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Supplementary Figure 1 Summary of bias assessments for included studies using

the Cochrane Risk of Bias Tool. A: Risk of bias graph; B: Risk of bias summary.
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Supplementary Figure 2 Comparison-adjusted funnel plots for interventions. A:
Funnel plot for progression-free survival; B: Funnel plot for overall survival; C: Funnel
plot for adverse events; D: Funnel plot for grade > 3 adverse events. AEs: Adverse
events; HAIC: Hepatic arterial infusion chemotherapy; Lenva: Lenvatinib; OS: Overall
survival;, Pembro: Pembrolizumab; PFS: Progression-free survival; R + C: Rivoceranib

plus camrelizumab; Sora: Sorafenib; STRIDE: Single tremelimumab regular-interval
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durvalumab; TACE: Lenvatinib plus transarterial chemoembolization.
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Supplementary Figure 3 Network plots of included studies. A:

progression-free survival; B: Network plot of overall survival; C:
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Compared with Sorafenib
Placebo - 1.73 (1.43, 2.09)
Lenvatinib - 0.638 (0.545, 0.745)
Donafenib o 0.932 (0.780, 1.11)
Sintilimab+IBI305 —— 0.560 (0.451, 0.695)
Rivoceranib+Camrelizumab —o— 0.522 (0.412, 0.661)
Tislelizumab 1= 1.11(0.927, 1.32)
Avastin+Tecentriq —— 0.650 (0.524, 0.807)
Cabozatinib+Atezolizumab —e— 0.630 (0.435, 0.919)
STRIDE -1 0.896 (0.767, 1.05)
Durvalumab - 1.02 (0.872, 1.19)
Lenvatinib+Pembrolizumab —— 0.533 (0.426, 0.666)
Lenvatinib+TACE —— 0.276 (0.208, 0.366)
Sorafenib+TACE —— 0.734 (0.590, 0.911)
Nivolumab - 0.932 (0.797, 1.09)
Sorafenib+Erlotinib re— 1.14 (0.955, 1.36)
Linifanib - 0.756 (0.646, 0.884)
Sunitinib re- 1.13(0.983, 1.29)
Brivanib - 1.01 (0.881, 1.16)
Sorafenib+Pravastatin —g— 0.999 (0.804, 1.24)
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Hazard Ratio (95% Crl)

Compared with Lenvatinib
Placebo —e—  2.71(2.12, 3.46)
Sorafenib - 1.57 (1.34, 1.83)
Donafenib —o— 1.46 (1.16, 1.85)
Sintilimab+IBI305 —eT 0.878 (0.672, 1.15)
Rivoceranib+Camrelizumab —e+ 0.819 (0.615, 1.09)
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Sorafenib+HAIC —e— 1.35 (0.936, 1.95)
Avastin+ Toripalimab o 1.23 (0.870, 1.75)
1
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Sorafenib+Doxorubicin —g— 0.999 (0.756, 1.32)
Sorafenib+HAIC —eT 0.811(0.574, 1.15)
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Placebo —e— 3.31(2.46, 4.48)
Sorafenib —— 1.92 (1.51,2.43)
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Donafenib —e 1.79 (1.33, 2.40)
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Cabozatinib+Atezolizumab —To— 1.21(0.779, 1.88)
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Linifanib —— 1.45(1.09, 1.92)
Sunitinib —— 2.16 (1.65, 2.84)
Brivanib —e— 1.93 (1.47, 2.54)
Sorafenib+Pravastatin —6— 1.91(1.39, 2.63)
Sorafenib+Doxorubicin —e— 1.79 (1.30, 2.46)
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Hazard Ratio (95% Crl)
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Sorafenib - 1.54 (1.24, 1.91)
Lenvatinib —g— 0.980 (0.751, 1.28)
Donafenib —— 1.43 (1.08, 1.89)
Sintilimab+IBI305 —e 0.861 (0.634, 1.17)
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Tislelizumab —o— 1.70 (1.29, 2.24)
Cabozatinib+Atezolizumab —g— 0.969 (0.631, 1.49)
STRIDE —e— 1.38 (1.06, 1.80)
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Sorafenib+Erlotinib —— 1.75(1.33, 2.31)
Linifanib to— 1.16 (0.888, 1.52)
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Brivanib —e— 1.55 (1.20, 2.00)
Sorafenib+Pravastatin —— 1.54 (1.13, 2.09)
Sorafenib+Doxorubicin —o— 1.43 (1.05, 1.94)
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Sorafenib+Doxorubicin —— 3.38 (2.38, 4.83) oraienib+Doxorubicin 27 (0.838, 1.73)
Sorafenib+HAIC —— 2.74(1.82,4.13) Sorafenib+HAIC —p— 1.03 (0.714, 1.49)
Avastin+ Toripalimab " — 2.51(1.69, 3.71) Avastin+ Toripalimab _—— 0.941 (0.664, 1.33)
1 |
1 9 0.2 4
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Compared with Nivolumab
Placebo

Sorafenib

Lenvatinib

Donafenib
Sintilimab+IBI305
Rivoceranib+Camrelizumab
Tislelizumab
Avastin+Tecentrig
Cabozatinib+Atezolizumab
STRIDE

Durvalumab
Lenvatinib+Pembrolizumab
Lenvatinib+TACE
Sorafenib+TACE
Sorafenib+Erlotinib
Linifanib

Sunitinib

Brivanib
Sorafenib+Pravastatin
Sorafenib+Doxorubicin
Sorafenib+HAIC

Avastin+ Toripalimab

Compared with Linifanib
Placebo

Sorafenib

Lenvatinib

Donafenib
Sintilimab+IBI305
Rivoceranib+Camrelizumab
Tislelizumab
Avastin+Tecentriq
Cabozatinib+Atezolizumab
STRIDE

Durvalumab
Lenvatinib+Pembrolizumab
Lenvatinib+TACE
Sorafenib+TACE
Nivolumab
Sorafenib+Erlotinib
Sunitinib

Brivanib
Sorafenib+Pravastatin
Sorafenib+Doxorubicin
Sorafenib+HAIC

Avastin+ Toripalimab

Compared with Brivanib
Placebo

Sorafenib

Lenvatinib

Donafenib
Sintilimab+BI305
Rivoceranib+Camrelizumab
Tislelizumab
Avastin+Tecentriq
Cabozatinib+Atezolizumab
STRIDE

