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Aims Contemporary 2nd-generation thin-strut drug-eluting stents (DES) are considered standard of care for revasculari-
zation of patients undergoing percutaneous coronary intervention. A previous meta-analysis of 10 randomized con-
trolled trials (RCTs) with 11 658 patients demonstrated a 16% reduction in the 1-year risk of target lesion failure
(TLF) with ultrathin-strut DES compared with conventional 2nd-generation thin-strut DES. Whether this benefit is
sustained longer term is not known, and newer trial data may inform these relative outcomes. We therefore
sought to perform an updated systematic review and meta-analysis of RCTs comparing clinical outcomes with
ultrathin-strut DES (<70 pum strut thickness) with conventional 2nd-generation thin-strut DES.

Methods We performed a random-effects meta-analysis of all RCTs comparing ultrathin-strut DES to conventional 2nd-gen-

and results eration thin-strut DES. The pre-specified primary endpoint was long-term TLF, a composite of cardiac death, myo-
cardial infarction (M), or clinically driven target lesion revascularization (CD-TLR). Secondary endpoints included
the components of TLF, stent thrombosis (ST), and all-cause death. There were 16 eligible trials in which 20 701
patients were randomized. The weighted mean follow-up duration was 2.5 years. Ultrathin-strut DES were associ-
ated with a 15% reduction in long-term TLF compared with conventional 2nd-generation thin-strut DES [relative
risk (RR) 0.85, 95% confidence interval (Cl) 0.76-0.96, P=0.008] driven by a 25% reduction in CD-TLR (RR 0.75,
95% Cl 0.62-0.92, P=0.005). There were no significant differences between stent types in the risks of M, ST, car-
diac death, or all-cause mortality.

Conclusions At a mean follow-up of 2.5years, ultrathin-strut DES reduced the risk of TLF, driven by less CD-TLR compared
with conventional 2nd-generation thin-strut DES, with similar risks of MI, ST, cardiac death, and all-cause mortality.
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Graphical Abstract

Endpoint Relative risk [95% ClI] p
Target lesion failure —— 0.85[0.76, 0.96) 0.008
Target-vessel failure —— 0.85 [0.75, 0.96] 0.010
All myocardial infarction .—.-—. 0.94 [0.82, 1.08] 0.374
Target-vessel myocardial infarction — 0.87[0.74, 1.02] 0.078
Definite or probable stent thrombosis .—u——- 0.86 [0.70, 1.06] 0.162
Definite stent thrombosis -——-—«-—4 0.82[0.61, 1.10] 0.175
Clinically—driven target lesion revascaularization —— 0.75[0.62, 0.92] 0.005
Clinically—driven target-vessel revascaularization —a— 0.84 [0.74, 0.95] 0.006
Cardiac death — . 1.07 [0.90, 1.27) 0.424
Non-cardiac death —— 1.10[0.88, 1.38] 0.397
All-cause death —— 1.11[0.98, 1.26] 0114
| i |
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Ultrathin—strut DES better < Relative risk > Second-generation thin-strut DES better

Summary of pooled estimates for key clinical endpoints at latest follow-up. Results from a random-effects meta-analysis of 16 trials in which 20 701 patients
were randomized to ultrathin-strut drug-eluting stents (<70 um strut thickness) compared with conventional 2nd-generation thin-strut drug-eluting stents.

The weighted mean follow-up duration was 2.5 years.
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Introduction

Contemporary 2nd-generation drug-eluting stents (DES) are consid-
ered standard of care for revascularization of patients with coronary
artery disease (CAD) undergoing percutaneous coronary interven-
tion (PCI) and have improved safety and effectiveness compared with
1st-generation DES platforms.™* These clinical advances have arisen
from optimization of anti-proliferative agents,’ the use of more bio-
compatible polymers,* and a reduction in stent strut thickness with
use of more malleable metal alloys.” Despite these improvements,
conventional 2nd-generation thin-strut DES are not event-free and
remain associated with an ongoing risk of adverse clinical events be-
yond the 1st year of implantation.®

Ultrathin-strut DES (<70 um) with biodegradable polymers were
developed to further improve outcomes after PCl by reducing vessel
injury and late polymer-induced inflammation and promoting more
rapid endothelization. A previous meta-analysis demonstrated that
ultrathin-strut DES were associated with a significant reduction in the
1-year risk of target lesion failure (TLF) compared with conventional
2nd-generation thin-strut DES.” However, since this report, longer-
term follow-up of prior studies has been reported and additional
relevant trials have been completed. We therefore performed an
updated systematic review and meta-analysis of randomized con-
trolled trials (RCTs) comparing clinical outcomes between ultrathin-
strut and conventional 2nd-generation thin-strut DES.

Coronary artery disease e Drug-eluting stents e Meta-analysis ® Percutaneous coronary

Methods

This analysis was prospectively registered at the PROSPERO internation-
al prospective register of systematic reviews (CRD42020220738) and

was conducted in accordance with published guidance.®

Search strategy

We performed a systematic search of the MEDLINE, Cochrane Central
Register of Controlled Trials, and Embase databases from December
2010 through March 2021 for all RCTs comparing ultrathin-strut DES to
conventional 2nd-generation thin-strut DES for the treatment of CAD.
Our search strings are shown in the Supplementary material online,
Appendix Table S1. We manually searched the bibliographies of selected
studies and meta-analyses to identify further eligible studies. Abstracts
were reviewed for suitability, and articles were accordingly retrieved.
Conference abstracts were also searched for relevant studies. Two inde-
pendent authors performed the search and literature screening (Y.A. and
AN.), with disputes resolved by consensus following discussion with a
3rd author (M.V.M.).

