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STUaY OF SUDGroup  logiHazara Katoj W, FIXed, 92 L IV, HIXed, ¥2% Li STUOY O SUDgroup  log|Hazara Kauoj SE_VVelgnt v, Fixed, ¥3% L1 v, FIXed, Y% L1
1.1.1 Anthra containing regimens vs CMF 1.2.1 Anthra containing regimens vs CMF
Ackland SP 2001 a o Motestimahble Ackland 5P 2001 a a Mot estimable
AisnerJ 1987 -0.43 02088 43% O0.B5([0.43, 098] i AisnerJ 1937 [t} 0 Mot estimable
Bull Jni 1978 -0.85 05577 0B% 0.42[0.14,1.28] ~ BullJm 1978 a o Mot estimable
cummings FJ 1981 006 03647 14% 106[052 217] . Cummings F.J 1981 a 1) Mot estimable
Erkisi M 1997 0131 03275 182% 1.14[0.60,217] — Erkisid 1997 [t} 0 Mot estimable
Falkson G 1981 i 1] Mat estimable Falkson G 1881 a a Mot estimahble
Smalley R 1983 -0.16 00949 21.2% 0.85[0.71,1.03] - Smalley R 1983 [t} o Not estimable
Tormey C 1984 -0.45 01761 B.2% 0.64[0.45 0.90] - Turmeycwsa [t} 0 NUIESI!mab\E
Subtotal (95% CI) 35.5% 0.79[0.69, 0.92] L Subtotal (95% CI) Not estimable
Heterageneity: Chi*=610,df=5 (F=030); = 18% Heterogeneity: Mot applicable
Test for overall effect: Z= 2,16 (P=0.002) Testfor overall effect: Not applicable
1.1.2 Anthra containing regimens vs Taxane 1.2.2 Anthra cont: regimens vs Taxane
Denise A 2008 1} 1} Mot estimahble Denise A 2008 [t} o Not estimable
Katsumata M 2009 Mot estimable Katsumata M 2009 a o Mot estimable
Prodaens R 2000 -0.0834 01251 12.2% 082[0.72,1.18] —-r Frodaens R 2000 -0.5108 01139 18.7% U.ED[DA?, 0.78] -
Sledge GW 2002 [t} o Motestimahble g‘euge Gﬂéﬁﬂug . ED:ESPmaE:E
Sparano JA 2008 a 1} Mot estirmable parano ot estimable
Subtotal (95% C1) 12.2% 0.92[0.72, 1.18] L Subtotal (95% CI) 18.7% 0.60 [0.48, 0.75] *
Heterageneity: Mot applicable Heterogenaity: Mot applicable
Testfor overall efiect: Z= 0.67 (P=0.50 Testfor overall effect: Z= 4.48 (P < 0.00001})
1.1.3 Anthra containing regmens vs Anthra+Taxane 1.2.3 Anthra containing regimens vs Anthra+Taxane
Biganzoli L 2002 -0.1054 01506  8.4% 0.80[0.67,1.21] - E"Daﬂztﬂ“ L ﬁuggm a 0593 0-1243 16.5% 1&51[0-33. 1-3‘5] T
Bonneterre J. 2004 0 Mot estimable annetarre ot estimable
Bontenbal M. 2005 03677 01528  82% 1.43[1 06,193 — Bontenbal M. 2005 04055 01445 11.6% 1.50[1.13,1.99] —=—
Jassem.J 2001 0 Mot estimable Jassem J 2001 0 Mot estimable
Langley RE. 2005 -0.020% 00786 30.8% 0.95[0.84,1.14] - tang'e!’siignugs 00672 0-075; 4LI% 0-3141[0-33_- 1-3‘31 -
Lyman GH 2004 0 [ Mot estimable yrmnan ot estimable
Nasholo . 2003 1 o Mot estimable Matholtz M. 2003 1 0 Mat sstimabls
—— Zielinski C 2005 01044 01422 12.0%  1.11[0.84,1.47] T
Zielinski C 2005 01655 0.1982 49% 1.12[0.80,1.74] " “ '
Subtotal (95% Cl) 52.3% 1.04[0.93, 1171 y Subtotal (95% C) ) 81.3% 1.05[0.94, 1.17] ¢
Heterogeneity: Chi*= 6.24, 0f= 3 (P = 0.10); F= 52% Heteroganeity. Ch° = 8,60, df= 3 (P = 0.04), "= B5%
Tastfor ovarall effect Z= 0.70 (F = 0.48) Testfor averall effect Z=0.91 (P = 0.37)
Total (95% CI) 100.0% 0.93 [0.86, 1.02] 4 Total (95% CI) 100.0% 0.95 [0.86, 1.04] []
== - - ae | ; ; | Heterogeneity: Chi* = 26.28, df = 4 (P = 0.0001); = B6% [ + t d
Heterogeneity: Chi®= 20,67, df= 10 (P =0.02); F=92% t y 1 1 oo 01 10 100
I _ 0.m 041 1 100 Test for averall effect Z=1.12 (P = 0.26)
Testfor overall effect: 7= 161 (F=011) Favours [sxperimental] Favours [control] Testfor subaraup diferences: Ghit= 19,58, df= 1 (F = 0.00001), F= 54.0% Favours [experimental] Favours [control]
Testfor subaroup differences: Chif= 8.34, df= 2(P=0.02), F=76.0% o . ' )
L _ " " " Anthra cortaining regimen Other regimens Risk Ratlo Risk Ratlo
Anthra containing regimen - Other regimens Risk Ratio Risk Ratio Study of Subgroun Events lotal _Events __Total Weight M H, Rardom. 95% CI M . Random, 85% £
Study or Subgroup Events Total Events  Total Weight M-H,Random, 95% CI M.H, Random, 95% CI 14,1 Antl Tegimens vs CHIT
1.3.1 Anthra containing regimens vs CMF L Aciiand 6 3001 o N N o Motwtimabis
Acklan 5P 2001 127 223 109 237 7% 1.2401.04,1.48] AlsnerJ 1987 0 0 0 M Notestimabie
AisnerJ 1987 0 0 0 i} Mot estimahle Bull JM 1878 i i n n Wi esslirmatile
Bull JM 1378 3 38 25 40 B0% 1.31[0.98,1.73 = Cummings FJ 1981 u 0 0 0 Mot estimatile
Curnmings FJ 1981 a 0 a 0 Mot estimable Exhizii M 1097 [ [ [ (] Nt eslirmaile
Erkigi M 1997 17 30 bl 30 48% 0.81 [0.55,1.20] -T Falkson G 1991 o o 0 2 Not estimable
Falkson G 1991 0 0 0 0 Not estimahle Smalley Ry 1953 0 0 0 o Mot estimatile
Smalley RV 1883 38 75 20 76 45% 1.80[1.23,2.94] — Tormney C 1904 o o o 0 ot estimable
Tormey C 19684 76 107 97 195 7.0% 1.4301.19,1.72] - Sublotal (85% C1j o [ Nt esfimibie
Subtotal (95% Cly 473 577 29.6% 1.29[1.07, 1.56] * Tootal e 0 0
Total events 289 272 Heterageneity: Mot soplicable
Heterogeneity: Tau*= 0.03; Chi*=9.85, df= 4 (P = 0.04); F= 59% Test far o, et Mol apglic
Testfor overall effect: Z= 2.66 (P = 0.008)
1.4.2 Anthea containing regimens vs Taxane
1.3.2 Anthra containing regimens vs Taxane n A7008 5 0 3 57 A51% 0187 [0 78, 7 66| -
Denise A 2009 14 50 16 52 3.2% 0.91 [0.50, 1.66] —r Katsumata M 2003 2 146 FEE PR L 1.01[0.14,7.05)
Katsumata N 2008 42 146 59 147 5E% 072 [0.52,0.89] — Frodaens B 2000 [ o 0 [ ot eslirmsatile
Prodaens R 2000 &7 165 42 166 56% 160[1.17,2.21] - Sledge GW 2003 o o o L] Mot estimatie
Sledge GWW 2003 a1 224 i 229 64% 1.06 [0.83, 1.36] T Snaranc JA 2009 u u u U ) Hot estimabile
Sparana JA 2008 a 0 a 0 ot estimable Subiatal (35% CI) 196 199 69% 0.90 [0.34, 2.30) i
Subttal (95% Cly 585 504 20.9% 1.04 [0.73, 1.48] <> ':mlal emannsrr T %',, 1 penane n:
Total events 204 195 ageniity Tid= 000, Chi= 002, df= 1 (P= 0490, F=
Heterogeneity: Tau® = 0.09; ChiF=12.34, df = 3 (P = 0.008); F= T&% Testfor pverall efect I=0.21 (= 0.03)
Testfor overall effest: 7=10.22 (P = 0.83) )
143 Anthea containing regimens vs Anthra+ I axane
1.3.3 Anthra containing regimens vs Anthra+Taxane Euganzoli L 2002 3 135 ] 13 B0% 0.54 [0.40, 0.76] -
Biganzoli L 2007 78 137 a0 138 B8% 0930 78,116 _ Bonntirie). 2004 7 7 & T 25% 039[008, 154) —
Bonneterre J, 2004 23 &7 . 65 50% 0.54 [0.37,0.90] — Dontenazl M. 2005 : o noom ke R,
Bontenbal M. 2005 40 107 B3 108 50% 0.65 [0.48,0.87] —_ i o ot ilirnaabihie
Jassem J 2001 73 133 1 134 7.0% 081 [0.67,0.58] - t;'\:“;:“'@?_";:ﬁs ‘3 93 ’3 N 15% O-z‘d“i-;:;"‘a-gf; -
Langley RE. 2005 186 343 221 347 7E% 0.85[0.75,0.97] - ey M M M H Mt
Lyman GH 2004 18 45 14 46 35% 131 [0.74,2.31] *7 Ziedsid © 5005 3 3 H ; Notgstiniatis
Nabholtz JM. 2003 101 215 126 M4 7% 0.20 [0.67, 0.96] - Subtotal {95% C1) 10 W09 9%M% 0561043, 0.72] *
Zielinski C 2005 66 129 71 114 67% 0.82 [0.66,1.02] - Totsl evans - "o
Subtotal (95% Cly 176 167 49.5% 0.810.73, 0.90] + Hetaroganaly. Tau"= 0.00; COP = 0134, af= 3 (F = D85, P'= 0%
Y. ; Chi \ 5)
Total events 581 oz Testfor overall efect 2= 4.35 (P = 0.0001)
Heterogeneity: Tau = 0.01; Chi= 11.67, df= 7 (P = 0.12); 1*=40%
Testfor gverall effect: 2= 4.02 (7 < 0.0001) Tatal (95% CI) 606 608 100.0% 0561045, 0.74] >
. Total everds 1} 18
Total (95% Cl) 2234 2338 100.0% 0.98[0.85, 1.12] 4 Hitragenety Tau®= 000 Chit= 1 23, 8= 4 (P = D94) F= 0% T Ull 1'0 I
[ote e e o Testfor overall afct 2= 4.25 (P < 0.0001) " Favours [exparimentall Favours feontrol]

