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Supplementary Appendix

We used the search terms to search the MEDLINE via PubMed (1 Jan 2010 to 30 June 2021) as follows:

#1 "neoplasms"[MeSH Terms] OR "cancer*"[Title/Abstract] OR "carcinoma*"[Title/Abstract] OR "oncol*"[Title/Abstract] OR "tumor*"[Title/Abstract]
OR "tumour*"[Title/Abstract] OR "adenocarcinoma*"[Title/Abstract] NOT Leukemia[MeSH Terms] NOT Lymphoma[MeSH Terms] NOT “Multiple
Myeloma” [MeSH Terms]

#2 "random™*"[Title/Abstract]

#3 "Antineoplastic Agents"[MeSH Terms] OR "immunotherapy"[All Fields] OR "Immune Checkpoint Inhibitors"[All Fields] OR "target therapy"[All
Fields] OR "hormone"[All Fields] OR "chemotherapy"[All Fields]

#4 "humans"[MeSH Terms]

#5"english"[Language]

#6 randomizedcontrolledtrial[Filter]

#7 2010/01/01:2021/06/30[Date - Publication]

#8 adjuvant[Title] OR neoadjuvant[Title]

#9 "placebo"[Title] OR "blind"[Title]

#1 AND #2 AND #3 AND #4 AND #5 AND #6 AND #7 NOT #8 NOT #9
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Supplementary Figure 2. The trend in PFS adjudicators from 2010 to 2021
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Supplementary Figure 3. The trend in ORR adjudicators from 2010 to 2021
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Supplementary Figure 4a. Comparison of treatment effect estimates (Hazard Ratio) between central reviewers
and local investigators. Sensitivity analysis (p = 0.25).

Author(s) and Year Ratio of hazard ratios (95% Cl) Weight RHR, 95% CI
Novello, 2018 - J 0.17% 0.47 [0.22, 1.02
Reichardt, 2012 —_— 0.65% 0.64 [0.43, 0.96
Tamura, 2017 ——y 0.49% 0.65[0.41, 1.02
Flaherty, 2012 |—-—:| 0.29% 0.71[0.39, 1.29
Monk, 2020 —_— 0.37% 0.72 [0.42, 1.22
Johann, 2020 —— 0.98% 0.73 [0.53, 1.02
Oza, 2015 _— 0.25% 0.74 [0.38, 1.41
Shaw, 2020 —_ 0.45% 0.75[0.46, 1.21
Tolaney, 2020 p——————————i 0.39% 0.76 [0.45, 1.28
Finn, 2020 a1 1.25% 0.76 [0.57, 1.02
Penson, 2020 ————b—f 0.53% 0.79 [0.51,1.23
Shitara, 2018 ——t 2.26% 0.80 [0.64, 0.99
Wu, 2015 _— 0.3 0.81]0.48, 1.38
Naumann, 2013 — 0.37% 0.82 [0.48, 1.38
Shi —— 0.71% 0.82 [0.56, 1.19
McDermott, 2018 p————— 0.55% 0.82[0.53, 1.26
Ribas | ——— 1.15% 0.82[0.61,1.11
Moore, 2021 ——— 1.15% 0.82 [0.61, 1.11
Wicl —— 1.42% 0.83 [0.63, 1.09
Mir, 2016 | 0.31% 0.84 [0.47, 1.50
Sequist, 2013 ——i—y 0.82% 0.84 [0.59, 1.20
Lynch, 2010 —ay 2.45% 0.85 [0.69, 1.04
Rini, 2020 —_ 1.04% 0.85 [0.62, 1.16
Bardia, 2021 |—.+| 1.25% 0.85[0.64, 1.14
Hauschild, 2012 —_— 0.24% 0.86 [0.44, 1.66
et 2019 " e S10% 087(083. 126
est, —a— 11% 0. .69, 1.
Cortes, 2011 —— 2.04% 0.87 [0.70, 1.09
Camidge, 2020 —_——— 0.61% 0.88 [0.58, 1.32
Socinski, 2018 —— 2.15% 0.88[0.71,1.10
Von, 2013 —a— 2.54% 0.88 [0.72,1.08
Jotte, 2020 —e— 2.20% 0.89[0.71,1.10
Soria, 2017 —_— 0.91% 0.89 [0.64, 1.25
Vermorken, 2014 — 0.36% 0.90 [0.52, 1.53
Mowwer. 2013 e Ta3% 091089, 110
otzer, 43% 0. .69, 1.
Dummer, 2018 — 0.92% 0.91[0.65, 1.27
Kaufman, 2015 ——— 3.60% 0.91[0.77,1.07
Crown, 2013 ——a—— 1.18% 0.91[0.68, 1.22
Monk, 2010 ——— 2.04% 0.91[0.73,1.14
Kim, 2013 —a—— 2.55% 0.910.75,1.12
Motzer, 2019 — 1.74% 0.9310.73,1.18
Wu, 2014 ————————— .64% 0.93 [0.62, 1.39
Bergh, 2012 | 1.26% 0.93[0.70, 1.25
Peters, 2017 —_—— 0.64% 0.94 [0.63, 1.41
Colombo, 2012 —a— 2.57% 0.84[0.77,1.15
Rini, 2019 ——— 2.48% 0.9410.77,1.16
Curigliano, 2013 —— 0.79% 0.97 [0.67, 1.39
Yao, 2017 —a—y 1.29% 0.970.73,1.28
Soria, 2015 —a— 2.83% 0.98 [0.81,1.18
de, 2021 —_— 0.46% 0.98 [0.61, 1.57
Pignata, 2021 L — 1.32% 0.98 [0.74, 1.30
Machiels, 2015 —t— 1.57% 0.99 [0.76, 1.28
Urruticoechea, 2017 —— 1.47% 0.99 [0.76, 1.29
Ravaud, 2015 —— 1.04% 0.99 [0.72, 1.36
ini, } 1 1.78% 0.99 [0.78, 1.26
Baselga, 2017 t T 4 0.14% 0.99 [0.41, 2.37
Litton, 2018 —— 1.00% 1.00 [0.73, 1.38
Hida, 2017 —_ 0.31% 1.00 [0.56, 1.78
Ruzsa, 2014 — 0.37% 1.00 [0.59, 1.69
Hutson, 2014 —e 1.58% 1.00(0.77,1.29
Rini, 2014 —— 2.22% 1.00[0.81,1.24
Tap, 2016 — 0.31% 1.00 [0.56, 1.79
Blay, 2014 F = 4 0.16% 1.01[0.45,2.28
Verma, 2012 —— 2.57% 1.02[0.83,1.24
Dummer, 2017 —_— 0.97% 1.02[0.73, 1.41
Zhou, 2014 P 0.64% 1.02 [0.68, 1.52
Yuan, 2019 —— 1.67% 1.03 [0.80, 1.31
Blackwell, 2010 [ ——— 0.85% 1.03 [0.73, 1.46
Choueiri, 2016 —a— 1.67% 1.04 [0.81, 1.33
Shi, 2021 ——— 1.22% 1.05[0.78, 1.40
Demetri, 2016 ——— 0.72% 1.05[0.72,1.54
Shi, 2017 [ 0.64% 1.07 [0.71, 1.58
Hersh, 2015 ] 1.55% 1.07 [0.82, 1.38
Keunchil, 2016 l—:o—! 1.11% 1.07 [0.79, 1.45
Odogwu, 2018 | E— 0.74% 1.07 [0.74, 1.56
Flaherty, 2012 —_— 0.60% 1.07 [0.71, 1.62
Xu, 2021 —_—— 0.54% 1.08 [0.70, 1.67
Gianni, 2013 ——— 1.07% 1.14[0.83, 1.55
Gogas, 2021 [ 1.00% 1.15[0.83, 1.58
Motzer, 2014 b 1.92% 1.16 [0.92, 1.47
Choueiri, 2018 S — 0.39% 1.17(0.70, 1.95
Oza, 2015 - 0.43% 1.20(0.73,1.95
Kim, 2014 I : i 0.23% 1.20 [0.61,2.35
Motzer, 2021 —a 1.53% 1.21[0.93, 1.56
Vansteenkiste, 2015 —_— 0.52% 1.27[0.81, 1.98'
Blay, 2015 —— 0.83% 1.30(0.91, 1.85
Ueno, 2016 _— 0.45% 1.30(0.81,2.11
Wu, 2020 + 4 0.11% 1.31[0.50, 3.44
Rugo, 2017 —— 0.55% 1.34 [0.87, 2.07
Zhang, 2017 e 1.21% 1.46 [1.09, 1.95
Kawal, 2015 0.12% 1.86 [0.74, 4.69]
Heterogeneity: Tau’ = 0.00; Chi’ 0.95 [0.92, 0.98]

= 69,16, df = 91 (P = 0.96); 2 = 0% ¢ 100.00%
Test for overall effect; Z = -3.36 (P = 0.00) { ) > * g

Local overestimate Central overestimate

0.25 05 1 2 4
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Supplementary Figure 4b. Comparison of treatment effect estimates (Hazard Ratio) between central reviewers
and local investigators. Sensitivity analysis (p = 0.50).

