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Abstract
Aims: Bioabsorbable polymer drug-eluting stents (DES) may reduce the inflammation and delayed heal-
ing associated with some permanent polymer-coated DES. Whether late clinical outcomes are improved, 
particularly among patients with medically treated diabetes, is unknown. Therefore, we analysed out-
comes from a pre-specified substudy of the EVOLVE II trial to evaluate the safety and effectiveness of the 
SYNERGY stent in patients with diabetes mellitus.

Methods and results: SYNERGY is a thin-strut, platinum-chromium everolimus-eluting stent with an 
ultra-thin bioabsorbable poly(DL-lactide-co-glycolide) abluminal polymer. The EVOLVE II randomised, 
controlled trial proved the non-inferiority of the SYNERGY versus the PROMUS Element Plus stent for 
one-year target lesion failure (TLF: ischaemia-driven target lesion revascularisation [ID-TLR], target ves-
sel myocardial infarction [TVMI], or cardiac death). The pre-specified EVOLVE II diabetes substudy pro-
spectively pooled randomised patients with diabetes (N=263) with a sequential single-arm diabetic cohort 
(n=203). The substudy primary endpoint was one-year TLF compared with a pre-specified performance 
goal (14.5%). The primary endpoint occurred in 7.5% of SYNERGY-treated patients with diabetes, signi-
ficantly less than the performance goal (p<0.0001). The two-year rate of TLF was 11.2% (cardiac death 
1.5%, TVMI 6.4%, ID-TLR 6.8%) and definite/probable stent thrombosis occurred in 1.1% of patients.

Conclusions: The EVOLVE II diabetes substudy demonstrates the efficacy and safety of the SYNERGY 
stent in patients with medically treated diabetes. Clinical Trial Registration Information: NCT01665053 
(http://clinicaltrials.gov/)
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Abbreviations
ARC Academic Research Consortium
BMS bare metal stent
DES drug-eluting stent
EES everolimus-eluting stent
ID-TLR ischaemia-driven target lesion revascularisation
MI myocardial infarction
NSTEMI non-ST-elevation myocardial infarction
PCI percutaneous coronary intervention
PG performance goal
PLGA poly(DL-lactide-co-glycolide)
PVDF-HFP polyvinylidene fluoride and hexafluoropropylene
QCA quantitative coronary angiography
RCT randomised controlled trial
RVD reference vessel diameter
ST stent thrombosis
TLF target lesion failure
TVF target vessel failure
TVMI target vessel myocardial infarction
ULN upper limit of normal

Introduction
Patients with diabetes mellitus are at increased risk for adverse 
ischaemic events following percutaneous coronary intervention 
(PCI), including myocardial infarction (MI), stent thrombosis and 
restenosis1,2 due to a higher level of underlying vascular inflamma-
tion, the presence of a prothrombotic state, as well as more complex 
clinical and angiographic features3,4. Furthermore, both periproce-
dural and late clinical outcomes following PCI in patients with dia-
betes have been correlated with the severity of diabetes (as reflected 
by treatment regimen: insulin versus no insulin)2,5 as well as the 
level of glucose control (as reflected by HbA1c or fasting blood 
glucose levels)6,7. Although iterations in metallic drug-eluting stents 
(DES), including novel metal alloy composition, reduced strut 
thickness and improved polymer biocompatibility and/or resorption, 
have improved outcomes compared with early-generation DES8,9, 
concerns remain regarding incomplete endothelial coverage/stent 
healing, polymer hypersensitivity, neoatherosclerosis and stent frac-
ture10-12. Importantly, the presence of diabetes remains a significant 
independent predictor of target lesion failure (TLF; composite 
occurrence of cardiac-related death, target vessel MI [TVMI] and 
ischaemia-driven target lesion revascularisation [ID-TLR]) events 
following PCI with second-generation everolimus-eluting stents 
(EES) as well as bioresorbable vascular scaffolds2,13. Recently, 
the SYNERGY™ bioresorbable polymer everolimus-eluting stent 
(Boston Scientific, Marlborough, MA, USA) demonstrated compar-
able one and two-year rates of TLF when compared with the per-
manent polymer (PVDF-HFP) EES14. Furthermore, the rate of stent 
thrombosis beyond 24 hours post PCI (to two years) was extremely 
low following SYNERGY implantation. Whether the presence of 
diabetes differentially affects clinical outcomes associated with 
specific DES types is not known and has been the subject of 
debate. Thus, a pre-specified, formal substudy of the EVOLVE II 