Inclusion criteria

Only RCTs were included. Trials were eligible if they reported clinical
outcome data following randomization to ultrathin-strut DES vs. conven-
tional 2nd-generation thin-strut DES with all forms of CAD. Ultrathin-
strut stents were defined as those with strut thickness <70 pm.
Conventional 2nd-generation thin-strut DES were defined as all DES with
strut thickness >70 pum, excluding 1st-generation Cypher and Taxus DES.
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Ultrathin strut vs. conventional thin strut

Endpoints

The pre-specified primary endpoint was TLF, defined as a composite of
cardiac death, target-vessel myocardial infarction (TV-MI) or clinically
driven target lesion revascularization (CD-TLR), at the latest follow-up
reported. The TLF composite was only assessed if it was reported; i.e. if
the composite TLF rate was not provided in a study, summing of its indi-
vidual components to provide a value for TLF was not performed.
Secondary pre-specified endpoints included target vessel failure [TVF; the
composite of cardiac death, TV-MI or clinically driven target vessel revas-
cularization (CD-TVR)], the individual components of TLF and TVF, as
well as all myocardial infarction (M), definite/probable and definite stent
thrombosis (ST) by Academic Research Consortium criteria,” any revas-
cularization, all-cause mortality, and non-cardiac death. If not specifically
reported, non-cardiac death was calculated as the difference between all-
cause mortality and cardiac death. The pre-specified definitions of TLF
and TVF used in each trial are summarized in Supplementary material on-
line, Appendix Table S2. In some cases, there were slight deviations from
the standard TLF and TVF definitions, in which case the trial-specific defin-
ition was used.

Data extraction and analysis
Two authors (Y.A. and ANN.) independently abstracted the data from
included trials in duplicate, verified by a 3rd author (M.V.M.). Included

1'° Publication

studies were assessed using the Cochrane Risk of Bias too
bias was assessed using a funnel plot.

All outcomes were assessed by intention-to-treat. Random-effects
meta-analyses were performed using the restricted maximum likelihood
estimator. All outcomes were assessed as relative risks (RRs) at the time
of latest follow-up available for each trial. Additional analyses were per-
formed to assess early events (<1year) and late events (>1year) when-
ever such data were available. We used the I statistic to assess
heterogeneity."" Sensitivity analyses were performed with a fixed-effect
model, using hazard ratios (HRs) as the outcome measure when
reported. We performed additional sensitivity analyses using incidence
rate ratios (IRRs) as the outcome measure, and a further sensitivity ana-
lysis looking only at trials included in the prior 2018 meta-analysis. We
also performed a Jackknife sensitivity analysis excluding each trial in turn
for the primary endpoint. We performed sensitivity analyses looking at
the types of ultrathin-strut and control stents. Pre-specified subgroup
analyses for the primary endpoint were performed according to age, sex,
diabetes, chronic kidney disease, presentation with acute coronary syn-
dromes or ST-elevation MI, small vessels, long lesions, in-stent restenosis
lesions, and multivessel disease. Interactions between subgroups were
assessed with meta-regression using a mixed-effects model, with the sub-
group characteristic as a moderator and the individual trial as a random
effect. A moderating effect of the length of follow-up was assessed using a
mixed-effects meta-analytical model with a random effect for each indi-
vidual study, as well as tests for interaction between results at 1year and
beyond 1year. We also performed regression tests for the type of stent
used in both the ultrathin DES and control DES arms, the anti-prolifera-
tive drug used in the control DES arm, and the delta strut thickness be-
tween the two arms.

Mean values are expressed as mean = SD unless otherwise stated.
Statistical significance was set at P<0.05. P-values are two-tailed and
were not adjusted for multiplicity. The statistical programming environ-
ment R'? with the metaphor package'® was used for all statistical
analyses.

Results

Sixteen trials'**' randomizing 20 701 patients were eligible for inclu-
sion in this meta-analysis (Supplementary material online, Appendix
Figure S1); 10 884 patients were randomized to ultrathin-strut DES
and 9817 to conventional 2nd-generation thin-strut DES. The
weighted mean follow-up duration across all trials was 31.0 months.
The longest follow-up duration was 5 years in three trials, 3 years in
six trials, 2 years in three trials, 1year in three trials, and 9 months in
one trial. The ultrathin stents studied included Orsiro (12 trials),
MiStent (2 trials), BioMime (1 trial), and Supraflex (1 trial). Control
stents in these trials were Xience (10 trials), Resolute (3 trials),
Nobori (1 trial), BioFreedom (1 trial), and Endeavor (1 trial). The
characteristics of each of these stents are listed in Supplementary ma-
terial online, Appendix Table S3.

The characteristics of the included trials are summarized in
Supplementary material online, Appendix Table S4 and the risk of bias
is shown in the Supplementary material online, Appendix Table S5.
There was no evidence of publication bias (Supplementary material
online, Appendix Figures S2-56).

Target lesion failure

Target lesion failure outcomes were available from 14 studies with
20 115 randomized patients. As shown in Figure 1, at latest follow-up
ultrathin-strut DES reduced the risk of TLF compared with conven-
tional 2nd-generation thin-strut DES [RR 0.85, 95% confidence inter-
val (Cl) 0.76-0.96, P=0.008]. There was mild heterogeneity present
between studies (> = 27.1%). Reduced risks of early (<1 year) events
(RR 0.84, 95% Cl 0.74-0.95, P=0.005, I* = 0.0%) as well as late (>1
year) events (RR 0.86, 95% Cl 0.76-0.98, P=0.019, I* = 32.9%) with
ultrathin-strut DES compared with conventional 2nd-generation
thin-strut DES were present (Supplementary material online,
Appendix Figures S7 and $8). The RRs between the stent types for TLF
were consistent before and after 1 year (Pinteraction = 0.501).

Target vessel failure

Target vessel failure outcomes were available from 13 studies with
14 695 randomized patients. As shown in Figure 2, at latest follow-up
ultrathin-strut DES were associated with a reduced risk of TVF com-
pared with conventional 2nd-generation thin-strut DES (RR 0.85,
95% C10.75-0.96, P=0.010). There was moderate heterogeneity (>
=29.3%). There was a reduced risk of early events (RR 0.88, 95% Cl
0.77-1.00, P=0.045, [* = 0.0%) and later events (RR 0.85, 95% ClI
0.75-097, P=0.017, > = 36.1%) (Supplementary material online,
Appendix Figures S9 and S10). The RRs between the stent types for
TVF were consistent before and after 1 year (Pineraction = 0.-893).

