patients were followed for median of 1046 [734-1220]
days and the adverse events occurred infrequently in all
groups. The incidence of stable angina class CCS II and
higher was similar in all study groups (group I 1/34, group
11 3/43, group I1I 3/43, p = 0.137). Kaplan—-Meier freedom
from angina curves demonstrated relatively late onset of
angina, similar in all study groups (log rank p = 0.309)
(Figure 1). The MACCE events occurred more frequently
in patients assigned to ischemia testing after initial culprit
only primary PCI (table 3). Adverse cardiovascular events
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Figure 1. Kaplan-Meier plot representing freedom from angina CCS Il
during follow up in days after initial event (study groups A - immediate
complete revascularization; B — delayed complete revascularization;
C - revascularization based on stress-echocardiography)

occurred less frequently in patients that underwent planned
revascularization either at the initial hospitalization or
after 30 days from initial primary PCI, compared to those
who underwent ischemia testing (7.8 vs. 20.9%, p = 0.040).
Kaplan—-Meier survival analysis favored complete delayed
revascularization (log rank p = 0.041) (Figure 2).

DISCUSSION

This pilot randomized study, done in a single, high volume
PCI university center, has demonstrated that strategy based
on single dobutamine stress echocardiography test to detect
ischemia in non-culprit vessels territory after culprit only
primary PCI was associated with increased incidence of
adverse cardiovascular events compared to complete staged,
angiography guided revascularization after primary PCI
for first ever STEMI in patients with MVD during long
term follow up.

The decision when to do staged PCI after primary PCI
can be affected by many factors. A prothrombotic and
inflammatory milieu related to possible stent thrombosis,
large myocardial territory at risk with multivessel PCI in
STEMI along with the procedural risks (increased radia-
tion and contrast load) can all lead to decreased benefit of
immediate complete revascularization [11, 12]. In addition,
an estimate of severity of the non-culprit lesions could be
jeopardized by spasm of the entire coronary tree leading
to unnecessary PCI procedures [13]. Older age, overt heart
failure, decreased renal function and additional medical
conditions requiring attention can be the reasons to avoid
complete revascularization during initial hospitalization that
could translate to increased incidence of adverse events [14,
15]. The staged PCI for STEMI can be beneficial compared
to culprit only PCI as Cui and al. has showed in retrospective
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Figure 2. Kaplan-Meier plot representing freedom from major adverse
cardio-cerebral events (MACCE) during follow up in days (study groups A
- immediate complete revascularization; B — delayed complete revascu-
larization; C - revascularization based on stress-echocardiography result)

analysis of more than 1000 patients. The staged procedure
was done within 30 days of primary PCI and after propen-
sity matching of patients, had lower incidence of MACCE.
However, the same study failed to demonstrate the benefit
of this strategy for diabetic patients [16]. The registry by
Hannan et al. [6] has demonstrated a benefit in terms of
reduced mortality at 12 months for staged PCI within 60
days after initial primary PCI compared to culprit only PCI
within the initial hospitalization. The study also demon-
strated increased in-hospital mortality for multivessel PCI
at the initial procedure [6]. Recently published large trial
that included more than 4000 patients has demonstrated
consistent benefit of complete revascularization in MVD
patients with STEMI compared to culprit only primary PCI
during long term follow up. The complete revascularization
was done either during initial hospitalization or within 45
days from initial event [17]. A large Korean registry data
also supported the strategy of delayed complete revascu-
larization during initial hospitalization in MVD [18]. The
findings in our study support complete revascularization
at initial hospitalization or after 30 days based on lesion
severity assessed at initial coronary angiogram, showing
reduced incidence of MACCE.

The strategy based on non-invasive ischemia testing,
in our study, was associated with increased incidence of
MACCE. Kaplan-Meier curves separate late in the follow up,
when there was higher incidence of events in the ischemia
testing group. The reason for this could be the progression
of atherosclerotic disease that was not detected as significant
ischemia burden on the early dobutamine stress echocar-
diographic study. Atherosclerosis is a progressive disease
and it has been demonstrated that patients that suffered an
event would have high incidence of repeated events despite
the revascularization and medical treatment [19]. Also,
stress testing after revascularization usually yields very few
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repeated revascularization procedures irrespective of the
test results [20]. However, positive test results in terms of
inducible ischemia usually are related to increased incidence
of adverse events. In the meta-analysis by Harb et al. [21],
that analyzed the studies where stress echocardiography
was used to detect ischemia after revascularization, it has
been demonstrated that inducible ischemia was associated
with increased incidence of adverse cardiovascular events.
This study pointed out that older age and time interval
between initial revascularization and the positive stress test
were predictors of worse outcomes, meaning that longer
the time interval between the revascularization and the
test, more adverse events occurred. The authors stressed
that the impact of time interval was caused by progression
of coronary artery disease and more events occurring
during longer follow up period [21]. The study by Sicari
et al. [7], has pointed out that early stress test after MI
could be helpful in predicting adverse events during short
term follow up, up to one year, but thereafter progression
of atherosclerotic disease in a non-culprit vessels may
provoke new ischemic events, as shown in large Swedish
registry of patients with MI undergoing culprit only pri-
mary PCI [8, 22]. Patients in our study underwent stress
echocardiography early after initial event and additional
tests were not planned, so the higher incidence of events
was probably due to further progression of atherosclerosis
and/or restenosis of previously treated lesions. Late onset
of angina as a sign of progressing atherosclerosis, long after
the test was done, further supports the idea that the higher
rate of MACCE events in the ischemia-testing group was
due to progression of atherosclerotic lesions that, albeit
present, did not provoke myocardial ischemia at the time
of the test. Also, stress tests in asymptomatic patients yield
few repeated revascularization procedures, a fact that had
to be accounted for [23]. On the other hand, in other two
groups we might have treated with PCI some intermediate
lesions that were not physiologically significant or caus-
ing ischemia, despite perceived as significant on coronary
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KomnneTtHa y ogHocy Ha ucxemmnjom BoheHy peBacKynapusauujy nocne npumapHe
NnepKyTaHe KOPOHapHe MHTepPBEeHLMje apTepuje 04roBopHe 3a UHPAPKT Y
BULLUECYAO0BHOj KOPOHapPHOj 6onecTu — NUAOT CTyAMja

