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Introduction

In the meta-analysis of randomised clinical trials comparing
the safety and efficacy of a biodegradable polymer drug-elut-
ing stent (BP-DES) as compared with new-generation durable
polymer drug-eluting stents (DP-DES), no significant differ-
ences were seen between BP-DES and DP-DES with a mean
follow-up duration of 26 months'. However, longer-term fol-
low-up would be required to evaluate the safety and efficacy
profiles of BP-DES compared to DP-DES considering the occur-
rence of stent-related adverse events not attenuating over time.
Therefore, we sought to evaluate the five-year clinical outcomes
of a biodegradable polymer biolimus-eluting stent (BP-BES) as
compared with new-generation durable polymer everolimus-
eluting stents (DP-EES) in the extended follow-up study from
NEXT (NOBORI Biolimus-Eluting versus XIENCE/PROMUS
Everolimus-eluting Stent Trial)?.

Methods

STUDY DESIGN, PATIENTS AND PROCEDURES

As previously described in detail, NEXT is a prospective, multi-
centre, randomised, non-inferiority trial comparing BP-BES with
DP-EES in Japan®>. Written informed consent was obtained from
all the study patients. The study was registered at ClinicalTrials.
gov (NCTO01303640). The extended follow-up study of NEXT
was designed with planned follow-up up to 10 years. All the cen-
tres were invited to participate in the extended study, but 20 cen-
tres refused to participate in the extended study (Supplementary
Appendix 1, Supplementary Appendix 2). Among a total of
3,241 patients for the entire NEXT study population from 98 centres,
2,568 patients (BP-BES 1,283 patients and DP-EES 1,285 patients)
with 3,229 lesions were included in the extended follow-up study
(Supplementary Figure 1). These 2,568 patients represent 79.2% of
the original patient population of the NEXT trial.
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Details of the study procedures have been described previ-
ously®. For the present analysis, the primary efficacy endpoint was
any target lesion revascularisation (TLR), while the primary safety
endpoint was a composite of death or myocardial infarction (MI).

STATISTICAL ANALYSIS

In the extended follow-up study, the non-inferiority margin for the
primary safety and efficacy endpoints was set as a hazard ratio
of 1.38 for the observed event rate in the DP-EES group®. The
study protocol was updated in line with this amendment. The pre-
sent analysis would yield 99% power to detect non-inferiority for
the primary safety endpoint and 87% power to detect non-inferi-
ority for the primary efficacy endpoint at a one-sided alpha level
of 0.025.

Results
The two groups of patients were generally well balanced in terms
of baseline clinical and lesion characteristics (Supplementary
Tahle 1).

Complete five-year follow-up was achieved in 2,408 patients
(93.8%) (Supplementary Figure 1). The cumulative incidence of
persistent discontinuation of dual antiplatelet therapy (DAPT)
was not significantly different between the BP-BES and DP-EES
groups (15.3% versus 14.2% at one year, and 61.5% versus
62.8% at five years, p=0.74) (Supplementary Figure 2). The
primary safety endpoint of death/MI occurred in 190 patients
(15.1%) in the BP-BES group, and in 208 patients (16.5%) in
the DP-EES group up to five years, demonstrating non-inferi-
ority of BP-BES to DP-EES (hazard ratio [HR] 0.91, 95% con-
fidence interval [CI]: 0.75-1.11), demonstrating non-inferiority

Table 1. Clinical outcomes at five years.

of BP-BES to DP-EES in terms of death/MI (p for non-inferior-
ity <0.0001). Testing for superiority was not statistically signi-
ficant (p for superiority=0.37) (Table 1, Supplementary Table 2,
Figure 1A). The primary efficacy endpoint of TLR occurred in
9.8% in the BP-BES group and in 9.3% in the DP-EES group,
demonstrating non-inferiority of BP-BES to DP-EES (HR 1.04,
95% CI: 0.8-1.34), demonstrating non-inferiority of BP-BES to
DP-EES in terms of TLR (p for non-inferiority=0.01). Testing
for superiority was not statistically significant (p for superior-
ity=0.79) (Table 1, Supplementary Table 2, Figure 1B). A sen-
sitivity analysis was conducted in 3,235 initially randomised
subjects of this trial. The cumulative five-year incidences of
death or MI and TLR were not significantly different between
the two groups (14.8% versus 16.2%, p=0.36 and 9.6% versus
8.7%, p=0.5, respectively) (Supplementary Figure 3).