Myocardial infarction

All Ml outcomes were available from 15 studies with 19 367 random-
ized patients. As shown in Figure 3 top, at latest follow-up, there was
no significant difference between ultrathin-strut DES and convention-
al thin-strut DES for the risk of any MI (RR 0.94, 95% Cl 0.82-1.08,
P=0.374). There was no heterogeneity present (I* = 0.0%). Similarly,
there were no significant differences in the risk of early or later Ml
events noted between groups (Supplementary material online,
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Study and Year o Active i B mc‘"‘"“‘ < Weight (%) Relative risk [85% CI]
Risk of target lesion failure

DESSOLVE II, 2015 1 123 5 61 1.3 e 1.0 [0.40, 3.00)
BIOFLOW-II, 2018 30 208 19 154 40 ——— 0.82 [0.48, 1.40)
BICSCIENCE, 2018 198 1063 189 1056 17.2 I 1.04 [0.87, 1.25])
BIDFLOW-IV, 2019 14 365 8 190 18 —_— 0.86[0.37, 202]
BIO-AESOCHAT, 2018 77 1168 o5 1173 105 —.— 0.80 [0.60, 1.07)
ORIENT, 2019 11 250 9 122 18 —_— 0.60[0.25, 1.40]
BIOFLOW-\, 2020 70 B84 54 450 B8 —— 0.60 [0.44, 0.84]
DESSOLVE I, 2020 72 703 79 B95 8.8 - 080067, 1.22]
SORT-OUT VI 2020 114 1261 15 1264 126 -.—1 059 [0.78, 1.27]
BIOFLOW-VI, 2020 5 220 3 220 07 —_— 1.67 [0.40, 6.85]
BIONYX, 2020 71 1245 76 1243 54 —— 0.63[0.68, 1.28]
SORT-OUT IX, 2020 59 1579 79 1572 a7 b 074[0.53, 103]
TALENT, 2021 49 720 55 715 T4 . 0.87 [0.60, 1.26]
BIDSTEMI, 2021 33 649 53 B51 8.1 o 0.62 [D.41, 0.95)
AEML Model for All Studies (O = 15.24, df = 13, p for heteroganeity = 0.29, F = 27 1%) - 0.85[0.75, 0.95]

Pradiction interval —0.40 - 0.09

Figure | Risk of target lesion failure at latest follow-up.

Appendix Figures S11 and S712). The RRs between the stent types for
all Ml were consistent before and after 1 year (Pinteraction = 0-732).

Target-vessel Ml outcomes were available from 14 studies with
19 999 randomized patients. As shown in Figure 3 bottom, there was
no significant difference between stent types for the risk of TV-Ml at
time of latest follow-up (RR 0.87, 95% Cl 0.74-1.02, P=0.078).
There was mild heterogeneity (> = 2.4%). Similarly, there were no
significant differences in the risks of early or later TV-MI noted be-
tween groups (Supplementary material online, Appendix Figures S13
and S714). The RRs between the stent types for TV-MI were consist-
ent before and after 1year (Pipteraction = 0.933).

Stent thrombosis

Definite or probable ST outcomes were available from 15 studies
with 20 371 randomized patients. As shown in Figure 4, at latest fol-
low-up, there was no significant difference between ultrathin-strut
DES and conventional 2nd-generation thin-strut DES for the risk of
definite or probable ST (RR 0.86, 95% CI 0.70-1.06, P=0.162).
There was no heterogeneity (I2 = 0.0%). Similarly, there were no sig-
nificant differences in the risk of early or later ST events between
stent types (Supplementary material online, Appendix Figures S15 and
§16). The RRs between the stent types for definite or probable ST
were consistent before and after 1year (Pineraction = 0.795). Nor
were there significant differences between stent types in the risk of
definite ST at any time period (Supplementary material online,
Appendix Figures S17 and §19).

Repeat revascularization

Clinically driven TLR outcomes were available from 15 studies with
20 371 randomized patients. As shown in Figure 5 top panel, at latest
follow-up, ultrathin-strut DES were associated with a reduced risk of
CD-TLR compared with conventional 2nd-generation thin-strut DES
(RR0.75,95% CI 0.62-0.92, P=0.005). There was moderate hetero-
geneity (1> = 43.6%). The reduction in early events did not reach

p for overall effect = 0.008

T T T T 1
0.04 02 1 5 25

Ultrathin-strut CES better < FRelative risk > Second-generation thin-strut DES better

statistical significance (RR 0.78, 95% Cl 0.61-1.02, P=0.068, * =
41.4%) whereas the reduction in later events did (RR 0.82, 95% ClI
0.70-0.96, P=0.013, I* = 20.8%) (Supplementary material online,
Appendix Figures S20 and S21). However, the RRs between the stent
types for CD-TLR were consistent before and after 1 year (Piyteraction
=0.660).

Clinically driven target vessel revascularization outcomes were
available from 15 studies with 20 371 randomized patients. As shown
in Figure 5 bottom, at latest follow-up, ultrathin-strut DES were asso-
ciated with a reduced risk of CD-TVR compared with conventional
2nd-generation thin-strut DES (RR 0.84, 95% ClI 0.74-0.95,
P=0.006). There was mild heterogeneity (* = 18.6%). A reduced
risk of early events (RR 0.84, 95% Cl 0.71-0.99, P=0.040, I* = 15.0%)
and later events (RR 0.85, 95% Cl 0.74-0.97, P=0.019, I* = 26.3%)
were present (Supplementary material online, Appendix Figures S22
and $23). The RRs between stent types for CD-TVR were consistent
before and after 1 year (Piyteraction = 0.891).

There were no significant differences between stent types for all
TLR, all TVR, and all repeat revascularization at any timepoint
(Supplementary material online, Appendix Figures S24-S32).