trial was performed to evaluate the safety and effectiveness of the 
SYNERGY stent in patients with diabetes mellitus.

Editorial, see page 1927

Methods
The EVOLVE II diabetes substudy is a prospective, multicentre study 
conducted as part of the EVOLVE II (registered at www.clinicaltri-
als.gov, identifier: NCT01665053) randomised, controlled, single-
blind, non-inferiority trial described previously14. As pre-specified, 
the EVOLVE II diabetes substudy pooled patients with diabetes: 
1) randomised to the SYNERGY arm of the EVOLVE II randomised 
controlled trial (RCT), and 2) enrolled in the non-randomised single-
arm diabetes study following completion of EVOLVE II RCT enrol-
ment. The study was conducted in accordance with the US Food 
and Drug Administration’s Guidance for Industry E6 Good Clinical 
Practice: Consolidated Guidance, the Declaration of Helsinki, the 
International Conference on Harmonisation, and all local regulations, 
as appropriate. Institutional review boards at each centre approved 
the study protocol and all patients provided written informed con-
sent before performance of any study-specific tests or procedures.

DEVICE DESCRIPTION
The SYNERGY everolimus-eluting stent consists of a thin-strut 
(74 μm), platinum-chromium stent platform with an ultra-thin 
(4 mm) bioabsorbable poly(DL-lactide-co-glycolide) polymer 
(PLGA) which elutes everolimus and is applied to the abluminal 
surface. Everolimus is eluted within 90 days and polymer resorp-
tion is usually complete within four months14,15.

PATIENT SELECTION, PROCEDURE, AND FOLLOW-UP
Patients in the EVOLVE II diabetes substudy were eligible to par-
ticipate if they had medically treated diabetes and met the inclu-
sion/exclusion criteria for the EVOLVE II RCT14. Per protocol, 
patients were treated with a P2Y12 inhibitor for at least six months 
following the index procedure. After the first year of follow-up, 
only patients who received study stents were followed (to five 
years after the index procedure).

ENDPOINTS
The primary endpoint for the EVOLVE II diabetes substudy was the 
rate of 12-month TLF, with TVMI defined as CK-MB >3x the upper 
limit of normal (ULN). Additional clinical endpoints included indi-
vidual components of TLF, target vessel failure (TVF: all deaths, all 
MI and target vessel revascularisation), all-cause death, and stent 
thrombosis (ST: defined by the Academic Research Consortium 
[ARC] definite or probable criteria)14,16. All major adverse cardiac 
events (MACE) were adjudicated by an independent clinical events 
committee. Ongoing dynamic data safety monitoring by an inde-
pendent data monitoring committee was performed. All procedural 
and follow-up angiograms up to two years were systematically 
assessed for longitudinal stent deformation by an independent quan-
titative coronary angiographic (QCA) core laboratory (Beth Israel 
Deaconess Medical Center, Boston, MA, USA).
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STATISTICAL METHODS
The primary endpoint was 12-month TLF compared to a perfor-
mance goal (PG) of 7% based on previous experience with everoli-
mus-eluting stents in patients with diabetes17-20. The EVOLVE II 
non-Q-wave MI definition was based on CK-MB >3x ULN and 
would result in higher rates of non-Q-wave MI compared to sev-
eral studies used to derive the PG. An analysis of prior trials 
where both CK and CK-MB were measured estimated that this 
lower threshold definition would increase the observed MI rate 
by ~3%21,22, leading to an expected one-year TLF rate of 10% 
(7.0%+3.0%). Both the PG and the 4.5% margin were developed 
in collaboration with the US Food and Drug Administration. The 
4.5% margin represents 45% of the expected TLF rate and is con-
sistent with non-inferiority margins used in previous indication 
expansion studies23,24. Thus, the PG was set at 14.5% (10%+delta 
4.5%). Enrolment of 460 patients would provide 80% power. 
Comparisons were made using a one-group Clopper-Pearson test25 
to determine if SYNERGY attained less than the pre-specified 
PG with respect to 12-month TLF (one-sided p<0.025 for signifi-
cance). Clinical outcomes to two years were analysed by acute 
coronary syndrome (ACS) versus stable ischaemic heart disease 
status and stent type (SYNERGY or PROMUS Element™ Plus; 
Boston Scientific). PROMUS Element Plus patients were derived 
solely from the RCT cohort. Continuous variables were estimated 
as mean±standard deviation and compared with the use of the 
Student’s t-test. Discrete variables were reported as counts and 
percentages; cumulative event rates were estimated by the Kaplan-
Meier method.

