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Supplementary Appendix

1 Appendix A — Full Search Strategy

Set Search Statement

1. exp Coronary Disease/

2. myocardial infarction.mp. or exp Myocardial Infarction/
3. exp Percutaneous Coronary Intervention/

4. 1or2or3

5. (bioresorbable vascular scaffold* or bioresorbable vascular stent* or BVS).mp.
6. (bioresorbable stent* or BRS).mp.

7. "Absorbable Implants"/

8. third generation stent*.mp.

9. bor6or7or8

10. (drug eluting stent* or DES).mp. or Drug-Eluting Stents/
11. (everolimus eluting stent* or EES).mp.

12. second generation stent*.mp.

13.100r 11 or 12

14. 4and 9 and 13

15. limit 14 to randomized controlled trial

16. limit 15 to english language

Figure 1 - Full search strategy exported from Ovid
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2 Appendix B: Results

Table 1 — Baseline patient, lesion and procedure characteristics of the included studies.

ABSORB CHINA ABSORB Il ABSORB IIl ABSORB IV ABSORB JAPAN  AIDA COMPARE-ABSORB COVER-AMI EVERBIO II

BVS EES BVS EES BVS EES BVS EES BVS EES BVS EES BVS EES BVS EES BVS EES
Patient Characteristics
Patients (n) 241 239 335 166 1322 686 1296 1308 266 134 924 921 848 822 10 12 80 160
Age (yr) 57.2 57.6 615 609 63.5 63.6 63.1 62.2 67.1 673 64364.0 620 63.0 56.5 61.4 65.0 65.0
Male (%) 71.8 72.6 75,5 79.5 70.7 70.1 71.5 724 789 739 72576.0 795 76.3 90.0 70.0 78.2 80.0
Diabetes (%) 25.2 232 241 241 315 32.7 316 319 36.1 358 18516.6 34.6 36.1 10.0 0.0 21.8 244
Dyslipidaemia (%) 42.4 384 75.2 80.1 86.2 86.3 80.0 79.2 820 821 37.6383 663 66.3 20.0 0.0 56.4 63.8
Hypertension (%) 58.8 60.3 69.0 71.7 849 853 785 78.6 782 79.9 50.950.5 71.6 69.2 30.0 30.0 55.1 63.1
Current smoker (%) 32.8 354 23,6 217 21.3 20.7 22.1 233 199 216 28.631.7 2838 26.9 50.0 40.0 359 344
Prior Ml (%) 16.8 16.0 27.8 289 215 22.0 18.0 194 16.0 239 18.018.7 18.2 20.2 - - 141 1838
Clinical Presentation:
Silent Ischaemia (%) 3.8 5.4 12,5 11.4 10.0 10.2 73 7.5 263 17.9 - - 7.4 8.9 - - 115 131
Stable Angina (%) 21.4 16.9 63.9 645 573 60.8 51.1 51.2 63.9 657 39.140.2 404 42.5 - - 52,6 463
Unstable Angina (%)  64.7 64.1 20.3 22.3 26.9 245 175 175 9.8 164 7.6 9.4 17.6 17.2 - - 7.7 8.8
NSTEMI (%) - - - - - - 223 222 - - 20.0 20.8 216 19.0 - - 167 231
STEMI (%) - - - - - - 33 44 - - 26.0 244 130 12.5 - - 115 88
Lesion Characteristics
Treated arteries:
LAD (%) 55.4 524 554 524 445 42.2 43.6 43.7 46.2 423 425437 458 41.4 - - 458 341
LCx (%) 19.5 242 195 24.2 26.2 30.6 259 259 229 263 24.0263 226 255 - - 25.0 210
RCA (%) 25.1 23.4 251 23.4 29.2 27.2 30.5 304 309 314 324288 315 329 - - 25.0 384
ACC-AHA lesion class B2
74.9 72.1 455 49.4 68.7 72.5 469 456 76.0 759 54.651.0 - - - - 29.2 319
or C (%)
Lesion length (mm) 14.1 139 13.8 13.8 12.6 13.1 14.8 15.1 135 13.3 19.118.8 125 12.5 233 210 - -
RVD (mm) 2.81 2.82 259 2.63 2.67 2.65 290 2.89 272 2.79 3.073.03 251 249  3.40 3.70 2.77 2.46
MLD (mm) 0.98 1.01 1.07 1.05 0.92 0.90 0.82 0.81 096 099 - - 0.89 0.89 - - 0.60 0.55
Pre-PCl diameter
65.3 64.5 59.0 60.0 65.3 659 71.8 71.8 64.6 64.7 - - 64.3 63.7 - - 813 79.2
stenosis (%)
Procedure Characteristics
Device success (%) 98.0 99.6 99.2 100 94.3 99.3 946 99.0 989 993 - - 92.4 96.8 90.0 100 - -
Device length (mm) 22.8 223 21.1 209 20.5 20.7 20.5 20.1 20.2 19.5 31.129.7 280 28.0 23.7 21.6 22.8 20.7
Nominal device diameter
(mm) 2.84 2.85 3.01 3.05 3.18 3.12 - - 3.09 3.13 2.732.88 3.00 3.00 3.30 3.70 3.10 3.00
Pre-dilation performed
(%) 99.6 98.0 100 98.9 - - 999 99.8 100 100 96.991.2 96.5 78.6 90.0 40.0 96.9 83.0
Post-dilation performed
(%) 63.0 544 60.7 58.8 65.5 51.2 84.3 54.7 822 774 74.049.1 9238 58.0 80.0 10.0 34.4 30.6
Post-PCl diameter
stenosis (%) 12.2 87 16.0 10.0 116 64 99 7.2 118 7.1 - - 15.5 121 152 82 93 76

