WEB-APPENDIX

Table of Contents

NY=T T TR 1 =1 LT =Y PRSP 2
Supplemental information on statistical @aNalysis .....cueviirciiiiirii 4

AdAitional SENSItIVILY QNAIYSIS.........ccueeeieeieee it ecee et ecee e e stee e e e ettr e e e estte e e s ssbteeesesstaeessartaeaesanes 4

CONSErUCEION Of FUNNEI PIOLS .......oeeeeeeee ettt e e e et e e cte e e s e tte e e e s bt e e e e ebtaeeesbaseeesntaeaesnes 4
(O TUE LY XY =T Y s o T=T o | U RR 5
Supplemental Figure 1 - Identification of eligible trials .......cccocveiiieiii i, 6
Characteristics Of Eligible StUdIES......vuiiiiiiee e e sbee e e e bee e e e saveeas 7
Numbers of primary and secondary outcomes Per trial.......cccceeeeciieeiiiiiee e e e 11
Number of trials, patients and patient-years by intervention ..........cccccoeeieciee e, 23
RANKING Of INTEIVENTIONS ..eeiieiiiieecee e et e et e e et e e st ba e e e e abae e e e nbeeeeennseeeeennsenas 24
Ranking of interventions in trials initiated 1999 Or later .....cccvieiiiciiie i 25
Estimated rate ratios for all possible COMPAriSONS .....cccuviiiiiiiiii e 26
Supplemental Figure 2 — Comparison adjusted funnel plots .......ccccceeeeeieiciiiieeeee e, 30
Sensitivity analysis for different priors for T and frequentist meta-analysis ........ccccveeevviienciecrieeenne. 31
AsSeSSMENT OF MOAE! fit...cueiiiiiii e s 35
Estimates of between trial heterogenity.........uouvviiiiiiiiice e 36
Supplemental Figure 3 Inconsistency factors for primary analysis of all trials ............cccceeeeieenis 37
Supplemental Figure 4  Inconsistency factors for secondary analysis of contemporary trials......... 38

Supplemental Figure 5 Inconsistency factors for myocardial infarction and subsequent
revascularisation after exclusion of likely sources of inconsistency ........ccccoeecvveeiiiceiiicce e, 39

Primary analysis after exclusion of likely sources of iNCONSIStENCY .....coocueirviiiiiieiniiiirieee e 40

(2T =Y =] AL 41



Search strategy

MEDLINE EMBASE
SEARCH SEARCH
LINE SEARCH TERM NO. HITS LINE SEARCH TERM NO. HITS
1 (stable angina and coronar$).ti,ab. 3909 1 exp coronary artery disease/ 207562
(coronary arter$ adj5 (occlu$ or lesion*
2 or stenos?s)).ti,ab. 18643 2 exp stable angina pectoris/ 5095
(coronary adj artery adj
3 angiocardiography/ and coronar$.ab. 846 3 disease).ti,ab. 74206
(coronary artery disease/su or coronary
4 artery disease/th) and coronary.ti,ab. 7705 4 stable angina.ti,ab. 8349
(Coronary Stenosis/ or Coronary
5 Angiography/) and coronary.ti,ab. 39516 5 coronary disease.ti,ab. 14185
(Angina Pectoris/th or angiography/ or
*Coronary Disease/th) and
6 coronary.ti,ab. 12744 6 coronary disease.mp. 20231
*Coronary Restenosis/pc and
7 coronary.ti. 506 7 or/1-6 237321
coronary.ti,ab. and (start or tosca or
ravel or widest or elutes or APPLAUSE or
taxus or SIRIUS or mass or SCANDSTENT
or deliver or swissi or rita or gissoc or
destini or SISCA or LASMAL or OCBAS or
C-SIRIUS or ESIRIUS or GISSOC or
PRISON or Benestent or DEBATE or toat
or stop or advance or SARECCO or SICCO
8 or MAJIC).ti. 1258 8 exp stent/ 87732
9 or/1-8 69205 9 coronary artery bypass graft/ 49876
exp transluminal coronary
angioplasty/ or exp carotid
angioplasty/ or exp
percutaneous transluminal
angioplasty/ or exp
coronary artery bypass graft/ and percutaneous transluminal
10 coronarS.ti,ab. 30219 10 angioplasty balloon/ 47048
11 cabg.ti,ab. 10978 11 cabg.ti,ab. 17669
coronary artery bypass
12 coronary artery bypass graftS.ti,ab. 20933 12 graft$.ti,ab. 27139
exp angioplasty/ and
13 transluminal coronary angioplastS.ti,ab. 6519 13 coronar$.mp. 39328
14 (stent$ and coronar$).ti,ab. 16043 14 stentS.ti,ab. 84551
percutaneous coronary transluminal coronary
15 intervention*.ti,ab. 13116 15 angioplast$.ti,ab. 7826
percutaneous coronary intervention/ (coro$ adj10
16 and coronarS.ti,ab. 297 16 angioplast$).ti,ab. 19349
17 (pci and coronar$).ti,ab. 7608 17 or/8-16 189157
18 angioplasty/ and coronar$.ti,ab. 856 18 and/7,17 49999
19 stent/ and coronarS.ti,ab. 11948 19 randomsS.tw. 787541
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(coronar$ adj10 angioplas$).ti,ab.

percutaneous transluminal angioplasty/

and coronary.ti,ab.
(ptca and coronary).ti,ab.

or/10-22
and/9,23

randomized controlled trial.pt.

controlled clinical trial.pt.

randomized.ab.
placebo.ab.

drug therapy.fs.

randomly.ab.
trial.ab.
groups.ab.
or/25-32

exp animals/ not humans.sh.

33 not 34

and/24,35
limit 36 to yr="1902 - 1979"

36 not 37

remove duplicates from 38
case report.tw.

letter/

historical article/

or/40-42
39 not 43

15162

854
5285

69025
27443
342617
85357

245653
136033

1586538

175984
252940
1147339
2959415
3778609
2514241

8672
91

8581
8547
171581
762324

289893

1213174
8413
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factorialS.tw.

(crossoversS or cross-oversS).tw.

placeboS.tw.

(doublS adj blind$).tw.
(singl$ adj blindS).tw.
assigns$.tw.
allocat$.tw.

volunteerS.tw.
Crossover Procedure.sh.

Double-blind Procedure.sh.

Randomized Controlled
Trial.sh.

Single-blind Procedure.sh.
or/19-31

animal/

animal/ and human/

33 not 34

32 not 35
and/18,36

case report.tw.
letter/
or/38-39

37 not 40

limit 41 to yr="2010 -Current"

remove duplicates from 42
41 not 42

remove duplicates from 44
or/43,45

20344

64637

134701
13083
217453
73738

165073
36385

113510

338458
17091
1286191
1811823
457363
1354460

1243535
6721

240425
789624
1025892
6664

1763
1724
4901
4751
6475




Supplemental information on statistical analysis

Additional sensitivity analysis
We conducted sensitivity analyses using three different versions of weakly informative priors for tau:

1. An exponential distribution with mean 1 and 2.5th and 97.5% percentiles of 0.025 and 3.69.
2. Auniform distribution between 0 and 2 and a mean of 1.
3. A half-normal distribution with a mean of 0.5 and 2.5th and 97.5% percentiles 95% from 0.02

to 1.4.

Construction of funnel plots
Comparison-adjusted funnel plots to investigate the presence of small-study effects in the network

meta-analysis.’® This graph requires an assumption of how small-study effects will take place in a
network meta-analysis. We assumed that treatment effect estimates influenced by small-study
effects would overestimate the beneficial effect of experimental interventions. We ordered
interventions from least to most experimental as follows: medical therapy, PTCA, BMS, PES, SES,
EZES, RZES, EES, CABG. The horizontal axis of the graph represents the difference between the
treatment effect estimate reported in a single trial and the treatment effect estimate combined
across trials using a conventional pairwise fixed-effect meta-analysis for each of the head-to-head
comparisons in the network with available direct evidence. Estimates are ratio of rate ratios
comparing a trial’s estimate with the pooled estimate from fixed-effect meta-analysis for a pairwise
comparison. Estimates below one indicate that the benefit of the experimental intervention is more
pronounced in the trial than the pooled estimate. Observations from small studies missing on the
right side of the line of null effect (ratio of rate ratios > 1) indicate that small studies tend to

exaggerate the effectiveness of experimental treatments.



