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Hennequin, 2013
Whelan, 2015
=[5
Poortmans, 2020
EFIL TV RLMRETIL 73%  |inverse variance
SERIEEZE DXLk BEE 0.83 (0.65-1.06) P=0.14
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight IV, Rand 95% CI IV, Random, 95% CI
Hennegquin, 2013 kil 672 28 BEZ 18.4% 1.09 [0.66, 1.80]
Foortmans, 2020 188 2002 228 2002 553% 0.87[0.73,1.04]
Whelan, 20145 k] 916 62 916 26.3% 0.63[0.43, 053] —
Total (95% CI) 3590 3580 100.0% 10.83 [0.65, 1.06]
Total events 268 318
7 F L X I\ Heterogeneity: Tau?= 0.02; Chi®= 3.29, df= 2 (P = 0.19); I*= 39% b 051 ] 150 1DD=
o Testfor overall effect Z=1.47 (F=0.14) " Favours [axperimenta avours [contr
7 [m| v I\ Favours [experimental] Favours [contral]
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Hennequin, 2013
Whelan, 2015

a—F
Poortmans, 2020
—_ e > L P 5 . .
ETIL FURLhERETIL 73E  |inverse variance
= =
MERIEE DXLk BEE 0.84 (0.60-1.19) P=0.34
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight IV, Random, 95% CI IV, Rand 95% Cl
Hennequin, 2013 268 672 233 BEZ 340% 1.13[0.98,1.30]
Poartmans, 2020 3avg 2002 552 2002 34.6% 0.68 [0.61, 0.76] =
Whelan, 2015 118 916 181 916 31.3% 0.78 [0.63, 0.98]
Total (95% CI) 3590 3580 100.0% 0.84 [0.60, 1.19]
74 L X bF Total events 761 936
Heterageneity; Tau®= 0.08; Chi*= 31.10, df = 2 (P = 0.00001); F= 94% ID B u=1 i 1’0 100’
7°D v I\ Testfor overall effect Z= 0896 {P=0.34) : i

Favours [experimental] Favours [control]
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Whelan, 2015
q1— g Poortmans, 2020
ETFIL 7V RLEETIV #3%  |inverse variance
MBIEE (Y- Fi @a@ | 0.81 (0.71-0.92) P=0.001
Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Weight IV, Random, 95% Cl IV, Random, 95% CI
Foortmans, 2020 -0.2107 00745 F75% 0.81 [0.70, 0.94]
Whelan, 2015 -0.2231 01383 225% 0.80 [0.61, 1.08]
Total (95% CI) 100.0% 0.81[0.71,0.92] 4
Heterogeneity: Tau®= 0.00; Chi#= 0.01, df=1 (P = 0.94); F= 0% ID = 051 ; 150 T,
7#L X b Testforoverall effect 2= 3.25 (P = 0.001) " Favours [experimental] Favours [contral]
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Hennequin, 2013
. Whelan, 2015
O—F
Poortmans, 2020
ETFIL 7V RLERETIV #3% |inverse variance
Bk (AP — R @ odm | 095 (0.87-1.04) P=0.27
Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Hennequin, 2013 -0.0305 00795 32.8% 0.97[0.83,1.13]
Poortrmans, 2020 -0.0513 00628 526% 0.95[0.84,1.07]
Whelan, 20145 -0.0943 01195 14.45% 0.91[0.72,1.15]
Total (95% CI) 100.0%  0.95[0.87, 1.04]
7 *x l/ Z l\ Heterogeneity: Tau®= 0.00; Chi*=0.20 df= 2 (P=091);, F= 0% 'D o 0'1 1| 1'D 1DD=
“aw b TestionoverallEfect: 2 =R, 0507 " Favours [experimentall Favours [contral]
XV IARY U REBEETEOERY RN OFRICK ZEEHFERX
DM EN BB REZRDE L,
77 VHI
A= i 5 . o
JXAV b X EBERETH Y. HRANA 7 RO IZEEE,
XV b
Z Dt D FRAT
ARV
Ly>av

R T




[SR-10 Xx%&7+ VUL x]
IEFMEICKEY v/ HEBEET, B v/ &R H 2 W IEILE LR RS
CQ wEsE (PMRT) %475 2FICHLT, WY R EEEEE02 2L EOOND
mn?
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Choi, 2016
Whelan, 2015