Author(s) and Year Ratio of hazard ratios (95% CI) Weight RHR, 95% CI
Novello, 2018 - 0.19% 0.47 [0.25, 0.88
Reichardt, 2012 — ! 0.68% 0.64 [0.46, 0.89
Tamura, 2017 — 0.53% 0.65[0.45,0.94
Flaherty, 2012 —_— 0.31% 0.710.43, 1.16
Monk, 2020 —_ 0.40% 0.72[0.47, 1.11
Johann, 2020 —_—, 1.01% 0.73 [0.56, 0.96
Oza, 2015 —_— 0.27% 0.7410.43, 1.25
Shaw, 2020 — 0.48% 0.75[0.51, 1.11
Tolaney, 2020 [ ———— 0.42% 0.76 [0.50, 1.16
Finn, 2020 —— 1.27% 0.76 [0.60, 0.96
Penson, 2020 ——y 0.56% 0.79[0.55, 1.13
Shitara, 2018 —a—' 2.18% 0.80[0.67,0.95

u, 2015 —_— 0.39% 0.81[0.52, 1.25
Naumann, 2013 —_— 0.40% 0.8210.53, 1.25

aw, —_— 0.75% 0.82[0.60, 1.11
McDermott, 2018 — 0.59% 0.82[0.58, 1.17
Ribas, 2015 ——r 1.18% 0.82 [0.64, 1.05
Moore, 2021 ——t—{ 1.10% 0.82 [0.64, 1.06;
Wick, 2017 —— 1.44% 0.83 [0.67, 1.04]
Mir, 2016 - 0.34% 0.84 [0.53, 1.35
Sequist, 2013 ————t 0.86% 0.84 [0.63, 1.13
Lynch, 2010 —a— 2.34% 0.85/0.72, 1.00

ini, —— 1.08% 0.85 [0.66, 1.10
Bardia, 2021 — 1.28% 0.85[0.68, 1.08
Hauschild, 2012 — 0.26% 0.86 [0.50, 1.47
Robson, 2017 —— 0.74% 0.86[0.63, 1.18
West, 201 —— 2.05% 0.87[0.72, 1.04
Cortes, 2011 —a— 1.98% 0.87 [0.73, 1.05
Camidge, 2020 | ———— 0.65% 0.88 [0.63, 1.23
Socinski, 2018 —a— 2.08% 0.880.74, 1.05
Von, 2013 —— 240% 0.88[0.75, 1.04
Jotte, 2020 —— 2.12% 0.89[0.74, 1.06
Soria, 2017 —_ 0.95% 0.89[0.68, 1.17
Vermorken, 2014 —— 0.39% 0.90[0.58, 1.39
Zhou, 2021 —— 1.01% 0.90 [0.69, 1.17]
Motzer, 2013 —— 1.44% 0.91[0.73, 1.13
Dummer, 2018 —— 0.96% 0.91[0.69, 1.19
Kaufman, 2015 i 3.20% 0.91[0.79, 1.04
Crown, 2013 ——r—y 1.20% 0.91[0.71, 1.16
Mon ——— 1.98% 0.91[0.76, 1.10
Kim, 2013 —a— 242% 091[0.77,1.08
Motzer, 2019 —— 1.73% 0.93[0.76, 1.13
Wu, 2014 e | 0.68% 0.93[0.67, 1.29
Bergh, 2012 I—l:—| 1.27% 0.93[0.74, 1.18
Peters, 2017 —_— 0.68% 0.94 [0.68, 1.31
Colombo, 2012 —a— 2.44% 0.94[0.80, 1.11
Rini, 2018 —— 2.36% 0.94 [0.80, 1.1
Curigliano, 2013 — 0.83% 0.970.72, 1.30
Yao, 2017 — 1.32% 0.97[0.77, 1.22
Soria, 2015 —a.— 2.63% 0.98[0.83, 1.14
de, 2021 e e | 0.49% 0.98[0.67, 1.44
Pignata, 2021 —— 1.35% 0.98 [0.78, 1.23
Machiels, 2015 —— 1.58% 0.99[0.80, 1.22
Urruticoechea, 2017 —— 1.48% 0.99 [0.80, 1.23
Ravaud, 2015 —e 1.07% 0.99[0.76, 1.28
Rini, 2011 —— 1.77% 0.99[0.81, 1.20
Baselga, 2017 I T 1 0.15% 0.990.48, 2.03
Litton, 2018 —— 1.04% 1.00 [0.77, 1.30
Hida, 2017 —— 0.34% 1.00[0.62, 1.60
Ruzsa, 2014 —_— 0.40% 1.00[0.65, 1.54
Hutson, 2014 —e— 1.58% 1.00[0.81, 1.23
Rini, 2014 —— 2.14% 1.00[0.84, 1.19
Tap, 2016 —_— 0.33% 1.00[0.62, 1.61
Blay, 2014 L 0.17% 1.01[0.52, 1.99
Bimmes. o017 -l 101% 1051078158

ummer, .01% 1. .78, 1.
Zhou, 2014 —— 0.68% 1.02[0.73, 1.41
Yuan, 2019 —a— 1.67% 1.03[0.84, 1.26
Blackwell, 2010 — 0.87% 1.03[0.77, 1.37
Choueiri, 2016 —— 1.66% 1.0410.85, 1.27
Shi, 2021 ———i 1.25% 1.05[0.83, 1.33
Demetri, 2016 —t— 0.76% 1.05[0.77, 1.44
Shi, 2017 [ ——— 0.67% 1.07 [0.77, 1.48
Hersh, 2015 —— 1.54% 1.07 [0.86, 1.32
Keunchil, 2016 —— 1.14% 1.07 [0.83, 1.37,
Odogwu, 2018 —_— 0.77% 1.07 [0.79, 1.46
Flaherty, 2012 —— 0.63% 1.07 [0.76, 1.51
Xu, 2021 e o | 0.58% 1.08 [0.75, 1.54
Gianni, 2013 e 1.09% 1.14[0.88, 1.47
Gogas, 2021 ——— 1.04% 1.15[0.88, 1.49
Motzer, 2014 —a— 1.89% 1.16 [0.96, 1.41
Choueiri, 2018 —_——y 0.42% 1.17[0.77,1.78
Oza, 2015 _—t 0.46% 1.200.80, 1.79
Kim, 2014 _——) 0.25% 1.20[0.69, 2.08
Motzer, 2021 I:—l—l 1.54% 1.21[0.97, 1.49
Vanstgg;\lglste, 2015 —_—— ggg:;a ]gg ggg ]g%

3 — .86% 87 1;
Ueno, 2016 —_—— 0.48% 1.30[0.88, 1.93
Wu, 2020 [ 4 0.12% 1.31[0.60, 2.88
Rugo, 2017 P 0.58% 1.34[0.94, 1.91
Zhang, 2017 ' —— 1.24% 1.46 [1.15, 1.85
Kawai, 2015 4 0.13% 1.86[0.87,3.98
Heterogeneity: Tau® = 0.00 103.38, df = 91 (P = 0.18); I* = 7% * 100.00% 0.95 [0.92, 0.97]
Test for overall effect: Z = - =0.00) !
Local overestimate 4 Central overestimate
0.25 05 1 2 4
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Supplementary Figure 4c. Comparison of treatment effect estimates (Hazard Ratio) between central reviewers
and local investigators. Sensitivity analysis (p = 0.75).