Numbers given as mean unless stated otherwise. NSTEMI: Non-ST elevation myocardial infarction; LAD: Left Anterior Descending artery;

LCx: Left Circumflex Artery; RCA: Right Coronary Artery; RVD: Reference vessel diameter; MLD: Minimal lumen diameter.
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Numbers given as mean unless stated otherwise. NSTEMI: Non-ST elevation myocardial infarction; LAD: Left Anterior Descending artery;

Table 6 (continued) — Baseline patient, lesion and procedure characteristics of included studies.

Hernandez et al. ISAR-ABSORB MAGSTEMI

NeoVas

PRAGUE-22 Seo et al.

TROFI-Il  XINSORB

BVS EES BVS EES BVS EES BVS EES BVS EES BVS EES BVS EES BVS EES

Patient Characteristics
Patients (n) 100 100 173 89 74 76 278 282 25 25 171 170 95 96 200 195
Age (yr) 60.8 613 61.7 63.3 588 59.2 585589 57.0 55.5 63.0 62.0 59.1 58.2 60.2 60.0
Male (%) 79.0 76.0 79.8 73.0 85.1 93.4 67.6 68.1 64.0 76.0 75.4 81.2 76.8 87.5 67.5 67.2
Diabetes (%) 16.0 20.0 21.6 19.3 13.5 184 19.119.9 12.0 32.0 31.0 31.2 18.9 14.6 24.5 21.5
Dyslipidaemia (%) 58.0 62.0 435 476 67.6 48.7 19.416.7 - - 80.7 84.7 63.2 57.3 145 12.3
Hypertension (%) 56.0 61.0 535 621 44.6 42.1 543528 - - 51.557.1 43.2 36.5 60.5 53.8
Current smoker (%) 21.0 19.0 445 43.2 55.4 56.6 24.530.5 72.0 56.0 18.7 18.8 48.4 49.0 27.0 28.7
Prior Ml (%) 180 220 69 67 68 39 54 71 - - - - 21 31 - -
Clinical Presentation