Durvalumab
Lenvatinib+Pembrolizumab
Lenvatinib+TACE
Sorafenib+TACE
Nivolumab
Sorafenib+Erlotinib
Linifanib

Sunitinib
Sorafenib+Pravastatin
Sorafenib+Doxorubicin
Sorafenib+HAIC

Avastint Toripalimab

-

cad
{ &

L o—
—e—

——

J’T?‘Wﬁb AR T‘P+

pEY

-
bo
e
—o—
——

Hazard Ratio (95% Crl)

1.86 (1.45, 2.36)
1.07 (0.917, 1.25)
0.684 (0.548, 0.852)
1.00 (0.790, 1.27)
0.801 (0.460, 0.784)
0.559 (0.422, 0.745)
1.19 (0.937, 1.50)
0.898 (0.534, 0.913)
0.676 (0.453, 1.01)
0.962 (0.771, 1.20)
1.0 (0.878, 1.37)
0.571 (0.435, 0.750)
0.296 (0.214, 0.408)
0.787 (0.602, 1.03)
1.22 (0.964, 1.55)
0.811 (0.649, 1.01)
1.21 (0.983, 1.49)
1.08 (0.880, 1.33)
1.07 (0.820, 1.40)
1.00 (0.766, 1.31)
0.811 (0.582, 1.13)
0.741 (0.541, 1.01)

Hazard Ratio (95% Crl)

—o— 2.29(1.79,2.92)
1.32 (1.13, 1.55)
0.844 (0.675, 1.05)
1.23 (0.974, 1.56)
0.741 (0.568, 0.965)
0.691 (0.521, 0.916)
1.46 (1.15, 1.85)
0.861 (0.658, 1.13)
0.834 (0.559, 1.25)
1.19 (0.950, 1.48)
1.35 (1.08, 1.69)
0.705 (0.536, 0.925)
0.364 (0.264, 0.504)
0.970 (0.742, 1.27)
1.23 (0.987, 1.54)
1.51(1.19, 1.91)
1.49 (1.21,1.84)
1.34 (1.08, 1.65)
1.32 (1.01,1.73)
1.23 (0.943, 1.61)
1.00 (0.716, 1.40)
0.914 (0.666, 1.25)

1

3

Hazard Ratio (95% Crl)

1.71 (1.36, 2.16)
0.990 (0.863, 1.14)
0.631 (0.513, 0.778)
0.924 (0.737, 1.15)
0.554 (0.430, 0.716)
0.517 (0.394, 0.679)
1.10 (0.877, 1.37)
0.644 (0.499, 0.833)
0.625 (0.420, 0.931)
0.887 (0.722, 1.09)
1.01(0.821, 1.24)
0.527 (0.406, 0.686)
0.273 (0.200, 0.374)
0.727 (0.562, 0.937)
0.924 (0.750, 1.14)
1.13 (0.902, 1.41)
0.748 (0.608, 0.922)
1.12 (0.919, 1.36)
0.990 (0.767, 1.28)
0.923 (0.715, 1.19)
0.749 (0.540, 1.04)
0.684 (0.504, 0.930)

Hazard Ratio (95% Crl)