Author(s) and Year Ratio of hazard ratios (95% CI) Weight RHR, 95% CI
Novello, 2018 e ——— ' 0.37% 0.47 [0.30, 0.73
Reichardt, 2012 —— 0.95% 0.64 [0.51,0.81
Tamura, 2017 —— 0.81% 0.65 [0.50, 0.84
Flaherty, 2012 |—.—' 0.55% 0.71[0.50, 1.01
Monk, 2020 ——, 0.67% 0.72 [0.53, 0.98]
Johann, 2020 — 1.17% 0.73]0.61, 0.89
Oza, 2015 | ——] 0.50% 0.74 [0.51, 1.07
Shaw, 2020 ——i 0.76% 0.75[0.57, 0.99
Tolaney, 2020 ——i 0.69% 0.76 [0.56, 1.03
Finn, 2020 —a— 1.30% 0.76 |0.65, 0.90
Penson, 2020 ] 0.84% 0.79 [0.61, 1.02
Shitara, 2018 .- 1.59% 0.80[0.71, 0.90
Wu, 2015 —— 0.66% 0.81[0.60, 1.10
Naumann, 2013 —_— 0.68% 0.82 [0.60, 1.10.
aw, e 1.01% 0.82[0.66, 1.02
McDermott, 2018 p——rf 0.86% 0.82 [0.64, 1.05
Ribas, 2015 i 1.26% 0.82 [0.69, 0.98
Moore, 2021 —— 1.11% 0.8210.68, 1.01
Wick, 2017 —a— 1.37% 0.83[0.71, 0.97
Mir, 2016 ————y 0.59% 0.84 [0.60, 1.18
Sequist, 2013 —a—y 1.08% 0.84 [0.69, 1.04
Lynch, 2010 ! 1.62% 0.85[0.75, 0.96
ini, 2020 —— 1.21% 0.85][0.71, 1.02
Bardia, 2021 ) 1.30% 0.85[0.72, 1.01
i fa b e
abson. .99% 0. .69, 1.1
West, 2019 —.—t 1.56% 0. o.vs,o.gs]
Cortes, 2011 - 1.53% 0.87 [0.77, 1.00!
Camidge, 2020 - 0.92% 0. 0.69, 1.11
Socinski, 2018 -l 1.57% 0.88 [0.77, 1.00
Von, 2013 e 1.63% 0.88 [0.79, 0.99
Jotte, 2020 - 1.58% 0.89 [0.78, 1.01
Soria, 2017 —a— 1.14% 0.89 [0.73, 1.08]
Vermorken, 2014 —e— 0.66% 0.90 [0.66, 1.22
ou, —a— 1.16% 0.90 [0.74, 1.09
Motzer, 2013 o 1.37% 0.91[0.78, 1.06
Dummer, 2018 —a—— 1.14% 0. 0.75, 1.10
Kaufman, 2015 HH 1.76% 0.91[0.82, 1.00
Crown, 2013 i 1.27% 0.91[0.77, 1.08
Monk, 2010 i 1.54% 0. 0.80, 1.04
Kim, 2013 - 1.64% 0.91[0.81, 1.03
Motzer, 2019 - 1.47% 0.93]0.81, 1.07
Wu, 2014 —— 0.95% 0.93[0.74, 1.17,
Bergh, 2012 —ay 1.29% 0.93]0.79, 1.11
Peters, 2017 —— 0.95% 0.94 [0.75, 1.19
Colombo, 2012 A 1.64% 0.94 [0.84, 1.06
ini, 2019 i 1.63% 0.94 [0.84, 1.06
Curigliano, 2013 P 1.06% 0.97 [0.78, 1.19
Yao, 2017 —a— 1.32% 0.97 [0.82, 1.14
Soria, 2015 = = 1.67% 0.98[0.87, 1.09
de, 2021 i 0.78% 0.98 [0.75, 1.29
Pignata, 2021 —a—i 1.34% 0.98 [0.83, 1.15
Machiels, 2015 —— 1.42% 0.99[0.85, 1.15
Urruticoechea, 2017 1.38% 0.99 [0.85, 1.15
Ravaud, 2015 1.20% 0.99[0.82, 1.19
Rini, 2011 1.48% 0.99[0.86, 1.14
Baselga, 2017 L | 0.29% 0.99[0.59, 1.66
Litton, 2018 —— 1.18% 1.00[0.83, 1.20
Hida, 2017 —_ 0.59% 1.00]0.72, 1.40;
Ruzsa, 2014 ——a—— 0.67% 1.00 [0.74, 1.36
Hutson, 2014 —a— 1.43% 1.00[0.86, 1.16
Rini, 2014 . 1.58% 1.00[0.88, 1.13
Tap, 2016 — 0.57% 1.00[0.71, 1.41
Blay, 2014 —_— 0.31% 1.01[0.62, 1.66
Verma, 2012 1.64% 1.02[0.90, 1.14
Dummer, 2017 1.17% 1.02[0.84, 1.23
ou, 201 —— 0.94% 1.02[0.81, 1.29
Yuan, 2019 —— 45% 1.03[0.89, 1.18]
Blackwell, 2010 —a— .06% 1.03[0.83, 1.27
Choueiri, 2016 - 45% 1.04 [0.90, 1.20
Shi, 2021 —— .29% 1.05[0.89, 1.24
Demetri, 2016 —e— .01% 1.05[0.85, 1.31
Shi, 2017 —la— 0.93% 1.07 [0.84, 1.35
Hersh, 2015 - 40% 1.07[0.92, 1.24
Keunchil, 2016 l—:I—-i .24% 1.07 [0.90, 1.27
Odogwu, 2018 —— .01% 1.07 [0.86, 1.33
Lo oz == s s
u, —r— .86% 1. .84, 1.
Gianni, 2013 —— .20% 1.14[0.95, 1.37
Gogas, 2021 P——t 19% 1.15[0.95, 1.38
Motzer, 2014 | 52% 1.16[1.02, 1.33
Choueiri, 2018 [ ———| 0.69% 1.17 [0.87, 1.57
Oza, 2015 [ 0.74% 1.20 [0.90, 1.59
Kim, 2014 | w—— 047% 1.20[0.81, 1.77
Motzer, 202 | —— 1.41% 1.21[1.04, 1.40
Vansteenkiste, 2015 —— 0.83% 1.27 [0.98, 1.64
Do 2076 i o9k 1301098173
leno, — ; : .98, 1.
Wu, 2020 —_— 0.26% 1.31[0.75, 2.29
Rugo, 2017 — 0.85% 1.34[1.04, 1.73
Zhang, 2017 —a— 1.29% 1.46[1.23, 1.73
Kawai, 2015 —_— 0.26% 1.86 [1.07, 3.23
Heterogeneity: Tau” = 0.01; Chi” = 204,82, df = 91 (P = 0.00); I = 56% 100.00% 0.95 [0.92, 0.98
Test fo?overgll effect: Z'=-3.51 (P = 0.00) ( ) ¢ [ ]

Central overestimate

Local overestimate

0.25 05 1 2 4
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Supplementary Figure 4d. Comparison of treatment effect estimates (Hazard Ratio) between central reviewers

and local investigators. Sensitivity analysis (p = 0.95).

Author(s) and Year Ratio of hazard ratios (95% CI) Weight RHR, 95% CI
Novello, 2018 e ' 0.87% 0.47 [0.38, 0.57
Reichardt, 2012 - 1 1.10% 0.64 [0.58, 0.71
Tamura, 2017 —— ! 1.07% 0.65[0.58, 0.73
Flaherty, 2012 —e— 0.95% 0.71[0.60, 0.84
Monk, 2020 —.— 1.02% 0.7210.63, 0.82
Johann, 2020 HH 1.13% 0.73 [0.67, 0.80
Oza, 2015 — 0.95% 0.74 [0.62, 0.87’
Shaw, 2020 . .05% 0.75[0.66, 0.85
Tolaney, 2020 = 02% 0.76 [0.66, 0.88,
Finn, 2020 HH 15% 0.76 [0.71, 0.82
Penson, 2020 - 07% 0.79[0.70, 0.89
Shitara, 2018 - .18% 0.80 [0.76, 0.84’
Wu, 2015 —a—' .02% 0.81[0.70, 0.93
Naumann, 2013 —.— ! 03% 0.820.71, 0.93

aw, [ 11% 0.82 [0.74, 0.90
McDermott, 2018 -, .07% 0.82[0.73, 0.92
Ribas, 2015 HH .15% 0.82 [0.76, 0.89
Moore, 2021 —— 02% 0.82[0.72, 0.95
Wick, 2017 HH .16% 0.83[0.77, 0.89
Mir, 2016 —a— .00% 0.84 [0.73, 0.98
Sequist, 2013 H 1.12% 0.84 [0.77, 0.93
Lynch, 2010 [ 1.18% 0.85[0.81, 0.90
Rini, 2020 H- ! 1.14% 0.85[0.78, 0.92
Bardia, 2021 HH | 1.15% 0.85[0.79, 0.92
Hauschild, 2012 b 0.93% 0.86[0.72, 1.02
Robson, 2017 L 11% 0.86 [0.78, 0.95]
West, 2019 HH 18% 0.87 [0.82, 0.92
Cortes, 2011 HH A7% 0.87 [0.82, 0.93
Camidge, 2020 ] .09% 0.88[0.79, 0.98
Socinski, 2018 HEH .18% 0.88[0.83, 0.93
Von, 2013 HM ' 18% 0.88 [0.84, 0.93
Jotte, 2020 HH ' .18% 0.89 [0.84, 0.94
Soria, 2017 [ o 13% 0.89[0.82, 0.97
Vermorken, 2014 —a— .02% 0.90 [0.78, 1.03
Zhou, 2021 ] .12% 0.90 [0.82, 0.98]
Motzer, 2013 HH, 16% 0.91]0.85, 0.97
Dummer, 2018 HH .13% 0.91[0.83, 0.99
Kaufman, 2015 . .19% 0.91[0.86, 0.95
Crown, 2013 - 1.14% 0.91 [0.84, 0.99
Monk, 2010 HEHY 1.17% 0.91[0.86, 0.97,
Kim, 2013 [} 1.18% 0.91[0.87, 0.96
Motzer, 2019 HH 1.17% 0.93 [0.87, 0.99
Wu, 2014 - .10% 0.93 [0.84, 1.03
Bergh, 2012 HH 14% 0.93 [0.86, 1.01
Peters, 2017 —a .10% 0.94 [0.85, 1.04]
Colombo, 2012 i .18% 0.94 [0.90, 0.99
Rini, 2019 HEH .18% 0.94 [0.89, 0.99
Curigliano, 2013 sl .12% 0.97 [0.88, 1.06,
Yao, 2017 HH 15% 0.97 [0.90, 1.04
Soria, 2015 HH .18% 0.98 [0.93, 1.03
de, 2021 - .06% 0.98 [0.87, 1.11
Pignata, 2021 HH 15% 0.98 [0.91, 1.05]
Machiels, 2015 .16% 0.99 [0.92, 1.06,
Urruticoechea, 2017 .16% 0.99 [0.92, 1.06,
Ravaud, 2015 .13% 0.99 [0.91, 1.08
Baseign, 2017 371% 09a[078 199