Silent Ischaemia (%) - - - - - - 22 14 - - - - - - - -

Stable Angina (%) - - - - - - 165152 - - 544559 - - 30.0 27.7

Unstable Angina (%) - - - - - - 791798 40 16.0 404371 - - 395395

NSTEMI (%) - - 23.7 27.0 - - 04 04 240 280 53 7.1 - - 14.0 144

STEMI (%) - - 76.3 73.0 100 100 1.8 3.2 72.0 56.0 100 100
Lesion Characteristics
Treated arteries:

LAD (%) 52.8 546 474 483 48.6 47.4 65.163.3 44.0 52.0 57.4 56.8 35.841.8 - -

LCx (%) 15.2 169 173 11.2 21.6 14.5 12.9 18.7 20.0 20.0 14.4 19.2 179 13.3 - -

RCA (%) 32.0 285 353 404 29.7 38.2 21.9 18.0 36.0 28.0 28.2 23.9 46.3 449 - -
ACC-AHA lesion class B2 or C (%) - - - - - - 104 71 - - - - 100 100 43 7.4
Lesion length (mm) 17.6 18.1 - - - - 144143 - - 31.133.712913.4 144 1438
RVD (mm) 291 289 289 295 286 290 295293 - - 2.952.87 2.86 2.76 3.04 2.94
MLD (mm) - - 035 0.28 0.25 0.21 1.07 1.03 - - 0.94 0.83 0.29 0.28 1.14 1.15
Pre-PCI diameter stenosis (%) 73.0 740 87.7 90.6 91.1 92.4 63.6 64.8 - - 67.7 71.0 89.5 89.9 62.6 60.9
Procedure Characteristics
Device success (%) - - - - 98.6 100 96.2 99.6 - - - - 95.8 100 96.8 100
Device length (mm) 193 206 257 286 20.7 20.3 20.2 19.6 24.6 27.6 32.0 36.6 20.6 20.7 20.6 21.8
Nominal device diameter (mm) 3.08 3.01 3.20 3.20 3.50 3.30 3.18 3.14 3.10 3.11 3.31 3.19 3.25 3.12 3.15 3.11
Pre-dilation performed (%) 97.6 254 948 809 91.1 86.4 99.6 100 100 80.0 - - 55.851.0 99.0 91.2
Post-dilation performed (%) 64.8 385 56.6 34.8 88.6 24.7 83.574.2 92.0 72.0 66.5 54.0 50.5 25.5 94.8 73.1
Post-PCl diameter stenosis (%) 11.0 100 139 106 10.8 6.8 129 80 7.0 10.2 17.1 14.2 14.1 13.4 10.6 10.3

LCx: Left Circumflex Artery; RCA: Right Coronary Artery; RVD: Reference vessel diameter; MLD: Minimal lumen diameter.
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2.1 Stent Thrombosis

BVS DES Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
ABSORB CHINA (36mo) 2 241 0 239 1.4% 4.96 [0.24, 102.74]
ABSORB Il (60mo) 9 335 0 166 1.6% 9.44 [0.55, 161.27] —
ABSORB Il (60mo) 32 1322 7 686 19.2% 2.37[1.05, 5.35]
ABSORB IV (12mo) 9 1296 4 1308 9.2% 2.27[0.70, 7.36] T
ABSORB JAPAN (60mo) 9 266 2 134 5.5% 2.27[0.50, 10.34] I e —
AIDA (60mo) 43 924 13 921 33.7% 3.30[1.78, 6.09] —a—
COMPARE-ABSORB (12mo) 17 848 5 822 12.9% 3.30[1.22, 8.89] ———
EVERBIO Il (60mo) 1 80 0 160 1.2% 5.96 [0.25, 144.75]
Hernandez et al. (12mo) 0 100 1 100 1.2% 0.33[0.01, 8.09]
ISAR-ABSORB (12mo) 3 173 2 89 4.1% 0.77[0.13, 4.53] — T
MAGSTEMI (12mo) 1 74 2 76 2.2% 0.51[0.05, 5.54] T
NeoVas (12mo) 1 278 0 282 1.2% 3.04 [0.12, 74.38]
PRAGUE-22 (12mo) 1 25 0 25 1.3% 3.00[0.13, 70.30]
Seo et al. (12mo) 1 171 1 170 1.7% 0.99 [0.06, 15.77]
TROFI Il (36mo) 2 95 1 96 2.2% 2.02 [0.19, 21.92] e
XINSORB (12mo) 1 200 0 195 1.2% 2.93[0.12, 71.38]
Total (95% CI) 6428 5469 100.0% 2.56 [1.79, 3.66] <&
Total events 132 38
Heterogeneity: Tau? = 0.00; Chi? = 7.88, df = 15 (P = 0.93); I> = 0% 05005 051 150 2050

