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EFIL U LHME sk Inverse—variant method (RevMan 5.3)
yREg |\ HR HAE 050( 047 - 074 ) P=  <0.001
Experimental Control Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Total Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
[TRE] -0.5447 0.1337 2583 2587 73.6%  0.58 [0.45,0.75] 2005 1
ABCSGBa -0.478 0.2233 386 466 26.4X  0.62 [0.40,0.96] 2007 —
NSABP B-33 -0.3857 0 783 779 Not estimable 2008
Total (95% CI) 2969 3053 100.0% 0.59 [0.47, 0.74] ‘-
Hetzrogenehy: Taw® = 0.00; ChE = .07, df = 1 {P = 0.B0); F = 0X 0=2 01
Forest plot Test for overall effect: Z = 4.60 (P < 0.00001) Fonaurs [experimental] - Favours icontrall
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RRTHI1Y CHERE a—F
EX I IUFT LR ik Inverse—variant method (RevMan 5.3)
mEmm |\YHHE HAE 085( 065 - 112 )P= 025
Experimental Control Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Total Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
MA17 —-0.1965 0.1B78 2583 2567 554X  0.62[0.57, 1.18] 2005 ———
ABCSGEa -0.1165 0.2093 IBE 466 4468  0.6D [0.59, 1.34] 2007 ——
NSABP B-33 0 0 0 0 Not estimable 2008
Total (95% CI) 2969 3053 100.0% 0.85 [0.65, 1.12] ~al-
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meme VAV HalE 123( 141 - 136 ) P= <0001
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Ma17 651 2572 532 2577 00.3% 1.23 [1.11, 1.36] 2005
ABCSGEa 0 0 0 0 Not estimable 2007
NSABF B-33 B 783 4 779 07X 1.95 [0.60, 6.58] 2008 ]
Total (95% CI) 3355 3356 100.0% 1.23 [L.11, 1.36] +
Feifees pIOt ;::Ir:;:ﬂv' Taw® = IJ.l)g::‘ghlz = 0.63, d?ial {P=10.43); F=0% 'h o1 011 ] 1Ib 1005
Test for overall effect: Z = 4.05 (P < 0.0001} ' Favours [e.xperimentalj Favours [control]
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pRmm |/AVE HaE 147( 094 - 146 ) P= 015
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
MA17 137 2572 118 2577 BZ.8% 1.15 [0.81, 1.47] 2005
ABCSGEA 3 IE7 5 460 2.3% 0.73 [0.17, 3.02] 2007 ——
NSABP B-33 2B 7B3 20 77D 14.9% 1.39 [0.79, 2.45] 200 T
Total (95% CI) 3742 3825 100.0% 1.17 [0.94, 1.46]
| 168 1

Forest plot Heterogenehy: Tau? = 0.00; CHE = 0,81, df = 2 ¢ = 0.67) F = O% T E— | . o
Test for overall effect: Z = 1.44 (P = 0.15} "~ Favours [éxperimemal] Favours [control]
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BMRTHAY SRR a—F
EFIL SUA LR ¥k Mantel-Haenszel method (RevMan 5.3)
HREE |VAVH e 150( 041 - 549 ) P= 054
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
MA.17 148 2572 144 2577 75.9% 1.04 [0.83, 1.29] 2005
ABCSGEa 4 387 1 460 241X 4.85 [0.54, 43.19] 2007
NSABP B-33 0 0 0 0 Not estimable 2008
Total (95% CI) 2959 3046 100.0% 1.50 [0.41, 5.49]
Total events 153 145
Forest plot Heterogenelty: Tau? = 0.56; ChE = 1.89, dF = 1 (P = 0.17); P = 47% ot o I T o0

Test for overall effect Z = 0.62 (P = 0.54)

Favours [experimental] Favours [control]
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METHI STk & a—F
EFIL SR LR sk Inverse-variant method (RevMan 5.3)
mEmm |NTHE HalE 080( 071 - 091 ) P= 00005
Experimental Control Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Total Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
MA.17R -0.4155 0.1632 959 950 14.7%  0.66 [0.48, 0.01] 2016 —_—
NSABP 642 -0.1625  0.08 1950 1953 &1.1x  0.85 [0.73, 0.98] 2016 —
DATA -0.2357 0.127 527 B33 24.2x  0.79 [0.62, 1.01] 2017 ——
Total (95% CI) 3736 3745 100.0% 0.80 [0.71, 0.91] <
Heterogenehy: Taw' = 0.00; ChE = 1.97, df = 2 (P = 0.37) F = 0X 0’5 0’7 s
Forest p|0t Test for overall effect: Z = 3.48 (P = 0.0005} Favours [exi)enm.entau Favours [control]
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EFIL SR LR sk Inverse-variant method (RevMan 5.3)
memm [N HE BAE 104( 08 - 122 ) P= 063
Experimental Control Hazard Ratio Hazard Ratio