selga, — 71% 0. .76, 1.
Lilton,gzms - .13% 1.00 [0.92, 1.09
Hida, 2017 ——i .00% 1.00 [0.86, 1.16.
Ruzsa, 2014 —a— .02% 1.00[0.87, 1.15]
Hutson, 2014 HH .16% 1.00 [0.94, 1.07
Rini, 2014 HH 1.18% 1.00[0.94, 1.06
Tap, 2016 —a— 0.93% 1.00 [0.84, 1.20
Blay, 2014 —_— 0.67% 1.01[0.76, 1.35
Verma, 2012 .18% 1.02 [0.96, 1.07,
Dummer, 2017 .13% 1.02[0.93, 1.11
Zhou, 2014 — 09% 1.02[0.92, 1.13
Yuan, 2019 R A7% 1.03 [0.96, 1.09
Blackwell, 2010 . .08% 1.03[0.92, 1.15
Choueiri, 2016 M- .16% 1.04 [0.97, 1.11
Shi, 2021 L 15% 1.05(0.97, 1.13
Demetri, 2016 Pl 11% 1.05 [0.96, 1.16
Shi, 2017 Ha— .08% 1.07 [0.95, 1.19]
Hersh, 2015 1.15% 1.07 [0.99, 1.15
Keunchil, 2016 1.14% 1.07 [0.99, 1.16]
Odogwu, 2018 |5 &l 1.10% 1.07 [0.97, 1.19
Flaherty, 2012 e 1.08% 1.07 [0.96, 1.20!
Xu, 2021 L 1.08% 1.08[0.96, 1.21
Gianni, 2013 - 1.12% 1.14 [1.04, 1.25
Gogas, 2021 [ ) 1.14% 1.15[1.06, 1.25
Motzer, 2014 " HH 1.17% 1.16 [1.09, 1.24
Choueiri, 2018 —a— 1.03% 1.17 [1.02, 1.34

za, 2015 ' - 1.05% 1.20 [1.05, 1.36]
Kim, 2014 '.I—D—l 0.94% 1.20 [1.01, 1.43
Motzer, 2021 , HH 1.16% 1.21[1.13, 1.29
Vansteenkiste, 2015 , . 1.07% 1.27 [1.12,1.43
Blay, 2015  HEH 1.11% 1.30 [1.17, 1.43
Ueng, 2016 . . 1.03% 1.30 [1.14, 1.49

u, 20. — 0.75% 1.31[1.02, 1.69
Rugo, 2017 O ] 1.06% 1.34[1.19, 1.51
Zhang, 2017 ' HH 1.15% 1.46 [1.35, 1.57'
Kawali, 2015 ' e — 0.65% 1.86 [1.38, 2.50
Heterogeneity: Tau” = 0.03; Chi = 968.08, df = 91 (P = 0.00); I* = 94% L 100.00% 0.95 [0.91, 0.98]
Test for overall effect: Z =-3.10 (P = 0.00) :
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0.25 0.5 1 2 4

Funada S, et al. BMJ EBM 2023; 28:373-383. doi: 10.1136/bmjebm-2023-112332



BMJ Publishing Group Limited (BMJ) disclaims al liability and responsibility arising from any reliance
Supplemental material placed on this supplemental material which has been supplied by the author(s) BMJ EBM

Supplementary Figure 5a. Comparison of treatment effect estimates (Odds Ratio) between central reviewers
and local investigators. Sensitivity analysis (p = 0.25).

Author(s) and Year Ratio of hazard ratios (95% Cl) Weight RHR, 95% CI
Novello, 2018 - 4 0.17% 0.47 [0.22, 1.02,
Reichardt, 2012 e e 0.65% 0.64 [0.43, 0.96
Tamura, 2017 —y 0.49% 0.65 [0.41, 1.02
Flaheﬂz 2012 —_— 0.29% 0.71[0.39, 1.29
Monk, 2020 _ 0.37% 0.72 [0.42, 1.22
Johann, 2020 — 0.98% 0.73 [0.53, 1.02
za, —_— 0.25% 0.74]0.38, 1.41
Shaw, 2020 _— 0.45% 0.75[0.46, 1.21
Tolaney, 2020 —_— 0.39% 0.76 [0.45, 1.28’
Finn, 2020 —_— 1.25% 0.76 [0.57, 1.02
Penson, 2020 —_— 0.53% 0.79 [0.51, 1.23
Shitara, 2018 — 2.26% 0.80 [0.64, 0.99
Wu, 2015 —_—e— 0.37% 0.81[0.48, 1.38’
Naumann, 2013 |—-:—| 0.37% 0.82 [0.48, 1.38
Shaw, 2017 | 0.71% 0.82 [0.56, 1.19
McDermott, 2018 —_— 0.55% 0.82 [0.53, 1.26
Ribas, 2015 e 1.15% 0.82 [0.61,1.11
Moore, 2021 —— 1.15% 0.82[0.61, 1.11
Wick, 2017 —a— 1.42% 0.83 [0.63, 1.09
Mir, 2016 —_— 0.31% 0.84 [0.47, 1.50
Sequist, 2013 —_—— 0.82% 0.84 [0.59, 1.20'
nch, —— 2.45% 0.85 [0.69, 1.04
Ini, — 1.04% 0.85[0.62, 1.16;
Bardia, 2021 — 1.25% 0.85 [0.64, 1.14
Hauschild, 2012 _— 0.24% 0.86 [0.44, 1.66
Robson, 2017 —_ 0.70% 0.86 [0.59, 1.27
West, 2019 —a— 2.11% 0.87 [0.69, 1.08;
Cortes, 2011 —— 2.04% 0.87 [0.70, 1.09
Camidge, 2020 ———— 0.61% 0.88 [0.58, 1.32
Socinski, 2018 ——— 2.15% 0.88 [0.71, 1.10
Von, 2013 —a— 2.54% 0.88 [0.72, 1.08
Jotte, 2020 — 2.20% 0.89 [0.71, 1.10]
Soria, 2017 —etl 0.91% 0.89 [0.64, 1.25
Vermorken, 2014 —_— 0.36% 0.90 [0.52, 1.53
== i smes 12
otzer, —— 43% 0. .69, 1.
Dummer, 2018 —_— 0.92% 0.91[0.65, 1.27
Kaufman, 2015 — 3.60% 0.91[0.77, 1.07’
Crown, 2013 —— 1.18% 0.91 [0.68, 1.22
Monk, 2010 ——i 2.04% 0.91[0.73, 1.14
Kim, 2013 —a—— 2.55% 0.91[0.75,1.12
Motzer, 2019 —t— 1.74% 0.93]0.73, 1.18
Wu, 2014 —_—y 0.64% 0.93 [0.62, 1.39
Bergh, 2012 — 1.26% 0.93[0.70, 1.25
Peters, 2017 — 0.64% 0.94 [0.63, 1.41
Colombo, 2012 —a— 2.57% 0.94[0.77,1.15
Rini, 2019 —a—t 2.48% 0.94 [0.77, 1.16'
Curigliano, 2013 ——y 0.79% 0.97 [0.67, 1.39
a0, 2017 — 1.29% 0.97 [0.73, 1.28
Soria, 2015 —— 2.83% 0.98 [0.81, 1.18’
de, 2021 —_—— 0.46% 0.98 [0.61, 1.57
e, g = 1 el e
achiels, —_—— 57% 0. .76, 1.
Urruticoechea, 2017 — 1.47% 0.99 [0.76, 1.29
Ravaud, 2015 —— 1.04% 0.990.72, 1.36]
Rini, 2011 —— 1.78% 0.99[0.78, 1.26
Baselga, 2017 F T 4 0.14% 0.99 [0.41, 2.37
Litton, 2018 —_—— 1.00% 1.00 [0.73, 1.38
Hida, 2017 —_— 0.31% 1.00 [0.56, 1.78’
Ruzsa, 2014 [ ————— 0.37% 1.00 [0.59, 1.69:
Hutson, 2014 —— 1.58% 1.00[0.77, 1.29
Rini, 201 —a— 2.22% 1.00 [0.81, 1.24
Tap, 2016 —_—_ 0.31% 1.00 [0.58, 1.79.
Vertna 2012 —— Sa%% 103 [088 T4
‘erma, 57% 1. .83, 1.
Dummer, 2017 —e— 0.97% 1.02 [0.73, 1.41
Zhou, 2014 —_— 0.64% 1.02 [0.68, 1.52
Yuan, 2019 —a— 1.67% 1.03 [0.80, 1.31
Blackwell, 2010 —_— 0.85% 1.03 [0.73, 1.46
Choueiri, 2016 —— 1.67% 1.04 [0.81, 1.33]
Shi, 2021 ———f 1.22% 1.05]0.78, 1.40’
Demetri, 2016 —te— 0.72% 1.05[0.72, 1.54
2017 [ —— 0.64% 1.07 [0.71, 1.59
Hersh, 2015 —te— 1.55% 1.07 [0.82, 1.38
Keunchil, 2016 r—:-—l 1.11% 1.07 [0.79, 1.45
Odogwu, 2018 —_— 0.74% 1.07 [0.74, 1.56
Flaherty, 2012 | 0.60% 1.07 [0.71, 1.62
Xu, 2021 i 0.54% 1.08 [0.70, 1.67
Gianni, 2013 — 1.07% 1.14 [0.83, 1.55
Gogas, 1 ——— 1.00% 1.15[0.83, 1.58
Motzer, 2014 —_— 1.92% 1.16 [0.92, 1.47
Choueiri, 2018 L 0.39% 1.17 [0.70, 1.95'
Oza, 2015 —_— 0.43% 1.20 [0.73, 1.95
Motzar, 2021 : : ! $83% 1331085 T30
otzer, — 53% 1. .93, 1.
Vansteenkiste, 2015 ——— 0.52% 1.27 |0.81, 1.98
Blay, 2015 ———————§ 0.83% 1.30 [0.91, 1.85
Ueno, 2016 — 0.45% 1.30 [0.81, 2.11
u, 2020 I 4 0.11% 1.31[0.50, 3.44
Rugo, 2017 —— 0.55% 1.34 [0.87, 2.07,
Zhang, 2017 " —_— 1.21% 1.46 [1.09, 1.95
Kawai, 2015 i L 0.12% 1.86 [0.74, 4.69
Heterogeneity: Tau® = 0.00; Chi” = 69,16, df = 91 (P = 0.96); I° = 0% Y 100.00% 0.95 [0.92, 0.98]
Test for overall effect: Z = -3.36 (P = 0.00) '

Local overestimate Central overestimate
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Supplementary Figure 5b. Comparison of treatment effect estimates (Odds Ratio) between central reviewers
and local investigators. Sensitivity analysis (p = 0.50).