Between one and five years, the cumulative incidences of death/
MI and TLR were not different between the two groups (Figure 2).
The cumulative incidence of definite stent thrombosis (ST) was
not different between the two groups (Supplementary Table 3).

In the subgroup analysis, the risk for death/MI and TLR was not
significantly different between the BP-BES and DP-EES groups in
any pre-specified subgroup (Supplementary Figure 4).

Discussion

The present study is the third randomised trial reporting five-
year clinical outcomes between BP-DES versus new-generation
DP-DES following the ISAR-TEST 4 and COMPARE 11 trials*>.
The present five-year results from NEXT were fully consist-
ent with those previous trials*. Taken together, new-generation
DES using biodegradable polymer and durable polymer would

No. of patients with at least one event

(cumulative incidence)

Biolimus-eluting stent| Everolimus-eluting

N=1,283

Univariate HR

(95% Cl) e

stent N=1,285

Death or myocardial infarction 190 (15.1%) 208 (16.5%) 0.91 (0.75-1.11) 0.37
Target lesion revascularisation 118 (9.8%) 114 (9.3%) 1.04 (0.8-1.34) 0.79
Target vessel revascularisation 173 (14.2%) 152 (12.4%) 1.15(0.92-1.43) 0.22
Coronary revascularisation 323 (26.5%) 309 (25.3%) 1.05 (0.9-1.23) 0.53
Death All-cause 146 (11.7%) 158 (12.6%) 0.93 (0.74-1.16) 0.51
From cardiac causes 53 (4.4%) 47 (3.9%) 1.13 (0.76-1.68) 0.54
Myocardial infarction | Any 64 (5.2%) 60 (4.8%) 1.07 (0.75-1.52) 0.72
Target vessel 45 (3.6%) 46 (3.7%) 0.98 (0.65-1.48) 0.91
Stroke 58 (4.8%) 68 (5.7%) 0.86 (0.6-1.21) 0.38
Bleeding TIMI major 56 (4.6%) 60 (5.0%) 0.94 (0.65-1.35) 0.73
TIMI minor/major 79 (6.5%) 78 (6.4%) 1.02 (0.75-1.4) 0.90
Stent thrombosis Definite 6 (0.49%) 4 (0.34%) 1.5(0.43-5.88) 0.52
Definite or probable 6 (0.49%) 4 (0.34%) 1.5(0.43-5.88) 0.52
Definite, probable or possible 34 (2.8%) 30 (2.5%) 1.14 (0.7-1.87) 0.60
Cl: confidence interval; HR: hazard ratio; TIMI: Thrombolysis In Myocardial Infarction
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BP-BES group
No. of patients with at least 1 event 77 104 131 161 190
No. of patients at risk 1,283 1203 1170 1,134 1058 1,009
Cumulative incidence 6.0% 81% 100% 127% 151%
DP-EES group
No. of patients with at least 1 event 71 100 137 171 208
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Cumulative incidence 5.5% 18% 107% 135% 16.5%
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1 2 3 4 5
Years after PCI

Interval Oday lyear 2years 3years 4years 5years
BP-BES group
No. of patients with at least 1 event 55 78 95 106 118
No. of patients at risk 1,283 1,192 1,138 1,083 1,004 947
Cumulative incidence 4.4% 6.2% 17% 86%  9.8%
DP-EES group
No. of patients with at least 1 event 63 84 97 102 114
No. of patients at risk 1,285 1,191 1,141 1,089 1,017 951
Cumulative incidence 5.0% 6.7% 18% - 82%  93%

Figure 1. Cumulative incidence of the primary endpoint events up to
five-year follow-up. A) Death or myocardial infarction. B) Target
lesion revascularisation. BP-BES: biodegradable polymer biolimus-
eluting stent; DP-EES: durable polymer everolimus-eluting stent;
PCI: percutaneous coronary intervention

have similar safety and efficacy outcomes up to five years. Both
biodegradable polymer and durable polymer might have achieved
parallel improvements using more biocompatible polymer than
used in first-generation DES. A very long-term follow-up study
of BP-DES relative to DP-DES up to 10 years would also provide
important information on the potential advantages of BP-DES
over DP-DES.