Test for overall effect: Z = 5.17 (P < 0.00001) Favours BVS Favours DES

Figure 2 - Forest plot for stent thrombosis (ST) at latest follow-up.
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Figure 3 - Funnel plot of ST data, grouped by duration of follow-up.
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2.2 TLF
BVS DES Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
ABSORB CHINA (36mo) 13 241 11 239 2.5% 1.17 [0.54, 2.56] —
ABSORB Il (60mo) 38 335 9 166 3.1% 2.09 [1.04, 4.22]
ABSORB Il (60mo) 220 1322 98 686 31.4% 1.16 [0.94, 1.45] ol
ABSORB IV (12mo) 64 1296 48 1308 11.3% 1.35[0.93, 1.94] —'—
ABSORB JAPAN (60mo) 28 266 10 134 3.2% 1.41[0.71, 2.82] T
AIDA (60mo) 135 924 121 921 29.1% 1.11[0.89, 1.40] -
COMPARE-ABSORB (12mo) 43 848 34 822 7.8% 1.23[0.79, 1.90] T
COVER-AMI (3mo) 1 10 1 12 0.2% 1.20[0.09, 16.84]
EVERBIO Il (60mo) 17 80 29 160 5.3% 1.17 [0.69, 2.00] T
ISAR-ABSORB (12mo) 12 173 6 89 1.7% 1.03 [0.40, 2.65] . S
MAGSTEMI (12mo) 13 74 5 76 1.6% 2.67 [1.00, 7.12] —
NeoVas (12mo) 3 278 2 282 0.5% 1.52 [0.26, 9.04] —
PRAGUE-22 (12mo) 3 25 1 25 0.3% 3.00 [0.33, 26.92]
TROFI Il (36mo) 5 95 3 96 0.8% 1.68 [0.41, 6.85] I s —
XINSORB (12mo) 5 200 10 195 1.4% 0.49[0.17, 1.40] S —
Total (95% CI) 6167 5211 100.0% 1.21[1.07, 1.37] ¢
Total events 600 388
v 2 . i2 .2 Il 1 I 1
Heterogeneity: Tau? = 0.00; Chi* = 9.93, df = 14 (P = 0.77); I’ = 0% b0z o1 5 P

Test for overall effect: Z = 3.03 (P = 0.002) Favours BVS Favours DES

Figure 4 - Forest plot for Target Lesion Failure (TLF) at latest follow-up.
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Figure 5 - Funnel plot of TLF data, grouped by duration of follow-up.
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2.3 Secondary Outcomes