Author(s) and Year Ratio of odds ratios (95% Cl) Weight ROR, 95% CI
Chawla, 2015 - ' 4 0.07% 0.22[0.02, 2.60]
Hauschild, 2012 -+ ' 0.46% 0.33[0.13, 0.83]
Krug, 2014 - ; 4 0.18% 0.39[0.09, 1.73]
Machiels, 2016 - > 0.03% 0.49[0.01, 19.93]
Kopetz, 2019 - - i 0.23% 0.49[0.13, 1.83]
Ross, 2010 - r s 0.04% 0.49[0.02, 11.48]
Tap, 2016 - 4 0.36% 0.59[0.21, 1.69]
Sequist, 2013 —_— 1.08% 0.66[0.36, 1.21]
Cortes, 2011 _—e 0.96% 0.67[0.35, 1.27]
Zhang, 2017 —_— ey 1.84% 0.68[043, 1.08]
Bardia, 2021 —_— 1.00% 0.69[0.37, 1.30]

Merle, 2019 0.09% 0.74[0.09, 6.02]
Sebastian, 2010 - o~ 0.05% 0.75[0.05, 12.41]
Motzer, 2013 276% 0.76[0.52, 1.11]
Lynch, 2010 3.00% 0.78 [0.54, 1.12]
Zhou, 2014 F A 0.47% 0.80[0.32, 2.01]
Kaufman, 2015 3.29% 0.81[0.57, 1.14]
Soria, 2017 1.94% 0.82[0.52, 1.28]
Ruzsa, 2014 - 4 0.18% 0.82[0.18, 3.62]
Schwartzentruber, 2011 b { 0.44% 0.82[0.32, 2.10]
Rini, 2011 2.13% 0.83[054, 1.28
Arrieta, 2020 ; J 0.38% 0.84[0.31, 2.32
Hida, 2017 F i 0.57% 0.86[0.37, 1.97
de, 2021 - - 0.10% 0.87[0.12, 6.23

]
——i
e
—_—
—y
:
—
—_—
Gogas, 2021 —— 2.28% 0.88[058, 1.33
et
U
. |
——
—
b
——

Bergh, 2012 3.72% 0.88([0.64, 1.22
Shitara, 2018 1.67% 0.88[0.54, 1.43
Sahin, 2021 ' i 0.87% 0.89[0.45, 1.74
Motzer, 2018 4.74% 0.89[0.67, 1.19
Tolaney, 2020 [ | 0.59% 0.89[0.39, 2.03
Hironaka, 2016 F i 0.58% 0.90 [0.40, 2.05
Rugo, 2017 v 4 0.29% 0.93(0.29, 2.97
Wu, 2014 1.64% 0.94[0.58, 1.54
Motzer, 2019 503% 0.96([0.72, 1.27
Ueno, 2016 [ | 0.60% 0.96[0.43, 2.16
Shi, 2021 2.16% 0.97 [0.63, 1.48
Motzer, 2021 399% 098[072, 1.34
Sacinski, 2012 5.70% 0.98([0.75, 1.27
Penson, 2020 —_— 1.20% 0.98[0.55, 1.75
Moore, 2021 ———— 1.09% 1.01[0.55, 1.84
Baselga, 2017 - &  004% 1.02[0.05, 21.84
Hamberg, 2011 . 4 0.53% 1.03[0.44, 2.43
Vermorken, 2014 [ + | 0.74% 1.05[0.51, 2.18
Monk, 2010 ———y 328% 1.05[0.75, 1.49
Rini, 2019 ——— 5.21% 1.06(0.80, 1.39
Zhou, 2021 —— 2.47% 1.06[0.71, 1.58
Colombo, 2012 [ P 208% 1.06[069, 165
Modest, 2019 ¥ - 4 0.34% 1.07[0.36, 3.17
Blay, 2015 —. 4.06% 1.10[0.81, 1.51
Shaw, 2020 — 1.50% 1.11[0.67, 1.86
Monk, 2020 [ t 1 0.82% 1.11[0.56, 2.22
Tamura, 2017 —_— 1.24% 1.14[0.65, 2.00
Choueiri, 2016 ) 0.99% 1.15[061, 2.17
O'Brien, 2011 ¥ - | 0.35% 1.16(0.40, 3.37
Crown, 2013 —_— 1.76% 1.17[0.73, 1.87
Dummer, 2018 —. 2.21% 1.23[0.80, 1.87
Von, 2013 —_—— 2.23% 1.29[0.85, 1.97
Shaw, 2017 [ 4 0.57% 1.33[0.58, 3.06
Joensuu, 2010 —_— 1.11% 1.38[0.76, 2.51
Odogwu, 2018 - 206% 1.39[0.90, 2.16
Saria, 2015 ' i 0.86% 1.40[0.71, 2.76
Xu, 2021 S 1.58% 1.41[0.86, 2.33
Choueiri, 2018 ' T | 0.49% 1.46[0.59, 3.59
Machiels, 2015 ' ! 0.62% 1.53[0.69, 3.39
Sun, 2015 — 1.89% 1.54[0.98, 2.43
Thomas, 2017 ' y >  033% 1.59[053, 4.76
Motzer, 2014 ¥ 1 0.59% 1.68[0.74, 3.79
Wu, 2020 : 0.33% 1.86([0.62, 557
Curigliano, 2013 I T : 0.27% 1.97[0.59, 6.61
Boku, 2019 b >  020% 203[050, 823
Finn, 2020 ! p—————————  0.95% 215[1.13, 4.1
Seiwert, 2014 i »  026% 3.41(0.99, 11.66
Bleiberg, 2012 " > 0.21% 4.04[1.04, 1572
Oza, 2015 ' L & 005% B8.64[0.57,130.22]
Heterogeneity: Tau® = 0,00; Chi* = 65.78, df = 73 (P = 0.71); I* = 0% * 100.00% 1.00 [0.94, 1.06]

Test for overall effect: Z = -0.00 (P = 1.00)
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Supplementary Figure 5c. Comparison of treatment effect estimates (Odds Ratio) between central reviewers
and local investigators. Sensitivity analysis (p = 0.75).