Quality Assessment

ITEM

DEFINITION

CONCEALMENT OF ALLOCATION

We considered allocation concealment adequate if the
investigators responsible for patient selection were unable to
suspect before allocation which treatment was next. Methods
considered adequate included central randomisation and
sequentially numbered, sealed, opaque envelopes.
Concealment was downgraded to inadequate, if there was
evidence of inadequate sequence generation.

ADJUDICATION OF OUTCOMES

We considered adjudication of outcomes to be blinded if
investigators adjudicating potential clinical events were
described to be blinded as to the allocated intervention.

ANALYSES

We considered statistical analyses to be according to the
intention-to-treat principle if all randomised patients were
included in the analysis in the group they were originally
allocated to.




SCREENING

ELIGIBILITY

INCLUDED

Supplemental Figure 1 - Identification of eligible trials

14,888 records identified through
database search

11 additional records identified through

other sources

11,868 records

after duplicates (2261) and abstracts (770) removed

\ 4

11,868 records screened

\ 4

620 full-text articles
assessed for eligibility

11,248 records excluded

A 4

399 records on 100 RCTs
included in systematic review

RCT=randomised controlled trial

A 4

221 full-text articles excluded

Duplicate reference
Population non-eligible
Intervention non-eligible
Study design non-eligible
Only protocol available

Other reasons

n=>56
n=
n=>51
n=79
n=
n=21




SUPPLEMENTAL TABLE 1 Characteristics of Eligible Studies

Ref. Study Follow-up Mean Age Females Diabetes Multivessel Dysftl;r\\/ction LVEF ;?::;?;ﬁ Blind adjudication . An_alysis by
Acronym (months) (years) (%) (%) Disease (%) (%) (mean) concealment of events intention-to-treat
1 ADVANCE 10 61.6 27 17 0 - - Yes No No
2 ALKK 56 57.8 13 16 0 - - Yes No Yes
3 AVERT 18 58.5 16 16 43 0 61 No Yes No
4 ARTS 60 61 23 17 99 0 60.5 Yes No Yes
5 AS 24 521 27 3 - - - Yes No No
6 AWESOME 36 67 - 31 82 - 45 No No Yes
7 BARI 65 61.5 27 25 100 22 57.3 Yes No Yes
8 BARI-2D 64 62 32 100 20 - 57 No Yes Yes
9 BASKET 6 64 21 19 69 Yes Yes Yes
10 BASKET-PROVE 24 66.3 24 16 43 - - Yes Yes Yes
11 BENESTENT-I 60 57.5 19 6 0 - - Yes Yes No
12 BENESTENT-II 12 54.5 22 12 - - - Yes Yes Yes
13 BESMART 6 61.5 24 17 49 - 62.5 Yes No No
14 Boudriot et al. (2011) 12 67.5 25 36 72 -—- - No Yes Yes
15 CABRI 12 60 22 12 99 --- 63 Yes No Yes
16 CARDia 12 64 26 100 93 --- - Yes Yes No
17 CASS 64 51-2 10 9 73 --- --- Yes No Yes
18 CEREA-DES 12 63.8 15 0 45 - 57.7 Yes No Yes
19 COAST 8 61.3 26 19 80 --- --- No No No
20 COMPARE 24 63.3 29 18 27 --- --- Yes Yes Yes
21 COURAGE 55 61.6 15 33 69 17 60.8 No Yes Yes
22 Chen et al. (2009) 8 - 27 20 --- --- --- Yes No No
23 DEBATE-II 12 59.2 27 10 10 - - No No No
24 DES-DIABETES 48 60.9 42 100 64 0 58.5 Yes Yes Yes
25 E-SIRIUS 9 62.3 29 23 36 - - Yes No Yes
26 EAST 36 61.6 26 23 100 0 61.4 No No Yes
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ENDEAVOR I
ENDEAVOR Il
ENDEAVOR IV
EPISTENT

ERACI II
ESSENCE DIABETES
EXCELLENT
FAME-II
FREEDOM
FROST

GABI

ISAR DIABETES
ISAR LEFT MAIN
ISAR-SMART
ISAR-SMART 3
ISAR-TEST-2
ISAR-TEST-4
ISAP

Kinsara et al. (2003)
LONG DES Il
LONG DES Il
LONG-DES-IV
MAIJIC

MASS-II

OAT
OCTOSTENT
Pache et al (2005)
Pan et al. (2012)
Pan et al. (2007)
PRECOMBAT
PRISON

PRISON Il

60
60
60
60
12
60
12
12

52

12

24

12
24
36
40

12
12

60
35
12
12
12
24
24
13
60

62
61.5
63.5
59.3
61.9
63.3
62.7
63.7
63.1
59.9

68
69.1
65.7
66.6
66.9
66.8
64.4

55

61

63
62.7
63.5

60
58.7
59.6

67

63
61.5
62.3
58.1
59.5

24
31
32
25
21
41
35
22
29
18
20
27
23
23
28
24
23
26
22
36
30
27
19
31
22
29
22
19
18
24
22
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100
38
27

100
16
12

100
29
25

27
29
40
56
33
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29
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29
21
11
31
32
37
32
12
14

100

100

58.7
60.3
59.5
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67.3
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No
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No
Yes
Yes
Yes
Yes
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Yes
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Yes
Yes

No

No

No
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Yes
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Yes
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61
62
63
64
65
66
67
68
69
70
71
72
73
74
75
76
77
78
79
80
81
82
83
84
85
86
87
88
89
90
91
92

PRODIGY
PROTECT
RAVEL
REALITY
RESET
RESOLUTE AC
RESOLUTE CHINA
RESTENOSIS STENT
RITA-I

RITA-II
SCANDSTENT
SCORPIUS
SES SMART
SIRIUS
SIRTAX

SISA

SORT OUT I
SORT OUT Il
SORT-OUT IV
SPIRIT III
SPIRIT-II
SPIRIT-IV
SPIRIT-V
START

STICH
STRESS
SWISSI-II
SYNTAX

SoS

TAXUS IV
TAXUS-II
TAXUS-V
TAXi

24
36
60
12
12
24
12

78
60
36
60

57
60

18
36
24
36
60
24
12
52
56
12
122
60
72
60
60

37

67.8
62.2
60.7
62.6
69.1
64.3
59.6
59.5

60
55.3
65.1

61
62.4
60.4
62.9

64

23
24
24
27
23
23
21
19
19
18
23
36
28
29
23
33
26
27
30
31
27
32
31
14
12
22
12
22
21
28
25
31
20

24
28
18
28
45
23
28
18

18
100
25
26
20
19
14
14
17
29
23
32
100
13
39
15
11
25
14
24
14
31
34

66
18

52
47
59

32
55
40
44

Yes
Yes
Yes
Yes
No
Yes
Yes
No
Yes
Yes
No
Yes
Yes
Yes
Yes
No
No
Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes
Yes
No
Yes

No

Yes
Yes
No
Yes
Yes
Yes
Yes
No
Yes
Yes
Yes
Yes
Yes
Yes
Yes
No
Yes
Yes
Yes
Yes
Yes
Yes
No
No
Yes
No
Yes
No
Yes
Yes
Yes
Yes

No

No
Yes
Yes

No
Yes

No

No

No
Yes
Yes

No

No
Yes

No
Yes
Yes
Yes
Yes
Yes

No
Yes
Yes

No

No
Yes

No
Yes
Yes

No

No
Yes

No

Yes



93 TOSCA

94 TWENTE

95 Thiele et al. (2005)
96 VA

97 VA-ACME

98 WIDEST

99 ZEST

100 Zhang et al. (2006)

12
12

60
36
12
12

57.6
64.2
62

60
58.2
61.9
64.3

17
22
30

No
Yes
Yes

No

No
Yes
Yes

No

No
Yes
No
No
No
No
Yes

No

Yes
No
No

Yes
Yes
Yes
Yes

No

Ref.: References, LVEF: Left ventricular ejection fraction, LV: Left ventricle
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Numbers of primary and secondary outcomes per trial