Poortmans, 2020

ETFIL TV RLBRETIV #3% |inverse variance

HERIER UX7LL HEE 2.15 (1.58-2.92) P<0.00001

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events  Total Bvents Total Weight IV, Random, 95% CI IV, Random, 95% CI
Choi, 2016 23 386 12 366 20.0% 1.97 [1.00, 3.90] T
Pootrmans, 2020 98 1922 44 1944 75.9% 2.25[1.69,3.20] E 5
‘Whelan, 2015 4 883 397 4.2% 1.381[0.31,6.17] R 7 S
Total (95% Cl) 3171 3237 100.0%  2.15[1.58,2.92] <
Total events 128 a9
Heterogeneity: Tau® = 0.00; Chi*= 0,46, df= 2 (P=0.79); F= 0% L + t |
7#L X b T 0.01 01 10 100
Test for overall effect: Z=4.92 (P = 0.00001) Favours [experimentall Favours [control]
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Hennequin, 2013
Whelan, 2015
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Poortmans, 2020
ETFIL 7V RLBRETIV #3%  |inverse variance
SHRIEE JRIL ol | 1.23 (1.00-1.51) P=0.05
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events  Total Events Total Weight IV, Rand 95% CI IV, Random, 95% CI

Hennegquin, 2013 15 672 11 662 T1% 1.34 [0.62, 2.90]

Poormans, 2020 165 1922 139 1944 39.9% 1.20[0.97,1.49]

Whelan, 20145 g a83 4 937 2.9% 2.08[0.63, 6.87]

Total (95% CI) 3487 3533 100.0% 1.23[1.00, 1.51]

74+ L X b Total events 188 154
Heterogeneity: Tau= 0.00; Chi®= 0.83, df= 2 (P = 0.66Y; F=0% :D & 051 y 150 100:
7 A V4 I‘ Testfor averall effect Z=1.97 (P = 0.05) . Favours [éxperimental] Favours [control]
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P |ENRHH 5 W IIILE VBRI BETIR
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—snr prospective and retrospective 6
METHA > XEREL
cohort study
Aleknavic, 2014 Wang, 2020
1— g Chang, 2013 Yadav, 2015
Luo, 2019
Thorsen, 2020
ETFIL 7V RLBRETIV #3% |inverse variance
SHRIEZ I &/44 waE | 074 (0.48-1.14) P=0.17
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight IV, Random, 95% Cl IV, Rand 95% Cl
Aleknavic 2014 28 165 46 268 19.4% 0.99 [0.64, 1.52] T o
Chang 2013 14 197 28 199 17.3% 0.69 [0.40,1.19] R
Luo 2018 13 236 10 261 131% 1.44 [0.64, 3.27] F
Thorsen 2016 39 1482 35 15897 19.0% 1.19[0.76, 1.87] |
YWang 2020 16 380 46 482 17.2% 0.43[0.25,0.75] o
Yadav 2015 g 1483 289 166 13.9% 0.30[0.14, 0.63] e A

7 7 [/ X l" Total (95% CI) 2633 2973 100.0% 0.74 [0.48, 1.14] g2
Total events 123 194

7° A I\ Heterogeneity: Tau?= 0.20; ChiF=17.71, df = 5 (P = 0.003); F=72% D.IDE 0?1 150 550

Testfor overall effiect: 2=1.36 (= 0.17) Favours [experimental]  Favours [control]
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O—F
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Thorsen, 2020
ETFIL TV RLMRETIL 73%  |inverse variance
SR UR7 BEE 091 (0.81-1.02) P=0.09
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight IV, Random, 95% Cl IV, Rand 95% Cl
Aleknavic 2014 a1 165 126 268 19.4% 1.04[0.85,1.28] R
Chang 2013 64 197 85 1499 14.45% 0.82 [0.64, 1.08] ]
Luo 2018 65 236 TOoO261 11.7% 1.03[0.77,1.37] =
Thorsen 2016 417 1482 478 1597 34.4% 0.93[0.84,1.04] L
Wang 2020 a0 390 135 482 161% 0.82 [0.65, 1.04] 2
Yaday 2015 17 153 34 166 40% 0.54[0.32,0.93] o
7 F L X I" Total (95% CI) 2633 2973 100.0% 0.91 [0.81, 1.02] L
o Total events T34 928
7 Ay I\ Heterogeneity: Tau?= 0.01; Chi*=7.54, df= 5 (P=0.18); F= 34% ID = 051 150 1DD=
Testfor overall effect: 2= 1.69 (P = 0.09) . Favours [éx;:-erimental] Favours [control]
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P [ENERSH 2 W IIILE VIR EBETHR
BEZ1TOBE
C |WBY > EREERFAFICEE AL 0 [FUBETHROET
prospective and retrospective 3
HRTTA> | ohort study SCHREL

