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Effects of patient characteristics on the efficacy
of complete revascularization for treatment of
ST-segment elevation myocardial infarction with
multivessel disease

A meta-analysis
Lu-Feng Li, BS?, Mei Qiu, MS?, Shu-Yan Liu, MS®®, Hai-Rong Zhou, MD*"

Abstract
Background: Several randomized controlled trials (RCTs) have evaluated the efficacy of complete vs culprit-only revascularization |
for treatment of ST-segment elevation myocardial infarction (STEMI) with multivessel disease. However, the efficacy of complete
revascularization vs culprit-only revascularization in some STEMI patient subgroups remains unclear.

Methods: We searched PubMed and Embase for related RCTs from the start date of databases to January 3, 2020. The endpoint
assessed in this meta-analysis was major adverse cardiac events (MACE). Random-effects meta-analysis was conducted stratified
by each of the 5 factors of interest (i.e., sex, age, history of diabetes, ECG infarct location, and the number of arteries with stenosis) to
estimate pooled hazard ratio and 95% confidence interval. Random-effects meta-regression was conducted to assess subgroup
differences. We examined publication bias by drawing funnel plots and performing Egger test. This meta-analysis is reported
according to the PRISMA statement.

Results: Six RCTs were included for pooled analysis. Compared with culprit-only revascularization, complete revascularization
significantly reduced the risk of MACE (hazard ratio 0.48, 95% confidence interval 0.42-0.55; /> =0%; P for relative effect < .001). This
significant reduction in the risk of MACE exhibited by complete revascularization was observed in most of the subgroups of interest.
All of the subgroup effects based on the & factors of interest were not statistically significant (Psungroup ranged from 0.198 to 0.556).
Publication bias was not suggested by funnel plots and Egger test.

Conclusions: Compared with culprit-only revascularization, complete revascularization significantly reduces the MACE risk in
patients with STEMI and multivessel disease, which is independent of sex, age, history of diabetes, ECG infarct location, and the
number of arteries with stenosis.

Abbreviations: Cl = confidence interval, HR = hazard ratio, MACE = major adverse cardiac events, RCTs = randomized
controlled trials, STEMI = ST-segment elevation myocardial infarction.
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1. Introduction lesions conservatively with guideline-based medical therapy or to
Patients with ST-segment elevation myocardial infarction  routinely revascularize both the culprit and non-culprit
(STEMI) often have multivessel coronary artery disease.!'! It is  lesions.”™ To revascularize non-culprit lesions with stable
a common dilemma whether to only deal with these culprit  coronary artery plaques may not offer additional benefit,"!

Editor: Ajay Yadlapati.

This work is supported by the Shenzhen Key Medical Discipline Construction Fund (SZXK063).

The authors have no confiicts of interest to disclose.

Supplemental Digital Content is available for this article.

All data generated or analyzed during this study are included in this published article [and its supplementary information files].

@ Department of General Medicine, Shenzhen Longhua District Central Hospital, Shenzhen, © Department of Cardiology, The Second Affiliated Hospital of Kunming
Medical University, Kunming, China.

’ Correspondence: Hai-Rong Zhou, Department of General Medicine, Shenzhen Longhua District Central Hospital, Shenzhen 518110, China
(e-mail: 717751808@qq.com).

Copyright © 2021 the Author(s). Published by Wolters Kluwer Health, Inc.
This is an open access article distributed under the terms of the Creative Commons Attribution-Non Commercial License 4.0 (CCBY-NC), where it is permissible to
download, share, remix, transform, and buildup the work provided it is properly cited. The work cannot be used commercially without permission from the journal.

How to cite this article: Li LF, Qiu M, Liu SY, Zhou HR. Effects of patient characteristics on the efficacy of complete revascularization for treatment of ST-segment
elevation myocardial infarction with multivessel disease: A meta-analysis. Medicine 2021;100:25(e26251).

Received: 15 November 2020 / Received in final form: 17 May 2021 / Accepted: 19 May 2021
http://dx.doi.org/10.1097/MD.0000000000026251


https://orcid.org/0000-0001-9345-0825
https://orcid.org/0000-0001-9345-0825
mailto:717751808@qq.com
http://creativecommons.org/licenses/by-nc/4.0
http://dx.doi.org/10.1097/MD.0000000000026251

Li et al. Medicine (2021) 100:25

whereas to revascularize non-culprit lesions with unstable
plaques may lead to more benefits in reducing cardiovascular
events.[®7]

Several randomized trials have been reported to evaluate the
efficacy of complete vs culprit-only revascularization for
treatment of STEMI with multivessel disease. However, the
relative efficacy of complete revascularization compared with
culprit-only revascularization in some subgroups among STEMI
patients with multivessel disease remains unclear. The 2 key
reasons for this are that inconsistent results for specific subgroups
were reported in different trials and that individual trials were not
powered to assess the efficacy of complete revascularization in
specific subgroups.