Limitations

First, the number of study participants was reduced from
3,235 patients to 2,568 patients in the current extended follow-up
study. However, the main reason for the reduced number of study
patients was not incomplete follow-up, but the dropout of 20 cen-
tres. Centre was incorporated as one of the stratification factors
for randomisation. Therefore, we believe that the reduction in the

Biodegradable or durable polymer coronary stent
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BP-BES group
No. of patients with at least 1 event 77 27 54 84 113
No. of patients at risk 1,283 1,203 1,170 1,134 1,058 1,009
Cumulative incidence 6.0% 2.3% 4.5% 7.1% 9.7%
DP-EES group
No. of patients with at least 1 event 71 29 66 100 137
No. of patients at risk 1,285 1,213 1,179 1,135 1,054 991
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Interval 0 day 1year 2years  3years dyears  5years
BP-BES group
No. of patients with at least 1 event 55 23 40 51 63
No. of patients at risk 1,283 1,192 1,138 1,083 1,004 947
Cumulative incidence 4.4% 2.0% 3.5% 4.5% 5.6%
DP-EES group
No. of patients with at least 1 event 63 31 34 39 51
No. of patients at risk 1,285 1,191 1,141 1,089 1,017 951
Cumulative incidence 5.0% 1.8% 2.9% 3.4% 4.5%

Figure 2. Cumulative incidence of the primary endpoint events
between one and five years by one-year landmark analysis. A) Death
or myocardial infarction. B) Target lesion revascularisation.
BP-BES: biodegradable polymer biolimus-eluting stent;

DP-EES: durable polymer everolimus-eluting stent;

PCI: percutaneous coronary intervention

number of study participants did not have much influence on the
study conclusion. Second, DAPT duration was longer than that
reported outside Japan. Based on our findings, we cannot exclude
that other BP-DES might show a better long-term outcome than
DP-DES in the future.

Conclusion

Safety and efficacy outcomes of Nobori® BP-BES (Terumo Corp.,
Tokyo, Japan) were non-inferior to those of XIENCE/PROMUS
DP-EES (Abbott Vascular, Santa Clara, CA, USA, and Boston
Scientific, Marlborough, MA, USA, respectively) five years
after stent implantation. Advantages of Nobori BP-BES over
DP-EES were not apparent even at five-year follow-up after stent
implantation.
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Impact on daily practice

There is a scarcity of data on the clinical outcomes of BP-BES
relative to DP-EES beyond three years after stent implantation.
Advantages of BP-BES over current-generation DP-EES were
not apparent up to five years and beyond one year after stent

implantation.
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Supplementary Table 1. Patient, lesion and procedural characteristics.

Biolimus-eluting Everolimus-eluting p-

stent stent value
N=1,283 N=1,285
Patient characteristics
Age, years 69.2+9.8 69.5+9.7 0.36
Age >=75 years 392 (31%) 449 (35%) 0.02
Male gender 982 (77%) 979 (76%) 0.83
Body mass index 24.1+3.5(1,278) 24.1+3.4(1,277)  0.90
Coexisting condition
Hypertension 1,035 (81%) 1,039 (81%) 0.91
Diabetes mellitus 619 (48%) 589 (46%) 0.22
Insulin-treated diabetes 143 (11%) 140 (11%) 0.84
Treated with oral medication only 336 (26%) 341 (27%) 0.84
Treated with diet therapy only 140 (11%) 108 (8.4%) 0.03
Dyslipidaemia 1,033 (81%) 1,024 (80%) 0.60

ESRD (eGFR <30 mL/min/1.73 m?)

L 32/1,279 (2.5%) 33/1,281 (2.6%) 0.91
not on haemodialysis

Haemodialysis 92 (7.2%) 67 (5.2%) 0.04

Atrial fibrillation 73 (5.7%) 93 (7.2%) 0.11

Anaemia (haemoglobin <11.0 g/dL) 170/1,282 (13%) 154/1,285 (12%) 0.33

Chronic obstructive pulmonary disease 22 (1.7%) 32 (2.5%) 0.17

Malignancy 87 (6.8%) 102 (7.9%) 0.26
Cardiac risk factor

Current smoker 236 (18%) 231 (18%) 0.78

Family history of coronary artery
230/1,258 (18%) 218/1,253 (17%)  0.56

disease
Prior myocardial infarction 372 (29%) 376 (29%) 0.88
Prior stroke 126 (9.8%) 149 (11%) 0.16
Heart failure 160 (12%) 147 (11%) 0.42