Compared with Sorafenib+Erlotinib
Placebo —&— 1.52(1.17,1.97)
Sorafenib i 0.878 (0.737, 1.05)
Lenvatinib —— 0.560 (0.442, 0.709)
Donafenib —o 0.818 (0.637, 1.05)
Sintilimab+IBI305 —e— 0.491 (0.372, 0.651)
Rivoceranib+Camrelizumab —6— 0.458 (0.341, 0.615)
Tislelizumab —a— 0.970 (0.756, 1.25)
Avastin+Tecentriq —— 0.571 (0.432, 0.754)
Cabozatinib+Atezolizumab —s— 0.554 (0.367, 0.839)
STRIDE —o| 0.787 (0.621, 0.996)
Durvalumab —or 0.896 (0.707, 1.13)
Lenvatinib+Pembrolizumab —e— 0.468 (0.352, 0.620)
Lenvatinib+TACE —e— 0.242 (0.173, 0.337)
Sorafenib+TACE —e— 0.644 (0.486, 0.851)
Nivolumab —6 0.818 (0.646, 1.04)
Linifanib —— 0.663 (0.524, 0.841)
Sunitinib —— 0.990 (0.791, 1.24)
Brivanib —er 0.887 (0.708, 1.11)
Sorafenib+Pravastatin —o 0.877 (0.664, 1.16)
Sorafenib+Doxorubicin —o 0.818 (0.620, 1.08)
Sorafenib+HAIC —e— 0.664 (0.471, 0.935)
Avastin+ Toripalimab —e— 0.606 (0.437, 0.838)
1T/
0.1 1 2
Hazard Ratio (95% Crl)
Compared with Sunitinib
Placebo —o— 1.53(1.21,1.94)
Sorafenib 9 0.887 (0.773, 1.02)
Lenvatinib e 0.566 (0.459, 0.695)
Donafenib —& 0.827 (0.660, 1.03)
Sintilimab+BI305 —— 0.497 (0.385, 0.642)
Rivoceranib+Camrelizumab —— 0.463 (0.353, 0.606)
Tislelizumab —— 0.981 (0.785, 1.23)
Avastin+Tecentrig —o— 0.577 (0.447, 0.745)
Cabozatinib+Atezolizumab —— 0.559 (0.377, 0.833)
STRIDE - 0.795 (0.646, 0.978)
Durvalumab —or 0.905 (0.734, 1.11)
Lenvatinib+Pembrolizumab —e— 0.473 (0.364, 0.613)
Lenvatinib+TACE —o— 0.244 (0.178, 0.335)
Sorafenib+TACE —6— 0.651 (0.503, 0.839)
Nivolumab —& 0.827 (0.671, 1.02)
Sorafenib+Erlotinib —p— 1.01 (0.807, 1.26)
Linifanib - 0.671 (0.544, 0.828)
Brivanib —or 0.896 (0.738, 1.09)
Sorafenib+Pravastatin —or 0.887 (0.685, 1.14)
Sorafenib+Doxorubicin —er 0.826 (0.641, 1.07)
Sorafenib+HAIC —— 0.671 (0.484, 0.928)
Avastin+ Toripalimab [ —e— | 0.613 (0.451, 0.832)
0.1 1 2
Hazard Ratio (95% Crl)
Compared with P
Placebo ——  1.73(1.30,2.30)
Sorafenib 1.00 (0.807, 1.24)
Lenvatinib —— 0.638 (0.488, 0.833)
Donafenib 0.933 (0.706, 1.23)
Sintilimab+IBI305 —— 0.560 (0.412, 0.761)
Rivoceranib+Camrelizumab —— 0.523 (0.380, 0.718)
Tislelizumab 1.11 (0.837, 1.46)
Avastin+Tecentrig —e— 0.651 (0.478, 0.885)
Cabozatinib+Atezolizumab —o—| 0.632 (0.411, 0.970)
STRIDE 0.896 (0.687, 1.17)
Durvalumab 1.02 (0.781, 1.33)
Lenvatinib+Pembrolizumab —— 0.533 (0.391, 0.725)
Lenvatinib+TACE —e— 0.276 (0.193, 0.394)
Sorafenib+TACE 0.734 (0.541, 0.995)
Nivolumab 0.934 (0.715, 1.22)
Sorafenib+Erlotinib 1.14 (0.862, 1.51)
Linifanib 0.756 (0.579, 0.987)
Sunitinib 1.13 (0.874, 1.46)
Brivanib 1.01(0.782, 1.30)
Sorafenib+Doxorubicin 0.932 (0.689, 1.26)
Sorafenib+HAIC 0.757 (0.525, 1.09)
Avastin+ Toripalimab 0.691 (0.488, 0.981)
0.1 1 3
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Compared with PRI bici
Placebo —o—  1.86(1.40, 2.47)
Sorafenib —o— 1.07 (0.865, 1.33)
Lenvatinib —e— 0.684 (0.524, 0.893)
Donafenib —a— 1.00 (0.757, 1.32)
Sintilimab+1BI305 —e— 0.601(0.443, 0.815)
Rivoceranib+Camrelizumab —e— 0.560 (0.406, 0.770)
Tislelizumab +e— 1.19 (0.899, 1.57)
Avastin+Tecentrig —6— 0.698 (0.515, 0.948)
Cabozatinib+Atezolizumab —— 0.677 (0.441, 1.04)
STRIDE —a— 0.961(0.737, 1.26)
Durvalumab —fe— 1.09 (0.839, 1.43)
Lenvatinib+Pembrolizumab —o— 0.571(0.419, 0.777)
Lenvatinib+TACE —— 0.296 (0.207, 0.421)
Sorafenib+TACE —o] 0.786 (0.579, 1.07)
Nivolumab —— 1.00 (0.766, 1.31)
Sorafenib+Erlotinib +o— 1.22 (0.925, 1.61)
Linifanib —6 0.810 (0.620, 1.06)
Sunitinib T+o— 1.21 (0.936, 1.56)
Brivanib —f— 1.08 (0.840, 1.40)
Sorafenib+Pravastatin —— 1.07 (0.791, 1.45)
Sorafenib+HAIC —er 0.811(0.562, 1.17)
Avastin+ Toripalimab —e—] 0.741(0.522, 1.05)
U
0.2 1 3
Hazard Ratio (95% Crl)

Compared with Avastin+ Toripalimab
Placebo —e— 250 (1.80, 3.49)
Sorafenib —6— 1.45 (1.10, 1.91)
Lenvatinib —e— 0.924 (0.674, 1.27)
Donafenib —— 1.35 (0.974, 1.87)
Sintilimab+1BI305 —e 0.811 (0.571, 1.15)
Rivoceranib+Camrelizumab —e—r 0.756 (0.528, 1.09)
Tislelizumab —o— 1.60 (1.16,2.22)
Avastin+Tecentriq —e— 0.942 (0.663, 1.34)
Cabozatinib+Atezolizumab —e— 0.912 (0.576, 1.45)
STRIDE o 1.30 (0.946, 1.78)
Durvalumab —e— 1.48 (1.08, 2.02)
Lenvatinib+Pembralizumab —e— 0.771(0.543, 1.10)
Lenvatinib+TACE e 0.399 (0.269, 0.590)
Sorafenib+TACE —— 1.06 (0.750, 1.51)
Nivolumab —o— 1.35 (0.986, 1.85)
Sorafenib+Erlotinib —e— 1.65 (1.19, 2.29)
Linifanib —— 1.09 (0.798, 1.50)
Sunitinib —e— 1.63 (1.20, 2.22)
Brivanib —— 1.46 (1.08, 1.99)
Sorafenib+Pravastatin —e— 1.45(1.02, 2.05)
Sorafenib+Doxorubicin —e— 1.35(0.952, 1.92)
Sorafenib+HAIC —— 1.09 (0.730, 1.64)

- 1

0.2

1

Hazard Ratio (95% Crl)

4

Compared with Sorafenib+HAIC
Placebo

Sorafenib

Lenvatinib

Donafenib
Sintilimab+1BI305
Rivoceranib+Camrelizumab
Tislelizumab
Avastin+Tecentriq
Cabozatinib+Atezolizumab
STRIDE

Durvalumab
Lenvatinib+Pembrolizumab
Lenvatinib+TACE
Sorafenib+TACE
Nivolumab
Sorafenib+Erlotinib
Linifanib

Sunitinib

Brivanib
Sorafenib+Pravastatin
Sorafenib+Doxorubicin
Avastin+ Toripalimab

Hazard Ratio (95% Crl)

—e—  229(161,324)
o 1.32 (0.985, 1.78)
—ot 0.843 (0.604, 1.18)
e 123 (0.873, 1.74)
—1 0.741 (0.513, 1.07)
—o| 0.690 (0.474, 1.01)
—e— 1.46 (1.04, 2.06)
e 0.861 (0.597, 1.24)
—e— 0.834 (0.520, 1.34)
o 1.18 (0.849, 1.66)
lo— 1.35 (0.966, 1.89)
—— 0.705 (0.488, 1.02)
o 0.365 (0.242, 0.548)
—a— 0.970 (0.673, 1.40)
Jo— 1.23(0.884, 1.72)
— 1.51(1.07,2.12)
—— 1.00 (0.715, 1.40)
—— 1.49 (1.08, 2.07)
Lo 1.33 (0.965, 1.85)
o 1.32 (0.919, 1.91)
e 1.23 (0.855, 1.78)
—o— 0.913 (0.610, 1.37)
0.2 1 4

Supplementary Figure 4 Forest plots for pairwise comparisons of progression-free

survival (PFS). STRIDE: Single tremelimumab regular-interval durvalumab; TACE:

Transarterial chemoembolization; HAIC: Hepatic arterial infusion chemotherapy.