For example, in 3 trials complete revascularization vs
culprit-only revascularization showed a significant reduction in
the risk of major adverse cardiac events (MACE) in the subgroup
of STEMI patients with age >65 years, whereas in 1 other trial*!!
complete revascularization did not show that. For another
example, in 1 trial®® compared with culprit-only revasculariza-
tion complete revascularization showed a significant reduction in
the risk of MACE in female STEMI patients, whereas in 3 other
trials!®!1%1 complete revascularization did not show that.
Besides, 2 trials™®!!! were not powered to assess the efficacy of
complete revascularization in the subgroup of STEMI patients
with history of diabetes and 1 trial'""! was not powered to assess
that in the subgroup of STEMI patients with non-anterior infarct,
in which complete revascularization was not observed to
significantly reduce the MACE risk.

[8-10]
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Thus, we conducted the present meta-analysis to evaluate the
efficacy of complete vs culprit-only revascularization on MACE
in several STEMI patient subgroups defined according to 5 key
factors relevant with the clinical characteristics of patients.

2. Methods

This meta-analysis was carried out based on the PRISMA
statement.['?! The PRISMA checklist for this article is shown in
Table S1 (Supplemental Content, which presents the PRISMA
checklist, http:/links.lww.com/MD2/A247).

2.1. Inclusion and exclusion criteria

To obtain related randomized trials we searched PubMed and
Embase from the start date of databases to January 3, 2020. The
search strategies used in this study derived from those used in a
prior meta-analysis.!

Studies included in the study were randomized controlled trials
(RCTs) which evaluated the efficacy of complete vs culprit-only
revascularization on MACE in STEMI patient subgroups of
interest. MACE was defined as a composite of all-cause mortality,
myocardial infarction, heart failure, and ischemic-driven revas-
cularization."®! Subgroups of interest were the subgroups of
patients with STEMI and multivessel disease stratified by sex
(male vs female), age (<65 years vs >65 years), history of diabetes
(no vs yes), ECG infarct location (non-anterior vs anterior), and
the number of arteries with stenosis (2 vs 3).

%

Study Events Patients HR (95% Cl ) Weight
PRAMI 74 465 i 0.35(0.21,0.58) 7.04
CvLPRI T 46 296 =: 0.47 (0.27,0.84) 5.64
DANAMI-3—PRIMULTI 108 627 —é—#— 0.56 (0.38, 0.83) 11.91
COMPLETE 518 4041 —:—0—- 0.51(0.43,0.61) 59.45
Compare—Acute 144 885 + i 0.35(0.22, 0.55) 8.66
Politi 2010 57 149 5; 0.46 (0.28, 0.76) 7.29
Overall (I-squared = 0.0%, p = 0.493) 0 0.48 (0.42, 0.55) 100.00
NOTE: Weights are from random effects analysis i
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Figure 1. Forest plot of complete vs culprit-only revascularization on MACE, from meta-analysis based on the overall patients. MACE, major adverse cardiac

events.



http://links.lww.com/MD2/A247

Li et al. Medicine (2021) 100:25

2.2. Study selection and risk of bias assessment

Study selection, data extraction, and risk of bias assessment were
independently completed by 2 reviewers. Risk of bias assessment
was performed on the basis of the Cochrane risk of bias tool,
according to which the following 5 types of risks were assessed:
risk of selection bias (concerning random sequence generation),
risk of selection bias (concerning allocation concealment), risk of
reporting bias (concerning selective reporting), risk of attrition
bias (concerning incomplete outcome data), and risk of detection
bias (concerning blinding of outcome assessment). Any disagree-
ments were resolved by a third reviewer being involved into the
discussion. We quantified the consensus using kappa (k) measure,
and k>0.85 is considered as reaching a consensus.

2.3. Statistical analysis

We conducted meta-analysis with a random-effects model using
hazard ratios (HRs) and 95% confidence intervals (Cls) from
included original studies, and performed subgroup analysis
stratified by each of the 5 factors of interest (i.e., sex, age, history
of diabetes, ECG infarct location, and the number of arteries with
stenosis). I* statistic was calculated to measure statistical

www.md-journal.com

heterogeneity,!'*! and I* more than 50% represents substantial
heterogeneity. Random-effects meta-regression was conducted to
assess subgroup differences, and Pgypgroup less than 0.05 denotes
statistically significant difference. We conducted sensitivity
analyses by serially excluding each study to assess the robustness
of meta-analysis results. We drew funnel plots and performed
Egger test!'”! to evaluate publication bias. P for relative
effect <.05 means statistical significance. All statistical analyses
were completed in the Stata/SE software (version 15.1).