Peripheral vascular disease 127 (9.9%) 147 (11%) 0.21



Prior percutaneous coronary
intervention

Prior coronary artery bypass grafting

Clinical characteristics
Clinical presentation
Stable coronary artery disease
Unstable angina

Acute myocardial infarction

Left ventricular ejection fraction <30%

Multivessel disease
Target vessel location
Left main coronary artery
Left anterior descending coronary
artery
Left circumflex coronary artery
Right coronary artery
Bypass graft
Complexity of coronary artery disease
No. of treated lesions per patient
SYNTAX score
Number of patients analysed
Median (interquartile range)
Tertiles
Low (<23)
Intermediate (>=23 - <33)
High (>=33)
Medications
Aspirin
Thienopyridines
Clopidogrel
Ticlopidine
Statins

638 (50%)

64 (5.0%)

1,067 (83%)
154 (12%)
62 (4.8%)

28/1,114 (2.1%)

673 (52%)

41 (3.2%)
630 (49%)

305 (24%)
443 (35%)
9 (0.7%)

1.27+0.57

1,188
10 (6-17)

1,053 (89%)
105 (8.8%)
30 (2.5%)

1,282 (99.9%)
1,278 (99.6%)
1,127 (88%)
134 (10%)
1,001 (78%)

638 (50%)

65 (5.1%)

1,088 (85%)
142 (11%)
55 (4.3%)

19/1,110 (1.7%)

692 (54%)

41 (3.2%)
605 (47%)

347 (27%)
413 (32%)
13 (1.0%)

1.25+0.51

1,193
10 (6-16)

1,059 (89%)
100 (8.4%)
34 (2.9%)

1,280 (99.6%)
1,273 (99.1%)
1,156 (90%)
102 (8.0%)
990 (77%)

0.97

0.94

0.57

0.19

0.48

0.99

0.31

0.06
0.20
0.39

0.25

0.22
0.83

0.09
0.08
0.18

0.55



Beta-blockers 472 (87%) 468 (36%) 0.85
ACE-I/ARB 783 (61%) 802 (62%) 0.47
Calcium channel blockers 606 (47%) 578 (45%) 0.25
Nitrates 360 (28%) 316 (25%) 0.046
Coumadin 87 (6.8%) 102 (7.9%) 0.26
Lesion and procedural characteristics
Number of lesions treated 1,629 1,600
Before index procedure
) 19.6+13.2
Lesion length, mm 19.0+12.8 (1,470) 0.21
(1,475)
) 2.62+0.59
Reference vessel diameter, mm 2.62+0.56 (1,542) 0.97
(1,551)
. ) 0.77+0.43
Minimum lumen diameter, mm 0.76+0.42 (1,545) 0.35
(1,555)
_ ) 71.0+14.6
Percent diameter stenosis, % 71.3£14.6 (1,545) 0.61
(1,555)
Thrombus 28/1,555 (1.8%) 32/1,545 (2.1%) 0.58
Chronic total occlusion 134 (8.2%) 123 (7.7%) 0.57
In-stent restenosis 184 (11%) 170 (11%) 0.54
Culprit for STEMI 44 (2.7%) 40 (2.5%) 0.72
Bifurcation 689/1,556 (44%) 698/1,542 (45%)  0.58
Moderate or heavy calcification 334/1,556 (21%) 307/1,545 (20%)  0.27
Small vessel (reference vessel diameter,
945/1,551 (61%) 951/1,542 (62%)  0.67
<=2.75 mm)
Long lesion (lesion length >18 mm) 632/1,475 (43%) 597/1,470 (41%)  0.22
After index procedure
No. of stents used
Per patient 1.59+0.86 1.58+0.84 0.76
Per lesion 1.25+0.61 1.27+0.64 0.46
Total stent length, mm
Per patient 33.0+£20.8 32.4+20.9 0.52
Per lesion 26.0+16.0 26.1+17.0 0.88



Stent diameter, mm

Multivessel treatment

Direct stenting

Maximum stent inflation pressure, atm
Post-dilatation

Bifurcation 2-stent approach

Intravascular ultrasound use
Received study stent only
Minimum lumen diameter, mm

In-stent

In-segment

Percent diameter stenosis, %

In-stent
In-segment

Acute gain, mm

In-stent

In-segment

Duration of procedure, minutes

Successful outcome
Lesion success by any treatment
modality

Lesion success by study stents (acute

device success)
Procedural success (patient level)