Compared with Placebo

Sorafenib

Lenvatinib

Donafenib
Sintilimab+IBI305
Rivoceranib+Camrelizumab
Tislelizumab
Avastin+Tecentriq
Cabozatinib+Atezolizumab
STRIDE

Durvalumab
Lenvatinib+Pembrolizumab
Lenvatinib+TACE
Sora+TACE

Nivolumab
Sorafeinib+Erlotinib
Linifanib

Sunitinib

Brivanib
Sorafenib+Pravastatin
Sorafenib+Doxorubicin
Sorafenib+HAIC
Avastin+Toripalimab

LHMHMMWMMW

0.1

Hazard Ratio (95% Crl)

0.686 (0.570, 0.827)
0.633 (0.502, 0.799)
0.578 (0.448, 0.748)
0.392 (0.281, 0.545)
0.425 (0.310, 0.583)
0.584 (0.451, 0.756)
0.451 (0.330, 0.618)
0.615 (0.441, 0.854)
0.534 (0.413, 0.691)
0.590 (0.457, 0.764)
0.534 (0.399, 0.717)
0.285 (0.193, 0.421)
0.627 (0.450, 0.873)
0.584 (0.451, 0.755)
0.840 (0.495, 0.826)
0.721 (0.566, 0.920)
0.889 (0.706, 1.12)

0.736 (0.584, 0.927)
0.686 (0.508, 0.926)
0.721 (0.534, 0.974)
0.692 (0.480, 0.996)
0.524 (0.376, 0.731)

Compared with Sorafenib
Placebo

Lenvatinib

Donafenib
Sintilimab+1BI305
Rivoceranib+Camrelizumab
Tislelizumab
Avastin+Tecentrig
Cabozatinib+Atezolizumab
STRIDE

Durvalumab
Lenvatinib+Pembrolizumab
Lenvatinib+TACE
Sora+TACE

Nivolumab
Sorafeinib+Erlotinib
Linifanib

Sunitinib

Brivanib
Sorafenib+Pravastatin
Sorafenib+Doxorubicin
Sorafenib+HAIC
Avastin+Toripalimab

0.2

——

Hazard Ratio (95% Crl)

1.46 (1.21, 1.76)
0.923 (0.805, 1.06)
0.844 (0.708, 1.01)
0.571 (0.434, 0.749)
0.619 (0.480, 0.799)
0.852 (0.714, 1.01)
0.657 (0.509, 0.847)
0.896 (0.682, 1.18)
0.778 (0.652, 0.927)
0.861(0.721, 1.03)
0.779 (0.623, 0.973)
0.414 (0.294, 0.585)
0.914 (0.695, 1.20)
0.852 (0.715, 1.02)
0.932 (0.781, 1.11)
1.05 (0.899, 1.23)
1.30 (1.13, 1.49)
1.07 (0.936, 1.23)
1.00 (0.790, 1.27)
1.05 (0.832, 1.33)
1.01(0.737, 1.38)
0.763 (0.580, 1.01)
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Hazard Ratio (95% Crl)

Compared with Lenvatinib
Placebo —e— 1.58(1.25, 1.99)
Sorafenib o 1.08 (0.945, 1.24)
Donafenib —o— 0.914 (0.732, 1.14)
Sintilimab+IBI305 —— 0.618 (0.456, 0.839)
Rivoceranib+Camrelizumab —e— 0.671 (0.503, 0.896)
Tislelizumab —or— 0.923 (0.739, 1.15)
Avastin+Tecentrig —e— 0.712 (0.533, 0.949)
Cabozatinib+Atezolizumab —a— 0.970 (0.716, 1.32)
STRIDE —6— 0.843 (0.675, 1.05)
Durvalumab —er— 0.932 (0.746, 1.16)
Lenvatinib+Pembrolizumab —6— 0.844 (0.707, 1.01)
Lenvatinib+TACE —e— 0.449 (0.328, 0.613)
Sora+TACE —&— 0.990 (0.729, 1.34)
Nivolumab —or— 0.923 (0.738, 1.15)
Sorafeinib+Erlotinib —— 1.01(0.808, 1.26)
Linifanib T 1.14 (0.925, 1.40)
Sunitinib —e— 1.40(1.16,1.71)
Brivanib To— 1.16 (0.959, 1.41)
Sorafenib+Pravastatin —o— 1.08 (0.826, 1.42)
Sorafenib+Doxorubicin —_T6— 1.14 (0.870, 1.50)
Sorafenib+HAIC —t— 1.09 (0.777, 1.54)
Avastin+Toripalimab [ —o 1 | 0.828 (0.608, 1.12)
03 1 2

Compared with Sintilimab+BI305

Hazard Ratio (95% Crl)

Placebo —e— 2 55 (1.84, 3.55)
Sorafenib —— .75 (1.34, 2.30)
Lenvatinib —— 62 (1.19, 2.19)
Donafenib —e— .48 (1.07, 2.05)
Rivoceranib+Camrelizumab —— 1 Uﬂ (0.748, 1.57)
Tislelizumab —e— 1.49 (1.08, 2.07)
Avastin+Tecentrig —te— 1.15 (0.792, 1.67)
Cabozatinib+Atezolizumab —— 1.67 (1.07, 2.31)
STRIDE —e— 1.36 (0.985, 1.89)
Durvalumab —e— 1.51 (1.09, 2.09)
Lenvatinib+Pembrolizumab +—e— 1.36 (0.959, 1.94)
Lenvatinib+TACE ——r 0.726 (0.470,1.13)
Sora+TACE —— 1.60 (1.09, 2.36)
Nivolumab —e— 1.49 (1.08, 2.07)
Sorafeinib+Erlotinib —e— 1 63 (1.18, 2.26)
Linifanib e a 84 (1.34, 252)
Sunitinib —e— 2 27 (1.68, 3.08)
Brivanib —o— 1.88 (1.39, 2.55)
Sorafenib+Pravastatin —e— 1.75 (1.22, 2.52)
Sorafenib+Doxorubicin —e— 1.84 (1.29, 2.64)
Sorafenib+HAIC —— 1.77 (117, 2.68)
Avastin+Toripalimab +—— 1.34 (0.9086, 1.97)
1
0.4 1 4