Results
PATIENTS AND ENROLMENT
Patients with diabetes randomised to the SYNERGY arm in the 
EVOLVE II RCT (263 patients enrolled at 125 sites in 16 coun-
tries between November 2012 and August 2013) were pooled with 
patients enrolled in the single-arm diabetes study (203 patients 
from 48 sites in 12 countries between August and December 2013) 
for a total of 466 patients with diabetes with intention to be treated 
with SYNERGY stents (Figure 1). Follow-up at 12 months was 
available in 97.6% of patients (455/466); four patients withdrew 
consent and seven patients missed their 12-month clinical visit. At 
two-year follow-up, the pre-specified safety cohort (those patients 
who received a SYNERGY stent) was analysed. Three patients 
were not included in the safety cohort as they did not receive the 
SYNERGY stent, five patients withdrew consent, and 10 patients 
missed their two-year visit, resulting in complete follow-up being 
available in 96.8% of patients.

Baseline demographics and clinical characteristics of patients 
in the EVOLVE II diabetes substudy are shown in Table 1. Mean 
age was approximately 65 years, nearly 30% of patients were 
female, and 37.3% were treated with insulin. Baseline QCA 
parameters are shown in Table 2. Technical and clinical proce-
dural success was high (Table 3). Longitudinal stent deformation 
was observed in one PROMUS Element Plus stent used to treat 

Diabetic subjects in the
SYNERGY arm of the EVOLVE II

RCT
N=263

Diabetic subjects in the 
diabetes single-arm study

N=203

EVOLVE II diabetes substudy
Intent-to-treat population

0-12 month pre-specified analysis set
N=466

No study stent implanted
N=3

12-month clinical follow-up
97.6% N=455/466

Safety analysis population
Patients without a study stent are not followed after 12 months

N=463

Withdrew consent N=5
Missed 2-year visit N=10

2-year clinical follow-up
96.8% N=448/463

Figure 1. Patient disposition in the EVOLVE II diabetes substudy.

Table 1. Baseline clinical characteristics of the study population.

Variable* SYNERGY (N=466 patients)

Male, % 70.2

Age, mean±SD (yrs) 64.8±9.7

Caucasian, % 75.3

Weight, mean±SD (lbs) 201.0±45.7

Smoking, ever, % 59.6

Current smoker, % 16.6

Insulin-requiring diabetes, % 37.3

Hyperlipidaemia¶, % 84.5

Hypertension¶, % 88.8

History of PCI, % 41.8

History of CABG, % 7.5

History of CHF, % 10.3

Prior MI, % 25.3

Stable angina, % 51.7

Unstable angina, % 35.6

Silent ischaemia, % 20.6

NSTEMI indication at procedure, % 26.2

*based on an intent-to-treat analysis; ¶medically treated.