Mortality

All-cause death outcomes were available from 16 studies with
20 701 randomized patients. As shown in Figure 6 top panel, there
was no significant difference between ultrathin-strut DES and con-
ventional 2nd-generation thin-strut DES for the risk of death (RR
1.11, 95% C1 0.98-1.26, P=0.114). There was minimal heterogeneity
noted (* = 4.4%). The difference in deaths between the devices was
statistically significant in the early (<1 year) period (RR 1.25, 95% CI
1.04-1.51, P=0.020, /> = 0.0%), but not in the later (>1 year) period
(RR 1.08, 95% Cl 0.94-1.24, P=0.300, * = 12.1%) (Supplementary
material online, Appendix Figures $33 and $34). However, the RRs be-
tween stent types for all-cause death were not significantly different
before and after 1year (Pinteraction = 0-309).
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Study and Year Events Active N E‘,gmgcomrm N Weight (%) Relative risk [95% CI]
Risk of targei-vessel fallure H

DESSOLVE I, 2015 12 123 9 61 22 R 066 (0.29, 1.48]
BIOFLOW-II, 2018 45 298 14 154 5.2 r---—1 122[0.74, 202]
BIDSCIENCE, 2018 220 1083 2149 1056 185 i 1.00 [0.84, 1.18]
meT-V, 2018 5 170 5 85 11 —_— 42 [043:1.54)
BIOFLOW-IV, 2019 18 385 12 150 28 — 0.76[0.39, 1.58]
BID-AESOAT, 2019 98 1189 115 173 132 - 0.85[0.66, 1.11]
ORIENT, 2019 18 250 1 122 27 —_— 0.80[0,39, 1 64]
BIOFLOW-V, 2020 83 B84 70 450 1.1 —-— 060 [0.45, 0.81]
DESSOLVE 1, 2020 B5 703 g7 695 124 l-l-! 0.87 [D.66, 1 14]
BIOFLOW-VI, 2020 5 220 4 220 [i3:] >—-—1 1.25 [0.34, 4.55]
BIONYX, 2020 a7 1245 83 1243 19 - 083070 1.24]
TALENT, 2021 59 720 63 715 93 >—q—l 083066, 1.31]
BIOSTEMI, 2021 38 649 61 651 77 —— 0.64 [0.44, 0.94]
HEML Model for All Studies (G = 15.40, di = 12, p for heteroganeity = 0.22, F = 26 3%) . 0.85[0.75, 0.96]
Pradiction interval -0 42 - 0.10 : p for overall effect = 0.010
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Figure 2 Risk of target vessel failure at latest follow-up.

Cardiac death outcomes were available from 16 studies with
20701 patients. As shown in Figure 6 middle, at latest follow-up, there
was no significant difference between ultrathin-strut DES and con-
ventional thin-strut DES for the risk of cardiac death (RR 1.07, 95%
Cl 0.90-1.27, P=0.424). There was no heterogeneity (* = 0.0%).
Similarly, there were no differences between groups for the risks of
early or later cardiac death (Supplementary material online, Appendix
Figures S35 and $36). The RRs between stent types for cardiac death
were consistent before and after 1 year (P teraction = 0-599).

Non-cardiac death outcomes were available from 16 studies with
20 701 patients. As shown in Figure 6 bottom, at latest follow-up,
there was no significant difference between ultrathin-strut DES and
conventional thin-strut DES for the risk of non-cardiac death (RR
1.10, 95% C1 0.88-1.38, P=0.397). There was mild heterogeneity (>
= 23.7%). The difference in non-cardiac deaths between the devices
was statistically significant in the early (<1 year) period (RR 1.39, 95%
Cl 1.03-1.88, P=0.029, * = 0.0%), but not in the later (>1 year)
period (RR 1.10, 95% Cl 0.86-142, P=0441, * = 33.5%)
(Supplementary material online, Appendix Figures S37 and S$38).
However, the RRs between stent types for all-cause death were not
significantly different before and after 1 year (Pinteraction = 0-195).

Subgroup and stent-type analyses

There were no significant interactions between stent type and any of
the subgroups tested on the risk of TLF at latest follow-up
(Supplementary material online, Appendix Table S$6). Similarly, there
was no evidence that the type of ultrathin-strut DES or 2nd-gener-
ation thin-strut DES had a moderating effect on the risk of any of the
clinical outcome measures (Supplementary material online, Appendix
Table S7). There was no evidence that the delta strut thickness be-
tween the arms or the anti-proliferative drug-type on the stents had
a moderating effect on the risk of any of the clinical outcomes
(Supplementary material online, Tables S8 and $9). There was also no

Uttrathin-strul DES better < Retative risk > Second-peneration thin-strut DES better

evidence of a moderating effect of follow-up duration on any clinical
outcomes (Supplementary material online, Table S10).

Sensitivity analyses

The results of the random-effects meta-analyses were consistent
when assessed by fixed effect (Supplementary material online,
Appendix Figures S39—549). Fewer trials reported outcomes as HRs;
the results are shown in Supplementary material online, Appendix
Figures S50-556. Results were consistent when assessed by IRRs
(Supplementary material online, Appendix Figures S57-S66), although
the reduction in TV-MI reached statistical significance (IRR 0.83, 95%
Cl 0.69-0.99, P=0.043, [* = 18.1%, Supplementary material online,
Figure $60). The primary outcome of TLF at latest follow-up remained
significantly lower with ultrathin-strut DES compared with conven-
tional 2nd-generation thin-strut DES after removing each individual
trial one-by-one, except after removing BIOFLOW V (RR 0.92, 95%
Cl 0.83-1.01, P=0.08) (Supplementary material online, Appendix
Table S11). Sensitivity analyses of only trials in the prior Bangalore
meta-analysis’ are shown in Supplementary material online, Appendix
Figures S67-S75.

