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Appendix Figure 1: Forest plots for 4 outcomes



Treatments vs. Docetaxel
Erlotinib+Cabozantinib
Nivolumab
Cabozantinib
Pembrolizumab
Docetaxel+Tamoxifen
Erlotinib+R1507
Atezolizumab
Pemetrexed+Erlotinib
Docetaxel+Erlotinib
Afatinib

Nab-Paclitaxel
Pralatrexate
Tegafur/uracil+Gefitinib
Docetaxel+Ramucirumab
Entinostat+Erlotinib
Gefitinib+Nimotuzumab
Pemetrexed+Vandetanib
Erlotinib+Sorafenib
Docetaxel+Vandetanib
Docetaxel+Nintedanib
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(a) Overall survival

HR[Crl 95%]
0.53 [ 0.27 - 1_05]
0.69[0.56 - 0.83]

0.7[0.35-1.25]
0.71[0.56 - 0.9]
0.71 [0.46 - 1_09]
0.73[0.49 - 1.09]
0.73[0.62-0.87]
0.74 [0.56 - 0.96 ]
0.77 [ 0.52-1.21 ]
0.82[0.64 - 1.06]
0.84[0.54 - 1.23]
0.84[0.58 -1.19]
0.85 [ 047 - 143 ]
0.86[0.73-1.01]
0.87[0.58 -1.29]
0.89[0.58 - 1.39]
0.9[0.67-1.2]
0.91 [ 0.59-143 ]
0.91[0.77 - 1.08]
0.94[0.8-1.11]
0.94 [ 0.56 - 1.54 ]
0.96[0.49-1.92]
0.96[0.79 - 1.17]
0.97[0.78-1.2]
0.97 [ 0.79-1.21 ]
0.98[0.75-1.28]
1.01[0.71 - 1.45]
[0.83-1.22]
[0.81 - 1_25]
[0.89-1.16]
[0.92-1.17]
[0.94-1.14]
[0.87-1.29]
[ 0.83-1.32 ]
[ 0.83-1.34 ]
[0.81-1.38]
[0.89-1.29]
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Treatments vs. Pemetrexed
Erlotinib+Cabozantinib
Nivolumab
Cabozantinib
Pembrolizumab
Docetaxel+Tamoxifen
Erlotinib+R1507
Atezolizumab
Pemetrexed+Erlotinib
Docetaxel+Erlotinib
Afatinib

Nab-Paclitaxel
Pralatrexate
Tegafur/uracil+Gefitinib
Docetaxel+Ramucirumab
Entinostat+Erlotinib
Pemetrexed+Vandetanib
Gefitinib+Nimotuzumab
Erlotinib+Sorafenib
Docetaxel+Vandetanib
Docetaxel+Nintedanib
Erlotinib+Fulvestrant
Trametinib
Erlotinib+Tivantinib
Vinflunine
Erlotinib+Sunitinib
Erlotinib+Bevacizumab
Docetaxel

Amrubicin
Docetaxel+Aflibercept
Erlotinib
Docetaxel+Selumetinib
Gefitinib
Pemetrexed+Cetuximab
Vandetanib
Pemetrexed+Nintedanib
Icotinib

Dacomitinib

Topotecan

AXL1717
Erlotinib+Figitumumab
Erlotinib+Pazopanib
Erlotinib+Onartuzumab
Docetaxel+Cetuximab
Paclitaxel

Placebo
Paclitaxel+Bevacizumab
Erlotinib+Everolimus
Sunitinib
Docetaxel+PX-866
Cetuximab
Pemetrexed+Matuzumab
Erlotinib+Dalotuzumab
Pemetrexed+Sunitinib

HR[Crl 95%]
0.67[0.52 - 0.83]
0.68[0.34 - 1.19]
0.69[0.53-0.89]
0:69[044 - 1.07]
0.7[0.48-1.05]
0.71[0.57 - 0.87]
0.71[0.56 - 0.91]
0.75[0.5-1.16]
0.79[0.62 - 1.01]
0.81[0.54 - 1.16]
0.82[056-1.15]
0.82[0.45-1.39]
0.83[0.67 - 1.02]
0.84[055~126]
0.87[0.66 - 1.12]
0.87[0.55-1.35]
0.88[0.57 - 1.37]
0.88[0.71-1.08]
0.91[0.73 - 1.12]
0.91[0.56 - 1.48]
0.92[0.47 - 1.85]
0.93[0.75-1.13]
0.93[0.73-1.19]
0.94[0.76 - 1.17]
0.95[0.72 - 1.24]
0.97[0.85-1.09]
0.97[0.66 - 1.42]
0.98[0.84 - 1.13]
0.98[0.75-1.25]

1[0.88-1.14]
01[082—123]
[078—134]
[085—125]
[087—1291
[082-1.38]
[0.83 - 1.44 ]
12[0.91-14]
1.18[1-14]
19[0.83-1.77]
8[067 229]
3[081—324]
99[12 331]
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Treatments vs. Erlotinib
Erlotinib+Cabozantinib
Nivolumab
Cabozantinib
Pembrolizumab
Docetaxel+Tamoxifen
Erlotinib+R1507
Atezolizumab
Pemetrexed+Erlotinib
Docetaxel+Erlotinib
Afatinib

Nab-Paclitaxel
Pralatrexate
Tegafur/uracil+Gefitinib
Docetaxel+Ramucirumab
Entinostat+Erlotinib
Gefitinib+Nimotuzumab
Pemetrexed+Vandetanib
Erlotinib+Sorafenib
Docetaxel+Vandetanib
Docetaxel+Nintedanib
Erlotinib+Fulvestrant
Trametinib
Erlotinib+Tivantinib
Vinflunine
Erlotinib+Sunitinib
Erlotinib+Bevacizumab
Docetaxel

Amrubicin
Docetaxel+Aflibercept
Docetaxel+Selumetinib
Gefitinib

Pemetrexed
Pemetrexed+Cetuximab
Vandetanib

Icotinib
Pemetrexed+Nintedanib
Dacomitinib

Topotecan

AXL1717
Erlotinib+Figitumumab
Erlotinib+Pazopanib
Erlotinib+Onartuzumab
Docetaxel+Cetuximab
Paclitaxel

Placebo
Paclitaxel+Bevacizumab
Erlotinib+Everolimus
Sunitinib
Docetaxel+PX-866
Cetuximab
Pemetrexed+Matuzumab
Erlotinib+Dalotuzumab
Pemetrexed+Sunitinib

HR[Crl 95%]
0.52[0.27 - 1.03]
0.68[0.53-0.86]

0.7[0.36-1.2]
0.7[0.45-1.1]
0.71[0.5-1.04]
0.72[0.58 - 0.88 ]
0.73[0.55 - 0.97 |
0.77[0.51 - 1.16]
0.81[0.66 - 0.99 ]
0.83[0.53-1.21]
0.83[0.6-1.15]
0.84[0.48 - 1.42]
0.85[0.69 - 1.04 ]
0.86[0.59 - 1.24]
0.88[0.56 - 1.38]
0.89[0.65-1.19]
09[072-111]
0.93[0.75-1.15]
0.93[0.57 - 1.48]
0.94[0.48-1.9]
0.95[0.81-1.09]
0.95[0.74 - 1.23]
0.96[0.81-1.13]
0.96[0.77 - 1.22]
0.99[0.87 - 1.13]
1[0.67 -1.47]
1[0.79-1.25]
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Treatments vs. Gefitinib
Erlotinib+Cabozantinib
Nivolumab
Cabozantinib
Pembrolizumab
Docetaxel+Tamoxifen
Erlotinib+R1507
Atezolizumab
Pemetrexed+Erlotinib
Docetaxel+Erlotinib
Afatinib

Pralatrexate
Nab-Paclitaxel
Tegafur/uracil+Gefitinib
Docetaxel+Ramucirumab
Entinostat+Erlotinib
Gefitinib+Nimotuzumab
Pemetrexed+Vandetanib
Erlotinib+Sorafenib
Docetaxel+Vandetanib
Erlotinib+Fulvestrant
Docetaxel+Nintedanib
Trametinib
Erlotinib+Tivantinib
Vinflunine
Erlotinib+Sunitinib
Erlotinib+Bevacizumab
Docetaxel

Amrubicin
Docetaxel+Aflibercept
Docetaxel+Selumetinib
Erlotinib

Pemetrexed
Pemetrexed+Cetuximab
Vandetanib

Icotinib
Pemetrexed+Nintedanib
Dacomitinib

Topotecan

AXL1717
Erlotinib+Figitumumab
Erlotinib+Pazopanib
Erlotinib+Onartuzumab
Docetaxel+Cetuximab
Paclitaxel

Placebo
Paclitaxel+Bevacizumab
Erlotinib+Everolimus
Sunitinib
Docetaxel+PX-866
Cetuximab
Pemetrexed+Matuzumab
Erlotinib+Dalotuzumab
Pemetrexed+Sunitinib

HR[Crl 95%]
0.51[0.26 - 1.03
0.66 [ 0.53 - 0.83
0.68[0.34 - 1.19
0.68[0.53 - 0.88
0.69 [ 0.44 — 1.07

0.7[0.48 - 1.04
0.7[0.58 - 0.85
0.720.54 - 0.94
0.75[0.5 - 1.16
[0.62 - 1.01
0.57 - 1.15
0.52 - 1.19
0.46 - 1.38
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Treatments vs. Nivolumab
Erlotinib+Cabozantinib
Pembrolizumab
Cabozantinib
Docetaxel+Tamoxifen
Erlotinib+R1507
Atezolizumab
Pemetrexed+Erlotinib
Docetaxel+Erlotinib
Afatinib

Nab-Paclitaxel
Pralatrexate
Tegafur/uracil+Gefitinib
Docetaxel+Ramucirumab
Entinostat+Erlotinib
Gefitinib+Nimotuzumab
Pemetrexed+Vandetanib
Docetaxel+Vandetanib
Erlotinib+Sorafenib
Docetaxel+Nintedanib
Erlotinib+Fulvestrant
Erlotinib+Tivantinib
Trametinib

Vinflunine
Erlotinib+Sunitinib
Erlotinib+Bevacizumab
Docetaxel
Docetaxel+Aflibercept
Amrubicin
Docetaxel+Selumetinib
Erlotinib

Pemetrexed

Gefitinib
Pemetrexed+Cetuximab
Vandetanib

Icotinib
Pemetrexed+Nintedanib
Dacomitinib

AXL1717

Topotecan
Erlotinib+Figitumumab
Erlotinib+Pazopanib
Erlotinib+Onartuzumab
Docetaxel+Cetuximab
Paclitaxel

Placebo
Paclitaxel+Bevacizumab
Erlotinib+Everolimus
Sunitinib
Docetaxel+PX-866
Cetuximab
Pemetrexed+Matuzumab
Erlotinib+Dalotuzumab
Pemetrexed+Sunitinib

HR[Crl 95%]
0.77[0.38 - 1.56 ]
103[077—-14]
[0.51-1.89]
0.64 - 1.65]
0.69 - 1.67]
0.82-1.37]
[0.77-15]
0.71-1.85]
89-1.64]
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Treatments vs. Pembrolizumab
Erlotinib+Cabozantinib
Nivolumab
Cabozantinib
Docetaxel+Tamoxifen
Erlotinib+R1507
Atezolizumab
Pemetrexed+Erlotinib
Docetaxel+Erlotinib
Afatinib

Nab-Paclitaxel
Tegafur/uracil+Gefitinib
Pralatrexate
Docetaxel+Ramucirumab
Entinostat+Erlotinib
Gefitinib+Nimotuzumab
Pemetrexed+Vandetanib
Erlotinib+Sorafenib
Docetaxel+Vandetanib
Erlotinib+Fulvestrant
Docetaxel+Nintedanib
Trametinib
Erlotinib+Tivantinib
Vinflunine
Erlotinib+Sunitinib
Erlotinib+Bevacizumab
Docetaxel

Amrubicin
Docetaxel+Aflibercept
Erlotinib
Docetaxel+Selumetinib
Pemetrexed

Gefitinib

Vandetanib
Pemetrexed+Cetuximab
Pemetrexed+Nintedanib
Icotinib

Dacomitinib

Topotecan

AXL1717
Erlotinib+Figitumumab
Erlotinib+Pazopanib
Erlotinib+Onartuzumab
Docetaxel+Cetuximab
Paclitaxel

Placebo
Paclitaxel+Bevacizumab
Erlotinib+Everolimus
Sunitinib
Docetaxel+PX-866
Cetuximab
Erlotinib+Dalotuzumab
Pemetrexed+Matuzumab
Pemetrexed+Sunitinib

HRICrl 95%)]
0.74[0.37 - 1.51]
0.97[0.71-1.3]
0.99[0.47 -1.82]

1[0.62-1.64]
1.02[0.65 - 1.64]
1.03[0.77 - 1.36 ]
1.05[0.73 - 1.48]
1.09[0.69 - 1.8]
1.16[0.83 - 1.62]
1.19[0.7 - 1.85]
1.190.65 - 2.13]
19[0.77 - 1.8]
0.91-161]
0.76 - 1.92]
.75-2.08]
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Treatments vs. Atezolizumab
Erlotinib+Cabozantinib
Nivolumab
Cabozantinib
Pembrolizumab
Docetaxel+Tamoxifen
Erlotinib+R1507
Pemetrexed+Erlotinib
Docetaxel+Erlotinib
Afatinib

Nab-Paclitaxel
Pralatrexate
Tegafur/uracil+Gefitinib
Docetaxel+Ramucirumab
Entinostat+Erlotinib
Gefitinib+Nimotuzumab
Pemetrexed+Vandetanib
Erlotinib+Sorafenib
Docetaxel+Vandetanib
Docetaxel+Nintedanib
Erlotinib+Fulvestrant
Erlotinib+Tivantinib
Trametinib
Erlotinib+Sunitinib
Vinflunine
Erlotinib+Bevacizumab
Docetaxel

Amrubicin
Docetaxel+Aflibercept
Erlotinib
Docetaxel+Selumetinib
Pemetrexed

Gefitinib
Pemetrexed+Cetuximab
Vandetanib

Icotinib
Pemetrexed+Nintedanib
Dacomitinib

Topotecan
Erlotinib+Figitumumab
AXL1717
Erlotinib+Pazopanib
Erlotinib+Onartuzumab
Docetaxel+Cetuximab
Paclitaxel

Placebo
Paclitaxel+Bevacizumab
Erlotinib+Everolimus
Sunitinib
Docetaxel+PX-866
Cetuximab
Pemetrexed+Matuzumab
Erlotinib+Dalotuzumab
Pemetrexed+Sunitinib

HR[Crl 95%)]
0.73[0.36 - 1.46 ]
0.94[0.73 - 1.22]
0.97[0.48 - 1.76 ]
0.97[0.73-1.3]
0.98[0.59 - 1.55]
0.99[0.66 - 1.53]
1.01[0.74 - 1.39]
1.06[0.63 - 1.72]
1.13[0.84 - 1.54]
1.15[0.73—1.75]
116 [0.78 - 1.72]
1.17[0.64 - 2.04]
1.18[0.92 - 1.5]
19[078—184]
[077—198]
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Treatments vs. Docetaxel+Nintedanib
Erlotinib+Cabozantinib
Nivolumab
Cabozantinib
Pembrolizumab
Docetaxel+Tamoxifen
Erlotinib+R1507
Atezolizumab
Pemetrexed+Erlotinib
Docetaxel+Erlotinib
Afatinib

Pralatrexate
Nab-Paclitaxel
Tegafur/uracil+Gefitinib
Docetaxel+Ramucirumab
Entinostat+Erlotinib
Gefitinib+Nimotuzumab
Pemetrexed+Vandetanib
Erlotinib+Sorafenib
Docetaxel+Vandetanib
Erlotinib+Fulvestrant
Trametinib
Erlotinib+Tivantinib
Vinflunine
Erlotinib+Sunitinib
Erlotinib+Bevacizumab
Docetaxel

Amrubicin
Docetaxel+Aflibercept
Erlotinib
Docetaxel+Selumetinib
Gefitinib

Pemetrexed
Pemetrexed+Cetuximab
Vandetanib
Pemetrexed+Nintedanib
Icotinib

Dacomitinib

Topotecan

AXL1717
Erlotinib+Figitumumab
Erlotinib+Pazopanib
Erlotinib+Onartuzumab
Docetaxel+Cetuximab
Paclitaxel

Placebo
Paclitaxel+Bevacizumab
Erlotinib+Everolimus
Sunitinib
Docetaxel+PX-866
Cetuximab
Pemetrexed+Matuzumab
Erlotinib+Dalotuzumab
Pemetrexed+Sunitinib

HR[Crl 95%]
[0.28 - 1.13]
[0.56 - 0.93]
[0.37 -1.36]
[0.57 - 1.01]
6[0.48-1.2]
0.77[0.51-1.2]
0.78[0.61-0.98]
0.79[0.57 - 1.08 ]
0.82[0.53 - 1.33]
0.88[0.65-1.19]
0.9[0.6-1.35]
0.9[0.57 - 1.36]
0.9[0.49-155]
091[0.73 - 1.16]
0.92[0.59 - 1.43 ]
0.95[0.59 - 1.53]
0.95[0.68-1.35]
0.97[0.61-1.56]
0.97[0.76 - 1.23]
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Treatments vs. Docetaxel+Ramucirumab
Erlotinib+Cabozantinib
Nivolumab
Cabozantinib
Pembrolizumab
Docetaxel+Tamoxifen
Erlotinib+R1507
Atezolizumab
Pemetrexed+Erlotinib
Docetaxel+Erlotinib
Afatinib

Nab-Paclitaxel
Pralatrexate
Tegafur/uracil+Gefitinib
Entinostat+Erlotinib
Gefitinib+Nimotuzumab
Pemetrexed+Vandetanib
Erlotinib+Sorafenib
Docetaxel+Vandetanib
Docetaxel+Nintedanib
Erlotinib+Fulvestrant
Trametinib
Erlotinib+Tivantinib
Vinflunine
Erlotinib+Sunitinib
Erlotinib+Bevacizumab
Docetaxel
Docetaxel+Aflibercept
Amrubicin

Erlotinib
Docetaxel+Selumetinib
Gefitinib

Pemetrexed

Vandetanib
Pemetrexed+Cetuximab
Pemetrexed+Nintedanib
Icotinib

Dacomitinib

Topotecan
Erlotinib+Figitumumab
AXL1717
Erlotinib+Pazopanib
Erlotinib+Onartuzumab
Docetaxel+Cetuximab
Paclitaxel

Placebo
Paclitaxel+Bevacizumab
Erlotinib+Everolimus
Sunitinib
Docetaxel+PX-866
Cetuximab
Erlotinib+Dalotuzumab
Pemetrexed+Matuzumab
Pemetrexed+Sunitinib

HR[Cr 95%]
0.61[0.31-1.24]
0.8[0.62-1.01]
0.82[0.4-1.48]
0.83[0.62-1.1]
0.52 - 1.31]
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Treatments vs. Afatinib
Erlotinib+Cabozantinib
Nivolumab
Cabozantinib
Pembrolizumab
Docetaxel+Tamoxifen
Erlotinib+R1507
Atezolizumab
Pemetrexed+Erlotinib
Docetaxel+Erlotinib
Nab-Paclitaxel
Tegafur/uracil+Gefitinib
Pralatrexate
Docetaxel+Ramucirumab
Entinostat+Erlotinib
Gefitinib+Nimotuzumab
Pemetrexed+Vandetanib
Erlotinib+Sorafenib
Docetaxel+Vandetanib
Docetaxel+Nintedanib
Erlotinib+Fulvestrant
Trametinib
Erlotinib+Tivantinib
Erlotinib+Sunitinib
Vinflunine
Erlotinib+Bevacizumab
Docetaxel

Amrubicin
Docetaxel+Aflibercept
Docetaxel+Selumetinib
Erlotinib

Gefitinib

Pemetrexed
Pemetrexed+Cetuximab
Vandetanib
Pemetrexed+Nintedanib
Icotinib

Dacomitinib

Topotecan
Erlotinib+Figitumumab
AXL1717
Erlotinib+Pazopanib
Erlotinib+Onartuzumab
Docetaxel+Cetuximab
Paclitaxel

Placebo
Paclitaxel+Bevacizumab
Erlotinib+Everolimus
Sunitinib
Docetaxel+PX-866
Cetuximab
Erlotinib+Dalotuzumab
Pemetrexed+Matuzumab
Pemetrexed+Sunitinib

HR[Crl 95%]
0.64[0.32-1.3]
0.84[0.61-1.13]
0.86[0.42 - 1.52]
0.86[0.62-1.2]
0.87[0.52-1.41]
0.88[0.59 - 1.35]
0.88[0.65-1.19]
0.9[0.64 - 1.26]
0.94[06-15]
1.02[0.64 - 1.57]
1.03[0.58 - 1.8]
1.03[0.69 - 1.51]
1.04[0.78 - 1.4]
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Treatments vs. Cabozantinib
Erlotinib+Cabozantinib
Nivolumab
Pembrolizumab
Erlotinib+R1507
Docetaxel+Tamoxifen
Atezolizumab
Pemetrexed+Erlotinib
Docetaxel+Erlotinib
Afatinib

Nab-Paclitaxel
Pralatrexate
Tegafur/uracil+Gefitinib
Docetaxel+Ramucirumab
Entinostat+Erlotinib
Gefitinib+Nimotuzumab
Pemetrexed+Vandetanib
Docetaxel+Vandetanib
Erlotinib+Sorafenib
Docetaxel+Nintedanib
Erlotinib+Fulvestrant
Erlotinib+Tivantinib
Vinflunine
Erlotinib+Sunitinib
Erlotinib+Bevacizumab
Trametinib

Docetaxel
Docetaxel+Selumetinib
Erlotinib
Docetaxel+Aflibercept
Amrubicin

Gefitinib

Pemetrexed

Vandetanib
Pemetrexed+Cetuximab
Pemetrexed+Nintedanib
Icotinib

Dacomitinib

Topotecan

AXL1717
Erlotinib+Figitumumab
Erlotinib+Pazopanib
Erlotinib+Onartuzumab
Docetaxel+Cetuximab
Paclitaxel

Placebo
Paclitaxel+Bevacizumab
Erlotinib+Everolimus
Sunitinib
Docetaxel+PX-866
Cetuximab
Pemetrexed+Matuzumab
Erlotinib+Dalotuzumab
Pemetrexed+Sunitinib

HR[Crl 95%]
[0.32-1.92]
0.53-1.98]

0
0

[

0
0
0
0
[o.
[0.64-25]
0
0
0
0
0
0
0

1.35[0.67 - 2.9]
1.35[0.77 - 2.73 ]
137[075 28]
[0.77 - 2.75]
[0.77 - 2.82]
[053-353]
42[0.8-282]
[0.77 -2.92]
43[0.83-28]
[0.79-293]
4410.73 - 3]
0.84 -2.91]

-
N,

A_\A_\_\AA_\_\A_\
oo bhrRARRR
NESRENNRIOVUOOONOCOOONNWALEOGO L

PR2BGIPRONOIOANOCOOONN:

lI[HHHHHHMHHH!H!{HH!H!HH[HHHHH\

NS LN

AT[1.11-55]
249[1-646]
2.91[1.36-6.5]

T
050 0.71

10 141



Treatments vs. Erlotinib+Cabozantinib
Nivolumab
Cabozantinib
Pembrolizumab
Docetaxel+Tamoxifen
Atezolizumab
Pemetrexed+Erlotinib
Erlotinib+R1507
Docetaxel+Erlotinib
Afatinib

Nab-Paclitaxel
Tegafur/uracil+Gefitinib
Pralatrexate
Docetaxel+Ramucirumab
Entinostat+Erlotinib
Pemetrexed+Vandetanib
Gefitinib+Nimotuzumab
Erlotinib+Sorafenib
Docetaxel+Vandetanib
Docetaxel+Nintedanib
Erlotinib+Fulvestrant
Erlotinib+Tivantinib
Trametinib

Vinflunine
Erlotinib+Sunitinib
Erlotinib+Bevacizumab
Docetaxel

Amrubicin
Docetaxel+Selumetinib
Docetaxel+Aflibercept
Erlotinib

Pemetrexed

Gefitinib
Pemetrexed+Cetuximab
Vandetanib
Pemetrexed+Nintedanib
Icotinib

Dacomitinib
Erlotinib+Pazopanib
AXL1717
Erlotinib+Figitumumab
Topotecan
Erlotinib+Onartuzumab
Docetaxel+Cetuximab
Paclitaxel

Placebo
Paclitaxel+Bevacizumab
Erlotinib+Everolimus
Sunitinib
Docetaxel+PX-866
Cetuximab
Pemetrexed+Matuzumab
Erlotinib+Dalotuzumab
Pemetrexed+Sunitinib

HR[Crl 95%]
[0.64-2.62]
[0.52 - 3.08]
[0.66 - 2.73]
[0.55-3.04]
[0.69 -2.75]
38[0.67-2.9]
[0.65-2.89]
[0.59 -3.25]
55[0.77 -3.1]
[0.71-3.51]
[0.69 -3.78]
[0.77 -3.29]
[0.81-3.24]
[0.78 - 3.44]
[0.82-3.54]
[0.71-3.83]
[0.75-3.78]
[0.83-3.47]
[0.88 - 3.56 ]
1.8[0.75-4.1]
[
2
[
[
[
[
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81[0.92-353]
1.82[0.7 -4.93]
82[0.89-3.73]
83[0.93-363]
85[0.91-3.72]
9[0.95-3.74]
91[0.88-4.1]
91[0.93-3.99]
92[0.93 -3.87]
93[0.97 -3.69]
96[0.98-3.9]
96[0.97 - 3.84]
.97[0.98 - 4.02]
1.99[1-3.9]
0.97 - 4.07]
0.93-4.04]
1.02-397]
0.97 - 4.48]
1.03-4.17]
1.02 - 4.17]
[1.02-4.2]
1.03-4.29]
1.04 - 4.43]
1.09 - 4.43]
115-451]
1.
1.
1.
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[
1
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17 -8.78]
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Treatments vs. Placebo
Erlotinib+Cabozantinib
Nivolumab
Cabozantinib
Pembrolizumab
Docetaxel+Tamoxifen
Erlotinib+R1507
Atezolizumab
Pemetrexed+Erlotinib
Docetaxel+Erlotinib
Afatinib

Pralatrexate
Nab-Paclitaxel
Tegafur/uracil+Gefitinib
Docetaxel+Ramucirumab
Entinostat+Erlotinib
Gefitinib+Nimotuzumab
Pemetrexed+Vandetanib
Erlotinib+Sorafenib
Docetaxel+Vandetanib
Docetaxel+Nintedanib
Erlotinib+Fulvestrant
Trametinib
Erlotinib+Tivantinib
Vinflunine
Erlotinib+Sunitinib
Erlotinib+Bevacizumab
Docetaxel

Amrubicin
Docetaxel+Aflibercept
Docetaxel+Selumetinib
Erlotinib

Pemetrexed

Gefitinib
Pemetrexed+Cetuximab
Vandetanib

Icotinib
Pemetrexed+Nintedanib
Dacomitinib

Topotecan
Erlotinib+Figitumumab
AXL1717
Erlotinib+Pazopanib
Erlotinib+Onartuzumab
Docetaxel+Cetuximab
Paclitaxel
Paclitaxel+Bevacizumab
Erlotinib+Everolimus
Sunitinib
Docetaxel+PX-866
Cetuximab
Pemetrexed+Matuzumab
Erlotinib+Dalotuzumab
Pemetrexed+Sunitinib

HR[Crl 95%]
0.43[0.22-0.87]
0.56[0.44 -0.72]
0.58[0.29 - 1.01]
0.58 [ 044 -0.77 ]
0.58[0.37 - 0.92]

0.59[0.4-0.89]
0.6[0.47 -0.74]
0.61[0.45-0.82]
0.63[0.42-0.98]
0.69 [ 0.48 - 0.98 ]
0.69[0.44 -1.02]
0.71[0.47 -1.06]
0.73[0.47-1.16]
0.74 [0-54 -1 ]
0.74[0.48-1.16]
0.75[0.59 - 0.93]
0.77[0.61-0.96]
0.78 [ 0.47 -1.26 ]
0.78[0.4-1.59]
0.79[0.64 - 0.95]
0.8[0.61-1.05]
0.82[0.7-0.95]
0.83[0.64 -1.04]
0.83[0.63-1.09]
0.85 [0.72 -1 ]
0.85[0.74-0.97]
0.86[0.66 - 1.11]
0.86[0.71-1.06 ]
0.87[0.66 - 1.14]
0.87[0.65-1.12]
0.88[0.74 - 1.03 ]
0.9[07-1.12]
09[0.7-1.17]
0.91[0.72-1.11]
0.91[0.61-1.34]
0.93[0.69 - 1.24]
0.95[0.76 - 1.2]
1.01[0.7 - 1.52]
1.09[0.56 - 1.94 ]
1.2[0.7-1.97]
1.24[0.72-2.04]
1.4[0.67 -2.79]
1.42[0.8-2.48]
1.69[0.98 - 2.89]
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Treatments vs. Docetaxel
Erlotinib+Cabozantinib
Cabozantinib
Paclitaxel+Bevacizumab
Erlotinib+Pazopanib
Pemetrexed+Erlotinib
Erlotinib+Bevacizumab
Docetaxel+Tamoxifen
Tegafur/uracil+Gefitinib
Docetaxel+Vandetanib
Erlotinib+Tivantinib
Nivolumab
Docetaxel+Ramucirumab
Erlotinib+Everolimus
Docetaxel+Aflibercept
Docetaxel+Selumetinib
Docetaxel+Erlotinib
Docetaxel+Nintedanib
Icotinib

Afatinib
Pemetrexed+Nintedanib
Erlotinib+Sunitinib
Pembrolizumab
Pemetrexed+Vandetanib
Erlotinib+Fulvestrant
Docetaxel+Cetuximab
Erlotinib+Sorafenib
Erlotinib+Dalotuzumab
Vandetanib
Nab-Paclitaxel
Dacomitinib
Atezolizumab

Amrubicin

Pralatrexate
Erlotinib+R1507
Vinflunine

Gefitinib

Pemetrexed
Entinostat+Erlotinib
Erlotinib

Gefitinib+Nimotuzumab
Pemetrexed+Cetuximab
Erlotinib+Onartuzumab
Docetaxel+PX-866
Selumetinib
Erlotinib+Figitumumab
Trametinib