Hazard Ratio (95% Crl)
Compared with Ti ab
Placebo —e— 1.71(1.32, 2.22)
Sorafenib ro— 1.17 (0.985, 1.40)
Lenvatinib —— 1.08 (0.867, 1.35)
Donafenib —&— 0.990 (0.772, 1.27)
Sintilimab+IBI305 —e— 0.670 (0.484, 0.928)
Rivoceranib+Camrelizumab —e—] 0.727 (0.532, 0.991)
Avastin+Tecentriq —e—r 0.772 (0.566, 1.05)
Cabozatinib+Atezolizumab —e— 1.05 (0.758, 1.46)
STRIDE —er 0.913 (0.711, 1.17)
Durvalumab —o— 1.01(0.786, 1.30)
Lenvatinib+Pembrolizumab —er— 0.914 (0.689, 1.21)
Lenvatinib+TACE — 0.487 (0.331, 0.717)
Sora+TACE —— 1.07 (0.774, 1.48)
Nivolumab —— 1.00 (0.778, 1.28)
Sorafeinib+Erlotinib —o— 1.09 (0.854, 1.40)
Linifanib —e— 1.23 (0.974, 1.56)
Sunitinib —e— 1.52 (1.22, 1.90)
Brivanib —e— 1.26 (1.01,1.57)
Sorafenib+Pravastatin —-o— 1.17 (0.876, 1.58)
Sorafenib+Doxorubicin e 1.23(0.921, 1.65)
Sorafenib+HAIC —1o— 1.18(0.827, 1.70)
Avastin+Toripalimab —e— 0.896 (0.647, 1.24)

03 3

Hazard Ratio (95% Crl)

Compared with Donafenib
Placebo —e— 1.73(1.34,2.23)
Sorafenib e 1.19 (0.994, 1.41)
Lenvatinib —1o— 1.09 (0.874, 1.37)
Sintilimab+IBI305 —— 0.677 (0.489, 0.935)
Rivoceranib+Camrelizumab —e— 0.734 (0.538, 1.00)
Tislelizumab —— 1.01(0.787, 1.30)
Avastin+Tecentriq —e—r 0.779 (0.571, 1.06)
Cabozatinib+Atezolizumab —e— 1.06 (0.766, 1.47)
STRIDE —er— 0.923 (0.718, 1.18)
Durvalumab —H— 1.02 (0.795, 1.31)
Lenvatinib+Pembrolizumab —er— 0.923 (0.694, 1.23)
Lenvatinib+TACE —— 0.491 (0.334, 0.723)
Sora+TACE —1— 1.08 (0.783, 1.50)
Nivolumab —p— 1.01(0.788, 1.30)
Sorafeinib+Erlotinib —To— 1.10 (0.861, 1.42)
Linifanib —e— 1.25(0.985, 1.58)
Sunitinib —o— 1.54 (1.23, 1.93)
Brivanib —e— 1.27 (1.02, 1.59)
Sorafenib+Pravastatin —e— 1.19 (0.884, 1.59)
Sorafenib+Doxorubicin +o— 1.25(0.929, 1.67)
Sorafenib+HAIC —To— 1.20 (0.838, 1.71)
Avastin+Toripalimab —o— 0.906 (0.652, 1.26)
I 1
0.3 1
Hazard Ratio (95% Crl)
[ with
Placebo —e—  235(1.72,3.22)
Sorafenib —— 162 (1.26,2.08)
Lenvatinib —e— 1.49(1.12, 1.99)
Donafenib e 1.36 (0.998, 1.86)
Sintilimab+IBI305 —er— 0.922 (0.835, 1.34)
Tislelizumab —e— 1.38(1.01, 1.88)
Avastin+Tecentrig —p— 1.06 (0.741, 1.52)
Cabozatinib+Atezolizumab e 1.45(0.992, 2.10)
STRIDE e 1.26 (0.921,1.71)
Durvalumab —e— 1.39 (1.02, 1.89)
Lenvatinib+Pembrolizumab ‘e 1.26 (0.899, 1.77)
Lenvatinib+TACE —— 0.669 (0.438, 1.03)
Sora+TACE ——— 148 (1.01, 2.14)
Nivolumab —e— 1.38 (1.01, 1.88)
Sorafeinib+Erlotinib —— 1.51(1.10, 2.05)
Linifanib —e— 1.70(1.26,2.29)
Sunitinib —e— 2.10(1.57, 2.80)
Brivanib —_—— 1.73(1.30, 2.31)
Sorafenib+Pravastatin —e— 161(1.14,2.28)
Sorafenib+Doxorubicin —— 1.70 (1.20, 2.40)
Sorafenib+HAIC —e 163 (1.09, 2.44)
Avastin+Toripalimab e 1.23 (0.847, 1.79)
0.4 4
Hazard Ratio (35% Crl)
Compared with Avastin+Tecentriq
Placebo —— 2.22(1.62,3.03)
Sorafenib —e— 1.52(1.18, 1.96)
Lenvatinib —e— 1.40 (1.05, 1.87)
Donafenib T 1.28 (0.943, 1.75)
Sintilimab+1BI305 —e— 0.869 (0.599, 1.26)
Rivaceranib+Camrelizumab —a— 0.942 (0.656, 1.35)
Tislelizumab —e— 1.30 (0.951, 1.77)
Cabozatinib+Atezolizumab +—e— 1.36 (0.936, 1.98)
STRIDE 10— 1.18 (0.868, 1.62)
Durvalumab —e— 1.31(0.961, 1.78)
Lenvatinib+Pembrolizumab —1— 1.18 (0.846, 1.66)
Lenvatinib+TACE —e— 0.631 (0.411, 0.965)
Sora+TACE 1T—— 1.39 (0.955, 2.02)
Nivolumab 1T—o— 1.30(0.952, 1.77)
Sorafeinib+Erlotinib —e— 1.42 (1.04, 1.94)
Linifanib —e— 1.60(1.19, 2.16)
Sunitinib —e— 1.97 (1.48, 2.64)
Brivanib —e— 1.63(1.22,2.18)
Sorafenib+Pravastatin —— 1.52(1.08, 2.15)
Sorafenib+Doxorubicin —e— 1.60 (1.14, 2.26)
Sorafenib+HAIC —e— 1.54 (1.03, 2.30)
Avastin+Toripalimab o 1.16 (0.799, 1.69)
0.4 4
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Hazard Ratio (95% Crl)