Heterogeneity: Tau® = 0.06; Chi*= 82.04, df= 15 (P = 0.00001); F= 1%
Testfor overall effest 7= 0.34 (F = 0.73)
Testfor subaroun differences: Chi*= 18.79, df=2 (P < 0.0001), F= 89.4%

[ix] 10 1
Favours [control]  Favours [experimental]

sthar suborous differances: Chi* = DEE. df = 1 4P = (L35 1° = 0%
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Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI

IV, Fixed, 95% CI

Cortes 2011 (EMERACE 305) -0.2107 01045 29.8% 0.51 [0.66, 0.99]

Kaufman 2015 (301) 01278 00681 TO.2% 0.8B[0.77,1.01]

Total (95% Cl) 100.0% 0.86 [0.77, 0.96] 4

Heterogeneity, Chi#= 0.44, df=1 (P = 0.51); F= 0% b e ! 4 o

Test for overall effect: £ = 2.67 (P =0.008)

Favours [experimental] Favours [control]

Hazard Ratio Hazard Ratio
Stucdy or Subgroup log[Hazard Ratio] SE Weight N, Fixed, 95% CI I, Fixed, 95% CI
Cores 2011 (EMERACE 30%5) -01393 01037 351% 087 [0.71,1.07]
Kaufman 2015 (3013 0077 00763 B4.9% 1.08[093 1.25]
Total (95% CI) 100.0% 1.00[0.89, 1.13]
Heterogeneity: Chi*=2.82, df=1 (P =009, F=65% e 0 ] e 100

Testfor overall effect: £= 002 (P = 0.95)

Favours [experimental] Favours [control]