AXL1717
Pemetrexed+Sunitinib
Sunitinib
Pemetrexed+Matuzumab
Placebo

Cetuximab

HR[Crl 95%]
0.39[0.18 - 0.84 ]
0.42[0.2-0.87]
0.62[0.39 - 0.98]
0.63[0.38 - 1.03]
0.63[0.46 - 0.89 ]
0.66[0.44 - 1]
0.67[0.41-1.09]
0.67[0.39 - 1.14]
0.76 [0.56 - 1]
0.78[0.58 - 1.05]
0.78[0.59 - 1.02]
0.78[0.6 - 1.03]
0.82[0.47 - 1.43]
0.82[0.58 - 1.16]
0.82[0.59 - 1.1]
0.84[0.53 - 1.33]
0.85[0.61-1.19]
0.87[0.57 -1.3]
0.87[0.58 - 1.32]
0.87[0.58 - 1.3]
0.87[0.61-1.27]
0.88[0.61-1.26]
0.89[0.6-1.34]
0.9[0.5-1.59]
0.91[0.62 - 1.33]
0.92[0.55 - 1.52]
0.92[0.46 - 1.85]
0.92[0.66 - 1.24]
0.93[0.57-15]
0.94[0.68 - 1.27]
0.95[0.73 - 1.23]
0.96[0.61-1.51]
0.97[0.58 - 1.62]
0.99[0.59 - 1.67 ]
100.71-1.42]
1.03[0.88 - 1.2]
1.04[0.87 - 1.24]
1.05[0.62 - 1.78]
1.06[0.87 - 1.29]
1.06[0.65-1.72]
1.07[0.72 - 1.59]
1.08[0.76 - 1.55]
1.09[0.65 - 1.82]
1.11[0.58 - 2.15]
1.15[0.76 - 1.72]
1.23[0.73 - 2.06]
[0.86 - 1.96]
[0.78 -2.34]
[0.83 - 2.57]
[0.83-2.76]
7[111—22]
[0.81-3.97]

(b) Progression free survival
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Treatments vs. Pemetrexed
Erlotinib+Cabozantinib
Cabozantinib
Paclitaxel+Bevacizumab
Erlotinib+Pazopanib
Pemetrexed+Erlotinib
Erlotinib+Bevacizumab
Docetaxel+Tamoxifen
Tegafur/uracil+Gefitinib
Docetaxel+Vandetanib
Erlotinib+Tivantinib
Nivolumab
Docetaxel+Ramucirumab
Erlotinib+Everolimus
Docetaxel+Aflibercept
Docetaxel+Selumetinib
Docetaxel+Erlotinib
Docetaxel+Nintedanib
Icotinib

Afatinib
Pemetrexed+Nintedanib
Erlotinib+Sunitinib
Pembrolizumab
Pemetrexed+Vandetanib
Erlotinib+Fulvestrant
Docetaxel+Cetuximab
Erlotinib+Sorafenib
Erlotinib+Dalotuzumab
Vandetanib
Nab-Paclitaxel
Dacomitinib
Atezolizumab
Amrubicin

Pralatrexate
Erlotinib+R1507
Docetaxel

Vinflunine

Gefitinib
Entinostat+Erlotinib
Erlotinib
Gefitinib+Nimotuzumab
Pemetrexed+Cetuximab
Erlotinib+Onartuzumab
Docetaxel+PX-866
Selumetinib
Erlotinib+Figitumumab
Trametinib

AXL1717
Pemetrexed+Sunitinib
Sunitinib
Pemetrexed+Matuzumab
Placebo

Cetuximab

HR[Crl 95%]
0.38[0.18 - 0.82]
0.4[0.19-0.84]
0.6[0.36 - 0.98]
0.6[0.36-1]
0.61[0.46 - 0.82]
0.63[0.42-0.97 ]
0.64[0.39 - 1.08]
0.65[0.38 - 1.11]
0.73[0.51-1.01]
0.75[0.55 - 1.03 ]
0.75[0.54 - 1.03]
0.75[0.55 - 1.04 ]
0.79[0.45 - 1.38]
0.79[0.54 - 1.16 ]
0.79[0.55-1.1]
0.81[0.51-1.29]
0.82[0.56 - 1.2]
0.83[0.54 - 1.27]
0.84[0.55 - 1.28 ]
0.84[0.58 - 1.21]
0.84[0.58 - 1.23]
0.85[0.57 - 1.26]
0.86[0.6-1.24]
0.87[0.48 - 1.55]
0.88[0.58 - 1.33 ]
0.88[0.52 - 1.48]
0.88[0.44 - 1.79]
0.89[0.63 - 1.21]
0.89[0.57 - 1.39]
0.9[0.65-1.23]
0.91[0.66 -1.25]
0.93[0.57-15]
0.93[0.55 - 1.57 ]
0.95[0.56 - 1.62]
0.96[0.81-1.14]
0.96[0.66 - 1.42]
0.99[0.83 - 1.18]
1.01[0.6 - 1.72]
0.83-1.27]
0.62 - 1.67]
0.72 - 1.47]
0.73-1.51]
[0.61-18]
0.57 - 2.02]
0.73-1.68]
0.69 - 2.03]
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0.82-242]
[0.82-26]
1.06 - 2.15]
[0.8-3.75]
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Treatments vs. Erlotinib
Erlotinib+Cabozantinib
Cabozantinib
Paclitaxel+Bevacizumab
Erlotinib+Pazopanib
Pemetrexed+Erlotinib
Erlotinib+Bevacizumab
Docetaxel+Tamoxifen
Tegafur/uracil+Gefitinib
Docetaxel+Vandetanib
Erlotinib+Tivantinib
Nivolumab
Docetaxel+Ramucirumab
Erlotinib+Everolimus
Docetaxel+Aflibercept
Docetaxel+Selumetinib
Docetaxel+Erlotinib
Docetaxel+Nintedanib
Icotinib

Afatinib
Pemetrexed+Nintedanib
Erlotinib+Sunitinib
Pembrolizumab
Pemetrexed+Vandetanib
Erlotinib+Fulvestrant
Docetaxel+Cetuximab
Erlotinib+Sorafenib
Erlotinib+Dalotuzumab
Vandetanib
Nab-Paclitaxel
Dacomitinib
Atezolizumab
Amrubicin

Pralatrexate
Erlotinib+R1507
Docetaxel

Vinflunine

Gefitinib

Pemetrexed
Entinostat+Erlotinib
Gefitinib+Nimotuzumab
Pemetrexed+Cetuximab
Erlotinib+Onartuzumab
Docetaxel+PX-866
Selumetinib
Erlotinib+Figitumumab
Trametinib

AXL1717
Pemetrexed+Sunitinib
Sunitinib
Pemetrexed+Matuzumab
Placebo

Cetuximab

HR[Crl 95%]
0.37[0.18 - 0.78]
0.39[0.19-0.8]
0.58[0.35 - 0.96 |
0.59[0.38 - 0.93]
0.6[0.42-0.86]
0.62[0.43 - 0.89]
0.63[0.37 - 1.06]
0.63[0.36 - 1.09]
0.71[0.5-0.99]
0.73[0.58 - 0.93]
0.74[0.52 - 1.02]
0.74[0.53 - 1.03]
0.77[0.46 - 1.29]
0.77[0.52 = 1.15]
0.77[053 - 1.1]
0.79[0.52-1.2]
0.8[0.54 - 1.18]
0.81[0.53 - 1.25]
0.82[0.57 - 1.19]
0.82[0.54 - 1.24]
0.82[0.61-1.13]
0.83[0.55-1.25]
0.84[0.55 - 1.29]
0.85[0.49 - 1.45]
0.86[0.56 - 1.31]
0.86[0.54 - 1.38 ]
0.86[0.44 - 1.69]
0.87[0.64 - 1.13]
0.87[0.53 - 1.43]
0.88[0.68 - 1.11]
0.89[0.64 - 1.23]
0.91[0.55-1.48]
0.91[0.56 - 1.48 ]
0.93[0.57 - 1.51]
0.94[0.77 - 1.14]
0.94[0.63-1.4]
0.97[0.79 - 1.18]
0.98[0.79 - 1.21]
0.99[0.61-1.61]
1[0.6-1.65]
1.01[0.66 - 1.52]
1.02[0.76 - 1.38]
1.02[0.59 - 1.77]
1.05[0.54 - 2.04 ]
1.08[0.75 - 1.54]
1.15[0.67 - 2]
22[0.77 - 1.92]
26[0.72 - 2.23]
37[0.77 - 2.46]
42[0.77 - 2.63]
A48[1.11-1.95]
69[0.76 -3.76 ]
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Treatments vs. Gefitinib
Erlotinib+Cabozantinib
Cabozantinib
Paclitaxel+Bevacizumab
Erlotinib+Pazopanib
Pemetrexed+Erlotinib
Erlotinib+Bevacizumab
Docetaxel+Tamoxifen
Tegafur/uracil+Gefitinib
Docetaxel+Vandetanib
Erlotinib+Tivantinib
Nivolumab
Docetaxel+Ramucirumab
Docetaxel+Aflibercept
Erlotinib+Everolimus
Docetaxel+Selumetinib
Docetaxel+Erlotinib
Docetaxel+Nintedanib
Icotinib

Afatinib
Pemetrexed+Nintedanib
Erlotinib+Sunitinib
Pembrolizumab
Pemetrexed+Vandetanib
Erlotinib+Fulvestrant
Docetaxel+Cetuximab
Erlotinib+Dalotuzumab
Erlotinib+Sorafenib
Vandetanib
Nab-Paclitaxel
Dacomitinib
Atezolizumab
Amrubicin

Pralatrexate
Erlotinib+R1507
Docetaxel

Vinflunine

Pemetrexed
Entinostat+Erlotinib
Erlotinib
Gefitinib+Nimotuzumab
Pemetrexed+Cetuximab
Erlotinib+Onartuzumab
Docetaxel+PX-866
Selumetinib
Erlotinib+Figitumumab
Trametinib

AXL1717
Pemetrexed+Sunitinib
Sunitinib
Pemetrexed+Matuzumab
Placebo

Cetuximab

HR[Crl 95%]
0.38[0.18 - 0.82]
0.41[0.19-0.85]
0.6[0.37 - 0.98]

0.61[0.37 - 1]
0.61[0.44 - 0.87]
0.64[0.42 - 0.97 ]
0.65[0.39 - 1.09]
0.65[0.39 - 1.09]
0.73[0.52-1.01]
0.76 [ 0.56 - 1.03 ]
0.76 [ 0.55 - 1.03 ]
0.76 [0.56 - 1.04 ]
0.8[0.55-1.17]
0.8[0.46 - 1.39]
0.8[0.56 - 1.11]
0.81[0.51-1.3]
0.82[0.57 -1.2]
0.84[0.57 - 1.23]
0.84[0.56 - 1.29]
0.84[0.57 - 1.27]
0.85[0.59 - 1.24]
0.85[0.58 - 1.27]
0.87[0.58 - 1.31]
0.88[0.49 - 1.55]
0.88[0.59 - 1.33]
0.89[0.44-138]
0.89[0.53 - 1.48]
0.9[0.66-1.19]
0.9[0.56 - 1.46 ]
0.91[0.66 - 1.23]
0.92[0.68 - 1.25]
0.93[0.58 -~ 1.51]
0.94[0.56 — 1.59 ]
0.96 [ 0.57 - 1.63 ]
0.97[0.84 - 1.13]
0.97 [0.67 - 1.43]
1.01[0.85-1.21]
102[06—173]
.03[0.85-1.26]
03[0.65-1.64]
104[07—155]
1.05[0.74 - 1.52]
1.05[0.61-1.8]
1.08[0.56 - 2.1]
1.12[0.74 - 1.68]
1.19[0.7 - 2.04]
1.26[0.82 - 1.96]
1.3[0.76 - 2.28]
1.41[0.8 - 2.51]
146[08 2.69]
1.52[1.08 - 2.15]
1.74[0.79 - 3.88]
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Treatments vs.'Nivolumab
Erlotinib+Cabozantinib
Cabozantinib
Paclitaxel+Bevacizumab
Erlotinib+Pazopanib
Pemetrexed+Erlotinib
Erlotinib+Bevacizumab
Docetaxel+Tamoxifen
Tegafur/uracil+Gefitinib
Docetaxel+Vandetanib
Erlotinib+Tivantinib
Docetaxel+Ramucirumab
Docetaxel+Aflibercept
Erlotinib+Everolimus
Docetaxel+Selumetinib
Docetaxel+Erlotinib
Docetaxel+Nintedanib
Icotinib

Afatinib
Pemetrexed+Nintedanib
Erlotinib+Sunitinib
Pembrolizumab
Pemetrexed+Vandetanib
Erlotinib+Fulvestrant
Docetaxel+Cetuximab
Erlotinib+Sorafenib
Erlotinib+Dalotuzumab
Vandetanib
Nab-Paclitaxel
Dacomitinib
Atezolizumab
Amrubicin

Pralatrexate
Erlotinib+R1507
Vinflunine

Docetaxel

Gefitinib

Pemetrexed
Entinostat+Erlotinib
Erlotinib
Gefitinib+Nimotuzumab
Pemetrexed+Cetuximab
Erlotinib+Onartuzumab
Docetaxel+PX-866
Selumetinib
Erlotinib+Figitumumab
Trametinib

AXL1717
Pemetrexed+Sunitinib
Sunitinib
Pemetrexed+Matuzumab
Placebo

Cetuximab

HR[Crl 95%]
0.5[0.22 - 1.13]
0.54[0.24 - 1.17]
0.79[0.47 - 1.36 ]
0.8[0.46 - 1.42]
0.81[0.53 - 1.26 ]
0.84[0.52-1.4]
0.85[0.49 - 1.51]
0.86[0.47 - 1.57 ]
0.97[0.65 - 1.43]
[0.67 -1.52]
[0.69-1.49]
[0.69 - 1.64]
[0.57 - 1.96]
[0.69 - 1.57]
[0.63-1.85]
09[0.71-1.7]
[0.68 - 1.83]
[0.68 - 1.85]

0.72 - 1.79]
0.72-1.79]
0.71-1.88]
0.61-2.19]
[0.74 - 1.87]
117 [0.66 - 2.1]
1.18[0.56 - 2.51]
1.18[0.78 - 1.77]
1.18 [ 0.69 - 2.08 ]
1.2[0.79-1.81]
1.21[0.83 - 1.79]
123[0.72-2.1]
124107 - 2.24]
1.27[0.71-2.31]
1.28[0.83 - 2.02]
1.28[0.98 - 1.7]
1.32[0.97 - 1.81]
1.33[0.97 - 1.85]
1.35[0.75 - 2.44 ]
1.36[0.98 - 1.92]
1.36
137

[0.78 -2.38]
[0.86-2.23]
1.39[0.9-2.2]
39[0.78 - 2.51]
43[0.71-2.92]
A7[0.91-243]
57[0.88-2.83]
66[1.02-2.74]
72[0.94-321]
1.86[1-3.51]
1.93[1-3.77]
0

23[1-534]
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Treatments vs. Pembrolizumab
Erlotinib+Cabozantinib
Cabozantinib
Paclitaxel+Bevacizumab
Erlotinib+Pazopanib
Pemetrexed+Erlotinib
Erlotinib+Bevacizumab
Docetaxel+Tamoxifen
Tegafur/uracil+Gefitinib
Docetaxel+Vandetanib
Erlotinib+Tivantinib
Docetaxel+Ramucirumab
Nivolumab
Erlotinib+Everolimus
Docetaxel+Aflibercept
Docetaxel+Selumetinib
Docetaxel+Erlotinib
Docetaxel+Nintedanib
Icotinib

Afatinib
Pemetrexed+Nintedanib
Erlotinib+Sunitinib
Pemetrexed+Vandetanib
Erlotinib+Fulvestrant
Docetaxel+Cetuximab
Erlotinib+Dalotuzumab
Erlotinib+Sorafenib
Vandetanib
Nab-Paclitaxel
Dacomitinib
Atezolizumab
Amrubicin

Pralatrexate
Erlotinib+R1507
Vinflunine

Docetaxel

Gefitinib

Pemetrexed
Entinostat+Erlotinib
Erlotinib
Gefitinib+Nimotuzumab
Pemetrexed+Cetuximab
Erlotinib+Onartuzumab
Docetaxel+PX-866
Selumetinib
Erlotinib+Figitumumab
Trametinib

AXL1717
Pemetrexed+Sunitinib
Sunitinib
Pemetrexed+Matuzumab
Placebo

Cetuximab

HR[Crl 95%]
0.45[0.19 - 1.03]
0.47[0.21-1.07]

0.7[0.39-1.25]
0.71[0.38 = 1.31]
0.72[0.44 - 1.18]

0.75[0.43 - 1.3]

0.76[0.42-1.4]

0.76 [0.4 - 1.44]
0.86[0.53 - 1.35]
0.89[0.55 - 1.42]

0.89[0.57 -1.4]
0.89[0.56 - 1.38 ]

0.93[0.48 -1.8]
0.93[0.57 - 1.53 ]
0.94[0.57 = 1.47]
0.95[0.53 = 1.71]
0.97 [0.59 - 1.59 ]
0.98[0.56 - 1.7]
0.99[0.57 - 1.72]
0.99[0.58 - 1.7]
9[0.6-1.67]
[0.59-1.75]
[0.52 - 2.01]
[0.61-1.74]
[0.47 -2.29]
[0.55-1.94]
[0.64 - 1.65]
[0.58 - 1.92]
[0.65-1.69]
[0.69 - 1.68]
[0.61-1.95]
[0.59 - 2.08 ]
2[0.6-2.12]
[0.69 - 1.87 ]
[0.79 - 1.63]
[0.79-1.72]
[0.79-1.75]
[0.63 -2.26]
1[0.8-1.82]
1[0.66 -2.2]
0.71-2.08]
0.
0.

1.
1.
1.
1.
1.
1.
1.
1.
1.
1.

1
1
1
1

0.
0
0
0
0
0
0
0
0
0
0
1.
1.
1
1
1
1
1.
1.
1.
210

23[0.75-2.05]
23[0.66-2.31]
26[0.6 - 2.67]
[0.76 - 2.25]
[0.74 - 2.62]
[0.85-2.55]
52[0.8-2.95]
[0.84 -3.23]
[0.85-3.45]
[1.08-2.92]
[0.85-4.86]
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Treatments vs. Atezolizumab
Erlotinib+Cabozantinib
Cabozantinib
Paclitaxel+Bevacizumab
Erlotinib+Pazopanib
Pemetrexed+Erlotinib
Erlotinib+Bevacizumab
Docetaxel+Tamoxifen
Tegafur/uracil+Gefitinib
Docetaxel+Vandetanib
Erlotinib+Tivantinib
Nivolumab
Docetaxel+Ramucirumab
Erlotinib+Everolimus
Docetaxel+Aflibercept
Docetaxel+Selumetinib
Docetaxel+Erlotinib
Docetaxel+Nintedanib
Icotinib

Afatinib
Pemetrexed+Nintedanib
Erlotinib+Sunitinib
Pembrolizumab
Pemetrexed+Vandetanib
Erlotinib+Fulvestrant
Docetaxel+Cetuximab
Erlotinib+Sorafenib
Erlotinib+Dalotuzumab
Vandetanib
Nab-Paclitaxel
Dacomitinib

Amrubicin

Pralatrexate
Erlotinib+R1507
Vinflunine

Docetaxel

Gefitinib

Pemetrexed
Entinostat+Erlotinib
Erlotinib
Gefitinib+Nimotuzumab
Pemetrexed+Cetuximab
Erlotinib+Onartuzumab
Docetaxel+PX-866
Selumetinib
Erlotinib+Figitumumab
Trametinib

AXL1717
Pemetrexed+Sunitinib
Sunitinib
Pemetrexed+Matuzumab
Placebo

Cetuximab

HR[Crl 95%]
0.42[0.19 - 0.93]
0.44[0.2-0.96]
0.66[0.39 - 1.11]
0.66[0.38 = 1.17]
0.67[0.44 - 1.03]
0.7[0.43 - 1.14]
0.71[0.41 - 1.23]
0.71[0.39 - 1.29]
0.8[0.53 - 1.17]
0.82[0.55-1.23]
0.83[0.56 - 1.2]
0.83[0.57 - 1.21]
0.87[047-16]
0.87[0.56 - 1.34]
0.87[0.57 - 1.28]
0.89[0.52 - 1.51]
0.9[0.59 - 1.38]
0.92[0.56 - 1.49]
0.92[0.56 - 1.5]
0.92[0.57 - 1.49]
0.92[0.59 - 1.46 ]
0.93[0.6 - 1.46]
0.94[0.58 - 1.53 ]
0.95[0.5-1.79]
0.96[0.6 - 1.52]
0.97[0.54 - 1.73]
0.97 [0.46 - 2.04 ]
0.98[0.64 - 1.44]
0.98[0.57 -1.7]
0.99[0.65-1.47]
1.02[0.6 - 1.72]
2[0.57 - 1.84]
5[0.59 - 1.88 ]
60.69 - 1.64]
6[0.81-1.38]
.09[0.8-1.47]
1.1[0.8-1.51]
1.11[0.62-2]
12[0.81-156]
12[0.65-1.95]
A13[0.7-1.83]
15[0.74 - 1.79]
15[0.64-2.04]
18[0.58-2.39]
22[0.75-1.97]
3
38
42
53
59
66
9

1.0
1.0
1.0
1.0

1

[0.73-2.32]
[0.85-2.23]
[0.77 - 2.63]
[0.83-2.87]
[0.84 - 3.08]
[1.07 -255]
[0.82-4.38]
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Treatments vs. Docetaxel+Nintedanib
Erlotinib+Cabozantinib
Cabozantinib
Paclitaxel+Bevacizumab
Erlotinib+Pazopanib
Pemetrexed+Erlotinib
Erlotinib+Bevacizumab
Docetaxel+Tamoxifen
Tegafur/uracil+Gefitinib
Docetaxel+Vandetanib
Erlotinib+Tivantinib
Nivolumab
Docetaxel+Ramucirumab
Erlotinib+Everolimus
Docetaxel+Aflibercept
Docetaxel+Selumetinib
Docetaxel+Erlotinib
Icotinib

Afatinib
Pemetrexed+Nintedanib
Erlotinib+Sunitinib
Pembrolizumab
Pemetrexed+Vandetanib
Erlotinib+Fulvestrant
Docetaxel+Cetuximab
Erlotinib+Dalotuzumab
Erlotinib+Sorafenib
Nab-Paclitaxel
Vandetanib

Dacomitinib
Atezolizumab

Amrubicin

Pralatrexate
Erlotinib+R1507
Vinflunine

Docetaxel

Gefitinib

Pemetrexed
Entinostat+Erlotinib
Erlotinib
Gefitinib+Nimotuzumab
Pemetrexed+Cetuximab
Erlotinib+Onartuzumab
Docetaxel+PX-866
Selumetinib
Erlotinib+Figitumumab
Trametinib

AXL1717
Pemetrexed+Sunitinib
Sunitinib
Pemetrexed+Matuzumab
Placebo

Cetuximab

HR[Crl 95%]
0.46[0.2 - 1.06 ]
049[0.22-1.1]

0.73[0.41-1.29]
0.74[0.41-1.34]
0.75[047 - 12]
0.77[0.46 - 1.32]
0.78[0.44 - 1.42]
0.79[0.42-1.48]
0.89[0.56 - 1.36 ]
0.92[0.58 - 1.44
0.92[0.59 - 1.4]
0.92[0.6-1.42]
0.96[0.51 - 1.84]
0.96[0.6 - 1.57]
0.97[0.6-1.49]
0.99[0.56 - 1.74 ]
1.02[0.59 - 1.73]
1.02[0.6-1.75]
1.02[0.61-1.73]

1.03[0.63-1.7]
1.03[0.63-1.7]
1.05[0.62 - 1.8]
1.06 [0.54 - 2.05]
1.07[0.64 - 1.78]
1.08[0.5-234]
1.08[0.58 - 1.98 ]
1.09[0.61-1.96]
1.09[0.67 - 1.69]
1.1[0.69-1.72]
1.11[072-1.71]
1.13[0.64 - 1.99]
1.14[0.62 - 2.11]
1.17[0.63-2.16]
1.18[0.73-1.9]
1.18[0.84 - 1.64]
1.21[0.83-1.75]
1.22[0.84 - 1.79]
1.24[0.67 -2.31]
1.25[0.85-1.85]
1.25[0.69-225]
1.26[0.75 - 2.12]
1.27[0.78 - 2.09]
1.27[0.69-235]
1.31[0.63-2.74]

1.35[0.79 - 2.3]
1.4410.78 - 2,67
1.53[0.9 - 258]
1.58[0.83 - 3.03]
1.71[0.89 - 3.31]
1.77[0.89 - 3.54]
1.85[1.14 -2.97]
211[0.89-5]
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Treatments vs. Docetaxel+Ramucirumab
Erlotinib+Cabozantinib
Cabozantinib
Paclitaxel+Bevacizumab
Erlotinib+Pazopanib
Pemetrexed+Erlotinib
Erlotinib+Bevacizumab
Docetaxel+Tamoxifen
Tegafur/uracil+Gefitinib
Docetaxel+Vandetanib
Erlotinib+Tivantinib
Nivolumab
Erlotinib+Everolimus
Docetaxel+Aflibercept
Docetaxel+Selumetinib
Docetaxel+Erlotinib
Docetaxel+Nintedanib
Icotinib

Afatinib
Pemetrexed+Nintedanib
Erlotinib+Sunitinib
Pembrolizumab
Pemetrexed+Vandetanib
Erlotinib+Fulvestrant
Docetaxel+Cetuximab
Erlotinib+Dalotuzumab
Erlotinib+Sorafenib
Vandetanib
Nab-Paclitaxel
Dacomitinib
Atezolizumab
Amrubicin

Pralatrexate
Erlotinib+R1507
Docetaxel

Vinflunine

Gefitinib

Pemetrexed
Entinostat+Erlotinib
Erlotinib
Gefitinib+Nimotuzumab
Pemetrexed+Cetuximab
Erlotinib+Onartuzumab
Docetaxel+PX-866
Selumetinib
Erlotinib+Figitumumab
Trametinib
AXL1717
Pemetrexed+Sunitinib
Sunitinib
Pemetrexed+Matuzumab
Placebo
Cetuximab

HR[Crl 95%]

0.5[0.23 - 1.13]
0.53[0.24 - 1.16]
0.79[0.46 - 1.34]
08[046-14]
0.81[0.53-1.25]
0.84[0.51-1.37]
0.85[0.49 - 1.49]
0.86[0.47 - 1.55]
0.97[0.64 - 1.41]
1[0.66 - 1.49]
1[0.67 - 1.45]
05[0.57 - 1.93]
05[0.68-1.62]
05[0.69 - 1.55]
07[063—183]
1.09[0.7 - 1.67]
1.11[0.67 - 1.8]
1.11[0.68 - 1.82]
1.11[0.69 - 1.8]
142[0.71 - 1.77]
113[0.72 - 1.76]
11407 - 1.86]
115[0.61 -2.17]
116[0.73 - 1.84]
117 [0.55 - 2.48 ]
1.17[0.65 - 2.07 ]
1.18[0.76 - 1.75]
1.18[0.68 - 2.04 ]
12[0.78-1.79]
0.82-1.76]
0.72-2.07]
0.69 -2.21]
[0.7 -2.27]

8
8
2
1.21
1.23
1.24
2
8[0.97 -1.67]
8
2
3
5
6
6
3
9
9

1.