Comp: with C. inib+A
Placebo —e— 1.63(1.17,2.27)
Sorafenib —to— 1.12(0.849, 1.47)
Lenvatinib —H— 1.03(0.759, 1.40)
Donafenib —g— 0.942 (0.680, 1.31)
Sintilimab+BI305 —e— 0.638 (0.433, 0.935)
Rivoceranib+Camrelizumab —6—] 0.691 (0.476, 1.01)
Tislelizumab —a— 0.951 (0.687, 1.32)
Avastin+Tecentriq —o— 0.734 (0.504, 1.07)
STRIDE —eT— 0.869 (0.627, 1.20)
Durvalumab —a— 0.960 (0.694, 1.33)
Lenvatinib+Pembrolizumab —o— 0.870 (0.611, 1.24)
Lenvatinib+TACE —— 0.462 (0.299, 0.717)
Sora+TACE —h— 1.02 (0.693, 1.51)
Nivolumab —a— 0.951 (0.687, 1.32)
Sorafeinib+Erlotinib —e— 1.04 (0.753, 1.44)
Linifanib —+o— 1.17 (0.858, 1.61)
Sunitinib —e— 1.45(1.07, 1.97)
Brivanib do— 1.20(0.882, 1.63)
Sorafenib+Pravastatin —to— 1.12(0.778, 1.60)
Sorafenib+Doxorubicin —Te— 1.17 (0.817, 1.68)
Sorafenib+HAIC —t— 1.13(0.745, 1.71)
Avastin+Toripalimab —o— 0.852 (0.577, 1.26)
0.2 3

Hazard Ratio (95% Crl)

Compared with Durvalumab
Placebo —— 1.69 (1.31, 2.19)
Sorafenib o 1.16 (0.974, 1.39)
Lenvatinib —— 1.07 (0.860, 1.34)
Donafenib —a— 0.980 (0.764, 1.26)
Sintilimab+BI305 —e— 0.664 (0.479, 0.917)
Rivoceranib+Camrelizumab —— 0.719 (0.530, 0.982)
Tislelizumab —e— 0.990 (0.772, 1.27)
Avastin+Tecentriq —e— 0.764 (0.561, 1.04)
Cabozatinib+Atezolizumab —— 1.04 (0.750, 1.44)
STRIDE —er 0.905 (0.751, 1.09)
Lenvatinib+Pembrolizumab —er— 0.906 (0.683, 1.20)
Lenvatinib+TACE —e 0.481 (0.328, 0.707)
Sora+TACE —e— 1.06 (0.768, 1.47)
Nivolumab —a— 0.991(0.772, 1.27)
Sorafeinib+Erlotinib —e— 1.08 (0.843, 1.39)
Linifanib —e— 1.22 (0.965, 1.55)
Sunitinib —— 1.51(1.21, 1.89)
Brivanib —e— 1.25(0.997, 1.56)
Sorafenib+Pravastatin —te— 1.16 (0.867, 1.56)
Sorafenib+Doxorubicin -+e— 1.22 (0.913, 1.64)
Sorafenib+HAIC —eo— 1.17 (0.819, 1.68)
Avastin+Toripalimab —o— 0.888 (0.639, 1.23)
- 1
0.3 3

Hazard Ratio (95% Crl)
Compared with Lenvatinib+TACE
Placebo ——6—— 3.51(2.38,5.19)
Sorafenib —e— 2.41(1.71, 3.40)
Lenvatinib —_— 2.23 (1,63, 3.05)
Donafenib —_— 2.03(1.38,2.99)
Sintilimab+IBI305 -—— 1.38 (0.888, 2.13)
Rivoceranib+Camrelizumab —e— 1.49 (0.974, 2.28)
Tislelizumab —a— 2.05(1.39, 3.03)
Avastin+Tecentriq —_— 159 (1.04, 2.43)
Cabozatinib+Atezolizumab —— 2.16 (1.39, 3.35)
STRIDE —— 1.88 (1.28, 2.76)
Durvalumab —_— 2.08 (1.41, 3.05)
Lenvatinib+Pembrolizumab —a— 1.88 (1.31, 2.69)
Sora+TACE —_— 2.21(1.42,3.42)
Nivolumab — 2.05(1.39, 3.02)
Sorafeinib+Erlotinib —a 2.25(1.53, 3.30)
Linifanib —_— 2.54 (1.74, 3.69)
Sunitinib —a— 3.13 (2.16, 4.53)
Brivanib —— 259 (1.79,3.74)
Sorafenib+Pravastatin —_— 2.41 (1.60, 3.65)
Sorafenib+Doxorubicin —e 2.54 (167, 3.85)
Sorafenib+HAIC —— 2.43(1.53, 3.88)
Avastin+Toripalimab — —— 1.84 (1.18, 2.86)

0.8 6

Hazard Ratio (95% Crl)