Eribulin Others Risk Ratio Risk Ratio
Study or Subgroup Events Total EFvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Cortes 2011 (EMBRACE 205) a7 508 1M 254 466% 2.851(1.48, 5.44] ——
Kaufman 2015 {301} B1 554 63 548 53.4% 0.96 [0.69, 1.33]
Total (95% CI) 1062 802 100.0% 1.59 [0.54, 4.69]
Total events 118 73
?eh:;ogenewl:lT?fu tz-zufziécthpz—aﬁ?:d df=1{P=0.003);F=88% 'D.D1 Df1 'i 1-0 1DD'
estior overall effect Z=0.84 (P =10.40) Favours [control] Favours [experimental]
Eribulin Others Risk Ratio Risk Ratio
Study or Subgroup Events Total Pvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Cortes 2011 (EMBRACE 305) BY  &03 | 247 51.3% 0.87 [0.60,1.24]
kauftnan 2015 (301} 43 544 a7 846 4B T% OFE[0.52,1.10]
Total (95% CI) 1047 793 100.0% 0.81 [0.62, 1.06]
Total events 110 95
Heterogeneity: Tau®=0.00; Chi*= 0.25 df=1(P=062), F=0% 'IZI.IZI1 IZIH 1 'IIIZI 1IZIIZI'

Testfor overall effect Z=1.56(F=012

Higher [control]

Higher [experimental]
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Hazard Ratio Hazard Ratio Hazard Ratio Hazard Ratio

! i y 5 i o,
Study or Subgroup log[Hazard Ratio] __ SE _Weight IV, Fixed, 95% CI IV, Fixed, 95% CI ?:'”:’gpi":’ﬂm'fp Avslri‘)g[l_iazarg 'faf,'”]_ ASE Weight WV, Fixed, 95% CI IV, Fixed, 95% CI
2.1.1 Cape + Regil Avs i B + Regil A o - -
Bachelot T 2011 .0.4943 0.5227  1.3% 0.61(0.18, 2.07) | Chan S 2009 o a Mot estimable
Luck HJ 2013 00286 01687 17.8% 103[0.74,1.43] -+ Pallis AG 2013 o a Mot estimable
Mavroudis D 2010 00382 04736 16.9% 1.04 [0.74,1.46] —+ Talhot DC 2292 0 0 Mot estimable
Smorenburg CH 2014 01308 02606  7.5% 1.15[0.69,1.92] —— Subtotal (95% Cl) Not estimable
Subtotal (95% CI) 43.7% 1.04 [0.84, 1.28] L 3 Heterogeneity: Mot applicable
Heterogeneity: Chi*= 0,89, df=2 (P = 0.83), F=0% Test for averall effect: Mot applicable
Testfor overall effect Z=034 (F=0.74)
1.1.2 Cape + Regimen A vs Regimen A
2.1.2 Cape + Regimen A vs Regimen A Oshaughnessy Ja 2002 02485 0409 56.4% (.78 [0.63, 0.97]
Hatscheck T 2012 01744 01468 237% 0841063117 - vamamota D 2017 -0165 0.2742  136% 0.88([0.452,1.53]
Lam Sy 2014 -0.0834 01251 326% 0.92(072,1.18 - Subtotal (95% CI) 100.0% 0.79 [0.65, 0.97]
Subtotal (95% Cl) 56.3% 0.89[0.73, 1.07] * Heterogeneity: Chi= 0.20, df= 1 (F = 0.65); F= 0%
Heterogeneity. Chi=10.22, df= 1 (P = 0.64), F= 0% Test for overall effect Z= 2,38 (P = 0.02)
Testfor overall effect Z=1 28 (F=020)
Total (95% CI 100.0% 0.79 [0.65, 0.97]
Toral 951 € 100.0% 0:951082,1.091 ! Heter(u eneit:t' Chi*=10.20, 8= 1 (P = 0.68); F= 0% pean G y ¢ ; |
Heterogeneity: Chi*=2.31, df=5 (P = 0.80), F=0% :D il Dlﬂ 1:D mn‘ Tastfi 4 "‘ i ? .*QIQEinﬂiﬂi T 0.01 0.1 10 100
Testfor overall effect Z= 0.74 (P = 0.46) Favours [xperimental] Favours [coniral estfor avarall effect 7 - 2.28 (P = 0.02) Favours [experimental] Favours [control]
Testfor subsroup diferences’ ChiF= 1 21, df= 1 (P = 0.37), F=17.1% Testfor subaroun differences: Mot applicable
Hazard Ratio Hazard Ratio Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] _ SE Weight IV, Fixed, 95% CI WV, Fixed, 95% CI ?t;?cm Subgroup " lr'_ngHazarg Ratio] :E Weight IV, Fixed, 95% CI WV, Fixed, 95% CI
2.2.1 Cape z Regil A vs Regil B  Regil A .2 Lape £k Vsk *F
Bachelat T 2011 -01508 0247 7.6% 086[053 140 —- Chan 5 2009 -0.1863 01093 347% 0.83[067 1.03 H
Luck HJ 2013 001 04318 267% 1.01[078131] -+ Pallis AG 2012 0 0 Mot estimable
Mavroudis D 3010 1} 1} Mot estimable Talbot DC 2002 0 0 Mot estimahle
Strorenburg CH 2014 03853 02381  81% 1.47[092 23§ — Subtotal (95% CI) 34.7% 0.83[0.67, 1.03] +|
Subtotal (95% CI) 42.3% 1.05[0.86, 1.29] * Haterogensity Not applicable
Heterogeneity: Chi®= 2.72 df=2 (P = 0.26), F= 26% Testfor overall effect Z=1.70 (F = 0.0
Testfor overall effect: Z=0.51 (P =0.61)
2.2.2 Cape + Regimen A vs Regimen A 1.2.2 Cape + Regimen Avs Regimen A
R e P ae 01308 271% 054065100 o Oshaughnessy J& 2002 -0.4308 00852 571% 085055, 0.77]
Larm S 2014 -05798 0123 306% 0.56[044,0.71) - ;ama:ﬂlﬂtﬂggﬂg 7 -0.478 0.2238 69533"22 géﬁl [3-;5”‘3-?21 T
Subtotal (95% CI) 57.7% 0.68 [0.57,0.81] * ubtotal {95% CI) i ] - .65 [0.55, 0.76]
Hetarageneity: Chi*= 510, df=1 (P = 0.02): = 80% Heterogeneity: Chi# = 0.04, df= 1 (P = 0.84); F= 0%
Testfor overall effect Z= 4.35 (P = 0.0001) Testfor overall effect: 2= 5.49 (P = 0.00001)
Total (95% CI) 100.0% 0.82[0.71,0.93] + Total (95% CI) 100.0% 0.70 [0.62, 0.80] 4
Heterogeneity: Chi*= 18,14, df= 4 (P = 0.001); F= 78% Em 011 1=u mu: Heterogeneity: Chif= 347, df= 2 (P=0.18), F= 42% IU 1 011 1IU wul
Testfor overall effect 7 =2.87 (P = 0.003) ; Favours [experimental] Favours [control] Testfor overall effect 7= 5.44 (P < 0.00001) " Favours [experimental] Favours [control
Testfor subaroup differences: Chi®=10.33, df=1 (P = 00013, F=803% Testfor subaroup differences; Chi*= 3.43, df=1 (P = 0.06), F=70.9%
Cape containing regimens  Other regimens Risk Ratio Risk Ratio Cape containing regimens  Other regimens . Risk Ratio Risk Ratio
Study or Subgroup Events Total Events _ Total Weight M-H, Random, 95% CI M-H, Random, 95% CI Study or Subgroup Events Total Events  Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.3.1 Cape 1 Regimen A vs Regimen B + Regimen A 1.3.1 Cape £ Regimen A vs Regimen B £ Regimen A
Bachelot T 2011 7 33 17 s 1% 1.31 [0.85, 2.01] — Ghan § 2009 48 152 48 153 196% 0.99[0.71,1.37] -+
Lusk HJ 2013 79 188 Mo A70 194% 112[088,1.42] - Pallis AG 2012 18 74 2 THO79% 0.86[0.50,1.47] —
Mavroudis D 2010 72 145 &0 141 175% 147 [0.91,1.50] - Talbot DS 2002 8 22 5 19 2.7% 1.38 [0.54, 3.51] —_—
Smorenburg CH 2014 6 38 4 40 11% 0.90(033,2.44] — 1 Subtotal (95% CI) 248 246 302% 0.98 [0.75, 1.28] L
Subtotal {95% CI) 385 386 44.1% 1.16 [0.99, 1.36] » Total events 78 75
Total events 178 165 == = - - Fo
Heterageneity Tau®= 0.00; Chi*= 0,65, of=3 (P = 0.88); IF= 1% ?;:;g?zc:gé;;c{zufgl1cshép_:uu?sﬁé)m_ 2= 0EELF= 0%
Testfor overall effect Z2=1.79 (P = 0.07) )
2.3.2 Cape + Regimen Avs Regimen A 1.3.2 Cape + Regimen A vs Regimen A
Hatscheck T 2012 78 144 64 143 200% 1.21 0.9, 1.53] = 3:;2‘[{?;’;9352\’0‘11“72””2 Wg; 232 Z; 2315 ggg: Hg {;;g lm :'
Lam Sy 2014 100 168 a2 166  36.0% 1.09[0.81,1.30] - 3 B L, L
Subtotal (95% CI) 300 299 559% 1.13[0.98, 1.30] » Subtotal (95% CI) 337 337 69.8% 1.26[1.04, 1.54] >
Total events 178 156 Tatal events 164 126
Heterogeneity. Tau®= 0.00; Chi®= 0.52, df=1 (P = 0.47), *= 0% Heterngeneity Tau®=0.01, Chi*= 147 df=1 (P =023); F=32%
Test for overall effect 7 =1 68 (P = 0.04) Testfar overall effect: 7= 230 (P =0.02)
Total (95% Cly 685 685 100.0% 1141103, 1.27] d Total (95% CI) 585 583 100.0% 1.17[1.00, 1.37] \d
Total events 366 an Total events 238 201
Heterogeneity. Tau*= 0,00, Chi*= 120, o= 5 (P = 0.94); F= 0% b o 1 10 Heterogeneity: Tau?= 0.00; Chi*= 4.58, df= 4 (P = 0.33); F=13% b + - =
Ei{gEﬁiﬂiﬁ.ﬁr;ﬂiif T Das. =1 (P= 0831, = 0% Favours fcontrell Favours (24 rimental Testfor overall efsct 2=1.96 (P = 0.05) ’ Favours [eontrol] Favours [expsrimental]
Testfor subgroup differences: Chif= 222 df=1 (P=014), F= 54 8%
Capn contaming rogimons — Ohar rogimans Rigk Hatio gk Hatbo
Stimly of Subgsoup Everis Total _Everts Total _Wesght M- H, Raivlom, 95% C1 M H, Random. 95% CI
Bachelot T 2011 13 kk ] 13 5 105% 2.30 [0.99, 5.34] N
Chan 3 2009 41 152 20 153 1T.2% 2.06[1.27, 2,35 -
Halscheck T 2012 el 144 24 143 1T.X% L 2.01] ™
Lam SW 2014 28 158 23 156 16.8% L, 2.02] T
Manroudis O 2010 3 145 4 AE3] 4.8% L 3.20] |
G 2012 5 T4 4 T4 B0% 447
ung CH 2014 B 1] 2 40 10 5% 210 T
F 0 22 1 2 10% LETY
5 ar 2 @ 15 7% 054 032, 0595 —
Total (95% C1) Bk Bi? 100.0% LB 0B, 168] -
Total évants 143 118
Hederogenesy. Tau®= 0.13; Chi*= 16.39, of= & (P = 0.04); "= 51% o o1 | 10 100

