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Owen 2006, STARTA 2013, STARTB 2013, Whelan 2010, Zhao 2017, Wang
. 2020, Offersen 2020
=
EFN FURLHBET I Ak |Inverse-Varianceik
RIEE UL HEME [0.94 (0.79-1.11), P = 0.46
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
(Qnwen 2008 108 940 50 470 29.9% 1.08[0.79,1.46] -
STARTA 2013 84 1487 40 749 224% 1.06 [0.73, 1.43] -
STARTE 2013 3B 1110 50 1108 17.0% 0.72[0.47,1.09] 7
Wihelan 2010 Eal B22 42 B12 174% 0.96 [0.63, 1.46] -
Offersen 2020 20 817 27 837 9.2% 0.76 [0.43, 1.34] T
Wiang 2020 5 e} 2 364 24% 062 [0.21,1.89] .
Zhao 2017 4 A3 4 54 1.7% 1.02 [0.27, 3.86] T
Total {95% CI) 5404 4291 100.0% 0.94[0.79,1.11] 4
Total events 298 P
Heterogeneity: Tau®= 0.00; Chi*= 3.84, df= 6 (P = 0.70); *= 0% E + t |
Testforaverall effect 7= 0.73 (F = 0.46) ! 01Fawuurs [Délperlmenta\] Favours [cu:ﬂUm\] 1
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STARTA 2013, STARTB 2013, Wang 2020, Offersen 2020, Whelan2010, Zhao
2017
a—k
ETIL TVRLMBRET IV 7% |Inverse-Variancei:
BhRIEE NY— R maE 0.92 (0.82-1.04) P=0.19
Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
STARTA 2013 0.01 0.1064 329% 1.01[0.82,1.24) -
STARTB 2013 -0.2231 01058 33.2% 0.80 [0.65, 0.98] -
Whelan 2010 -0.0619 0128 22.4% 0.94[0.73,1.21] -
Offersen 2020 -0.0202 0.2095 8.5% 0.98 [0.65, 1.48] —
Wang 2020 0.1823 0.4467 1.9% 1.20[0.50, 2.88) -
Zhao 2017 0.1823 05605 1.2% 1.20[0.40, 3.60] ——
7x LR b Total (95% CI) 100.0%  0.92([0.82, 1.04] 4
dul Heterogeneity: Tau*= 0.00; Chi*= 3.21, df= 5 (P = 0.67); F= 0% =001 0?1 1=0 100=
7 4 |\ Testfor overall effect Z=1.32 (P=0.19) Favours [experimental] Favours [control]
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STARTA 2013, STARTB 2013, Whelan 2002, Wang 2020
a—k
ETIL TV RLMEETIV 5% |Inverse-Variancei:
MRIER NY— R MefE | 0.99 (0.80-1.21) P=10.90
Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
STARTA 2013 00296 0098 329% 1.03[0.85,1.25) *
STARTB 2013 -0.2485 01009 32.3% 0.78 [0.64, 0.95] el
Whelan 2002 01398 0.1542 23.0% 1.15[0.85, 1.56] -
Wang 2020 0.2151 02634 11.7% 1.24[0.74,2.08) T
Total (95% Cl) 100.0% 0.9 [0.80, 1.21] *
T4 LR ]\ Heterogeneity: Tau®= 0.02; Chi*= 7.06, df= 3 (P = 0.07); F= 57% 50_01 0?1 150 100‘
Testfor overall effect: Z=0.13 (P = 0.90) Favours [experimental] Favours [control]
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Taher 2004, Yornold 2005, Whelan2010, Hou 2015, Shaitelman 2018, Wang
2020, Offersen 2020, Zhao 2017
a—~F
ETIL TR LBBRETIV AiE  |Inverse-Variancei:
BhRIEE UR7L mA&fME 10.94 (0.83-1.07) P =0.37
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
Yornold 2005 31 535 165 271 355% 0.95(0.85,1.08] o
Offersen 2020 153 825 193 812 242% 0.78[0.65, 0.94] -
Whelan 2010 7 235 62 216 143% 1.05(0.79, 1.40] -
Shaitelman 2018 34 96 32 1M 86% 1.23[0.83,1.83] i
Wang 2020 38 345 32 343 71% 1.18(0.76,1.84] T
Zhao 2017 12 44 15 46 3.7% 0.84[0.44,1.58) ——
Hou 2015 13 40 1" 40 3.4% 1.18[0.60,2.32) -1T
Taher 2004 6 14 1 15 3.3% 0.580.30,1.15) -