BVS DES Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
ABSORB CHINA (36mo) 28 241 28 239 2.8% 0.99 [0.61, 1.62] b
ABSORB Il (60mo) 80 335 41 166 6.4% 0.97[0.70, 1.34] -
ABSORB Il (60mo) 378 1322 168 686 27.9% 1.17 [1.00, 1.37] ol
ABSORB IV (12mo) 67 1296 53 1308 5.5% 1.28 [0.90, 1.81] T
ABSORB JAPAN (60mo) 74 266 34 134 5.6% 1.10[0.77, 1.55] -
AIDA (60mo) 259 924 241 921 30.5% 1.07 [0.92, 1.24] =y
COMPARE-ABSORB (12mo) 99 848 85 822 9.1% 1.13 [0.86, 1.48] T
COVER-AMI (3mo) 3 10 1 12 0.2% 3.60 [0.44, 29.45] —
EVERBIO Il (60mo) 31 80 69 160 6.4% 0.90 [0.65, 1.25] -
ISAR-ABSORB (12mo) 26 173 13 89 1.8% 1.03 [0.56, 1.90] i
MAGSTEMI (12mo) 17 74 11 76 1.4% 1.59[0.80, 3.16] T
NeoVas (12mo) 3 278 3 282 0.3% 1.01[0.21, 4.98]
PRAGUE-22 (12mo) 4 25 1 25 0.2% 4.00 [0.48, 33.33] ]
TROFI 1l (36mo) 9 95 8 96 0.8% 1.14 [0.46, 2.82] D —
XINSORB (12mo) 10 200 14 195 1.1% 0.70[0.32, 1.53] I
Total (95% CI) 6167 5211 100.0% 1.10 [1.01, 1.19] "
Total events 1088 770

v 2 . i2 .2 i 1 I I
Heterogeneity: Tau? = 0.00; Chi* = 8.74, df = 14 (P = 0.85); I’ = 0% 002 o ) 50

Test for overall effect: Z = 2.21 (P = 0.03) Favours BVS Favours DES

Figure 6 - Forest plot for POCE (patient oriented composite endpoint) at latest follow-up.
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Figure 7 - Funnel plot of POCE data, grouped by duration of follow-up.
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BVS

Study or Subgroup

Risk Ratio

E:
Events Total Events Total Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

4.1.1 <12-month follow-up
ABSORB CHINA (12mo)
ABSORB Il (12mo)

ABSORB Il (12mo) 1

ABSORB IV (12mo)
ABSORB JAPAN (12mo)
COMPARE-ABSORB (12mo)
COVER-AMI (3mo)
EVERBIO Il (9mo)
ISAR-ABSORB (12mo)
MAGSTEMI (12mo)
NeoVas (12mo)
PRAGUE-22 (12mo)
TROFI Il (6mo)
XINSORB (12mo)
Subtotal (95% CI)

Total events 37

Heterogeneity: Tau? = 0.00; Chi® =

0 241 5 239 4.2%
0 335 1 166 3.4%
5 1322 3 686 23.0%
1 1296 1 1308 4.6%
2 266 0 134 3.8%
6 848 5 822 25.1%
0 10 0 12
1 80 3 160 7.0%
6 173 2 89  14.1%
1 74 176 46%
0 278 0 282
0 25 0 25
2 95 1 96 6.2%
3 200 0 195 4.0%
5243 4290 100.0%
2

2
8.12, df = 10 (P = 0.62); I* = 0%

Test for overall effect: Z = 0.94 (P = 0.35)

4.1.2 24-month follow-up

ABSORB Il (24mo) 4 335 1 166 4.0%
ABSORB JAPAN (24mo) 4 266 0 134 23%
AIDA (24mo) 30 924 37 921 86.3%
EVERBIO Il (24mo) 2 80 160 7.4%
Subtotal (95% CI) 1605 1381 100.0%
Total events 40 43

Heterogeneity: Tau? hi? = 1.91, df = 3 (P = 0.59); I = 0%

Test for overall effect:

4.1.3 36-month follow-up

.62 (P = 0.54)

ABSORB CHINA (36mo) 2 241 6 239 7.5%
ABSORB Il (36mo) 8 335 6 166 17.6%
ABSORB Il (36mo) 40 1322 23 686 74.9%
TROFI Il (36mo) 0 95 96
Subtotal (95% CI) 1993 1187 100.0%
Total events 50 35