Testfor overad effect 2= 0,64 (F = 0.37) Favaurs (Caps containing) Favedrs {OMar)
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o A At e * BRAMVIE & (-2)7, "F/8LN(-1)7, "E(0) " D IERFE
A7 LFEVEBTLIAY o TEFUZDHMEE 3 (A)”. “th(B)”. “§8(C)". "IEHI=53 (D) " DAERRE
W[ ZDhoL oA sk BEMEILTIMALOEEM (1~9)
. 0 |2
FRTY (D] (3= | e (B 2R |im (wim | (oA (A | [RE R TEF | g g
FrorhL A/ |; B . |81 (BIRR|BES |BS (%) B9 [(BD (%) | b ((EERME VR0 aAUk
T S Pl P Ll PO e - N & |7 s O
% R% 2ok | |{E
Ex |7t
0S, 1st RCT/6 -1 0 o -1| -1 1016(- - 1044|- - HR 0.88(0.77-1.00 |d(B) | BEKEIELAL
TLUFEZEEET 5 |
PFS, 1st RCT/6 -1 0 of -1 -1 1016|- - 1044[- - HR 0.74|0.65-0.85 |H(B) 1| CETPFSEREICERT
A
ORR, 1st RCT/6 -1 -2 o -1| -1 949 370 40| 966/ 388 40.2|RR 0.99(0.73-1.34 |55(C) NAEKEZELAND
0S, 2nd RCT/4 -1 0 of -1 -1 479|- - 489|- - HR 0.98/0.82-1.17 |(B) I BHEKEIZELEL
éf?k’@lst’ﬁ.’émi.ﬁ-gﬁb
. 2 B - _ L _ - B FLVAEVE LR
PFS, 2nd RCT/4 1 2 0 1 1 479 489 HR 0.89[0.77-1.03 |35(C) 7,¢¢émﬁf,ipFS§E§
ERCH
ORR, 2nd RCT/4 -1 0 o -1| -1 416 123| 296 432 146 33.8|RR 1.14]/0.93-1.39 [&(B) N BEEKEIELAND
QoL RCT/3 7|E=MSR
Toxicity RCT/9 -1 0 o -1 -t 1179 125 10.6| 1200 94| 7.8|RR 0.77(0.55-1.09 |e(B) IEEKEITZELLELD
AR (BT BEIVICEEA)