7+ LR}
Total (95% CI) 2134 1854 100.0% 0.94 [0.83,1.07] 4

7° Y }\ Total events 638 521

Heterogeneity: Tau*= 0.01; Chi*=9.60,df=7 (P=0.21); F=27%

Test for overall effect: Z= 0.90 (P = 0.37)
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Taher 2004, Shaitelman 2015, De Felice 2017, Hou 2015, Schmeel 2020

a—~F
= — . = — N ] N
EFIL TURLMBETIL AiE  |Inverse-Variancei:
5 B tE 4 A
SERISE U 744 #A&1ME |0.55 (0.45-0.66) P < 0.00001
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
Shaitelman 2018 50 138 103 149 627%  0.52(0.41,067]
Schmeel 2020 19 70 30 70 17.2%  0.63[0.40,1.01] —e
De Felice 2017 9 58 25 62 84%  038[020,075) e
Taher 2004 6 15 9 15 68%  067(0.32,1.40) —
Hou 2015 7 40 9 40 48%  0.78(0.32,1.88) —
Total (95% CI) 321 336 100.0%  0.55[0.45,0.66] *
Total events 91 176
7L R Heterogeneity: Tau®= 0.00; Chi*= 2.42, df= 4 (P = 0.66); = 0% b : i y
Testfor overall effect: Z = 6.07 (P < 0.00001) 0.01 01 ) 10 100
o Favours [experimental] Favours [control]
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Whelan 2002, STARTA 2013, STARTB 2013, Shaitelman 2018, Wang 2020
=k
ETL TVRLMRET I Ai%  |Inverse-Varianceik
RIER YR fH&fE |0.96 (0.68-1.37) P =10.82
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight IV, Rand 95% CI IV, Random, 95% CI
Shaitelman 2018 0 97 0 108 Not estimable
Wang 2020 27 365 32 363 51.3% 0.84[0.51,1.37]
STARTA 2013 17 1487 6 743 14.4% 1.43(0.57, 3.60] R
STARTB 2013 19 1109 19 1105 31.1% 1.00[0.53,1.87] —
Whelan 2002 2 622 2 612 32% 0.98[0.14, 6.96] —_—
Total (95% CI) 3680 2937 100.0% 0.96 [0.68, 1.37] <>
Total events 65 59
R I\ Heterogeneity: Tau*= 0.00; Chi*=1.01, df= 3 (P = 0.80); F= 0% 5001 0=1 1’0 100:
7° Y I\ Testfor overall effect Z=0.22 (P = 0.82) " Favours [experimental] Favours [control]
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START A2013, START B2013, Shaitelman 2018, Ofersen2020, Wang 2020,
Whelan 2010, Yornold 2005

a—~F
— — Sy — s . N
EFL TVRLMRET I A% |Inverse-Varianceik
7 (=i ] AN
RIESTE Y2 frafE [0.92 (0.83-1.02) P=0.10
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
STARTA 2013 260 1244 142 616 33.0% 0.91[0.76,1.09] -
STARTB 2013 129 1006 153 1003 22.7% 0.84[0.68,1.04] -
Yornold 2005 163 535 77271 206% 1.07 [0.85,1.35) s
Offersen 2020 84 825 105 812 147% 0.79(0.60,1.03] -7
Wang 2020 27 365 28 363  4.2% 0.96 [0.58, 1.59] .
Whelan 2010 28 235 23 220 4.0% 1.14(0.68,1.92) i
Shaitelman 2018 6 97 5 108 0.8% 1.34[0.42,4.24) e me—
7 7 l/ X I\ Total (95% ClI) 4307 3393 100.0% 0.92[0.83, 1.02] +
o Total events 697 533
70y f\ Heterogeneity: Tau®= 0.00; Chi*= 4.7, df = 6 (P = 0.57); F= 0% t t t |
) = o s 0.01 0.1 10 100

Testfor overall effect: Z=1.64 (P=0.10) Favours [experimental] Favours [control]
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START A2013, START B2013, Shaitelman 2018, Ofersen 2020, Yornold 2005