D S d di
MEDICAL THERAPY CABG PTCA BMS PES SES E-ZES R-ZES EES
Ref. Study Outcome Events Patient Events Patient Events Patient Events Patient Events Patient Events Patient Events Patient Events Patient Events Patient
Acronym Years Years Years Years Years Years Years Years Years
1 ADVANCE M 7 119 4 121
1 ADVANCE Revasc 21 119 26 121
2 ALKK Death 17 705 6 695
2 ALKK Ml 12 705 10 695
2 ALKK Death or Ml 29 705 16 695
2 ALKK Revasc 36 705 25 695
3 ART Ml 4 246 5 266
3 ART Revasc 20 246 - --- 29 266 --- --- - - --- - - - - - - -
4 ARTS Death 46 3025 48 3000
4 ARTS Ml 39 3025 51 3000
4 ARTS Death or Ml 85 3025 99 3000
4 ARTS Revasc 53 3025 182 3000
5 AS Death 0 392 1 384
5 AS M 4 392 4 384
5 AS Death or MI 4 392 5 384
5 AS Revasc 50 392 33 384
6 AWESOME Death 49 696 44 666
6 AWESOME Revasc 4 19 14 19
7 BARI Death 111 4570 131 4575
7 BARI Ml 107 4570 100 4575
7 BARI Death or MI 218 4570 231 4575
7 BARI Revasc 73 4570 499 4575
8 BARI-2D Death 9 4035 102 3990
8 BARI-2D Death 65 1925 53 1890
8 BARI-2D MI 88 4035 95 3990

11
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BARI-2D

BARI-2D

BARI-2D

BARI-2D

BARI-2D

BASKET

BASKET

BASKET

BASKET
BASKET-PROVE
BASKET-PROVE
BASKET-PROVE
BASKET-PROVE
BENESTENT-II
BENESTENT-II
BENESTENT-II
BENESTENT-II
BESMART

BESMART

BESMART

BESMART

Boudriot et al. (2012)
Boudriot et al. (2012)
Boudriot et al. (2012)
Boudriot et al. (2012)
CABRI

CABRI

CABRI

CABRI

CARDia

CARDia

CARDia

CARDia

M

Death or Ml
Death or Ml
Revasc
Revasc
Death

Mi

Death or Ml
Revasc
Death

MI

Death or Ml
Revasc
Death

MI

Death or Ml
Revasc
Death

MI

Death or Ml
Revasc
Death

Mi

Death or Ml
Revasc
Death

MI

Death or Ml
Revasc
Death

MI

Death or Ml

Revasc

63
157
109
315
137

1925
4035
1925
4030
1925

101
101
101
101
513
513
513
513
248
248
248
248

198

541
541
541
541

141
141
141
141

132
132
132
132
1550
1550
1550
1550

100
100
100
100

254
254
254
254
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17
18
18
18
18
22
19
19
19
19
20
20
20
20
21
21
21
21
23
23
23
23
24
24
24
24
26
26
26
26
27
28
28

CASS
CEREA-DES
CEREA-DES
CEREA-DES
CEREA-DES
Chen

COAST
COAST

COAST

COAST
COMPARE
COMPARE
COMPARE
COMPARE
COURAGE
COURAGE
COURAGE
COURAGE
DEBATE-II
DEBATE-II
DEBATE-II
DEBATE-II
DES-DIABETES
DES-DIABETES
DES-DIABETES
DES-DIABETES
EAST

EAST

EAST

EAST

ECSS
ENDEAVOR I
ENDEAVOR I

Death
Death

M

Death or Ml
Revasc
Revasc
Death

MI

Death or Ml
Revasc
Death

MI

Death or Ml
Revasc
Death

MI

Death or Ml
Revasc
Death

Mi

Death or Ml
Revasc
Death

Mi

Death or Ml
Revasc
Death

MI

Death or Ml
Revasc
Death
Death

Mi

582
582
582
582
1970

107

135
135
135
135

594
594
594
594

250
250
250
250

272
272
272
272

800
800
800
800

800
800
800
800
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30
30
31
31
31
31
32
32
32
32
25
25
25
25
33
33
33
33
34
34
34
34
35
35
35

ENDEAVOR II
ENDEAVOR I
ENDEAVOR I
ENDEAVOR I
ENDEAVOR I
ENDEAVOR I
ENDEAVOR IV
ENDEAVOR IV
ENDEAVOR IV
ENDEAVOR IV
EPISTENT
EPISTENT
EPISTENT
EPISTENT

ERACI I

ERACIII

ERACI I

ERACI I

E-SIRIUS

E-SIRIUS

E-SIRIUS

E-SIRIUS

ESSENCE DIABETES
ESSENCE DIABETES
ESSENCE DIABETES
ESSENCE DIABETES
EXCELLENT
EXCELLENT
EXCELLENT
EXCELLENT
FAME-II

FAME-II

FAME-II

Death or Ml
Revasc
Death

M

Death or Ml
Revasc
Death

MI

Death or Ml
Revasc
Death

MI

Death or Ml
Revasc
Death

MI

Death or Ml
Revasc
Death

Mi

Death or Ml
Revasc
Death

Mi

Death or Ml
Revasc
Death

MI

Death or Ml
Revasc
Death

Mi

Death or Ml

261
261
261

159

108

3590
3590
1478
3590

540
540
540
540

361
361
361
361

2392
2885
1535
1535
1535
1535
3610
3610
1484
3610

149
149
149
149
1067
1067
1067
1067
264
264
264
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37
37
37
38
38
38
38
39
39
39
39
40
40
40
40
41
41
42
42
42
43
43
43
44
44
44
44

FAME-II
FREEDOM
FREEDOM
FREEDOM
FREEDOM
FROST

FROST

FROST

FROST

GABI

GABI

GABI

GABI

ISAR DIABETES
ISAR DIABETES
ISAR DIABETES
ISAR DIABETES
ISAR LEFT MAIN
ISAR LEFT MAIN
ISAR LEFT MAIN
ISAR LEFT MAIN
ISAR-SMART
ISAR-SMART
ISAR-SMART 3
ISAR-SMART 3
ISAR-SMART 3
ISAR-TEST-2
ISAR-TEST-2
ISAR-TEST-2
ISAR-TEST-4
ISAR-TEST-4
ISAR-TEST-4
ISAR-TEST-4

Revasc
Death

M

Death or Ml
Revasc
Death

M

Death or Ml
Revasc
Death

MI

Death or Ml
Revasc
Death

MI

Death or Ml
Revasc
Death

MI

Death or Ml
Revasc
Death
Revasc
Death

MI

Death or Ml
Death

MI

Death or Ml
Death

MI

Death or Ml

Revasc

4735

4735

4735
947

155
155
155
155

604
604
604
604

114
98
212
117

18
18
34
65
34
99
147

4765

4765

4765
953

610
610
610
610

180
180
180
670
670
670
1956
1956
1956
1956

1956
1956
1956
1956
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45
45
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46
46
47
47
47
47
48
48
48
48
49
49
49
49
50
50
51
51
51
51
52
52
52
52
53
53
53

JSAP

JSAP

JSAP

JSAP

Kinsara et al (2003)
Kinsara et al (2003)
Kinsara et al (2003)
Kinsara et al (2003)
LONG DES Il

LONG DES Il

LONG DES Il

LONG DES Il

LONG DES IlI

LONG DES IlI

LONG DES IlI

LONG DES IlI
LONG-DES-IV
LONG-DES-IV
LONG-DES-IV
LONG-DES-IV
MAIJIC

MAIJIC

MASS-II

MASS-II

MASS-II

MASS-II

OAT

OAT

OAT

OAT

OCTOSTENT
OCTOSTENT
OCTOSTENT

Death

M

Death or Ml
Revasc
Death

M

Death or Ml
Revasc
Death

MI

Death or Ml
Revasc
Death

MI

Death or Ml
Revasc
Death

MI

Death or Ml
Revasc

Mi

Revasc
Death

Mi

Death or Ml
Revasc
Death

MI

Death or Ml
Revasc
Death

Mi

Death or Ml

116
205

630
630
630
634

1015
1015
1015
1015
4336
4336
4336
4336

1015
1015
1015
1015

142
142
142

170

620
620
620
634

1025
1025
1025
1025
4328
4328
4328
4328
138
138
138

250
250
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53
54
54
54
55
55
55
55
56
56
56
56
57
57
57
57
58
58
58
58
59
59
59
59
60
60
60
61
61
61
61
62
62

OCTOSTENT
Pache et al (2005)
Pache et al (2005)
Pache et al (2005)
Pan et al (2012)
Pan et al (2012)
Pan et al (2012)
Pan et al (2012)
Pan et al (2007)
Pan et al (2007)
Pan et al (2007)
Pan et al (2007)
PRECOMBAT
PRECOMBAT
PRECOMBAT
PRECOMBAT
PRISON