Compared with STRIDE
Placebo —e—  1.87(1.45,2.42)
Sorafenib —o— 1.28 (1.08, 1.53)
Lenvatinib +o— 1.19 (0.950, 1.48)
Donafenib —— 1.08 (0.845, 1.39)
Sintilimab+IBI305 —a— 0.734 (0.530, 1.02)
Rivoceranib+Camrelizumab —e— 0.795 (0.584, 1.09)
Tislelizumab e 1.10 (0.853, 1.41)
Avastin+Tecentrig — 0.844 (0.619, 1.15)
Cabozatinib+Atezolizumab —to— 1.15(0.830, 1.59)
Durvalumab e 1.11 (0.917, 1.33)
Lenvatinib+Pembrolizumab —H— 1.00 (0.754, 1.33)
Lenvatinib+TACE —a— 0.533(0.362, 0.784)
Sora+TACE —te— 1.17 (0.848, 1.63)
Nivolumab —to— 1.09 (0.855, 1.40)
Sorafeinib+Erlotinib +o— 1.20(0.934, 1.54)
Linifanib —o— 1.35(1.07, 1.71)
Sunitinib —— 1.67 (1.33, 2.09)
Brivanib —e— 1.38 (1.10, 1.72)
Sorafenib+Pravastatin e 1.28 (0.959, 1.73)
Sorafenib+Doxorubicin —e— 1.35(1.01, 1.81)
Sorafenib+HAIC —— 1.30 (0.904, 1.85)
Avastin+Toripalimab —a— 0.982 (0.707, 1.36)
1
0.3 1 3
Hazard Ratio (95% Crl)
Compared with Lenvatinib+F
Placebo —e—  1.87(1.40, 250)
Sorafenib —e— 1.28 (1.03, 1.60)
Lenvatinib Fe— 1.19 (0.995, 1.41)
Donafenib fo— 1.08 (0.814, 1.44)
Sintilimab+IBI305 —e— 0.733 (0.516, 1.04)
Rivoceranib+Camrelizumab —er 0.795 (0.566, 1.11)
Tislelizumab e— 1.09 (0.825, 1.45)
Avastin+Tecentrig —e1 0.844 (0.601, 1.18)
Cabozatinib+Atezolizumab -1 1.15 (0.809, 1.64)
STRIDE —— 0.999 (0.753, 1.33)
Durvalumab —1e— 1.10 (0.832, 1.47)
Lenvatinib+ TACE —e— 0.532 (0.371, 0.762)
Sora+TACE —teo— 1.17 (0.824, 1.67)
Nivalumab —to— 1.09 (0.823, 1.45)
Sorafeinib+Erlotinib e— 1.20 (0.900, 1.59)
Linifanib —e— 1.35(1.03, 1.77)
Sunitinib —e— 1.67 (1.28, 2.16)
Brivanib —e— 1.38 (1.08, 1.79)
Sorafenib+Pravastatin T 1.28 (0.932, 1.78)
Sorafenib+Doxorubicin —e— 1.35 (0.979, 1.87)
Sorafenib+HAIC —o— 1.30 (0.881, 1.90)
Avastin+Toripalimab —q— 0.980 (0.689, 1.40)
03 1 3
Hazard Ratio (95% Crl)
Compared with Sora+TACE
Placebo —6—  1.60(1.15,2.22)
Sorafenib —o— 1.09 (0.832, 1.44)
Lenvatinib —b— 1.01 (0.744, 1.37)
Donafenib —e— 0.923 (0.666, 1.28)
Sintilimab+1BI305 —e— 0.625 (0.425, 0.918)
Rivoceranib+Camrelizumab —e— 0.678 (0.467, 0.986)
Tislelizumab —a— 0.932 (0.674, 1.29)
Avastin+Tecentrig —e—t 0.719 (0.494, 1.05)
Cabozatinib+Atezolizumab —a— 0.980 (0.664, 1.44)
STRIDE —e 0.852 (0.614, 1.18)
Durvalumab —a— 0.941 (0.681, 1.30)
Lenvatinib+Pembrolizumab —e— 0.853 (0.598, 1.21)
Lenvatinib+TACE —e— 0.453 (0.293, 0.705)
Nivolumab —a— 0.932 (0.674, 1.29)
Sorafeinib+Erlotinib —p— 1.02 (0.736, 1.41)
Linifanib —to— 1.15 (0.838, 1.58)
Sunitinib —o— 1.42 (1.04,1.93)
Brivanib To— 1.17 (0.863, 1.60)
Sorafenib+Pravastatin —1— 1.09 (0.762, 1.57)
Sorafenib+Doxorubicin —_— 1.15 (0.804, 1.65)
Sorafenib+HAIC —te— 1.10 (0.728, 1.68)
Avastin+Toripalimab —1— 0.836 (0.566, 1.23)
0.2 1 3
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Hazard Ratio (95% Crl)

Compared with Nivolumab
Placebo —— 1.71 (1.32,2.22)
Sorafenib L 1.17 (0.985, 1.40)
Lenvatinib —fe— 1.08 (0.868, 1.35)
Donafenib —g— 0.990 (0.772, 1.27)
Sintilimab+IBI305 —— 0.670 (0.484, 0.926)
Rivoceranib+Camrelizumab —o— 0.727 (0.532, 0.991)
Tislelizumab —— 1.00 (0.779, 1.28)
Avastin+Tecentriq —e—] 0.772 (0.566, 1.05)
Cabozatinib+Atezolizumab —p— 1.05 (0.758, 1.46)
STRIDE —or— 0.914 (0.712,1.17)
Durvalumab —— 1.01 (0.787, 1.30)
Lenvatinib+Pembrolizumab —e— 0.914 (0.688, 1.21)
Lenvatinib+TACE —e— 0.487 (0.331, 0.718)
Sora+TACE —e— 1.07 (0.776. 1.48)
Sorafeinib+Erlotinib —to— 1.09 (0.853, 1.40)
Linifanib —e— 1.23 (0.977, 1.56)
Sunitinib —o— 1.52 (1.22, 1.90)
Brivanib —e— 1.26 (1.01, 1.57)
Sorafenib+Pravastatin —+— 1.17 (0.875, 1.57)
Sorafenib+Doxorubicin T 1.23 (0.921, 1.65)
Sorafenib+HAIC —1e— 1.19 (0.828, 1.70)
Avastin+Tori b | " | 0.896 (0.646, 1.24)
03 3
Hazard Ratio (95% Crl)
Compared with Linifanib
Placebo —e—  1.39(1.09,1.77)
Sorafenib - 0.951(0.813, 1.11)
Lenvatinib —o 0.878(0.713, 1.08)
Donafenib —e 0.803 (0.633, 1.02)
Sintilimab+IBI305 —e— 0.543 (0.396, 0.744)
Rivoceranib+Camrelizumab —e— 0.589 (0.438, 0.797)
Tislelizumab —e— 0.810 (0.641, 1.03)
Avastin+Tecentrig —e— 0.625 (0.463, 0.843)
Cabozatinib+Atezolizumab —e 0.852 (0.621, 1.16)
STRIDE —e— 0.740 (0.585, 0.938)
Durvalumab —O— 0.818 (0.646, 1.04)
Lenvatinib+Pembrolizumab —e—| 0.741 (0.564, 0.975)
Lenvatinib+TACE —e— 0.394 (0.271, 0.576)
Sora+TACE —er— 0.869 (0.632, 1.19)
Nivolumab —6— 0.811 (0.640, 1.02)
Sorafeinib+Erlotinib —e 0.887 (0.700, 1.12)
Sunitinib —e— 1.23 (1.00, 1.52)
Brivanib —e— 1.02 (0.829, 1.26)
Sorafenib+Pravastatin —a— 0.951(0.717, 1.26)
Sorafenib+Doxorubicin —o— 1.00 (0.754, 1.32)
Sorafenib+HAIC —a— 0.960 (0.677, 1.36)
Avastin+Tori | —e— . 0.726 (0.528, 0.999)
02 1 2
Hazard Ratio (95% Crl)
Compared with Brivanib
Placebo —o— 1.36(1.08,1.71)
Sorafenib -or 0.933 (0.814, 1.07)
Lenvatinib —e 0.861 (0.710, 1.04)
Donafenib —o—| 0.786 (0.630, 0.983)
Sintilimab+IBI305 —e— 0.533 (0.392, 0.722)
Rivoceranib+Camrelizumab —— 0.578 (0.432, 0.771)
Tislelizumab e 0.795 (0.635, 0.992)
Avastin+Tecentrig —e— 0.613 (0.460, 0.817)
Cabozatinib+Atezolizumab —e1 0.835(0.613, 1.13)
STRIDE —— 0.726 (0.581, 0.906)
Durvalumab —e— 0.802 (0.641, 1.00)
Lenvatinib+Pembrolizumab —e— 0.727 (0.559, 0.943)
Lenvatinib+TACE —e— 0.386 (0.267, 0.558)
Sora+TACE —et 0.852 (0.626, 1.16)
Nivolumab —o— 0.795 (0.636, 0.992)
Sorafeinib+Erlotinib —e+ 0.869 (0.695, 1.09)
Linifanib —4— 0.980 (0.795, 1.21)
Sunitinib —o— 1.21 (0.996, 1.47)
Sorafenib+Pravastatin —e— 0.933 (0.709, 1.22)
Sorafenib+Doxorubicin —— 0.981 (0.749, 1.28)
Sorafenib+HAIC —e— 0.942 (0.669, 1.32)
Avastin+Toripalimab —e—| 0.712 (0.523, 0.968)
0.2 1 2