Staged PCI procedures

2.87+0.68
159/1,283 (12%)
325/1,568 (21%)
17.3+4.6 (1,568)
1,201 (74%)

22 (1.4%)

1,438 (88%)
1,547/1,557
(99.4%)

2.51+0.47
(1,550)
2.09+0.56
(1,556)

9.7+7.7 (1,550)
21.9+12.1
(1,556)

1.73+0.5 (1,549)
1.32+0.54
(1,555)
72.3+44.5
(1,283)

1,621 (99.5%)

1,551/1,557
(99.6%)
1,242/1,283
(96.8%)
340/1,283 (27%)

2.86+0.65
150/1,285 (12%)
309/1,548 (20%)
17.0+4.5 (1,548)
1,165 (73%)

17 (1.1%)

1,395 (87%)
1,536/1,541
(99.7%)

2.47+0.45 (1,535)

2.07+0.52 (1,540)

10.0+7.8 (1,535)

21.2+11.3 (1,540)

1.71+0.5 (1,535)

1.31+0.53 (1,540)

71.1+44.4 (1,285)

1,587 (99.2%)

1,537/1,541
(99.7%)
1,242/1,285
(96.7%)
339/1,285 (26%)

0.64
0.58
0.60
0.06
0.56
0.45
0.35

0.20

0.04

0.45

0.64

0.08

0.24

0.92

0.48

0.25

0.54

0.83

0.95




ACE-I: angiotensin-converting enzyme inhibitor; ARB: angiotensin receptor blockers;
eGFR: estimated glomerular filtration rate; ESRD: end-stage renal disease; PCI:
percutaneous coronary intervention; STEMI: ST-segment elevation myocardial

infarction; SYNTAX: Synergy Between Percutaneous Coronary Intervention With
Taxus and Cardiac Surgery



Supplementary Table 2. Clinical outcomes at 5 years.

) ) Univariate  p-
No. of patients with at least one event
HR value
(cumulative incidence) (95% ClI)
Biolimus-eluting  Everolimus-eluting
stent stent
N=1,283 N=1,285
o ) 0.91 (0.75-
Death or myocardial infarction 190 (15.1%) 208 (16.5%) 1.11) 0.37
Target lesion revascularisation
1.04 (0.8-
Any 118 (9.8%) 114 (9.3%) 0.79
1.34)
- : 1.05 (0.78-
Clinically driven 93 (7.3%) 89 (7.3%) 1.4) 0.76
o 1.15 (0.92-
Target vessel revascularisation 173 (14.2%) 152 (12.4%) 1.43) 0.22
Coronary revascularisation
1.05 (0.9-
Any 323 (26.5%) 309 (25.3%) 0.53
1.23)
Coronary artery bypass 0.79 (0.43-
_ 19 (1.6%) 24 (2.0%) 0.45
grafting 1.44)
Death
0.93 (0.74-
All-cause 146 (11.7%) 158 (12.6%) 0.51
1.16)
) 1.13 (0.76-
From cardiac causes 53 (4.4%) 47 (3.9%) 1.68) 0.54
Myocardial infarction
1.07 (0.75-
Any 64 (5.2%) 60 (4.8%) 0.72
1.52)
0.93 (0.43-
Q-wave 13 (1.1%) 14 (1.2%) 0.85

1.99)



Hospitalisation for heart failure

Target vessel

Stroke

Any

Ischaemic

Haemorrhagic

Bleeding

minimal/minor/major

Device-oriented composite

TIMI major

TIMI minor/major

TIMI

GUSTO severe

GUSTO moderate/severe

endpoint

Patient-oriented composite

endpoint

TLF

TVF

MACE

45 (3.6%)

67 (5.6%)

58 (4.8%)

37 (3.1%)

21 (1.7%)

56 (4.6%)

79 (6.5%)

131 (10.7%)

52 (4.3%)

77 (6.3%)

195 (15.7%)

456 (36.1%)

172 (13.9%)

221 (17.8%)

184 (14.9%)

46 (3.7%)

83 (6.9%)

68 (5.7%)

45 (3.8%)

25 (2.1%)

60 (5.0%)

78 (6.4%)

143 (11.7%)

55 (4.5%)

83 (6.8%)

192 (15.5%)

463 (36.6%)

168 (13.6%)

206 (16.7%)

178 (14.4%)

0.98 (0.65-
1.48)
0.81 (0.58-
1.11)