2.4. Ethical statement

The data analyzed in this study were extracted from previously
published studies, and therefore ethical approval was not
necessary.

3. Results

3.1. Characteristics of included studies

We finally included 6 RCTs!® 1116171 fo1 synthesis analysis after
study selection. The study selection process is shown in Figure S1
(Supplemental Content, which presents the process of study

%
Study Events Patients HR (95% ClI) Weight
Sex: Male .
PRAMI NR 363 —-o--'— 0.39(0.22,068)  7.06
CVLPRIT 45 240 —-o-— 0.52(0.27,098) 541
DANAMI-3—PRIMULTI 88 506 —_— 0.53(0.34,082)  11.60
COMPLETE 410 3225 —— 0.47 (0.38,0.57)  54.69
Subtotal (I-squared = 0.0%, p = 0.851) < 047 (0.40,056)  78.76
Sex: Female E
PRAMI NR 102 ¢ + : 0.24(0.08,0.73)  1.84
CvLPRIT 1 56 ¢ -— 0.34(0.08,1.44)  1.08
DANAMI-3—PRIMULTI 20 121 — 0.75(0.31,1.80) 291
COMPLETE 108 816 — 0.70(0.48,1.03)  15.42
Subtotal (I-squared = 26.2%, p = 0.255) o e 0.57(0.36,090)  21.24
Overall (I-squared =0.0%, p =0.434) ® 0.50 (0.43, 0.58) 100.00
NOTE: Weights are from random effects analysis E

P for subgroup differences from meta—regression = 0.198
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Figure 2. Forest plot of complete vs culprit-only revascularization on MACE, from meta-analysis stratified by sex. MACE, major adverse cardiac events.
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selection, http:/links.lww.com/MD2/A243). As is presented in
Figure S2 (Supplemental Content, which summarizes the risk of
bias of included studies, http:/links.lww.com/MD2/A244), the
overall quality of included trials was to be considered high. Six
studies® 1116171 were included in overall meta-analysis, whereas
only 481 of them reported the subgroup analyses of interest
and were accordingly included in subgroup meta-analysis. All the
original data analyzed in the study are provided in Table S2
(Supplemental Content, which presents the original data
analyzed in the present meta-analysis, http:/links.Iww.com/
MD2/A248).

3.2. Meta-analyses

The forest plot (Fig. 1) of meta-analysis based on the overall
participants shows that complete revascularization vs culprit-
only revascularization significantly reduced the risk of MACE
(HR 0.48, 95% CI 0.42-0.55; I’=0%; P for relative effect
<.001).

As is shown in Figure 2, compared with culprit-only
revascularization, complete revascularization significantly re-
duced the MACE risk in the subgroups of male patients (HR
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0.47,95% CL0.40-0.56; I> = 0%; P for relative effect < .001) and
female patients (HR 0.57, 95% CI 0.36-0.90; I*=26.2%; P for
relative effect=.017). The subgroup effect based on sex was not
statistically significant (Pgubgroup=0.198).

As is shown in Figure 3, compared with culprit-only
revascularization, complete revascularization significantly re-
duced the MACE risk in the subgroups of patients with age <65
years (HR 0.46, 95% CI 0.37-0.57; ?=0%; P for relative
effect <.001) and patients with age > 65 years (HR 0.51, 95% CI
0.33-0.79; I* =61.3%; P for relative effect=.003). The subgroup
effect based on age was not statistically significant (Psybgroup =
0.556).

As is shown in Figure 4, compared with culprit-only
revascularization, complete revascularization significantly re-
duced the MACE risk in the subgroups of patients with no history
of diabetes (HR 0.48, 95% CI 0.40-0.57; I*=0%; P for relative
effect<.001) and patients with history of diabetes (HR 0.58,
95% CI 0.42-0.81; >=0%; P for relative effect=0.001). The
subgroup effect based on history of diabetes was not statistically
significant (Pyypgroup =0.349).