0.96 - 1.78]
0.96 - 1.83]
0.75-2.42]
0.97 - 1.89]
0.78 -2.36]
[0.85-2.2]
1.39[0.89 - 2.17 ]
1.39[0.77 - 2.47 ]
1.42[0.7 -2.9]
1.47[0.89 - 2.39]
157[0.87 - 2.8]
1.66[1.02 - 2.69]
1.72[0.93 - 3.16 ]
1.86[1-3.47]
1.93[1-3.73]
2.01[1.29-3.08]
2.29[0.99 -5.29]

1.2
1.2
1.3
1.3
1.3
1.3
1.3

[

[

[

[

[

7

[
[0.82-1.98]

[

[

[

[

[

1.37

[
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Treatments vs. Afatinib
Erlotinib+Cabozantinib
Cabozantinib
Paclitaxel+Bevacizumab
Erlotinib+Pazopanib
Pemetrexed+Erlotinib
Erlotinib+Bevacizumab
Docetaxel+Tamoxifen
Tegafur/uracil+Gefitinib
Docetaxel+Vandetanib
Erlotinib+Tivantinib
Nivolumab
Docetaxel+Ramucirumab
Erlotinib+Everolimus
Docetaxel+Aflibercept
Docetaxel+Selumetinib
Docetaxel+Erlotinib
Docetaxel+Nintedanib
Icotinib
Pemetrexed+Nintedanib
Erlotinib+Sunitinib
Pembrolizumab
Pemetrexed+Vandetanib
Erlotinib+Fulvestrant
Docetaxel+Cetuximab
Erlotinib+Sorafenib
Erlotinib+Dalotuzumab
Vandetanib
Nab-Paclitaxel
Dacomitinib
Atezolizumab
Amrubicin

Pralatrexate
Erlotinib+R1507
Docetaxel

Vinflunine

Gefitinib

Pemetrexed
Entinostat+Erlotinib
Erlotinib
Gefitinib+Nimotuzumab
Pemetrexed+Cetuximab
Erlotinib+Onartuzumab
Docetaxel+PX-866
Selumetinib
Erlotinib+Figitumumab
Trametinib

AXL1717
Pemetrexed+Sunitinib
Sunitinib
Pemetrexed+Matuzumab
Placebo

Cetuximab

HR[Crl 95%]
0.45[0.2 - 1.03]
0.48[0.22 - 1.08]
0.71[0.38 - 1.32]
0.72[0.4-1.29]
0.73[0.44 - 1.22]
0.76 [0.45 - 1.27 ]
0.77[0.4 - 1.46]
0.77[0.39 - 1.48]
0.87[0.52 - 1.42]
0.9[0.58 - 1.38]
0.9[0.54 - 1.46 ]
0.9[0.55 - 1.47]
0.94[0.5-1.78]
0.94[0.55 - 1.62]
0.95[0.55 - 1.56 ]
0.97[0.55 - 1.67 ]
0.98[0.57 - 1.67]
1[0.56 - 1.74]
[0.57 - 1.75]

0.59 - 1.83]
0.58 - 1.91]

0.65-1.65]
0.58 -1.97]
.68 -1.65]

61-2.04]
0.62 - 2.08]
0.76 - 1.74]
0.67 - 1.98]
0.77 - 1.79]
0.78 - 1.82]
0.66 - 2.22]
0.84 - 1.76]
0.65 - 2.27 ]
[0.7 -2.13]
25[0.78 - 2]
[0.64-2.4]
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[0.78 -2.2]
0.73-2.73]
0.83 - 2.67]
0.79 - 3.03]
0.85-3.33]
0.85 - 3.55]
1.13-2.84]
0.86 - 4.96 ]
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Treatments vs. Cabozantinib
Erlotinib+Cabozantinib
Paclitaxel+Bevacizumab
Erlotinib+Pazopanib
Pemetrexed+Erlotinib
Erlotinib+Bevacizumab
Docetaxel+Tamoxifen
Tegafur/uracil+Gefitinib
Docetaxel+Vandetanib
Nivolumab
Erlotinib+Tivantinib
Docetaxel+Ramucirumab
Erlotinib+Everolimus
Docetaxel+Selumetinib
Docetaxel+Aflibercept
Docetaxel+Erlotinib
Docetaxel+Nintedanib
Icotinib

Afatinib
Pemetrexed+Nintedanib
Erlotinib+Sunitinib
Pembrolizumab
Pemetrexed+Vandetanib
Erlotinib+Fulvestrant
Docetaxel+Cetuximab
Erlotinib+Sorafenib
Erlotinib+Dalotuzumab
Vandetanib
Nab-Paclitaxel
Dacomitinib
Atezolizumab
Amrubicin

Pralatrexate
Erlotinib+R1507
Docetaxel

Vinflunine

Gefitinib

Pemetrexed
Entinostat+Erlotinib
Gefitinib+Nimotuzumab
Erlotinib
Pemetrexed+Cetuximab
Docetaxel+PX-866
Erlotinib+Onartuzumab
Selumetinib
Erlotinib+Figitumumab
Trametinib

AXL1717
Pemetrexed+Sunitinib
Sunitinib
Pemetrexed+Matuzumab
Placebo

Cetuximab

HR[Crl 95%]
0.94[0.34 - 2.63]
1.49[0.63 - 3.59]

1.5[0.65-3.5]
1.52[0.69 - 3.39]
1.58[0.71 - 3.51]
1.6[0.66 - 3.88 ]
1.6 [0.66 - 3.94 ]
1.81[0.82-4]
87[0.85-4.13]
87[0.89-3.95]
87[0.86 - 4.15]
96[0.82-4.76]
96[0.89 - 4.38]
96[0.89 - 4.46]
2.01[0.87 -46]
2.04[0.91-4.61]
2.08[0.9-4.74]
2.09[0.93 - 4.64]
2.09[0.92 -4.75]
2.11[0.97 - 4.54 ]
2.11[0.93-4.8]
2.1410.95-4.89]
2.16[0.88 - 5.25]
2.18[0.95 - 5.05]
2.19[0.93 - 5.17]
2.2[0.84 -578]
22[1.03-4.72]
2.21[0.94-53]
2.24[1.05-4.74]
2.27[1.04 - 4.98]
2.3[0.97 - 5.48]
2.32[0.98 - 5.52]
2.37[1.01-564]
2.4[1.15-5.06]
24[1.07-54]
247[1.18-52]
2.49[1.19-524]
2.52[1.06 - 6]
2.54[1.07 -6.12]
2.55[1.25-5.21]
2.57[1.12-5.81]
2.59[1.07 - 6.53]
2.6[1.21-565]
267[1-7.11]
2.75[1.24 - 6.12]
2.94[1.2-7.23]
3.11[1.33-7.34]
3.23[1.31-7.98]
347[1.4-8.78]
3.61[1.42-9.2]
3.77[1.75 - 8.08]
43[1.45-1257]
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Treatments vs. Erlotinib+Cabozantinib
Cabozantinib
Paclitaxel+Bevacizumab
Erlotinib+Pazopanib
Pemetrexed+Erlotinib
Erlotinib+Bevacizumab
Docetaxel+Tamoxifen
Tegafur/uracil+Gefitinib
Docetaxel+Vandetanib
Nivolumab
Erlotinib+Tivantinib
Docetaxel+Ramucirumab
Docetaxel+Aflibercept
Erlotinib+Everolimus
Docetaxel+Selumetinib
Docetaxel+Erlotinib
Docetaxel+Nintedanib
Icotinib

Afatinib
Pemetrexed+Nintedanib
Erlotinib+Sunitinib
Pembrolizumab
Pemetrexed+Vandetanib
Erlotinib+Fulvestrant
Docetaxel+Cetuximab
Erlotinib+Dalotuzumab
Erlotinib+Sorafenib
Vandetanib
Nab-Paclitaxel
Dacomitinib
Atezolizumab

Amrubicin

Pralatrexate
Erlotinib+R1507
Vinflunine

Docetaxel

Gefitinib

Pemetrexed
Entinostat+Erlotinib
Gefitinib+Nimotuzumab
Erlotinib
Pemetrexed+Cetuximab
Docetaxel+PX-866
Erlotinib+Onartuzumab
Selumetinib
Erlotinib+Figitumumab
Trametinib

AXL1717
Pemetrexed+Sunitinib
Sunitinib
Pemetrexed+Matuzumab
Placebo

Cetuximab

HR[Crl 95%]
1.06[0.38 - 2.94]
1.58[0.64 - 3.85]
1.590.66 - 3.77]
1.62[0.71 - 3.64]
1.67[0.73 - 3.82]
1.7[0.69-4.2]
1.71[0.68 - 4.24]
1.93[0.84 - 4.3]
1.99[0.88 - 4.45]
1.99[0.92 - 4.27]
1.99[0.89 - 4.43]
2.09[0.91-4.81]
2.09[0.84 - 5.17]
21[091—4.72]
2.14[0.91-4.97]
2.17[0.94 - 4.94]
2.2[0.94-5.16]
2.21[0.97 - 5.03]
2.22[0.95-5.13]
2.22[1-4.92]
2.2410.97 -5.2]
2.28[0.98 - 5.28]
2.29[0.92 - 5.74]
2.32[0.99 - 5.37 ]
2.33[0.86 - 6.37 ]
2.34[0.96 - 5.57 ]
2.35[1.05 - 5.06 ]
2.35[0.97 -5.7]
2.38[1.09 - 5.11]
2.41[1.08-5.34]
245[1-592]
2.46[1.03-5.95]
2.52[1.05-6.12]
2.55[1.1-5.85]
2.55[1.19 - 5.41]
2.62[1.22-559]
2.65[1.23 - 5.65]
2.68[1.1-6.49]
2.7[1.11-661]
2.71[1.29 - 5.64]
2.72[1.17 -6.23]
2.76 [1.09-6.9]
2.76[1.25-6.15]
2.84[1.05-7.64]
2.92[1.29 - 6.62]
3.12[1.26 - 7.83]
3.31[1.4-7.86]
3.41[1.35-8.73]
3.7[1.46-9.4]
3.83[1.49 - 10.04 ]
4[1.8-8.71]
456[1.54 - 13.37]
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Treatments vs. Placebo
Erlotinib+Cabozantinib
Cabozantinib
Paclitaxel+Bevacizumab
Erlotinib+Pazopanib
Pemetrexed+Erlotinib
Erlotinib+Bevacizumab
Docetaxel+Tamoxifen
Tegafur/uracil+Gefitinib
Docetaxel+Vandetanib
Erlotinib+Tivantinib
Nivolumab
Docetaxel+Ramucirumab
Erlotinib+Everolimus
Docetaxel+Aflibercept
Docetaxel+Selumetinib
Docetaxel+Erlotinib
Docetaxel+Nintedanib
Icotinib

Afatinib
Pemetrexed+Nintedanib
Erlotinib+Sunitinib
Pembrolizumab
Pemetrexed+Vandetanib
Erlotinib+Fulvestrant
Docetaxel+Cetuximab
Erlotinib+Sorafenib
Erlotinib+Dalotuzumab
Vandetanib
Nab-Paclitaxel
Dacomitinib
Atezolizumab
Amrubicin

Pralatrexate
Erlotinib+R1507
Docetaxel

Vinflunine

Gefitinib

Pemetrexed
Entinostat+Erlotinib
Erlotinib
Gefitinib+Nimotuzumab
Pemetrexed+Cetuximab
Docetaxel+PX-866
Erlotinib+Onartuzumab
Selumetinib
Erlotinib+Figitumumab
Trametinib

AXL1717
Pemetrexed+Sunitinib
Sunitinib
Pemetrexed+Matuzumab
Cetuximab

HR[Crl 95%]
0.25[0.11 - 0.56 ]
0.27[0.12 - 0.57 ]

0.39[0.22-0.7]

0.4[0.23-0.69]

0.4[0.26-0.64]
0.42[0.27 - 0.67]
0.42[0.24 - 0.77]
0.43[0.23-0.79]
0.48[0.31-0.75]

0.5[0.35-0.72]

0.5[0.32-0.77]

0.5[0.32-0.78]
0.52[0.29 - 0.95]
0.52[0.32-0.85]
0.52[0.33 - 0.82]
0.53[0.32-0.88]
0.54[0.34 - 0.88]
0.55[0.33 - 0.93]
0.55[0.35 - 0.89]
0.55[0.34 - 0.92]
0.56[0.37 -~ 0.86 ]
0.56 [0.34 - 0.93]
0.57[0.34 - 0.95]
0.57[0.31 - 1.05]
0.58 [0.35 - 0.97 |
0.58 [0.34 - 1.01]
0.59[0.28 - 1.21]
0.59[0.39 - 0.86 ]
0.59[0.33 - 1.04]

0.6[0.44 - 0.79]

0.6[0.39-0.93]
0.61[0.35-1.08]
0.62[0.35 - 1.08]
0.63[0.36 = 1.11]

0.64[0.45-0.9]
0.64[0.39 - 1.04]
0.66 [ 0.46 - 0.93 ]
0.66[0.47 - 0.95]
0.67[0.38 - 1.18]

0.68[0.51-0.9]
0.68[0.38 - 1.21]
0.68[0.42 - 1.13]
0.69[0.37 - 1.28]
0.69[0.46 - 1.05]
0.71[0.35 - 1.46 ]
0.73[0.46 - 1.16 ]
0.78 [0.42 - 1.45]
0.83[0.49 - 1.42]
0.86[0.46 - 1.61]
0.92[0.49 - 1.77]
0.96[0.49 - 1.89]
1.14[0.49 - 2.69]
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Treatments vs.Docetaxel
Cabozantinib
Docetaxel+PX-866
Paclitaxel+Bevacizumab
Docetaxel+Tamoxifen
Erlotinib+Cabozantinib
Docetaxel+Aflibercept
Pemetrexed+Vandetanib
Pemetrexed+Erlotinib
Erlotinib+Pazopanib
Erlotinib+Bevacizumab
Erlotinib+Fulvestrant
Dacomitinib
Pembrolizumab
Docetaxel+Selumetinib
Afatinib

Nivolumab
Docetaxel+Vandetanib
Erlotinib+Sunitinib
Pemetrexed+Sunitinib
Erlotinib+Tivantinib
Erlotinib+Figitumumab
Docetaxel+Ramucirumab
Vandetanib
Pemetrexed+Cetuximab
Tegafur/uracil+Gefitinib
Nab-Paclitaxe

Icotinib
Pemetrexed+Sorafenib
Gefitinib
Erlotinib+Everolimus
Sunitinib
Docetaxel+Nintedanib
Docetaxel+Erlotinib
Erlotinib

Selumetinib
Docetaxe+Cetuximab
Pemetrexed+Nintedanib
Pemetrexed

Trametinib
Gefitinib+Nimotuzumab
Erlotinib+Onartuzumab
Topotecan
Atezolizumab
Erlotinib+R1507
Erlotinib+Sorafenib
Paclitaxel

Vinflunine

Amrubicin
Pemetrexed+Matuzumab
Vinorelbine
Entinostat+Erlotinib
Erlotinib+Dalotuzumab
Pralatrexate

Cetuximab

Placebo

AXL1717

(c) Objective response

OR[Crl 95%]
0.73 - 289.17

0.8 - 567
58-7.7
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Treatments vs. Pemetrexed ORI[Crl 95%)]

Cabozantinib 7.19[0.66 - 263.75 —_—
Docetaxel+PX-866 6.71[0.29 - 150.96 —_—
Paclitaxel+Bevacizumab 5.21[1.15-28.36 —
Docetaxel+Tamoxifen 3.07[0.83 - 11.47 —
Erlotinib+Cabozantinib 2.85[0.18 - 103.34 —_—
Docetaxel+Aflibercept 2.81[0.95-7.89 —
Pemetrexed+Vandetanib 277[1.01-7.78 —
Pemetrexed+Erlotinib 2.76[1.39 -5.59 ——
Erlotinib+Pazopanib 259[0.53-15.8 -
Erlotinib+Bevacizumab 2.44[0.76 -7.74 —_—
Erlotinib+Fulvestrant 2.26[0.55-9.78 —_
Dacomitinib 2.05[0.88 -4.86 ——
Pembrolizumab 1.96 [ 0.65 - 5.54 —
Docetaxel+Selumetinib 1.95[0.74-6 —
Afatinib 1.86[0.53 - 6.9 —_—
Nivolumab 1.84[0.78 - 4.29 —
Docetaxel+Vandetanib 1.84[0.76 - 4.45 —s—
Erlotinib+Sunitinib 1.83[0.67 - 5.01 —
Pemetrexed+Sunitinib 1.72[0.41-7.52 —_—
Erlotinib+Tivantinib 1.7[0.73-3.87 —
Docetaxel+Ramucirumab 1.67[0.7-3.75 ——
Erlotinib+Figitumumab 1.66[0.47 - 5.86 —
Vandetanib 1.62[0.7 - 4.66 ——
Pemetrexed+Cetuximab 1.61[0.52 - 5.01 —
Tegafur/uracil+Gefitinib 1.48[0.41-4.95 —_—
Nab-Paclitaxel 1.47[0.34 - 6.22 —_—
Icotinib 1.39[0.46 - 3.93 —
Pemetrexed+Sorafenib 1.35[0.28 - 6.51 —_—
Gefitinib 1.32[0.82 - 2.03 ——
Erlotinib+Everolimus 1.29[03-6 —
Sunitinib 1.24[0.29 - 5.48 —_—
Docetaxel+Nintedanib 1.23[0.39 - 3.65 —
Docetaxel+Erlotinib 1.14[0.21 - 6.64 —
Erlotinib 1.13[0.69 - 1.83 —
Selumetinib 1.11[0.09 - 12.79 —_—
Pemetrexed+Nintedanib 1.1[0.4-3.05 —
Docetaxel+Cetuximab 1.09[0.3 -3.94 —_—
Trametinib 0.94[0.22 - 4.48 ——
Gefitinib+Nimotuzumab 0.93[0.26 - 3.25 —
Erlotinib+Onartuzumab 0.93[0.33-2.69 —
Topotecan 0.93[0.33 -2.56 —
Atezolizumab 0.91[0.39 -2.07 ——
Docetaxel 0.91[0.58 -1.38 ——
Erlotinib+R1507 0.88[0.15-4.87 —_—
Erlotinib+Sorafenib 0.83[0.19-3.73 —_—
Paclitaxel 0.8[0.32-2.31 ——
Vinflunine 0.71[0.2-247 —_—
Amrubicin 0.62[0.18 - 2.08 —_
Pemetrexed+Matuzumab 0.41[0.01-6.48 —_—
Vinorelbine 0.36 [ 0.01 - 9.92 _—
Entinostat+Erlotinib 0.3[0.03 -1.89 —_—
Erlotinib+Dalotuzumab 0.28[0.01 - 3.65 —_—
Pralatrexate 0.28[0.03 - 1.66 —_—
Cetuximab 0.23[0.01-5.94 —_—
Placebo 0.18[0.07 - 0.42 —

AXL1717 0.05[0-1.07  —
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Treatments vs. Erlotinib
Cabozantinib
Docetaxel+PX-866
Paclitaxel+Bevacizumab
Docetaxel+Tamoxifen
Erlotinib+Cabozantinib
Docetaxel+Aflibercept
Pemetrexed+Vandetanib
Pemetrexed+Erlotinib
Erlotinib+Pazopanib
Erlotinib+Bevacizumab
Erlotinib+Fulvestrant
Dacomitinib
Pembrolizumab
Docetaxel+Selumetinib
Afatinib

Nivolumab
Docetaxel+Vandetanib
Erlotinib+Sunitinib
Pemetrexed+Sunitinib
Erlotinib+Tivantinib
Docetaxel+Ramucirumab
Erlotinib+Figitumumab
Vandetanib
Pemetrexed+Cetuximab
Tegafur/uracil+Gefitinib
Nab-Paclitaxel

Icotinib
Pemetrexed+Sorafenib
Gefitinib
Erlotinib+Everolimus
Sunitinib
Docetaxel+Nintedanib
Docetaxel+Erlotinib
Selumetinib
Pemetrexed+Nintedanib
Docetaxel+Cetuximab
Pemetrexed

Trametinib
Gefitinib+Nimotuzumab
Erlotinib+Onartuzumab
Topotecan
Atezolizumab

Docetaxel
Erlotinib+R1507
Erlotinib+Sorafenib
Paclitaxel

Vinflunine

Amrubicin
Pemetrexed+Matuzumab
Vinorelbine
Entinostat+Erlotinib
Erlotinib+Dalotuzumab
Pralatrexate

Cetuximab

Placebo

AXL1717

OR[Crl 95%]

3410.61-227.69
93[0.26 - 132.95
4.6[1-2597
2.71[0.71 - 10.35
2.53[0.16 - 89.75
248[0.82-7.24
2.46[0.8 - 7.71
244[1.15-5.33
2.29[0.51 - 13.11
2.17[0.76 - 6.21
2[0.53 - 8.01
1.81[0.89 - 3.82
1.74[0.57 - 5.08
1.73[0.65 - 553
1.65[0.51 - 5.55
1.63[0.67 - 3.96
1.62[0.65-4.13
1.62[0.68 - 3.89
1.52[0.34 - 7.24
1.51[0.76 - 2.94
1.48[0.6 - 3.47
1.480.46 - 4.72
1.4410.68 - 3.77
1.42[0.42-5
1.31[0.36 - 4.48
1.29[0.28 - 5.98
1.23[0.4-3.6
1.19[0.23 - 6.19
1.17[0.7 - 1.88
1.15[0.29 - 4.82
1.1[0.24 - 5.22
1.08[0.34 - 3.35
1.02[0.19 - 5.39
0.99[0.08 - 11.97
0.97 [0.32 - 3.01
0.97[0.26 - 3.6
0.89[0.55 - 1.45
0.83[0.19 - 4.03
0.83[0.22 - 2.93
0.83[0.33 - 2.12
0.82[0.28 - 2.35
0.81[0.34 - 1.92
0.8[0.48 - 1.32
0.78 [0.14 - 4.03
0.73[0.18 - 3.05
0.71[0.28 - 2.16
0.64[0.17 - 2.26
0.55[0.15 - 1.91
0.36[0.01-6
0.32[0.01-8.88
0.26 [ 0.03 - 1.57
0.25[0.01 - 3.08
0.25[0.03 - 1.41
0.2[0.01-556
0.16 [ 0.06 - 0.35
0.04[0-0.94
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Treatments vs. Gefitinib ORI[Crl 95%]

Cabozantinib 5.5[0.51 - 198.54 —_—
Docetaxel+PX-866 5.11[0.23 - 115.01 —_—
Paclitaxel+Bevacizumab 3.95[0.88 - 22 —_—
Docetaxel+Tamoxifen 2.31[0.64 - 8.71 —_
Erlotinib+Cabozantinib 2.19[0.14-79.6 —_—
Docetaxel+Aflibercept 211[0.75 - 6.06 —
Pemetrexed+Vandetanib 2.11[0.71 - 6.58 —
Pemetrexed+Erlotinib 2.09[0.97 -4.77 —
Erlotinib+Pazopanib 1.97[0.41-12.1 —_—
Erlotinib+Bevacizumab 1.85[0.59 - 6.03 —
Erlotinib+Fulvestrant 1.72[0.42 - 7.56 —_
Dacomitinib 1.565[0.69 - 3.79 —
Pembrolizumab 1.48[0.51-4.28 —
Docetaxel+Selumetinib 1.48[0.58 - 4.68 ——
Afatinib 1.41[0.4-5.34 —_—
Nivolumab 1.39[0.61-3.29 ——
Docetaxel+Vandetanib 1.38[0.6 - 3.42 —
Erlotinib+Sunitinib 1.38[0.52 - 3.89 —_—
Pemetrexed+Sunitinib 1.31[0.29-6.19 —_
Erlotinib+Tivantinib 1.29[0.57 - 3.03 —
Erlotinib+Figitumumab 1.27[0.36 - 4.53 —
Docetaxel+Ramucirumab 1.26[0.56 — 2.85 ——
Vandetanib 1.23[0.55 - 3.51 —
Pemetrexed+Cetuximab 1.22[0.37 - 4.26 —_
Tegafur/uracil+Gefitinib 1.12[0.35-3.53 —
Nab-Paclitaxel 1.1[0.25-5.13 —
Icotinib 1.05[0.39 - 2.76 —_—
Pemetrexed+Sorafenib 1.02[0.2 - 5.31 —_—
Erlotinib+Everolimus 0.98[0.23 -4.54 —_
Sunitinib 0.94[0.21 -4.46 —_—
Docetaxel+Nintedanib 0.92[0.31 -2.81 —
Docetaxel+Erlotinib 0.87[0.16 -5 —_—
Erlotinib 0.85[0.53 - 1.43 ——
Selumetinib 0.85[0.07 - 10.23 —_—
Pemetrexed+Nintedanib 0.83[0.28 - 2.56 —
Docetaxel+Cetuximab 0.83[0.24 - 3.02 —
Pemetrexed 0.76 [0.49-1.22 —_—
Trametinib 0.72[0.17 - 3.45 —_
Gefitinib+Nimotuzumab 0.71[0.22 -2.32 —
Erlotinib+Onartuzumab 0.71[0.25-2.1 —
Topotecan 0.7[0.25-1.96 —
Atezolizumab 0.69[0.31 - 1.59 —
Docetaxel 0.69[0.46 - 1.03 e
Erlotinib+R1507 0.67[0.11 -3.73 —_—
Erlotinib+Sorafenib 0.63[0.15-2.9 —_—
Paclitaxel 0.61[0.25-1.78 ——
Vinflunine 0.54[0.16 - 1.88 —
Amrubicin 047[0.14-16 —
Pemetrexed+Matuzumab 0.31[0.01 -5.19

Vinorelbine 0.27[0.01 -7.49

Entinostat+Erlotinib 0.23[0.02 - 1.48 —_—
Erlotinib+Dalotuzumab 0.21[0.01-2.8 _—
Pralatrexate 0.21[0.02-1.29 —_—
Cetuximab 0.17[0.01 - 4.69

Placebo 0.14[0.06 - 0.31 ——

AXL1717 0.04[0-0.83 e —
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Treatments vs. Nivolumab
Cabozantinib
Docetaxel+PX-866
Paclitaxel+Bevacizumab
Docetaxel+Tamoxifen
Erlotinib+Cabozantinib
Docetaxel+Aflibercept
Pemetrexed+Vandetanib
Pemetrexed+Erlotinib
Erlotinib+Pazopanib
Erlotinib+Bevacizumab
Erlotinib+Fulvestrant
Dacomitinib
Pembrolizumab
Docetaxel+Selumetinib
Afatinib
Docetaxel+Vandetanib
Erlotinib+Sunitinib
Pemetrexed+Sunitinib
Erlotinib+Tivantinib
Erlotinib+Figitumumab
Docetaxel+Ramucirumab
Vandetanib
Pemetrexed+Cetuximab
Tegafur/uracil+Gefitinib
Nab-Paclitaxel

Icotinib
Pemetrexed+Sorafenib
Gefitinib
Erlotinib+Everolimus
Sunitinib
Docetaxel+Nintedanib
Docetaxel+Erlotinib
Erlotinib

Selumetinib
Pemetrexed+Nintedanib
Docetaxel+Cetuximab
Pemetrexed

Trametinib
Gefitinib+Nimotuzumab
Erlotinib+Onartuzumab
Topotecan
Atezolizumab

Docetaxel
Erlotinib+R1507
Erlotinib+Sorafenib
Paclitaxel

Vinflunine

Amrubicin
Pemetrexed+Matuzumab
Vinorelbine
Entinostat+Erlotinib
Erlotinib+Dalotuzumab
Pralatrexate

Cetuximab

Placebo

AXL1717

w

OR[Crl 95%)]

95[0.32 - 152.02
3.67[0.15 - 86.83
2.82[0.56 - 17.48
1.67[0.39 - 7.06
1.56 [ 0.09 - 59.5
1.52[0.44 - 5.07
1.51[0.41-5.77
1.5[0.51 - 4.46
1.4210.24 - 10.06
1.33[0.33 - 5.32
1.23[0.25 - 6.34
1.12[0.37 - 3.54
1.06[0.31 - 3.53
1.05[0.35 - 3.88
1.01[0.24 - 4.59
1[0.34 - 2.93
0.99[0.28 - 3.48
0.93[0.18 - 5.17
0.93[0.3-238
0.91[0.21 - 3.91
0.9[0.32 - 2.48
0.88[0.3 - 3.34
0.88[0.22 - 3.66
0.8[0.18 - 3.26
0.8[0.15 - 4.28
0.75[02-27
0.73[0.12 - 4.42
0.72[0.3 - 1.63
0.7[0.14-3.9
0.67[0.13 - 3.77
0.67[0.19 - 2.33
0.62[0.1-4.18
0.61[0.25-15
0.6[0.04 - 7.96
0.59[0.16 - 2.26
0.59[0.14 - 2.43
0.54[0.23 - 1.28
0.52[0.1-27
0.51[0.12 - 2.14
0.51[0.14 - 1.88
0.5[0.15 - 1.66
0.5[0.18 - 1.36
0.5[0.23 - 1.02
0.48 [ 0.07 - 3.1
0.45[0.09 - 2.41
0.43[0.15 - 1.51
0.39[0.1 - 1.55
0.34[0.09 - 1.31
0.22[0.01 - 4.03
0.19[0.01 - 5.67
0.16[0.02 - 1.18
0.15[0-2.23
0.15[0.01 - 1.07
0.12[0 - 3.62
0.1[0.03 - 0.29
0.03[0 - 0.61
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Treatments vs. Pembrolizumab
Cabozantinib
Docetaxel+PX-866
Paclitaxel+Bevacizumab
Docetaxel+Tamoxifen
Erlotinib+Cabozantinib
Docetaxel+Aflibercept
Pemetrexed+Vandetanib
Pemetrexed+Erlotinib
Erlotinib+Pazopanib
Erlotinib+Bevacizumab
Erlotinib+Fulvestrant
Dacomitinib
Docetaxel+Selumetinib
Afatinib

Nivolumab
Docetaxel+Vandetanib
Erlotinib+Sunitinib
Pemetrexed+Sunitinib
Erlotinib+Tivantinib
Erlotinib+Figitumumab
Docetaxel+Ramucirumab
Vandetanib
Pemetrexed+Cetuximab
Tegafur/uracil+Gefitinib
Nab-Paclitaxel

Icotinib
Pemetrexed+Sorafenib
Gefitinib
Erlotinib+Everolimus
Sunitinib
Docetaxel+Nintedanib
Docetaxel+Erlotinib
Erlotinib

Selumetinib
Docetaxel+Cetuximab
Pemetrexed+Nintedanib
Pemetrexed

Trametinib

Topotecan
Gefitinib+Nimotuzumab
Erlotinib+Onartuzumab
Atezolizumab

Docetaxel
Erlotinib+R1507
Erlotinib+Sorafenib
Paclitaxel

Vinflunine

Amrubicin
Pemetrexed+Matuzumab
Vinorelbine
Entinostat+Erlotinib
Erlotinib+Dalotuzumab
Pralatrexate

Cetuximab

Placebo

AXL1717

OR[Crl 95%]
0.28 - 146.2

0.27-5.88
0.21-6.94
0.29 - 3.99
9[0.28 - 4.37

0.95[0.2-4.98
0.94[0.28 - 3.22
0.93[0.28 - 3.33
0.93[0.23 -3.93

w

“]H’H[HJ[HHHIH[1]HIIIHHHHHHHIHHH“l“

Ny

S

0.88[0.15 - 5.49
0.87[0.24 - 3.21
0.85[0.18-43
0.85[0.25 - 2.85
0.83[0.24 - 3.72
0.82[0.18 - 3.99
0.75[0.15 - 3.54
0.75[0.13 - 4.64
0.71[0.17 - 2.97
0.69[0.11-4.7
0.67[0.23 - 1.96
0.67[0.12 - 4.12
0.63[0.11 - 4.03
0.62[0.15-26
0.59[0.08 - 4.43
0.57[0.2-1.77
0.57[0.04 - 8.25
0.56[0.12 - 2.68
0.56 [0.13 - 2.54
0.51[0.18 - 1.54
0.48[0.09 - 2.95
0.48[0.12-1.86
0.48[0.1-2.36
0.47[0.12 - 2.09
0.47[0.14 - 1.57
0.47[0.18 -1.25
0.45[0.06 - 3.26
0.42[0.07 - 2.58
0.41[0.12-1.71
0.37[0.08 - 1.69
0.32[0.07 - 1.45
0.21[0.01 - 4.11
0.18 [0.01 - 5.74
0.15[0.01 - 1.26
4[0-2
0.01-1
1[0-3
0.02-0
3[0-0
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0.011 0.062 0.250 1.00 15.00



Treatments vs. Atezolizumab OR[Crl 95%]