Hazard Ratio Hazard Ratio Hazard Ratio Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.1.1 GEM+CTxB vs CTxA+CTxB (1st line) 2.1.1 GEM2CTxB vs CTxA+CTxB (2nd line)
FeherQ 2005 [t} 0 Mot estimahle Chan 5 2009 il il Mot estimable
Fountzilas G 2009 (GEM+DTX vs PTi+Ch) -0.4005 02383 7.7% 067 [0.42,1.07] : :
Subtotal (95% CI) 7.7% 0.67 [0.42,1.07] f'ult)total (95_:'; (ri:} R Not estimable
Heterogeneity; Mot applicable eterogeneity” Mot applicable
Testfor overall effect Z=1.68 (P = 0.09) Test for overall effect: Mot applicable
1.1.2 GEM+CTxB vs CTxB 2.1.2 GEM+CTxB vs CTxB (2nd line)
Alhain KS 2008 -0.1985 0103 41.0% 0.82 [0.67, 1.00] .
Fountzilas G 2009 (GEM+DTX vs PTi) -0.0943 02387 7.6% 0.97 [0.57,1.44] M?ﬁ'n M 2007 00382 01488 38.1% 1.04[0.78,1.39]
Jnencuu M 2010 01044 02 108% 141075 164) Mielsen DL 2011 -0.0619 01152 61.9% 0.94[0.751.15]
Niglsen DL 2011 -0.0B18 01152 32.8% 0.94[0.75,1.18)] Paradimitriou CA 2008 0 ] ) Mot estimable
Subtotal (95% CI) 92.3% 0.90 [0.79, 1.03] Subtotal (95% CI) 100.0% 0.98 [0.82, 1.17]
Heterageneity: Ghi®= 2.06, df= 3 (F = 0.56); F= 0% Heterogeneity: Chi®=0.29, df=1 (P =059, F= 0%
Testfor overall effect Z=1.54 (P=0.12) Testfor overall effect 7= 0.26 (P = 0.50)
Total (95% CI) 100.0% 0.88 [0.77, 1.00] Total (95% C1) 100.0% D.98 [0.82, 1.17]
o 4P SEo | ; | ; | % 0% 0. .82, 1.
Toet e ot 2 2 ooy .01 0 1 10 100 Heterogeneity: Chi*= 0.20, df= 1 (F = 0.56); F= 0% | = . : |
estioroverall eflgcl. £= = ! Favours [experimental] Favours [control] a . o ToTeEEa T 0.0 0.1 1 10 100

Testfor suboroup differences: Chif=1.41.df=1 (P =0.23). F=29.3% Testfor overall effect 2= 0.26 (P = 0.80)

) ’ Favours [experimental] Favours [control]
Test for subaroup differences: Mot apnlicable

Hazard Rafi H | Rati Hazard Ratio Hazard Ratio
azar io azard Ratio " i i o i o
Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup logiHazard F_lmlol SE_Weight IV, Fixed, 95% CI Iv, Fixed, 95% CI
1.2.1 GEM:CTxB vs CTXALCTXB (1st fine) 2.2.1 GEM+CTxB vs CTxAxCTxB (2nd line)
Fehar O 5005 g g Mot estimable Chan 5 2009 01823 01138 42.6% 1.20[0.96,1.50]
Fountzilas G 2008 (GEM+DTX vs PTX+Ch) i i Nat estimable Subtotal (95% CI) 42.6% 1.20 [0.96, 1.50]
Subtotal (95% CI) Not estimable Heterogeneity: Mot applicable
Heterogeneity: Mot applicable Test for averall effect Z=1.60(P=0.11)
Test for averall effect: Mot applicable
1.2.2 GEM+CTxB vs CTxB 2.2.2 GEM+CTxB vs CTxB (2nd line)
Albain KS 2008 -0.3567 0.0872 57.6% 0.70[0.59,0.83] a M?riin M 2007 -0.4155 01417 27.5% 0.66[0.50, 0.87] =
Fountzilas G 2009 (GEM+DTX vs PTH) ] ] Kot estimahle Mielsen DL 2011 -0.2614 01359 29.9% 077 [0.59, 1.00] —
Joensuu H 2010 -0.1625 01528 18.7% 0.85([0.63,1.19) =T Paradimitriou CA 2009 0 0 Mot estimable
Mielzen DL 2011 -0.2614 01359 237% O0.77[0.59,1.00] — Subtotal (95% CI) 57.4% 0.72[0.59, 0.87] ’
o %

i"'t“°‘a"95; O et ez O 100.0% 0741065, 0.85] ¢ Heterageneity: Chi*= 0.62, df=1 (P = 0.43); F= 0%

elerogene(ty: == L ar= =0 L, F= o -
Test for overall effect 2= 4 60 (F < 0.00001) Testfor overall effect: Z= 3.42 (P = 0.0006)
Total (95% CI) 100.0% 0.74 [0.65, 0.85] [} Total (95% CI) 100.0% 0.89 [0.77, 1.03] ‘I

- Chit= =3 P=057F= I } t | ity: Chi® = = = = I } } |

?et?;ngenewuc;\ ;11314 ggfsEFufnlgsnzz,l =0% T o I 00 Heterageneity: Chi .12.4?, df=2 {P=0.002); F=84% o1 bX] 7 10 100

estfor overall effect 7= 1 ooy Favours [experimental] Favours [control] Testfor overall effect: =155 (F=013) Favours [experimental] Favours [control]
Testfor subaroun differences: Not analicable Testfar subaroup differences: Chi*= 11.85, df= 1 (P = 0.0008), F= 81.6%

GEM ining regi Other regi Risk Ratio Risk Ratio GEM ining regi Other regi Risk Ratio Risk Ratio

