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RCT 20 Ackland SP 2001, Falkson G 1991, Erkisi
M 1997, Tormey C 1984, Smalley RV
1983, Cummings FJ 1981, Aisner J
1987, Bull JM 1978, Katsumata N 2009,
FEFH A ke K Sledge GW 2003, Prodaens R 2000,
ATTA~ E Denise A 2009, Zielinski C 2005,
Biganzoli L 2002, Jassem J 2001,
Nabholtz JM. 2003, Bonneterre J. 2004,
Lyman GH 2004, Langley RE. 2005,
Bontenbal M. 2005
— 1 . .
EX I Fixed Effect ik Inverse Variance method (RevMan5.3)
Pigg  |Hazard Ratio Ak 093( 08 - 102 )P= 0.1
Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.1.1 Anthra containing regimens wvs CMF
Ackland 5P 2001 0 0 Mot estimable
AisnerJ 1887 -0.43 0.20488 4.3% 0.65[0.43, 098] —
Bull M 1978 -0.85 05577 0.6% 0.43[0.14,1.28] ~
Cummings FJ 1981 0.06 0.3647 1.4% 1.06[0.52, 2.17] T
Erkisim 1997 0131 03275 1.8% 1.14[060,217] T
Falkson G 1531 0 0 Mot estimable
Smalley BV 1983 -0.16 0.0949  21.2% 0.85[0.71,1.03] -
Tormey & 1984 -0.45 01761 6.2% 0.64[0.45, 0.90] -
Subtotal (95% CI) 35.5% 0.79 [0.69, 0.92] [ 2
Heterogeneity: Chi*=6.10, df=5 (P=0.30); F=13%
Testfor overall effect: £= 316 (F=0.002)
1.1.2 Anthra containing regimens vs Taxane
Denise A 2008 i i MNat estimable
Katsumata N 2009 ] ] Mot estimable
FProdaens R 2000 -0.0834 01281 12.2% 0.82[0.72,1.18] =
Sledge GW 2003 ] ] Mot estimahle
Sparano JA 2009 0 0 Mot estimable
Subtotal (95% CI) 12.2% 0.92 [0.72, 1.18] <&
Heterogeneity: Mot applicable
Forest plot Test for overall effect Z= 067 (P = 0.50)
1.1.3 Anthra containing regmens vs Anthra+Taxane
Biganzoli L 2002 -0.1054 0.1506 8.4% 0.80[0.67, 1.21] -1
Bonneterre J. 2004 ] ] Mot estimable
Bontenbal M. 2005 0.357F 01528 8.2% 1.43[1.06,1.93] —
JassemJ 2001 0 0 Mot estimable
Langley RE. 2005 -0.0202 0.0786 30.8% O0.98([0.84,1.14] b
Lyrnan GH 2004 0 0 Mot estimable
MNabhaltz Ji. 2003 ] ] MNat estimable
Fielinski & 20058 01655 0.1983 49% 1.18[0.80,1.74] T
Subtotal (95% CI) 52.3% 1.04[0.93, 1.17] L ]
Heterogeneity: Chi*=6.24, df =3 (P=010); F=52%
Testforoverall effect Z=070 (P=0.48)
Total (95% CI) 100.0% 0.93 [0.86, 1.02] L
Heterogeneity: Chi®= 20.67, df =10 (P = 0.02), F= 52% ) } t {
o _ 0.0 0.1 10 100
Testfor overall effec.t. Z=181(F - 811 Favours [experimental] Favours [control]
Testfor subaroup differences: Chi*= 8.34, df=2 (P =002}, F=76.0%
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Testfor overall effect: Z=112 (P = 0.26)

cQ
A = &= = P S
p |HER2[ZMHEnts- BREILE (XiE) [ |7YARIHATIEELLIOAY
c |EPDLIAY o |PFS
RCT 20 Ackland SP 2001, Falkson G 1991, Erkisi
M 1997, Tormey C 1984, Smalley RV
1983, Cummings FJ 1981, Aisner J
HEFH A RS —F 1987, Bull JM 1978, Katsumata N 2009,
T ~ Sledge GW 2003, Prodaens R 2000,
Denise A 2009, Zielinski C 2005,
Biganzoli L 2002, Jassem J 2001,
Nabholtz JM. 2003, Bonneterre J. 2004,
— Fixed Effect s Inverse Variance method (RevMan5.3
7L ik ( )
MEgag  |Hazard Ratio HaiE 095( 086 - 104 ) P= 026
(=] =1E . . . = .
Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI I, Fixed, 95% CI1
1.2.1 Anthra containing regimens vs CMF
Ackland SP 2001 0 1} Mot estimable
AlsnerJ 1987 ] a Mot estimahble
Bull Jm 18978 ] a Mot estimahle
Cummings FJ 1981 u] ] kot estimahble
Erkisi b 1397 0 1} Mot estimable
Falkson G 1991 0 i} Mot estimahble
Smalley RY 1983 0 1} Mot estimahble
Tormey C 1984 u] i} Mot estimable
Subtotal (95% CI) Not estimable
Heterogeneity: Mot applicable
Test far overall effect: Mot applicahle
1.2.2 Anthra containing regimens vs Taxane
Denize A 2009 0 1} Mot estimable
Katsurmata M 2009 ] a Mot estimahble
Frodaens R 2000 -0.5108 01139 18.7% 0.60[0.48 0748] =
Sledge GW 2003 u] ] kot estimahble
Sparano JA 20049 ] ] Mot estimahble
Subtotal (95% CI) 18.7% 0.60 [0.48, 0.75] ‘
Heterogeneity: Mot applicahble
Forest plot Testfar overall effect: Z=4.48 (P = 0.00001)
1.2.3 Anthra containing regimens vs Anthra+Taxane
Biganzali L 2002 00583 01248 155% 1.06[0.83, 1.35] -
Bonneterre J. 2004 0 1} Mot estimable
Bontenbal M. 2005 04055 01445 11.6% 1.501[1.13,1.99] -
Jasgem J 2001 0 1} Mot estimable
Langley RE. 2005 -0.0672 0.0757 42.2% 0.94[0.81,1.08) L
Lyrman GH 2004 u] i} Mot estimable
Mabholtz JM. 2003 0 i} Mot estimable
Zielinski © 2005 01044 01422 12.0% 1.111[0.84, 1.47] T
Subtotal (95% CI) 81.3% 1.05[0.94, 1.17] y
Heterogeneity: Chi®= 8.60, df=3 (P = 0.04); F=65%
Testfor overall effect Z=0.91 (P=0.37)
Total (95% CI) 100.0% 0.95 [0.86, 1.04] [
Heterogeneity: Chi®= 2828, df=4 (P = 0.0001); F= 86% o o P 100

Favours [control]

Favours [experimental]

3

B T

Testfor subaroup diferences: Chi*=19.68, df=1 (P = 0.00001), F= 94.9%
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c |[EOROLTA o |oRR
RCT 20 Ackland SP 2001, Falkson G 1991, Erkisi
M 1997, Tormey C 1984, Smalley RV
1983, Cummings FJ 1981, Aisner J
FEFHA ke a—p 1987, Bull JM 1978, Katsumata N 2009,
A = Sledge GW 2003, Prodaens R 2000,
Denise A 2009, Zielinski C 2005,
Biganzoli L 2002, Jassem J 2001,
Nabholtz JM. 2003, Bonneterre J. 2004,
= R - R
EF)L andom Effect %k Mantel-Haenszel method (RevMan5.3)
& 48 Risk Ratio —
SR ER HaE 0.98 ( 0.85 112 ) P= 0.73
Anthra containing regimen  Other regimens Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Rand 95% Cl M-H, Rand 95% CI
1.3.1 Anthra containing regimens vs CMF
Ackland SP 2001 127 223 1049 237 TA1% 1.24[1.04,1.48] ™
AisnerJ 1987 1] 1] 1] 1] Mot estimable
Bull JW 18978 H 38 25 40 5.0% 1.31 [0.98,1.73] ™
Cummings FJ 1981 1] 1] 1] 1] Mot estimable
Erkisi b 1997 17 30 ey 30 4.9% 0.81 [0.55, 1.20] -
Falkson G 1991 1] 1] 1] 1] Mot estimable
Smalley RV 1983 38 75 20 75 4.5% 1.90[1.23, 2.94] I
Tormey C 19584 Th 107 a7 1495 T.0% 1.43 118,172 -
Subtotal (95% CI) 473 577  29.6% 1.29 [1.07, 1.56] L3
Total events 289 272
Heterogeneity: Tau®= 0.03; Chi*= 9.85, df= 4 (P = 0.04); F=59%
Testfor overall effect 2= 2.66 (P = 0.008)
1.3.2 Anthra containing regimens vs Taxane
Denize A 2009 14 a0 16 a2 3.2% 0.91 [0.50, 1.66] I
Katsumata N 2009 42 146 ] 147 5.6% 0.72[0.52, 0.99] -
Frodaens R 2000 67 165 42 166 5.6% 1.60[1.17, 2.21] -
Sledge GW 2003 a1 224 T8 229 B.4% 1.06 [0.83, 1.36] T
Sparano JA 2009 1] 1] 1] 1] Mot estimable
Subtotal (95% CI) 585 504  20.9% 1.04 [0.73, 1.48] <P
Total events 204 195
Heterogeneity: Tau®= 0.09; Chi*= 12.35, df= 3 (P = 0.00B); F= 76%
Forest plot Testfor overall effect Z=0.22 (P=0.83)
1.3.3 Anthra containing regimens vs Anthra+Taxane
Biganzoli L 2002 T4 137 a0 138 6.8% 0.93[0.76,1.148] -
Eonneterre J. 2004 23 67 41 65 5.0% 0.54 [0.37, 0.80] -
Bontenbal k. 2005 40 107 63 109 5.9% 0.65 [0.48, 0.87] -
Jagsem J 2001 73 133 91 134 T.0% 0.81 [0.67, 0.98] -
Langley RE. 2005 186 343 221 347 T.E% 0.85 [0.75, 0.87] -
Lyrman GH 2004 18 45 14 46 3.8% 1.31 [0.75, 2.31] e
Mahholtz M. 2003 101 25 126 214 T1% 0.80 [0.67, 0.96] -
Zielinski ¢ 2005 [al:] 129 T 114 6.7% 0.82 [0.66, 1.02] ™
Subtotal (95% CI) 1176 1167 49.5% 0.81[0.73, 0.90] +
Total events 481 Tor
Heterogeneity, Tau*=0.01; ChiF=11.57, df=7 (FP=012); F=40%
Testfor overall effect: 2= 4.02 (P = 0.0001)
Total (95% CI) 2234 2338 100.0% 0.98 [0.85, 1.12] L
Total events 1074 1174
Heterogeneity: Tau®= 0.06; Chi*= 82.94, df= 16 (P < 0.000013; F= 81% IU P u=1 1’0 mul
Testfor overall effect: Z=0.34 (P=0.73) Favours [control] Favours [experimental]
Test for subgroup differences: Chi=18.79, df= 2 (P = 0.0001%, F=59.4%
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cQ
p |HER2B21EEx?E- B ILER (KME) | [TYARSHAVIVEETLIOAY
c FOMDLI A o [|Toxicity (therapy discontinuation)
RCT 20 Ackland SP 2001, Falkson G 1991, Erkisi