Cabozantinib 7.99[0.65 - 300.37 —_—
Docetaxel+PX-866 7.35[0.31 - 174.69 —_—
Paclitaxel+Bevacizumab 5.7[1.12-35.34 —
Docetaxel+Tamoxifen 3.36[0.81 - 14.11 —_—
Erlotinib+Cabozantinib 3.14[0.18 - 117.68 —_—
Docetaxel+Aflibercept 3.06[0.91 -10.1 —
Pemetrexed+Vandetanib 3.04[0.83-11.63 —
Pemetrexed+Erlotinib 3.03[1.07 - 8.97 ——
Erlotinib+Pazopanib 2.86[0.5-20.05 ——
Erlotinib+Bevacizumab 2.67[0.68 - 10.38 —
Erlotinib+Fulvestrant 2.49[0.51-12.73 —
Dacomitinib 2.25[0.75-7.01 ——
Pembrolizumab 2.14[0.64-7.13 —
Docetaxel+Selumetinib 213[0.72-7.77 —
Afatinib 2.04[0.48 -9.27 —_
Nivolumab 2.02[0.73-5.66 ——
Docetaxel+Vandetanib 2.01[0.71-5.89 ——
Erlotinib+Sunitinib 2.01[0.58 -6.91 —_—
Pemetrexed+Sunitinib 1.89[0.37 - 10.27 —
Erlotinib+Tivantinib 1.87[0.62 - 5.65 —
Erlotinib+Figitumumab 1.83[0.43-7.75 ——
Docetaxel+Ramucirumab 1.82[0.65-4.95 ——
Vandetanib 1.77[0.61 - 6.61 —
Pemetrexed+Cetuximab 1.75[0.44 - 7.32 —
Tegafur/uracil+Gefitinib 1.61[0.38 - 6.49 —
Nab-Paclitaxel 1.6[0.31 - 8.67 —
Icotinib 1.52[0.42 - 5.38 —
Pemetrexed+Sorafenib 1.49[0.25 - 8.88 —
Gefitinib 1.45[0.63 - 3.26 ——
Erlotinib+Everolimus 142[0.28 -7.75 —
Sunitinib 1.35[0.26 - 7.52 —_—
Docetaxel+Nintedanib 1.34[0.38 - 4.68 —
Docetaxel+Erlotinib 1.26[0.2 - 8.26 —
Erlotinib 1.23[0.52 - 2.98 ——
Selumetinib 1.21[0.09 - 16.15 —_—
Docetaxel+Cetuximab 1.2[0.3-4.9 —
Pemetrexed+Nintedanib 1.2[0.33-45 —
Pemetrexed 1.09[0.48 - 2.57 ——
Trametinib 1.04[0.22 - 5.52 —
Topotecan 1.02[0.31 -3.25 —
Erlotinib+Onartuzumab 1.02[0.29 - 3.74 —
Gefitinib+Nimotuzumab 1.02[0.24 -4.23 —_—
Docetaxel 0.99[0.48 -2.03 ——
Erlotinib+R1507 0.97[0.14 -6.16 —_—
Erlotinib+Sorafenib 0.91[0.18 -4.89 —_—
Paclitaxel 0.87[0.31 - 3.01 —
Vinflunine 0.78[0.2 - 3.06 —
Amrubicin 0.67[0.18 - 2.63 —
Pemetrexed+Matuzumab 0.44[0.01 -8.07 —_—
Vinorelbine 0.39[0.01 - 11.31 —_—
Entinostat+Erlotinib 0.32[0.03 - 2.42 —_—
Erlotinib+Dalotuzumab 0.31[0.01-4.45 —_—
Pralatrexate 0.3[0.03 -2.17 —_—
Cetuximab 0.25[0.01-7.24 _—
Placebo 0.2[0.06 - 0.59 —
AXL1717 0.06[0-1.25 —

0.011 0.044 0.177 0.707 2.830 15.00



Treatments vs. Docetaxel+Nintedanib OR[Crl 95%]

Cabozantinib 5.99[0.41 - 244.45 —
Docetaxel+PX-866 5.51[0.21 - 142.02 —
Paclitaxel+Bevacizumab 4.3[0.73-30.2 —
Docetaxel+Tamoxifen 2.51[0.5-12.48 ——
Erlotinib+Cabozantinib 2.38[0.12-97.13 —
Docetaxel+Aflibercept 2.28[0.56 - 9.32 ———
Pemetrexed+Vandetanib 2.26[0.52 -10.36 ———
Pemetrexed+Erlotinib 2.24[0.63 - 8.42 ———
Erlotinib+Pazopanib 2.14[0.33-17 ——
Erlotinib+Bevacizumab 1.99[0.43 -9.43 ——
Erlotinib+Fulvestrant 1.85[0.32-11.18 ——
Dacomitinib 1.68[0.45 - 6.65 —_—
Pembrolizumab 1.6[0.38 - 6.51 ——
Docetaxel+Selumetinib 1.58[0.44 -7.21 ——
Afatinib 1.52[0.3-8.33 ——
Nivolumab 1.5[043-54 ——
Docetaxel+Vandetanib 1.49[0.42 - 557 ——
Erlotinib+Sunitinib 1.49[0.36 - 6.46 ——
Pemetrexed+Sunitinib 1.41[0.23 - 8.95 ——
Erlotinib+Tivantinib 14[0.37-53 ——
Erlotinib+Figitumumab 1.37[0.27 -7.02 ——
Docetaxel+Ramucirumab 1.36[0.39 - 4.69 —_
Vandetanib 1.33[0.37 - 6.17 —_—
Pemetrexed+Cetuximab 1.32[0.27 - 6.55 ——
Tegafur/uracil+Gefitinib 1.2[0.24 - 5.86 ——
Nab-Paclitaxel 1.19[0.19 - 7.56 ——
Icotinib 1.13[0.26 - 4.85 ——
Pemetrexed+Sorafenib 1.1[0.16 - 7.58 ——
Gefitinib 1.08[0.36 - 3.22 ——
Erlotinib+Everolimus 1.07[0.18 - 6.75 ——
Sunitinib 1.02[0.16 - 6.55 ——
Docetaxel+Erlotinib 0.93[0.13-7.09 ——
Erlotinib 0.92[0.3-2.96 ——
Selumetinib 0.91[0.06 - 13.57 —
Pemetrexed+Nintedanib 0.9[0.2-4.18 ——
Docetaxel+Cetuximab 0.9[0.18 -4.37 ——
Pemetrexed 0.81[0.27 - 2.53 ——
Trametinib 0.78[0.14 - 4.75 ——
Erlotinib+Onartuzumab 0.76[0.18 - 3.44 ——
Gefitinib+Nimotuzumab 0.76 [0.15 - 3.81 ——
Topotecan 0.76 [0.19 - 3.04 —
Atezolizumab 0.75[0.21 - 2.61 ——
Docetaxel 0.74[0.26 - 2.07 e
Erlotinib+R1507 0.72[0.09 -5.24 ——
Erlotinib+Sorafenib 0.68[0.11 - 4.27 ——
Paclitaxel 0.65[0.19 - 2.79 ——
Vinflunine 0.59[0.12-2.79 ——
Amrubicin 0.5[0.11-2.36 ——
Pemetrexed+Matuzumab 0.33[0.01 -6.64 —_
Vinorelbine 0.29[0.01-9.29 —
Entinostat+Erlotinib 0.24[0.02-2.1 —
Erlotinib+Dalotuzumab 0.23[0.01-3.7 —
Pralatrexate 0.22[0.02 - 1.86 —
Cetuximab 0.19[0.01 -5.94 —_—
Placebo 0.15[0.04 - 0.55 ——
AXL1717 0.04[0-1.02 ——

0.011 0.177 2.00



Treatments vs. Docetaxel+Ramucirumab
Cabozantinib
Docetaxel+PX-866
Paclitaxel+Bevacizumab
Docetaxel+Tamoxifen
Erlotinib+Cabozantinib
Pemetrexed+Vandetanib
Docetaxel+Aflibercept
Pemetrexed+Erlotinib
Erlotinib+Pazopanib
Erlotinib+Bevacizumab
Erlotinib+Fulvestrant
Dacomitinib
Pembrolizumab
Docetaxel+Selumetinib
Afatinib

Nivolumab
Erlotinib+Sunitinib
Docetaxel+Vandetanib
Pemetrexed+Sunitinib
Erlotinib+Tivantinib
Erlotinib+Figitumumab
Vandetanib
Pemetrexed+Cetuximab
Tegafur/uracil+Gefitinib
Nab-Paclitaxel

Icotinib
Pemetrexed+Sorafenib
Gefitinib
Erlotinib+Everolimus
Sunitinib
Docetaxel+Nintedanib
Docetaxel+Erlotinib
Erlotinib

Selumetinib
Docetaxel+Cetuximab
Pemetrexed+Nintedanib
Pemetrexed

Trametinib

Topotecan
Erlotinib+Onartuzumab
Gefitinib+Nimotuzumab
Atezolizumab
Docetaxel
Erlotinib+R1507
Erlotinib+Sorafenib
Paclitaxel

Vinflunine

Amrubicin
Pemetrexed+Matuzumab
Vinorelbine
Entinostat+Erlotinib
Erlotinib+Dalotuzumab
Pralatrexate

Cetuximab

Placebo

AXL1717

44

OR[Crl 95%]

1[0.37 - 166.67
4.09[0.17 - 95.77
3.15[0.63 - 19.28

1.84[0.45 - 7.81

1.74[0.1 - 66.35

1.67[0.46 - 6.47

1.67 [0.51 - 5.61

1.65[0.59 - 4.98
1.57[0.28 - 10.88

1.47[0.38 - 5.97

1.36[0.28 - 7.07

1.23[0.42 - 3.91

1.18[0.35 - 3.94

1.17[0.4 - 4.34

1.12[0.26 - 5.1

1.11[0.4 - 3.16

1.1[0.33-3.9

1.1[0.39 - 3.27

1.04[0.2-5.8

1.03[0.34 - 3.15

1.01[0.24 - 4.35

0.97[0.34 - 3.75

0.96[0.25 - 4.1

0.89[0.21 - 3.59

0.88[0.17 - 4.79

0.83[0.23-3

0.81[0.14 - 4.91

0.79[0.35- 1.8

0.78 [0.16 - 4.25

0.75[0.14 - 4.15

0.74[0.21 - 2.59

0.69[0.11 - 4.6

0.68[0.29 - 1.67

0.67[0.05 - 9.1

0.66[0.16 - 2.71

0.66[0.18 - 2.52

0.6[0.27 - 1.43

0.57[0.12 - 3.07

0.56[0.17 - 1.83

0.56[0.16 - 2.1

0.56[0.13 - 2.38

0.55[0.2 - 1.53

0.55[0.27 - 1.13

0.53[0.08 - 3.43

0.5[0.1-2.71
0.48[0.17 - 1.7
0.43[0.11 - 1.69
0.37[0.1 - 1.45

0.25[0.01 - 4.43

0.22[0.01 - 6.25

0.18 [0.02 - 1.34

0.17 [0 - 2.44
0.17[0.02-1.2
0.14[0-4.08

0.11[0.03 - 0.33

0.03[0-0.69
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Treatments vs. Afatinib
Cabozantinib
Docetaxel+PX-866
Paclitaxel+Bevacizumab
Docetaxel+Tamoxifen
Erlotinib+Cabozantinib
Docetaxel+Aflibercept
Pemetrexed+Vandetanib
Pemetrexed+Erlotinib
Erlotinib+Pazopanib
Erlotinib+Bevacizumab
Erlotinib+Fulvestrant
Dacomitinib
Docetaxel+Selumetinib
Pembrolizumab
Nivolumab
Docetaxel+Vandetanib
Erlotinib+Sunitinib
Pemetrexed+Sunitinib
Erlotinib+Tivantinib
Erlotinib+Figitumumab
Docetaxel+Ramucirumab
Vandetanib
Pemetrexed+Cetuximab
Tegafur/uracil+Gefitinib
Nab-Paclitaxel
Icotinib
Pemetrexed+Sorafenib
Gefitinib
Erlotinib+Everolimus
Sunitinib
Docetaxel+Nintedanib
Docetaxel+Erlotinib
Erlotinib

Selumetinib
Pemetrexed+Nintedanib
Docetaxel+Cetuximab
Pemetrexed

Trametinib

Topotecan
Gefitinib+Nimotuzumab
Erlotinib+Onartuzumab
Atezolizumab

Docetaxel
Erlotinib+R1507
Erlotinib+Sorafenib
Paclitaxel

Vinflunine

Amrubicin
Pemetrexed+Matuzumab
Vinorelbine
Entinostat+Erlotinib
Erlotinib+Dalotuzumab
Pralatrexate

Cetuximab

Placebo

AXL1717

w

OR[Crl 95%)]
.27 - 152.93
.13 -100.58
0.4 -22.31
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Treatments vs. Cabozantinib OR[Crl 95%]

Docetaxel+PX-866 0.87[0.01 - 48.86
Paclitaxel+Bevacizumab 0.72[0.01 - 14.06
Docetaxel+Tamoxifen 0.41[0.01-6.76
Erlotinib+Cabozantinib 0.41[0.04 -2.76
Pemetrexed+Vandetanib 0.38[0.01 - 5.46
Pemetrexed+Erlotinib 0.38[0.01 - 4.53
Docetaxel+Aflibercept 0.38[0.01-5
Erlotinib+Pazopanib 0.36 [ 0.01 - 6.69
Erlotinib+Bevacizumab 0.34[0.01-4.48
Erlotinib+Fulvestrant 0.31[0.01 -4.97
Dacomitinib 0.29[0.01-3.28
Docetaxel+Selumetinib 0.27[0.01 - 3.71
Pembrolizumab 0.26 [ 0.01 - 3.55
Afatinib 0.26[0.01 - 3.67
Erlotinib+Sunitinib 0.25[0.01 - 3.07
Nivolumab 0.25[0.01-3.14
Docetaxel+Vandetanib 0.25[0.01 - 3.15
Pemetrexed+Sunitinib 0.24[0.01 - 3.92
Erlotinib+Tivantinib 0.24[0.01 -2.71
Vandetanib 0.23[0.01 - 2.
Erlotinib+Figitumumab 0.23[0.01 -
Docetaxel+Ramucirumab 0.23[0.01 -
Pemetrexed+Cetuximab 0.22[0.01 -

Nab-Paclitaxel
Tegafur/uracil+Gefitinib
Icotinib

Gefitinib 0.1
Pemetrexed+Sorafenib
Erlotinib+Everolimus
Sunitinib
Docetaxel+Nintedanib
Docetaxel+Erlotinib
Erlotinib
Pemetrexed+Nintedanib
Docetaxel+Cetuximab
Selumetinib
Pemetrexed

Trametinib
Erlotinib+Onartuzumab
Gefitinib+Nimotuzumab
Topotecan
Atezolizumab
Docetaxel
Erlotinib+R1507
Erlotinib+Sorafenib
Paclitaxel

Vinflunine

Amrubicin
Pemetrexed+Matuzumab
Vinorelbine
Entinostat+Erlotinib
Pralatrexate
Erlotinib+Dalotuzumab
Cetuximab

Placebo

AXL1717
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Treatments vs. Erlotinib+Cabozantinib
Cabozantinib
Docetaxel+PX-866
Paclitaxel+Bevacizumab
Docetaxel+Tamoxifen
Pemetrexed+Vandetanib
Docetaxel+Aflibercept
Pemetrexed+Erlotinib
Erlotinib+Pazopanib
Erlotinib+Bevacizumab
Erlotinib+Fulvestrant
Dacomitinib
Docetaxel+Selumetinib
Pembrolizumab

Afatinib

Nivolumab
Erlotinib+Sunitinib
Docetaxel+Vandetanib
Pemetrexed+Sunitinib
Erlotinib+Tivantinib
Vandetanib
Docetaxel+Ramucirumab
Erlotinib+Figitumumab
Pemetrexed+Cetuximab
Tegafur/uracil+Gefitinib
Nab-Paclitaxel

Icotinib
Pemetrexed+Sorafenib
Gefitinib
Erlotinib+Everolimus
Sunitinib
Docetaxel+Nintedanib
Docetaxel+Erlotinib
Erlotinib
Pemetrexed+Nintedanib
Docetaxel+Cetuximab
Selumetinib
Pemetrexed

Trametinib
Erlotinib+Onartuzumab
Atezolizumab
Topotecan

Docetaxel
Gefitinib+Nimotuzumab
Erlotinib+R1507
Erlotinib+Sorafenib
Paclitaxel

Vinflunine

Amrubicin
Pemetrexed+Matuzumab
Vinorelbine
Entinostat+Erlotinib
Pralatrexate
Erlotinib+Dalotuzumab
Cetuximab

Placebo

AXL1717

OR[Crl 95%)]
2.46[0.36 - 23.22
2.31[0.02 - 160.45

1.83[0.04 - 47.75
1.05[0.03 - 22.29
0.96 [ 0.02 - 19.47
0.96 [ 0.02 - 17.89
0.95[0.03 - 17.06
0.91[0.02 - 22
0.85[0.02 - 16.18
0.77[0.02 - 17.08
0.71[0.02 - 12.18
0.69[0.02 - 12.91
0.67 [0.02 - 12.43
0.64 [ 0.02 - 12.69
0.64[0.02-11.3
0.64[0.02 - 10.9
0.64[0.02 - 11.54
0.6[0.01 - 13.42
0.59[0.02 - 9.87
0.58 [ 0.02 - 10.52
0.57 [0.02 - 10.16
0.57[0.01 - 11.19
0.56 [ 0.01 - 11.27
0.51[0.01-9.95
0.5[0.01 - 12.23
0.48[0.01-8.77
0.46[0.01 - 11.63
0.46[0.01-7.36
0.45[0.01 - 9.94
0.43[0.01 - 9.91
0.42[0.01-8.26
0.4[0.01-9.36
0.39[0.01 - 6.09
0.38[0.01-7.56
0.37[0.01-8
0.37[0.01 - 15.52
0.35[0.01 - 5.65
0.33[0.01-7.43
0.32[0.01 - 5.99
0.32[0.01-55
0.32[0.01-6.1
0.32[0.01 - 5.08
0.32[0.01 - 6.61
0.3[0.01-755
0.28 [0.01 - 6.24
0.28[0.01 - 5.37
0.25[0.01 - 4.97
0.22[0-4.35
0.14[0-6.37
0.12[0 - 10.58
0.1[0-28
0.09[0 - 2.47
0.09[0 - 4.01
0.07[0-6.28
0.06 [0 - 1.07
0.02[0-1.13
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Treatments vs. Placebo
Cabozantinib
Docetaxel+PX-866
Paclitaxel+Bevacizumab
Docetaxel+Tamoxifen
Erlotinib+Cabozantinib
Pemetrexed+Vandetanib
Docetaxel+Aflibercept
Pemetrexed+Erlotinib
Erlotinib+Pazopanib
Erlotinib+Bevacizumab
Erlotinib+Fulvestrant
Dacomitinib
Docetaxel+Selumetinib
Pembrolizumab

Afatinib

Nivolumab
Docetaxel+Vandetanib
Erlotinib+Sunitinib
Pemetrexed+Sunitinib
Erlotinib+Tivantinib
Erlotinib+Figitumumab
Docetaxel+Ramucirumab
Vandetanib
Pemetrexed+Cetuximab
Tegafur/uracil+Gefitinib
Nab-Paclitaxel

Icotinib
Pemetrexed+Sorafenib
Gefitinib
Erlotinib+Everolimus
Sunitinib
Docetaxel+Nintedanib
Docetaxel+Erlotinib
Erlotinib

Selumetinib
Pemetrexed+Nintedanib
Docetaxel+Cetuximab
Pemetrexed

Trametinib
Gefitinib+Nimotuzumab
Topotecan
Erlotinib+Onartuzumab
Atezolizumab

Docetaxel
Erlotinib+R1507
Erlotinib+Sorafenib
Paclitaxel

Vinflunine

Amrubicin
Pemetrexed+Matuzumab
Vinorelbine
Entinostat+Erlotinib
Erlotinib+Dalotuzumab
Pralatrexate

Cetuximab

AXL1717

ORI[Crl 95%)]
41.1[3.43 - 1559.31
38.24[1.56 - 928.9
29.49[5.51-192.48
17.17[3.86 - 81.45
16.36 [ 0.93 - 638.42
15.66 [4.17 - 63.12
15.63 [ 4.36 - 58.73
15.5[5.36 - 47.8
14.57 [ 2.66 - 102.41
13.61[3.69 - 54.43
12.63 [ 2.69 - 66.09
11.48[4.46 - 33.25
10.99[ 3.35 - 44.08
10.94[2.98 - 41.1
10.42[2.52 - 47.09
10.3[3.41 - 33.65
10.27 [ 3.34 - 34.61
10.26 [ 3.16 - 35.59
9.73[1.82 - 56.43
9.57[3.35-28.85
9.33[2.28 - 40.21
9.29[3.04 - 29.31
9.16 [ 3.2 - 33.52
9.03[2.2 - 40.21
8.27[1.99 - 34.33
8.23[1.52 - 46.39
7.74[2.15 - 28.33
1.28 - 47.99
3.28 -17.71
1.48 - 39.88
1.29 - 40.29
1.82 - 26.87
1.03-42.44
2.85-15.52
0.46 - 86.14
1.65 - 24.56
1.39 - 27.85
2.37 - 14.41
1.02 - 31.16
1.22 -22.71
1.47 - 19.49
1.54 -19.14
A[1.7-16.3
2.18 - 12.72
0.73 - 31.85
0.94 - 25.13
142 -17.44
0.94 - 17.69
0.82 -14.85
0.07 - 43.03
0.07 - 63.12
0.16 - 12.45
0.04 - 22.76
3[0.15-10.9
0.04 - 39.41
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Selumetinib
Docetaxel+Erlotinib
Erlotinib+Dalotuzumab
Placebo

Pralatrexate

Erlotinib
Pemetrexed+Nintedanib
Afatinib
Pemetrexed+Vandetanib
Dacomitinib
Entinostat+Erlotinib
Pemetrexed
Erlotinib+Sunitinib
Erlotinib+Bevacizumab
Erlotinib+Tivantinib
Vandetanib
Erlotinib+Pazopanib
Icotinib
Erlotinib+Onartuzumab
Amrubicin

Gefitinib

Sunitinib
Pemetrexed+Cetuximab
Pemetrexed+Erlotinib
Erlotinib+R1507
Pembrolizumab
Erlotinib+Figitumumab
Docetaxel+Ramucirumab
Nivolumab
Atezolizumab
Docetaxel+Nintedanib
Docetaxel+Vandetanib
Pemetrexed+Sunitinib

Pemetrexed+Sorafenib
Erlotinib+Everolimus
Docetaxel+Cetuximab
Docetaxel+Aflibercept
Docetaxel+Selumetinib

Trametinib
Cabozantinib
Cetuximab
Erlotinib+Cabozantinib

ORI[Crl 95%)]
0.13[0-1.42]
0.24[0.06 - 0.93 ]
0.35[0.08 - 1.32]
0.44[0.15-1.33]
0.45[0.15 - 1.57 ]
0.45[0.19 - 1.16]
0.47[0.2-1.13]
0.48[0.18 - 1.38]
0.48[02-12]
0.51[0.2-1.39]
0.52[0.15 - 1.88]
0.53[0.26 - 1.09]
0.55[0.21 - 1.53]
0.56[0.21 - 1.63]
0.57[0.21 - 1.59]
0.61[0.23 - 1.73]
0.64[0.19-2.16]
0.64[0.25 - 1.64]
0.66[0.19 - 2.37]
0.68[0.29 - 1.52]
0.76 [ 0.56 - 1.06 ]
0.8[0.27 - 2.77]
0.87[0.37 - 2.06 ]
0.91[0.38-2.17]
0.93[0.21-3.86]
0.97[0.59 - 1.59 ]
0.97[0.35 - 2.82]
0.99[0.69 - 1.43]
1.02[0.68 - 1.47 ]
1.03[0.72 - 1.48]
113[0.73 - 1.74]
1.22[0.78 - 1.89]
12704 -4.42]
1.33[0.37 - 4.91]
1.47[0.42 -5.37]
1.65[0.94 - 2.96 ]
1.7411.08 - 2.72
2.15[1.38 - 3.43 ]
2.17[0.88 - 5.66 ]
2.2[0.61-94]
2.41[0.51-13.68]
242[064-10]

(d) Serious adverse events
Treatments vs. Docetaxel

rrrrrrrrr1
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Treatments vs. Pemetrexed
Selumetinib
Docetaxel+Erlotinib
Erlotinib+Dalotuzumab
Placebo

Erlotinib

Pralatrexate
Pemetrexed+Nintedanib
Afatinib
Pemetrexed+Vandetanib
Dacomitinib
Entinostat+Erlotinib
Erlotinib+Sunitinib
Erlotinib+Bevacizumab
Erlotinib+Tivantinib
Vandetanib
Erlotinib+Pazopanib
Icotinib
Erlotinib+Onartuzumab
Amrubicin

Gefitinib

Sunitinib
Pemetrexed+Cetuximab
Erlotinib+R1507
Pemetrexed+Erlotinib
Pembrolizumab
Erlotinib+Figitumumab
Docetaxel+Ramucirumab
Docetaxel

Nivolumab
Atezolizumab
Docetaxel+Nintedanib
Docetaxel+Vandetanib
Pemetrexed+Sunitinib
Pemetrexed+Sorafenib
Erlotinib+Everolimus
Docetaxel+Cetuximab
Docetaxel+Aflibercept
Docetaxel+Selumetinib
Trametinib

Cabozantinib
Erlotinib+Cabozantinib
Cetuximab

' OR[Crl 95%]
0.26[0.01 -2.32]
0.44[0.12 - 1.47]

0.65[0.17 -2.1]
0.81[0.34 -2.03]
0.85[0.44 - 1.71]

0.85[0.3-239]
0.88[0.53 - 1.43]
0.89[0.39 - 2.06 ]
0.9[0.54-15]
0.95[0.45 - 2.06 ]
0.97[0.33-2.94]
1.04[0.48 - 2.26 ]
1.05[0.46 - 2.49]
1.06 [ 0.48 - 2.38 ]
1.14[0.49 - 2.56 ]
1.19[0.43 - 3.33]
1.19[0.39 - 3.73]
1.25[0.44 - 3.64
1.27[0.42-3.8]
1.43[0.69 - 2.88 |
1.53[0.59 - 3.91]
1.62[0.99 - 2.68]
1.71[0.48 - 6.49 ]
1.72[1-2.86]
1.82[0.75 - 4.36 ]
1.84[0.79 - 4.22 ]
1.86[0.83 - 4.17 ]
1.87[0.92 - 3.83]
1.9[0.8-4.3]
1.94[0.87 - 4.33]
2.11[0.91 - 4.81]
2.28[0.97 -5.22]
2.39[0.89-6.29]
2.45[0.85-7.24]
2.72[0.88-8.34]
3.12[1.23-7.82]
3.23[1.37 - 7.54]
4.04[1.65-9.48]

4.08[1.18 - 13.14]

4.16[1.26 - 15.77 ]

4.44[1.38-17.01]

454 [1.14 - 19.43]

rrrrrrrrri
0.0880.1770.3540.707 1.410



Treatments vs. Erlotinib
Selumetinib
Docetaxel+Erlotinib
Erlotinib+Dalotuzumab
Placebo

Pralatrexate
Pemetrexed+Nintedanib
Afatinib
Pemetrexed+Vandetanib
Dacomitinib
Entinostat+Erlotinib
Pemetrexed
Erlotinib+Sunitinib
Erlotinib+Tivantinib
Erlotinib+Bevacizumab
Vandetanib
Erlotinib+Pazopanib
Icotinib
Erlotinib+Onartuzumab
Amrubicin

Gefitinib

Sunitinib
Pemetrexed+Cetuximab
Pemetrexed+Erlotinib
Erlotinib+R1507
Pembrolizumab
Erlotinib+Figitumumab
Docetaxel+Ramucirumab
Docetaxel

Nivolumab
Atezolizumab
Docetaxel+Nintedanib
Docetaxel+Vandetanib
Pemetrexed+Sunitinib
Pemetrexed+Sorafenib
Erlotinib+Everolimus
Docetaxel+Cetuximab
Docetaxel+Aflibercept
Docetaxel+Selumetinib
Trametinib

Cabozantinib
Erlotinib+Cabozantinib
Cetuximab

ORI[Crl 95%)]
0.31[0.01 - 3.03]
0.52[0.18 - 1.45]
0.76 [0.27 - 2.06 ]
0.96[0.52 - 1.78]

1[0.49 - 2.03]
1.03[0.45 - 2.37]
1.05[0.65 - 1.72]
1.06 [ 0.45 - 2.51]
112[0.77 - 1.64
1.14[0.51 - 2.57 ]
1.180.59 - 2.28 |
1.23[0.82-1.79]

1.24[0.8-1.95]
1.240.76 - 2.02 ]
1.34[0.84 - 2.15]
1.38[0.67 - 2.94]
1.4[0.39-4.98]
1.45[0.67 - 3.28 ]
1.47[0.43 -5.11]
1.67[0.65-4.1]
1.78[0.59 - 5.57 ]
1.91[0.83 -4.34]
2.02[0.98 - 4.01]
2.02[0.7 - 5.81]
2.14[0.74 -5.91]
214[1.31-3.55]
2.19[0.8-567]
2.2[0.86 - 5.21]
2.23[0.81-5.83]
2.26[0.83 - 5.85]
2.49[0.89 - 6.71]
2.67[0.94-7.22]
2.77[0.89 -9.04]
2.94[0.75-10.17 ]
3.23[1.36-7.65]
3.61[1.25-10.78]
3.78[1.35-10.26 ]
478[1.7-13]
4.86[1.26-17.5]
4.91[1.79 - 14.82]
5.24[1.9 - 16.33]
5.34[1.11-25.15]

rrrrrrrrrr1
0.088 0.177 0.354 0.707 1.410



Treatments vs. Gefitinib
Selumetinib
Docetaxel+Erlotinib
Erlotinib+Dalotuzumab
Placebo

Pralatrexate

Erlotinib
Pemetrexed+Nintedanib
Afatinib
Pemetrexed+Vandetanib
Dacomitinib
Entinostat+Erlotinib
Pemetrexed
Erlotinib+Sunitinib
Erlotinib+Bevacizumab
Erlotinib+Tivantinib
Vandetanib
Erlotinib+Pazopanib
Icotinib
Erlotinib+Onartuzumab
Amrubicin

Sunitinib
Pemetrexed+Cetuximab
Pemetrexed+Erlotinib
Erlotinib+R1507
Pembrolizumab
Erlotinib+Figitumumab
Docetaxel+Ramucirumab
Docetaxel

Nivolumab
Atezolizumab
Docetaxel+Nintedanib
Docetaxel+Vandetanib
Pemetrexed+Sunitinib
Pemetrexed+Sorafenib
Erlotinib+Everolimus
Docetaxel+Cetuximab
Docetaxel+Aflibercept
Docetaxel+Selumetinib
Trametinib

Cabozantinib
Erlotinib+Cabozantinib
Cetuximab

ORI[Crl 95%)]
0.18[0.01-1.89]
0.31[0.08 - 1.23]