Study or Subgroup, _ Events Total Events Total Weight MH, Random, 95% Cl MH, Random, 95% CI Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% C|
FaA GEaC XV CxAeCTE (st ine) w s e 1mm 1mam 041 025,050 2.3.1 GEM=CTxB vs CTxA2CTxB (2nd line)
eher ) ..
Fountzilas G 2009 (GEM+DTi(vs PT+CE) 56 144 52 136 168% 1.20 10491, 1.58) o Chan S 2009 49 153 18 152 365% 1.0110.73,1.41]
Subtotal (95% Cl) 327 322 32.0% 0.70 [0.24, 2.07] el Subtotal (95% CI) 153 152 36.5% 1.01[0.73, 1.41]
Total events 96 127 Total events 49 48
Heterogeneity: Tau?= 068, Chi*= 21.64, df= 1 (P = 0.00001); 7= 95% Heterogeneity: Mot applicable
Test for overall effect Z= 0.64 (P=052) Test for overall effect 7= 0.08 (P = 083)
;1\'\131.2 Gigl;i;:ms e 110 86 69 63 173% 1.58101.23,2.02] 2.3.2 GEMRCTxB vs CTxB (2nd line)

ain 3 -
Fountzilas G 2009 (GEM+DTXvs FT:) 86 144 67 136 173% 0.83[0.73,1.19] - Wartin M 2007 45 125 3 126 28.1% 1.3710.94,2.00] [
Joensuu 4 2010 25 115 7 127 10w 112[092.137) . Nielsen DL 2011 4 114 36 108 30.3% 1.06 [0.74,1.52] .
nielsen DL 2011 4 114 36 106 15.3% 1.0610.74,1.52 -+ Faradimitriou CA 2009 1 40 ] 32 51% 1.47[0.61,3.53] b pam—
Subtotal (95% CI) 639 627 G8.0% 1.15 [0.92, 1.45] > Subtotal (95% CI) 279 264  63.5% 1.22 [0.95, 1.57] »
Total events 282 243 Tatal events a7 78
Heterageneity. Taw’= 0.04, Chi*= 8.48, df= 3 (F = 0.02), P= G8% Heterogeneity: Tau?= 0.00; Chi*=1.15, df= 2 (P = 0.56); F= 0%
Testioroverall effect: 2= 1.23 (P = 0.22) Testfor overall effect Z= 1.56 (F=0.12)
Total (95% CI) 966 919 100.0% 0.99[0.73, 1.34] L 2 . '
Total events 88 370 Total (95% Cl) 432 416 100.0% 1.14[0.93, 1.39] -
Heterogeneity: Tau?= 0.12; Chi*= 37.87, df = & (P < 0.00001); IF= 87% Em DH 1:D 7 | Total events 3 . 146 . 123 ) ‘ ) ‘
Test for owerall effect Z= 0.07 (P:_n g5y Favaurs [control] Favours [experimantal] Heterogeneity: Tau?= 0.00; Chi*=1.82, df= 3 {P=0.59); F=0% T K] I o0
Testfor suboroup differences: ChiF=0.78,df=1 (P =0.38), F=0% Testfor overall effect Z=1.30 (P=0.19)

Favours [control]  Favours [experimental]
Testfor subaroup differences: Chif=0.77, df=1 (F=0.38), F= 0%
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RCT/1 IX T OEMD TS
oS 7 -1 -1 0 -1 -1 HR 0.94/0.88-1.01 |H(B) IARSHAIVIYNFEEEEFDR
praYl Y
RCT/1 SXHUEMDIRART
PFS 7 -1 -1 of -1 -1 HR 0.98({0.91-1.05 |F(B) NRSHYADINBEEEZS
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RCT/1 SR FUERDIRART
ORR 7 -1 -1 0| -1 0 RR 1.16(1.05-1.29 [h(B) NARAZH AN LTORR
ERES S,
QoL RCT/3 7| E=RISREL
ROT/1 YD IRART
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Hazard Ratio Hazard Ratio Hazard Ratio Hazard Ratio
Study or Subgroup __log[Hazard Ratio] SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl Study or Subgroup __log[Hazard Ratio] SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.1.1 Taxane+CTxA vs CTxA 1.2.1 Taxane+CTxAvs CTxA
ECOG E1193 (&) -0.0202 0123 87% 0.98[077 125 - ECOG E1193 (&) -0.0305 01245 7.5% 0.97[0.76,1.24] -
EU-83011 -0.0202 04717 4.4% 0.98[0.70,1.37] T EU-83011 0 0 Mot estimable
Subtotal (95% CI) 13.1% 0.98[0.81, 1.19] < Subtotal (95% CI) 7.5% 0.97 [0.76, 1.24] L 2
Heterogeneity: ChiF = 0.00, df= 1 (P = 1.00); F= 0% Heterogeneity: Mot applicable
Test far overall effect Z=0.20 (P = 0.84) Test for overall effect Z=0.24 (P = 0.81)
1.1.2 Taxane+CTxA vs CTxB 1.2.2 Taxane+CTxAvs CTxB
308 Study Group -0.4165 01082 11.2% 0.89[0.72,1.10) - 306 Study Group -0.2744 01122 9.2% 0.76 (061,085 -
AGO 0 0 Mot estimable AGO i i Mot estimable
Blohrner -0.4155 01842 3.9% 0.66[0.46, 0.95) - Blohmer -0.0202 01503 S1% 0.98[0.73,1.32] -
Bonneterre -0.1885 0.2324  2.4% 0.82[0.52,1.29] - Bonneterre -0.1054 041901  32% 0.90[0.62,1.31] —r
CECOG BM1 i i ot estimable CECOG BM1 -01165 01373 61% 0.83[068,1.16] -
EORTC 10861 0.1044 01483  60% 1.11[0.83 1.48) T EORTC 10861 -0.0619 01221 7.8% 0.94[0.74,1.149] -
Jassem -0.3857 01369  7.0% 0.68([0.52 0.88) - Jassem -0.2677 014 59% 0.75[0.57,0.99] -
Lyman 073275 02413 23% 207 [1.20,332) —_— Lyman i i Mot estimabls
Mahholtz o o Mot estimable Mahholtz 0 0 Mot estimable
UKCCCR ABD1 0.0198 00812 19.9% 1.02[0.87 1.20] T UKCCCR ABO1 0.0677 0.0771 195% 1.07[0.92,1.24] -
Subtotal (95% Cl) 52.6% 0.94[0.85, 1.03] L Subtotal (95% Cl) 56.8% 0.92 [0.85, 1.01] +
Heterogeneity: Chi®= 22.85, df= 6 (P = 0.0008); F=74% Heterogeneity: Chif= 814, df= 6 (P =017); F= 34%
Testfor overall effect Z=1.31 (P = 0.185) Testfor overall effect Z=1.77 (P = 0.08)
1.1.3 Taxane vs CTxA 1.2.3 Taxane vs CTxA
ANZTITG -0.2877 01582 53% 075055, 1.07] ] ANZTITG 01655 01439  56% 1.19[0.89,1.58] —
ECOG E1193 (B) -0.0834 01251 8.4% 092[0.72,1.18) T ECOG E1193 (B) -0.0834 04251  7.4% 0.92[0.72,1.18] —-r
EORTC 10923 01133 01289 78% 112[087,1.44] T+ EORTC 10823 04383 01138 80% 165[124 104] .
JCOGEE0Z -0.1744 01154 9.8% 0.84[0.67,1.05) ] JCOGIR02 -0165 04011 11.3%  0.89[0.73,1.09] i
rardley ) 01888 0208 30% 1.22[0.81,1.84) Fi wardlay -01393 02167 25% 0.87[0.57,1.33] —
Subtotal (95% CI) 34.3% 0.93[0.83, 1.05] 4 Subtotal (95% CI) 35.7% 1.07 [0.96. 1.20] )
Heterogeneily. Chi*= 6.40, df= 4 (P = 0.17),F=38% Heterogeneity: Ghi*= 16.74, df= 4 (P = 0.002); F= 76%
Test for overall effect Z=1.15 (P = 0.25) Test for overall effect Z= 1.26 (F = 0.21)
Total (95% CI) 100.0% 0.94[0.88,1.01] A Total (95% CI) 100.0% 0.98[0.91, 1.05] [
Heterogeneity: Chi®= 29.45, df= 13 (P = 0.006); "= 56% t u t - ChiR _ _ . I ; ; |
Tastfor overal aflect 2o 1 88 (= 0,00 001 01 ) 10 100 Heterogenaity: ChF* = 30.23, df= 12 (P = 0.003); = 60% Lo o s oo
Favours [experimental] Favours [control] Test for overall effect Z=0.65 (P = 0.51) Favours [experimental] Favours [control]