As is shown in Figure 5, compared with culprit-only
revascularization, complete revascularization significantly re-

%

Study Events  Patients HR (95% Cl) Weight
Age: <65 years E

PRAMI NR 271 —_—— 043(022,081)  9.05
CVLPRIT 16 144 — ) 072(028,182) 501
DANAMI-3—PRIMULTI 55 339 —*—E— 0.33 (0.18, 0.60) 10.18
COMPLETE 286 2428 —-0:-— 0.48 (0.37,0.61) 25.70
Subtotal (I-squared = 0.0%, p =0.532) O 0.46 (0.37, 0.57) 49.94
Age: 265 years i

PRAMI NR 193 ¢ + 0.25(0.11,058)  6.13
CvLPRIT 30 152 + E 0.37 (0.18,0.79) 742
DANAMI-3—PRIMULTI 53 288 | ———  0.89(0.52, 1.50) 12.19
COMPLETE 232 1613 —3-0— 0.56 (0.43, 0.74) 2432
Subtotal (I-squared =61.3%, p=0.052) <> 0.51(0.33,0.79) 50.06
Overall (I-squared =37.7%, p=0.128) <E> 0.49 (0.39, 0.62) 100.00
NOTE: Weights are from random effects analysis é
P for subgroup differences from meta—regression = 0.556

OT1 1 } 1.]82
Complete revascu. Culprit—only.

Figure 3. Forest plot of complete vs culprit-only revascularization on MACE, from meta-analysis stratified by age. MACE, major adverse cardiac events.
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%

Study Events  Patients HR (95% Cl ) Weight
Diabetes: No i
PRAMI NR 382 —-0-—:— 0.35(0.20,0.61) 8.02
DANAMI-3—PRIMULTI 94 556 —:*0-— 0.56 (0.37,0.85) 14.41
COMPLETE 385 3254 . 0.48 (0.39,0.60) 53.73
Subtotal (I-squared =0.0%, p = 0.415) Q 0.48 (0.40, 0.57) 76.16

|
Diabetes: Yes E
PRAMI NR 83 ¢ + E 0.39(0.12,1.20) 1.88
DANAMI-3—PRIMULTI 14 71 §= Y 0.55(0.17,1.70) 1.88
COMPLETE 133 787 —5—6— 0.61 (0.43,0.87) 20.08

:
Subtotal (I-squared = 0.0%, p = 0.763) <:> 0.58(0.42,0.81)  23.84
Overall (I-squared = 0.0%, p = 0.635) <E> 0.50 (0.43, 0.59) 100.00
NOTE: Weights are from random effects analysis i

P for subgroup differences from meta—regression = 0.349
0.12 117
Complete revascu. Culprit—only.

Figure 4. Forest plot of complete vs culprit-only revascularization on MACE, from meta-analysis stratified by history of diabetes. MACE, major adverse cardiac

events.

duced the MACE risk in the subgroups of patients with non-
anterior infarct (HR 0.56, 95% CI 0.37-0.86; *=15.9%; P for
relative effect=.008) and patients with anterior infarct (HR 0.34,
95% CI 0.19-0.62; I?’=0%; P for relative effect<.001). The
subgroup effect based on ECG infarct location was not
statistically significant (Pubgroup=-295).

As is shown in Figure 6, compared with culprit-only
revascularization, complete revascularization significantly re-
duced the MACE risk in the subgroup of patients with 2 stenosis
arteries (HR 0.33, 95% CI 0.20-0.56; I>’=0%; P for relative
effect <.001), while complete revascularization showed the trend
of a reduction in the risk of MACE in the subgroup of patients
with 3 stenosis arteries (HR 0.54,95% C10.23-1.27; > =55.0%;
P for relative effect=0.160). The subgroup effect based on the
number of arteries with stenosis was not statistically significant
(Psubgroup =0.388).

Substantial heterogeneity was found only in 2 STEMI patient
subgroups, which were the subgroups of patients with age>635
years (I?=61.3%) and the subgroups of patients with 3 stenosis
arteries (I>=55.0%). Figure S3 (Supplemental Content, which
presents the results of sensitivity analyses, http:/links.lww.com/
MD2/A245) shows that the minimum low limit of HR was 0.36
and the maximum upper limit of HR was 0.57, which was similar

with the overall pooled effect size (complete vs culprit-only
revascularization: HR 0.48, 95% CI 0.42-0.55). This suggested
the robustness of meta-analysis results. Publication bias was not
observed in the overall meta-analysis and any of the subgroup
meta-analyses, as is suggested by funnel plots and Egger test (Figs.
S4-S14, Supplemental Content, which show the results of
publication bias detection, http:/links.lww.com/MD2/A246).