0.46[0.1-1.72]
0.57[0.19-1.74]
0.59[0.19 - 2.04 ]
0.6[0.24 - 1.53]
0.62[0.26 - 1.52]
0.63[0.23 - 1.81]
0.63[0.27-16]
0.67[0.25-1.82]
0.68[0.2-247]
0.7[0.35-1.45]
0.74[0.27 - 1.99]
0.75[0.26 - 2.13 ]
0.75[0.27 - 2.1]
0.81[0.29 -2.29]
0.83[0.25-2.79]
0.84[0.35 - 2.02]
0.87[0.25-3.1]
0.89[0.36 - 2.11]
1.06[0.34 - 3.54 ]
1.140.48 - 2.73]
1.2[05-29]
1.22[0.28 -5.09]
1.28[0.7 - 2.27]
1.3[0.45-3.67]
1.31[0.79-2.1]
1.32[0.94 - 1.78]
1.34[0.79 - 2.14]
1.37[0.83 -2.14]
1.5[0.85-2.5]
1.61[0.92-2.71]
1.69[0.52 -5.92]
1.73[0.48 -6.4]
1.94[0.54 - 6.96 ]
2.19[1.11-4.15]
2.28[1.27 -3.88]
2.81[1.63-4.91]
2.85[1.1-7.74]
2.9[0.79 - 12.39]
3.18[0.83 - 13.12]
3.18[0.66 - 17.67 ]

r—rrrrrrr1
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Treatments vs. Nivolumab
Selumetinib
Docetaxel+Erlotinib
Erlotinib+Dalotuzumab
Placebo

Erlotinib

Pralatrexate
Pemetrexed+Nintedanib
Pemetrexed+Vandetanib
Afatinib

Dacomitinib
Entinostat+Erlotinib
Pemetrexed
Erlotinib+Sunitinib
Erlotinib+Bevacizumab
Erlotinib+Tivantinib
Vandetanib
Erlotinib+Pazopanib
Icotinib
Erlotinib+Onartuzumab
Amrubicin

Gefitinib

Sunitinib
Pemetrexed+Cetuximab
Pemetrexed+Erlotinib
Erlotinib+R1507
Pembrolizumab
Erlotinib+Figitumumab
Docetaxel+Ramucirumab
Docetaxel
Atezolizumab
Docetaxel+Nintedanib
Docetaxel+Vandetanib
Pemetrexed+Sunitinib
Pemetrexed+Sorafenib
Erlotinib+Everolimus
Docetaxel+Cetuximab
Docetaxel+Aflibercept
Docetaxel+Selumetinib
Trametinib

Cabozantinib
Cetuximab
Erlotinib+Cabozantinib

' ORI[Crl 95%)]
0.13[0 - 1.47]
0.23[0.05-0.96]
0.34[0.08 - 1.39]
0.43[0.14-14]
0.45[0.17 - 1.23]
0.45[0.13 - 1.63]
0.46[0.18 - 1.27]
0.47[0.18-1.3]
0.47[0.16 - 1.46 ]
0.51[0.18 - 1.48]
0.51[0.14 - 1.96 ]
0.52[0.23 - 1.25]
0.55[0.19 - 1.62]
0.56[0.19 - 1.73]
0.56[0.19 - 1.66 ]
0.6[0.2-1.85]
0.62[0.18 -2.2]
0.63[0.24 - 1.75]
0.66[0.18 - 2.46 |
0.67[0.27 - 1.62]
0.75[0.47 = 1.27]
0.79[0.25-2.9]
0.86[0.33 - 2.25]
0.89[0.35-2.39]
0.92[0.2-4.01]
0.95[0.52 - 1.81]
0.96[0.32-3]
0.97[0.59 - 1.68 ]
0.98[0.68 - 1.46 ]
1.01[0.61-1.75]
1.11[0.63 - 2.02]
1.19[0.68 - 2.19]
1.24[0.38 - 4.69]
1.3[0.34-5.11]
1.43[0.39 - 5.67
1.63[0.82-3.3]
1.69[0.94 - 3.15]
2.09[1.19-3.95]
2.11[0.84 - 6.08 ]
2.16 [0.56 - 9.76 ]
2.36[0.48 - 14.32]
2.37[0.6-10.3]

rrrrrrrrri
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Treatments vs. Pembrolizumab
Selumetinib
Docetaxel+Erlotinib
Erlotinib+Dalotuzumab
Placebo

Erlotinib

Pralatrexate
Pemetrexed+Nintedanib
Afatinib
Pemetrexed+Vandetanib
Dacomitinib
Entinostat+Erlotinib
Pemetrexed
Erlotinib+Sunitinib
Erlotinib+Bevacizumab
Erlotinib+Tivantinib
Vandetanib
Erlotinib+Pazopanib
Icotinib
Erlotinib+Onartuzumab
Amrubicin

Gefitinib

Sunitinib
Pemetrexed+Cetuximab
Pemetrexed+Erlotinib
Erlotinib+R1507
Erlotinib+Figitumumab
Docetaxel+Ramucirumab
Docetaxel

Nivolumab
Atezolizumab
Docetaxel+Nintedanib
Docetaxel+Vandetanib
Pemetrexed+Sunitinib
Pemetrexed+Sorafenib
Erlotinib+Everolimus
Docetaxel+Cetuximab
Docetaxel+Aflibercept
Docetaxel+Selumetinib
Cabozantinib

Trametinib

Cetuximab
Erlotinib+Cabozantinib

ORI[Crl 95%)]
0.14[0-155]
0.2410.05 - 1.06 ]
0.36[0.08 - 1.52]
0.45[0.14 - 1.54]
0.47[0.17 - 1.35]
0.47[0.13-1.77]
0.48[0.18 - 1.33]
0.5[0.16-16]
0.5[0.18 - 1.41]
0.53[0.18 = 1.65]
0.53[0.14 - 2.14]
0.55[0.23 - 1.33]
0.57[0.19-1.76]
0.58[0.19 - 1.86]
0.59[0.19 - 1.84]
0.63[0.2-2]
0.66[0.18 - 2.44 ]
0.66[0.23-1.9]
0.68[0.18 -2.7]
0.7[0.26 -1.77]
0.78[0.44 - 1.43]
0.83[0.25-3.1]
0.89[0.33 - 2.47
0.94[0.35-2.59]
0.95[0.21 - 4.36]
1[0.32-3.27]
1.03[0.55-1.9]
1.03[0.63 - 1.69]
1.05[0.55 - 1.93 ]
1.06[0.58 - 1.96 ]
116 [0.61 - 2.26 ]
1.26 [ 0.65 - 2.43 ]
1.31[0.37 - 5.06]
1.37[0.34 - 5.54]
1.53[0.39-5.95]
1.71[0.8 - 3.68 ]
1.79[0.89 - 3.49]
2.21[1.14-4.41]
2.25[0.57 - 10.95]
2.26[0.81-66]
247105 -15.36]
2.49[0.6-11.25]

rrrrrrrrri
0.088 0.250 0.707 2.00



Treatments vs. Atezolizumab
Selumetinib
Docetaxel+Erlotinib
Erlotinib+Dalotuzumab
Placebo

Pralatrexate

Erlotinib
Pemetrexed+Nintedanib
Pemetrexed+Vandetanib
Afatinib

Dacomitinib
Entinostat+Erlotinib
Pemetrexed
Erlotinib+Sunitinib
Erlotinib+Bevacizumab
Erlotinib+Tivantinib
Vandetanib

Icotinib
Erlotinib+Pazopanib
Erlotinib+Onartuzumab
Amrubicin

Gefitinib

Sunitinib
Pemetrexed+Cetuximab
Pemetrexed+Erlotinib
Erlotinib+R1507
Erlotinib+Figitumumab
Pembrolizumab
Docetaxel+Ramucirumab
Docetaxel

Nivolumab
Docetaxel+Nintedanib
Docetaxel+Vandetanib
Pemetrexed+Sunitinib
Pemetrexed+Sorafenib
Erlotinib+Everolimus
Docetaxel+Cetuximab
Docetaxel+Aflibercept
Docetaxel+Selumetinib
Trametinib

Cabozantinib
Erlotinib+Cabozantinib
Cetuximab

'OR[Crl 95%]
0.13[0-1.41]
0.23[0.05-0.95]
0.34[0.07 - 1.36]
0.43[0.14 - 1.36]
0.44[0.14 - 1.59 ]
0.44[0.17-12]
0.45[0.18 = 1.17]
0.47[0.18 - 1.24]
0.47[0.16 - 1.42]
0.5[0.18 - 1.44]
0.5[0.14-1.91]
0.52[0.23-1.15]
0.54[0.19 - 1.56]
0.55[0.19 - 1.67 ]
0.56[0.19 - 1.64]
0.59[0.2-1.79]
0.61[0.24-1.7]
0.62[0.18 -2.19]
0.64[0.18 - 2.41]
0.66[0.26 - 1.57 ]
0.73[0.47 - 1.21]
0.79[0.24 - 2.83]
0.84[0.33 - 2.15]
0.88[0.34 - 2.26]
0.9[02-39]
0.94[0.32-2.92]
0.94[0.51-1.72]
0.96[0.58 - 1.61]
0.97[0.68 - 1.38]
0.99[0.57 - 1.65]
1.1[0.62-1.92]
1.18[0.67 - 2.06]
1.23[0.37-4.5]
1.29[0.34-5.02]
1.43[0.38 - 5.48]
1.6[0.83-3.17]
1.68[0.94 - 3]
2.08[1.19-3.8]
2.11[0.82-5.81]
2.12[0.56 - 9.5]
2.32[0.59 - 10.1]
2.33[0.48 - 13.74]

rrrrrrrrri
0.088 0.250 0.707 2.00



Treatments vs. Docetaxel+Nintedanib
Selumetinib
Docetaxel+Erlotinib
Erlotinib+Dalotuzumab
Placebo

Pralatrexate

Erlotinib
Pemetrexed+Nintedanib
Pemetrexed+Vandetanib
Afatinib

Dacomitinib
Entinostat+Erlotinib
Pemetrexed
Erlotinib+Sunitinib
Erlotinib+Bevacizumab
Erlotinib+Tivantinib
Vandetanib
Erlotinib+Pazopanib
Icotinib
Erlotinib+Onartuzumab
Amrubicin

Gefitinib

Sunitinib
Pemetrexed+Cetuximab
Pemetrexed+Erlotinib
Erlotinib+R1507
Pembrolizumab
Erlotinib+Figitumumab
Docetaxel+Ramucirumab
Docetaxel

Nivolumab
Atezolizumab
Docetaxel+Vandetanib
Pemetrexed+Sunitinib
Pemetrexed+Sorafenib
Erlotinib+Everolimus
Docetaxel+Cetuximab
Docetaxel+Aflibercept
Docetaxel+Selumetinib
Trametinib

Cabozantinib
Erlotinib+Cabozantinib
Cetuximab

OR[Crl 95%]
0.12[0-1.32]
0.21[0.05-0.88]
0.31[0.07 - 1.24]
0.38[0.12 - 1.28]
0.4[0.12-1.45]
0.4[0.15-1.13]
0.41[0.16 - 1.11]
0.42[0.16 - 1.17]
0.42[0.14 - 1.33]
0.45[0.16 - 1.35]
0.45[0.12-1.78]
0.47[021-1.1]
0.49[0.17 - 1.46]
0.5[0.16 - 1.56]
0.51[0.17 - 1.52]
0.54[0.18-1.69]
0.56[0.16 - 2.03]
0.57[0.21-1.59]
0.59[0.16 - 2.23]
0.6[0.24 - 1.47]
0.67[0.4-1.17]
0.71[0.22-2.63]
0.77[0.3-2.03]
0.81[0.31-2.12]
0.82[0.18 - 3.64]
0.86[0.44 - 1.65]
0.86[0.29-2.7]
0.88[0.49 - 1.56]
0.88[0.57 - 1.37]
0.9[0.5-159]
0.91[0.52-1.61]
1.07[0.58 - 1.99]
1.12[0.33 -4.19]
1.17[0.3 - 4.63]
1.31[0.34 - 5.03]
1.47[0.73-2.99]
1.53[0.81-2.88]
1.89[1.04-3.6]
1.92[0.71-55]
1.94[0.5-8.87]
2.13[0.53-9.37]
2.14[0.42 - 12.88 ]

HHm{Hmimlmemmwum
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Treatments vs. Docetaxel+Ramucirumab
Selumetinib
Docetaxel+Erlotinib
Erlotinib+Dalotuzumab
Placebo

Erlotinib

Pralatrexate
Pemetrexed+Nintedanib
Afatinib
Pemetrexed+Vandetanib
Dacomitinib
Entinostat+Erlotinib
Pemetrexed
Erlotinib+Sunitinib
Erlotinib+Bevacizumab
Erlotinib+Tivantinib
Vandetanib
Erlotinib+Pazopanib
Icotinib
Erlotinib+Onartuzumab
Amrubicin

Gefitinib

Sunitinib
Pemetrexed+Cetuximab
Pemetrexed+Erlotinib
Erlotinib+R1507
Pembrolizumab
Erlotinib+Figitumumab
Docetaxel

Nivolumab
Atezolizumab
Docetaxel+Nintedanib
Docetaxel+Vandetanib
Pemetrexed+Sunitinib
Pemetrexed+Sorafenib
Erlotinib+Everolimus
Docetaxel+Cetuximab
Docetaxel+Aflibercept
Docetaxel+Selumetinib
Trametinib
Cabozantinib
Erlotinib+Cabozantinib
Cetuximab

ORI[Crl 95%)]
0.14[0-1.49]
0.24[0.05 - 0.99]
0.35[0.08 - 1.41]
0.44[0.14 - 1.43]
0.46[0.18 - 1.25]
0.46[0.14 - 1.64]
0.47[0.19-1.21]
0.48[0.16 - 1.47]
0.48[0.19 - 1.3]
0.52[0.19 - 1.51]
0.52[0.14 - 1.98]
054[0.24-12]
056[0.2-163]
0.57[0.19 - 1.73]
058[0.2-1.71]
062[0.21-187]
0.64[0.19-2.28]
0.64[0.24 - 1.79]
0.68[0.19 - 2.51]
0.69[0.27 - 1.64]
0.76[0.48 - 1.27]
0.81[0.25-2.84]
0.88[0.34 - 2.25]
0.92[0.36 - 2.35]
0.93[0.21 - 4.06]
0.97[0.53-1.81]
0.98[0.33 - 3.05]
1.01[0.7 - 1.46]
1.03[0.6-1.71]
1.04[0.62 - 1.74]
1.14[0.64 - 2.02]
1.23[0.69 - 2.18]
1.28[0.38 - 4.7]
1.33[0.34 - 5.21]
1.49[04-55]
1.67[0.85-3.3]
1.7410.96 - 3.13]
2.16[1.21-3.95]
2.19[0.84-6.18]
2.22[0.57 - 10.02]
2.43[0.61-1056]
24405 - 14.59]
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Treatments vs. Afatinib
Selumetinib
Docetaxel+Erlotinib
Erlotinib+Dalotuzumab
Placebo

Erlotinib

Pralatrexate
Pemetrexed+Nintedanib
Pemetrexed+Vandetanib
Dacomitinib
Entinostat+Erlotinib
Pemetrexed
Erlotinib+Sunitinib
Erlotinib+Bevacizumab
Erlotinib+Tivantinib
Vandetanib
Erlotinib+Pazopanib
Icotinib
Erlotinib+Onartuzumab
Amrubicin

Gefitinib

Sunitinib
Pemetrexed+Cetuximab
Pemetrexed+Erlotinib
Erlotinib+R1507
Pembrolizumab
Erlotinib+Figitumumab
Docetaxel+Ramucirumab
Docetaxel

Nivolumab
Atezolizumab
Docetaxel+Nintedanib
Docetaxel+Vandetanib
Pemetrexed+Sunitinib
Pemetrexed+Sorafenib
Erlotinib+Everolimus
Docetaxel+Cetuximab
Docetaxel+Aflibercept
Docetaxel+Selumetinib
Trametinib

Cabozantinib
Erlotinib+Cabozantinib
Cetuximab

ORI[Crl 95%)]
0.29[0.01 - 3.01]
0.49[0.16 - 1.53]
0.72[0.23 - 2.19]

0.91[0.42-2]
0.95[0.58 = 1.55]

0.95[0.4-2.23]
0.97 [0.38 - 2.56 ]

1[0.38 -2.65]
1.06 [0.58 - 1.98]
1.08[0.43 - 2.81]
1.12[0.49 - 2.54
1.17[0.62 - 2.14]
1.18[0.59 - 2.35]
1.18[0.61-2.29]
1.27[0.65-2.51]
1.31[0.54 - 3.17]

1.33[0.34-5.2]
1.38[0.56 - 3.55]
1.4[0.37 -5.22]
1.58 [ 0.55 - 4.44 ]
1.68[0.5-5.83 ]
1.82[0.7 - 4.72]
1.91[0.82 - 4.45]
1.92[0.6-6.12]
2.02[0.63 - 6.36]
2.04[1.02-4.1]
2.07[0.68 - 6.07 ]
2.09[0.72-57]
2.11[0.68 - 6.23 ]
2.14[0.7 - 6.37]
2.35[0.75 - 7.08 ]
253[0.8-7.71]
2.65[0.77 - 9.47]
2.77[0.66 - 10.58 ]
3.1[1.13-8.24]
3.43[1.06-11.34]
3.59[1.13-11]
452[1.43-13.89]
462[1.1-18.27]
465[1.52-15.69]
5.01[1.64 -17.25]
5.06 [ 0.99 - 25.58 |
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Treatments vs. Cabozantinib
Selumetinib
Docetaxel+Erlotinib
Erlotinib+Dalotuzumab
Placebo

Pralatrexate

Erlotinib
Pemetrexed+Nintedanib
Afatinib
Pemetrexed+Vandetanib
Dacomitinib
Entinostat+Erlotinib
Pemetrexed
Erlotinib+Sunitinib
Erlotinib+Bevacizumab
Erlotinib+Tivantinib
Vandetanib
Erlotinib+Pazopanib
Icotinib
Erlotinib+Onartuzumab
Amrubicin

Gefitinib

Sunitinib
Pemetrexed+Cetuximab
Erlotinib+R1507
Pemetrexed+Erlotinib
Erlotinib+Figitumumab
Pembrolizumab
Docetaxel+Ramucirumab
Docetaxel

Nivolumab
Atezolizumab
Docetaxel+Nintedanib
Docetaxel+Vandetanib
Pemetrexed+Sorafenib
Pemetrexed+Sunitinib
Erlotinib+Everolimus
Docetaxel+Cetuximab
Docetaxel+Aflibercept
Docetaxel+Selumetinib
Trametinib

Cetuximab
Erlotinib+Cabozantinib

ORI[Crl 95%)]
0.06 [0~ 0.71]
0.11[0.02 - 0.43]
0.15[0.03 - 0.66 ]
0.2[0.06 - 0.63]
0.2[0.05-0.72]
0.2[0.07 - 0.56 ]
0.21[0.05-0.77 ]
0.22[0.06 - 0.66 ]
0.22[0.05-0.8]
0.23[0.07 - 0.67 ]
0.24[0.06 - 0.85]
0.24[0.06 - 0.79]
0.25[0.08 - 0.72]
0.25[0.08 - 0.79]
0.25[0.08 - 0.76 ]
0.27[0.08 - 0.83 ]
0.28[0.07 - 1.03]
0.29[0.05 - 1.44]
0.3[0.08-1.1]
0.31[0.06 - 1.42]
0.34[0.08 - 1.27]
0.37[0.07 - 1.6]
0.39[0.09 - 1.41]
0.41[0.09 - 1.85]
0.41[0.11-1.34]
0.44[0.13-1.35]
0.45[0.09 - 1.76 ]
0.45[0.1-1.75]
0.45[0.11 - 1.65]
0.46[0.1-1.78]
0.47[0.11-1.8]
0.52[0.11-2.01]
0.55[0.12 - 2.16]
0.59[0.11 -2.98]
0.59[0.11 - 2.57]
0.66[0.16 - 2.58 ]
0.75[0.15 - 3.13]
0.79[0.17 = 3.11]
0.97[0.22 - 3.86]
0.99[0.18 - 4.86 ]
1.06[0.17 - 6.55]
1.08[0.37 - 3.16 ]
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Treatments vs. Erlotinib+Cabozantinib
Selumetinib
Docetaxel+Erlotinib
Erlotinib+Dalotuzumab
Placebo

Pralatrexate

Erlotinib
Pemetrexed+Nintedanib
Afatinib
Pemetrexed+Vandetanib
Dacomitinib
Entinostat+Erlotinib
Pemetrexed
Erlotinib+Sunitinib
Erlotinib+Bevacizumab
Erlotinib+Tivantinib
Vandetanib

Icotinib
Erlotinib+Pazopanib
Amrubicin
Erlotinib+Onartuzumab
Gefitinib

Sunitinib
Pemetrexed+Cetuximab
Pemetrexed+Erlotinib
Erlotinib+R1507
Pembrolizumab
Erlotinib+Figitumumab
Docetaxel+Ramucirumab
Docetaxel

Nivolumab
Atezolizumab
Docetaxel+Nintedanib
Docetaxel+Vandetanib
Pemetrexed+Sunitinib
Pemetrexed+Sorafenib
Erlotinib+Everolimus
Docetaxel+Cetuximab
Docetaxel+Aflibercept
Docetaxel+Selumetinib
Trametinib

Cabozantinib
Cetuximab

ORI[Crl 95%)]
0.06[0-0.69]
0.1[0.02-0.4]

0.15[0.03 - 0.58 ]
0.18[0.05 - 0.58
0.19[0.05 - 0.66 ]
0.19[0.06 - 0.53 ]
0.2[0.05-0.7]
0.2[0.06 - 0.61]
0.2[0.05-0.72]

0.21[0.07 - 0.62]

0.22[0.06 - 0.79]

0.23[0.06 - 0.72]

0.23[0.07 - 0.68 ]

0.24[0.07 - 0.72]

0.24[0.07 - 0.72]

0.25[0.07 - 0.76 ]

0.26[0.05-1.27]

0.26 [ 0.07 - 0.93]

0.28[0.05-1.35]

0.28[0.07 - 0.99 ]
0.31[0.08 -1.2]
0.34[0.07 - 1.53]
0.37[0.09 - 1.28]
0.38[0.1 - 1.23]
0.39[0.09 - 1.63]
0.4[0.09 - 1.66 ]
0.41[0.12-1.25]
0.41[0.09 - 1.63]
0.41[0.1-157]
0.42[0.1-166]
0.43[0.1-169]
0.47[0.11-1.88]
0.5[0.11 - 2.02]
0.53[0.11-2.36]

0.56 [ 0.09 - 2.56 ]

0.62[0.14 - 2.32]

0.69[0.15-2.91]

0.71[0.16 - 2.84 ]
0.88[0.2-356]

0.91[0.17 - 4.55]

0.93[0.32-2.72]

0.99[0.16 - 6.15]
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Treatments vs. Placebo
Selumetinib
Docetaxel+Erlotinib
Erlotinib+Dalotuzumab
Pralatrexate

Erlotinib
Pemetrexed+Nintedanib
Afatinib
Pemetrexed+Vandetanib
Dacomitinib
Entinostat+Erlotinib
Pemetrexed
Erlotinib+Sunitinib
Erlotinib+Bevacizumab
Erlotinib+Tivantinib
Vandetanib
Erlotinib+Pazopanib
Icotinib
Erlotinib+Onartuzumab
Amrubicin

Gefitinib

Sunitinib
Pemetrexed+Cetuximab
Pemetrexed+Erlotinib
Erlotinib+R1507
Pembrolizumab
Erlotinib+Figitumumab
Docetaxel+Ramucirumab
Docetaxel

Nivolumab
Atezolizumab
Docetaxel+Nintedanib
Docetaxel+Vandetanib
Pemetrexed+Sunitinib
Pemetrexed+Sorafenib
Erlotinib+Everolimus
Docetaxel+Cetuximab
Docetaxel+Aflibercept
Docetaxel+Selumetinib
Trametinib

Cabozantinib
Erlotinib+Cabozantinib
Cetuximab

OR([Crl 95%)]
0.32[0.01-3.38]
0.54[0.16 - 1.78]
0.78 [0.24 - 2.49 ]
1.03[0.41-264]
1.05[0.56 - 1.91]
1.07[0.39 - 2.98]

1.1[0.5-2.38]
1.11[0.39 - 3.12]
117[0.72-1.9]
1.2[0.43-3.22]
1.23[0.49 - 2.98]
1.28[0.61-259]
1.29[0.59 - 2.81]
1.3[0.61-2.74]
1.39[0.64 - 3.02]
1.43[0.55-3.82]
1.45[0.36 - 5.77 ]
1.51[0.58 -4.22]
1.53[0.39 - 6.16]
1.74[0.58 - 5.16 ]
1.87[0.52 - 6.49]
2.01[0.71-549]
2.1[0.81-5.13]
2.13[0.63-7.3]
2.21[0.65-7.26]
2.24[1-4.88]
2.25[0.7 - 6.95]
2.280.75 - 6.66 ]
2.3[072-72]
2.34[0.73-7.31]
2.6[0.78-8.22]
2.76[0.85 - 8.96 ]
2.92[0.8-10.41]
3.03[0.68 - 12.19]
3.39[1.17-96]
3.74[1.1-12.97]
3.91[1.19 - 12.59]
4.89[1.53-16.04]
5[1.2-20.43]
5.05[1.6 - 17.87]
5.47[1.73 - 19.87 ]
5.53[1.12 - 29.52]
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Appendix Figure 2: Cumulative ranking curves and SUCRA values for
4 outcomes
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Appendix Figure 3: Rankograms for 4 outcomes
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Appendix Figure 4: Evaluation of inconsistency
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Appendix Figures 5: Subgroup analyses by histology and ethnicity: network graphs of trials for OS, forest plots and
SUCRA values for OS and PFS

For each network, we have included both:
- trials performed in a specific subtype of population (i.e., including only asian population, only squamous cell carcinoma, or only nonsquamous)

- trials providing results from subgroup analyses either for asian, squamous or nonsquamous population.
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0.60 (0.35, 1.02)
1.47 (1.13, 1.94)
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1.39 (0.92, 2.07)
0.96 (0.71, 1.29)
0.66 (0.35, 1.21)
1.36 (0.99, 1.90)
0.87 (0.47, 1.60)
0.96 (0.71, 1.31)
0.61(0.32, 1.13)
1.42 (1.05, 1.92)
1.60 (1.05, 2.44)
0.98 (0.77, 1.21)
0.62 (0.35, 1.06)
0.83 (0.64, 1.04)
0.49 (0.28, 0.84)
1.20 (0.80, 1.80)
1.05 (0.52, 2.07)
1.18 (0.69, 2.16)
0.73 (0.33, 1.58)
1.06 (0.51, 2.11)
1.05 (0.52, 2.17)
0.96 (0.72, 1.25)
0.68 (0.39, 1.20)
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Comparison

Doc+Ram vs Doc+Sel

Doc+Ram vs Doc+Vand

Doc+Ram vs Erl+Bev

Doc+Ram vs Erl+Cab
Doc+Ram vs Erl+Fig

Doc+Ram vs Erl+Ona

Doc+Ram vs Erl+Sun

Doc+Ram vs Erl+Tiv

Doc+Ram vs Erlotinib

Doc+Ram vs Gefitinib

Doc+Ram vs Nivolumab

Doc+Ram vs Pem+Cet
Doc+Ram vs Pem+Erl
Doc+Ram vs Pem+Nin

Doc+Ram vs Pembrolizumab

Doc+Ram vs Pemetrexed

Doc+Ram vs Placebo

Doc+Ram vs Pralatrexate

Doc+Ram vs Teg/ura+Gef
Doc+Ram vs Trametinib

Doc+Ram vs Vandetanib

Overall Survival

———
¢

Total population
Only squamous population
Only non-squamous population

HR (95% Crl)

0.84 (0.65, 1.12)
0.45 (0.06, 3.56)
0.81 (0.54, 1.24)
0.94 (0.75, 1.19)
0.90 (0.12, 6.43)
0.93 (0.61, 1.41)
0.88 (0.65, 1.19)
0.86 (0.07, 11.69)
0.52 (0.29, 0.92)
1.63 (0.81, 3.24)
1.09 (0.48, 2.52)
0.78 (0.57, 1.05)
0.72 (0.06, 8.56)
0.76 (0.55, 1.04)
0.89 (0.07, 11.68)
0.42 (0.23, 0.75)
0.89 (0.67, 1.16)
0.84 (0.07, 10.12)
0.60 (0.33, 1.04)
0.90 (0.69, 1.16)
0.61 (0.36, 1.03)
0.85 (0.69, 1.04)
0.78 (0.10, 6.07)
0.56 (0.34, 0.90)
0.83 (0.69, 1.00)
0.50 (0.29, 0.84)
1.25 (0.99, 1.61)
1.49 (0.20, 10.95)
1.14 (0.76, 1.70)
0.82 (0.62, 1.12)
0.55 (0.29, 0.99)
1.16 (0.85, 1.60)
0.72 (0.38, 1.31)
0.81 (0.61, 1.09)
0.51 (0.27, 0.93)
1.21 (0.91, 1.61)
1.19 (0.16, 8.71)
1.31 (0.86, 2.01)
0.83 (0.67, 1.02)
0.51 (0.29, 0.87)
0.70 (0.56, 0.87)
0.52 (0.04, 6.37)
0.41 (0.23, 0.69)
1.01 (0.69, 1.52)
0.74 (0.06, 9.11)
0.86 (0.43, 1.69)
1.01 ( )
0.61 (0.27, 1.30)
0.90 (0.43, 1.83)
0.86 (0.43, 1.77)
0.82 (0.63, 1.04)
0.63 (0.05, 7.41)
0.56 (0.32, 0.99)

0.59, 1.86

=N



Comparison

Doc+Sel vs Doc+Vand

Doc+Sel vs Erl+Bev

Doc+Sel vs Erl+Cab
Doc+Sel vs Erl+Fig

Doc+Sel vs Erl+Ona

Doc+Sel vs Erl+Sun

Doc+Sel vs Erl+Tiv

Doc+Sel vs Erlotinib

Doc+Sel vs Gefitinib

Doc+Sel vs Nivolumab

Doc+Sel vs Pem+Cet
Doc+Sel vs Pem+Erl
Doc+Sel vs Pem+Nin

Doc+Sel vs Pembrolizumab

Doc+Sel vs Pemetrexed

Doc+Sel vs Placebo

Doc+Sel vs Pralatrexate

Doc+Sel vs Teg/ura+Gef
Doc+Sel vs Trametinib

Doc+Sel vs Vandetanib

Total population
Only squamous population
Only non-squamous population

Overall Survival

HR (95% Crl)