M 1997, Tormey C 1984, Smalley RV
1983, Cummings FJ 1981, Aisner J
1987, Bull JM 1978, Katsumata N 2009,

oo = -~ K
BRT 1> XERH I—F  |Sledge GW 2003, Prodaens R 2000,
Denise A 2009, Zielinski C 2005,
Biganzoli L 2002, Jassem J 2001,
Nabholtz JM. 2003, Bonneterre J. 2004,
— —
EF)L Random Effect ik Mantel-Haenszel method (RevMan5.3)
MR |Risk Ratio e 058( 045 - 074 ) P< 00001
Anthra 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% CI

1.4.1 Anthra containing regimens vs CMF

Ackland 5P 2001 0 1] 0 1] Mot estimable

AisnerJ 1987 0 0 1] 0 Mot estimahble

Bull Jm 1978 0 o 1] o Mot estimahble

Cummings FJ 1981 0 1] i} 1] Mot estimahble

Erkisi M 1987 0 0 1] 0 Mot estimahble

Falkson G 1991 0 o 1] o Mot estimahble

Smalley RV 1983 0 1] i} 1] Mot estimahble

Tormey & 1984 0 1] a 1] Mot estimable

Subtotal (95% CI) 0 0 Mot estimable

Total events 0 1]

Heterogeneity: Mot applicable

Test for overall effect: Mot applicahble

1.4.2 Anthra containing regimens vs Taxane

Denise A 2009 5 50 G 52 8.3% 0.87 [0.28, 2.66] I E—

Katsumata M 2009 2 146 2 147 1.7% 1.01 [0.14, 7.09]

Frodaens R 2000 0 0 1] 0 Mot estimahble

Sledoe G 2003 0 1] 0 1] Mot estimable

Sparano JA 2009 0 1] a 1] Mot estimable

Subtotal (95% CI) 196 199 6.9% 0.90 [0.34, 2.38] ol

Total events 7 8

Heterogeneity: Tau®= 0.00; Chi*=0.02, df=1 (P=0.90); F= 0%

Forest pIOt Testfor overall effect £=0.21 (P =0.83)

1.4.3 Anthra containing regimens vs Anthra+Taxane

Biganzali L 2002 36 135 66 136 B01% 0.55 [0.40, 0.76] R

Bonneterre J. 2004 2 T2 ] To 2.8% 0.39[0.08, 1.94] —

Bonterbal M. 2005 5 107 10 108 6.0% 0.51 [0.18, 1.44] —

JagsemJ 2001 0 1] 0 1] Mot estimable

Langley RE. 2005 18 96 29 94 24.89% 0.61 [0.36, 1.02] —

Lyman GH 2004 0 1] a 1] Mot estimable

Mabhalz M. 2003 0 a 0 a Mat estimable

Zielingki ¢ 2005 0 0 1] 0 Mot estimable

Subtotal (95% CI) 410 409  93.1% 0.56 [0.43, 0.72] &

Total events 61 110

Heterogeneity: Tau®= 0.00; Chi*=0.34, df=3 (P=0.95); F= 0%

Testfor overall effect: Z= 4.35 (P < 0.0001)

Total (95% CI) 606 608 100.0% 0.58 [0.45, 0.74] &

Total events 63 118

Heterogeneity: Tau®= 0.00; Chi®=1.23, df= 5 (P = 0.94); F= 0% o 01 T o0

Test for overall effect: 2= 4.25 (P = 0.0001)
Testfor subgroup differences: Chi=0.88 df=1(P=035). F=0%

Favours [experimental]l Favours [control]
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c |EPMDiEFERE o [0S
RCT 2 Kaufman 2015(301), Cortes
2011(EMBRACE 305)
WRTHIY Xk # a—FK
E7)L Fixed Effect 5% Inverse Variance method (RevMan5.3)
MEgE  [Hazard Ratio HaiE 086( 077 - 096 ) P= 0008
Hazard Ratio Hazard Ratio

Study or Subgroup

log[Hazard Ratio] SE Weight IV, Fixed, 95% CI

IV, Fixed, 95% CI

Kaufman 2015 (301}
Total (95% CI)
Forest plot

Cortes 2011 (EMERACE 305)

-0.2107 01045 29.8%  0.81 [066 0.99]
-0.1278 00681 F0.2% 0.83[077,1.01]

100.0% 0.86 [0.77, 0.96]

Heterogeneity, Chi®= 044, df=1{P =051} F= 0%
Test for overall effect: Z= 267 (P = 0.008)

+
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om 0.1 1 10 100
Favours [experimental] Favours [control]
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cQ
p |HER2BZtEEx?E-BRFLE (XiE) TyI)>
c |EDthDIEFERE o |PFS
RCT Kaufman 2015(301), Cortes
2011(EMBRACE 305)
ART Y1V X a—FK
EX I Fixed Effect ik Inverse Variance method (RevMan5.3)
P4 |Hazard Rato HalE 100( 089 - 113 ) P= 099
Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Cores 2011 (EMBRACE 305) -0.1393 01037 351% 087 [0.71,1.07]
kaufman 2015 (301} 0.077 00763 6E49% 1.08([0.93 1.259]
Total (95% CI) 100.0% 1.00 [0.89, 1.13]
F t plot Heterogeneity: Chi*= 2.82, di=1 (P = 0.09); F= 65% =D.D1 0?1 ] 1=D 1UDI
orest plo Testfor averall effect: Z=0.02 (P = 0.85) Favours [experimental] Favours [control]
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p |HER2BZtEEx?E-BRFLE (XiE) M
c |EDthDIEFERE o |ORR
RCT 2 Kaufman 2015(301), Cortes
2011(EMBRACE 305)
RRTFHI> XERE a—FK
EX I Random Effect ik Mantel-Haenszel method (RevMan5.3)
MEH|  |RiskRatio HalE 159( 054 - 469 ) P= 040
Eribulin Others Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Cortes 2011 (EMBRACE 3048) a7 a08 10 254 46.6% 2.841[1.48, 5.449] ——
Kaufman 2015 (3013 61 554 B3 548 4534% 0.96 [0.69, 1.33]
Total (95% CI) 1062 802 100.0% 1.59 [0.54, 4.69]
Total events 118 73
Forest plot Heterogeneity: Tau®= 0.54; Chi#= 8.71, df= 1 (P = 0.003); F= 38% I t T 1 |
P Testfor overall effect: 2= 0.84 (F = 0.40) oot Fa'Du'gurs [control] ! Favours [exg-grimentaI]1 o
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cQ
p |HER2ETEEH BRAE (KD N EDPDD,
c ZDMDEEEE 0 Toxicity(therapy discontinuation)
RCT 2 Kaufman 2015(301), Cortes
2011(EMBRACE 305)
HARTHAY Xk a—F
EX I Random Effect o Mantel-Haenszel method (RevMan5.3)
R |Risk Rato e 081( 062 - 106 ) P=  0.12
Eribulin Others Risk Ratio Risk Ratio
Study or Subgroup Events Total BEwvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Cores 2011 (EMBRAGCE 305) 67 503 38 247 51.3% 0.67 [0.60, 1.25]
Kaufman 2015 (301) 43 544 57 546 46.7% 0.76[0.52,1.10]
Total (95% CI) 1047 793 100.0% 0.81[0.62, 1.06]
Total event 110 95
Forest plot Hitirﬁ‘;iﬁiwz Tau®= 0.00; Chi*= 0.25, ¢f=1 (P = 0.62); F= 0% b o 1 T i
Testfor overall sffect 7= 1.56 (P =0.12) . Higher [control]  Higher [experimental]
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3 = | = 3 & > 2 )
p |HER2[21EER#s-BREILEE (X1t [ |[IRVBEVEETLOAY
c |[EOROLTAY o |os
RCT (1st) 6 Smorenburg CH 2014, Mavroudis D
2010, Bachelot T 2011, Luck HJ 2013,
Lam SW 2014, Hatscheck T 2012
— >
BRRTHI SRS a—F
E7)L Fixed Effect 5% Inverse Variance method (RevMan5.3)
P ERigiE Hazard Ratio e E _ _ 0.46
BP= =12 0.95 ( 0.82 1.09 ) P= )
Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2.1.1 Cape % Regil Avs Regil B + Regil A
Eachelot T 2011 -0.4343 06227 1.3% 061018, 2.07] —
Luck HJ 2013 0.0296 01687 17.9% 1.03[0.74,1.43] -
Mavroudis D 2010 00392 01736 16.9% 1.04([0.74, 1.46] -+
Smaorenburg CH 2014 01398 0.2606 7A% 115068 1.92] T
Subtotal (95% CI) 43.7% 1.04 [0.84, 1.28] L 2
Heterogeneity Chi*= 089, di= 3 (P=083);F=0%
Test for overall effect Z=034 (P=074)
2.1.2 Cape + Regimen A vs Regimen A
Hatscheck T 2012 -01744 01468 237% 084[0.63,1.12) =
Lam SW 2014 -0.0834 01251 326% 0892[0.72,1.18] ‘;‘
Subtotal (95% CI) 56.3% 0.89 [0.73, 1.07]
Forest pIOt Heterogeneity: Chi2= 0,22, df=1 (P = 0.64); P= 0%