PRISON

PRISON

PRISON
PRISON Il
PRISON Il
PRISON Il
PRISON Il
PRODIGY
PRODIGY
PRODIGY
PROTECT
PROTECT
PROTECT
PROTECT
RAVEL

RAVEL

Revasc
Death
Death or Ml
Revasc
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87
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TOSCA

TOSCA

TOSCA

TOSCA

TWENTE

TWENTE

TWENTE

TWENTE

VA

Death

M

Death or Ml
Revasc
Death

M

Death or Ml
Revasc
Death

MI

Death or Ml
Revasc
Death

MI

Death or Ml
Revasc
Death

MI

Death or Ml
Revasc
Death

Mi

Death or Ml
Revasc
Death

MI

Death or Ml
Revasc
Death

MI

Death or Ml
Revasc

Death

102
34

136

123

4485
4485
4485
4485

605
605
605
605

208
208
208
208

120
176

126
88
214
234

10

65
47
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9% VA Ml 85 1770 80 1660
9% VA Death or Ml 163 1770 136 1660
9% VA Revasc 89 1770 9 1560
97 VA-ACME Death 7 321 5 315
97 VA-ACME Ml 7 321 10 315
97 VA-ACME Death or Ml 13 321 12 315
97 VA-ACME Revasc 46 321 44 315
98 WIDEST Death 3 146 0 154
98 WIDEST Mi 5 146 6 154
98 WIDEST Death or Ml 7 146 6 154
98 WIDEST Revasc 25 146 28 154
99 ZEST Death 10 884 7 878 6 883
99 ZEST Mi 62 884 55 878 47 883
99 ZEST Death or Ml 67 884 61 878 51 883
99 ZEST Revasc 67 884 16 878 46 883
100 Zhang et al (2006) Mi 9 187 7 225
100 Zhang et al (2006) Revasc --- --- --- --- --- --- --- --- 16 187 14 225 --- --- -

CABG=Coronary artery bypass graft surgery; PTCA=Percutaneous transluminal coronary angioplasty; BMS=Bare metal stent; DES=Drug eluting stent; PES=Paclitaxel eluting stent; SES=Sirolimus eluting stent;
R-ZES=Zotarolimus eluting Resolute stent; E-ZES=Zotarolimus eluting Endeavor Stent; EES=Everolimus eluting stent
MI=Myocardial infarction; Death=All-cause death, Revasc=Repeat revascularisation; Death or MI=All-cause death or myocardial infarction



Supplemental Table 3

Number of trials, patients and patient-years by intervention

Clinical Endpoints Intervention Nr. of Trials Randelsed Fc?llow-Up
patients (patient-years)
ALL-CAUSE DEATH
Medical therapy 14 6,846 30,628
CABG 22 8,920 38,709
PTCA 25 6,920 17,678
BMS v 15,787 45,467
PES 25 11,195 27,592
SES 37 19,391 45,879
E-ZES 8 8,937 27,134
R-ZES 4 2,285 3,384
EES 17 13,272 23,619
IMYOCARDIAL INFARCTION
Medical therapy 12 5,645 25,148
CABG 18 7,293 29,691
PTCA 27 7,151 19,009
BMS 42 15,104 41,908
PES 26 11,398 27,641
SES 37 19,387 45,854
E-ZES 8 8,937 27,134
R-ZES 4 2,285 3,384
EES 17 13,272 23,263
DEATH OR MYOCARDIAL INFARCTION
Medical therapy 11 5,481 23,874
CABG 18 7,293 29,691
PTCA 24 6,720 17,561
BMS 41 15,099 41,469
PES 24 11,118 24,777
SES 37 19,391 45,879
E-ZES 8 8,937 24,515
R-ZES 4 2,285 3,384
EES 16 13,049 21,880
REPEAT REVASCULARISATION
Medical therapy 13 6,247 26,927
CABG 20 8,135 28,664
PTCA 28 7,351 18,108
BMS a4 15,275 41,303
PES 25 10,856 27,926
SES 37 19,266 41,516
E-ZES 6 8,096 25,720
R-ZES 4 2,285 3,134
EES 16 12,771 24,106

CABG=Coronary artery bypass graft surgery; PTCA=Percutaneous transluminal coronary angioplasty; BMS=Bare metal stent; DES=Drug eluting
stent; PES=Paclitaxel eluting stent; SES=Sirolimus eluting stent; R-ZES=Zorarolimus eluting Resolute stent; E-ZES=Zotarolimus eluting Endeavor
Stent; EES=Everolimus eluting stent




Supplemental Table 4 Ranking of interventions

Death or Subsequent

All-Cause Mortalit Myocardial Infarction . . L
¥ Y Myocardial Infarction Revascularisation

Probability to Estimated Probability to Estimated Probability to Estimated Probability to

Intervention be better than rank (95%CI) be better than rank (95%Crl) be better than rank (95%Cl) be better than

Estimated
rank (95%Cl)

MT MT MT MT
CABG 100 3(1to6) 97.9 3(1to6) 99.6 3(1to5) 100.0 1(1to1)
EES 99.1 2(1to5) 97.2 2(1to5) 99.0 2(1to5) 100.0 3(2to4)
R-ZES 97.5 1(1to8) 81.7 3(1to9) 91.2 3(1to 8) 100.0 2(2to5)
PTCA 94.2 4(1to9) 86.7 5(1to 8) 99.0 3(1to6) 62.4 8(8to9)
BMS 87.6 7(4to9) 35.8 8(5t09) 57.6 7(5to9) 100.0 7(7to7)
E-ZES 86.7 5(2to9) 91.3 3(1to7) 92.9 4(1to7) 100.0 5(4to6)
SES 82.2 6(3to9) 68.3 6 (3 to 8) 68.3 6 (4 to 8) 100.0 4(2to4)
PES 79.2 7(3to9) 12.7 9(7to9) 26.9 9(6to9) 100.0 6 (5to6)
* * * *
MT (re?gr.((e)nce) 9(5t09) (re?fr.gnce) 7(31t09) (re?fr.gnce) 8(5t09) (re?eor.gnce) 9(8t09)

MT: medical therapy; CABG: coronary artery bypass graft; PTCA: percutaneous transluminal coronary angioplasty; BMS: bare metal stents; PES: paclitaxel eluting stent; SES: sirolimus eluting stent;
E-ZES: zotarolimus eluting (Endeavor) stent; R-ZES: zotarolimus eluting (Resolute) stent; EES: everolimus eluting stent. RR: Rate ratio; Cl: credibility interval.

*A probability of 50% is the reference (medical therapy).
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Supplemental Table 5 Ranking of interventions in trials initiated 1999 or later

Death or Myocardial Subsequent

All-Cause Mortalit Myocardial Infarction . L
y y Infarction Revascularisation

p i p i p " p i
robability to Estimated robability to Estimated robability to Estimated robability to

Intervention be better than rank (95%Cl) be better than rank (95%Cl) be better than rank (95%Cl) be better than

Estimated
rank (95%Cl)

MT MT MT MT
CABG 97.7 3(1tob) 100.0 1(1to1) 100.0 1(1to?2) 100.0 1(1to1)
EES 95.9 2(1to4) 99.2 2(2to4) 99.0 3(2to4) 100.0 3(2to4)
R-ZES 92.8 1(1to8) 91.3 3(2to6) 92.4 3(1to6) 100.0 2(2to5)
E-ZES 65.7 5(2to 8) 91.5 4(2to6) 89.0 4(2to6) 100.0 5(4to6)
SES 52.4 6 (3to 8) 82.1 5(3to6) 65.1 5(4to7) 100.0 4(2to4)
* * * *
MT (re?fl:gnce) 6(3t08) (re?gr.gnce) 6(3t07) (re?fr.gnce) 6(3t08) (re?gr'gnce) 8(8t08)
PES 47.6 6 (3 to 8) 11.3 7 (6 to 8) 21.3 7 (6 to 8) 100.0 6 (5to6)
BMS 40.9 7 (3to0 8) 23 8 (7to 8) 8.8 8 (6 to 8) 99.9 7(7to7)

MT: medical therapy; CABG: coronary artery bypass graft; PTCA: percutaneous transluminal coronary angioplasty; BMS: bare metal stents; PES: paclitaxel eluting stent; SES: sirolimus eluting stent;
E-ZES: zotarolimus eluting (Endeavor) stent; R-ZES: zotarolimus eluting (Resolute) stent; EES: everolimus eluting stent. RR: Rate ratio; Cl: credibility interval.