Heterogeneity: Tau? = 0.00; Chi? = 1.54, df = 2 (P = 0.46); I* = 0%
Test for overall effect: .05 (P =0.30)

4.1.4 60-month follow-up

ABSORB Il (60mo) 13 335 7 166 5.4%
ABSORB IIl (60mo) 85 1322 44 686 35.6%
ABSORB JAPAN (60mo) 15 266 4 134 3.8%
AIDA (60mo) 76 924 88 921 51.3%

EVERBIO Il (60mo)
Subtotal (95% CI)
Total events

19
Heterogeneity: Tau? = 0.00; Chi? =

4 80 16 160 3.9%
2927 2067 100.0%

3
3.39,df = 4 (P = 0.50); I* = 0%

Test for overall effect: Z = 0.78 (P = 0.43)

0.09 [0.01, 1.62]
0.17 [0.01, 4.05]
2.59(0.75, 8.93]

1.01(0.06, 16.12]
2.53[0.12, 52.29]
1.16 [0.36, 3.80]
Not estimable
0.67[0.07, 6.31]
1.54[0.32, 7.49]
1.03 [0.07, 16.12]
Not estimable
Not estimable
2.021[0.19, 21.92]

6.83 [0.35, 131.28]
1.33 [0.73, 2.40]

1.980.22, 17.59]
4.55[0.25, 83.90]
0.81[0.50, 1.30]
0.80 [0.16, 4.03]
0.87 [0.56, 1.35]

0.33[0.07, 1.62]
0.66 [0.23, 1.87]
0.90 [0.54, 1.49]

Not estimable
0.79 [0.51, 1.23]

0.92 [0.37, 2.26]
1.00 [0.70, 1.43]
1.89[0.64, 5.58]
0.86 [0.64, 1.15]
0.50[0.17, 1.45]
0.92 [0.75, 1.13]

#

0.005

0.1 10
Favours BVS Favours DES

200

Figure 8 — Forest plot of all-cause mortality grouped by duration of follow-up.

BVS

Study or Subgroup

Risk Ratio

Events Total Events Total Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

4.5.1 <12-month follow-up
ABSORB CHINA (12mo)
ABSORB Il (12mo)

ABSORB IIl (12mo)
ABSORB IV (12mo)

ABSORB JAPAN (12mo)
CCOMPARE-ABSORB (12mo)
COVER-AMI (3mo)
EVERBIO Il (9mo)
Hernandez et al. (12mo)
ISAR-ABSORB (12mo)
MAGSTEMI (12mo)
NeoVas (12mo)
PRAGUE-22 (12mo)

Seo et al. (12mo)

TROFI Il (6mo)

XINSORB (12mo)

Subtotal (95% CI)

Total events

2
Heterogeneity: Tau? = 0.00; Chi® =

0 241 3 239 7.3%

0 335 0 166

8 1322 1 686 14.7%

1 1296 0 1308 6.2%

0 266 0 134

5 848 1 822 13.8%

0 10 0 12

1 80 0 160 6.2%

1 100 1 100 8.4%

4 173 2 89  22.6%

1 74 1 76 8.4%

0 278 0 282

0 25 0 25

0 171 1 170 6.2%

0 95 0 96

1 200 0 195 6.2%
5514 4560 100.0%

2 1
6.77,df = 9 (P = 0.66); I* = 0%

Test for overall effect: Z = 1.16 (P = 0.25)

4.5.2 24-month follow-up

ABSORB Il (24mo) 2 335 0 166  3.9%
ABSORB JAPAN (24mo) 1 266 0 134 3.5%
AIDA (24mo) 17 924 20 921 87.8%
EVERBIO Il 24mo) 1 80 1 160 4.7%
Subtotal (95% CI) 1605 1381 100.0%
Total events 21 21

hi? =

Heterogeneity: Tau? = 0.0

0.87,df =3 (P =0.83); I° = 0%

Test for overall effect: Z = 0.20 (P = 0.84)