Discussion

The present systematic review and meta-analysis of 16 trials enrolling
20 701 patients is to our knowledge, the largest study to date exam-
ining outcomes after PCl with ultrathin-strut DES compared with
conventional 2nd-generation thin-strut DES (which still represent
the most widely used stents in the USA). The principal findings of this
study (as summarized in the Graphical abstract) are (i) at a mean fol-
low-up of 2.5years, ultrathin-strut DES were associated with
reduced risks of TLF and TVF compared with conventional 2nd-gen-
eration thin-strut DES; and (ii) there were no significant differences in
the rates of cardiac death, MI, or ST between stent types, although
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Active Control
Study and Year Events N Events N Relative risk [95% CI]
Risk of any myocardial infarction
DESSOLVE Il 2015 7 123 3 61 1.16[0.31, 4.32]
BIOFLOW-II, 2018 13 258 ) 154 0.75[0.33, 1.71]
BIOSCIENCE, 2018 99 1063 118 1056 0.83[065, 1.07)
merT-V, 2018 1 170 4 B85 -« 0.13[0.01, 1.11]
BIOFLOW-IV, 2019 14 385 [ 150 1.15[0.45, 2.95]
BIC-RESOCRT, 2018 44 1168 47 1173 084063, 1.41]
ORIENT, 2019 1 250 3 122 -— 016 [0.02, 1.55]
PRISON-IV, 2019 3 165 4 165 075[017, 3.30]
DESSOLVE I, 2020 24 703 22 695 108061, 1.91]
SORT-0UT VI, 2020 59 1261 57 1264 1.04[0.73, 1.48]
BIOFLOW-VI, 2020 4 220 2 220 200[0.37, 10.81]
BIONYX, 2020 39 1245 40 1243 0.97 [0.63, 1.50]
SORT-0OUT IX, 2020 40 1579 a7 1572 1.08 [0.59, 1.67]
TALENT. 2021 31 720 a5 715 0.88[0.55, 1.41]
BIOSTEMI, 2021 24 549 20 651 1.20[0.67, 2.16]
Random effects model for any myocardial infarction (p = 0.374) 0.94[0.82, 1.08]
Q=9.57, di = 14, p for heterogenaity = 0.79; I° = 0.0%, Prediction interval -0.20 - 0.07
Risk of target-vessel myocardial infarction
DESSOLVE Il 2015 5 123 2 1 1.24[0.25, 6.21]
BIOFLOW-II, 2018 10 208 5 154 1.03[0.35, 2.97]
BIOSCIENCE, 2018 62 1063 69 1056 0.8%[0.64, 1.24]
meriT-V, 2018 1 170 1 86 - 0.51[0.03, 7.98]
BIOFLCW-IV 2019 13 385 G 150 107041, 277]
BIO-RESORT, 2019 a5 11689 40 1173 0.88 [0.56, 1.37]
BIOFLOW-\, 2020 44 884 41 450 0.55[0.35, 0.82]
DESSOLVE I, 2020 22 703 17 695 1.28[0.69, 2.39)
SORT-0UT VI, 2020 39 1261 a7 1264 1.06 [0.68, 1.65]
BIOFLOW-VI, 2020 4 220 2 220 200[0.37, 10.81]
BIONYX, 2020 28 1245 34 1243 0.82[0.50, 1.35]
SORT-0OUT IX, 2020 25 1579 26 1572 1.00[0.58 1.71]
TALENT, 2021 21 720 27 715 0.77[0.44, 1.35]
BIOSTEMI, 2021 10 548 13 651 0.77[0.34, 1.75]
Random effects model for target-vessel myocardial infarction (p = 0.078) 087 [0.74,1.02]

0 =9.28, df = 13, p for heterogenaity = 0.75; I* = 2 4%, Prediction interval —0.32 - 0.04

[
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Figure 3 Risk of myocardial infarction at latest follow-up.

Study and Year e LI & mg“"‘w' Welght (%) Relative risk [95% C1]
Risk of definite or probable stent thrombosis

DESSOLVE I, 2015 1 123 1 &1 06 - 0.50[0.03, 7.75]
BIOFLOW-II, 2018 0 298 1 154 04 - 047 [0.01, 4.22]
BIOSCIENCE, 2018 62 1063 76 1056 424 - 081[059, 112
merT-\, 2018 0 170 0 8 0.3 - 0.51[0.01, 25.42)
BIOFLOW-IV, 2019 3 385 [ 150 05 - 3.46[0.18, 66.72]
BIC-RESCRT, 2018 12 1169 10 173 6.4 [ — 120[052 278]
ORIENT, 2018 0 250 2 122 05 - 0.10[0.00, 203}
BIOFLOW-V, 2020 4 884 5 450 28 —_— 0.34[0.10, 1.20]
DESSOLVE I, 2020 8 703 10 695 52 —_— 0.79[0.31, 1.99]
SORT-OUT VI, 2020 19 1261 27 1264 132 — 0.71[0.39, 1.26]
BIOFLOW-VI, 2020 0 220 o 220 03 - 1.00[0.02, 5017)
BIDNYX, 2020 13 1245 5 1243 42 -—-—¢ 260053, 726)
SORT-0OUT IX, 2020 18 1579 16 1572 99 —_— 112[0.57, 219]
TALENT, 2021 8 720 g s 50 _— 0.86[0.34, 228]
BIOSTEMI, 2021 13 549 15 651 B3 e 087[0.42, 1.81]
AEML Model for All Studies (0 = 12,38, df = 14, p for heterogeneity = 0.58, F = 0.0%) -q- 0.86 (0.0, 1.08]

Pradiction imerval -0.36 - 0.06

pfor overall effect = 0.162
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Figure 4 Risk of definite or probable stent thrombosis at latest follow-up.
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Ultrathin strut vs. conventional thin strut

Active Control -

Study and Year Events N Events N Relative risk [95% CI]
Risk of clinically driven target lesion revascularization