0.86 (0.6-
1.21)

0.82 (0.53-
1.27)

0.84 (0.47-
1.51)

0.94 (0.65-
1.35)

1.02 (0.75-
1.4)

0.92 (0.72-
1.16)

0.95 (0.65-
1.39)

0.93 (0.68-
1.27)

1.01 (0.83-
1.24)

0.99 (0.87-
1.12)

1.02 (0.83-
1.27)

1.08 (0.89-
1.3)

1.03 (0.84-
1.27)

0.91

0.19

0.38

0.38

0.57

0.73

0.90

0.48

0.79

0.65

0.90

0.83

0.84

0.44

0.75



Definite stent thrombosis
All patients

Acute (0-1 day)
Subacute (2-30 days)
Late (31-365 days)
Very late (beyond 365
days)
Stent thrombosis

Possible

Definite or probable

Definite, probable or
possible

6 (0.49%)

0 (0%)
2 (0.16%)
2 (0.16%)

2 (0.17%)

28 (2.3%)

6 (0.49%)

34 (2.8%)

4 (0.34%)

1 (0.08%)
0 (0%)
0 (0%)

3 (0.26%)

26 (2.1%)

4 (0.34%)

30 (2.5%)

1.5 (0.43-
5.88)

1.08 (0.63-
1.85)

1.5 (0.43-
5.88)

1.14 (0.7-
1.87)

0.52

0.66

0.77

0.52

0.60

ClI: confidence interval; GUSTO: Global Utilisation of Streptokinase and Tissue

plasminogen activator for Occluded coronary arteries; HR: hazard ratio; MACE: major

adverse cardiovascular events; TIMI: Thrombolysis In Myocardial Infarction; TLF:

target lesion failure; TVF: target vessel failure



Supplementary Table 3. Clinical outcomes between 1 year and 5 years.

) ) Univariate  p-
No. of patients with at least one event
HR value
(cumulative incidence) (95% ClI)
Biolimus-eluting  Everolimus-eluting
stent stent
N=1,283 N=1,285
o ) 0.82 (0.64-
Death or myocardial infarction 113 (9.7%) 137 (11.6%) 1.06) 0.13
Target lesion revascularisation
1.24 (0.86-
Any 63 (5.6%) 51 (4.5%) 0.25
1.8)
o _ 1.14 (0.76-
Clinically driven 50 (4.5%) 44 (3.9%) 0.52
1.72)
o 1.39 (1.01-
Target vessel revascularisation 89 (8.1%) 65 (5.9%) 1.92) 0.04
Coronary revascularisation
1.21 (0.96-
Any 162 (15.6%) 136 (13.4%) 0.10
1.52)
Coronary artery bypass 0.6 (0.25-
_ Y e Rl 9 (0.8%) 15 (1.3%) ( 0.22
grafting 1.35)
Death
0.87 (0.67-
All-cause 109 (9.1%) 126 (10.4%) 0.28
1.12)
) 0.97 (0.59-
From cardiac causes 31 (2.7%) 32 (2.8%) 16) 0.91
Myocardial infarction
0.99 (0.52-
Any 18 (1.6%) 18 (1.6%) 0.99
1.93)
0.84 (0.24-
Q-wave 5 (0.4%) 6 (0.5%) 0.77

2.78)



Hospitalisation for heart failure

Target vessel

Stroke

Any

Ischaemic

Haemorrhagic

Bleeding

minimal/minor/major

Device-oriented composite

TIMI major

TIMI minor/major

TIMI

GUSTO severe

GUSTO moderate/severe

endpoint

Patient-oriented composite

endpoint

TLF

TVF

MACE

5 (0.4%)

42 (3.7%)

41 (3.6%)

29 (2.5%)

12 (1.0%)

35 (3.0%)

41 (3.6%)

73 (6:5%)

27 (2.4%)

40 (3.5%)

87 (8.0%)

242 (23.3%)

75 (6.8%)

103 (9.5%)

82 (7.5%)

8 (0.7%)

49 (4.3%)

45 (3.9%)

30 (2.6%)

17 (1.4%)

44 (3.8%)

52 (4.4%)

84 (7.4%)

35 (3.0%)

50 (4.3%)

79 (7.3%)

236 (23.0%)

73 (6.7%)

92 (8.5%)

81 (7.4%)

0.62 (0.19-
1.87)
0.85 (0.56-
1.29)

0.91 (0.6-
1.4)