Testfor overall effect Z2=1.28 (P =0.20)
Total (95% CI) 100.0% 0.95 [0.82, 1.09] L
Heterogeneity: Chi*= 2.31, df= & (P = 0.80); F= 0% o o 5 o0

Test for overall effect 2= 0.74 (P = 0.46)

Testfor subgroun differences: Chi*=1.21,dr=1 (P=027). F=171%

Favours [experimental]

Favours [control]
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ca

HER2[Z 1t 8a%% - B R ELME (K1) | |IRVBEVERTLOAY
c |EPtDLIAY o |PFS

RCT (1st) 5 Smorenburg CH 2014, Bachelot T 2011,
Luck HJ 2013, Lam SW 2014, Hatscheck
T 2012

.

BMRTHI XERE a—

Fixed Effect ik Inverse Variance method (RevMan5.3)

MEsEsm  |Hazard Ratio HalE 0.82 ( 071 - 093 ) P= 0003

Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE_Weight IV, Fixed, 95% C1 IV, Fixed, 95% C|
22.1 Cape + Regimen Avs Regimen B = Regimen A
BachelotT 2011 -01508 0247 76% 0.86[0.53,1.400 -
LuckHl 2013 001 01318 267% 1.01[078,1.31] -
Mavroudis O 2010 o o Mot estimable
Srmorenburg CH 2014 0.3853 02391 8.1% 1.47[0.92,2.39] -
Subtotal (95% CI) 42.3% 1.05[0.86, 1.29] L 3
Heterogeneity. Chi*= 2.72, df= 2 (F = 0.26); = 26%
Testfor owerall effect Z=0.51 (P = 0.61)
2.2.2 Cape + Regimen A vs Regimen A
Hatscheck T 2012 -0.1744 01308 271% 084 [065,1.09] =
Lam S 2014 -0.5798 0123 306% 0456[0.44,071] -
Forest p| ot Subtotal (95% Cl) 57.7% 0.6810.57,0.81] *
Heterogeneity: Chi*= 5.10, df= 1 (F = 0.02); = 80%
Testfor overall effect Z= 4.35 (P < 0.0001)
Total (35% Cly 100.0% 0.82[0.71, 0.93] +
Heterogenelty, Chis= 18.14, tf= 4 (P = 0.001); F= 78% b + = o
Testior overal effect 2= 2,87 (P = 0.003) Favours [sxperimental] Favours [control]

aAVER:  ARVEAEVIIMDIIEETURZHA9) 23X L TEEEZRLTLVE
W, —AT. DL REERIEBNT A ETHEICPFSERET 5,

D”SE(Iog[Hazan:I Ratia])

oqd "f i ‘.\‘
< g
Funnel plot 03t P
ihe
03T J’I i “.\
aAVB: P
04T :" i "\‘
ﬁﬁ'/ﬁ'ﬁf ':‘ i l‘ Hazard Rat A
%o)ﬂﬂo)ﬂ*ﬁ' U.SD ; D=1 1: 1E azard Ra ;DED

Subgroups
E Cape + Regimen Avs Regimen B + Regimen A <> Cape + Regimen Avs Regimen A ‘
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~

ARVEBEVEELLOAY

ZofthoL

S
<

v

I ORR

RCT (1st) Smorenburg CH 2014, Mavroudis D
2010, Bachelot T 2011, Luck HJ 2013,

Lam SW 2014, Hatscheck T 2012

.

X

Random Effect Mantel-Haenszel method (RevMan5.3)

Bk

Risk Ratio 1.03

1.27 0.01

HMEeE 1.14 ( ) P=

Forest plot

Cape Other Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% C| M-H, Random, 95% CI
2.3.1 Cape * Regimen A vs Regimen B + Regimen A
Bachelot T 2011 N 33 17 35 B1% 1.31 (085 201] ™
Luck HJ 2013 7a 168 71 170 18.4% 1.12(088, 1432 -
Wavroudis D 2010 7z 145 60 141 17.5% 147 [0.91,1.50] ™
Smorenburg CH 2014 i} 38 7 40 11% 0.90 (033, 2 44] I
Subtotal (95% Cl) 385 386 44.1% 1.16 [0.99, 1.36] »
Total events 178 155
Heterogeneity. Tau® = 0.00; Chif= 0.6, df= 3 (P = 0.84); P = 0%
Testfor overall effect Z=1.78 (P =0.07)
2.3.2 Cape + Regimen A vs Regimen A
Hatscheck T 2012 78 144 64 143 200% 1.21 (096, 1.53] ™
Lam SWi 2014 100 156 a2 156 36.0% 1.09 [0.91,1.30] -
Subtotal (95% Cl) 300 299  559% 1.13[0.98, 1.30] »
Total events 178 156
Heterogeneity Tau®= 0.00; ChiF= 0.52, df= 1 (F = 0.47); F= 0%
Testfor overall effect 2= 1.68 (P = 0.08)
Total (35% Cl) 685 685 100.0% 1.14[1.03,1.27] "
Total events 311
Heterogeneity: Tau® = 0.00; ChiF= 1.20, df= 5 (P = 0.94); 7= 0% o o

Testfor averall effect: Z= 2 46 (P =0.01)

01 10
Favours [control] Favours [experimental]
Testfor subaroun diferences: Chi*= 0,05, df= 1 (F = 0.83), F= 0%
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Testfar overall effect Z=2.28 (P =0.02)
Testfar subagroup differences: Mat apnlicable

cQ
e == - B 3 = S
p |HER2[21EER#s-BREILEE (X1t [ |[IRVBEVEETLOAY
ZDHDOLI A 0S
C (0]
RCT (2nd) 2 Yamamoto D 2017, Oshaughnessy JA
2002
—r >
REFHAY ks a—F
E7)L Fixed Effect 5% Inverse Variance method (RevMan5.3)
P ERigiE Hazard Ratio e E _ 0.02
RER afe 0.79 ( 065 - 097 ) P= .
Hazard Ratio Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.1.1 Cape + Regil vs Regi B * Regi A
Chan § 2009 0 o not estimahle
Pallis AG 2012 0 o Mot estimable
TalbotDC 2002 1} 1] MNaot estimahble
Subtotal (95% CI) Not estimable
Heterogeneity: Mot applicable
Testfor averall effect Mot applicable
1.1.2 Cape + Regimen A vs Regimen A
Oshaughnessy JA 2002 -0.2485 0109 864% 0.78[063, 097 .
Yamamoto O 2017 -01165 02742 136% 0889[0.52 1.57) —

F I Subtotal (95% CI) 100.0% 0.79 [0.65, 0.97] *

oreSt p Ot Heterageneity, Chi*=0.20, df=1{F = 0.69); F=0%

Testfor overall effect 2= 228 (P=0.02)
Total (95% CI) 100.0% 0.79 [0.65, 0.97] L J
Heterageneity, Chif=0.20, df=1 (P = 0.65), F=0% =D T t t 1DD=

1 10
Favours [experimental] Favours [control]

AV

HRAE LV ZMDIEREEIZEMT A ETHEEICOSERET S, LHL., 2REBD
F—ANH TRBREI THRENERLS>TOWAIENSBRITSEIENVETHS,

Funnel plot

I]”‘SE(Ing[Hazard Ratial)

IItzzza.
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! . Hazard Ratig,

5.0 [

10 100

A

Subgroups
|6 Cape + Regimen Avs Regimen B + Regimen A <> Cape + Regimen Avs Regimen A
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[ [PROBECEBLLOAY

Z0DLI Ay

PFS

RCT (2nd)

X

.

Chan S 2009, Yamamoto D 2017,
Oshaughnessy JA 2002

Fixed Effect

Bk

Inverse Variance method (RevMan5.3)

Hazard Ratio

Forest plot

HAE 0.70 ( 062 - 080 ) P<  0.00001
Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.2.1 Cape = Regi Avs Regil B = Regil A
Chan 8 2009 -0.1863 01083 347% 0.82[067,1.03 -
Pallis AG 2012 0 0 Mot estimable
Talbot DC 2002 0 0 Mot estimable
Subtotal (95% CI) 34.7% 0.83[0.67, 1.03] R 4
Heterogeneity: Mot applicable
Test for averall effect Z=1.70 (P = 0.09)
1.2.2 Cape + Regimen A vs Regimen A
Oshaughnessy JA 2002 -0.4308 00852 571% 0.65[0.485 0.77]
Yamamoto D 2017 -0.478 02236 8.3% 0.62[0.40, 0096 I
Subtotal (95% CI) 65.3% 0.65 [0.55, 0.76] *
Heterogeneity: Chi#=0.04, df=1 (P =0.84), F=0%
Test for overall effect: Z=5.49 (F = 0.00001)
Total (95% CI) 100.0% 0.70 [0.62, 0.80] +
Heterogeneity: Chi®= 347, df= 2 (P=0.18), F= 42% ID ] + t le

Test for overall effect: Z= 5.44 (F = 0.00001)
Testfor subgroup differences: Chi®= 3.43, df= 1 (F = 0.06), "= 70.9%

o1 10
Favours [experimental] Favours [control]
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p |HER2BZtEEx?E-BRFLE (XiE) I

ARVEBEVEELLOAY

o [EORDLTHT

RCT (2nd)

X

.