*A probability of 50% is the reference (medical therapy).
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Supplemental Table 6 Estimated rate ratios for all possible comparisons

ALL-CAUSE MORTALITY

0.77 (0.58t0 0.99)  0.66 (0.25to 1.60)  0.98 (0.74 to 1.26) - - - - 0.33 (0.03 to 3.16)

0.80 (0.70 to 0.91) 1.03 (0.55t0 1.65)  1.00 (0.56to 1.46)  1.23 (0.95t0 1.59)  1.02 (0.31 to 2.16) - - -

0.85 (0.68t0 1.04)  1.06 (0.88 to 1.27) 0.94 (0.62 to 1.64)

0.92 (0.79t01.05) 1.15(1.01to 1.31) 1.08(0.89 to 1.33) 0.98 (0.65t0 1.48)  1.05(0.74to 1.50) 0.81(0.21 to 2.78) - 0.73 (0.18 to 2.73)

0.92(0.75t01.12) 1.15(0.96t01.38)  1.08 (0.86t0 1.39)  1.00 (0.85 to 1.18) 1.01(0.75t0 1.36)  0.85(0.30t02.24) 1.02(0.14t07.21)  0.74 (0.48 to 1.06)

0.91(0.75t01.10) 1.14(0.96to1.35) 1.08(0.86to1.36) 1.00(0.85t01.16) 0.99(0.86 to 1.15) 0.96 (0.49to 1.55)  0.50(0.09 to 2.73) 0.87(0.57 to 1.16)

0.88(0.69t01.10) 1.10(0.89to1.35) 1.03(0.80to1.34) 0.95(0.78to1.16) 0.95(0.79to1.15) 0.96(0.82to 1.12)

0.65(0.42t0 1.00) 0.81(0.53t01.24) 0.77 (0.49t0 1.20) 0.71(0.47t01.08) 0.71(0.47to 1.06)  0.71(0.47 to 1.06)  0.74 (0.48 to 1.13) 1.12 (0.26 to 4.71)

0.75(0.59t0 0.96) 0.94 (0.76to 1.17) 0.88 (0.68t0 1.17)  0.82 (0.67t0 1.00) 0.82 (0.68t0 0.98) 0.82 (0.70t00.98) 0.86 (0.69 to 1.06)  1.15 (0.79 to 1.67)

Estimates of rate ratios for all possible comparisons from conventional meta-analysis of direct randomised comparisons (top right) and network meta-analysis (bottom left)
- indicates that no direct comparison is available
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MYOCARDIAL INFARCTION

0.69 (0.24t0 1.87) 0.87 (0.34t02.38)  1.07 (0.66 to 1.46) - - - - 1.06 (0.51 to 2.19)

0.79 (0.63 to 0.99) 0.99 (0.54t01.75)  0.89 (0.46to 1.51)  2.57 (1.73t03.82) 1.84 (0.83 to 3.79) - - -

0.88(0.70to 1.11)  1.12 (0.91 to 1.38) 1.06 (0.75 to 1.49)

1.04 (0.84t0 1.27)  1.32 (1.08 to 1.60) 0.84 (0.47t01.22) 0.71(0.39t01.19) 0.65 (0.16 to 2.57) - 0.50 (0.11 to 2.26)

1.18 (0.96 to 1.44)

0.63(0.21t01.62)  0.89(0.32 to 2.45) 0.53 (0.40 to 0.74)

1.18 (0.88to 1.54) 1.50 (1.15t0 1.90) 1.34 (1.00 to 1.74)

1.13 (0.91 to 1.40) 0.88 (0.72 to 1.08)

0.94(0.71t01.22) 1.20(0.93to1.51) 1.07(0.81t01.38) 0.90(0.74t0 1.10)  0.80 (0.67 to 0.95) 0.85(0.52t0 1.40)  0.93 (0.66 to 1.30)

0.92 (0.45 to 1.30)

0.80(0.56t0 1.10) 1.02(0.73t01.38) 0.91(0.64to01.25) 0.77(0.58t01.01) 0.68(0.52 to 0.87)

0.85 (0.67 to 1.07)

0.92 (0.24 to 3.75)

0.82(0.52t01.26) 1.04 (0.67 to 1.58) 0.93 (0.59to 1.44)  0.79 (0.52t0 1.18)  0.70 (0.47 to 1.02) 0.87 (0.60t0 1.27) 1.02 (0.67 to 1.58)

0.75(0.55t0 1.01) 0.96 (0.71to0 1.26) 0.85(0.62t01.15) 0.72 (0.56t00.93)  0.64 (0.51t00.79) 0.80 (0.65 to 0.99) 0.94 (0.70t0 1.27)  0.92 (0.64 to 1.31)

Estimates of rate ratios for all possible comparisons from conventional meta-analysis of direct randomised comparisons (top right) and network meta-analysis (bottom left)

- indicates that no direct comparison is available
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DEATH OR MYOCARDIAL INFARCTION

0.81 (0.70 to 0.94)

0.83 (0.70 to 0.97)

0.99 (0.85 to 1.12)

1.06 (0.87 to 1.27)

0.96 (0.79 to 1.13)

0.85 (0.67 to 1.05)

0.81 (0.59 to 1.10)

0.78 (0.63 to 0.96)

0.76 (0.35 to 1.62)

1.02 (0.88 to 1.17)

1.22 (1.05 to 1.38)

1.31(1.09 to 1.53)

1.18 (1.00 to 1.37)

1.05 (0.83 to 1.28)

1.00 (0.73 to 1.34)

0.96 (0.79 to 1.17)

0.69 (0.26 to 1.78)

1.00 (0.57 to 1.53)

1.19 (1.02 to 1.37)

1.28 (1.05 to 1.54)

1.16 (0.96 to 1.37)

1.03 (0.81 to 1.27)

0.97 (0.71 to 1.34)

0.94 (0.76 to 1.17)

1.04 (0.72 to 1.31)

0.93 (0.57 to 1.33)

1.10 (0.81 to 1.58)

1.07 (0.93 to 1.24)

0.97 (0.85 to 1.10)

0.86 (0.71 to 1.03)

0.82 (0.62 to 1.10)

0.79 (0.67 to 0.94)

1.56 (1.26 to 1.94)

0.91 (0.63 to 1.21)

0.90 (0.80 to 1.02)

0.80 (0.67 to 0.95)

0.76 (0.58 to 1.01)

0.74 (0.64 to 0.86)

1.34 (0.53 to 2.40)

0.89 (0.64 to 1.22)

0.94 (0.80 to 1.11)

0.89 (0.76 to 1.03)

0.84 (0.64 to 1.11)

0.82 (0.71 t0 0.94)

0.78 (0.21 to 3.01)

0.75(0.39 to 1.38)

0.85 (0.44 to 1.41)

0.95 (0.70 to 1.30)

0.92 (0.76 to 1.13)

0.91 (0.37 t0 2.25)

0.89 (0.55 to 1.44)

0.97 (0.75 to 1.25)

0.87 (0.43 to 1.74)

0.65 (0.18 to 2.48)

0.66 (0.47 to 0.86)

0.90 (0.72 to 1.12)

0.99 (0.27 to 3.34)

Estimates of rate ratios for all possible comparisons from conventional meta-analysis of direct randomised comparisons (top right) and network meta-analysis (bottom left)
- indicates that no direct comparison is available
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SUBSEQUENT REVASCULARISATION

0.17 (0.09t0 0.28) 0.88 (0.63t01.22)  0.76 (0.51 to 1.22) - - - - 0.16 (0.09 to 0.28)

6.19 (3.50 to

0.16 (0.13 to 0.20) 11.38)

3.93(2.88t05.79) 1.89(1.52t02.35) 2.93 (1.46 to0 6.60) - - -

0.97 (0.82t0 1.16)  5.96 (5.05 to 7.11) 0.70 (0.60 to 0.80)

0.69 (0.59t00.82) 4.25(3.64t05.02) 0.71(0.63 to 0.81) 0.68 (0.54t00.90) 0.38 (0.29t00.49)  0.53 (0.39 t0 0.73) - 0.36 (0.24 to 0.56)

0.44 (0.35t0 0.55) 2.68(2.19t03.32) 0.45(0.37t00.55) 0.63(0.53 to 0.75) 0.60(0.38t0 0.89) 0.77(0.17t03.08) 0.23(0.08t00.67)  0.71(0.36 to 1.37)