Testfar subaroun differences: Chi®= 0.20. df= 2 (F = 0.81). F= 0% Testfor suboroun differences: GhF= 435, df= 2 (P = 0,113, 1F= 54.0% v e o

Taxane containing regimen  Other regimens Risk Ratio Risk Ratio Taxane containing regimen  Other regimens Risk Ratio Risk Ratio
Study or Subgroup Events Total Events  Total Weight M-H, Random, 95% CI M-H, Random, 95% C1 Study or Subgroup Events Total Events _ Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
1.3.1 Taxane+CTxA vs CTxA 306 Study Group 0 Q a i} Mot estimable
ECOG E1183 (%) 108 230 41 12 B.0% 1.28[087,1.70] (. AGO 0 Q a 1) Mot estimable
EL-93011 44 a7 20 a6 6% 2171141, 2.36] — ANZTITG 0 Q a 1) Mot estimahle
Subtotal (95% CI) 317 198 9.6% 1.62[0.97, 2.72] - Elohmer 11 125 & 111 9.5% 16E3I[062, 426 N B
Total events 162 B1 Bonneterre ] o o o Mot estimahle
Heterageneity, Tau®=0.11; Chi*= 4.00, df=1 (P = 0.05); F=75% CECOG BM1 ] o o o Mot estimahle
Testfor overall effect: Z= 184 (P=0.07) ECOG E1193 (&) ] o o o Mot estimahble

ECOG E1193 () ] o o o Mot estimahle

1.3.2 Taxane+CTxA vs CTxB EORTC 10823 0 0 0 0 Mot estimable
306 Study Group 124 191 100 199 2.4% 1.2901.09,1.54] = EQRTC 10961 66 136 36 135 81.2% 1.8201.31,2.53] ‘.‘
AGO 94 204 a1 198 72% 113080, 1.41] ™ EU-33011 0 o a 0 Mot estimahle
Blohmeat a4 126 47 111 6.9% 111 [0.84, 1 48] T Jaggem 0 o a 0 Mot estimahle
Bonneterre 4 65 23 67 4.3% 1.84[1.26, 2.69] I JCOGAgn2 2 147 2 146 23% 0.991[0.14, 6.96]
CECOG BM1 Eal 114 (13 129 73% 1.22[088,152) ™ Lyman 0 o i) 0 Mot estimahle
EORTC 10961 a0 128 74 128 78% 111 [0.81,1.358] T Mahholtz 0 o i) 0 Mot estimahle
Jassem 21 122 69 129 7% 1.24[1.01,1.52 ™ UKCCCR ABOM o o o o Mot estimahble
Lyman 14 38 18 35 28% 0.78 [0.45,1.27] T yardley B 52 a 60 70% 1.161[0.38,3.54] e
Mabholtiz 133 238 106 237 B2% 1.26([1.04,1.50] ™
UKCCCR ABOT n 347 186 343 95% 117 [1.04,1.33] ™ Total (95% Cly 460 442 100.0% 1.72 [1.28, 2.31] &>
Subtotal (95% CI) 1567 1576 69.2% 1.20[1.12, 1.29] 4 Total events a5 49
Total events 918 770 Heterogeneity: Tau®= 0.00; Chi®=0.93, df=3 (P = 0.82); F= 0% oot ) 10 100
Heterogenaity: Tau®= 0.00; Chi*= 1017, df = 9 (F = 0.34); F=12% Testfor overall effect: Z= 3.59 (P =0.0003) " e n
Testfor averall effect Z= 544 (P < 0.00001) Favours [experimentall Favours [cantrol]
1.3.3 Taxane vs CTxA
ANZTITG E 105 36 99 41% 0.81[0.55,1.20 T
ECOG E1193 (B) e 228 41 12 56% 093 [0.63, 126 -
EORTC 10823 42 164 67 163 53% 062 [0.45, 086 -
JCOGAEN2 40 147 29 146 38% 1.37 [0.80, 2.08] —
YVardley 16 44 14 48 2.3% 1.25[0.69, 2.29] -
Subtotal (95% CI) 689 568 21.1% 0.92[0.70, 1.22] <
Total events 207 187
Heterogeneity: Tau®= 0.06; Chi*=10.41, df = 4 (P = 0.03); F=62%
Testfor overall effect Z= 056 (P = 0.58)
Total (95% Cl) 2573 2342 100.0% 1.16 [1.05, 1.29] *
Total events 1277 1018
Heterogeneity Tau?= 0.02; Chi*= 4013, df = 16 (F = 0.0007); F= 60% 'D o + + DD‘