1.11 (0.84, 1.46)
2.01 (0.25, 16.26)
1.15 (0.74, 1.77)
1.04 (0.73, 1.46)
1.93 (0.14, 29.55)
0.64 (0.35, 1.16)
1.91 (0.93, 3.99)
1.34 (0.57, 3.18)
0.92 (0.65, 1.28)
1.61(0.12, 21.14)
0.90 (0.62, 1.28)
2.00 (0.15, 27.47)
0.51 (0.27, 0.94)
1.04 (0.76, 1.42)
1.86 (0.15, 24.46)
0.73 (0.40, 1.31)
1.06 (0.77, 1.43)
0.74 (0.44, 1.31)
1.00 (0.76, 1.31)
1.76 (0.21, 15.41)
0.69 (0.41, 1.15)
0.98 (0.76, 1.25)
0.61 (0.35, 1.06)
1.47 (1.10, 1.96)
3.35 (0.41, 27.00)
1.40 (0.91, 2.15)
0.96 (0.70, 1.32)
0.67 (0.35, 1.25)
1.36 (0.96, 1.95)
0.88 (0.46, 1.65)
0.96 (0.69, 1.32)
0.62 (0.32, 1.16)
1.43 (1.02, 1.96)
2.67 (0.33, 22.04)
1.62 (1.03, 2.53)
0.98 (0.75, 1.25)
0.63 (0.35, 1.11)
0.83 (0.63, 1.09)
1.17 (0.09, 15.77)
0.50 (0.28, 0.88)
1.20 (0.79, 1.83)
1.66 (0.13, 22.09)
1.06 (0.52, 2.13)
1.20 (0.67, 2.27)
0.74 (0.33, 1.63)
1.06 (0.51, 2.26)
1.06 (0.52, 2.20)
0.97 (0.71, 1.31)
1.41 (0.11, 18.07)
0.69 (0.38, 1.25)




Comparison

Doc+Vand vs Erl+Bev

Doc+Vand vs Erl+Cab
Doc+Vand vs Erl+Fig

Doc+Vand vs Erl+Ona

Doc+Vand vs Erl+Sun

Doc+Vand vs Erl+Tiv

Doc+Vand vs Erlotinib

Doc+Vand vs Gefitinib

Doc+Vand vs Nivolumab

Doc+Vand vs Pem+Cet
Doc+Vand vs Pem+Erl
Doc+Vand vs Pem+Nin

Doc+Vand vs Pembrolizumab

Doc+Vand vs Pemetrexed

Doc+Vand vs Placebo

Doc+Vand vs Pralatrexate

Doc+Vand vs Teg/ura+Gef
Doc+Vand vs Trametinib

Doc+Vand vs Vandetanib

Overall Survival

Total population
Only squamous population
Only non-squamous population

HR (95% Crl)

0.93 (0.68, 1.27)
0.95 (0.08, 13.40)
0.56 (0.31, 1.00)
1.73 (0.83, 3.47)
1.17 (0.50, 2.75)
0.83(0.61, 1.11)
0.80 (0.07, 10.12)
0.81 (0.58, 1.10)
0.99 (0.08, 13.04)
0.45 (0.24, 0.82)
0.94 (0.71, 1.23)
0.93 (0.08, 11.67)
0.64 (0.35, 1.14)
0.95 (0.73, 1.23)
0.65 (0.38, 1.13)
0.90 (0.72, 1.11)
0.87 (0.12, 7.01)
0.60 (0.36, 0.99)
0.88 (0.73, 1.07)
0.53 (0.30, 0.91)
1.33 (1.02, 1.72)
1.66 (0.22, 12.38)
1.22 (0.79, 1.87)
0.87 (0.66, 1.16)
0.58 (0.30, 1.09)
1.23 (0.91, 1.70)
0.77 (0.40, 1.44)
0.86 (0.64, 1.17)
0.54 (0.28, 1.01)
1.29 (0.96, 1.71)
1.32 (0.18, 10.06)
1.41 (0.91, 2.20)
0.88 (0.71, 1.08)
0.55 (0.30, 0.96)
0.75 (0.59, 0.93)
0.58 (0.05, 7.24)
0.43 (0.25, 0.76)
1.08 (0.74, 1.62)
0.82 (0.07, 10.26)
0.92 (0.46, 1.85)
1.07 (0.62, 1.96)
0.65 (0.29, 1.41)
0.95 (0.46, 1.91)
0.93 (0.45, 1.94)
0.87 (0.66, 1.11)
0.70 (0.06, 8.52)
0.60 (0.34, 1.08)




HR (95% Crl)

Overall Survival

Comparison
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Only squamous population

Only non-squamous population




Comparison
Erl+Bev vs Erl+Cab
Erl+Bev vs Erl+Fig

Erl+Bev vs Erl+Ona

Erl+Bev vs Erl+Sun

Erl+Bev vs Erl+Tiv
Erl+Bev vs Gefitinib

Erl+Bev vs Nivolumab

Erl+Bev vs Pem+Cet
Erl+Bev vs Pem+Erl
Erl+Bev vs Pem+Nin

Erl+Bev vs Pembrolizumab

Erl+Bev vs Pemetrexed

Erl+Bev vs Placebo

Erl+Bev vs Pralatrexate

Erl+Bev vs Teg/ura+Gef
Erl+Bev vs Trametinib

Erl+Bev vs Vandetanib

Overall Survival

¢

¢

Total population
Only squamous population

Only non-squamous population

HR (95% Crl)

1.85 (0.91, 3.72)
2.08 (1.00, 4.41)
0.89 (0.65, 1.21)
0.84 (0.10, 6.98)
0.87 (0.63, 1.20)
1.04 (0.12, 9.08)
0.80 (0.50, 1.28)
)
)
)
)
)
)
)

1.01 (0.76, 1.34
0.97 (0.11, 8.08
1.14 (0.74,1.75
1.02 (0.78, 1.35
1.16 (0.81, 1.72
0.95 (0.73, 1.23
0.95 (0.64, 1.39
1.43 (1.03, 2.00)
1.74 (0.12, 22.38)
2.18 (1.22, 3.96)
0.94 (0.67, 1.31)
1.04 (0.62, 1.71)
1.32 (0.93, 1.91)
1.38 (0.84, 2.23)
0.93 (0.66, 1.32)
0.96 (0.58, 1.59)
1.39 (0.97, 1.96)
1.39 (0.10, 17.94)
2.51 (1.40, 4.62)
0.95 (0.72, 1.24)
0.98 (0.64, 1.47)
0.80 (0.61, 1.05)
0.61 (0.07, 5.00)
0.78 (0.52, 1.15)
1.16 (0.77, 1.74)
0.86 (0.10, 7.26)
1.65 (0.93, 2.95)
)
)
)
)
)
)
)

.~~~ A~

1.16 (0.65, 2.10
1.16 (0.58, 2.30
1.02 (0.49, 2.13
1.66 (0.73, 3.86
0.93 (0.70, 1.22
0.73 (0.09, 5.97
1.08 (0.71, 1.66




Comparison

Erl+Cab vs Erl+Ona
Erl+Cab vs Erl+Sun
Erl+Cab vs Erl+Tiv
Erl+Cab vs Gefitinib
Erl+Cab vs Nivolumab
Erl+Cab vs Pem+Cet
Erl+Cab vs Pem+Erl
Erl+Cab vs Pem+Nin
Erl+Cab vs Pembrolizumab
Erl+Cab vs Pemetrexed
Erl+Cab vs Placebo
Erl+Cab vs Pralatrexate
Erl+Cab vs Teg/ura+Gef
Erl+Cab vs Trametinib
Erl+Cab vs Vandetanib
Erl+Fig vs Erl+Ona
Erl+Fig vs Erl+Sun
Erl+Fig vs Nivolumab
Erl+Fig vs Pembrolizumab
Erl+Fig vs Placebo
Erl+Fig vs Pralatrexate

Erl+Fig vs Vandetanib

Total population
Only squamous population
Only non-squamous population

Overall Survival

HR (95% Crl)

0.47 (0.23, 0.97)
0.38 (0.18, 0.82)
0.55 (0.28, 1.08)
0.55 (0.26, 1.13)
0.55 (0.28, 1.09)
0.56 (0.28, 1.12)
0.51 (0.26, 1.03)
0.46 (0.22, 0.92)
0.77 (0.38, 1.56)
1.05 (0.45, 2.43)
0.51 (0.25, 1.02)
0.50 (0.23, 1.09)
0.73 (0.34, 1.50)
0.66 (0.30, 1.41)
0.50 (0.25, 1.03)
0.46 (0.21, 1.01)
0.74 (0.37, 1.51)
1.20 (0.51, 2.82)
0.51 (0.26, 1.02)
0.47 (0.23, 0.97)
0.43 (0.22, 0.87)
0.37 (0.18, 0.75)
0.63 (0.30, 1.29)
0.79 (0.34, 1.82)
0.63 (0.26, 1.44)
0.56 (0.22, 1.36)
0.55 (0.20, 1.43)
0.79 (0.28, 2.23)
0.50 (0.26, 1.00)
0.52 (0.25, 1.08)
0.98 (0.71, 1.34)
1.24 (0.16, 9.72)
1.14 (0.87, 1.49)
1.16 (0.16, 8.61)
1.61 (1.18, 2.23)
2.08 (0.17, 24.61)
1.56 (1.10, 2.19)

1.65 (0.14, 19.71)
0.90 (0.70, 1.17)

0.73 (0.10, 5.36)

1.30 (0.89, 1.93)

1.03 (0.14, 7.71)

1.05 (0.80, 1.36)

0.87 (0.12, 6.35)
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HR (95% Crl)
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HR (95% Crl)

Overall Survival

Comparison
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HR (95% Crl)
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Comparison

PN TN TN TN TN TN TN TN N TN AN N N TN AN N TN TN TN TN TN N AN TN TN TN TN TN TN TN TN TN TN AN TN TN TN N TN AN TN TN AN N TN TN TN TN AN TN TN N AN TN AN N AN N AN N AN N
DO NOTOOOMNTUOMNLUONMNMNOOOOONOLULNOOMNMNOMOMNOMOANOANONTTULLOMNMNLULTTOLULMNMDT IO NO TN ~—
14111211141101122223110011001510004016111110501111811113222311
—tONOCONDONOOTINDNOTFO DO ONDON - OANDTOOSTINOCOTONDTOTOFTNDD QOO DT O
23770976158776807658874263427175240250342334020876166488655676
1100100011000OO1OOOOOOOOOOOOOOOOOOOOOOOOOOOOOO1000000000000000
N S Nt e e s et s et e et s et e et e s s et e st s et s et " st s e et s et e et e e et e e et i et s e e i et i et s e i et e et s et s et e st s
OO OFTONOLLOMNMULANMOMOANNOOTOOOTOONNNULITNOULNLDLOLLOANODOTMNMTTOONOTTMHMOONOLLOULTON OO O
LANNOYLTNOTOOORVIOANNRNNONDTOTNOOITONR— OIOMMNOONOUONNOTOTNRNT T ONANON—OOO
TANO T T rmr Or AN T T OO T T v OvT 0000000 O0OT 0000000000000 0O T T OO T T0OO T T T~ ™ v v v

A A A A — \©
—
¢+ Tl ¢le
¢ _ 0+ ¢ ®, ¢
+ _ @ 4 4
+ ﬁo 24PX: o
¢ * ¢ | 4 — 2
L 2 ¢
X 2 4

—
v v v v v L~
o) c
o m S
Y —
© go! ) ) . c S
3 0] = Qo [0) c 2
E o o O a % — ¢ N X S Q@ 2 T = % o =2 = g
o S 0 5 O o 2 o T = 3 () r £ © c = 'Cc Za

- N ] —_ (@) — o o © = -— - = (] x + [ 3
© 5 — c N X < e = c O w = = s B b L > o o ) © = @® 2 n
c =~ 5 3 9 o 9 ©w == & + + + o 0 O w® S S w 2 > &8 £ £ T o 3
5 Q W zZ2 £ & & £ £ g © E € E € £ O = > E 2 t £+ * @ { 3 < a2

3  + + + O [} o) S ® © © = c c o I = e =
[e) = = f= = £ O ®© = e © () () () [0 (O] - g (D) g @© © © @)} © C |06 5 &
S §F ®™ 9 § € o o o o o o o e o o o S & o 8 © |2z
M%%%%%MW o rnVa R R o » R R o o o oo - F > |35E3
L > > > 3 > 3 > > 5 > © 9o o 9 © o 9 o |35¢
¢ ¢ ¢ ¢ ¢ ¢ ¢ ¢ ¢ 22 o o 5 8 o 8 g 8 894 =5 - -2 2 2 2 2 Z|EFE
o o0 o0 o o0 o0 o o0 o o o & &8 & ©° T g o T & T © 0 9 9 © © © 0 [Z2>2
2 2 =2 =2 2 2 2 =2 =2 =2 2 e e e e e e e e e e O O O O &) O O QO |8 E <
€& € € € € € & E E E E 5 3 35 > 5 5 E 5 5 5 ? P2 2 2 ¢ ¢ 9 9 |f,co
25 % 3235 3 2 3 5 5% 8228 g2 2 28s 558585555 E&E¢& |

O o O O O O O o O] O O Z Z Z Z Z Z Z pd pd Z o o o o o o o o




Comparison Overall Survival HR (95% Crl)

Pem+Erl vs Pem+Nin ¢ 0.70 (0.51, 0.96)
¢ 0.70 (0.47, 1.04)
Pem+Erl vs Placebo ¢ 0.61 (0.45, 0.82)
¢ 0.57 (0.37, 0.86)
Pem+Erl vs Pralatrexate ¢ 0.87 (0.58, 1.38)
¢ 1.19 (0.65, 2.23)
Pem+Erl vs Teg/ura+Gef ¢ 0.87 (0.50, 1.59)
¢ 0.84 (0.42, 1.67)
Pem+Erl vs Trametinib ¢ 0.77 (0.37, 1.60)
< 1.20 (0.52, 2.91)
Pem+Erl vs Vandetanib ¢ 0.71 (0.50, 0.96)
¢ 0.78 (0.49, 1.28)
Pem+Nin vs Placebo ¢ 0.87 (0.65, 1.12)
¢ 0.80 (0.52, 1.25)
Pem+Nin vs Pralatrexate ¢ 1.26 (0.82, 1.90)
¢ 1.70 (0.92, 3.19)
Pem+Nin vs Teg/ura+Gef ¢ 1.24 (0.70, 2.34)
¢ 1.20 (0.59, 2.38)
Pem+Nin vs Trametinib ¢ 1.10 (0.54, 2.20)
¢ 1.71 (0.74, 4.15)
Pem+Nin vs Vandetanib —— 1.00 (0.74, 1.32)
¢ 1.12 (0.69, 1.84)
Pembrolizumab vs Pem+Cet ¢ 0.68 (0.49, 0.95)
¢ 0.41 (0.21, 0.77)
Pembrolizumab vs Pem+Erl ¢ 0.96 (0.68, 1.37)
¢ 0.55 (0.29, 1.02)
Pembrolizumab vs Pem+Nin ¢ 0.67 (0.48, 0.94)
< < 0.39 (0.20, 0.72)
Pembrolizumab vs Pemetrexed —_—y— 0.69 (0.53, 0.89)
¢ 0.39 (0.22, 0.68)
Pembrolizumab vs Placebo —_—y— 0.58 (0.44, 0.77)
< & > (.44 (0.04, 5.42)
< ¢ 0.31 (0.17, 0.54)
Pembrolizumab vs Pralatrexate ¢ 0.84 (0.56, 1.30)
- ¢ > 0.62 (0.05, 7.78)
> 0.65 (0.32, 1.31)
Pembrolizumab vs Teg/ura+Gef ¢ 0.84 (0.47, 1.54)
< 0.46 (0.20, 1.00)
Pembrolizumab vs Trametinib ¢ 0.75 (0.35, 1.54)
¢ 0.66 (0.32, 1.38)
Pembrolizumab vs Vandetanib ¢ 0.68 (0.49, 0.91)
€ ¢ > 0.53 (0.04, 6.40)
Total population ‘ 0.43(0.24,0.77)
Only squamous population
Only non-squamous population | | | | |




Comparison

Pemetrexed vs Pem+Cet

Pemetrexed vs Pem+Erl
Pemetrexed vs Pem+Nin
Pemetrexed vs Pem+Vand
Pemetrexed vs Placebo
Pemetrexed vs Pralatrexate
Pemetrexed vs Teg/ura+Gef
Pemetrexed vs Trametinib
Pemetrexed vs Vandetanib

Placebo vs Pralatrexate

Placebo vs Teg/ura+Gef
Placebo vs Trametinib

Placebo vs Vandetanib

Pralatrexate vs Teg/ura+Gef
Pralatrexate vs Trametinib

Pralatrexate vs Vandetanib

Teg/ura+Gef vs Trametinib
Teg/ura+Gef vs Vandetanib

Trametinib vs Vandetanib

Total population
Only squamous population
——— Only non-squamous population

Overall Survival

—4—

¢
—lo—
——

4

——

¢

——
4

¢

HR (95% Crl)

0.99 (0.81, 1.22)
0.79 (0.19, 3.29)
1.06 (0.79, 1.43)
1.40 (1.10, 1.79)
1.41 (1.07, 1.85)
0.98 (0.80, 1.22)
0.99 (0.74, 1.32)
0.93 (0.21, 3.99)
1.22 (0.80, 1.87)
0.85 (0.72, 1.00)
0.80 (0.57, 1.11)
1.23 (0.87, 1.77)
1.69 (0.98, 2.96)
1.22 (0.72, 2.21)
1.18 (0.62, 2.22)
1.08 (0.54, 2.11)
1.69 (0.77, 3.88)
0.99 (0.80, 1.21)
1.10 (0.75, 1.66)
1.45 (1.02, 2.07)
1.42 (0.18, 10.72)
2.11 (1.24, 3.67)
1.44 (0.85, 2.54)
1.49 (0.79, 2.76)
1.28 (0.63, 2.49)
2.12 (0.97, 4.85)
1.16 (0.95, 1.41)
1.20 (0.16, 8.93)
1.39 (0.95, 2.04)
1.00 (0.53, 1.93)
0.70 (0.32, 1.50)
0.89 (0.42, 1.87)
1.00 (0.40, 2.57)
0.81 (0.55, 1.14)
0.85 (0.11, 6.39)
0.66 (0.37, 1.15)
0.88 (0.36, 1.98)
1.44 (0.55, 3.89)
0.80 (0.45, 1.39
0.93 (0.47, 1.87
0.91 (0.45, 1.86
0.65 (0.28, 1.47
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Comparison

Afatinib vs Amrubicin
Afatinib vs Dacomitinib
Afatinib vs Doc+Erl
Afatinib vs Doc+Nin
Afatinib vs Doc+Ram
Afatinib vs Doc+Sel
Afatinib vs Doc+Vand
Afatinib vs Docetaxel
Afatinib vs Erl+Fig
Afatinib vs Erl+Ona
Afatinib vs Erl+Sun
Afatinib vs Erlotinib
Afatinib vs Nivolumab
Afatinib vs Pembrolizumab

Afatinib vs Vandetanib

Total population
Only squamous population
Only non-squamous population

Progression Free Survival

Favors first treatment

Favors second treatment

¢

¢

¢

¢

&
IR

L & 4

> 2.19

HR (95% Crl)

0.90
1.66
0.93
0.89
1.04
0.96
1.02
1.77
1.11
1.79
1.06
1.05
1.15
1.78
0.87
1.36
0.76
0.76
0.80
0.69
0.99
1.03
0.82
0.82
1.11

0.49, 1.69)
0.52, 5.17)
0.61, 1.46)
0.47,1.91)
0.60, 1.81)
0.46, 2.10)
0.60, 1.75)
0.72, 4.35)
0.68, 1.82)
0.73, 4.43)
0.64, 1.81)
0.33, 3.38)
0.70, 1.93)
0.78, 4.31)
0.58, 1.32)
0.66, 2.77)
0.45, 1.27)
0.35, 1.62)
0.50, 1.29)
0.29, 1.67)
0.61, 1.61)
0.50, 2.09)
0.57, 1.19)
0.48,1.41)
0.68, 1.85)
0.88, 5.42)
0.57,1.72)
0.63, 4.00)
0.61, 1.53)
0.35, 1.65)

0.99
1.58
0.94
0.75
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HR (95% Crl)

Progression Free Survival

Comparison
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Comparison

Cabozantinib vs Dacomitinib
Cabozantinib vs Doc+Afl
Cabozantinib vs Doc+Erl
Cabozantinib vs Doc+Nin
Cabozantinib vs Doc+Ram
Cabozantinib vs Doc+Sel
Cabozantinib vs Doc+Vand
Cabozantinib vs Docetaxel
Cabozantinib vs Erl+Cab
Cabozantinib vs Erl+Ona
Cabozantinib vs Erl+Sun
Cabozantinib vs Erl+Tiv
Cabozantinib vs Erlotinib
Cabozantinib vs Gefitinib
Cabozantinib vs Icotinib
Cabozantinib vs Nivolumab
Cabozantinib vs Pem+Cet
Cabozantinib vs Pembrolizumab
Cabozantinib vs Pemetrexed
Cabozantinib vs Pralatrexate
Cabozantinib vs Trametinib

Cabozantinib vs Vandetanib

Total population
Only squamous population
Only non-squamous population

Progression Free Survival

¢

¢
¢

¢

¢

4
¢
¢
4

¢

¢
¢
¢

¢

¢

¢

N

AAANA

N

AAA

ANAAA

Nr A

HR (95% Crl)

0.45 (0.21, 0.96)
0.50 (0.20, 1.29)
0.51 (0.22, 1.13)
0.58 (0.20, 1.71)
0.50 (0.22, 1.14)
0.68 (0.18, 2.55)
0.49 (0.22, 1.10)
0.56 (0.19, 1.68)
0.53 (0.24, 1.16)
0.61(0.21, 1.81)
0.51(0.23, 1.13)
0.53 (0.18, 1.58)
0.55 (0.25, 1.22)
0.66 (0.24, 1.95)
0.42 (0.20, 0.87)
0.47 (0.19, 1.21)
1.06 (0.38, 2.94)
1.05 (0.32, 3.46)
0.38 (0.18, 0.83)
0.40 (0.15, 1.08)
0.47 (0.22, 1.03)
0.46 (0.18, 1.18)
0.53 (0.25, 1.13)
0.53 (0.22, 1.31)
0.39 (0.19, 0.80)
0.39 (0.17, 0.89)
0.41 (0.19, 0.85)
0.34 (0.14, 0.85)
0.48 (0.21, 1.11)
0.39 (0.13, 1.15)
0.54 (0.24, 1.17)
0.51(0.17, 1.54)
0.39 (0.17, 0.89)
0.37 (0.13, 1.06)
0.47 (0.21, 1.07)
0.55 (0.19, 1.65)
0.40 (0.19, 0.84)
0.35 (0.14, 0.86)
0.43 (0.18, 1.02)
0.67 (0.22, 2.01)
0.34 (0.14, 0.83)
0.38 (0.12, 1.22)
0.45 (0.21, 0.97)
0.45 (0.18, 1.18)




Comparison
Dacomitinib vs Doc+Afl

Dacomitinib vs Doc+Erl

Dacomitinib vs Doc+Nin

Dacomitinib vs Doc+Ram

Dacomitinib vs Doc+Sel

Dacomitinib vs Doc+Vand

Dacomitinib vs Docetaxel

Dacomitinib vs Erl+Cab
Dacomitinib vs Erl+Fig

Dacomitinib vs Erl+Ona

Dacomitinib vs Erl+Sun

Dacomitinib vs Erl+Tiv

Dacomitinib vs Erlotinib

Dacomitinib vs Gefitinib
Dacomitinib vs lcotinib

Dacomitinib vs Nivolumab

Dacomitinib vs Pem+Cet

Dacomitinib vs Pembrolizumab

Dacomitinib vs Pemetrexed
Dacomitinib vs Pralatrexate
Dacomitinib vs Trametinib

Dacomitinib vs Vandetanib

Total population
Only squamous population
Only non-squamous population

Progression Free Survival

HR (95% Crl)

4(0.71, 1.79)
6 (0.50, 2.61)
1(0.68, 1.79)
8 (0.52, 2.15)
4 (0.43, 4.12)
0 (0.69, 1.72)
8 (0.80, 4.42)
3 (0.48, 2.57)
0
1
3
4
7
6
4

20 (0.78, 1.79)
(0.81, 4.50)
(0.53, 2.76)
(0.74,1.77)
(0.37, 3.61)
(0.45, 2.41)
(0.81, 1.89)
.00 (0.88, 4.35)
1.33 (0.62, 2.94)
0.94 (0.68, 1.27)
1.53 (0.76, 2.81)
0.95 (0.51, 1.73)
2.38 (1.09, 5.11)
2.10 (0.80, 5.42)
0.81 (0.52, 1.25)
0.86 (0.40, 1.61)
0.86 (0.58, 1.25)
0.77 (0.33, 1.72)
0.79 (0.38, 1.60)
1.07 (0.71, 1.57)
1.16 (0.57, 2.09)
0.92 (0.48, 1.71)
1.20 (0.85, 1.66)
1.07 (0.60, 1.83)
0.88 (0.68, 1.11)
0.92 (0.56, 1.37)
0.78 (0.50, 1.18)
0.91 (0.66, 1.23)
0.69 (0.38, 1.20)
1.08 (0.65, 1.76)
0.78 (0.34, 1.74)
1.20 (0.79, 1.81)
2.46 (0.98, 5.53)
1.03 (0.44, 2.35)
0.88 (0.54, 1.39)
0.74 (0.32, 1.61)
1.06 (0.65, 1.69)
1.77 (0.70, 4.08)
1.11 (0.47, 2.50)
0.90 (0.65, 1.23)
0.70 (0.39, 1.21)
0.97 (0.56, 1.63)
1.34 (0.57, 3.07)
0.76 (0.42, 1.38)
0.77 (0.31, 1.89)
1.01 (0.71, 1.48)
0.85 (0.39, 1.64)
0.90 (0.48, 1.70)

1.1
1.1
1.1
1.0
1.3
1.1
1.9
1.1
1.2
2.0
1.2
1.1
1.1
1.0
1.2
2.0
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¢
¢
¢
¢
¢
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¢
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¢
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Comparison

Doc+Nin vs Doc+Ram

Doc+Nin vs Doc+Sel

Doc+Nin vs Doc+Vand

Doc+Nin vs Erl+Cab
Doc+Nin vs Erl+Fig

Doc+Nin vs Erl+Ona

Doc+Nin vs Erl+Sun

Doc+Nin vs Erl+Tiv

Doc+Nin vs Erlotinib

Doc+Nin vs Gefitinib
Doc+Nin vs Icotinib

Doc+Nin vs Nivolumab

Doc+Nin vs Pem+Cet

Doc+Nin vs Pembrolizumab

Doc+Nin vs Pemetrexed
Doc+Nin vs Pralatrexate
Doc+Nin vs Trametinib

Doc+Nin vs Vandetanib

Total population
Only squamous population
Only non-squamous population

Progression Free Survival

:

¢

HR (95% Crl)

1.09 (0.70, 1.67)
1.01 (0.46, 2.22)
1.09 (0.49, 2.39)
1.03 (0.67, 1.66)
0.60 (0.21, 1.75)
0.93 (0.42, 2.08)
1.12 (0.73, 1.77)
1.01 (0.50, 2.13)
1.17 (0.58, 2.54)
2.17 (0.94, 4.94)
1.86 (0.61, 5.64)
0.74 (0.44, 1.26)
0.43 (0.18, 1.06)
0.78 (0.48, 1.28)
0.39 (0.14, 1.07)
0.70 (0.28, 1.75)
0.97 (0.59, 1.59)
0.58 (0.24, 1.38)
0.82 (0.35, 1.90)
1.09 (0.69, 1.72)
0.95 (0.43, 2.09)
0.80 (0.54, 1.18)
0.47 (0.22, 0.96)
0.69 (0.34, 1.40)
0.82 (0.57, 1.20)
0.61 (0.27, 1.35)
0.98 (0.58, 1.68)
0.69 (0.26, 1.86)
1.09 (0.71, 1.70)
1.24 (0.57, 2.73)
0.91 (0.41, 2.03)
0.79 (0.47, 1.34)
0.65 (0.24, 1.73)
0.97 (0.59, 1.59)
0.89 (0.40, 2.01)
0.98 (0.44, 2.18)
0.82 (0.56, 1.20)
0.62 (0.27, 1.37)
0.88 (0.47, 1.62)
1.19 (0.43, 3.27)
0.69 (0.38, 1.28)
0.68 (0.28, 1.64)
0.92 (0.59, 1.49)
0.43 (0.17, 1.07)
0.79 (0.35, 1.89)




Comparison Progression Free Survival HR (95% Crl)

Doc+Vand vs Erl+Cab ¢ 1.93 (0.84, 4.30)
¢ 1.58 (0.53, 4.50)
Doc+Vand vs Erl+Fig ¢ 0.66 (0.39, 1.08)
€ ¢ 0.43 (0.18, 0.98)

Doc+Vand vs Erl+Ona ¢ 0.70 (0.43, 1.08)
€ O 0.39 (0.14, 1.00)

¢ 0.60 (0.24, 1.37)

Doc+Vand vs Erl+Sun ¢ 0.87 (0.53, 1.36)
0.58 (0.25, 1.26)
¢ 0.70 (0.31, 1.49)

Doc+Vand vs Erl+Tiv ¢ 0.97 (0.63, 1.45)
¢ 0.81 (0.37, 1.63)

Doc+Vand vs Erlotinib ¢ 0.71 (0.50, 0.99)
¢ 0.46 (0.23, 0.87)

¢ 0.59 (0.29, 1.08)

Doc+Vand vs Gefitinib ¢ 0.73 (0.52, 1.01)
¢ 0.52 (0.24, 1.05)

Doc+Vand vs Icotinib ¢ 0.87 (0.52, 1.44)
¢ 0.59 (0.22, 1.47)

Doc+Vand vs Nivolumab ¢ 0.97 (0.65, 1.43)
¢ 1.23 (0.57, 2.49)
¢ 0.78 (0.36, 1.58)

Doc+Vand vs Pem+Cet ¢ 0.71 (0.43, 1.14)
¢ 0.56 (0.21, 1.35)