WBaH Mnuh'? Anekcangpa JaHuhujesuh?, lojko O6pagosnh?, Munuua Crepanosuh?, CphaH Kadewnh?, AnekcaHapa XusaHuh?,
Papocas Bupakosuh?3, [iparaHa YHuh-CrojaHosuh'?, iBaH CraHkoBuh??
"MHcTuTYT 33 KapanoBackynapHe 6onect feantbe, Onerbetbe MHTEpBeHTHe Kapauonoruje, beorpan, Cpbuja;

Yuusep3utet y beorpagy, MegnunHcku dakyntet, beorpag, Cpbuja;

*KnuHnuko-6onHMuKM LieHTap 3emyH, Cnyxba Kapanonoruje, beorpap, Cpbuja

CAXETAK

YBop/Llnmb PeBackynapusauyja y BrLLEeCYA0BHOj KOPOHAPHO]
6onecTtn kog bonecHrKa ca HGapKToM MroKapaa sa ST enesa-
umjom (STEMI) npepcTassba M3a30B. YNOpeauam cMo KIIMHNYKe
ncxoge namehy pasnuunTix cTpateruja peBackynapusauuje
pykoBofeHe aHrnorpadCckm NpoLeHeHNM CTENEHOM CyXeHa
W Ha OCHOBY TecTa onTepehera cpua.

Metope Y npocneKkTMBHOM UCTPaXKu1Bakby, 6onecH1um ca np-
BUM STEMI-jem 1 BULLEeCYOBHOM KOpOHapHOM 6oneluhy (BuLe
ofl 70% cy>ketba apTepuje Koja Huje OAroBopHa 3a UHGapKT)
pPaHAOMV30BaHN Cy Mocsie NpUMapHe nepKyTaHe KOPOHapHe
MHTepBeHLMje Ha 6oNecHNKe ca: A. KOMNIETHOM NepKyTaHOM
peBacKynapu3aLmjoM CBUX fe3nja TOKOM MHMLMjaSTHE XOCTnTa-
nu3auyje; b. komnneTHom peBackynapusayujom nocne 30 AaHa;
B. peBackynapu3aLujom Ha OCHOBY NpOBOKabunHe ncxemuje.
Cryavja je 6enexuna HacTaHaK HeXeSbeHNX KapAoBacKyap-
HnX pgorahaja — cpuaHe CMPTY, NOHOBIbEHOT NHbAPKTa MMOKap-
Aa, uepebpoBackynapHor gorahaja.

Pesyntatu YkibyyeHo je 120 6onecHrKa Koa Kojux je Bpeme
[0 penepdysuje 610 y rpaHMLamMa NPenopyyYeHrX BpegHoCTu
(A51+26vs.b 47 + 33 vs. B 44 + 29 muHyTa, p = 0,604). bo-

‘ DOI: https://doi.org/10.2298/SARH200315108lI

necHMUM y rpynu A cy NOABPrHYTU KOMMNNETHOj peBackynapu-
3aumju 6 (4-7) naHa nocne NnpuMapHe NepkyTaHe KOPOHapHe
NHTepBeHLWje, BOK Cy Y rpynu b peBackynapu3osaHu nocie 35
(32-39) paHa. Y rpynu B, 16/43 (37,2%) 6onecHuKa je nogsprHy-
TO NepKyTaHOj KOPOHAPHOj HTEPBEHLUWMjU nocne 82 [66-147]
AaHa op uHdapkTa (p < 0,001). bonecHuuy cy npaheHn Tokom
2,7 + 0,8 rogrHa. HexxerbeHuix forahaja je 6vno marbe Kog 60-
NeCHWKa Koju Cy NOABPrHYTU KOMIM/IETHOj peBacKynapusaLumjn
y 0fJHOCY Ha TecTupaHe Ha ncxemujy (7,8 vs. 20,9%, p = 0,040).
KannaH-MejepoBom aHanM30M NoKasaHa je npeHOCT KOMMJIET-
He peBacKynapu3auuje y TOKy UH/LMjanHe xocnuTtanusauuje
(HexxerbeHU KapanoBacKkynapHu gorahaju A 8,8 vs. b 6,9 vs.
B 20,9%, log rank p = 0,041).

3akmyuak lnaHupaHa, aHrnorpadujom BoheHa KomneTHa
peBacKynapu3saymja, nocie nprMapHe nepKyTaHe KOpOHap-
He VHTepPBEHLMje, MOXe 61Tn 6osba CTpaTernja y ogHoCy Ha
nojefnHaYHo TeCTUparbe Ha UCXeMUjy KOA BULLECYAOBHE KO-
poHapHe 6onecTu.

KrbyuHe peun: KopoHapHa 601ecT; MHbapKT M1oKapaa; Tect
ontepeherba cpLa
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