Author(s) and Year Ratio of odds ratios (95% CI) Weight ROR, 95% CI

T
Chawla, 2015 = i 0.10% 0.22 [0.03, 1.60]
Hauschild, 2012 - . 0.67% 0.33[0.16, 0.66
Krug, 2014 : 0.32% 0.39[0.13, 1.14
Machiels, 2016 -5 2 S 0.06% 0.49[0.03, 6.91
Kopetz, 2019 - L 4 0.38% 0.49[0.19, 1.29
Ross, 2010 -t : 0.07% 0.49[0.05, 4.76
Tap, 2016 [; 1 0.61% 0.59[0.28, 1.25
Sequist, 2013 p—-—-’ 1.43% 0.66[0.43, 1.02
Cortes, 2011 ——————— 1.31% 0.67 [0.42, 1.06
Zhang, 2017 — 2.01% 0.68[0.49, 0.94
Bardia, 2021 —_—— 1.36% 0.69[0.44, 1.08
Merle, 2019 - T i 0.13% 0.74[0.14, 3.98
Sebastian, 2010 - = 0.09% 0.75[0.09, 5.93
Motzer, 2013 —a—] 247% 0.76 [0.58, 0.99
Lynch, 2010 —a— 257% 0.78[0.61, 1.01
Zhou, 2014 —_ 0.77% 0.80[0.42, 1.54
Kaufman, 2015 b 2.63% 0.81[0.63, 1.04
Soria, 2017 —a—— 2.08% 0.82[0.59, 1.12
Ruzsa, 2014 ; L 1 0.31% 0.82[0.27, 2.43
Schwartzentruber, 2011 b - i 0.72% 0.82[0.42, 1.60
Rini, 2011 —a— 2.18% 0.83[0.62, 1.13]
Arrieta, 2020 F L J 0.64% 0.84[0.41, 1.74]
Hida, 2017 |—-—;—| 0.85% 0.86 [0.47, 1.58]
de, 2021 -5 J 0.18% 0.87[0.21, 3.72
Bergh, 2012 —a— 2.80% 0.88[0.70, 1.11
Shitara, 2018 —— 191% 0.88[0.62, 1.24
Gogas, 2021 —a—— 2.25% 0.88[0.66, 1.18
Sahin, 2021 —_— 1.25% 0.89[0.55, 1.43
Motzer, 2018 —a 3.05% 0.89[0.73, 1.10
Tolaney, 2020 —_— 0.93% 0.89[0.50, 1.60
Hironaka, 2016 —_— 0.92% 0.90[0.50, 1.61
Rugo, 2017 ; T i 051% 0.93[0.41, 2.12
Wu, 2014 —_— 1.89% 0.94 [0.67, 1.34
Motzer, 2019 —— 3.11% 0.96 [0.79, 1.17
Ueno, 2016 —_——— 0.94% 0.96 [0.54, 1.71
Shi, 2021 —.—— 2.20% 0.97 [0.71, 1.31
Motzer, 2021 D—H 2.88% 0.98[0.78, 1.22
Socinski, 2012 i 3.22% 0.98[0.81, 1.18
Penson, 2020 —— 1.56% 0.98 [0.66, 1.48
Moore, 2021 |—6—| 1.45% 1.01[0.66, 1.54
Baselga, 2017 - R 0.07% 1.02[0.11, 9.92
Hamberg, 2011 e — 0.86% 1.03[0.56, 1.89
Vermorken, 2014 i—;-—i 1.12% 1.05[0.63, 1.76
Monk, 2010 —a— 265% 1.05[0.82, 1.35]
Rini, 2019 —a— 3.14% 1.06 [0.87, 1.28
Zhou, 2021 —— 2.35% 1.06[0.80, 1.41
Colombo, 2012 —a— 2.16% 1.06[0.78, 1.45
Modest, 2019 ; : J 0.58% 1.07 [0.50, 2.32
Blay, 2015 i 2.89% 1.10[0.89, 1.38
Shaw, 2020 —_——— 1.80% 1.11[0.77, 1.60
Menk, 2020 — 1.20% 1.11[0.68, 1.82
Tamura, 2017 —— 1.59% 1.14[0.76, 1.70
Choueiri, 2016 —_——— 1.35% 1.15[0.74, 1.81
O'Brien, 2011 ¥ - | 0.60% 1.16[0.54, 2.46
Crown, 2013 —_——— 1.96% 1.17[0.84, 1.64
Dummer, 2018 —_—— 2.22% 1.23[0.91, 1.65
Von, 2013 e 223% 1.29[0.96, 1.74
Shaw, 2017 —_— 0.91% 1.33[0.74, 2.40
Joensuu, 2010 e 1.44% 1.38[0.90, 2.13
Odogwu, 2018 — 2.15% 1.39[1.02, 1.90
Soria, 2015 —— 1.20% 1.40[0.86, 2.29
Xu, 2021 !—'—I 1.85% 1.41[0.99, 2.01
Choueiri, 2018 —_—— 0.79% 1.46[0.77, 2.77
Machiels, 2015 L — 0.96% 1.53[0.87, 2.69
Sun, 2015 : —a— 2.05% 1.54[1.12, 2.13
Thomas, 2017 ; T 1 0.57% 1.59[0.73, 3.45
Motzer, 2014 —— 0.93% 1.68[0.94, 2.99]
Wu, 2020 ; : 0.57% 1.86[0.86, 4.04]
Curigliano, 2013 ¥ T o 0.42% 1.97[0.78, 4.97]
Boku, 2019 0.37% 2.03[0.76, 5.46]
Finn, 2020 g —_— 1.26% 2.15[1.34, 3.46]
Seiwert, 2014 ' — 046% 3.41[1.43, 8.13]
Bleiberg, 2012 ' [ 0.39% 4.04[1.54, 10.57]
0Oza, 2015 } = 0.08% 8.64 [1.00, 74.28]
Heterogeneity: Tau® = 0.02; Chi® = 126.20, df = 73 (P = 0.00); I = 37% > 100.00% 1.01[0.95, 1.08]
Test for overall effect: Z = 0.41 (P = 0.68) .

f
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Supplementary Figure 5d. Comparison of treatment effect estimates (Odds Ratio) between central reviewers
and local investigators. Sensitivity analysis (p = 0.95).

Author(s) and Year Ratio of odds ratios (95% Cl) Weight ROR, 95% CI
Chawla, 2015 - " 0.28% 0.22[0.05, 0.98]
Hauschild, 2012 - : 1.15% 0.33[0.21, 0.51]
Krug, 2014 -— X 0.98% 0.39 [0.23, 0.68]
Machiels, 2016 =t ] 0.35% 0.49[0.14, 1.75]
Kopetz, 2019 — 0.99% 0.49 [0.28, 0.85]
Ross, 2010 r 0.41% 0.49 [0.15, 1.56]
Tap, 2016 —a— 1.31% 0.59 [0.42, 0.85]
Sequist, 2013 —e— ! 1.53% 0.66 [0.53, 0.81]
Cortes, 2011 — 1.50% 0.67 [0.53, 0.84]
Zhang, 2017 —.— 161% 0.68 [0.58, 0.79]
Bardia, 2021 —— : 1.53% 0.69 [0.56, 0.86]
Merle, 2019 - - | 0.36% 0.74 [0.21, 2.60]
Sebastian, 2010 - . | 0.40% 0.75[0.23, 2.45]
Motzer, 2013 . : 1.63% 0.76 [0.67, 0.86]
Lynch, 2010 . 1.64% 0.78 [0.70, 0.88]
Zhou, 2014 —— 1.41% 0.80 [0.60, 1.07]
Kaufman, 2015 = 1.63% 0.81[0.71, 0.92]
Soria, 2017 —— 1.61% 0.82[0.71, 0.94]
o
Ruzsa, 2014 |—.—:—| 0.91nfn 0.82 [0.45, 1.49]
Schwartzentruber, 2011 —a— 1.35% 0.82[0.59, 1.13]
Rini, 2011 —— 1.62% 0.83 [0.73, 0.96]
Arrieta, 2020 —a 1.32% 0.84 [0.60, 1.19]
Hida, 2017 - 1.32% 0.86[0.61, 1.21]
de, 2021 ' | 0.65% 0.87 [0.38, 2.01]
Bergh, 2012 |--|: 1.65% 0.88[0.79, 0.97]
Shitara, 2018 —— 1.60% 0.88 [0.75, 1.03]
Gogas, 2021 —— 1.62% 0.88[0.77, 1.01]
Sahin, 2021 I—I+| 1.53% 0.89[0.72, 1.10]
Motzer, 2018 HH, 1.66% 0.89 [0.82, 0.98]
Tolaney, 2020 —a—— 1.45% 0.89 [0.69, 1.16]
Hironaka, 2016 — 1.46% 0.90 [0.69, 1.17]
Rugo, 2017 ——r—i 1.27% 0.93 [0.64, 1.35]
Wu, 2014 —-— 160% 0.94[0.81, 1.10
Motzer, 2019 g 1.66% 0.96 [0.88, 1.05
Ueno, 2016 —a— 1.46% 0.96 [0.74, 1.25
Shi, 2021 - 1.62% 0.97 [0.84, 1.10
Motzer, 2021 - 1.65% 0.98 [0.89, 1.08
Socinski, 2012 HH 1.66% 0.98 [0.90, 1.07
Penson, 2020 —a— 1.57% 0.98[0.82, 1.18
Moore, 2021 —— 1.54% 1.01[0.82, 1.23
Baselga, 2017 [ | 0.32% 1.02[0.27, 3.90
Hamberg, 2011 '_-._' 1.44% 1.03[0.78, 1.35]
Vermorken, 2014 —— 1.50% 1.05[0.84, 1.33]
Monk, 2010 - 1.64% 1.05[0.94, 1.18]
Rini, 2019 E- 1.66% 1.06[0.97, 1.15
Zhou, 2021 i 1.63% 1.06 [0.94, 1.20
Colombo, 2012 -l 1.62% 1.06[0.93, 1.22
Modest, 2019 —_—y 1.30% 1.07 [0.75, 1.54
Blay, 2015 = 3 1.65% 1.10 [1.00, 1.22
Shaw, 2020 . 1.58% 1.11[0.94, 1.31
Monk, 2020 - 152% 1.11[0.90, 1.39
Tamura, 2017 —.— 157% 1.14 [0.95, 1.36]
Choueiri, 2018 ——— 1.53% 1.15[0.93, 1.43]
O'Brien, 2011 ——— 1.33% 1.16 [0.83, 1.62]
Crown, 2013 —m— 1.60% 1.17 [1.00, 1.37]
Dummer, 2018 " 1.62% 1.23[1.07, 1.40]
Von, 2013 . 1.62% 1.29[1.13, 1.48]
Shaw, 2017 —— 1.45% 1.33[1.02, 1.74]
Joensuu, 2010 ' p—a— 151% 1.38[1.10, 1.73
Odogwu, 2018 N 162% 1.39[1.21, 1.60
Soria, 2015 v —— 1.47% 1.40([1.09, 1.81
Xu, 2021 b 1.60% 1.41[1.21, 1.66
Choueiri, 2018 \ —— 1.39% 1.46[1.08, 1.98
Machiels, 2015 " —— 1.46% 1.53[1.18, 1.98]
Sun, 2015 ' —— 161% 1.54[1.33, 1.78]
Thomas, 2017 ] S—— 1.32% 1.50 [1.12, 2.25]
Motzer, 2014 " —— 1.44% 1.68 [1.28, 2.20
Wu, 2020 ' —— 1.32% 1.86[1.32, 2.64
Curigliano, 2013 § p——e 091% 1.97[1.07, 3.61
Boku, 2019 . —a— 1.16% 2.03 [1.30, 3.17
Finn, 2020 : — 1.45% 2.15[1.65, 2.81
Seiwert, 2014 . — e 1.25% 3.41[2.31, 5.03]
Bleiberg, 2012 ' — 1.17% 4.04 [2.61, 6.24]
Oza, 2015 :  — 0.25% 8.64 [1.81, 41.26]
Heterogeneity: Tau® = 0.11; Chi* = 529,63, df = 73 (P = 0.00); I’ = 93% - 100.00% 1.03 [0.95, 1.13]

Test for overall effect: Z=0.79 (P = 0.43)
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Supplementary Figure 6a. Comparison of treatment effect estimates (Hazard Ratio) between central
reviewers and local investigators. Subgroup analysis: trial phase.