Chan S 2009, Pallis AG 2012, Talbot DC
2002, Yamamoto D 2017, Oshaughnessy

Random Effect ik

Mantel-Haenszel method (RevMan5.3)

Risk Ratio

HEE

1.37 ) P= 0.05

Forest plot

Cape containing regimens  Other regimens

Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

Study or Subgroup Events Total Events
1.3.1 Cape £ Regimen A vs Regimen B £ Regimen A

Chan & 2009 48 152 49
Pallis AG 2012 18 T4 il
Talbot DC 2002 8 22 &
Subtotal (95% CI) 248

Total events T4 75

Heterageneity Tau®= 0.00; Chi* = 0.76, df= 2 (P = 0.68); F= 0%
Testfar overall effect Z= 0.15 (P = 0.28)

1.3.2 Cape + Regimen A vs Regimen A

Oshaughnessy JA 2002 107 255 7
Yamamoto D 2017 ar 82 49
Subtotal (95% CI) 337

Total events 164 126

Heterogeneity, Tau®= 0.01; ChiF=1.47, df=1 (F = 0.23); = 32%
Testfor overall effect: Z= 2.30 (P =0.02)

Total (95% CI) 585

Total events 238 zm
Heterogeneity. Tau®= 0.00, Chi*=4.58, df=4 (P=0.33), *=13%
Testfor overall effect Z=1.86 (P = 0.05)

Testfor subaroup diferences: Chi*= 2,22, df=1(F=014), F= 549%

4

+

Iy

10 100

Favours [control]  Favours [experimental]
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CcQ
p |HER2[21EER#s-BREILEE (X1t [ |[IRVBEVEETLOAY
c |ERtDLIAY o |QoL
RCT
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cQ
p |HER2[2tEnts-BRFIE (X1H) [ [PRVEEVEETLOAY
c ZDHDLI AV 0 Toxicity(therapy discontinuation)
RCT 9 Smorenburg CH 2014, Mavroudis D
2010, Bachelot T 2011, Lam SW 2014,
Hatscheck T 2012, Chan S 2009, Pallis
— . AG 2012, Talbot DC 2002, Yamamoto D
EX I Random Effect o Mantel-Haenszel method (RevMan5.3)
R |Risk Rato e 118( 082 - 169 ) P= 037
Standy o1 Suk: cone CF‘:LI-I‘:::I"UIEG"“?::M 0‘;:::“2?“""9:[::“ Whsight M.HII:::I:?IMIG 54 M-H, Hr::'(‘lnf‘;'lt.l.:ﬁ'.': 1
Forest p|0t i m:i LT |un‘.;:l'- -
-il-lll e ‘.:-l{‘_l P:Z;,;_;n!;;n:i:{‘d].dr P 0.04) 01 IfJ"F:?l oo o1 10 100
aAVE: BEKEITELGVL, ZEEMEHY,
U__SE(ng[HR])
o *:@ o
ol o
0.8+ !
o]
Funnel plot o
OA: |
154 ;
o 3
ZD OB BiTEd ‘ Ak
}gl) 7“[/ \J 0.01 0?1 1} 1=U Rréﬂ
ayv
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cQ
A = =] = 3 SRR RN AL~ 5
p |HER2[21EER#s-BREILEE (X1t [ |TLYBEVEBTLOAY
C ZDHDLD A o 0S
RCT(1st) 6 Feher2005,Joensuu2012,Fountzilas G
2009 (GEM+DTX vs PTX+Cb),Fountzilas
G 2009 (GEM+DTX vs PTX),Albain KS
2008,Nielsen DL 2011
— » ’
FRFH Y Xk a—F
E7)L Fixed Effect 5% Inverse Variance method (RevMan5.3)
P ERigiE Hazard Ratio e E _ — 0.05
B% (=§[E}] 0.88 ( 0.77 1.00 ) P= .
Hazard Ratio Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI

1.1.1 GEMxCTxB vs CTxA+CTxB (1st line)

Feher O 2005 1] 1] Mot estimahle

Fountzilas G 2008 (GEM+DTX vs PTH+Ch) -0.4005 0.2383 T7% 067[0.421.07] .

Subtotal (95% CI) 7.7% 0.67[0.42,1.07] L

Heterogeneity: Mot applicable

Testfor averall effect: 2= 1.68 (P = 0.08)

1.1.2 GEM+CTxB vs CTxB

Albain K5 2008 -0.1985 01031 41.0% 0.82[067,1.00] -

Fountzilas G 2008 (GEM+DTX v PT) -0.0943 0.2387 T.E% 0.91[0.57, 1.45] 1

Joensuu H 2010 01044 0.2 109% 1.11[0.75 1.64] -

Forest pIot Nielsen DL 2011 -0.0618 01152 32.8% 0.94[0.75 1.18] -

Subtotal (95% CI) 92.3% 0.90[0.79, 1.03] L

Heterogeneity: Chi*= 2.06, df= 3 (P = 0.56); F= 0%

Test for overall effect Z=1 54 (P=012)

Total (95% CI) 100.0% 0.88 [0.77, 1.00] Ol

Heterogeneity: Chi*= 3.47, df= 4 (P = 0.48); = 0% ID o 051 ] 150 1DD=

Testfor averall effect: £=1.94 (P = 0.05)
Testfor subaroun differences: Chif=1.41.df=1 (P =023 F=29.3%

Favours [experimental] Favours [control]

=PIT BKEIZELRL

Funnel plot
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BRESH

2

caQ
p |HER2[ZPEEREE- B R ZLER (i) | |TLYBEVEELLIAY
c |TPOLTAY o |FFS
RCT(1st) 6 Feher2005,Joensuu2012,Fountzilas G
2009 (GEM+DTX vs PTX+Cb),Fountzilas
G 2009 (GEM+DTX vs PTX),Albain KS
2008,Nielsen DL 2011
— ’
BMRTHIY SRS a—F
EX I Fixed Effect ik Inverse Variance method (RevMan5.3)
P  |Mozard Ratio HalE 074( 065 - 085 ) P< 000001
Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% C|
1.2.1 GEM+CTxB vs CTxA+CTxB (1st line)
Feher O 2005 1] Mot estimable
Fountzilas & 2009 (GEM+DTx vs PTH+Ch) 1] Mot estimahle
Subtotal (95% CI) Not estimable
Heterogeneity: Mot applicable
Test for overall effect: Not applicahle
1.2.2 GEM+CTxB vs CTxB
Albain KS 2008 -0.3567 0.0872 57.6% 0.70[0.59, 0.83] |
Fountzilas & 2009 (GEM+DTX vs PTX) 1] Mot estimahle
JoensuuH 2010 -01625 014828 187% 0.85[063,1.149] =
Mielsen DL 2011 -0.2614 01359 237% 0.77[0.59,1.000 i
Forest pIOt Subtotal (95% CI) 100.0% 0.74 [0.65, 0.85] +
Heterogeneity: Chif=1.31, df= 2 (P=0.52); F= 0%
Test for averall effect: Z=4.50 (P = 0.00001}
Total (95% CI) 100.0% 0.74 [0.65, 0.85] L]
Heterogeneity: Chi®=1.31, df=2 (P =052), F=0% I t t |
. 0.01 0.1 10 100
Test for overall efrec.t. Z=4580(FP= D.DD.DD1) Favours [experimental] Favours [control]
Test for subdroup diferences: Not applicable
AAVE: TLUAEVELEFEETAHLETPFSEZREICERT S
El__SE(IDg[Ha;{ard Ratia]) .
1
"
m
it
0.05+ m
Funnel plot i
[N}
o
AR T P
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Ll
= = 015 ? :'
zothomly |BOET | e
o
P
1A w [
)‘9~) 7~ L v 04 ) H E I‘. ) Hazard Ratio
w3 f.01 01 1 10 100
Subgroups

B

GEM+CTxE vs CTxAxCTxE (1stline)

> GEM+CTxB vs CTxB




[4-9 »&TFVTX]

HER2FZ 14545 - BRELEICN T 56— R ZRUBR DL REELL TRIAHRESN SN ?