4. Discussion

Compared with prior meta-analysis studies!'*'8!! in the same

field, for the first time our study evaluated the effects of important
factors relevant with patient characteristics on the efficacy of
complete revascularization vs culprit-only revascularization for
treatment of STEMI with multivessel disease by conducting
subgroup meta-analysis stratified by 5 factors of interest (i.e., sex,
age, history of diabetes, ECG infarct location, and the number of
arteries with stenosis) and conducting meta-regression analysis
with the 5 factors as independent variables. Accordingly, 3 main
findings were produced as follows.

First, compared with culprit-only revascularization, complete
revascularization significantly reduced the risk of MACE (HR
0.48, 95% CI 0.42-0.55) in the overall STEMI patients with
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%

Study Events Patients HR (95% Cl) Weight
ECG infarct location: Non—anterior E
PRAMI NR 282 -+ : 0.43(0.23,0.82) 26.15
DANAMI-3—PRIMULTI 72 410 ———1) 067(042,1.10) 41.96
Subtotal (I-squared = 15.9%, p = 0.276) <> 0.56 (0.37,0.86) 68.11
ECG infarct location: Anterior |
PRAMI NR 156 ¢ * A 0.29(0.11,0.77) 11.96
DANAMI-3—PRIMULTI 36 217 + : 0.38(0.18,0.79)  19.93
Subtotal (I-squared = 0.0%, p = 0.665) e 034(0.19,0.62) 31.89
Overall (I-squared = 10.6%, p = 0.340) wiin- 048(0.34,0.68)  100.00
NOTE: Weights are from random effects analysis |

P for subgroup differences from meta—regression = 0.295 '

| 1
0.11 11
Complete revascu. Culprit—only.

Figure 5. Forest plot of complete vs culprit-only revascularization on MACE, from meta-analysis stratified by ECG infarct location. MACE, major adverse cardiac

events.

multivessel disease. Second, this significant reduction in the risk
of MACE exhibited by complete revascularization was found in all
of the subgroups defined by the 5 factors of interest except the
subgroup of patients with 3 stenosis arteries in which complete
revascularization showed the trend of a reduction in the MACE
risk. Third, this significant reduction in the MACE risk exhibited
by complete revascularization was consistent across various
subgroups defined by each of the 5 factors of interest.

Two prior meta-analysis studies''>*!! have demonstrated the
superiority of complete revascularization over culprit-only
revascularization in reducing cardiovascular death, myocardial
infarction, and repeated revascularization among STEMI patients
with multivessel disease. Moreover, the study selection process and
the result of risk of bias assessment in the present meta-analysis are
similar to that in meta-analysis'"®! published in the European Heart
Journal. However, these meta-analyses''®?!! failed to explore the
effects of patient characteristics on the efficacy of complete
revascularization vs culprit-only revascularization. Our present
meta-analysis revealed that the superiority of complete revascu-
larization over culprit-only revascularization in reducing MACE
did not vary with important clinical characteristics of patients. This
finding will further inform clinical decision-making between
cardiologists and STEMI patients with multivessel disease.

As strength of this study, publication bias was not observed in
the overall meta-analysis and any subgroup meta-analysis.
Oppositely, this study has 2 main weaknesses. First, this meta-
analysis only evaluated the impact of 5 important factors on the
efficacy of complete revascularization, but failed to evaluate that
of other important factors, such as type of stent, Killip class, and
residual SYNTAX score, since the subgroup data according to
these factors were not available. Second, substantial heterogene-
ity found in few subgroups requires further investigation.
Ongoing RCTs (NCT03621501, NCT03135275, and
NCT03772743) may help address this issue.

In conclusion, compared with culprit-only revascularization,
complete revascularization significantly reduces the MACE risk
in patients with STEMI and multivessel disease, which is
independent of sex, age, history of diabetes, ECG infarct
location, and the number of arteries with stenosis.
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%

Study Events  Patients HR (95% Cl) Weight
Arteries with stenosis: 2 E

PRAMI  NR 298 — 033(0.17,066)  31.04
CVvLPRIT 26 228 ¢ -— 0.34(0.15,079)  22.12
Subtotal (I-squared = 0.0%, p = 0.956) < 033(0.20,056)  53.16
Arteries with stenosis: 3 :

PRAMI  NR 156 - 036(0.17,077)  26.00
CVLPRIT 16 63 : - 0.86(0.36,2.01)  20.84
Subtotal (I-squared = 55.0%, p = 0.136) -<>:=— 054(0.23,127)  46.84
Overall (I-squared = 15.6%, p = 0.314) i 0.41(027,063)  100.00
NOTE: Weights are from random effects analysis |

P for subgroup differences from meta—regression = 0.388
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Figure 6. Forest plot of complete vs culprit-only revascularization on MACE, from meta-analysis stratified by arteries with stenosis. MACE, major adverse cardiac

events.
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