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Experimental Control

Total

Hazard Ratio
Total Weight IV, Random, 95% Cl _Year

Hazard Ratio
IV, Random, 95% CI

Ingle J 1985 0.01 01388 79 79 36% 1.01[0.77,1.32] 1985 T
Andersson M 1886 -0.8621 0.2443 44 45 1.9% 0.67[0.35,092] 1926 I
Waughn CB 1988 -0.4005 0184 56 B3 25% 0.67 [0.4B, 0.98] 1988 -
Ingle J 1989 -0.3867 02373 el 95 6% 0.B62[0.52,0.29] 1929 -
MNiglsen 01990 -0.0834 01523 67 Th  33% 0.92[0.68,1.24] 1940 -
French Epi (B) 1991 -0.1863 01343 137 oo 3T% 0.83[0.64,1.08] 1991 ™
French Epi (&) 1991 -0.0305 01284 135 70 38% 0.87[0.75,1.25] 1991 -
Fraser51983 -0.6439 0.3437 19 21 1.1% 0.52[0.27,1.02] 1993 ]
JoensuuH 19938 -0.2744 01349 150 153 36% 0.76[0.58, 0.99] 1998 -
Sjostrom J 19898 -0.5447 02174 139 143 4% 0.58[0.48,0.73] 1999 -
Bishop J 1999 01655 0.1382 102 107 36% 1.18[0.80, 1.548] 1993 ™
MNabholtz JM 1998 -0.3857 02017 189 203 44% 0.68[0.56, 0.83] 1999 -
Miglsen D 2000 -0.1625 0.2128 74 a1 2.3% 0.85[0.56,1.29] 2000 -
Takayama T (B) 2000 -0.a878 0.2181 27 85 2.2% 0.55(0.36, 0.84] 2000 I
Takayama T (&) 2000 -0.1744 0.2149 27 87 2.2% 0.84[0.55,1.28] 2000 -
O'Shaughnessy J 2001 0.2852 0.2183 33 62 22% 1.33[0.87,204] 2001 T
Q'ShaughnessyJ 2002 -0.2857 0.0883 255 256 4.8% 0.68[0.57, 0.21] 2002 -
Berruti D 2002 -0.0513 01561 a2 a3 32% 085[0.70,1.29] 2002 -
Bonneterre J 2002 01133 01431 an a8 33% 1.12[0.84,1.50] 2002 T
ForeSt pIOt Heidemann E 2002 0.0392 01368 127 133 36% 1.04[0.80,1.36] 2002 T
Ejlertsen B 2004 -0.2614 01125 193 194 42% 0.77[0.62,0.96] 2004 -
Heidemann E 2004 -0.2877 01813 ag ar 27% 0.75[0.53,1.07] 2004 7
lcli F 2005 -0.5276 0.1359 100 101 36% 0.59[0.45, 0.77] 2005 -
Stockler bt 2006 0157 01189 108 214 4.0% 117 [0.92,1.48] 2006 .
GEICAM 2007 -0.2285 01185 125 126 4.0% 0.72[0.57,0.91] 2007 -
Thomas E 2008 -0.3567 00745 ars arr 1% 0.70[0.60,0.81] 2008 -
Albain KS 2008 -0.3567 0.0081 266 263 4.5% 0.70[0.58, 0.25] 2008 -
Sparano JA 2010 -0.2357 D.0665 [likc] B12 4.3% 0.79[0.69,080] 2010 -
Miglsen DL 2011 -0.2614 0.1384 170 167 2.6% 0.77[0.59,1.01] 2011 -
Total (95% CI} 3968 4091 100.0% 0.80 [0.74, 0.86] ]
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RCT 24 Cochrane 2009 (21)
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mEEE  [VAVK HeE 115¢( 001 - 147 ) P= 025