0.29(0.24t0 0.36) 1.80(1.49t02.19) 0.30(0.25t00.37) 0.42(0.36t00.50) 0.67 (0.57 to 0.78) 1.48(0.77t03.30) 0.83(0.25t02.73)  0.93(0.73 to 1.18)

0.38(0.29t0 0.51) 2.33(1.79t03.08) 0.39(0.30t00.51) 0.55(0.43t00.70) 0.87(0.69to 1.10) 1.29(1.04 to 1.62)

0.26 (0.17t0 0.40) 1.61(1.05to02.45) 0.27(0.17t00.41) 0.38(0.25t00.56) 0.60(0.40t0 0.88) 0.89(0.60to 1.32)  0.69 (0.44 to 1.06) 0.89(0.24 to 3.12)

0.27(0.21t00.35) 1.65(1.29t02.11) 0.28(0.22t00.35)  0.39(0.31t00.48)  0.61(0.51t00.74) 0.91(0.76t01.10) 0.71(0.54t00.92)  1.02 (0.72 to 1.49)

Estimates of rate ratios for all possible comparisons from conventional meta-analysis of direct randomised comparisons (top right) and network meta-analysis (bottom left)
- indicates that no direct comparison is available
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Supplemental Figure 2 — Comparison adjusted funnel plots
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Comparison-adjusted funnel plots to investigate the presence of small-study effects in the network meta-analysis.101 . Estimates below one indicate that the benefit of the experimental intervention is more
pronounced in the trial than the pooled estimate. Observations from small studies missing on the right side of the line of null effect (ratio of rate ratios > 1) indicate that small studies tend to exaggerate the
effectiveness of experimental treatments.



Supplemental Table 7

Main Analysis

Sensitivity analysis for different priors for T and frequentist meta-analysis

Exponential
distribution

Uniform
distribution

Half-normal
distribution

Frequentist meta analysis

using Rate Ratios

Frequentist meta analysis

using Risk Ratios

ALL-CAUSE MORTALITY

CABG versus Medical Therapy
PTCA versus Medical Therapy

BMS versus Medical Therapy

EARLY GENERATION DES
PES versus Medical Therapy
SES versus Medical Therapy

E-ZES versus Medical Therapy

NEw GENERATION DES
R-ZES versus Medical Therapy

EES versus Medical Therapy

0.80 (0.70 t0 0.91)
0.85 (0.68 to 1.04)

0.92 (0.79 to 1.05)

0.92 (0.75 to 1.12)
0.91 (0.75 to 1.10)

0.88 (0.69 to 1.10)

0.65 (0.42 to 1.00)

0.75 (0.59 to 0.96)

0.80 (0.71 to 0.90)
0.85 (0.71 to 1.03)

0.93(0.80 to 1.06)

0.92 (0.77 to 1.09)
0.92 (0.76 to 1.08)

0.89 (0.71 to 1.08)

0.65 (0.43 to 1.00)

0.76 (0.60 to 0.95)

0.80 (0.71 to 0.90)
0.85 (0.70 to 1.02)

0.92 (0.80 to 1.06)

0.93 (0.77 to 1.10)
0.92 (0.77 to 1.08)

0.88 (0.70 to 1.09)

0.65 (0.43 t0 0.97)

0.76 (0.61 to 0.93)

0.80 (0.71 to 0.90)
0.86 (0.68 to 1.04)

0.91 (0.79 to 1.05)

0.93 (0.76 to 1.09)
0.92 (0.76 to 1.10)

0.88 (0.70 to 1.10)

0.64 (0.43 t0 0.97)

0.76 (0.61 to 0.93)

0.81 (0.73 to 0.90)
0.88 (0.73 to 1.05)

0.94 (0.83 to 1.06)

0.95 (0.80 to 1.12)
0.93 (0.79 to 1.10)

0.91 (0.74 to 1.10)

0.67 (0.44 to 1.02)

0.78 (0.63 to 0.96)

0.81(0.73 t0 0.91)
0.88 (0.72 to 1.06)

0.94 (0.82 to 1.07)

0.95 (0.79 to 1.14)
0.94 (0.78 to 1.12)

0.91 (0.73 to 1.12)

0.67 (0.44 to 1.02)

0.78 (0.62 t0 0.97)

CABG=Coronary artery bypass graft surgery; PTCA=Percutaneous transluminal coronary angioplasty; BMS=Bare metal stent; DES=Drug eluting stent;
PES=Paclitaxel eluting stent; SES=Sirolimus eluting stent; R-ZES=Zotarolimus eluting Resolute stent; E-ZES=Zotarolimus eluting Endeavor Stent; EES=Everolimus eluting stent
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Main Analysis

Exponential
distribution

Uniform distribution

Half-normal
distribution

Frequentist meta-analysis

using Rate Ratios

Frequentist meta-analysis

using Risk Ratios

IMYOCARDIAL INFARCTION

CABG versus Medical Therapy
PTCA versus Medical Therapy

BMS versus Medical Therapy

EARLY GENERATION DES
PES versus Medical Therapy
SES versus Medical Therapy

E-ZES versus Medical Therapy

New GENERATION DES
R-ZES versus Medical Therapy

EES versus Medical Therapy

0.79 (0.63 to 0.99)
0.88 (0.70 to 1.11)

1.04 (0.84 to 1.27)

1.18 (0.88 to 1.54)
0.94 (0.71 to 1.22)

0.80 (0.56 to 1.10)

0.82 (0.52 to 1.26)

0.75 (0.55 to 1.01)

0.79 (0.62 to 1.00)
0.88 (0.69 to 1.12)

1.04 (0.83 to 1.29)

1.18 (0.86 to 1.56)
0.94 (0.70 to 1.23)

0.80 (0.55 to 1.11)

0.82(0.52 to 1.27)

0.75 (0.54 to 1.02)

0.78 (0.62 to 0.99)
0.88 (0.69 to 1.11)

1.03 (0.83 to 1.28)

1.16 (0.85 to 1.53)
0.93 (0.69 to 1.22)

0.79 (0.54 to 1.09)

0.81(0.51 to 1.26)

0.74 (0.53 to 1.01)

0.79 (0.62 to 1.00)
0.88 (0.69 to 1.13)

1.04 (0.83 to 1.28)

1.17 (0.87 to 1.55)
0.94 (0.71 to 1.22)

0.80 (0.55 to 1.11)

0.82 (0.52 to 1.28)

0.75 (0.54 to 1.01)

0.79 (0.64 to 0.99)
0.90 (0.72 to 1.13)

1.04 (0.85 to 1.28)

1.20 (0.91 to 1.57)
0.96 (0.74 to 1.25)

0.82 (0.59 to 1.14)

0.83 (0.55 to 1.27)

0.76 (0.57 to 1.03)

0.79 (0.63 to 0.99)
0.89 (0.71 to 1.12)

1.03 (0.84 to 1.27)

1.18 (0.89 to 1.56)
0.95 (0.72 to 1.24)

0.80 (0.57 to 1.12)

0.82 (0.53 to 1.27)

0.75 (0.56 to 1.02)

CABG=Coronary artery bypass graft surgery; PTCA=Percutaneous transluminal coronary angioplasty; BMS=Bare metal stent; DES=Drug eluting stent;
PES=Paclitaxel eluting stent; SES=Sirolimus eluting stent; R-ZES=Zotarolimus eluting Resolute stent; E-ZES=Zotarolimus eluting Endeavor Stent; EES=Everolimus eluting stent
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Main Analysis

Exponential
distribution

Uniform distribution

Half-normal
distribution

Frequentist meta-analysis

using Rate Ratios

Frequentist meta-

analysis using Risk Ratios

DEATH OR MYOCARDIAL INFARCTION

CABG versus Medical Therapy
PTCA versus Medical Therapy

BMS versus Medical Therapy

EARLY GENERATION DES
PES versus Medical Therapy
SES versus Medical Therapy

E-ZES versus Medical Therapy

New GENERATION DES
R-ZES versus Medical Therapy

EES versus Medical Therapy

0.81 (0.70 to 0.94)
0.83 (0.70 to 0.97)

0.99 (0.85 to 1.12)

1.06 (0.87 to 1.27)
0.96 (0.79 to 1.13)

0.85 (0.67 to 1.05)

0.81(0.59 to 1.10)

0.78 (0.63 to 0.96)