a patient assigned to SYNERGY (randomisation error) and no 
longitudinal stent deformation was observed in any SYNERGY 
stent (Table 3). Dual antiplatelet therapy (aspirin plus a P2Y12 
inhibitor) adherence was 99.1% at discharge, 96.9% at six 
months, 86.1% at 12 months and 46.0% at two years. Aspirin 
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adherence was 99.6% at discharge, 98.0% at six months, 97.5% 
at 12 months, and 96.6% at two years. Although the predomi-
nant P2Y12 inhibitor was clopidogrel, at discharge, six months, 
12 months and two years prasugrel adherence was 17.5%, 
14.2%, 11.7% and 4.6%, respectively, while ticagrelor adherence 
was 10.4%, 9.1%, 8.1% and 3.0%, respectively.

PRIMARY ENDPOINT
The primary endpoint of 12-month TLF was met in both intent-
to-treat (TLF 7.5%, one-sided 97.5% upper confidence limit 
[UCL]=10.4%) as well as per-protocol analyses (TLF 7.4%, 

Table 2. Baseline angiographic characteristics of the study population.

Variable*
SYNERGY 

(N=466 patients) 
(N=589 lesions)

Target lesions 1.26±0.51

2 lesions treated, % 20.0

3 lesions treated, % 3.2

Target lesion location¶ LAD, % 39.7

LCx, % 26.0

RCA, % 34.3

LM, % 0.0

RVD¶, mm 2.56±0.50

RVD <2.25 mm, % 27.2

MLD¶, mm 0.89±0.36

Diameter stenosis¶, % 65.47±11.70

Lesion length¶, mm 14.10±7.49

Length >20 mm, % 19.7

Modified AHA/ACC B2/C¶, % 74.9

*based on an intent-to-treat analysis; per patient unless per lesion 
indicated with ¶.

Table 3. Procedural characteristics of the study population.

Variable*
SYNERGY (N=466 patients) 

(N=589 lesions)

Technical success¶ 98.8

Clinical procedural success* 95.9

Stents per target lesion¶ 1.30±0.56

Total stent length implanted¶, mm 21.62±8.78

Predilatation¶, % 97.8

Post-dilatation¶, % 57.4

Max pressure overall¶, atm 16.02±3.00

Longitudinal stent deformation§ 0.2

*based on an intent-to-treat analysis; per patient unless per lesion 
indicated with ¶; § occurred in a PROMUS Element Plus stent used 
in a SYNERGY assigned patient. Technical success: successful 
delivery and deployment of the study stent to the target vessel, 
without balloon rupture or stent embolisation, and post-procedure 
diameter stenosis of <30% in two near-orthogonal projections with 
TIMI 3 flow in the target lesion; Clinical procedural success: 
post-procedure diameter stenosis <30% in two near-orthogonal 
projections with TIMI 3 flow in all target lesions without the 
occurrence of in-hospital cardiac death, MI, TVR.
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24

Figure 2. Primary endpoint analysis. A) The primary endpoint of 
12-month TLF. Outcomes in the intent-to-treat patient population are 
shown. B) Time-to-event rate of TLF in the safety cohort patient 
population at two years. The inset shows a one-year landmark 
analysis of TLF in the EVOLVE II diabetes substudy.

one-sided 97.5% UCL=10.2%) with both UCLs being significantly 
less (p<0.0001) than the 14.5% performance goal (Figure 2A)14. 
The time-to-event TLF rate at two years was 11.2% for patients 
with diabetes mellitus treated with SYNERGY in the EVOLVE 
II diabetes substudy and 9.4% for all SYNERGY stent-treated 
patients enrolled in the EVOLVE II trial (Figure 2B). The inset 
shows a one-year landmark analysis of TLF in the EVOLVE II 
diabetes substudy. The rate of TLF in PROMUS Element Plus-
treated patients with diabetes in the EVOLVE II RCT was 9.2%.