DESSOLVE I, 2015 4 123 2 51 | e | 0.99[0.19, 5.27]
BIOFLOW-II, 2018 18 258 10 154 —— 0.93[0.44, 1.97]
BIOSCIENCE, 2018 103 1063 97 1056 HH 1.05[0.81, 1.37]
mearT-V, 2018 4 170 2 B [ — 1.01 (019, 541]
BIOFLOW-IV, 2019 [ 385 1 180 —_ 2,96 [0.36, 24.42]
BIO-RESORT, 2019 33 1169 43 1173 Lamn | 0.77[0.49, 1.20]
ORIENT, 2019 9 250 6 122 I — 0.73[0.27, 2.01]
BIOFLOW-\, 2020 27 884 28 450 | | 0.49[0.25, 0.82]
DESSOLVE I, 2020 35 703 44 695 = 0.79[0.51, 1.21]
SORT-0OUT VI, 2020 66 1261 74 1264 (3l 0.89[0.85, 1.23]
BIOFLOW-VI, 2020 0 220 1 220 < | 0.33[0.01, 8.14]
BIONYX, 2020 41 1245 48 1243 = 0.85[0.57, 1.28]
SORT-0OUT IX, 2020 20 1579 55 1572 —— 0.36[0.22, 0.60]
TALENT, 2021 33 720 a7 75 ] 0.89[0.58, 1.40]
BIOSTEMI, 2021 16 649 33 651 = 0.49[027, 0.87]
Random effects model for clinical target lesion revascularization (p = 0.005) & 075[0.62 092
Q = 2267, di = 14, p for heterogeneity = 0.07; I¥ = 43 6%; Prediction interval —0.78 — 0.22

Risk of clinically driven target-vessel revascularization

DESSOLVE I, 2015 [ 123 3] 51 P 0.50[017, 1.47]
BIOFLOW-II, 2018 36 296 15 154 —— 1.24 [0.70, 2.19)
BIOSCIENCE, 2018 125 1063 123 1056 . 1.01[0.80, 1.28]
meriT-\, 2018 4 170 2 86 | | 1.01[0.18, 541]
BIOFLOW-IV 2019 12 385 3 150 —— 1.18[0.42, 3.31]
BIO-RESORT, 2019 56 1169 69 1173 - 0.81[0.58, 1.15]
ORIENT, 2019 15 250 7 122 I—p—| 1.05 [0.44, 2.50]
BIOFLOW-V, 2020 45 884 42 450 - 0.55[0.36, 0.82]
DESSOLVE NI, 2020 51 703 62 685 - 0.81[0.57, 1.16]
SORT-OUT VI, 2020 107 1261 114 1264 HH 054 [0.73. 1.21]
BIOFLOW-V1, 2020 0 220 4 220 - —— 011 [0.01, 2.05]
BIONYX, 2020 57 1245 66 1243 = = 0.86 [0.61, 1.22]
SORT-0OUT IX, 2020 56 1579 76 1572 - 0.73[0.52, 1.03]
TALENT, 2021 44 720 45 715 - 0.97 [0.65, 1.45]
BIOSTEMI, 2021 20 549 40 651 | | 0.50 [0.30, 0.85]
Random efiects model for clinical target-vessel revascularization (p = 0.006) ¢ 0.84[0.74, 0.95]

Q=17.61, df = 14, p for heterogeneity = 0.22; I = 18.6%:; Prediction interval —0.41 - 0.06
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Figure 5 Risk of clinically driven revascularization at latest follow-up.

CD-TLR and CD-TVR occurred less frequently with ultrathin-strut
DES.

Outcomes with contemporary 2nd-generation thin-strut DES
(most of which have strut thicknesses between 80 and 100 um) are
excellent and have not been improved upon by various iterative
designs including bioresorbable polymer-based DES,** polymer-free
DES,* or bioresorbable scaffolds.** In contrast, ultrathin-strut stents
(strut thickness <70 um) have potential advantages in terms of deliv-
erability, are less likely to disturb flow in side-branches, and may pro-
mote more rapid endothelialization. Bangalore and colleagues’
previously reported a meta-analysis of ultrathin-strut DES vs. conven-
tional 2nd-generation thin-strut DES in 10 trials with 11 658 random-
ized patients, reporting lower 1-year rates of TLF and MI. However,
the benefits were modest (e.g. 16% reduction in TLF) and of border-
line statistical significance.

The present study is distinct from the Bangalore meta-analysis in
several ways. Nearly twice as many patients were included in the pre-
sent study (with six additional trials included) and with mean follow-
up duration of 2.5years rather than 1 year, affording a substantially
greater number of events for more study power. Furthermore, to
examine the time-relatedness between stent types, outcomes were
categorized as occurring before or after the 1st year from stent im-
plantation. We also performed detailed analyses by subgroup and
stent type and have included other detailed sensitivity analyses that
had not been performed previously.