cQ
A = = Y RS > L 5
HER2[Z 14 E5%% - B H LB (K1) | |TLYBEVEELLIAY
ZTDDOLI A o |ORR
RCT(1st) 6 Feher2005,Joensuu2012,Fountzilas G
2009 (GEM+DTX vs PTX+Cb),Fountzilas
G 2009 (GEM+DTX vs PTX),Albain KS
2008,Nielsen DL 2011
— Ad ’
ARTHI> XERE a—F
EX I Random Effect ik Mantel-Haenszel method (RevMan5.3)
= Risk Ratio _
R R HAalE 0.99 ( 073 - 134 ) P= 0.38
GEM ining regi Other r Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
1.3.1 GEMCTxB vs CTxA=CTxE (1st line)
Feher 0 2005 30 183 75 186 15.2% 0.41 [0.28,0.59] —-—
Fountzilas G 2008 (GEM+DTX vs PTX+Ch) 86 144 52 136 16.8% 1.20[0.81,1.58]
Subtotal (95% CI) 327 322 32.0% 0.70 [0.24, 2.07]
Total events 98 127
Heterogeneity: Tau® = 0.58; Chi®= 21.64, df= 1 (P < 0.00001); F= 95%
Testfor averall effect Z= 0.64 (P = 0.52)
1.3.2 GEM+CTxB vs CTxB
Albain KS 2008 110 266 69 263 17.3% 1.58[1.23,2.02] -
Fountzilas G 2008 (GEM+DTX vs PTX) 86 144 67 136 17.3% 083[073,1.18]
Joensuu H 2010 75 115 71 122 18.0% 1.12[0.92,1.37]
Mielsen DL 2011 41 114 36 106 153% 1.06[0.74,1.57]
F | Subitotal (95% CI) 639 627  68.0% 1.15[0.92, 1.45]
orest plot Tatal events 202 243
Heterogeneity: Tau® = 0.04; Chi*= 848 df= 3 (F = 0.02); F= 8%
Testfor overall effect Z=1.23 (P = 0.22)
Total (95% Cl) 966 949 100.0% 0.99 [0.73, 1.34]
Total events 388 370
Heterogeneity: Taw® = 0.12; Chi®= 37.87, df = 5 (F < 0.00001); F=87% ID o t T 110 100’
Testfor overall effect 7= 0.07 (P = 0.85) Favours [control]  Favours [experimental]
Testfor subaroup differences: Chi*= 0,78, df=1 (P = 0.38), F= 0%
E= 3 -_— ~
AV BEREKECELLZND
SE(og[RR]
T :
1
1
1
1
i
|
0.05+ !
|
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p |HER2[21EER#s-BREILEE (X1t

| |TLVBEVESTLIOAY

c |[TPOLT A o |os
RCT(2nd) 4 Chan S 2009, Nielsen DL 2011,
Papadimitriou CA 2009, Martin M 2007
— »
FREFHA Xk a—F
E7)L Fixed Effect 5% Inverse Variance method (RevMan5.3)
e Rati _
M| |Hazard Ratio e 098( 082 - 117 ) P= 080
Hazard Ratio Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2.1.1 GEM+CTxE vs CTxAxCTxB (2nd line)
Chan 5 2009 0 Mot estimahble
Subtotal (95% CI) Not estimable
Heterogeneity: Mot applicable
Test for averall effect: Mot applicahle
2.1.2 GEM+CTxB wvs CTxB (2nd line)
Martin M 2007 00382 01468 381% 1.04[0.78, 1.39]
Miglsen DL 2011 -0.0619 01152 61.9% 0.94[0.75,1.18]
Paradimitriou CA 2009 0 Mot estimahble

Forest plot Subtotal (95% CI) 100.0% 0.98 [0.82, 1.17]
Heterogeneity: Chi®*=0.29, df=1 (P=059), F=0%
Testfor averall effect: £=0.26 (P = 0.80)
Total {95% CI) 100.0% 0.98 [0.82, 1.17]
Heterogeneity: Chi*=0.29, df=1 (P=0459), F=0% T o9 1 s o0

Testfor averall effect: £=0.26 (P = 0.80)
Testfor subagroup differences: Mot applicable

Favours [experimental] Favours [contral]
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cQ
p |HER2ETEEZ B A (KT [ [FLIBECEETLIAY
c |EoDLTAY S
RCT(2nd) 4 Chan S 2009, Nielsen DL 2011,
Papadimitriou CA 2009, Martin M 2007
FAETFHAY Xk a—F
E7)L Fixed Effect 5% Inverse Variance method (RevMan5.3)
MEpasg  |Hazard Ratio HaE 089( 077 - 103 )P= 012
Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2.2.1 GEMzCTxB vs CTXxAxCTxE (2nd line)
Chan S 2009 01823 01139 426% 1.20([0.896, 1.50]
Subtotal (95% CI) 42.6% 1.20 [0.96, 1.50]
Heterogeneity: Mot applicable
Test for averall effect: Z=1.60(P=0.11}
2.2.2 GEM:CTxB vws CTxB (2nd line)
Martin b 2007 -0.4155 01417 27.5% 066 [0.80, 0.87] =
Mielzen DL 2011 -0.2614 01359 299% 0.77[0.549 1.00] —i
Paradimitriou CA 2009 0 a Mot estimable
Forest plot Subtotal (95% CI) 57.4% 0.72[0.59, 0.87] L 2
Heterogeneity; Chi®= 062, di=1 {(P=0.43);, F=0%
Test for averall effect: Z= 3.42 (P = 0.0008)
Total (95% CI) 100.0% 0.89 [0.77, 1.03] '.1
Heterogeneity, Chi®= 12,47, df= 2 (P = 0.002); F= 84% o oh 1 0 100

Testfor overall effect: Z=1.55{F=012

Testfor subgroup differences: Chi®=11.85, df=1 (P = 0.0006), "= 91.6%

Favours [experimental] Favours [control]

JAVE: ERTRABKEISELLGN. 7LVRELE ERE T HHARTIIPFSEERT 5,
U__SE(Iug[Hazarcl Ratio]) |
005+ :“i:‘\
Funnel plot :'ri".
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- 015+ :n i :I
zotomy [ETEY P IAUh:
}5")7‘1/“/ 0.3+ o I i1= ‘I‘ + HazardRat;uéD
av

B T

G;

Subgroups
IB GEM+CTxE vs CTxAzCTxB (2nd line)

<> GEM+CTxB vs CTxE (2nd line)
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caQ

HER2[Z 148545 - BRELEICHN T 56— R ZRUBDLFREELTRINHERE SN HH ?

p |HER2[21EER#s-BREILEE (X1t [

TLOREVEBTL DAY

c |EPBDALTIT

o) ORR

RCT(2nd) 4

Xk

1
T.

Chan S 2009, Nielsen DL 2011,
Papadimitriou CA 2009, Martin M 2007

EX I Random Effect 5% Mantel-Haenszel method (RevMan5.3)
MREim  |Risk Ratio HeE 114( 093 - 139 ) P= 019
GEM ining r Other re Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight N-H,R: 95% CI M-H, R: 95% CI
2.3.1 GEMzCTxB vs CTxA£CTxB (2nd line)
Chan S 2009 48 153 48 162 36.5% 1.01[0.73,1.41]
Subtotal (95% CI) 153 152 36.5% 1.01[0.73, 1.41]
Total events 49 48
Heterogeneity: Mot applicable
Test for overall effect: 7= 0.08 (P = 0.93)
2.3.2 GEM+CTxB vs CTxB (2nd line)
Martin b 2007 45 125 33 126 281% 1.37 [0.94, 2.00] Tl
Mielsen DL 2011 41 114 36 106 30.3% 1.06 [0.74,1.52] .
Paradimitriou CA 2009 11 40 B 3z 81% 1.47 [0.61, 3.53] T
Subtotal (95% CI) 279 264  63.5% 1.22 [0.95, 1.57] »
Forest p|0t Total events a7 75
Heterogeneity: Tau®=0.00; Chi#=1.145, df=2 (P = 0.56), F= 0%
Test for overall effect: Z=1.86 (P=0.12)
Total (95% CI) 432 416 100.0% 1.14 [0.93, 1.39] »
Total events 146 123
Heterogeneity: Tau®= 0.00; Chi®=1.92, df=3 (P =0.59); F= 0% o1 01 10 100

Test for overall effect. Z=1.30F=0.19)
Test for subaroup differences: Chif= 0.77, df=1 {F=0.38), F= 0%

Favours [control] Favours [sxperimental]

=PIT BKEIZELRL

Funnel plot

DD fEHT

ARG Ly
=

B T

G;

o SE(0g[RA) .
014 i
0.2+ %?Q
=P i
0.3 i
— aat | -
BE‘?T'E"T ! A
i <&
0.3 t [ t |
.01 X 1 10 100
Subgroups

O GEM+CTB vs CTeA+CTxB (2nd ling)

<> GEM+CTxB vs CTxB (2Znd line)
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caQ

HER2[Z 148575 - BRILEICH T H— R ZRUBRDIEFREELTRIN RSN SN ?

p |HERZEETEE:]

% BRELE (ZT)

TLIBEVEBLLIAY

C |[EOROLTAT

Toxicity (therapy discontinuation)

RCT

B

Feher2005,Joensuu2012,Fountzilas G
2009 (GEM+DTX vs PTX+Cb),Fountzilas
G 2009 (GEM+DTX vs PTX),Albain KS
2008,Nielsen DL 2011, Chan S 20009,
Papadimitriou CA 2009, Martin M 2007

Random Effect

Bk

Mantel-Haenszel method (RevMan5.3)