0.97 (0.58-
1.62)

0.71 (0.33-
1.47)

0.8 (0.51-
1.25)

0.8 (0.53-
1.2)

0.87 (0.64-
1.19)

0.78 (0.47-
1.28)

0.8 (0.53-
1.22)

1.1 (0.81-
1.49)

1.03 (0.86-
1.24)

1.03 (0.74-
1.42)

1.13 (0.85-
1.5)

1.01 (0.75-
1.38)

0.40

0.45

0.68

0.91

0.36

0.32

0.27

0.39

0.32

0.30

0.55

0.73

0.87

0.40

0.93



Stent thrombosis

. 0.67 (0.09-
Definite 2 (0.17%) 3 (0.26%)
4.04)
- 0.67 (0.09-
Definite or probable 2 (0.17%) 3 (0.26%)
4.04)
Definite, probable or 0.81 (0.42-
_ 17 (1.5%) 21 (1.8%)
possible 1.54)

0.66

0.66

0.53

Patients who had the endpoint event within one year were excluded from the landmark
analysis for the endpoint of interest.

ClI: confidence interval; GUSTO: Global Utilisation of Streptokinase and Tissue
plasminogen activator for Occluded coronary arteries; HR: hazard ratio, MACE: major
adverse cardiovascular events; TIMI: Thrombolysis In Myocardial Infarction; TLF:
target lesion failure; TVF: target vessel failure



Supplementary Figure 1. Study patient flow.

Patient Flow Chart

Randomized Enroliment from 98 Japanese centers
(N=3241) between May and October, 2011

6 = Withdraw consent

ITT Population
(N=3235)

BP-BES
(N=1617)

3-Year Clinical Follow-up

(N=3158; 97.6%)
BP-BES

(N=1576)

Follow-up <1035 days: N=41

DP-EES
(N=1582)

Follow-up <1035 days: N=36

Extended Follow-up Study
(N=2568) Enroliment from 78 Japanese centers

DP-EES
(N=1285)

5-Year Clinical Follow-up

= . 93.89
BP-BES (N=2408; 93.8%)

(N=1202)

Follow-up <1735 days: N=81

DP-EES
(N=1206)

Follow-up <1735 days: N=79

BP-BES: biodegradable polymer biolimus-eluting stent; DP-EES: durable polymer
everolimus-eluting stent



Supplementary Figure 2. Cumulative incidence of persistent discontinuation of dual
antiplatelet therapy.

Persistent Discontinuation of Dual Antiplatelet Therapy

100%
BP-BES —

S 80%

S DP-EES —

[<B) i

=

L 60% 4 Log-rank P=0.74

‘S

c -

[5)

< 40% 4

)

o

g i

5 20% —

®)

[0)
0 /0 T I T I T I T I T
0 1 2 3 4 5
Years after PCI
Interval 0 day 1year 2 years 3years 4 years 5years
N of patients with 192 425 572 659 734
discontinuation
N of patients at risk 1283 1051 794 622 492 396
Cumulative Incidence 15.3% 34.3% 46.7% 54.5% 61.5%
DP-EES group
N of F(’f.‘“ems.w"h. 179 417 578 685 758
iscontinuation

N of patients at risk 1285 1073 813 630 490 398
Cumulative Incidence 14.2% 33.5% 46.8% 56.1% 62.8%

BP-BES: biodegradable polymer biolimus-eluting stent; DP-EES: durable polymer
everolimus-eluting stent; PCI: percutaneous coronary intervention



Supplementary Figure 3. Cumulative incidences of the primary safety and efficacy
endpoint events up to 5-year follow-up in the original entire study population of 3,235
patients. A) Death or myocardial infarction; B) target lesion revascularisation.

o o
Death or Myocardial Infarction
50%
_ BP-BES —
Q 40% _|
s DP-EES
[}
5}
S
o,
3 30% _ _
S Log-rank P=0.36
£
(]
2 20% _|
=)
8
=}
g )
Is] 10% _|
0%
T I T I T I T I T I
0 1 2 3 4 5
Years after PCI
Interval 0 day 30 days 1year 2 years 3years 4 years 5years
BP-BES group
N of patients with at least 1 event 47 89 126 160 190 219
N of patients at risk 1617 1569 1524 1478 1429 1058 1009
Cumulative Incidence 2.9% 5.5% 7.8% 10.0% 12.4% 14.8%
DP-EES group
N of patients with at least 1 event a7 87 124 167 201 238
N of patients at risk 1618 1571 1529 1484 1428 1054 991
Cumulative Incidence 2.9% 5.4% 7.7% 10.4% 13.1% 16.2%