Aleknavic, 2014
Olson, 2012

O—F
Thorsen, 2020
ETFIL 7V RLEBRETIV #3% |inverse variance
MR NYF— KL wafE | 087  (0.77-0.98) P=0.02
Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Aleknavic 2014 -0.2744 01379 188% 0.76 [0.58,1.00]
Olson 2012 -0.0202 011 286% 0.98[0.79,1.23]
Thorsen 2016 -01625 00777 525% 0.85[0.73,0.99]
Total (95% CI) 100.0% 0.87 [0.77, 0.98] 4
7+ L R ]\ Heterogenaity: Tau‘:. 0.00; Chi*=2.22, df= 2 (P=0.33; F=10% ID.D1 0?1 ] 150 1DD=
Testfor overall effect 2= 2.31 (P = 0.02) Favours [experimental] Favours [control]
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Aleknavic, 2014
Chang, 2013

Thorsen, 2016
Wang, 2020

a—k
Olson, 2012 Yadav, 2015
Stemmer, 2003
—_ —_ > L — S . .
ETIL SURLMEBETL 7% |inverse variance
L=t NF— R was | 0.83(0.76 - 0.91) P<0.0001
Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Weight IV, R: 95% CI IV, R: 95% CI
Aleknavic 2014 -0.3147 01262 126% 0.73[0.587, 0593 =
Chang 2013 -0.0943 017596 6.2% 0.91 [0.64,1.29] =
Luo 2014 -0.478 0.2634 2.9% 0.62 [0.37,1.04] o
Olson 2012 -0.0513 01006 19.8% 0.95[0.78,1.16] -
Stemmer 2003 -0.734 04728 0.9% 048019, 1.21] =
Thorsen 2016 -0.1985 0.0664 455% 0.82 [0.72,0.83] u
WWang 2020 -01985 0168 TA1% 0.82[0.59, 1.14] =
7 #* I/ Z I\ Yaday 20145 -01165 0.2012 5.0% 0.89 [0.60,1.32] N
o Total (95% CI) 100.0% 0.83 [0.76, 0.91] L
78y I\ Heterogeneity: Tau®= 0.00; Chi*=5.83, df= 7 (P = 0.56); I*= 0% ID o 051 150 1DD=

Testfar overall effect: Z= 416 (P = 0.0001)

Favours [experimental] Favours [control]
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HETHA v retrospective cohort study SCERER 2
Wang, 2020
1— Yadav, 2015
ETFIL 7V RLEETIV #3%  |inverse variance
MR YRt #efE | 1.37(0.55 - 3.42) P=0.50
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight IV, Rand 95% Cl IV, Rand 95% Cl
Wang 2020 2 380 1 14.6% 247022, 27 .16] I
Yaday 2015 g 143 T 166 854% 1.24 [0.46, 3.34]
Total (95% CI) 543 100.0% 1.37 [0.55, 3.42]
Total events 10 8 .

JH#L X b
78wy k

Testfor overall effect Z= 068 (P = 0.50)

Heterogeneity: Tau®= 0.00; Chi*=0.27, df=1 (P =060}, F= 0%

om 01 1 110 100
Favours [experimental] Favours [control]
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HETHA v retrospective cohort study SCERER 2
Thorsen, 2016
1— Yadav, 2015
ETIL EEHRETIL #3%  |Peto
B fetE Peto Odds Ratio ol | 1.17(0.53 - 2.56 ) P=0.70
Experimental Control Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Events  Total Events Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
Thorsen 2016 9 1482 9 1887 723% 1.07 [0.42, 2.71]
Yaday 2015 4 143 3 166 2I77% 1.45[0.33, 6.40]
Total (95% CI) 1645 1763 100.0% 1.17 [0.53, 2.56]
Total events 13 12
Heterogeneity: Chi*=012,df=1{P=073); F=0% I t T t |
7 71— |/ Z }\ Testfor overall effect Z=038 (P=0.70) DmFavours ?élperimental]1 Favours [co|11tD|'0I] 100
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XYV b 1 ARY P EEIBLUT TH Y Peto Odds Ratio, BIEMRETILTHE
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