Study or Subgroup  log[Hazard Ratio] SE Total Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
MA.17R -0.0305 0.1433 958 958 30.8X  0.97 [0.73,1.28] 201& —a—
NSAEP B—42 0.1398 0.1143 1958 1864 485X 1.15 [0.92,1.44] 2018 .
DATA -0.0943 0.1749 B27 B33 20.7%  0.91 [0.65,1.26] 2017 e
Total (95% CI) 3745 3756 100.0% 1.04 [0.89, 1.22]

Heterogenehty: Taw® = 0.00; ChE = 1,59, df = 2 (P = 0.45}; F = 0X

?
i
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05 0 15 2
ForGSt pIOt Test for overall effect: Z = 0.4 (P = 0.63} Favours [experimental] Favours [control]
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RCT 4 NSABP B-42, MA.17R, DATA
BMRTHIY SRR a—F
EFIL SR LR ¥k Mantel-Haenszel method (RevMan 5.3)
pREm |/ AVE HAE 110( 104 - 146 ) P= 0001
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% ClI
NSABP B—42 336 1941 300 1933 15.9% 1.15 [1.00, 1.32] 2016
MA17R 513 o958 475 954 421X 1.07 [0.98, 1.17] 2018
DATA 478  BX7 438 B33 a4z0x 1.10 [1.01, 1.20] 2017
Total (95% CI) 3727 3720 100.0% 1.10 [1.04, 1.16]
Forest plot Hemrogarar W= ;SSZ:M‘ 0.66 ‘1"2132( 0.72); F = 0X
H: T T = {.00; = .64, - Pe={).72kF = E + 1 |
P T::r':?';'g“ l:fll:t: Z=3.20 (P =0.001} i).Dll'a\rcnurs .[JéiperimemaIJiFavours [cur}t?ol] 100
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EFIL SR LR sk Mantel-Haenszel method (RevMan 5.3)
mBigm  |VA7H HafE 157( 100 - 246 ) P= 005
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
NSABP B—42 0 0 0 0 Notestumable 2016
MA17R 108 858 54 D54 464X 201 [1.47, 2.75] 2016 -
DATA 173 B27 137 B33 53.6X 1.27 [1.04, 1.56] 2017
Total (95% CI) 1786 1787 100.0% 1.57 [1.00, 2.46]
F | Totl events " 282 i 191 -
H T Taw? = 0.09; ChE = 5.79, df = 1 (P = 0.02); F = B3X L + t |
orest P ot T::r;?e;'::“ ;qu: Z=1.98¢( -50'05] ( l iJ-.nlfa\r:mrs ‘[)e-iperimentalliravours [cur}t?ol] 100
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EFIL SUA LR sk Mantel-Haenszel method (RevMan 5.3)
pREE |/AVE HAE 134( 114 - 158 ) P= 00004
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
MA17R 133 859 BB 854 41.B¥ 1.50 [1.17, 1.94] 2016 k=
NSABP B—42 91 1950 78 1853 30.BX 1.17 [0.87, 1.57] 201& -
DATA B3 B27 63 B33 275X 1.33 [0.97, 1.81] 2017 r-—
Total (95% CI) 3736 3740 100.0% 1.34 [1.14, 1.58] &
Toml events nr 229
Forest plot Heterogenehty: Tau? = 0.00; ChE = 1.62, df = 2 (P = 0.45); F = 0¥ bo1 o ] i 109
Test for overall effect: Z = 3.53 (P = 0.0004) " Favours [experimental] Favours [control]
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RCT 3 NSABP B-42, MA.17R, DATA
BMRTHIY SRR a—F
EFIL SUA LR ¥k Mantel-Haenszel method (RevMan 5.3)
pREm |/ AVE HaE 112( 096 - 131 ) P= 015
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
MA.17R 116 959 98 954 37.0X% 1.18 [0.91, 1.52] 201&
NSABP B-42 71 1850 58 1853 20.6X% 1.21 [0.R6, 1.60] 2016
DATA 119 B27 116 B33 424 1.03 [0.B2, 1.31] 2017
Total (95% CI) 3736 3740 100.0% 1.12 [0.96, 1.31]
Total 306 273
Forest plot Heterogeneny: Tau = 0.00; Ch: = 0.77, df 2 (P = 0.68); # = OK bt o't T i 106
Test for overall effect: Z = 1.43 (P = 0.15) " Favours [experimental] Favours [control]
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