The present study has confirmed a modest 15% long-term RR re-
duction of TLF with ultrathin-strut DES compared with conventional
2nd-generation thin-strut DES, with consistent reductions in risk be-
fore and after 1year following stent implantation. Although the
strength of evidence for the reduction in long-term TLF with
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Active Control
Study and Year Events N Evints N Relative risk [95% CI]
Risk of death
DESSOLVE II, 2015 1 123 8 81 —— 0.91[0.35 234]
BIOFLOW-II, 2018 14 208 14 154 — 0.52[0.25, 1.06]
BIOSCIENCE, 2018 139 1063 105 1056 Ll 1.32[1.04, 167]
meriT-\, 2018 1 170 0 86 } > 1.53[0.06, 37.08]
BIOFLOW-IV, 2019 6 385 4 150 A 074[0.21, 259]
BIO-RESORT, 2019 53 1169 57 1173 ] 093065 1.34]
ORIENT, 2019 g 250 4 122 —— 1.10[0.34, 3.49]
PRISON-IV, 2019 4 165 8 165 — 0.50{0.15, 1.63]
BIOFLOW-V, 2020 26 884 17 450 " 0.78[0.43, 1.42]
DESSOLVE I, 2020 55 703 49 695 |-=— 1.11[0.77, 1.61]
SORT-OUT VII, 2020 88 1261 74 1264 Fud 1.19[0.88, 1.61]
BIOFLOW-VI, 2020 2 220 0 220 } P 5.00 [0.24, 103.55)
BIONYX, 2020 47 1245 35 1243 [ 1.34[0.87, 2.08]
SORT-OUT 1%, 2020 43 1579 3 1572 =] 1.38[087, 218]
TALENT, 2021 18 720 21 715 f—— 0.85[0.46, 1.58]
BIOSTEMI, 2021 27 549 25 851 fae 1.08[0.64, 1.85]
Random efiects model for death (p = 0.114) . 1.11[0.98, 1.26]
Q =14.38, df = 15, p for heterogeneity = 0.50, I = 4.4%; Prediction interval -0.06 - 0.27
Risk of cardiac death
DESSOLVE Il, 2015 5 123 2 51 —_ 1.24[0.25 6.21]
BIOFLOW-II, 2018 5 298 4 154 — 065[0.18, 237]
BIOSCIENCE, 2018 81 1063 76 1056 j-m] 1.06[0.78, 1.43]
meriT-\, 2018 0 170 0 86 4 > 0.51 [0.01, 25.42]
BIOFLOW-IV, 2018 0 385 1 190 < | 0.16[0.01, 4.03]
BIO-RESORT, 2018 24 1169 26 1173 [ — 0.93[0.54, 1.60]
ORIENT, 2019 2 250 3 122 | —— 0.33[0.06, 1.92]
PRISON-IV, 2019 2 165 3 165 P 067{0.11, 3.94]
BIOFLOW-V, 2020 g 884 5 450 e 092[0.31, 272
DESSOLVE Ill, 2020 27 703 26 695 e 1.03[0.61, 1.74]
SORT-QUT Vil 2020 38 1261 33 1264 o] 1.15[0.73, 1.83]
BIOFLOW=VI, 2020 1 220 0 220 t -3 300[0.12, 73.24)
BIONYX, 2020 20 1245 12 1243 p——r 1.66[0.82, 3.39]
SORT-0UT IX, 2020 29 1579 16 1572 — 1.80(0.98, 3.31]
TALENT, 2021 g 720 1 715 — 0.81[0.34, 1.95]
BIOSTEMI, 2021 19 549 21 651 — 091049, 167]
Random effects model for cardiac death (p = 0.424) ’ 1.07 [0.90, 1.27]
Q1 =9.93. df = 15, p for heterogeneity = 0.82, I = 0.0%; Prediction interval -0.10 - 0.24
Risk of non-cardiac death
DESSOLVE Il, 2015 [ 123 4 61 — 074[0.22, 254]
BIOFLOW-II, 2018 g 298 10 154 b 047[0.19, 1.12]
BIOSCIENCE, 2018 58 1063 29 1056 = 1.99[1.28, 3.08]
meriT-V, 2018 1 170 0 86 | B 1.53[0.08, 37.08]
BIOFLOW-IV, 2019 [ 385 3 190 e 0.99[0.25 3.90]
BIO-RESORT, 2019 29 1169 3 1173 s 0.94[0.57, 1.55]
ORIENT, 2019 7 250 1 122 —» 3.42[0.43, 27.46)
PRISON-IV, 2019 2 165 5 165 —— 0.40[0.08, 2.03]
BIOFLOW-V, 2020 17 884 12 450 — 072[0.35 1.50]
DESSOLVE Ill, 2020 28 703 23 593 =i 1.20[0.70, 2.06]
SORT-OUT VII, 2020 50 1261 41 1264 fomf 1.22[0.81, 1.83]
BIOFLOW-VYI, 2020 1 220 0 220 I B 300[0.12, 73.24]
BIONYX, 2020 27 1245 23 1243 = 1.17[0.68, 2.03]
SORT-OUT IX, 2020 14 1579 15 1572 —— 093[0.45 192]
TALENT, 2021 g 720 10 715 B 0.89[037, 219
BIOSTEMI, 2021 8 649 4 851 ] 201[061, 663]
Random effects model for non—cardiac death (p = 0.397) . 1.10[0.88, 1.38]
Q= 17.43, df = 15, p for heterogeneity = 0.28, I = 23,79; Prediction interval -0.37 — 0.57 :
[ T T T 1
0.04 02 1 5 25
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Figure 6 Risk of death at latest follow-up.
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Ultrathin strut vs. conventional thin strut

ultrathin-strut DES (P=0.008) is improved compared with the
Bangalore repor't,7 the 95% Cl was still wide, consistent with a reduc-
tion in TLF ranging from 4% to 24%. The composite endpoint of TVF
at latest follow-up was also reduced by 15% with ultrathin-strut DES,
with similar magnitude of risk reductions before and after 1 year.

The reductions in TLF and TVF with ultrathin-strut DES were
driven by relative 25% and 16% reductions in CD-TLR and CD-
TVR, respectively, favouring ultrathin-strut DES both before and
after 1year. In contrast, there were no significant differences be-
tween stent types in the risk of MI. These findings vary from those
from the prior meta-analysis by Bangalore and colleagues’ in which
the reduction in TLF between stent types was driven by a lower
risk of Ml with no difference in repeat revascularization.
Mechanistically, thicker strut dimensions increase vascular injury,
flow separation, and stagnation, thereby modulating thrombogen-
icity and neointimal hyperplasia.** Increasing strut thickness is also
associated with delayed or impaired endothelialization (in part
related to these flow disturbances®), which may also promote
increased neointimal formation.*® The independent impact of strut
thickness on angiographic neointimal hyperplasia and clinical resten-
osis after bare-metal stents was previously demonstrated in the
ISAR-STEREO trials.>*’ Despite the smaller amount of neointimal
hyperplasia and lower CD-TLR rates after 2nd-generation thin-
strut DES compared with 1st-generation DES or bare-metal stents,
the present report confirms that further reducing strut thickness
to <70 um has a favourable effect on freedom from repeat revas-
cularization. As the present outcomes were consistent across sub-
groups, the absolute benefit of ultrathin-strut DES would be
expected to be greatest in patients (e.g. diabetics) and lesions (e.g.
small vessels, diffuse disease) at high risk for restenosis.

In the present study, there was no significant difference in the risk
of Ml between stent types, either at latest follow-up or before or
after 1year. This was true for TV-MI as well as any MI. However, the
point estimates favoured ultrathin-strut DES, and a small difference in
MI between stent types cannot be excluded. Similarly, the difference
in ST between stent types did not reach statistical significance, al-
though given the point estimate again favouring ultrathin-strut DES
(RR 0.87), a small reduction in ST might have emerged had more
events accrued.