BP-BES: biodegradable polymer biolimus-eluting stent; DP-EES: durable polymer
everolimus-eluting stent; PCI: percutaneous coronary intervention



(B)

Target-Lesion Revascularization

50%

= 400 BP-BES —

ES °1 DP-EES —
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£

S 20% —
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€ 10%
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0 /0 T I T I T I T I T
0 1 2 3 4
Years after PCI

Interval 0day 30 days 1year 2 years 3years 4 years 5years
BP-BES group
N of patients with at least 1 event 2 68 100 118 129 141
N of patients at risk 1617 1612 1506 1431 1364 1004 947
Cumulative Incidence 0.1% 4.3% 6.3% 7.5% 8.5% 9.6%
DP-EES group
N of patients with at least 1 event 2 72 97 113 118 130
N of patients at risk 1618 1614 1506 1442 1373 1017 951
Cumulative Incidence 0.1% 4.5% 6.1% 7.2% 7.6% 8.7%

BP-BES: biodegradable polymer biolimus-eluting stent; DP-EES: durable polymer

everolimus-eluting stent; PCI: percutaneous coronary intervention



Supplementary Figure 4. Hazard ratio plot for the primary safety and efficacy

endpoints in the pre-specified subgroups. A) Death or myocardial infarction; B) target

lesion revascularisation.

(A)

Pre-specified Subgroup Analysis for Death/MlI

BP-BES vs DP-EES

Subgroups N (BP-BES/ DP-EES)

Diabetic Status Diabetes (619/589)

Non-diabetes (664/696)

Insulin use DM insulin (143/140) —0

DM non-insulin (476/449)
Elderly Age >= 75 years (392/449)

Age < 75 years (891/836)
Hemodialysis Yes (92/67)

No (1191/1218)
Multi-vessel PCI  Yes (159/150)

No (1124/1135)

HR 95% CI

0.93 (0.71 - 1.22)

0.88 (0.66 — 1.17)

0.86 (0.52 — 1.41)

0.97 (0.7 — 1.33)

0.91 (0.68 — 1.21)

0.97 (0.74 — 1.27)

0.85 (0.54 — 1.36)

0.87 (0.7 — 1.09)

1.05 (0.64 — 1.74)

0.89 (0.71 - 1.1)

0.1 BP-BES Better

DP-EES Better 10

P

0.6

0.39

0.54

0.83

0.53

0.81

0.22

0.83

0.27

BP-BES: biodegradable polymer biolimus-eluting stent; CI: confidence interval; DM:

diabetes mellitus; DP-EES: durable polymer everolimus-eluting stent; HR: hazard ratio;
MI: myocardial infarction; PCI: percutaneous coronary intervention; TLR: target lesion

revascularisation

Interaction P

0.78

0.70

0.77

0.92

0.53



(B)

Subgroups N (BP-BES/ DP-EES)

Diabetic Status

Insulin use

Elderly

Hemodialysis

Multi-vessel PCI

Pre-specified Subgroup Analysis for TLR

Diabetes (619/589)

Non-diabetes (664/696)

DM insulin (143/140)

BP-BES vs DP-EES

DM non-insulin (476/449)

Age >=75 years (392/449)

Age < 75 years (891/836)

Yes (92/67)

No (1191/1218)

Yes (159/150)

No (1124/1135)

HR 95% CI

0.86 (0.61 — 1.22)

1.26 (0.86 — 1.85)

0.95 (0.52 — 1.73)

0.82 (0.53 — 1.27)

0.9 (0.54 — 1.51)

1.06 (0.79 — 1.44)

0.83 (0.44 — 1.6)

1.02 (0.77 — 1.35)

1.03 (0.54 — 1.97)

1.04 (0.78 — 1.37)

01

BP-BES Better

DP-EES Better 10

P

0.4

0.24

BP-BES: biodegradable polymer biolimus-eluting stent; CI. confidence interval; DM:

diabetes mellitus; DP-EES: durable polymer everolimus-eluting stent; HR: hazard ratio;

MI: myocardial infarction; PCI: percutaneous coronary intervention; TLR: target lesion

revascularisation

Interaction P

0.15

0.59

0.58