OTHER CLINICAL OUTCOMES
The individual components of TLF and other clinical endpoints at 
one and two-year follow-up are shown in Table 4 18. There were 
seven cardiac and six non-cardiac deaths, yielding a cardiac death 
rate of 1.5% in the EVOLVE II diabetes substudy. The overall rate 
of MI was 7.4% (6.4% were target vessel-related), with the major 
portion of MI being non-Q-wave MI (n=32); most non-Q-wave MI 
were periprocedural (Table 4). TLR occurred in 6.8% of patients 
(n=31) and non-TLR-TVR in 3.3% of patients (n=15). The rates of 
TLF and its components in PROMUS Element Plus-treated patients 
with diabetes were: TLF 9.2%, cardiac death 1.7%, target vessel-
related MI 5.0%, and TLR 5.0%. Five patients experienced a defi-
nite stent thrombosis within two years (1.1%) in the EVOLVE II 
diabetes substudy and there were no probable stent thromboses. 
Most stent thromboses occurred acutely (4/5 within 24 hours and 
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one on day 5 following the index procedure). There were no definite 
or probable late or very late ST in the EVOLVE II diabetes substudy.

The EVOLVE II diabetes substudy patient population was com-
plex and included 41% of patients with ACS (MI or unstable 
angina). At one year, TLF was increased in ACS patients with dia-
betes (10.5%) compared to non-ACS patients (4.7%, p=0.02); at 
two years, TLF was 17.6% in ACS patients vs. 6.0% of non-ACS 
patients (p=0.003). All clinical outcomes to two years by ACS sta-
tus and stent type (SYNERGY or PROMUS Element Plus) are 
shown in Table 5.

Discussion
This pre-specified, powered EVOLVE II substudy supports the 
efficacy and safety of the bioabsorbable polymer everolimus-elut-
ing SYNERGY stent in patients with diabetes mellitus. The major 
observations of this study include the following. 1) The powered 
primary endpoint of the study (TLF at one year) was met with 
one-sided 97.5% upper confidence limits significantly below the 
pre-specified PG in both intent-to-treat and per-protocol analyses. 
2) Overall rates of TLF, MI, ID-TLR and stent thrombosis appear 
remarkably low at one- and two-year follow-up despite the clinical 
and angiographic complexity of the study population. In this regard, 
rates of TLF at one and two years following SYNERGY stent treat-
ment in the diabetic substudy (7.5% and 11.2%, respectively, by 
ITT) appear comparable to those observed in the overall population 
of SYNERGY stent-treated patients (6.7% and 9.4%, respectively) 
enrolled in the EVOLVE II trial18. This observation is remarkable 

Table 5. Clinical endpoints at 2 years by ACS status and stent type.

SYNERGY (N=466 patients)

Variable ACS (n=221) Non-ACS (n=245)

Death, % 4.2% (9/216) 1.7% (4/235)

Cardiac death, % 2.8% (6/216) 0.4% (1/235)

MI (overall), % 12.0% (26/216) 3.8% (9/235)

Related to the target vessel 10.6% (23/216) 3.0% (7/235)

Q-wave MI 1.4% (3/216) 0.0% (0/235)

Related to the target vessel 0.9% (2/216) 0.0% (0/235)

Non-Q-wave MI 11.1% (24/216) 3.8% (9/235)

Related to the target vessel 9.7% (21/216) 3.0% (7/235)

TVR, % 13.9% (30/216) 3.8% (9/235)

TLR, % 11.1% (24/216) 3.0% (7/235)

Non-TLR TVR, % 5.1% (11/216) 1.7% (4/235)

TVF, % 20.4% (44/216) 8.1% (19/235)

Stroke, % 2.8% (6/216) 1.7% (4/235)

ARC stent thrombosis, %

Definite/probable, % 2.3% (5/216) 0.0% (0/235)