Thus, ultrathin-strut DES were associated with early and late
reductions in CD-TLR with numerically fewer Ml and ST events.
Nonetheless, ultrathin-strut DES were associated with a non-signifi-
cant 11% increase in the risk of all-cause mortality compared with
conventional 2nd-generation thin-strut DES, with minimal hetero-
geneity between trials. Given the numerically lower rates of ST, TV-
MI, any Ml, and CD-TLR with ultrathin-strut DES (all of which have
been associated with reductions in subsequent mortality after stent

implantation), "2

the mechanism(s) underlying a plausible increase
in all-cause death is uncertain, especially as the difference was driven
by greater non-cardiac mortality occurring within 1year after im-
plantation. Considering individual trials, all-cause death was signifi-
cantly increased with the ultrathin-strut Orsiro stent in the
BIOSCIENCE trial at 5-year follow-up'® and with the ultrathin-strut
Supraflex stent in the TALENT trial at 1-year follow-up,?® but not at
2-year follow-up.4° In the BIOSCIENCE trial, the excess in all-cause
mortality was driven by greater non-cardiac deaths, specifically with
more patients dying from cancer in the Orsiro arm. The 1-year

mortality difference observed in the TALENT trial was believed to be
a chance finding related to a lower-than-expected all-cause death
rate in the control (Xience) stent arm (0.6%), a hypothesis that
appears to be confirmed with the 2-year results. Nevertheless, the
present analysis demonstrates numerically greater all-cause mortality
with ultrathin-strut DES with directional associations of increased
cardiac and non-cardiac mortality. The upper limit of the 95% ClI for
all-cause mortality was 0.98, and the number of events required to
shift the P-value to beyond the threshold for statistical significance is
estimated to possibly only be 4 (although this number itself should be
interpreted with caution as not all trials included had 1:1 randomiza-
tion between arms, which is a prerequisite for the calculation of the
fragility index, or reverse fragility index). Longer-term follow-up from
the present trials, and ideally additional randomized studies, are ne-
cessary to clarify this uncertainty.

Twelve of the 16 trials included in our analysis used the 60 um co-
balt-chromium  bioabsorbable-polymer-based  sirolimus-eluting
Orsiro stent as the ultrathin-strut DES, and 10 of the trials used the
81 um cobalt-chromium durable polymer-based everolimus-eluting
Xience stent as the thin-strut DES control. Interaction tests for both
the ultrathin and the control stent type were negative for all out-
comes, suggesting that the strut thickness rather than specific stent
type drove the observed differences in outcomes. Nor were signifi-
cant interactions for the primary outcome of TLF demonstrated be-
tween the stent type and any of the subgroups tested. However,
these analyses should be interpreted with caution as not all trials pro-
vided detailed subgroup data, introducing selection bias and increas-
ing the likelihood of type Il error.

Limitations

This was a study-level meta-analysis, and as such is limited by the
scope and shortcomings of each individual trial. Inter-study variability
in the definitions of MI, TLF, and TVF were present in a few of the tri-
als, which may have added some imprecision to our results, although
statistical heterogeneity was generally low for most analyses. A
pooled individual patient data analysis of these studies would prove
useful in enabling more granular subgroup analyses, multivariable ana-
lysis to reduce variability from observed differences, and affording a
structure to examine the temporal relationships in outcomes with
greater accuracy. Second, HRs are often considered the most appro-
priate method for analysing time-to-event data, but most trials did
not report their outcomes using this metric. The secondary analyses
using this methodology, while included for completeness, are thus of
limited utility. Instead, we assessed the primary outcome using RRs
from individual event counts provided by the trials. Such effect sizes
may be influenced by the follow-up time points. To address this (and
recognizing the typical differential in risk after stent implantation be-
yond 1year), we provided analyses for early (<1 year) and later (>1
year) events when reported, for which the P-values for interaction
were non-significant. However, we were not able to landmark events
at 1year to specifically evaluate outcomes in the late period. To fur-
ther address variable follow-up duration, we assessed the impact of
follow-up duration on clinical outcomes as a regression analysis, with
no evidence of a significant moderating effect on any clinical out-
comes. We also performed additional sensitivity analysis including
IRRs, which were consistent with our primary analyses.
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A variety of stent types were used in both the ultrathin group and
the control group, although the most common ultrathin-strut stent
was Orsiro and the most common control stent was Xience. We
tested for an effect of stent type within both the ultrathin-strut group
and the control group, and the statistical tests for interaction were
non-significant in both groups. The Orsiro stent has thicker struts for
larger stent diameters (>3.5 mm). However, the median reference
vessel diameters or maximum implanted stent diameters did not ex-
ceed 3.5mm in any of the included trials, and in the majority, the
mean reference vessel diameters were below 3.0 mm with standard
deviations of 0.4-0.5mm. We therefore believe that the use of
3.5 mm Orsiro stents would have been in a small minority of patients,
likely under 10% of the total included patients. Individual patient data
could help to clarify this further.

Finally, to avoid bias from measured and unmeasured confounders,
our study was limited to randomized trials, which by their nature
included a selected cohort of patients, introducing concerns of gener-
alizability. However, several of the individual studies were of an ‘all-
1819.28,30.33.3438 and collectively, the 16 trials recruited
a broad cross-section of patients including those with acute coronary

comers’ design,
syndrome and complex CAD.

Conclusions

In the present meta-analysis of 16 trials randomizing 20 701 patients
and with a mean follow-up of 2.5years, ultrathin-strut DES were
associated with a modestly reduced long-term risk of TLF and TVF
compared with conventional 2nd-generation thin-strut DES, the dif-
ferences driven by lower rates of CD-TLR and CD-TVR. There were
no significant differences in the risks of Ml, ST, cardiac death, or all-
cause mortality.

Supplementary material

Supplementary material is available at European Heart Journal online.
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The data underlying this article are available in the article and in its
online supplementary material.
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