Risk Ratio

HeE

0.77 (

055 -

1.09

) P=

0.15

GEM containing regimens  Other regimens Risk Ratio Risk Ratio
Study or Subgroup Events Total Events  Total Weight M-H, Random, 95% Cl MH, Random, 95% CI
Albain K8 2008 18 266 13 263 151% 1.37 [06B, 2.74] -
Chan 5 2008 20 153 41 162 21.8% 0.48[0.30,0.79) —
Feher O 2004 12 148 17 193 14.6% 0.71[0.35, 1 44] =1
Fountzilas G 2008 (GEM+DTxws PTX) A 144 12 136 12.8% 0.87 [0.40, 1.80) i
Fountzilas G 2003 (GEM+DTX ws PTH+Ch) " 144 B 136 9.6% 1.73[0 68, 4.55] A
Joensuu H 2010 a 0 0 0 Mot estimable
Martin M 2007 4 125 B 126 B.4% 067 [018, 2.37] E— —
Mielgen DL 2011 18 170 30 167 19.7% 0.59[0.24,1.02] -
Paradimitriou CA 2003 o o o o Mot estimable
Fo re St p I°t Total (95% CI) 1200 1179 100.0% 0.77 [0.55, 1.09] L
Total events 94 125
Heterogenaity: Tau== 0.08; Chi*= 9.78, df= 6 (P = 0.13); F= 30% Hor 00
Testfar overall effect Z=1.46 (P =0.15) Favours [experimental] Favours [control]
< ) == L — o ~
A BKEITELGL
1 SE(log[RR])
T '
1
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1
|
1
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I, - | i - -, —_—, ~ EXY N R S 3
HER2[Z 14 85#% - BRELEICK T 5 —R- ZRLUBRDIEREEELTRIANHE SN EH ?
cQ
= = [ < P S oA~
p [HER2EZ1EER%S- B ILEE (K1E) [ |FFEVVEETLOAY
c |ZoOLTA o |05
RCT 17 ECOG E1193 (A), EU-93011, 306 Study
Group, AGO, Blohmer, Bonneterre,
CECOG BM1, EORTC 10961, Jassem,
Lyman, Nabholtz, UKCCCR ABO1, ANZ
BEFHA: RS K TITG, ECOG E1193 (B), EORTC 10923,
T = JCOGI9802, Yardley
— 1 . -
EX I Fixed Effect 5k Inverse Variance method (RevMan5.3)
EsIE  |Hazard Ratio e 094( 08 - 101 ) P= 009
Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.1.1 Taxane+CTxAwvs CTxA
ECOG E1193 (&) -0.0202 0123 87% 0893[077, 1.29] -
EL-33011 -0.0202 01717 4.4% 0893[0.70, 1.37] -
Subtotal (95% CIy 13.1% 0.98 [0.81, 1.19] <
Heterogeneity: Chi®=0.00,df=1{P=1.00};, F=0%
Testfor overall effect: Z=020(F=0.84)
1.1.2 Taxane+CTxA vs CTxB
306 Study Group -0.1165 01082 11.2% 0.89[0.72 1.10] =T
AGO 0 0 Mot estimahble
Blohmer -0.4155 01842 389% 066046 095 I
Bonneterre -0.1985 02324 24% 0820582 1.29] 1
CECOG BM1 0 0 Mot estimable
EQRTC 104961 01044 0.1483 B.0% 1.11[0.83, 1.48] .
Jazsem -0.3857 0.1369 7.0% 0.68[0.52 089 -
Lyman 07275 0.2413 23%  2.07[1.29, 3.32] -
Mabholtz 1] 1] Mot estimable
UKCCCR ABO1 0.0198 00312 199% 1.02([0.87, 1.20] ki
Subtotal (95% CI) 52.6% 0.94[0.85, 1.03] L
Forest plot Heterogeneity: Chi*= 22 .85, df= & (P = 0.0008); F= 74%
Testfor overall effect Z=1.31 (F=0.1%)
1.1.3 Taxane vs CTxA
AMZTITG -0.2877 01582 82% 0750585 1.02] -
ECOG E1193 (B) -0.0834 01291 2.4% 092[0.72 1.18] -
EQRTC 10923 01133 01289 T9% 1.12[0.87, 1.44] T
JCOGYE02 -01744 01154 9.8% 0.84[067, 1.08] =
rardley 01989  0.209 30% 1.22[0.81,1.84] T
Subtotal (95% Cl) 34.3% 0.93[083, 1.05] L
Heterogeneity: Chi*= 640, df=4 {P=017), F= 38%
Testfor overall effect Z=115(F =025
Total (95% CI) 100.0% 0.94 [0.88, 1.01] [
?et?;ogenelwlil CQI Ti&liﬁﬁgf;']ﬁﬂ(ﬁ; 0.008); F= 56% T 0 10 100
estioroverall enect: 2= 1. i - ) Favours [experimental] Favours [control]
Testfor subdroup diferences: Chi®= 020, df=2 (P =091, F=0%
AV BB EMDITEET RS HA V)N RELZROLEL,
o SE(loglHazard Ratio]) .
I.lJ k‘}
BRES LAy
% L:p<>ﬁ
[
Funnel plot 02t Ui
Ju' fod 'ul. &
JAVE: o P
/ | !
0.4 r-II ! I\‘
EITEd | -
T DD iR ! : \
05 ) J 1, v ) Hazard Ratio,
N .01 0 1 10 100
I W
}9~J7 l/ J Subgroups
*/3‘/ |6 Taxane+CTxAvs CTxA <>Taxan-':+CTxA vs CTxB [ Taxane vs CTxA
RESIT
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HER2[Z 148578 - BREIBICH T 56— R ZRUBRDILZRELL TRIAHES SN ?

cQ
' =) 1= Y B S
HER2[Z 48575 - B R ELiE (&%) AXHUEBTLOAY
C ZRHDOLI A o PES
RCT 17 ECOG E1193 (A), EU-93011, 306 Study
Group, AGO, Blohmer, Bonneterre,
CECOG BM1, EORTC 10961, Jassem,
FEFHA RS K Lyman, Nabholtz, UKCCCR ABO1, ANZ
ATTA~ = TITG, ECOG E1193 (B), EORTC 10923,
JCO0G9802, Yardley
— 1 - 1
EFI Fixed Effect ik Inverse Variance method (RevMan5.3)
= i _
#Egsg  |Hazard Rato HeE 098( 091 - 105 ) P= 051
Hazard Ratio Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight I, Fixed, 95% Cl IV, Fixed, 95% CI

1.2.1 Taxane+CTxA ws CTxA

ECOG E1183 (&) -0.0305 01245 7.A% 0.97[0.76,1.24] -

EL-93011 0 i Mot estimable

Subtotal (95% CI) T.5% 0.97[0.76, 1.24] ’

Heterogeneity: Mot applicable

Testfor overall effect: Z= 024 (F=0.81)

1.2.2 Taxane+CTxA ws CTxB

306 Study Group -0.2744 01122 9.2% 0.76[0.61,0.95] -

AGO 0 a Mot estimahble

Elohrmer -0.0202 01503 51% 0.88[0.73,1.32] -

Eonneterre -0.1054 0180 3.2% 0.90[0.62 1.31] ——

CECOG B -0.11658 01373 1% 0.89[0.68 1.186] -

EORTC 104961 -0.0619 01221 T.8% 0594074 1.149] -

Jaszem -0.2877 014 5.9% 0.75[0.87, 0.949] ]

Lyman u] 0 Mot estimahble

Mabhaoltz 0 a Mot estimahble

UKCCCR ABDY 00677 00771 19.5% 1.07[0.492 1.24] el

Subtotal (95% CI) 56.8% 0.92[0.85, 1.01] [}

Forest plot Heterogeneity: Chi== 0.14, df= 6 (P = 0.17%; F= 34%

Testfor overall effect: Z=1.77 (P =0.08)

1.2.3 Taxane vs CTxA

ANZTITG 01655 0.14349 5.6% 1.18[0.89,1.56] T™

ECOG E1133 (B) -0.0834 01251 7.4% 0892072 1.18] -

EORTC 10523 04383 011349 8.9% 1.55[1.24, 1.94] -

JCOGeg02 -0.1165 01011 11.3% 0.89[0.73,1.09] -

Yardley -0.1393 0.2157 2.8% 0.87[0.57,1.33] -1

Subtotal (95% CI) 35.7% 1.07 [0.96, 1.20] 4

Heterogeneity: Chi*= 16.74, df= 4 (P = 0.002); F= 76%

Testfor overall effect: Z=1.26 (F=0.21)

Total (95% CI) 100.0% 0.98 [0.91, 1.05] |

Heterogeneity: Chi®= 30.23, df=12 (P =0.003); = 60% 0o 01 10 100

Testfor overall effect: Z= 0,65 (P =0.51)

Testfor subaroup differences: Chi= 435 df=2 (P=0.11) F=54.0%

Favours [experimental] Favours [control]

AR BRHUEMDIRERT VRAZHAIIDIHEREZZRHE,
U__SE(Ing[Hazard Ratia]y '
ot <$:|i : o
74
02t fa
SOy
Funnel plot ol fond
04+ / i \'.‘
1 l'l Hazard Ratio
:}\/I\ DEI. 1 UH 1! 1:U WEIU
Subgroups
E Taxane+CTxAvs CTrA <>Taxane+CTxA vs CTxB [ Taxane vs CTxA |
zoomiy |BTET AR
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HER2FZ1HE5#% - BRILEICH T 56— R ZRUBRDEFFELLTRINHERE SN SN ?

cQ
p |HER2[ZEERTE - BRIz (1) [ [FFFUEBTLTAY
c |[EPHOLIAY o |ORR
RCT 17 ECOG E1193 (A), EU-93011, 306 Study

XERER

u
|
T

Group, AGO, Blohmer, Bonneterre,
CECOG BM1, EORTC 10961, Jassem,
Lyman, Nabholtz, UKCCCR ABO1, ANZ
TITG, ECOG E1193 (B), EORTC 10923,
JCO0G9802, Yardley

Mantel-Haenszel method (RevMan5.3)