Combination Single agent Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl_Year M-H, Random, 95% CI
Eagan RT 1876 19 20 17 19 57% 1.06[0.88,1.28] 1876 +
Hoogstraten B (&) 1676 5 o8 1339 3.3% 0.08[0.04,0.21] 1876 —_—
Hoogstraten B (E) 1878 13 106 440 45% 0.20[0.12,0.36] 1876 —
Mouridsen HT 1477 21 27 g 24 43% 2.33[1.28,4.26] 1877 —
Carmo-Pereira 1880 59 68 0 BT 0.7% 117.28[7.40, 185888 1080 EEm——
Steiner R 1983 47 54 44 53 58% 1.06[0.88,1.23] 1883 T
Ingle J 1585 %77 41 T4 5I% 0.61[0.42,0.89] 1885 —
Gundersen § 1586 52 66 5 B2 3.4% 977 [4.18,22.85] 1886 —_—
Waughn CB 1988 56 56 57 59 50% 1.03[0.88,1.10] 1888
Joensuu H 1998 105 140 19 151 50% 550[3.63,6.64] 1998 —
Sjostrom J 1899 17 130 74140 48% 0.23[0.14,037] 1899 —_—
Bishop J 1889 24 102 81 107 5.2% 0.31[0.22,0.45] 1899 —
Marris B 2000 3 181 3B 149 50% 0.80 [0.60,1.37] 2000 —
0'Shaughnessy J 2001 1 a2 0 B 0.8% 564 [0.24,134.54] 2001 *
ANZECTG 2001 131190 83 192 57% 1.58[1.32,1.83] 2001 -
Heidemann E 2002 77125 6 131 3.6% 13.45 [5.08,20.75) 2002 —_—
0'Shaughnessy J 2002 18 255 15 251 41% 118 [0.61,2.29] 2002 ——
Forest plot Bonneterre J 2002 7 a0 k] 86 38% 0.18[0.08,0.37] 2002 —_—
Stackler M 2006 2 109 1214 00% 303038, 42 83] 2006
GEICAM 2007 M 123 M 175 4E% 1.02[0.58,1 76 2007 —t—
Thomas E 2008 27 364 3 38 24% 508 [275,2033] 2008
Albain KS 2008 241 261 214 W0 A8% 088 [0.61,107] 2008 1
Papadimitriou GA 2009 o 30 4 a0 27% 1.73[0.58,508] 2008 e
Sparano J4 2010 174 05 1 B03  1.2% 17834[24.78, 1264 80] 2010 —_—
Nielsen DL 2011 145 167 138 1A4  H8% 1.02[0.84,1137] 2011 +
Total {95% CI) 3468 3460 100.0% 1.15[0.91, 1.47] »>
Total events 1300 954
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27 Cochrane 2009 (45)
Albain KS 2008
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mEmm |VA7E HaiE 111( 074 - 166 ) P= 06
Combination Single agent Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl _Year M-H, Random, 95% CI
Rubens RD 1975 1} a0 1 43 1.6% 0.33[0.01,7.83] 1975
Eagan RT 1976 1 20 a 19 1.6% 2.861[012,66.11] 1976
SteinerR 1883 1 54 1 53 21% 0.99[0.06,15.29] 1983
Ingle J 1985 1} 77 3 74 1.8% 0141[0.01,261) 19585 *
Andersson M 1986 [t} 45 4 44 1.9% 011 [0.01,1.96) 1986
WVaughn CB 1988 [t} 56 1 59 1.6% 0.35[0.01,8.44) 1988
Ingle J 1988 1 a0 2 a5 28% 0.53[0.05,5.72 1989
Mielsen D 1990 [t} 67 4 76 1.9% 0.13[0.01,2.29) 1990
Erkisi M 1997 1 30 o el 1.6% 3.00[013,70.83] 1997
Nabhaoltz M 1995 3 1849 4 203 7.3% 0.81[0.18,3.55) 1999
Sjostrom J 1993 1 139 3 143 32% 0.34[0.04,3.26] 1999
Morris B 2000 1 1481 2 143 8% 0.49[0.05,5.28 2000
Mielsen D 2000 4 T4 2 81 58% 2191[0.41,11.60) 2000
O'8haughnessy J 2001 1} 3z 3 61 1.89% 0.27 [0.01,5.04] 2001
Q'shaughnessy J 2002 4 2451 1 255 4% 4.06 [0.46,36.11] 2002
Bonneterre J 2002 a a0 1 88 35% 4.89[0.58, 41.01] 2002
Berruti D 2002 3 92 3 83 6.5% 1.01[0.21,4.88] 2002
Sledge G (& 2002 2 114 B 224 6.4% 0.65[0.12,3.17] 2002
Sledge G (B) 2003 2 115 4228 5T% 1.00[0.19,5.36 2003

Forest p|0t Ejletsen B 2004 8 183 3184 93% 368[0.72,9.85) 2004
leli F 2005 2 100 4 101 57% 0.51[0.09,2.70] 2005
GEICAM 2007 1 123 1 125 21% 1.02 [0.06,16.07] 2007
Thomas E 2008 12 3649 3 368 103% 389[1.14,14.02] 2008 —_—
Alhain K& 2002 1 261 1 260 21% 1.00[0.06,15.84] 2008
Papadimitriou CA 2009 a 29 1] 30 Mot estimahble 2009
Sparano JA 2010 4 595 2 603 5.6% 203[0.37,11.02] 2010 —
Mielsen DL 2011 [t} 170 1 167 1.6% 0.33[0.01,7.98) 2011
Pallis AG 2012 a T4 o 74 Mot estimable 2012
Total (95% CI) 3661 3947 100.0% 1.11 [0.74, 1.66]
Total events &7 B0

. o o _ _ 2o L ; ' |

Heterogeneity: Tau?=0.00; Chi*=23.32 df= 25 (P =056}, F=0% 'U ] t T 'U WUU‘

Testfor overall effect Z= 042 (P = 0.60)
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