Author(s) and Year Ratio of hazard ratios (95% CI) Weight RHR, 95% CI
Phase 3 !
Johann, 2020 —_— 0.98% 0.73[0.50, 1.07)
Lynch, 2010 e 245% 0.85[0.67, 1.08]
Blackwell, 2010 — 0.86% 1.03[0.69, 1.53]
Monk, 2010 [——— 204% 0.91[0.70, 1.18]
Cortes, 2011 —a— 2.04% 0.87 [0.67, 1.13]
Rini, 2011 ——y 1.78% 0.99 [0.75, 1.31]
Bergh, 2012 — 1.26% 0.93 [0.67, 1.30)
Reichardt, 2012 —— 0.64% 0.64[0.41, 1.02]
Flaherty, 2012 ———y 0.60% 1.07 [0.66, 1.73]
Hauschild, 2012 —————— 0.24% 0.86 [0.40, 1.84]
Colombo, 2012 —-— 257% 0.94[0.75, 1.19]
Verma, 2012 —— 256% 1.02[0.81,1.28]
Gianni, 2013 ——— 1.08% 1.14 [0.80, 1.63]
Sequist, 2013 —_— 0.82% 0.84[0.56, 1.27]
Crown, 2013 — 1.18% 0.91[0.65, 1.28]
Motzer, 2013 —e— 1.42% 0.91[0.66, 1.24]
Von, 2013 —.— 2.54% 0.88[0.70, 1.12)
Kim, 2013 —-—— 255% 0.91[0.72, 1.15]
Rini, 2014 —— 221% 1.00[0.78, 1.28]
Hutson, 2014 —— 1.58% 1.00[0.74, 1.34]
Wu, 2014 e 064% 0.93 [0.58, 1.47]
Blay, 2014 —_ 0.16% 1.01[0.40, 2.57)
Motzer, 2014 — 1.92% 1.16 [0.89, 1.52]
Kaufman, 2015 = 361% 0.91[0.75, 1.10)
Blay, 2015 —— 0.83% 1.30 [0.86, 1.95]
Machiels, 2015 oo 1.57% 0.99(0.73, 1.33)
Wu, 2015 —_— 0.37% 0.81[0.44, 1.50]
Soria, 2015 - 2.84% 0.98[0.78, 1.22]
Demetri, 2016 e — 0.72% 1.05[0.68, 1.63]
Hersh, 2015 —e—i 1.55% 1.07 [0.79, 1.44]
Choueiri, 2016 —— 1.67% 1.04 [0.78, 1.38]
Soria, 2017 ———y 0.91% 0.89 [0.60. 1.31]
Zhang, 2017 —— 1.21% 1.46 [1.04, 2.04]
Dummer, 2017 —_— 0.97% 1.02[0.70, 1.48]
Yao, 2017 —— 1.29% 0.97 [0.70, 1.34]
Urruticoechea, 2017 — 1.46% 0.99[0.73, 1.34]
Hida, 2017 —_— 0.31% 1.00 [0.51, 1.95]
Robson, 2017 I ———— 0.70% 0.86[0.55, 1.34]
Peters, 2017 —— 0.64% 0.94 [0.59, 1.50]
Shaw, 2017 — 0.71% 0.82 [0.53, 1.27)
Shi, 2017 —————i 0.64% 1.07 [0.67, 1.70)
Wick, 2017 —e— 1.42% 0.83 [0.61, 1.13]
Odogwu, 2018 —_— 0.74% 1.07 [0.70, 1.65]
Dummer, 2018 ———— 0.91% 0.91[0.62 1.34
Navello, 2018 - 0.17% 0.47 [0.19, 1.15)
Socinski, 2018 —— 2.14% 0.88(0.68, 1.13
Shitara, 2018 —— 2.26% 0.80[0.62, 1.02]
Litton, 2018 —— 1.00% 1.00 [0.69, 1.45]
Motzer, 2019 —— 1.74% 0.93 [0.70, 1.23]
Yuan, 2019 e 167% 1.03[0.77, 1.37]
Rini, 2019 —a— 2.48% 0.94[0.75,1.19
West, 2019 ] 2.11% 087 [0.67, 1.12
Rini, 2020 e 1.04% 0.85[0.59, 1.22
Penson, 2020 ] 0.53% 0.79[0.47, 1.32
Jotte, 2020 -y 2.19% 0.89[0.69, 1.14
Finn, 2020 | 1.24% 0.76 [0.55, 1.06]
Wu, 2020 - 0.11% 1.31[0.43,3.99
Camidge, 2020 ———y 061% 0.88[0.55, 1.41
Monk, 2020 —_—y 0.37% 0.72[0.39, 1.32
Shi, 2021 —— 1.22% 1.05[0.75, 1.47]
Shaw, 2020 —_— 0.45% 0.75[0.43, 1.30
Gogas, 2021 Py 1.00% 1.15 [0.79, 1.66)
Zhou, 2021 i 0.98% 0.90 [0.62, 1.31
Pignata, 2021 —e 1.32% 0.98[0.71, 1.35)
Xu, 2021 e a— 0.54% 1.08[0.65, 1.78)
Motzer, 2021 —— 1.53% 1.21(0.89, 1.63)
Moore, 2021 —_— 1.19% 0.82 [0.59, 1.16]
Bardia, 2021 —— 1.25% 0.85[0.61, 1.19])

'
Subtotal (Q = 38.88, df = 67, p = 1.00; ¥ = 0.0%, «° = 0.00) 'y 0.94 [0.91, 0.98)
Phase 2 :
Keunchil, 2016 — 1.11% 1.07 [0.75, 1.52]
Flaherty, 2012 —_— 0.29% 0.71[0.36, 1.41
Curigliano, 2013 ——— 0.79% 0.97 [0.64, 1.47]
Naumann, 2013 — ey 0.37% 0.82[0.44, 1.49
Vermorken, 2014 —_ 0.36% 0.90 [0.48, 1.66]
Kim, 2014 —_— 0.23% 1.20 [0.55, 2.61
Ruzsa, 2014 ——i 0.37% 1.00[0.55, 1.83
Zhou, 2014 e — 0.64% 1.02[0.64, 1.62
Oza, 2015 [ m— 0.43% 1.20 [0.68, 2.11
Kawai, 2015 —_—, 0.12% 1.86 [0.64, 5.38]
Ravaud, 2015 i 1.04% 0.99 [0.69, 1.42]
Vansteenkiste, 2015 —_— 052% 1.27[0.76, 2.12)
Oza, 2015 —_— 0.24% 0.74[0.35, 1.56]
Ribas, 2015 ——ty 1.14% 0.82 [0.58, 1.16]
Ueno, 2016 ———— 045% 1.30[0.75, 2.27]
Mir, 2016 —_ 0.31% 0.84 [0.43, 1.64
Tap, 2016 i 031% 1.00[0.52. 1.95]
Tamura, 2017 —_— 0.49% 0.65[0.38, 1.10
Baselga, 2017 _ 0.14% 0.99 [0.36, 2.70
Rugo, 2017 —— 055% 1.34[0.81, 2.21
Choueiri, 2018 —y 0.39% 1.17 [0.64,2.11]
McDermolt, 2018 —_— 0.55% 0.82[0.50, 1.35)
Tolaney, 2020 —_— 0.39% 0.76[0.42, 1.38)
de, 2021 —_— 0.46% 0.98[0.57, 1.69]
Subtotal (Q = 12.76, df = 23, p = 0.96; I” = 0.0%, +* = 0.00) <& 0.97 [0.87, 1.09]
Overall (Q = 51.96, df = 91, p = 1.00; I = 0.0%, +* = 0.00) ¢ 100.00% 0.95 [0.91, 0.98]
Test for Subgroup Differences: Qy = 0.31, df=1,p=0.58 .

'
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Supplementary Figure 6b. Comparison of treatment effect estimates (Odds Ratio) between central
reviewers and local investigators. Subgroup analysis: trial phase.