— o
EF)L Random Effect +iE
MR |Risk Ratio HelE 116( 105 - 129 ) P= 0004
Taxane Other Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, R 95% CI M-H, Ri 95% CI
1.3.1 Taxane+CTxA vs CTxA
ECOGET183 if) 108 230 41 112 6.0% 1.28[0.87,1.70] ™
ELU-93011 44 ar 20 26 36% 27 [1.41, 3.36] —
Subtotal (95% CI) 317 198 9.6% 1.62 [0.97, 2.72] -
Total events 152 61
Heterogeneity: Tau?= 0.11; Chi®=4.00, df=1 (P=0.09); F=75%
Test for overall effect: 7=184 (P=0.07)
1.3.2 Taxane+CTxA vs CTxB
306 Study Group 124 181 100 199 8.4% 1.29[1.09,1.54] —
AGO 94 204 21 198 T7.2% 1.13[0.80,1.41] ™
Elohmer 59 128 47 111 5.9% 1.11 [0.84,1.48] T
Eonneterre 41 65 23 BY  4.3% 1.84 [1.26, 2.69] —
CECOG Bh1 71 114 [ai] 129 7.3% 1.22[0.88,1.53] ™
ECRTC 10961 a0 125 T4 128 7.8% 1.11[0.81,1.35] T
Jassem a1 122 63 129 7% 1.24 [1.01,1.53] ™
Lyrnan 14 36 18 35 2.8% 0.76 [0.45, 1.27] —
Mabholz 133 238 106 237 8.2% 1.25[1.04,1.80] ™
UKCCCR ABD 21 247 186 343 9.5% 1.17[1.04,1.33] ™
Subtotal (95% CI) 1567 1576 69.2% 1.20[1.12, 1.29] L[]
Total events a18 o
Heterogeneity: Tau?= 0.00; Chi*P=1017, df=9{F=034); F=12%
ForeSt pIOt Test for overall effect: Z= 514 (P = 0.00001)
1.3.3 Taxane vs CTxA
AMEZTITG N 105 36 99 41% 0.81 [0.55,1.20] e
ECOGE1193(8) 78 229 41 112 56% 0.93 [0.69, 1.26] -
ECQRTC 10923 42 164 67 163 53% 0.62 [0.45, 0.86] -
JCOGa802 40 147 29 146 3.8% 1.37 [0.80, 2.08] s
Yardley 16 44 14 45 2.3% 1.25 [0.69, 2.25] —1
Subtotal (95% CI) 689 568 21.1% 0.92 [0.70, 1.22] L 2
Total events 207 187
Heterogeneity: Tau= 0.06; Chi*=10.41, df= 4 (P = 0.03); F=62%
Test for overall effect: Z= 0.56 (P = 0.52)
Total (95% CI) 2573 2342 100.0% 1.16 [1.05, 1.29] \]
Total events 1277 1018
; == =_ - - — I } | )

Heterogeneity: Tau*= 0.02; Chi*= 4013, df= 16 {(F = 0.0007);, F= 60% ID o Df1 1ID 1DDI

Testfor overall effect: Z= 281 (F=0.004)

Testfor subaroup diferences: Chi®= 465, df=2 (P=0.100, F= 57.0%

Favours [control]  Favours [sxparimental]

aAVER: AEHUIIMDIGEERT U ASHA9) )L TORRERET 5,
U__SE(Ing[RR]) .
%
u] D<,p
Funnel plot 024 o<
1= o
°
Aok §
zotmomy [ETET EAS
U'50.01 0?1 1= I 1=D 160

AR) 5Ly

=D

BRESHT

[

Subgroups
|6 Taxane+CTxAvs CTxA

O Taxane+CTxAvs CTxB

[ Taxane vs CTxA |
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cQ
p |HER2[2tEnts-BRFIE (X1H) [ [FFRYYESTLYAY
c ZDHDLI AV o |Toxicity (therapy discontinuation)
RCT 17 ECOG E1193 (A), EU-93011, 306 Study
Group, AGO, Blohmer, Bonneterre,
CECOG BM1, EORTC 10961, Jassem,
Lyman, Nabholtz, UKCCCR ABO1, ANZ
oo = N K ’ ’ ’
RRTHA1> Xk 3—F |77, ECOG E1193 (B), EORTC 10923,
JCOG9802, Yardley
EX I Random Effect o Mantel-Haenszel method (RevMan5.3)
R |Risk Rato e 172( 128 - 231 ) P=  0.0003
Taxane « ining regi Other regi Risk Ratio Risk Ratio
Study or Subgroup Events Total Ewvenis Total Weight M-H, R 95% Cl MH, R: 95% ClI
306 Study Group u] 1] u] u] Mot estimakble
AGOD o o o o Mot estimable
ANZTITG u] 1] u] u] Mot estimable
Elohmer 11 128 B 111 9.5% 1.63 [0.62, 4.26] T
Bonnetetre o 1] o o Mot estimahble
CECOG BM1 o 1] o o Mot estimable
ECOGE1193 (%) 0 0 0 0 Mot estimahble
ECOGE11493 (B) o o o o Mot estimable
ECRTC 10923 u] 1] u] u] Mot estimable
EQRTC 10961 66 136 36 135 81.2% 1.82[1.31,2483 l
EU-92011 o 1] o o Mot estimable
Jassem o 1] o o Mot estimahble
Jcocaan: 2 147 2 145 23% 0.99 [0.14, 6.96] R
Forest plot Lyrnan i i i i Mot estimable
Mabholz u] 1] u] u] Mot estimable
UKCCCR ABOT u] 1] u] u] Mot estimable
Yardley B a2 a a0 7.0% 1.16[0.38, 2.584] —_— T
Total (95% CI) 460 1442 100.0% 1.72[1.28,2.31] &
Total events 848 49
Heterogeneity: Tau®=0.00; Chi*= 093 df=3{P =082, F=0% L t t |
Testfor overall effect: Z= 3.59 (P = 0.0003) D.mFa'vDLH'S ?élr:-enmental] Favours [CC-I1110I'DI] 100
JAVER: AXH UMD IIEET U RSH A1) )3 L TToxicityh E Ly,
D__EE(IDQ[RR]) ,
0.2+ ?
Funnel plot
04+ ;
I d
P o !
—= = 08T <
zomomy |EITET AV
Q) 1 RHn
ARG Ly b o 1 T2 00
o3y

BRESH
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HER2[Z 148545 - BRELEICHN T 56— R ZRUBDLFREELTRINHERE SN HH ?

cQ
p |HER2[21EER#s-BREILEE (X1t | |[E/LILEVEETLOAY
C ZDHDLD A o 0S
RCT(1st) 5 Blajman C 1999, Namer M 2001,
Riccardi A 2006, Norris B 2000,
Ejlertsen B 2004
BRRTHI SCR 3 1—k
E7)L Fixed Effect 5% Inverse Variance method (RevMan5.3)
P ERigiE Hazard Ratio e E _ — 0.82
AR =I1E 0.98 ( 0.79 120 ) P= .
Hazard Ratio Hazard Ratio

Study or Subgroup  log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.1.1VNR+CTxA vs CTxB (1st line)
Blajman C 1999 03927 02791 145% 1.48[0.86, 2.56] T
Marmer b 2001 -0.2395 02174 24.0% 0.79[0.581,1.21] T
Riccardi A 2006 -0.821 0.6802 2.4% 044012 1.67] —
Subtotal (95% CI) 40.9% 10.95 [0.69, 1.32] <&
Heterogeneity: Chi®= 486, df=2 (P =010); = 56%
Testfor overall effect: Z=0.30 (P=0.76)
1.1.2 VNR+CTxA vs CTxA (1st line)
Ejlertsen B 2004 01249 01846 33.2% 113[0.79 1.63] -
Morris B 2000 -0176T 02093 258% 0.84[0.56 1.26] —

Forest plot Subtotal (95% CI) 50.1% 0.99 [0.76, 1.30] Y
Heterageneity: Chi*=117, df =1 (FP=028),F=14%
Testfor averall effect; Z= 0,05 (P = 0.96)
Total (95% CI) 100.0% 0.98 [0.79, 1.20] *
Heterageneity: Chi*= 577, df =4 (FP=022),F=31% 'D.D1 D!1 1| 1'D 1DD-

Testfor averall effect: Z= 023 (P=0.82
Testfor subgroup differences: Chi®=0.04. df=1 (F=0.84). F=0%

Favours [experimentall Favours [control]

AU BKEELGEN
D__SE(\Ug[Hazard Ratio]y .
0zt J,"@ 10 i
;oo
04t S
Funnel plot |
06T f,’, § y
_ A |
=P ¥ 3
= = 1 . '; 1\ \ X Hazard Ratio ~ X
FOHDEMN EiTEd 0 0 i 10 100 A
Subgroups
E WNR+CTxA vs CTxE (15t line) <>VNR+CTXA vs CTxA (1stling)
ATy
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HER2FZ 14545 - BRELEICN T 56— R ZRUBR DL REELL TRIAHRESN SN ?