0.82 (0.70 to 0.95)
0.83 (0.70 to 0.98)

0.99 (0.85 to 1.13)

1.07 (0.87 to 1.28)
0.97 (0.79 to 1.14)

0.86 (0.66 to 1.06)

0.82 (0.58 to 1.11)

0.79 (0.63 to 0.97)

0.81 (0.70 to 0.95)
0.83 (0.69 to 0.98)

0.99 (0.84 to 1.13)

1.06 (0.86 to 1.26)
0.96 (0.78 to 1.14)

0.85 (0.66 to 1.06)

0.81(0.58 to 1.11)

0.78 (0.62 to 0.96)

0.81 (0.69 to 0.95)
0.83 (0.69 to 0.98)

0.98 (0.84 to 1.13)

1.05 (0.86 to 1.28)
0.95 (0.78 to 1.14)

0.84 (0.65 to 1.05)

0.80 (0.56 to 1.10)

0.78 (0.62 to 0.96)

0.82 (0.71 to 0.94)
0.84 (0.72 to 1.00)

0.99 (0.86 to 1.14)

1.07 (0.89 to 1.29)
0.97 (0.81 to 1.16)

0.86 (0.69 to 1.08)

0.82 (0.60 to 1.11)

0.79 (0.65 to 0.98)

0.81 (0.70 to 0.94)
0.83 (0.70 to 0.98)

0.97 (0.84 to 1.12)

1.05 (0.87 to 1.27)
0.95 (0.79 to 1.14)

0.83 (0.66 to 1.05)

0.80 (0.58 to 1.10)

0.78 (0.63 to 0.96)

CABG=Coronary artery bypass graft surgery; PTCA=Percutaneous transluminal coronary angioplasty; BMS=Bare metal stent; DES=Drug eluting stent;
PES=Paclitaxel eluting stent; SES=Sirolimus eluting stent; R-ZES=Zotarolimus eluting Resolute stent; E-ZES=Zotarolimus eluting Endeavor Stent; EES=Everolimus eluting stent
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Main Analysis

Exponential
distribution

Uniform distribution

Half-normal
distribution

Frequentist meta-

analysis using Rate Ratios

Frequentist meta-

analysis using Risk Ratios

SUBSEQUENT REVASCULARISATION

CABG versus Medical Therapy
PTCA versus Medical Therapy

BMS versus Medical Therapy

EARLY GENERATION DES
PES versus Medical Therapy
SES versus Medical Therapy

E-ZES versus Medical Therapy

New GENERATION DES
R-ZES versus Medical Therapy

EES versus Medical Therapy

0.16 (0.13 t0 0.20)
0.97 (0.82 to 1.16)

0.69 (0.59 to 0.82)

0.44 (0.35 t0 0.55)
0.29 (0.24 t0 0.36)

0.38 (0.29 to 0.51)

0.26 (0.17 to 0.40)

0.27 (0.21 to 0.35)

0.16 (0.13 to 0.20)
0.97 (0.82 to 1.16)

0.69 (0.59 to 0.82)

0.44 (0.35 to 0.55)
0.29 (0.24 to 0.36)

0.38(0.29 to 0.51)

0.26 (0.17 to 0.40)

0.27 (0.21 t0 0.35)

0.16 (0.13 to0 0.20)
0.98 (0.82 to 1.17)

0.69 (0.59 to 0.82)

0.44 (0.35 to 0.55)
0.29 (0.24 to 0.36)

0.38(0.29t0 0.51)

0.26 (0.17 t0 0.41)

0.27 (0.21 t0 0.35)

0.16 (0.13 to0 0.20)
0.97 (0.82 to 1.16)

0.69 (0.59 to 0.81)

0.44 (0.35 t0 0.55)
0.29 (0.23 t0 0.36)

0.38 (0.28 t0 0.51)

0.26 (0.17 to 0.40)

0.27 (0.21 to 0.34)

0.17 (0.14 to 0.20)
0.97 (0.82 to 1.14)

0.69 (0.60 to 0.80)

0.43 (0.35 t0 0.53)
0.30 (0.24 to 0.36)

0.38 (0.29 to 0.49)

0.27 (0.18 t0 0.41)

0.27 (0.21 to 0.34)

0.17 (0.14 to 0.20)
0.97 (0.83 to 1.14)

0.69 (0.59 to 0.80)

0.43 (0.35 t0 0.54)
0.30 (0.24 t0 0.36)

0.38 (0.29 to 0.49)

0.27 (0.18 to 0.41)

0.27 (0.21 to 0.34)

CABG=Coronary artery bypass graft surgery; PTCA=Percutaneous transluminal coronary angioplasty; BMS=Bare metal stent; DES=Drug eluting stent;

PES=Paclitaxel eluting stent; SES=Sirolimus eluting stent; R-ZES=Zotarolimus eluting Resolute stent; E-ZES=Zotarolimus eluting Endeavor Stent; EES=Everolimus eluting stent
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Supplemental Table 8 Assessment of model fit

Residual

Outcome Data points deviance Residuals Q-Q plots
Mean Number (%)
within 1-96 SND
All trials
All-cause mortality 196 204 194 (99.0%) Adequate
Myocardial infarction 192 198 192 (100%) Adequate
Death or myocardial infarction 184 205 183 (99.5%) Adequate
Subsequent revascularisation 194 214 193 (99.5%) Adequate
Contemporary trials initiated 1999 or later
All-cause mortality 125 117 123 (98.4%) Adequate
Myocardial infarction 123 114 122 (99.2%) Adequate
Death or myocardial infarction 121 119 120 (99.2%) Adequate
Subsequent revascularisation 121 142 120 (99.2%) Adequate

SND: Standard normal distribution

The model was considered to provide an adequate fit to the data, if (1) the mean of the residual
deviance was similar to the number of data points used in the model, (2) at least 95% of means of
standardised node-based residuals were within 1.96 of the standard normal distribution, and (3) Q-Q

plots of residuals were lying closely around a line on visual inspection.
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Supplemental Table 9 Estimates of between trial heterogeneity

™ (95% Cl)

All trials
All-cause mortality 0.005 (0.000 to 0.026)
Myocardial infarction 0.047 (0.011 to 0.107)
Death or myocardial infarction 0.014 (0.001 to 0.044)
Subsequent revascularisation 0.043 (0.017 to 0.085)

Contemporary trials initiated 1999 or later

All-cause mortality 0.004 (0.000 to 0.022)
Myocardial infarction 0.004 (0.000 to 0.022)
Death or myocardial infarction 0.003 (0.000 to 0.016)
Subsequent revascularisation 0.040 (0.008 to 0.104)

Cl: confidence interval

Presented is the between-trial variance T2 as a measure of the heterogeneity between trials in the
network for each outcome. A T2 estimate of 0.04 may be interpreted as a low, 0.14 as a moderate
and 0.40 as a substantial degree of heterogeneity between trials. We used a common t? estimate for

all comparisons included in an analysis.
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Supplemental Figure 3

Inconsistency factors for primary analysis of all trials
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Supplemental Figure 4

ALL-CAUSE MORTALITY
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BMS-PES-EZES = 0.13 (-0.29, 0.55) MT-BMS-EES —-— 0.45 (-0.27, 1.17)

PES-SES-EZES - 0.09 (-0.29, 0.48) PESEESEES 1e 08 LOAB. 67

PES-SES-RZES " 0.08 (-0.95, 1.11) 28 (-0.18, 0.74)

CABG-PES-SES » 0.08 (-0.32, 0.48) BMS-PES-EES - 0.24 (-0.34, 0.82)

BMS-PES-EES n 0.07 (-0.33, 0.47) MT-CABG-BMS-PES . 0.22 (-0.19, 0.64)

MT-CABG-BMS-PES . 0.07 (-0.36, 0.49) SES-RZES-EES . 0.22 (-1.00, 1.44)

MT-CABG-BMS-SES . 0.05 (-0.47, 0.56) PES-SES-EES — - 0.16 (-0.34, 0.67)

BMS-PES-SES —— 0.03 (-0.31, 0.38) BMS-SES-EZES - 0.08 (-0.40, 0.55)

oES REES EES I 0.02 (-0.53, 0.58) BMS-PES-SES = 0.06 (-0.36, 0.49)

MT-CABG-SES-EES L 0.01 (-0.82, 0.84)