Author(s) and Year Ratio of odds ratios (95% Cl) Weight  ROR, 95% CI
Phase 3 .
Joensuu, 2010 —_— 1.13% 1.38[0.60, 3.17)
Lynch, 2010 e ] 3.00% 0.78[0.47, 1.30]
Monk, 2010 —— 328% 1.05[0.65, 1.72)
Cortes, 2011 P ey 0.97% 0.67[0.27. 1.64]
Schwartzentruber, 2011 < 4 0.44% 0.82[0.22, 3.08]
Rini, 2011 ——a——y 2.13% 0.83[0.45, 1.53]
Bergh, 2012 —e 371% 0.88[0.56, 1.39)
Socinski, 2012 —— 568% 0.98[0.68, 1.42)
Hauschild, 2012 — 0.49% 0.33[0.09, 1.15]
Colombo, 2012 ——— 2.07% 1.06[0.58, 1.97)
Sequist, 2013 —_—— 1.09% 0.66[0.28, 1.54]
Crown, 2013 I 1.77% 1.17[0.60, 2.28]
Motzer, 2013 ——— 275% 0.76 (045, 1.30]
Von, 2013 o —— 222% 1.29[0.71, 2.35
Wu, 2014 L 163% 0.94[0.47, 1.89)
Motzer, 2014 ' . > 060% 1.68[0.53, 529)
Kaufman, 2015 —e— 3.33% 0.81[0.50, 1.31)
Blay, 2015 —t— 4.05% 1.1000.71, 1.71]
Machiels, 2015 ! > 062% 153048, 4.71)
Soria, 2015 —_— 0.88% 1.40[0.55, 3.62]
Choueiri, 2016 — e 0.99% 1.15[0.47, 2.81]
Soria, 2017 —_— 193% 0.82[0.43, 1.54]
Zhang, 2017 . 1.83% 0.68[0.35. 1.30]
Hida, 2017 F T i 0.59% 0.86 [0.27, 2.72)
Shaw, 2017 [ L > 0.57% 1.33[0.41, 4.31)
Odogwu, 2018 [ 205% 1.39[0.75, 2.59]
Motzer, 2018 i—.;—-l 4.72% 0.89[0.59, 1.34]
Dummer, 2018 D —— 220% 1.23[0.68, 223)
Shitara, 2018 ——————y 166% 0.88[0.44, 1.75]
Motzer, 2018 —y 501% 0.96[0.65, 1.42)
Merle, 2019 - - > 0.10% 0.74[0.05, 11.48)
Rini, 2019 —— 5.19% 1.06[0.72, 1.56]
Kopetz, 2018 - - 4 0.24% 0.48[0.08, 3.03]
Penson, 2020 S 1.19% 0.98 [0.44, 2.22)
Finn, 2020 _—— 0.98% 2.15[0.88, 527)
Wu, 2020 I + > 0.33% 1.86[0.40, 8.77]
Monk, 2020 —_—— 0.82% 1.11[0.42, 2.96]
Shi, 2021 " —— 2.15% 0.97[0.53, 1.76]
Shaw, 2020 —— 150% 1.11[0.54, 2.29]
Gogas, 2021 e 227% 0.88[0.49, 1.58)
Zhou, 2021 L 246% 1.06[0.60, 1.87]
Xu, 2021 —_— 157% 1.41(0.70, 2.87)
Motzer, 2021 I — 3.97% 0.98[0.63, 1.53)
Moore, 2021 —_— 1.09% 1.01[0.43, 2.35]
Bardia, 2021 —————_——— 1.00% 0.69[0.29, 1.68]
H
Subtotal (Q = 21.92, df = 44, p = 1.00; I = 0.0%, ¥* = 0.00) " 0.98 [0.89, 1.08]
H
Phase 2 .
Ross, 2010 - + > 0.04% 0.49(0.01, 40.50)
Sebastian, 2010 + > 0.05% 0.75(0.02, 36.36]
Hamberg, 2011 b - i 0.53% 1.03[0.31, 347)
O'Brien, 2011 [} . » 0.34% 1.16[0.26, 5.24]
Bleiberg, 2012 —_— 0.21% 4.04 [0.59, 27.56)
Curigliano, 2013 3 > 0.29% 1.97(0.38, 10.15)
Vermorken, 2014 I i 0.74% 1.05[0.38, 2.95)
Ruzsa, 2014 - t > 0.18% 0.82[0.10, 647]
Seiwert, 2014 —_—_— 0.26% 3.41[0.60, 19.41)
Krug, 2014 < v 4 0.18% 0.39[0.05, 3.1]
Zhou, 2014 < + | 0.46% 0.80[0.22, 2.95]
Oza, 2015 -+ . 0.06% 8.64 [0.24, 310.13)
Sun, 2015 L | 1.88% 1.54[0.81, 2.94)
Chawla, 2015 - v > 0.08% 0.22[0.01, 554
Hironaka, 2016 ' : y 0.58% 0.90[0.28, 2.89]
Ueno, 2016 [ 0.59% 0.96[0.30, 3.02)
Tap, 2016 < ) | 0.36% 0.59[0.14, 2.58]
Machiels, 2016 - L > 0.03% 0.49[0.00, 80.11]
Tamura, 2017 1.23% 1.14[0.51, 2.53)
Thomas, 2017 F > 0.33% 1.59[0.34, 7.49)
Baselga, 2017 - > 0.04% 1.02(0.02, 89.43)]
Rugo, 2017 - > 0.29% 0.83[0.18, 4.80]
Choueiri, 2018 0.49% 1.46[0.41, 5.19)
Boku, 2019 [ ' > 0.20% 2.03[0.28, 14.69)
Modest, 2018 - . > 0.34% 1.07[0.23, 4.94]
Arrieta, 2020 - " 4 0.38% 0.84[0.20, 3.51)
Tolaney, 2020 [, 4 0.59% 0.89[0.28, 2.84)
de, 2021 - ; > 0.11% 0.87(0.06, 13.20)
Sahin, 2021 —_— 0.87% 0.89[0.34, 2.30]

Subtotal (Q = 10.76, df = 28, p = 1.00; I = 0.0%, +° = 0.00) 1.14[0.88, 1.47)

Overall (Q = 33.74, df = 73, p = 1.00; I* = 0.0%, v* = 0.00)
Test for Subgroup Differences: Qy = 1.06, df = 1, p = 0.30

100.00% 1.00 [0.91, 1.09)
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Supplementary Figure 7a. Comparison of treatment effect estimates (Hazard Ratio) between central
reviewers and local investigators. Subgroup analysis: cancer type.

Author(s) and Year Ratio of hazard ratios (95% CI) Weight  RHR, 95% CI
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Supplementary Figure 7b. Comparison of treatment effect estimates (Odds Ratio) between central
reviewers and local investigators. Subgroup analysis: cancer type.

Author(s) and Year Ratio of odds ratios (85% CI) Weight ROR, 95% CI
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Supplementary Figure 8a. Comparison of treatment effect estimates (Hazard Ratio) between central
reviewers and local investigators. Subgroup analysis: drug classification.

Author(s) and Year Ratio of hazard ratios (95% CI) Weight RHR, 95% Ci
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Supplementary Figure 8b. Comparison of treatment effect estimates (Odds Ratio) between central
reviewers and local investigators. Subgroup analysis: drug classification.

Author(s) and Year Ratio of odds ratios (95% CI) Weight ROR, 95% CI
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Supplementary Table 1. Adjudicators of open-label trials of anticancer drugs (n = 1,197)

PFS
Central + local
Only central
Only local
Unclear
No PFS

ORR
Central + local
Only central
Only local
Unclear
No ORR

157 (13.1
134 (11.2

291

528 (44.1

141

158

301

536

(13.1)
(11.2)
(24.3)
(44.1)
87 (7.3)

(7.

(11.8)
(13.2)
(25.2)
(44 8)

1)

1(5.

Abbreviations: ORR, objective response rate; PFS, progression-free survival.
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Supplementary Table 2. Effect of correlation between central and local adjudications (sensitivity analysis).

PFS
p RHR (95%Cl) Tau® |2 P value for heterogeneity
0 0.95 (0.91 t0 0.98) 0.00 0% >0.99
0.25 0.95 (0.92 to 0.98) 0.00 0% 0.96
0.50 0.95 (0.92 t0 0.97) 0.00 7.0% 0.18
0.75 0.95 (0.92 t0 0.98) 0.01 56.0% < .0001
0.95 0.95 (0.91 t0 0.98) 0.03 94.0% < .0001
ORR
p ROR (95%Cl) Tau? 2 P value for heterogeneity
0 1.00 (0.91 to 1.09) 0.00 0% >0.99
0.25 1.00 (0.93 to 1.08) 0.00 0% >0.99
0.50 1.00 (0.94 to 1.06) 0.00 0% 0.71
0.75 1.01 (0.95 to 1.08) 0.02 37.0% < .0001
0.95 1.03 (0.951t0 1.13) 0.11 93.0% < .0001

Abbreviations: ORR, objective response rate; PFS, progression-free survival; RHR, ratios of hazard ratio;
ROR, ratios of odds ratio.
A p is correlation coefficients between central and local adjudications in each trial.

A p of 0 indicates no dependency and a r of 0.95 indicates almost complete dependency.
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