cQ
p |HER2[ZPEEREE- B R ZLER (i) | |[E/LIVEVEETLIAY
c |EOBOLTAT o |PFS
RCT(1st) 5 Blajman C 1999, Namer M 2001, Riccardi
A 2006, Norris B 2000, Ejlertsen B 2004
BMRTHIY SRS a—F
EX I Fixed Effect ik Inverse Variance method (RevMan5.3)
= Hazard Ratio VS -
R R HaE 0.78 ( 063 - 096 ) P= 0.02
Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI I, Fixed, 95% CI
1.2.1 VNR+CTxA vs CTxB (1st line)
Elajman C 1994 -0.3496 02791 14.2% 0.70[0.41,1.22] —T
Mamer M 2001 0.0573 02164 236% 1.06[069 1.62] -
Riccardi A 20068 -0.821 04973 45% 044017, 1.17] T
Subtotal (95% CI) 42.3% 0.84[0.61, 1.16] ‘
Heterogeneity: Chi®=3.23, df=2 (P=0.20), F= 38%
Testfor overall effect: £=1.06 {F = 0.29)
1.2.2 VNR+CTxA vs CTxA (1st line)
Ejlertzen B 2004 -0.4339 01849 324% 0.65([0.45 093] ——
Morris B 2000 -01416 02092 253% 087058 1.31] ———
Forest plot Subtotal (95% CI) 57.7% 0.74[0.56, 0.97] >
Heterogeneity: Chi®=1.10,df=1 (P=0.30; F= 9%
Testfor overall effect: 2= 221 (F=0.03)
Total {95% CI) 100.0% 0.78 [0.63, 0.96] &
Heterogeneity, Chif=4.72, df= 4 (P = 0.32), F=15% b t ;
o - 0.01 01 10 100
Testfor overall effect 2= 2.37 (P = 0.02) Favours [experimental] Favours [control]
Testfor subaroup differences: Chi*= 039, df=1 (P=053 F=0%
AV E/VILEV IO IRIEFEEEISH U TR MRV, EREITHIETPFSELER
EXSH
D__SE(IUQ[Hazaru Ratio]) .
CRES R
Funnel plot ool 0%
Do b
-~ 03T J ' \
AV ! | !
04+ :" i .'\‘
7= = .’I i I‘. < K
%wmwﬁg*ﬁ HE'fTﬁ?_ 05 4 / i | | . Hazard Ratia, ]}/F
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cQ

p |HER2BZtEEx?E-BRFLE (XiE) | |[E/LIVEVEETLIAY

c |EotDLTAY o [ORR
RCT(1st) 5 Blajman C 1999, Namer M 2001, Riccardi
A 2006, Norris B 2000, Ejlertsen B 2004
— Ad
BMRTHIY CHRE a—F
EX I Random Effect ik Mantel-Haenszel method (RevMan5.3)
= Risk Ratio -
HRER HemE 1.09 ( 097 - 123 ) P= 0.13
VNR containing regimens  Other regimens Risk Ratio Risk Ratio
Study or Subgroup Bvents Total Ewvents Total Weight M-H, R 95% CI M-H, R 95% ClI
1.3. 1 VNR+CTxA vs CTxB (1st)
Elajman C 1999 64 a5 63 85 45.0% 1.02[0.85 1.21]
Mamer b 2001 44 142 46 138 12.9% 1.04[0.75 1.44] -1
Riccardi A 2006 0 0 0 0 Mot estimahle
Subtotal (95% CI) 227 223 57.9% 1.02 [0.87, 1.19] [ ]
Total events 113 104
Heterogeneity: Tau®= 0.00; Chi*= 0.01, df=1 (P =091} F=0%
Testfor overall effect: Z= 0.25 (P = 0.80)
1.3.2VNR+CTxA vs CTxA (1st line)
Ejlertsen B 2004 96 193 a1 184 28.9% 119 [0.96 1.48) i
Marris B 2000 a5 145 44 144 13.3% 1.24[0.90,1.71] ™
Forest plot Subtotal (95% CI) 338 33 42.14% 1.21[1.01, 1.45] L d
Total events 151 124
Heterogeneity: Tau®= 0.00; Chi®= 0.04, df=1 (P =0.84); F=0%
Testfor overall effect: Z= 2.04 (P = 0.04)
Total (95% CI) 565 561 100.0% 1.09 [0.97, 1.23] y
Total events 264 234
Heterogeneity: Tau®= 0.00; Chi*= 215, df=3{P=0.54); F=0% [ + t |
L ~ 0.01 01 10 100
Testfor averall effect: 2= 1.51 (P . 013 Favours [control]  Favours [experimental]
Testfor subaroun diferences: Chif=1.92. df=1 (P=0.17), F= 47.9%
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cQ
p |HER2[21EER#s-BREILEE (X1t | |[E/LILEVEETLOAY
c |ZPBALTH o oS
RCT(2nd) 5 Meier CR 2008, Verma S 2007, Palmieri
C 2012, Pallis AG 2012, Stemmler HJ
2011
FAETFHAY Xk a—F
E7)L Fixed Effect 5% Inverse Variance method (RevMan5.3)
MEdgag  |Hazard Ratio e 161( 094 - 276 ) P= 008
Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2.1.1 VNR+CTxA vs CTxB (2nd line)
leier CR 2008 -0.046 0.3312 B88% 0.596[0.50, 1.83]
Pallis AG 2012 a 0 Mot estimahle
FPalmieri & 2012 i} a Mot estimahble
Stermmler HJ 2011 1} a Mot estimahle
Werma S 2007 1.6245 04913  31.2% 45.08[1.94,13.30] —
Subtotal (95% CI) 100.0% 1.61[0.94, 2.76] =
Heterogeneity: Chi*= 7.95, df=1 (P = 0.005); F= 87%
Test for overall effect: Z=1.73 (P = 0.08)
Forest plot

Total (95% CI) 100.0% 1.61[0.94, 2.76] -
Heterogeneity: Chi®= 795 df=1 (P = 0.005); F=87% ) } t {
Testfor overall effect: £=1.73 (P = 0.08) 0.0 0.1 10 100

Testfor subgroup differences: Mot applicable

Favours [experimental] Favours [control]
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cQ
p |HER2[21EER#s-BREILEE (X1t | |[E/LILEVEETLOAY
c |EoDLTAY RS
RCT(2nd) 5 Meier CR 2008, Verma S 2007, Palmieri
C 2012, Pallis AG 2012, Stemmler HJ
2011
BRRTHI SCR 3 1—k
E7)L Fixed Effect 5% Inverse Variance method (RevMan5.3)
MEdgag  |Hazard Ratio HeE 135( 071 - 260 ) P= 036
Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI I, Fixed, 95% CI
2.2.1VNR:CTxA vs CTxB (2nd line)
Meier CR 2008 0.3038 03319 100.0% 1.35[0.71, 2.60]
Pallig AG 2012 0 1} Mot estimahble
Palmieri © 2012 1] a Mot estimable
Stermmler HJ 2011 1] a Mot estimable
Verma 5 2007 1] a Mot estimable
Subtotal (95% CI) 100.0% 1.35[0.71, 2.60]
Heterogeneity: Wat applicahble
Test for overall effect: £=0.92 (P = 0.36)
Forest plot Total (95% CI) 100.0% 1.35 [0.71, 2.60]

Heterageneity: Mot applicable ID.D1 0?1 ] 150 1DD=

Test for overall effect: Z=0.92 (P = 0.36)
Testfor subgroup diferences: Mot applicable

Favours [experimental] Favours [control]
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cQ
T— =1 s y T T P =
p [HER2[ZMEERTS-BREELE (i) | |[E/LILEVEETLOAY
c [EPtDOLIAY o |ORR
RCT(2nd) 5 Meier CR 2008, Verma S 2007, Palmieri
C 2012, Pallis AG 2012, Stemmler HJ
2011
— »
RETHF1> SRS a—F
EX I Random Effect 5% Mantel-Haenszel method (RevMan5.3)
e Risk Ratio —
HRER HeE 0.96 ( 069 - 134 ) P= 0.82
VMR containing regimens  Other regimens Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, R 95% Cl MH, R 95% Cl
2.3.1VNR+CTxA vs CTxB (2nd line)
heier CR 2008 11 62 17 a8 243% 0.61[0.21,1.18]
Pallis AG 2012 21 T4 12 T4 36.9% 1.17 [0.68, 2.00]
Palmieri C 2012 1 18 2 17 21% 0.47 [0.05, 4.74]
Stermmler HJ 2011 16 41 17 49 36.7% 1.12[0.65,1.93]
Werma S 2007 0 45 0 [ats} Mot estimahble
Subtotal (95% CI) 240 266 100.0% 0.96 [0.69, 1.34]
Total events 49 54
Heterogeneity: Tau®= 0.00; Chi*= 3.04, df= 3 (P = 0.38) F= 1%
Testfor overall effect Z=022 (FP=082)
ForeSt pIOt Total (95% CI) 240 266 100.0% 0.96 [0.69, 1.34]
Total events 49 54
Heterogeneity: Tau®=0.00; Chi*= 3.04, df= 3 (P = 0.39), F=1% I t T t |
0.01 0.1 10 100
Test for averall eﬁec.t Z=0.22(P=0 82_) Favours [control]  Favours [experimental]
Testfor subaroun differences: Mot apnlicable
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cQ
p |HER2[2tEnts-BRFIE (X1H) [ [E/LIVEVEETLOAY
c ZDHDLI AV o |Toxicity (therapy discontinuation)
RCT 10 Blajman C 1999, Namer M 2001,
Riccardi A 2006, Norris B 2000,
Ejlertsen B 2004, Meier CR 2008, Verma
S 2007, Palmieri C 2012, Pallis AG 2012
oo = -~ — ’ ’ ’
HRT YA~ XERE a—F Stemmler HJ 2011
EX I Random Effect o Mantel-Haenszel method (RevMan5.3)
R |Risk Rato e 097( 051 - 184 ) P= 093
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup BEvents Total Events Total Weight M-H, Rand 95% CI1 M-H, Rand 95% CI
Ejlertsen B 2004 17 193 23 194 1% 0.74 [0.41, 1.35] —a
Meier CR 2008 13 95 2 97 301% 0.63 [0.34, 1.19] —a—
Mortis B 2000 17 151 6 149 23.0% 2.80[1.13, 6.90] —
Pallis AG 2012 4 74 5 74 158% 0.80[0.22, 2.86] —_—
Total (95% CI) 513 514 100.0% 0.97 [0.51, 1.84] -l
Forest plot Total events 51 55
Heterogeneity: Tau®= 0.28; Chi®= 7.76, df= 3 (P = 0.09); F=61% ID o1 051 150 1DD=
Testfor overall effect: 2= 0.09 (F = 0.893) . Favours [éx|.1&|'imental] Favours [control]
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