BMS-SES-EZES o= 0.00 (-0.47, 0.47) BMS-PES-EZES o 0.01 (-0.40, 0.43)
PES-EZES-EES —— 0.00 (-0.55, 0.55) BMS-SES-EES —— 0.00 (-0.51, 0.51)
T T T T T T
3 1.5 0 15 3 3 15 0 15 3



Supplemental Figure 5
likely sources of inconsistency

MYOCARDIAL INFARCTION

ProrinconsisTency = 0.12

INCONSISTENCY

Loop FACTOR (95% Cl

CABG-BMS-PES —— 0.82 (0.24, 1.39)

CABG-BMS-SES —— 0.72 (0.12, 1.32)

MT-BMS-EES —— 0.64 (-0.25, 1.54)

BMS-SES-EES -+ 0.41 (-0.26, 1.07)

PES-RZES-EES — 0.40 (-0.68, 1.48)

PES-SES-EES -— 0.40 (0.03, 0.76)

SES-EZES-EES — 0.31 (-0.51, 1.12)

ALL MT-CABG-BMS —— 0.27 (-0.32, 0.86)
BMS-EZES-EES — 0.25 (-0.86. 1.35)

PES-SES-EZES e 0.24 (-0.21, 0.70)

TRIALS MT-PTCA-BMS —— 0.19 (-0.56, 0.93)
PES-SES-RZES —— 0.17 (-0.97, 1.32)

PES-EZES-EES —— 0.17 (-0.68, 1.02)

SES-RZES-EES e 0.17 (-0.45, 0.79)

CABG-PES-SES —— 0.17 (-0.36, 0.69)

MT-CABG-SES-EES —_— 0.16 (-0.78, 1.10)

BMS-PES-EZES —— 0.15 (-0.46, 0.75)

MT-CABG-PTCA —_— 0.08 (-0.80, 0.96)

MT-CABG-PES-EES — 0.07 (-0.90, 1.05)

BMS-PES-SES —— 0.07 (-0.44, 0.58)

CABG-PTCA-BMS —— 0.05 (-0.49, 0.58)

BMS-PES-EES —— 0.02 (-0.57, 0.62)

BMS-SES-EZES —— 0.00 (-0.62, 0.62)

T T T T
-3 -1.5 0 1.5 3
CONTEMPORARY
TRIALS

AFTER EXCLUSION OF GABI®8, EAST?®, ERACI 11?2, SOS®8 AND THIELE®®

Inconsistency factors for myocardial infarction and subsequent revascularisation after exclusion of

SUBSEQUENT REVASCULARISATION

LOOP

ProrinconsisTency = 0.016

INCONSISTENCY
FACTOR (95% CI

MT-CABG-SES-EES - 0.84 (-0.01, 1.68)
CABG-PES-SES — 0.64 (-0.04, 1.32)
MT-BMS-EES -T— 0.54 (-0.19, 1.28)
CABG-BMS-SES - 0.41 (-0.21, 1.04)
MT-CABG-PES-EES —_1T— 0.36 (-0.39, 1.11)
PES-SES-EZES T 0.28 (-0.18, 0.74)
CABG-BMS-PES - 0.28 (-0.06, 0.61)
MT-PTCA-BMS - 0.24 (-0.06, 0.54)
BMS-PES-EES - 0.24 (-0.34, 0.82)
MT-CABG-PTCA T 0.22 (-0.24, 0.68)
MT-CABG-BMS ——— 0.21(-0.17, 0.59)
PES-SES-EES -1 0.16 (-0.34, 0.67)
CABG-PTCA-BMS - 0.13 (-0.29, 0.54)
BMS-SES-EZES —— 0.08 (-0.40, 0.55)
BMS-PES-SES —n 0.06 (-0.36, 0.49)
BMS-PES-EZES —— 0.01 (-0.40, 0.43)
BMS-SES-EES i 0.00 (-0.51, 0.51)

T T T T

-3 -1.5 0 15 3

Prorinconsisency = 0.057
INCONSISTENCY
Loopr FACTOR (95% ClI

MT-CABG-SES-EES — 0.94 (0.09, 1.80)
CABG-PES-SES | 0.64 (-0.04, 1.32)
MT-CABG-PES-EES T — 0.47 (-0.30, 1.23)
MT-CABG-BMS-SES T 0.47 (-0.21, 1.14)
MT-BMS-EES -T—— 0.45 (-0.27, 1.17)
PES-SES-EZES T 0.28 (-0.18, 0.74)
BMS-PES-EES — 0.24 (-0.34, 0.82)
MT-CABG-BMS-PES T 0.22 (-0.19, 0.64)
SES-RZES-EES —_—Tr 0.22 (-1.00, 1.44)
PES-SES-EES -Te— 0.16 (-0.34, 0.67)
BMS-SES-EZES —— 0.08 (-0.40, 0.55)
BMS-PES-SES —— 0.06 (-0.36, 0.49)
BMS-PES-EZES —— 0.01 (-0.40, 0.43)
BMS-SES-EES —— 0.00 (-0.51, 0.51)

T T T T

-3 -1.5 0 1.5 3

AFTER EXCLUSION OF FREEDOM?® AND CARDIA™®

AND RESOLUTE CHINA®®
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Supplemental Table 10

Primary analysis after exclusion of likely sources of inconsistency

MYOCARDIAL INFARCTION
(ALL TRIALS)

SUBSEQUENT REVASCULARISATION
(ALL TRIALS)

SUBSEQUENT REVASCULARISATION
(CONTEMPORARY TRIALS)

Main Analysis

After Exclusion of
Likely Sources of
Inconsistency*

Main Analysis

After Exclusion of
Likely Sources of
Inconsistency§

Main Analysis

After Exclusion of
Likely Sources of
Inconsistency§

CABG versus Medical Therapy
PTCA versus Medical Therapy

BMS versus Medical Therapy

EARLY GENERATION DES
PES versus Medical Therapy
SES versus Medical Therapy

E-ZES versus Medical Therapy

NEw GENERATION DES
R-ZES versus Medical Therapy

EES versus Medical Therapy

0.79 (0.63 to 0.99)
0.88 (0.70 to 1.11)

1.04 (0.84 to 1.27)

1.18 (0.88 to 1.54)
0.94 (0.71 to 1.22)

0.80 (0.56 to 1.10)

0.82(0.52 to 1.26)

0.75 (0.55 to 1.01)

0.69 (0.55 to 0.85)
0.92 (0.74 to 1.14)

1.11 (0.92 to 1.33)

1.21(0.93 to 1.53)
0.96 (0.75 to 1.21)

0.84 (0.61 to 1.11)

0.83 (0.56 to 1.24)

0.77 (0.85 to 1.00)

0.16 (0.13 to 0.20)
0.97 (0.82 to 1.16)

0.69 (0.59 to 0.82)

0.44 (0.35 to 0.55)
0.29 (0.24 to 0.36)

0.38 (0.29 to 0.51)

0.26 (0.17 to 0.40)

0.27 (0.21 to 0.35)

0.17 (0.14 t0 0.21)
0.97 (0.83 to 1.14)

0.68 (0.59 to 0.79)

0.41 (0.33 t0 0.51)
0.27 (0.22 to0 0.33)

0.36 (0.27 t0 0.47)

0.29 (0.19 to 0.44)

0.26 (0.20 to 0.33)

0.16 (0.12 to 0.21)

0.70 (0.57 t0 0.87)

0.43 (0.34 to 0.56)
0.29 (0.23 t0 0.37)

0.38 (0.28 t0 0.52)

0.26 (0.17 to 0.40)

0.27 (0.20 to 0.35)

0.19 (0.15 to 0.25)

0.68 (0.57 to 0.79)

0.42 (0.34 t0 0.51)
0.28 (0.22 to 0.34)

0.36 (0.28 to 0.46)

0.29 (0.21 t0 0.33)

0.26 (0.21 to 0.33)

CABG=Coronary artery bypass graft surgery; PTCA=Percutaneous transluminal coronary angioplasty; BMS=Bare metal stent; DES=Drug eluting stent;
PES=Paclitaxel eluting stent; SES=Sirolimus eluting stent; R-ZES=Zotarolimus eluting Resolute stent; E-ZES=Zotarolimus eluting Endeavor Stent; EES=Everolimus eluting stent

* after exclusion of GABI, EAST, ERACI II, SoS, Thiele

§ after exclusion of FREEDOM and CARDIA (because of diabetic population) and RESOLUTE CHINA (because of implausible effect)
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