4.5.3 36-month follow-up

ABSORB CHINA (36mo) 1 241 3 239 9.1%
ABSORB Il (36mo) 3 335 3 166 18.3%
ABSORB IIl (36mo) 18 1322 8 686 67.5%
TROFI Il (36mo) 2 95 0 1%
Subtotal (95% CI) 1993 1187 100.0%
Total events 24 14

Heterogeneity: Tau? = 0.00; Chi? =
Test for overall effect: Z

4.5.4 60-month follow-up

2.90, df = 3 (P = 0.41); I = 0%

.12 (P = 0.90)

ABSORB Il (60mo) 5 335 4 166 6.1%
ABSORB Il (60mo) 33 1322 21 686 35.5%
ABSORB JAPAN (60mo) 3 266 1 134 2.0%
AIDA (60mo) 34 924 41 921 52.1%
EVERBIO Il (60mo) 2 80 7 160 4.3%
Subtotal (95% CI) 2927 2067 100.0%
Total events 7

Heterogeneity: Tau? = 0.00; Chi?
Test for overall effect: 320

Figure 9 - Forest plot of cardiac death grouped by duration of follow-up.
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Figure 10 - Forest plot of all-myocardial infarction (MI) grouped by duration of follow-up.
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Figure 11 — Forest plot of target-vessel myocardial infarction (TVMI) grouped by duration of follow-up.
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Figure 12 - Forest plot of all-revascularisation grouped by duration of follow-up.
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Figure 13 - Forest plot of ischaemia-driven target lesion revascularisation (ID-TLR) grouped by duration of follow-up.
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3 Appendix C: PRISMA Checklist

Section and Item . Reported
Topic # ‘ Checklist item on page ‘
TITLE
Title 1 | Identify the report as a systematic review. 0
ABSTRACT
Abstract 2 | Structured summary including: background, objectives, data sources, study eligibility criteria, study appraisal and synthesis methods, results, | 1
limitations, conclusions and implications of key findings, and systematic review registration number.
INTRODUCTION
Rationale 3 | Describe the rationale for the review in the context of existing knowledge. 2-3
Objectives 4 | Provide an explicit statement of the objective(s) or question(s) the review addresses. 3
METHODS
Eligibility criteria 5 | Specify the inclusion and exclusion criteria for the review and how studies were grouped for the syntheses. 4,5
Information 6 | Specify all databases, registers, websites, organisations, reference lists and other sources searched or consulted to identify studies. Specify the | 7
sources date when each source was last searched or consulted.
Search strategy 7 | Present the full search strategies for all databases, registers and websites, including any filters and limits used. 5, App. A
Selection process Specify the methods used to decide whether a study met the inclusion criteria of the review, including how many reviewers screened each record | 5
and each report retrieved, whether they worked independently, and if applicable, details of automation tools used in the process.
Data collection 9 | Specify the methods used to collect data from reports, including how many reviewers collected data from each report, whether they worked 5
process independently, any processes for obtaining or confirming data from study investigators, and if applicable, details of automation tools used in the
process.
Data items 10a | List and define all outcomes for which data were sought. Specify whether all results that were compatible with each outcome domain in each 4,8
study were sought (e.g. for all measures, time points, analyses), and if not, the methods used to decide which results to collect.
10b | List and define all other variables for which data were sought (e.g. participant and intervention characteristics, funding sources). Describe any App. B
assumptions made about any missing or unclear information.
Study risk of bias 11 | Specify the methods used to assess risk of bias in the included studies, including details of the tool(s) used, how many reviewers assessed each | 6
assessment study and whether they worked independently, and if applicable, details of automation tools used in the process.
Effect measures 12 | Specify for each outcome the effect measure(s) (e.g. risk ratio, mean difference) used in the synthesis or presentation of results. 5
Synthesis 13a | Describe the processes used to decide which studies were eligible for each synthesis (e.g. tabulating the study intervention characteristics and 8
methods comparing against the planned groups for each synthesis (item #5)).
13b | Describe any methods required to prepare the data for presentation or synthesis, such as handling of missing summary statistics, or data 4
conversions.
13c | Describe any methods used to tabulate or visually display results of individual studies and syntheses.
13d | Describe any methods used to synthesize results and provide a rationale for the choice(s). If meta-analysis was performed, describe the
model(s), method(s) to identify the presence and extent of statistical heterogeneity, and software package(s) used.
13e | Describe any methods used to explore possible causes of heterogeneity among study results (e.g. subgroup analysis, meta-regression). 5,6
13f | Describe any sensitivity analyses conducted to assess robustness of the synthesized results. 5,6
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Section and