Testfor overall sffect Z= 2 81 (P = 0.004)
Testfor suboroup difierences: Chi*=4.84, df=2 (P =0.10), F=57.0%

01 10 1
Favours [contro]] Favours [experimental]




Hazard Ratio Hazard Ratio Hazard Ratio Hazard Ratio

f‘;“:*’\mﬂg;ﬁ‘\'}'; CT:’BQI(:':lZ::i]F‘ﬂ“"l SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup  log[Hazard Ratio] SE Weight IV, Fixed, 95% C1 IV, Fixed, 95% CI
Blajrman C 1933 03436 02791 142% 070[0.41,123 —t 2.2.1VNRzCTxA vs CTxB (2nd line)
Mamer M 2001 00573 02164 236% 1.06([0.69,1.62] — Meier CR 2008 0.2038 03319 100.0% 1.35[0.71, 2.60]
Riccardi 4 2006 0821 048973 45% 0.44(017,1.17] —_— . )
Subtotal (95% CI) 423% 0.8410.61,1.16] - Pallis AG 2012 0 0 Mot estimable
Heterogeneity: Chi* = 2.23, df= 2 (F = 0.20); F= 38% FPalmieri C 2012 u] u] Mot estimahle
Testfor overall effect Z=1.06 (P = 0.29) Sternmler HJ 2011 1] 0 Mot estimahle
1.2.2 VNR+CTxA vs CTxA (1st line) Verma 5 2007 1] 1] Mot estimable
Ejlertsen B 2004 -04339 01848 324% 065[0.45 093 - Subtotal (95% CI) 100.0% 1.35 [0.71, 2.60]
Mortis B 2000 01416 02092 253% 087 (058 1.31] —’-— Heterogeneity: Mot applicable
Subtotal (95% CI) 57.7% 0.74]0.56,0.97] e _
Heterogeneity: Ghi*=1.10, df=1 (P = 0.30); F= 8% Testfor overall effect Z=0.92 (P = 0.36)
Testfor overall effect Z=2.21 (P = 0.03)
) . Total (95% CI) 100.0% 1.35[0.71, 2.60]
Total (95% CI) 100.0% 0.78[0.63, 0.96] * o ) , , \
Heterageneity: Chi* = 4.72, df= 4 (F = 0.32); F= 15% o o - o Heterogeneity: Mot applicable o oh ] o o0
Testfor overall effect 7= 2.37 (P = 0.02) " Favours [experimental] Favours [contral] Testfor overall effect: Z=0.92 (P = 0.36)

Testfor subgroup difierences: Chi*= 0,38, df=1 (F = 053, F= 0% Favours [experimental] Favours [contral]

Testfor subaroup differences: Mot applicable

VNR ini Other regi ) Risk Ratio ) Risk Ratio ‘ VNR ining regi Other regi Risk Ratio Risk Ratio
?;I?V‘:RS:ICI)TB::I\I:; CTXaH:‘)’“'“S Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Blajman C 1969 64 as 53 35 45.0% 1,02 [0.85,1.21] 2'3j1 VNR:CTxA vs CTxB (2nd line)
Namer M 2001 49 142 46 138 129% 1.04[075,1.44] Meier CR 2008 1" 62 17 58 24.3% 0.61[0.31,1.18] —
Riccardi A 2006 ] o o o Mot estimahle Pallis AG 2012 21 T4 18 T4 3E.9% 147 [0.68, 2.00] -
Subtotal (95% CI) 227 223 57.9% 1.02[0.87, 1.19] Balrnier 2012 J I 3 17 1% 047 (005, 4.74]
Total events 113 1089 ' |
Heterogeneity: Tau® = 0.00; Chi*= 0.01, di=1 (P = 0.91%; F= 0% Stermmler HJ 2011 16 41 17 49 36.7% 1.12[0.65,1.93] -
Test far averall effect 7= 0.25 (P = 0.80) “Yerma 5 2007 1} 45 o B8 Mot estimable
Subtotal (95% CI) 240 266 100.0% 0.96 [0.69, 1.34] L 2
1.3.2 VNR+CTxA vs CTxA (1st line) Total events 49 54
Ellertsen B 2004 % 193 El 194 28.9% 1,19 [0.96,1.48] : . o - - =
Noria B 2000 pod 125 1 121 13.3% 124801 711 Heterogeneity; Taw TDDD‘ Chif=3.04, df=3{P=039);, F=1%
Subtotal (35% C1) 338 338 42.1% 1.21[1.01, 1.45] Testfor overall effect Z=0.22 (P = 0.82)
Total ewents 191 125
Heterogeneity: Tau® = 0.00; Chi*= 0.04, di=1 (P = 0.64); "= 0% Total (95% CI) 240 266 100.0% 0.96 [0.69, 1.34]
Test for overall effect Z=2.04 (P =0.04) Total events 49 54
Total (95% CI) 565 561 100.0% 1.08[0.97, 1.23] Heterogeneity: Tau®= 0.00; Ch®= 3.04, df= 3 (P=033); F=1% : 1 t |

L _ 0.01 01 1 10 100
Testfor averall effect 2= 022 (F = 0.82) Favours [control] Favours [experimental]

Total events 264 234
Heterogeneity: Tau®= 0.00; Chi*= 2.15, df= 3 (P = 0.54), *= 0% Em n=1 7 1’0 1nn} Test for suboroun differences: Mot apnlicable
Test for overall effect 7= 1.51 (F = 0.13)

Favours [control] Favours [experimental]
Testfor subaroun differences: Chi®=1.82 df=1 (P =017} F=47.8%

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Ejlertsen B 2004 17 193 23194 311% 0.74[0.41,1.358] —
Meier CR 2008 13 95 21 97 301% 0.63[0.34,1.19] — &
Morris B 2000 17 151 6 149 23.0% 2.80[1.13,6.90] —
Pallis Az 2012 4 74 a 74 15.8% 080022, 2.86 e
Total (95% CI) 513 514 100.0% 0.97 [0.51, 1.84] i
Total events a1 54

. 2_ PRiE = _ _ e | | , |
Heterogeneity: Tau = 0.25 Chi*=7.76, df= 3{FP=0.08), F=61% 'D.D1 DH 1'0 1UD'
Testfor overall effect: Z=008{P=093)

Favours [experimental] Favours [control]
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