Definite, % 2.3% (5/216) 0.0% (0/235)

Probable, % 0.0% (0/216) 0.0% (0/235)

EVOLVE II RCT PROMUS Element  
Plus (N=258)

ACS (n=120) Non-ACS (n=138)

Death, % 3.7% (4/107) 2.3% (3/131)

Cardiac death, % 1.9% (2/107) 1.5% (2/131)

MI (overall), % 4.7% (5/107) 5.3% (7/131)

Related to the target vessel 4.7% (5/107) 5.3% (7/131)

Q-wave MI 0.9% (1/107) 0.0% (0/131)

Related to the target vessel 0.9% (1/107) 0.0% (0/131)

Non-Q-wave MI 3.7% (4/107) 5.3% (7/131)

Related to the target vessel 3.7% (4/107) 5.3% (7/131)

TVR, % 11.2% (12/107) 7.6% (10/131)

TLR, % 4.7% (5/107) 5.3% (7/131)

Non-TLR TVR, % 6.5% (7/107) 3.1% (4/131)

TVF, % 15.0% (16/107) 13.0% (17/131)

Stroke, % 0.9% (1/107) 1.5% (2/131)

ARC stent thrombosis, %

Definite/probable, % 0.9% (1/107) 0.0% (0/131)

Definite, % 0.9% (1/107) 0.0% (0/131)

Probable, % 0.0% (0/107) 0.0% (0/131)

Numbers are % (n) and are based on ITT analysis at 1 year and per 
protocol analysis at 2 years. Binary rates were used. The analysis of 
2-year clinical outcomes by ACS status and stent type was post hoc and 
not powered.

Table 4. Clinical endpoints at 1 and 2 years.

Variable
SYNERGY (N=466 patients)

1 year 2 years

Death, % 1.3% (6/455) 2.9% (13)

Cardiac death, % 0.7% (3/455) 1.5% (7)*

MI (overall), % 5.9% (27/455) 7.4% (34)

Related to the target vessel 4.8% (22/455) 6.4% (29)

Q-wave MI 0.4% (2/455) 0.7% (3)

Related to the target vessel 0.4% (2/455) 0.4% (2)

Non-Q-wave MI 5.5% (25/455) 7.0% (32)

Related to the target vessel 4.4% (20/455) 5.9% (27)

TVR, % 5.3% (24/455) 8.6% (39)

TLR, % 4.4% (20/455) 6.8% (31)

Non-TLR TVR, % 1.8% (8/455) 3.3% (15)

TVF, % 8.6% (39/455) 13.6% (62)

Stroke, % 0.9% (4/455) 2.2% (10)

ARC stent thrombosis, %

Definite/probable, % 1.1% (5/455) 1.1% (5)

Definite, % 1.1% (5/455) 1.1% (5)

Probable, % 0.0% (0/455) 0.0% (0)

Numbers are % (n) and are based on ITT analysis at 1 year and per 
protocol analysis at 2 years. Binary rates were used at 1 year and 
Kaplan-Meier event rates were analysed at 2 years. *Two deaths were 
due to unknown cause and were considered cardiac-related per protocol.