Doc+Vand vs Pembrolizumab ¢ 0.86 (0.53, 1.35)
¢ 0.89 (0.41, 1.84)

¢ 0.83 (0.38, 1.69)

Doc+Vand vs Pemetrexed ¢ 0.73 (0.51, 1.01)
¢ 0.53 (0.24, 1.07)

Doc+Vand vs Pralatrexate ¢ 0.78 (0.43, 1.40)
L 1.01 (0.37, 2.59)
Doc+Vand vs Trametinib ¢ 0.62 (0.34, 1.10)
< 0.58 (0.25, 1.29)

Doc+Vand vs Vandetanib ¢ 0.82 (0.54, 1.26)
€ ¢ 0.42 (0.17, 0.98)
O 0.68 (0.30, 1.47)

Total population
Only squamous population

Only non-squamous population




Comparison
Docetaxel vs Doc+Afl

Docetaxel vs Doc+Erl

Docetaxel vs Doc+Nin

Docetaxel vs Doc+Ram

Docetaxel vs Doc+Sel

Docetaxel vs Doc+Vand

Docetaxel vs Erl+Cab
Docetaxel vs Erl+Fig

Docetaxel vs Erl+Ona

Docetaxel vs Erl+Sun

Docetaxel vs Erl+Tiv

Docetaxel vs Erlotinib

Docetaxel vs Gefitinib
Docetaxel vs Icotinib

Docetaxel vs Nivolumab

Docetaxel vs Pem+Cet

Docetaxel vs Pembrolizumab

Docetaxel vs Pemetrexed
Docetaxel vs Pralatrexate
Docetaxel vs Trametinib

Docetaxel vs Vandetanib

Progression Free Survival

TR

Total population
Only squamous population
Only non-squamous population

HR (95% Crl)

1.22 (0.86, 1.72)
1.22 (0.70, 2.12)
1.19 (0.75, 1.89)
0.70 (0.34, 1.49)
1.42 (0.46, 4.38)
1.18 (0.84, 1.64)
1.30 (0.75, 2.25)
1.19 (0.68, 2.09)
1.28 (0.97, 1.67)
1.32 (0.76, 2.29)
1.30 (0.74, 2.25)
1.22 (0.91, 1.68)
0.77 (0.30, 1.98)
1.11 (0.63, 1.97)
1.32 (1.00, 1.79)
1.31(0.84, 2.14)
1.40 (0.90, 2.35)
2.55 (1.19, 5.41)
2.22 (0.85, 5.78)
0.87 (0.58, 1.31)
0.56 (0.27, 1.14)
0.92 (0.64, 1.31)
0.51 (0.22, 1.20)
0.84 (0.41, 1.71)
1.14 (0.79, 1.64)
0.75 (0.38, 1.47)
0.97 (0.52, 1.83)
1.28 (0.95, 1.74)
1.13 (0.64, 1.96)
0.94 (0.77, 1.14)
0.60 (0.37, 0.98)
0.82 (0.53, 1.26)
0.97 (0.84, 1.13)
0.72 (0.41, 1.28)
1.15(0.77, 1.75)
0.82 (0.36, 1.87)
1.28 (0.98, 1.70)
1.61(0.91, 2.83)
1.09 (0.62, 1.92)
0.94 (0.63, 1.39)
0.78 (0.34, 1.71)
1.14 (0.79, 1.63)
1.16 (0.64, 2.09)
1.16 (0.66, 2.05)
0.96 (0.81, 1.14)
0.74 (0.41, 1.29)
1.03 (0.62, 1.73)
1.41 (0.60, 3.29)
0.82 (0.49, 1.37)
0.81 (0.41, 1.59)
1.08 (0.81, 1.51)
0.55 (0.27, 1.15)
0.95 (0.51, 1.82)




Comparison
Erlotinib vs Erl+Cab
Erlotinib vs Erl+Fig

Erlotinib vs Erl+Ona

Erlotinib vs Erl+Sun

Erlotinib vs Erl+Tiv
Erlotinib vs Gefitinib
Erlotinib vs Icotinib

Erlotinib vs Nivolumab

Erlotinib vs Pem+Cet

Erlotinib vs Pembrolizumab

Erlotinib vs Pemetrexed

Erlotinib vs Pralatrexate

Erlotinib vs Trametinib

Erlotinib vs Vandetanib

Gefitinib vs Icotinib

Gefitinib vs Nivolumab

Gefitinib vs Pem+Cet

Gefitinib vs Pembrolizumab

Gefitinib vs Pemetrexed

Gefitinib vs Pralatrexate

Gefitinib vs Trametinib

Gefitinib vs Vandetanib

Total population

Only squamous population

Progression Free Survival

¢

¢
¢

¢ |

¢

L £ 2

HR (95% Crl)

2.71 (1.29, 5.64)
2.70 (1.15, 6.39)
0.92 (0.65, 1.33)
0.93 (0.54, 1.58)
0.98 (0.73, 1.31)
0.84 (0.42, 1.71)
1.02 (0.57, 1.81)
1.22 (0.89, 1.65)
1.25 (0.77, 2.00)
1.19 (0.75, 1.88)
1.36 (1.08, 1.71)
1.38 (0.97, 1.95)
1.03 (0.85, 1.26)
0.88 (0.61, 1.29)
1.23 (0.80, 1.90)
1.00 (0.50, 2.02)
1.36 (0.98, 1.92)
2.67 (1.28, 5.57)
1.33 (0.65, 2.73)
0.99 (0.66, 1.51)
0.95 (0.48, 1.85)
1.21 (0.80, 1.82)
1.92 (0.90, 4.11)
1.42 (0.70, 2.91)
1.02 (0.83, 1.27)
0.90 (0.62, 1.29)
1.10 (0.68, 1.77)
1.72 (0.83, 3.56)
0.87 (0.50, 1.50)
0.99 (0.45, 2.23)
1.15 (0.89, 1.55)
0.92 (0.52, 1.60)
1.15 (0.75, 1.88)
1.19 (0.81, 1.75)
1.63 (0.85, 3.18)
1.14 (0.63, 2.05)
1.32 (0.97, 1.81)
1.50 (0.67, 3.37)
0.96 (0.64, 1.43)
1.08 (0.55, 2.05)
1.17 (0.79, 1.72)
1.61(0.72, 3.61)
0.99 (0.83, 1.18)
1.02 (0.72, 1.42)
1.07 (0.63, 1.78)
1.95 (0.87, 4.41)
0.84 (0.49, 1.44)
1.12 (0.47, 2.73)
1.12 (0.84, 1.52)
1.31(0.82, 2.18)

Only non-squamous population




HR (95% Crl)

Progression Free Survival

Comparison
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Comparison

Afatinib vs Amrubicin

Afatinib vs Dacomitinib

Afatinib vs Doc+Ram

Afatinib vs Doc+Tam

Afatinib vs Doc+Vand

Afatinib vs Docetaxel

Afatinib vs Erl+Bev

Afatinib vs Erl+Ona

Afatinib vs Erl+Sun

Afatinib vs Erl+Tiv

Afatinib vs Erlotinib

Afatinib vs Gef+Nim

Afatinib vs Gefitinib

Afatinib vs Icotinib

Afatinib vs Pem+Erl

Afatinib vs Pemetrexed

Afatinib vs Placebo

Afatinib vs Teg/ura+Gef

Afatinib vs Vandetanib

Total population

—— Only Asian population

Overall

Favors first‘ treatment

Survival

Favors second treatment

HR (95% Crl)

0.82 (0.52, 1.26)
0.60 (0.33, 1.12)
0.77 (0.60, 0.98)
0.62 (0.36, 1.05)
0.96 (0.71, 1.28)
0.71(0.36, 1.40)
1.16 (0.71, 1.91)
0.87 (0.44, 1.66)
0.90 (0.67, 1.21)
0.77 (0.43, 1.38)
0.82 (0.64, 1.06)
0.62 (0.39, 0.98)
0.84 (0.62, 1.14)
1.85 (0.49, 7.46)
0.73 (0.53, 0.99)
0.89 (0.33, 2.37)
0.85 (0.64, 1.09)
1.24 (0.62, 2.48)
0.86 (0.67, 1.11)
0.70 (0.41, 1.21)
0.81 (0.66, 0.99)
0.62 (0.41, 0.94)
0.92 (0.56, 1.50)
0.73 (0.38, 1.39)
0.79 (0.62, 1.01)
0.62 (0.39, 0.98)
0.78 (0.55, 1.09)
0.61 (0.35, 1.06)
1.11 (0.79, 1.57)
1.27 (0.55, 2.89)
0.79 (0.62, 1.01)
0.67 (0.42, 1.08)
0.67 (0.53, 0.85)
0.43 (0.26, 0.71)
0.97 (0.56, 1.74)
0.75 (0.37, 1.56)
0.78 (0.60, 1.00)
0.60 (0.35, 1.01)




Comparison

Amrubicin vs Dacomitinib

Amrubicin vs Doc+Ram

Amrubicin vs Doc+Tam

Amrubicin vs Doc+Vand

Amrubicin vs Docetaxel

Amrubicin vs Erl+Bev

Amrubicin vs Erl+Ona

Amrubicin vs Erl+Sun

Amrubicin vs Erl+Tiv

Amrubicin vs Erlotinib

Amrubicin vs Gef+Nim

Amrubicin vs Gefitinib

Amrubicin vs Icotinib

Amrubicin vs Pem+Erl

Amrubicin vs Pemetrexed

Amrubicin vs Placebo

Amrubicin vs Teg/ura+Gef

Amrubicin vs Vandetanib

Total population

——— Only Asian population

Overall Survival

%

¢
¢

\ & 2

HR (95% Crl)

0.94 (0.63, 1.41)
1.02 (0.58, 1.80)
1.18 (0.79, 1.75)
1.18 (0.62, 2.23)
1.44 (0.79, 2.46)
1.43 (0.77, 2.63)
1.11 (0.75, 1.65)
1.28 (0.75, 2.19)
1.01 (0.71, 1.45)
1.03 (0.68, 1.54)
1.03 (0.66, 1.63)
3.03 (0.79, 12.49)
0.89 (0.57, 1.43)
1.48 (0.54, 4.01)
1.04 (0.68, 1.60)
2.06 (0.99, 4.20)
1.05 (0.70, 1.61)
1.16 (0.64, 2.09)
1.00 (0.67, 1.47)
1.03 (0.65, 1.63)
1.12 (0.64, 1.98)
1.20 (0.64, 2.28)
0.97 (0.67, 1.41)
1.02 (0.67, 1.61)
0.95 (0.61, 1.49)
1.00 (0.59, 1.73)
1.36 (0.86, 2.18)
2.09 (0.93, 4.72)
0.97 (0.66, 1.42)
1.11 (0.70, 1.77)
0.83 (0.56, 1.22)
0.71 (0.42, 1.20)
1.20 (0.63, 2.40)
1.25 (0.61, 2.54)
0.96 (0.63, 1.46)
0.99 (0.56, 1.75)




Comparison

Dacomitinib vs Doc+Ram
Dacomitinib vs Doc+Tam
Dacomitinib vs Doc+Vand
Dacomitinib vs Docetaxel
Dacomitinib vs Erl+Bev
Dacomitinib vs Erl+Ona
Dacomitinib vs Erl+Sun
Dacomitinib vs Erl+Tiv
Dacomitinib vs Erlotinib
Dacomitinib vs Gef+Nim
Dacomitinib vs Gefitinib
Dacomitinib vs Icotinib
Dacomitinib vs Pem+Erl
Dacomitinib vs Pemetrexed
Dacomitinib vs Placebo
Dacomitinib vs Teg/ura+Gef

Dacomitinib vs Vandetanib

Total population

——— Only Asian population

Overall Survival

HR (95% Crl)

1.25 (0.98, 1.62)
1.16 (0.62, 2.15)
1.50 (0.95, 2.46)
1.40 (0.76, 2.57)
1.18 (0.92, 1.49)
1.26 (0.74, 2.11)
1.07 (0.89, 1.29)
1.00 (0.68, 1.48)
1.10 (0.83, 1.42)
3.01(0.82, 11.81)
0.95 (0.72, 1.26)
1.45 (0.55, 3.82)
1.11 (0.89, 1.36)
2.02 (1.03, 3.94)
1.12 (0.91, 1.38)
1.13 (0.69, 1.86)
1.06 (0.92, 1.22)
1.01 (0.71, 1.42)
1.21 (0.75, 1.90)
1.18 (0.65, 2.14)
1.04 (0.87, 1.22)
1.00 (0.69, 1.46)
1.02 (0.75, 1.35)
0.99 (0.61, 1.59)
1.45 (1.05, 1.97)
2.06 (0.94, 4.47)
1.04 (0.85, 1.25)
1.08 (0.73, 1.64)
0.88 (0.74, 1.03)
0.70 (0.51, 0.95)
1.26 (0.73, 2.24)
1.22 (0.62, 2.37)
1.02 (0.82, 1.28)
0.97 (0.59, 1.56)

P e e e e e o




Comparison

Doc+Ram vs Doc+Tam
Doc+Ram vs Doc+Vand
Doc+Ram vs Erl+Bev
Doc+Ram vs Erl+Ona
Doc+Ram vs Erl+Sun
Doc+Ram vs Erl+Tiv
Doc+Ram vs Erlotinib
Doc+Ram vs Gef+Nim
Doc+Ram vs Gefitinib
Doc+Ram vs Icotinib
Doc+Ram vs Pem+Erl
Doc+Ram vs Pemetrexed
Doc+Ram vs Placebo
Doc+Ram vs Teg/ura+Gef
Doc+Ram vs Vandetanib
Doc+Tam vs Doc+Vand
Doc+Tam vs Erl+Bev
Doc+Tam vs Erl+Ona
Doc+Tam vs Erl+Sun
Doc+Tam vs Erl+Tiv
Doc+Tam vs Erlotinib
Doc+Tam vs Gef+Nim
Doc+Tam vs Gefitinib
Doc+Tam vs Icotinib
Doc+Tam vs Pem+Erl
Doc+Tam vs Pemetrexed
Doc+Tam vs Placebo
Doc+Tam vs Teg/ura+Gef

Doc+Tam vs Vandetanib

Overall Survival

Total population

——— Only Asian population

HR (95% Crl)
(0.76, 1.92)
(0.62, 2.33)
(0.75, 1.19)
(0.60, 1.95)

88 (0.65, 1.19)
259 (0.66, 10.69)
0.76 (0.55, 1.04)
1.24 (0.44, 3.54)
0.89 (0.67, 1.16)
1.74 (0.80, 3.81)
0.90 (0.69, 1.16)
0.97 (0.52, 1.87)
0.85 (0.69, 1.04)
0.87 (0.51, 1.49)
0.96 (0.60, 1.51)
1.01 (0.51, 2.03)
0.83 (0.69, 1.00)
0.52, 1.46)
0.60, 1.09)
0.47, 1.56)
0.85, 1.60)
0.75, 4.20)
0.67, 1.02)
0.55, 1.61)
0.56, 0.87)
0.34, 1.09)
0.59, 1.86)
0.49, 2.25)
0.63, 1.04)
0.44, 1.58)
0.49, 1.24)
0.51, 1.60)
0.44, 1.22)
0.56, 8.85)
0.38, 1.05)
0.37, 2.86)
0.45, 1.18)
0.68, 3.09)
0.46, 1.19)
0.44, 1.52)
0.45, 1.10)
0.43, 1.21)
0.43, 1.47)
0.
0.

0.86 (
0.81 (
0.85 (
1.16 (
177(
83
094
0.70
0.60
1.01
1.05
0.82
0.83
0.78
0.90
0.72
2.13
0.63
1.04
0.73
1.44
0.75
0.81
0.70
0.72
0.80
0.84

43, 1.66)
0.69 (0.44, 1.07)
0.72 (0.44, 1.18)
0.67 (0.41, 1.12)
0.71 (0.40, 1.27)
0.96 (0.56, 1.60)
1.47 (0.64, 3.45)
0.69 (0.44, 1.07)
0.78 (0.47, 1.30)
0.58 (0.37, 0.92)
0.50 (0.28, 0.87)
0.85 (0.41, 1.67)
0.87 (0.42, 1.84)
0.67 (0.43, 1.08)
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0.69 (0.38, 1.27)




Comparison

Doc+Vand vs Erl+Bev
Doc+Vand vs Erl+Ona
Doc+Vand vs Erl+Sun
Doc+Vand vs Erl+Tiv
Doc+Vand vs Erlotinib
Doc+Vand vs Gef+Nim
Doc+Vand vs Gefitinib
Doc+Vand vs Icotinib
Doc+Vand vs Pem+Erl
Doc+Vand vs Pemetrexed
Doc+Vand vs Placebo
Doc+Vand vs Teg/ura+Gef
Doc+Vand vs Vandetanib
Docetaxel vs Doc+Ram
Docetaxel vs Doc+Tam
Docetaxel vs Doc+Vand
Docetaxel vs Erl+Bev
Docetaxel vs Erl+Ona
Docetaxel vs Erl+Sun
Docetaxel vs Erl+Tiv
Docetaxel vs Erlotinib
Docetaxel vs Gef+Nim
Docetaxel vs Gefitinib
Docetaxel vs Icotinib
Docetaxel vs Pem+Erl
Docetaxel vs Pemetrexed
Docetaxel vs Placebo
Docetaxel vs Teg/ura+Gef

Docetaxel vs Vandetanib

Overall Survival

4]

¢

0*0
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€

Total population

—— Only Asian population

HR (95% Crl)

0.93 (0.68, 1.27
2.39 (0.63, 9.65
0.81(0.58, 1.10
1.15(0.42, 3.09
0.94 (0.71,1.23
1.61 079 3.21
0.95(0.73, 1.23
0.90 (0.52, 1.57
0.90 (0.72, 1.11
0.80 (0.53, 1.22
1.02 (0.64, 1.61
0.94 (0.51,1.73
0.88 073107
0.80 (0.55, 1.19
0.86 (0.63, 1.17
0.78 (0.48, 1.30
1.23 (0.91,1.70
1.64 (0.75, 3.61
0.88 (0.71, 1.08
0.87 (0.57, 1.32
0.75(0.99, 0.93
0.55 (0.35, 0.90
1.07 (0.62, 1.96
0.97 (0.49, 1.94
0.87 (0.66, 1.11
0.77 5,1.33
1.17 9,1.37
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Comparison
Erl+Bev vs Erl+Ona

Erl+Bev vs Erl+Sun

Erl+Bev vs Erl+Tiv
Erl+Bev vs Gef+Nim
Erl+Bev vs Gefitinib
Erl+Bev vs Icotinib
Erl+Bev vs Pem+Erl
Erl+Bev vs Pemetrexed
Erl+Bev vs Placebo
Erl+Bev vs Teg/ura+Gef
Erl+Bev vs Vandetanib
Erl+Ona vs Erl+Sun
Erl+Ona vs Erl+Tiv
Erl+Ona vs Gef+Nim
Erl+Ona vs Gefitinib
Erl+Ona vs Icotinib
Erl+Ona vs Pem+Erl
Erl+Ona vs Pemetrexed
Erl+Ona vs Placebo
Erl+Ona vs Teg/ura+Gef

Erl+Ona vs Vandetanib

Total population

——— Only Asian population

Overall Survival

HR (95% Crl)

0.87 (0.63, 1.20)
0.48 (0.09, 2.36)
1.01 (0.76, 1.34)
0.68 (0.16, 2.70)
1.02 (0.78, 1.35)
0.38 (0.10, 1.39)
1.09 (0.67, 1.79)
0.39 (0.09, 1.52)
0.95 (0.73, 1.23)
0.34 (0.09, 1.21)
0.93 (0.65, 1.32)
0.33 (0.08, 1.23)
1.32 (0.93, 1.91)
0.69 (0.15, 2.84)
0.95 (0.72, 1.24)
0.36 (0.09, 1.30)
0.80 (0.61, 1.05)
0.23 (0.06, 0.84)
1.16 (0.65, 2.10)
0.41 (0.09, 1.68)
0.93 (0.70, 1.22)
0.33 (0.08, 1.18)
1.16 (0.87, 1.56)
1.39 (0.49, 4.01)
1.17 (0.89, 1.57)
0.79 (0.30, 2.07)
1.27 (0.76, 2.10)
0.81(0.29, 2.27)
1.09 (0.83, 1.44)
0.69 (0.28, 1.74)
1.06 (0.75, 1.54)
0.68 (0.26, 1.81)
1.53 (1.06, 2.20)
1.43 (0.45, 4.68)
1.09 (0.82, 1.44)
0.75 (0.30, 1.90)
0.92 (0.70, 1.22)
0.48 (0.19, 1.24)
1.34 (0.76, 2.48)
0.84 (0.29, 2.48)
1.07 (0.80, 1.42)
0.67 (0.26, 1.75)
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Comparison

Erl+Sun vs Erl+Tiv
Erl+Sun vs Gef+Nim
Erl+Sun vs Gefitinib
Erl+Sun vs Icotinib
Erl+Sun vs Pem+Erl
Erl+Sun vs Pemetrexed
Erl+Sun vs Placebo
Erl+Sun vs Teg/ura+Gef
Erl+Sun vs Vandetanib
Erl+Tiv vs Gef+Nim
Erl+Tiv vs Gefitinib
Erl+Tiv vs Icotinib
Erl+Tiv vs Pem+Erl
Erl+Tiv vs Pemetrexed
Erl+Tiv vs Placebo
Erl+Tiv vs Teg/ura+Gef
Erl+Tiv vs Vandetanib
Erlotinib vs Erl+Bev
Erlotinib vs Erl+Ona
Erlotinib vs Erl+Sun
Erlotinib vs Erl+Tiv
Erlotinib vs Gef+Nim
Erlotinib vs Gefitinib
Erlotinib vs Icotinib
Erlotinib vs Pem+Erl
Erlotinib vs Pemetrexed
Erlotinib vs Placebo
Erlotinib vs Teg/ura+Gef

Erlotinib vs Vandetanib

Overall Survival

Total population

——— Only Asian population

HR (95% Crl)

1.01 (0.82, 1.28)
0.56 (0.29, 1.10)
1.09 (0.67, 1.74)
0.58 (0.27, 1.24)
0.94 (0.76, 1.16)
0.50 (0.28, 0.92)
0.92 (0.66, 1.26)
0.49 (0.25, 0.99)
1.31(0.95, 1.82)
1.02 (0.42, 2.64)
0.94 (0.76, 1.17)
0.54 (0.30, 1.01)
0.80 (0.64, 0.98)
0.34 (0.18, 0.66)
1.14 (0.66, 2.09)
0.60 (0.27, 1.38)
0.92 (0.73, 1.15)
0.48 (0.25, 0.93)
1.07 (0.66, 1.73)
1.04 (0.56, 1.94)
0.93 (0.76, 1.12)
0.88 (0.59, 1.35)
0.91 (0.66, 1.24)
0.87 (0.52, 1.47)
1.30 (0.94, 1.76)
1.82 (0.81, 4.15)
0.93 (0.75, 1.13)
0.96 (0.62, 1.48)
0.79 (0.64, 0.95)
0.61 (0.39, 0.98)
1.13 (0.65, 2.01)
1.07 (0.54, 2.17)
0.92 (0.72, 1.11)
0.86 (0.52, 1.40)
1.04 (0.82, 1.30)

2.97 (0.85, 11.26)
0.90 (0.70, 1.14)

1.43 (0.58, 3.49)

1.04 (0.88, 1.23)

2.00 (1.13, 3.49)

1.06 (0.92, 1.23)

1.13(0.79, 1.61)

1.14 (0.72, 1.78)

1.17 (0.71, 1.93)

0.98 (0.86, 1.11)

1.00 (0.82, 1.23)

0.96 (0.73, 1.25)

0.98 (0.68, 1.43)

1.37 (1.03, 1.82)

2.04 (1.00, 4.18)
0.98 (0.84, 1.13)
1.08 (0.85, 1.37)
0.83 (0.72, 0.95)
0.69 (0.51, 0.93)
1.19(0.71, 2.10)
1.21 (0.66, 2.20)
0.96 (0.82, 1.12)
0.96 (0.69, 1.35)




HR (95% Crl)

Overall Survival

Comparison
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Comparison

Progression Free Survival

Favors first treatment

Favors second treatment

HR (95% Crl)

Afatinib vs Amrubicin ¢ 0.90 (0.49, 1.69)
€ > 0.59 (0.19, 1.87)
Afatinib vs Dacomitinib ¢ 0.93 (0.61, 1.46)
¢ 0.75 (0.29, 1.99)
Afatinib vs Doc+Ram ¢ 1.11 (0.68, 1.82)
¢ 0.68 (0.21, 2.15)
Afatinib vs Doc+Tam ¢ 1.30 (0.69, 2.48)
0.84 (0.26, 2.71)
Afatinib vs Doc+Vand ¢ 1.15 (0.70, 1.93)
¢ 0.83 (0.27, 2.57)
Afatinib vs Docetaxel ¢ 0.87 (0.58, 1.32)
O 0.57 (0.23, 1.37)
Afatinib vs Erl+Ona ¢ 0.80 (0.50, 1.29)
@ 0.68 (0.21, 2.17)
Afatinib vs Erl+Sun < 0.99 (0.61, 1.61)
¢ 0.75 (0.25, 2.25)
Afatinib vs Erl+Tiv ¢ 1.11 (0.72, 1.73)
¢ 0.75 (0.26, 2.15)
Afatinib vs Erlotinib ¢ 0.82 (0.57, 1.19)
¢ 0.54 (0.25, 1.16)
Afatinib vs Gef+Nim ¢ 0.82 (0.44, 1.54)
€ ¢ 0.56 (0.18, 1.79)
Afatinib vs Gefitinib ¢ 0.84 (0.56, 1.29)
0.58 (0.24, 1.40)
Afatinib vs Icotinib < 1.00 (0.57, 1.78)
¢ 0.69 (0.23, 2.12)
Afatinib vs Nab-Pacl & 0.94 (0.51, 1.74)
¢ 0.63 (0.20, 1.95)
Afatinib vs Pemetrexed ¢ 0.84 (0.55, 1.28)
¢ 0.56 (0.24, 1.34)
Afatinib vs Placebo ¢ 0.55 (0.35, 0.89)
€ 0.35(0.10, 1.17)
Afatinib vs Teg/ura+Gef ¢ 1.30 (0.68, 2.53)
@ 0.89 (0.28, 2.87)
Afatinib vs Vandetanib L 0.94 (0.61, 1.53)
€ ¢ 0.51(0.18, 1.44)
Total population
——— Only Asian population [ [ [ [
2 3 5 2



Comparison

Amrubicin vs Dacomitinib

Amrubicin vs Doc+Ram

Amrubicin vs Doc+Tam

Amrubicin vs Doc+Vand

Amrubicin vs Docetaxel

Amrubicin vs Erl+Ona

Amrubicin vs Erl+Sun

Amrubicin vs Erl+Tiv

Amrubicin vs Erlotinib

Amrubicin vs Gef+Nim

Amrubicin vs Gefitinib

Amrubicin vs lcotinib

Amrubicin vs Nab-Pacl

Amrubicin vs Pemetrexed

Amrubicin vs Placebo

Progression Free Survival

»

¢
¢

\ & 4

Amrubicin vs Teg/ura+Gef

Amrubicin vs Vandetanib

Total population

HR (95% Crl)

1.03 (0.60, 1.79)
1.28 (0.45, 3.66)
1.23 (0.72, 2.07)
1.15 (0.41, 3.30)
1.44 (0.73, 2.78)
1.43 (0.50, 4.15)
1.27 (0.75, 2.19)
1.41 (0.51, 3.92)
0.96 (0.61, 1.51)
0.96 (0.46, 2.02)
0.89 (0.49, 1.57)
1.16 (0.34, 3.92)
1.10 (0.61, 1.95)
1.27 (0.39, 4.12)
1.23 (0.71, 2.12)
1.27 (0.41, 3.95)
0.91 (0.55, 1.48)
0.91 (0.38, 2.17)
0.90 (0.47, 1.76)
0.96 (0.32, 2.92)
0.93 (0.58, 1.51)
0.98 (0.44, 2.24)
1.11 (0.60, 2.06)
1.17 (0.40, 3.47)
1.04 (0.54, 2.01)
1.07 (0.35, 3.26)
0.93 (0.57, 1.50)
0.95 (0.41, 2.21)
0.61 (0.35, 1.08)
0.59 (0.16, 2.12)
1.43 (0.71, 2.91)
1.51 (0.49, 4.75)
1.04 (0.61, 1.83)
0.86 (0.28, 2.62)

—— Only Asian population




Comparison

Dacomitinib vs Doc+Ram

Dacomitinib vs Doc+Tam

Dacomitinib vs Doc+Vand

Dacomitinib vs Docetaxel

Dacomitinib vs Erl+Ona

Dacomitinib vs Erl+Sun

Dacomitinib vs Erl+Tiv

Dacomitinib vs Erlotinib

Dacomitinib vs Gef+Nim

Dacomitinib vs Gefitinib

Dacomitinib vs Icotinib

Dacomitinib vs Nab-Pacl

Dacomitinib vs Pemetrexed

Dacomitinib vs Placebo

Dacomitinib vs Teg/ura+Gef

Dacomitinib vs Vandetanib

Total population

—— Only Asian population

Progression Free Survival

¢

¢

HR (95% Crl)

1.20 (0.78, 1.79)
0.90 (0.32, 2.58)
1.40 (0.78, 2.45)
1.12 (0.38, 3.20)
1.24 (0.81, 1.89)
1.10 (0.40, 3.03)
0.94 (0.68, 1.27)
0.75 (0.36, 1.57)
0.86 (0.58, 1.25)
0.91(0.31, 2.57)
1.07 (0.71, 1.57)
0.99 (0.37, 2.65)
1.20 (0.85, 1.66)
0.99 (0.39, 2.51)
0.88 (0.68, 1.11)
0.71(0.39, 1.29)
0.88 (0.50, 1.52)
0.75 (0.26, 2.11)
0.91 (0.66, 1.23)
0.77 (0.37, 1.59)
1.08 (0.65, 1.76)
0.92 (0.33, 2.52)
1.01 (0.58, 1.74)
0.83 (0.30, 2.32)
0.90 (0.65, 1.23)
0.75 (0.36, 1.52)
0.60 (0.44, 0.79)
0.46 (0.22, 0.95)
1.39 (0.76, 2.53)
1.18 (0.41, 3.40)
1.01 (0.71, 1.48)
0.67 (0.27, 1.67)




Comparison

Doc+Ram vs Doc+Tam
Doc+Ram vs Doc+Vand
Doc+Ram vs Erl+Ona
Doc+Ram vs Erl+Sun
Doc+Ram vs Erl+Tiv
Doc+Ram vs Erlotinib
Doc+Ram vs Gef+Nim
Doc+Ram vs Gefitinib
Doc+Ram vs Icotinib
Doc+Ram vs Nab-Pacl
Doc+Ram vs Pemetrexed

Doc+Ram vs Placebo

Progression Free Survival

Doc+Ram vs Teg/ura+Gef
Doc+Ram vs Vandetanib
Doc+Tam vs Doc+Vand
Doc+Tam vs Erl+Ona
Doc+Tam vs Erl+Sun
Doc+Tam vs Erl+Tiv
Doc+Tam vs Erlotinib
Doc+Tam vs Gef+Nim
Doc+Tam vs Gefitinib
Doc+Tam vs Icotinib
Doc+Tam vs Nab-Pacl
Doc+Tam vs Pemetrexed

Doc+Tam vs Placebo

Doc+Tam vs Teg/ura+Gef

Doc+Tam vs Vandetanib

Total population

HR (95% Crl)

7 (0.67, 2.04)
(0.43, 3.56)
(0.71, 1.56)
(0.44, 3.38)
(0.46, 1.12)
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0.34, 3.35)
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HR (95% Crl)

Progression Free Survival

Comparison
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Doc+Vand vs Gef+Nim
Doc+Vand vs Nab-Pacl
Doc+Vand vs Pemetrexed
Doc+Vand vs Teg/ura+Gef
Doc+Vand vs Vandetanib
Docetaxel vs Doc+Ram
Docetaxel vs Doc+Tam
Docetaxel vs Doc+Vand
Docetaxel vs Erl+Ona
Docetaxel vs Gef+Nim
Docetaxel vs Gefitinib
Docetaxel vs Nab-Pacl
Docetaxel vs Pemetrexed
Docetaxel vs Placebo
Docetaxel vs Teg/ura+Gef
Docetaxel vs Vandetanib

Docetaxel vs Erlotinib
Docetaxel vs Icotinib

Doc+Vand vs Erl[+Ona
Doc+Vand vs Erl+Sun
Doc+Vand vs Erl+Tiv
Doc+Vand vs Erlotinib
Doc+Vand vs Gefitinib
Doc+Vand vs Icotinib
Doc+Vand vs Placebo
Docetaxel vs Erl+Sun
Docetaxel vs Erl+Tiv

Total population

—— Only Asian population




Comparison

Erl+Ona vs Erl+Sun
Erl+Ona vs Erl+Tiv
Erl+Ona vs Gef+Nim
Erl+Ona vs Gefitinib
Erl+Ona vs Icotinib
Erl+Ona vs Nab-Pacl
Erl+Ona vs Pemetrexed
Erl+Ona vs Placebo
Erl+Ona vs Teg/ura+Gef
Erl+Ona vs Vandetanib
Erl+Sun vs Erl+Tiv
Erl+Sun vs Gef+Nim
Erl+Sun vs Gefitinib
Erl+Sun vs Icotinib
Erl+Sun vs Nab-Pacl
Erl+Sun vs Pemetrexed
Erl+Sun vs Placebo
Erl+Sun vs Teg/ura+Gef
Erl+Sun vs Vandetanib
Erl+Tiv vs Gef+Nim
Erl+Tiv vs Gefitinib
Erl+Tiv vs Icotinib
Erl+Tiv vs Nab-Pacl
Erl+Tiv vs Pemetrexed
Erl+Tiv vs Placebo
Erl+Tiv vs Teg/ura+Gef

Erl+Tiv vs Vandetanib

Progression Free Survival

'S 4

Total population

—— Only Asian population

HR (95% ClI)

4,2.93
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Comparison

Erlotinib vs Erl+Ona

Erlotinib vs Erl+Sun

Erlotinib vs Erl+Tiv

Erlotinib vs Gef+Nim

Erlotinib vs Gefitinib

Erlotinib vs Icotinib

Erlotinib vs Nab-Pacl

Erlotinib vs Pemetrexed

Erlotinib vs Placebo

Erlotinib vs Teg/ura+Gef

Erlotinib vs Vandetanib

Gef+Nim vs Icotinib

Gef+Nim vs Nab-Pacl

Gef+Nim vs Pemetrexed

Gef+Nim vs Placebo

Gef+Nim vs Teg/ura+Gef

Gef+Nim vs Vandetanib

Total population

—— Only Asian population

Progression Free Survival

‘

4
0+0 ?