a—~F
— — S oL — s . N
EFL FUELMRETIV A% |Inverse-Varianceik
7 =] AN
RIER YR fH&fE |0.86 (0.67-1.12) P =10.82
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup _ Events  Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
Offersen 2020 75 734 67 718 27.9% 1.10(0.80, 1.50] -
Yornold 2005 61 535 37 271 234% 0.84 [0.57,1.22] .
STARTA 2013 61 1456 42 730 233% 0.73[0.50,1.07] —
STARTB 2013 34 1094 52 1081 20.9% 0.65([0.42, 0.99] —
Shaitelman 2018 8 97 4 108 45% 2.23(0.69,7.16) N
Total (95% CI) 3916 2908 100.0% 0.86 [0.67,1.12] L
Total events 239 202
7 2 LR I\ Heterogeneity: Tau®= 0.04; Chi*= 7.32, df= 4 (P=0.12); F= 45% ?0 0 091 150 10[]:
7° |:| ‘\/ I\ Testfor overall effect: Z=1.08 (P = 0.27) Favours [experimental] Favours [control]
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START A2013, START B2013, Shaitelman 2018, Ofersen 2020, Yornold 2005
=k
ETL TVRLMRET I Ai%  |Inverse-Varianceik
MRIER YR fH&fE 0.74 (0.51-1.07) P=0.11
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
STARTA 2013 110 1244 78 616 29.4% 0.70[0.53,0.92) -
STARTB 2013 49 1006 86 1003 27.0% 0.57 [0.40,0.80] -
Yornold 2005 83 535 34 2711 259% 1.24[0.85,1.79] ™
Offersen 2020 r 734 7 718 9.2% 0.98(0.34,2.77) I Ea—
Shaitelman 2018 4 108 11 97 8.4% 0.33[0.11,0.99] —
Total (95% ClI) 3627 2705 100.0% 0.74[0.51,1.07] &
Total events 253 216
7 7* l/ X I\ Heterogeneity: Tau*= 0.10; Chi*=12.19, df= 4 (P=0.02); F=67% =0 0 051 1}0 100=
o Testfor overall effect Z=1.59 (P = 0.11) Favours [experimental] Favours [control]
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START A2013, START B2013, Shaitelman 2018, Yornold 2005
=k
ETL FYELBRET IV Ai%  |Inverse-Varianceik
ZhRIEE Y2 HAEME |0.90 (0.83-0.98) P =0.02
Experimental Control Risk Ratio Risk Ratio ]
Study or Subgroup  Events  Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
Yornold 2005 272 535 147 271 38.4% 0.94 [0.82,1.08] -
STARTA 2013 308 1244 165 616 27.5% 0.92(0.79,1.09] -
STARTB 2013 221 1006 256 1003 29.4% 0.86 [0.74,1.01] -
Shaitelman 2018 29 97 40 108 47% 0.81[0.55,1.19] =T
Total (95% ClI) 2882 1998 100.0% 0.90 [0.83, 0.98] L
Total events 830 608
Heterogeneity: Tau*= 0.00; Chi*=1.03, df=3 (P = 0.79), F= 0% 50,01 0?1 1‘0 100’
7 j— l/ X I\ Testfor overall effect: Z= 2.32 (P = 0.02) Favours [experimental] Favours [control]
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Shaitelman 2018, Ofersen 2020, Wang 2020

ETFIL

FVRLMRET IV 7k

Inverse-Variancej®

MRIER

7+ LR b
A=A

YR #&ME |0.75 (0.54-1.05) P =0.09
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
Offersen 2020 30 825 46 812 543% 0.64 [0.41,1.01]
Shaitelman 2018 9 100 12 111 16.3% 0.83[0.37,1.89] .
Wang 2020 19 365 20 363 29.4% 0.94 [0.51,1.74] —a—
Total (95% CI) 1290 1286 100.0% 0.75 [0.54, 1.05] L 4
Total events 58 78
Heterogeneity: Tau®= 0.00; Chi*= 1.07, df= 2 (P = 0.59); F= 0% 50 01 051 150 1005

Test for overall effect: Z=1.70 (P = 0.09)

Favours [experimental] Favours [control]
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Whelan 2002, START A 2013, START B 2013
=k
ETIL TVRLMRET I #i%  |Inverse-Variancei®
R YR #AfE [1.43 (0.85-2.39) P =0.09
Experimental Control Risk Ratio Risk Ratio ]
Study or Subgroup Events Total Events Total Weight IV, Random, 95% C| IV, Random, 95% CI
STARTA 2013 17 1487 5 749 27.0% 1.71(0.63, 4.62] T
STARTB 2013 24 1110 17 1105 70.4% 1.41[0.76, 2.60) -
Whelan 2002 0 622 1 612 26% 0.33(0.01,8.04]
Total (95% ClI) 3219 2466 100.0% 1.43[0.85, 2.39] B
Total events 41 23
Heterogeneity: Tau®= 0.00; Chi*= 0.94, df= 2 (P = 0.62); F= 0% =0 01 041 140 100‘
T4+ LR I\ Testfor overall effect Z=1.35 (P = 0.18) " Favours [experimental] Favours [control]
A=A
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START A 2013, START B 2013, Wang 2020

=k
— — Sy — s . N
EFL TVRLMRET I A% |Inverse-Varianceik
7 =] AN
RIER YR fH&fE |0.78 (0.50-1.20) P =10.25
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, dom, 95% CI v, 95% CI
STARTA 2013 19 1487 14 749 398% 0.68 [0.34,1.36) —
STARTB 2013 17 1110 23 1105 48.4% 0.74[0.40,1.37) ——
Wang 2020 6 365 4 363 11.8% 1.49[0.42,5.24) ——
Total (95% ClI) 2962 2217 100.0% 0.78 [0.50, 1.20] L
Total events 42 41
Heterogeneity: Tau®= 0.00; Chi*=1.20, df= 2 (P = 0.55); F= 0% 001 o1 1 100

7+ LR b
A=A

Testfor overall effect: Z=1.15 (P = 0.25) Favours [experimental] Favours [control]
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