in the context of the rather large percentages of patients with dia-
betes mellitus in the current analysis who required insulin treatment 
(37%), had NSTEMI (26%) as the indication for PCI or had multi-
ple target lesions treated (23%). This level of clinical complexity is 
further compounded by angiographic (QCA) characteristics which 
include the prevalence of very small target vessels (<2.25 mm 
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reference vessel diameter [RVD]) in 27%, long target lesion length 
(>20 mm) in 20%, and complex target lesion morphology (modified 
AHA/ACC B2/C criteria) in 75% of patients with diabetes, respec-
tively. Indeed, each of these clinical and angiographic characteristics 
has been identified by previous studies as a significant independent 
predictor of stent thrombosis and/or ID-TLR26,27. Despite the high 
prevalence of insulin treatment, acute myocardial infarction and 
very small vessels, stent thrombosis was not observed beyond the 
first five days following SYNERGY stent deployment. This obser-
vation is consistent with the absence of late or very late thrombosis 
to two-year follow-up after SYNERGY stent deployment in both 
the overall EVOLVE II trial as well as the EVOLVE first human use 
experience28 up to five years, and may reflect more rapid and com-
plete stent healing with this device28. The absence of late/very late 
stent thrombosis in the present cohort is striking, although the play 
of chance for a low frequency adverse outcome cannot be excluded. 
The SYNERGY stent incorporates multiple design elements spe-
cifically aimed towards rapid and complete stent coverage/heal-
ing and reduced thrombosis, including thin, platinum-chromium 
(PtCr) metal alloy struts, ultra-thin PLGA polymer limited to the 
abluminal strut surface and rapid polymer resorption within four 
months14,15. Abluminal-only polymer distribution (versus confor-
mal) has been demonstrated to enhance the time course and extent 
as well as the function and maturation of endothelial cell stent cov-
erage15,29. Similarly, bare metal PtCr enhanced endothelial coverage 
and reduced platelet adhesion and activation when compared in cell 
assay with PtCr covered by permanent PVDF polymer29,30. Finally, 
the time course of polymer resorption may influence the occurrence 
of thrombotic events as well as the required duration of dual anti-
platelet therapy. In the recent PANDA III randomised trial compar-
ing two bioresorbable polymer, sirolimus-eluting metallic DES, the 
device with more rapidly absorbed (three months) PLGA polymer 
had significantly fewer stent thromboses at one-year follow-up than 
the device with more slowly resorbed (nine months) PLA polymer31. 
In the EVOLVE II trial, stent thrombosis was not observed after 
the first week following PCI regardless of diabetic status or clinical 
complexity. In the Swedish Angiography and Angioplasty Registry 
(SCAAR), definite stent thrombosis was not observed beyond 
six months following SYNERGY stent deployment regardless of 
whether PCI was performed for acute coronary syndrome indication 
or not. Stent thrombosis occurring in the acute/subacute time frame, 
as observed in the present study, most often reflects mechanical or 
technical issues of underexpansion, malapposition, necrotic core 
plaque prolapse and/or unrecognised stent marginal dissection that 
may, at least in part, be mitigated by improved deployment tech-
nique32. The results of the current analysis of patients with diabetes 
mellitus, although promising, will need to be replicated in larger 
groups of high-risk patients over even longer periods of time.

Study limitations
Several potential study limitations should be noted. First, this study 
is a single-arm evaluation without a randomised comparator. The 
results observed with SYNERGY, although promising, cannot be 

compared with other stent platforms. Second, this study pools two 
separate groups of patients (one randomised to SYNERGY, one 
not randomised). Importantly, both groups of patients with diabe-
tes were subject to the same clinical and angiographic enrolment 
criteria, under the same protocol with the same central, inde-
pendent clinical events committee (CEC) adjudication of events. 
Consecutive (non-randomised) treatment of patients with diabetes 
using the SYNERGY stent was performed to enrich the statistical 
power of this study subpopulation with specific intent to expand the 
label for this device. Third, the analysis of two-year clinical out-
comes by ACS status and stent type was post hoc and not powered. 
Finally, complete follow-up is limited to two years at this time.

Conclusions
This pre-specified, powered substudy of patients with diabe-
tes mellitus treated with the SYNERGY stent supports the effi-
cacy and safety of this device to two-year follow-up and supports 
an expanded indication for SYNERGY in this high-risk patient 
cohort.

Impact on daily practice
This pre-specified, powered EVOLVE II trial substudy in 
patients with medically treated diabetes mellitus demonstrates 
the efficacy and safety of the SYNERGY stent and supports 
an expanded indication of SYNERGY to include this complex 
patient subgroup.
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