L & 4

HR (95% Crl)

0.98 (0.73, 1.31)
1.27 (0.53, 3.02)
1.22 (0.89, 1.65)
1.39 (0.63, 3.06)
1.36 (1.08, 1.71)
1.39 (0.67, 2.88)
1.00 (0.61, 1.66)
1.05 (0.44, 2.47)
1.03 (0.85, 1.26)
1.08 (0.71, 1.64)
1.23 (0.80, 1.90)
1.28 (0.57, 2.93)
1.15 (0.70, 1.88)
1.17 (0.50, 2.71)
1.02 (0.83, 1.27)
1.04 (0.69, 1.57)
0.68 (0.51, 0.90)
0.64 (0.25, 1.66)
1.58 (0.92, 2.76)
1.65 (0.70, 4.02)
1.15 (0.89, 1.55)
0.94 (0.47, 1.89)
1.23 (0.67, 2.24)
1.23 (0.44, 3.43)
1.15 (0.59, 2.23)
1.12 (0.36, 3.34)
1.03 (0.62, 1.67)
1.00 (0.44, 2.25)
0.68 (0.38, 1.21)
0.62 (0.17, 2.20)
1.58 (0.79, 3.17)
1.58 (0.54, 4.68)
1.15 (0.67, 2.02)
0.90 (0.30, 2.72)




Comparison

Gefitinib vs Gef+Nim
Gefitinib vs Icotinib
Gefitinib vs Nab-Pacl
Gefitinib vs Pemetrexed
Gefitinib vs Placebo
Gefitinib vs Teg/ura+Gef
Gefitinib vs Vandetanib
Icotinib vs Nab-Pacl
Icotinib vs Pemetrexed
Icotinib vs Placebo
Icotinib vs Teg/ura+Gef
Icotinib vs Vandetanib
Nab-Pacl vs Pemetrexed
Nab-Pacl vs Placebo
Nab-Pacl vs Teg/ura+Gef
Nab-Pacl vs Vandetanib
Pemetrexed vs Placebo
Pemetrexed vs Teg/ura+Gef
Pemetrexed vs Vandetanib
Placebo vs Teg/ura+Gef
Placebo vs Vandetanib

Teg/ura+Gef vs Vandetanib

Total population

—— Only Asian population

Progression Free Survival

:

¢

¢
¢
¢

¢+

*
%
>~—

L & 4

HR (95% Crl)

0.97 (0.61, 1.54)
0.97 (0.46, 2.05)
1.19 (0.81, 1.75)
1.19 (0.59, 2.41)
1.12 (0.69, 1.79)
1.09 (0.48, 2.42)
0.99 (0.83, 1.18)
0.97 (0.69, 1.33)
0.66 (0.46, 0.93)
0.60 (0.21, 1.66)
1.54 (0.92, 2.56)
1.54 (0.71, 3.36)
1.12 (0.84, 1.52)
0.88 (0.39, 1.96)
0.94 (0.51, 1.72)
0.91(0.31, 2.64)
0.83 (0.54, 1.27)
0.81(0.37, 1.76)
0.55 (0.33, 0.93)
0.50 (0.15, 1.75)
1.29 (0.68, 2.44)
1.29 (0.45, 3.69)
0.94 (0.58, 1.55)
0.74 (0.25, 2.13)
0.89 (0.57, 1.39)
0.89 (0.43, 1.87)
0.59 (0.33, 1.04)
0.55 (0.16, 1.96)
1.38 (0.69, 2.79)
1.42 (0.47, 4.40)
1.00 (0.59, 1.77)
0.81(0.27, 2.42)
0.66 (0.47, 0.95)
0.62 (0.22, 1.73)
1.55 (0.90, 2.66)
1.59 (0.69, 3.72)
1.13 (0.83, 1.58)
0.90 (0.40, 2.03)
2.34 (1.26, 4.34)
2.57 (0.71, 9.31)
1.70 (1.16, 2.57)
1.47 (0.46, 4.65)
0.73 (0.41, 1.33)
0.57 (0.18, 1.73)




SUCRA values for OS for second-line treatments assessed in squamous and nonsquamous
NSCLC EGFR wild-type or unknown

Nonsquamous cell carcinoma Squamous cell carcinoma
Treatment SUCRA Treatment SUCRA
Pembrolizumab 94.2 Nivolumab 75.5
Atezolizumab 88.9 Atezolizumab 69.8
Nivolumab 87.6 Pembrolizumab 65.8
Erlotinib+Cabozantinib 80.2 Amrubicin 59.7
Docetaxel+Nintedanib 78.7 Afatinib 58.2
Docetaxel+Ramucirumab | 78.7 Docetaxel+Ramucirumab | 57.5
Docetaxel+Vandetanib 72.8 Docetaxel+Erlotinib 53.5
Pralatrexate 67.5 Erlotinib+Onartuzumab 52.5
Trametinib 64.5 Docetaxel+Vandetanib 51.4
Cabozantinib 62.9 Erlotinib+Bevacizumab 50.5
Docetaxel 62.5 Docetaxel 49.8
Amrubicin 61.9 Docetaxel+Nintedanib 49.6
Docetaxel+Aflibercept 61.5 Erlotinib+Sunitinib 49,5
Docetaxel+Selumetinib 60.7 Erlotinib 45.5
Pemetrexed+Erlotinib 54.9 Pralatrexate 43.0
Pemetrexed+Vandetanib | 41.1 Erlotinib+Figitumumab 40.6
Erlotinib+Tivantinib 39.6 Dacomitinib 36.7
Gefitinib+Tegafur-uracil 38.6 Vandetanib 335
Erlotinib+Sunitinib 36.9 Placebo 25.7
Dacomitinib 31.6 Docetaxel+Selumetinib 24.9
Vandetanib 31.3

Erlotinib 29.9

Pemetrexed+Cetuximab 28.2

Erlotinib+Bevacizumab 23.8

Pemetrexed+Nintedanib | 20.8

Pemetrexed 20.6

Gefitinib 17.6

Erlotinib+Onartuzumab 07.8

Placebo 04.6




SUCRA values for PFS for second-line treatments assessed in squamous and nonsquamous
NSCLC EGFR wild-type or unknown

Nonsquamous cell carcinoma Squamous cell carcinoma
Treatment SUCRA Treatment SUCRA
Erlotinib+Cabozantinib 89.8 Nivolumab 79.5
Cabozantinib 88.7 Docetaxel+Vandetanib 71.4
Docetaxel+Vandetanib 74.2 Docetaxel+Ramucirumab | 71.1
Pralatrexate 71.3 Docetaxel+Nintedanib 70.5
Docetaxel+Ramucirumab | 67.6 Amrubicin 64.6
Docetaxel+Erlotinib 67.5 Pembrolizumab 64.4
Pemetrexed+Erlotinib 63.4 Docetaxel 56.3
Docetaxel+Aflibercept 62.6 Erlotinib+Sunitinib 44.2
Docetaxel+Nintedanib 60.4 Docetaxel+Selumetinib 43.6
Pembrolizumab 58.4 Afatinib 42.7
Erlotinib+Tivantinib 57.8 Docetaxel+Erlotinib 39.9
Gefitinib+Tegafur-uracil 54.7 Dacomitinib 35.5
Docetaxel+Selumetinib 54.3 Erlotinib 28.9
Amrubicin 53.1 Erlotinib+Figitumumab 25.5
Nivolumab 52.3 Vandetanib 25.4
Dacomitinib 51.0 Erlotinib+Onartuzumab 23.6
Docetaxel 43.8

Erlotinib+Sunitinib 43.2

Vandetanib 40.9

Pemetrexed+Vandetanib | 39.4

Pemetrexed+Nintedanib | 35.2

Erlotinib+Onartuzumab 30.0

Icotinib 29.9

Trametinib 29.0

Pemetrexed+Cetuximab 25.1

Erlotinib 24.6

Pemetrexed 16.9

Gefitinib 15.3




SUCRA values for OS and PFS for second-line treatments assessed in Asian population of
NSCLC EGFR wild-type or unknown

oS PFS

Treatment SUCRA Treatment SUCRA
Erlotinib+Onartuzumab 89.2 Pemetrexed+Erlotinib 89.8
Erlotinib+Tivantinib 86.7 Afatinib 77.4
Pemetrexed+Nintedanib | 86.2 Tegafur/uracil+Gefitinib | 70.7
Afatinib 78.4 Docetaxel+Tamoxifen 67.3
Docetaxel+Tamoxifen 67.1 Docetaxel+Vandetanib 67.2
Pemetrexed 63.6 Dacomitinib 60.8
Erlotinib+Sunitinib 62.9 Erlotinib+Tivantinib 59.4
Docetaxel+Vandetanib 58.8 Erlotinib+Sunitinib 58.7
Tegafur/uracil+Gefitinib 53.3 Icotinib 53.4
Icotinib 50.6 Docetaxel+Ramucirumab | 52.0
Docetaxel+Ramucirumab | 49.3 Erlotinib+Onartuzumab 51.8
Gefitinib 47.4 Pemetrexed+Vandetanib | 47.0
Pemetrexed+Erlotinib 43.5 Nab-Paclitaxel 45.9
Pemetrexed+Vandetanib | 43.2 Pemetrexed+Nintedanib | 41.9
Dacomitinib 32.7 Amrubicin 40.8
Erlotinib 31.8 Gefitinib 37.6
Gefitinib+Nimotuzumab 31.1 Gefitinib+Nimotuzumab 37.4
Docetaxel 30.9 Docetaxel 34.8
Amrubicin 30.8 Pemetrexed 34.2
Nab-Paclitaxel 30.3 Erlotinib 29.9
Vandetanib 28.9 Vandetanib 29.3
Placebo 03.5 Placebo 12.6
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Appendix Figure 7: Overall assessment of bias

We evaluated the credibility of the evidence from network meta-analysis based on the approach
suggested by Salanti G et al. Evaluating the quality of evidence from a network meta-analysis. PloS
One. 2014,;9(7): e99682 that extends the GRADE system into network meta-analysis.

To evaluate study limitations we used the online tool CiNeMA available from http://ec2-52-28-232-
32.eu-central-1.compute.amazonaws.com:8004/ocpu/library/contribution/www/ that combines the
contribution of each direct comparison to the estimation in the network (see Chaimani et al.
Graphical tools for network meta-analysis in Stata. Plos One 2013 and Krahn et al. A graphical tool
for locating inconsistency in network meta-analyses. BMC Med Res Methodol 2013) with the risk of
bias assessments for each direct comparison and produces a bar-graph. The bar-graph shows for the
network estimate of every pairwise comparison how much information comes from low (green),
moderate (yellow) or high (red) risk of bias trials.

Below we present our GRADE evaluation for the two primary outcomes and all comparisons presented
in our league tables.


http://ec2-52-28-232-32.eu-central-1.compute.amazonaws.com:8004/ocpu/library/contribution/www/
http://ec2-52-28-232-32.eu-central-1.compute.amazonaws.com:8004/ocpu/library/contribution/www/

GRADE evaluation for Overall survival

Study limitations
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Treatment codes:

8=Docetaxel, 40=Pemetrexed, 19=Erlotinib, 32=Gefitinib, 36=Nivolumab, 39=Pembrolizumab,
4=Atezolizumab, 12=Docetaxel+Nintedanib, 14=Docetaxel+Ramucirumab, 2=Afatinib,
5=Cabozantinib, 21=Erlotinib+Cabozantinib, 42=Pemetrexed+Erlotinib



We have serious concerns for all comparisons that at least 50% of the evidence is at moderate risk of
bias

Indirectness

Given the small number of trials for most comparisons the transitivity assumption could not be
evaluated properly. Therefore, we have serious concerns about intransitivity for all pairwise
comparisons.

Imprecision

We downgraded all non-significant HRs for imprecision.
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Heterogeneity

No empirical distributions for heterogeneity have been suggested for survival outcomes and therefore
we rely on the prediction intervals. Given the very small value of the estimated heterogeneity
(tau=0.04) the prediction intervals were almost identical with the credible intervals and therefore
are not presented in the above graph.

Inconsistency

Appendix Figure 4
We have serious concerns for comparisons included in inconsistent loops.

Publication bias



Based on the comprehensive search that identified also unpublished trials we do not have serious
concerns about the presence of publication bias. Appendix Figure 6 also does not imply the presence
of small-study effects.

Final assessments

Comparison Study Indirectness | Inconsistency | Imprecision | Publications | GRADE Downgraded
Limitations bias for
2:4 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
2:5 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
2:8 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
2:12 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
2:14 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
2:19 No serious | Serious No serious No serious No serious Moderate | Indirectness
concerns concerns concerns concerns concerns
2:21 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
2:32 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
2:36 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
2:39 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
2:40 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
2:42 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
4:5 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
4:8 No serious | Serious No serious No serious No serious Moderate | Indirectness
concerns concerns concerns concerns concerns
4:12 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
4:14 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
4:19 No serious | Serious No serious No serious No serious Moderate | Indirectness
concerns concerns concerns concerns concerns
4:21 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
4:32 No serious | Serious No serious No serious No serious Moderate | Indirectness
concerns concerns concerns concerns concerns
4:36 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
4:39 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
4:40 No serious | Serious No serious No serious No serious Moderate | Indirectness
concerns concerns concerns concerns concerns
4:42 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
5:8 Serious Serious No serious Serious No serious Low Study
concerns concerns concerns concerns concerns limitations,
Indirectness,
Imprecision
5:12 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision




5:14 Serious Serious No serious Serious No serious Low Study
concerns concerns concerns concerns concerns limitations,
Indirectness,
Imprecision
5:19 Serious Serious No serious Serious No serious Low Study
concerns concerns concerns concerns concerns limitations,
Indirectness,
Imprecision
5:21 Serious Serious No serious Serious No serious Low Study
concerns concerns concerns concerns concerns limitations,
Indirectness,
Imprecision
5:32 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
5:36 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
5:39 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
5:40 Serious Serious No serious Serious No serious Low Study
concerns concerns concerns concerns concerns limitations,
Indirectness,
Imprecision
5:42 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
8:12 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
8:14 Serious Serious No serious Serious No serious Low Study
concerns concerns concerns concerns concerns limitations,
Indirectness,
Imprecision
8:19 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
8:21 Serious Serious No serious Serious No serious Low Study
concerns concerns concerns concerns concerns limitations,
Indirectness,
Imprecision
8:32 Serious Serious No serious Serious No serious Low Study
concerns concerns concerns concerns concerns limitations,
Indirectness,
Imprecision
8:36 No serious | Serious No serious No serious No serious Moderate | Indirectness
concerns concerns concerns concerns concerns
8:39 No serious | Serious No serious No serious No serious Moderate | Indirectness
concerns concerns concerns concerns concerns
8:40 Serious Serious No serious Serious No serious Low Study
concerns concerns concerns concerns concerns limitations,
Indirectness,
Imprecision
8:42 No serious | Serious No serious No serious No serious Moderate | Indirectness
concerns concerns concerns concerns concerns
12:14 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
12:19 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
12:21 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
12:32 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
12:36 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
12:39 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision




12:40 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
12:42 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
14:19 Serious Serious No serious Serious No serious Low Study
concerns concerns concerns concerns concerns limitations,
Indirectness,
Imprecision
14:21 Serious Serious No serious Serious No serious Low Study
concerns concerns concerns concerns concerns limitations,
Indirectness,
Imprecision
14:32 Serious Serious No serious Serious No serious Low Study
concerns concerns concerns concerns concerns limitations,
Indirectness,
Imprecision
14:36 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
14:39 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
14:40 Serious Serious No serious Serious No serious Low Study
concerns concerns concerns concerns concerns limitations,
Indirectness,
Imprecision
14:42 Serious Serious No serious Serious No serious Low Study
concerns concerns concerns concerns concerns limitations,
Indirectness,
Imprecision
19:21 Serious Serious No serious Serious No serious Low Study
concerns concerns concerns concerns concerns limitations,
Indirectness,
Imprecision
19:32 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
19:36 No serious | Serious No serious No serious No serious Moderate | Indirectness
concerns concerns concerns concerns concerns
19:39 No serious | Serious No serious No serious No serious Moderate | Indirectness
concerns concerns concerns concerns concerns
19:40 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
19:42 No serious | Serious No serious No serious No serious Moderate | Indirectness
concerns concerns concerns concerns concerns
21:32 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
21:36 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
21:39 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
21:40 Serious Serious No serious Serious No serious Low Study
concerns concerns concerns concerns concerns limitations,
Indirectness,
Imprecision
21:42 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision
32:36 No serious | Serious No serious No serious No serious Moderate | Indirectness
concerns concerns concerns concerns concerns
32:39 No serious | Serious No serious No serious No serious Moderate | Indirectness
concerns concerns concerns concerns concerns
32:40 Serious Serious No serious Serious No serious Low Study
concerns concerns concerns concerns concerns limitations,

Indirectness,
Imprecision




32:42 No serious | Serious No serious No serious No serious Moderate | Indirectness
concerns concerns concerns concerns concerns

36:39 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision

36:40 No serious | Serious No serious No serious No serious Moderate | Indirectness
concerns concerns concerns concerns concerns

36:42 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision

39:40 No serious | Serious No serious No serious No serious Moderate | Indirectness
concerns concerns concerns concerns concerns

39:42 No serious | Serious No serious Serious No serious Moderate | Indirectness,
concerns concerns concerns concerns concerns Imprecision

40:42 No serious | Serious No serious No serious No serious Moderate | Indirectness
concerns concerns concerns concerns concerns




GRADE evaluation for Progression-free survival

Study limitations
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Treatment codes:

8=Docetaxel, 39=Pemetrexed, 19=Erlotinib, 32=Gefitinib, 36=Nivolumab, 38=Pembrolizumab,
4=Atezolizumab, 12=Docetaxel+Nintedanib, 14=Docetaxel+Ramucirumab, 2=Afatinib,
5=Cabozantinib, 21=Erlotinib+Cabozantinib, 41=Pemetrexed+Erlotinib



We have serious concerns for all comparisons that at least 50% of the evidence is at moderate risk of
bias and very serious concerns when at least 50% of the evidence if at high risk of bias.

Indirectness

Given the small number of trials for most comparisons the transitivity assumption could not be
evaluated properly. Therefore, we have serious concerns about intransitivity for all pairwise
comparisons.

Imprecision
We downgraded all non-significant HRs for imprecision.
Heterogeneity

No empirical distributions for heterogeneity have been suggested for survival outcomes and therefore
we rely on the prediction intervals. We downgraded comparisons that were statistically significant but
the prediction interval crossed the line of no effect.

Comparison
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Inconsistency
Appendix Figure 4
We have serious concerns for comparisons included in inconsistent loops.

Publication bias



Appendix Figure 6 implies the presence of small-study effects which might be due to selective reporting
bias and therefore we have serious concerns for all comparisons.

Final assessments

Comparison Study Indirectness | Inconsistency Imprecision | Publication | GRADE Downgraded for
Limitations bias
2:4 Serious No serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Imprecision,
Publication bias
2:5 Serious Serious No serious Serious Serious Low Study limitations,
concerns concerns concerns concerns concerns Indirectness,
Imprecision,
Publication bias
2:8 Serious No serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Imprecision,
Publication bias
2:12 Serious Serious No serious Serious Serious Low Study limitations,
concerns concerns concerns concerns concerns Indirectness,
Imprecision,
Publication bias
2:14 Serious Serious No serious Serious Serious Low Study limitations,
concerns concerns concerns concerns concerns Indirectness,
Imprecision,
Publication bias
2:19 Serious Serious No serious No serious Serious Low Study limitations,
concerns concerns concerns concerns concerns Indirectness,
Publication bias
2:21 Serious Serious No serious Serious Serious Low Study limitations,
concerns concerns concerns concerns concerns Indirectness,
Imprecision,
Publication bias
2:32 Serious Serious No serious Serious Serious Low Study limitations,
concerns concerns concerns concerns concerns Indirectness,
Imprecision,
Publication bias
2:36 Serious No serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Imprecision,
Publication bias
2:38 Serious Serious No serious Serious Serious Low Study limitations,
concerns concerns concerns concerns concerns Indirectness,
Imprecision,
Publication bias
2:39 Serious Serious No serious Serious Serious Low Study limitations,
concerns concerns concerns concerns concerns Indirectness,
Imprecision,
Publication bias
2:41 Serious No serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Imprecision,
Publication bias
4:5 Serious No serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Imprecision,
Publication bias
4:8 Serious No serious No serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,

Publication bias




4:12 Serious Serious No serious No serious Serious Low Study limitations,
concerns concerns concerns concerns concerns Indirectness,
Publication bias
4:14 Serious Serious No serious Serious Serious Low Study limitations,
concerns concerns concerns concerns concerns Indirectness,
Imprecision,
Publication bias
4:19 Serious No serious No serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Publication bias
4:21 Serious No serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Imprecision,
Publication bias
4:32 Serious No serious No serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Publication bias
4:36 Serious No serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Imprecision,
Publication bias
4:38 Serious Serious No serious Serious Serious Low Study limitations,
concerns concerns concerns concerns concerns Indirectness,
Imprecision,
Publication bias
4:39 Serious No serious No serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Publication bias
4:41 Serious No serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Imprecision,
Publication bias
5:8 Serious No serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Imprecision,
Publication bias
5:12 Serious No serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Imprecision,
Publication bias
5:14 Serious No serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Imprecision,
Publication bias
5:19 Serious No serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Imprecision,
Publication bias
5:21 Serious No serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Imprecision,
Publication bias
5:32 Serious No serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Imprecision,
Publication bias
5:36 Serious No serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,

Imprecision,
Publication bias




5:38 Serious No serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Imprecision,
Publication bias
5:39 Serious No serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Imprecision,
Publication bias
5:41 Serious No serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Imprecision,
Publication bias
8:12 No serious | Serious No serious Serious Serious Low Indirectness,
concerns concerns concerns concerns concerns Imprecision,
Publication bias
8:14 Serious Serious No serious Serious Serious Low Study limitations,
concerns concerns concerns concerns concerns Indirectness,
Imprecision,
Publication bias
8:19 Serious Serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
(incoherence) Inconsistency,
Publication bias
8:21 Serious No serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Imprecision,
Publication bias
8:32 Serious Serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
(heterogeneity) Inconsistency,
Publication bias
8:36 Serious No serious No serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Publication bias
8:38 Serious Serious No serious No serious Serious Low Study limitations,
concerns concerns concerns concerns concerns Indirectness,
Publication bias
8:39 Serious Serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
(incoherence) Inconsistency,
Publication bias
8:41 Serious No serious No serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Publication bias
12:14 No serious | Serious No serious Serious Serious Low Indirectness,
concerns concerns concerns concerns concerns Imprecision,
Publication bias
12:19 Serious No serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Imprecision,
Publication bias
12:21 Serious No serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Imprecision,
Publication bias
12:32 Serious Serious No serious Serious Serious Low Study limitations,
concerns concerns concerns concerns concerns Indirectness,
Imprecision,
Publication bias
12:36 Serious Serious No serious Serious Serious Low Study limitations,
concerns concerns concerns concerns concerns Indirectness,




Imprecision,
Publication bias

12:38 No serious | Serious No serious Serious Serious Low Indirectness,
concerns concerns concerns concerns concerns Imprecision,
Publication bias
12:39 Serious Serious No serious Serious Serious Low Study limitations,
concerns concerns concerns concerns concerns Indirectness,
Imprecision,
Publication bias
12:41 Serious No serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Imprecision,
Publication bias
14:19 Serious Serious No serious Serious Serious Low Study limitations,
concerns concerns concerns concerns concerns Indirectness,
Imprecision,
Publication bias
14:21 Serious No serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Imprecision,
Publication bias
14:32 Serious Serious No serious Serious Serious Low Study limitations,
concerns concerns concerns concerns concerns Indirectness,
Imprecision,
Publication bias
14:36 Serious Serious No serious Serious Serious Low Study limitations,
concerns concerns concerns concerns concerns Indirectness,
Imprecision,
Publication bias
14:38 Serious Serious No serious Serious Serious Low Study limitations,
concerns concerns concerns concerns concerns Indirectness,
Imprecision,
Publication bias
14:39 Serious Serious No serious Serious Serious Low Study limitations,
concerns concerns concerns concerns concerns Indirectness,
Imprecision,
Publication bias
14:41 Serious No serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Imprecision,
Publication bias
19:21 Serious No serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Imprecision,
Publication bias
19:32 Serious Serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
(incoherence) Inconsistency,
Imprecision,
Publication bias
19:36 Serious No serious No serious | Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Publication bias
19:38 Serious Serious No serious No serious Serious Low Study limitations,
concerns concerns concerns concerns concerns Indirectness,
Publication bias
19:39 Serious No serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,

Imprecision,
Publication bias




19:41

21:32

21:36

21:38

21:39

21:41

32:36

32:38

32:39

32:41

36:38

36:39

36:41

38:39

38:41

39:41

Serious
concerns

Serious
concerns

Serious
concerns

Serious No serious No serious | Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Publication bias
Serious No serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Imprecision,
Publication bias
Serious No serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Imprecision,
Publication bias
Serious No serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Imprecision,
Publication bias
Serious No serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Imprecision,
Publication bias
Serious No serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Imprecision,
Publication bias
Serious No serious No serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Publication bias
Serious No serious No serious Serious Low Study limitations,
concerns concerns concerns concerns Indirectness,
Publication bias
Serious No serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Imprecision,
Publication bias
Serious No serious No serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Publication bias
Serious No serious Serious Serious Low Study limitations,
concerns concerns concerns concerns Indirectness,
Imprecision,
Publication bias
Serious No serious No serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Publication bias
Serious No serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Imprecision,
Publication bias
Serious No serious No serious Serious Low Study limitations,
concerns concerns concerns concerns Indirectness,
Publication bias
Serious No serious Serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,
Imprecision,
Publication bias
Serious No serious No serious Serious Very Study limitations (2
concerns concerns concerns concerns low levels), Indirectness,

Publication bias
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