Checklist item

Reported

Topic on page
Bias assessment 14 | Describe any methods used to assess risk of bias due to missing results in a synthesis (arising from reporting biases). 6 =
Certainty 15 | Describe any methods used to assess certainty (or confidence) in the body of evidence for an outcome. 5,6
assessment
RESULTS
Study selection 16a | Describe the results of the search and selection process, from the number of records identified in the search to the number of studies included in | 7
the review, ideally using a flow diagram.

16b | Cite studies that might appear to meet the inclusion criteria, but which were excluded, and explain why they were excluded.
Study 17 | Cite each included study and present its characteristics.
characteristics
Risk of bias in 18 | Present assessments of risk of bias for each included study. 9
studies
Results of 19 | For all outcomes, present, for each study: (a) summary statistics for each group (where appropriate) and (b) an effect estimate and its precision 11-15
individual studies (e.g. confidence/credible interval), ideally using structured tables or plots.
Results of 20a | For each synthesis, briefly summarise the characteristics and risk of bias among contributing studies. 9
syntheses 20b | Present results of all statistical syntheses conducted. If meta-analysis was done, present for each the summary estimate and its precision (e.g. 11-15, App.

confidence/credible interval) and measures of statistical heterogeneity. If comparing groups, describe the direction of the effect. B

20c | Present results of all investigations of possible causes of heterogeneity among study results. 10

20d | Present results of all sensitivity analyses conducted to assess the robustness of the synthesized results. 10
Reporting biases 21 | Present assessments of risk of bias due to missing results (arising from reporting biases) for each synthesis assessed. 9
Certainty of 22 | Present assessments of certainty (or confidence) in the body of evidence for each outcome assessed. 11-15, App.
evidence B
DISCUSSION
Discussion 23a | Provide a general interpretation of the results in the context of other evidence. 16

23b | Discuss any limitations of the evidence included in the review. 16-17

23c | Discuss any limitations of the review processes used. 17

23d | Discuss implications of the results for practice, policy, and future research. 17-18
OTHER INFORMATION
Registration and 24a | Provide registration information for the review, including register name and registration number, or state that the review was not registered. 4
protocol 24b | Indicate where the review protocol can be accessed, or state that a protocol was not prepared. 4

24c | Describe and explain any amendments to information provided at registration or in the protocol. NA
Support 25 | Describe sources of financial or non-financial support for the review, and the role of the funders or sponsors in the review. 18
Competing 26 | Declare any competing interests of review authors. 18
interests
Availability of data 27 | Report which of the following are publicly available and where they can be found: template data collection forms; data extracted from included 18

studies; data used for all analyses; analytic code; any other materials used in the review.

From: Page MJ, McKenzie JE, Bossuyt PM, Boutron I, Hoffmann TC, Mulrow CD, et al. The PRISMA 2020 statement: an updated guideline for reporting systematic reviews. BMJ 2021;372:n71. doi: 10.1136/bmj.n71
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