Hazard Ratio (95% Crl)

Compared with Sorafeinib+Erlotinib
Placebo —o— 1.56 (1.21, 2.02)
Sorafenib - 1.07 (0.900, 1.28)
Lenvatinib —g— 0.990 (0.792, 1.24)
Donafenib —er— 0.905 (0.705, 1.16)
Sintilimab+IBI305 —e— 0.613 (0.443, 0.847)
Rivoceranib+Camrelizumab —e— 0.664 (0.488, 0.907)
Tislelizumab —or— 0.914 (0.712, 1.17)
Avastin+Tecentriq —— 0.705 (0.516, 0.959)
Cabozatinib+Atezolizumab —g— 0.961 (0.695, 1.33)
STRIDE —or 0.835 (0.649, 1.07)
Durvalumab —er— 0.822 (0.719, 1.19)
Lenvatinib+Pembrolizumab —eT 0.836 (0.629, 1.11)
Lenvatinib+TACE —e— 0.445 (0.303, 0.655)
Sora+TACE —a— 0.981 (0.707, 1.36)
Nivolumab —or— 0.914 (0.713, 1.17)
Linifanib -to— 1.13 (0.892, 1.43)
Sunitinib —6— 1.39 (1.11,1.74)
Brivanib +o— 1.15 (0.920, 1.44)
Sorafenib+Pravastatin —f— 1.07 (0.799, 1.44)
Sorafenib+Doxorubicin —to— 1.13(0.842, 1.51)
Sorafenib+HAIC —f— 1.08 (0.756, 1.55)
Avastin+Toripalimab —e T 0.819 (0.591, 1.13)
I
0.3 1 3
Hazard Ratio (95% Crl)
Compared with Sunitinib
Placebo —-o— 1.12 (0.890, 1.42)
Sorafenib -e- 0.771(0.671, 0.885)
Lenvatinib —— 0.712 (0.586, 0.864)
Donafenib —— 0.651(0.519, 0.814)
Sintilimab+IBI305 —e— 0.440 (0.325, 0.597)
Rivoceranib+Camrelizumab —e— 0.477 (0.357, 0.638)
Tislelizumab —— 0.657 (0.525, 0.820)
Avastin+Tecentriq —o— 0.507 (0.379, 0.676)
Cabozatinib+Atezolizumab —e— 0.690 (0.508, 0.937)
STRIDE —e— 0.600 (0.479, 0.751)
Durvalumab —e— 0.663 (0.530, 0.829)
Lenvatinib+Pembrolizumab —e— 0.600 (0.462, 0.780)
Lenvatinib+TACE —— 0.320(0.221, 0.462)
Sora+TACE —e— 0.705 (0.518, 0.958)
Nivolumab —e— 0.657 (0.525, 0.821)
Sorafeinib+Erlotinib —e— 0.719(0.574, 0.899)
Linifanib —6— 0.811(0.657, 0.998)
Brivanib —e— 0.827 (0.681, 1.00)
Sorafenib+Pravastatin —e— 0.770(0.587, 1.01)
Sorafenib+Doxorubicin —a—t 0.811(0.618, 1.08)
Sorafenib+HAIC —e—r 0.779 (0.552, 1.09)
Avastin+Toripalimab —— 0.589 (0.433, 0.802)
1
0.2 1 2
Hazard Ratio (95% Crl)
Compared with Sorafenib+Pr
Placebo —e— 1.46(1.08, 1.97)
Sorafenib —o— 1.00(0.790, 1.27)
Lenvatinib —e— 0.923 (0.703, 1.21)
Donafenib —o 0.844 (0.629, 1.13)
Sintilimab+BI305 —— 0.571 (0.397, 0.819)
Rivoceranib+Camrelizumab —e— 0.620 (0.438, 0.877)
Tislelizumab —a 0.853 (0.634, 1.14)
Avastin+Tecentriq —e— 0.657 (0.464, 0.927)
Cabozatinib+Atezolizumab —or— 0.896 (0.623, 1.28)
STRIDE —e— 0.779 (0.579, 1.04)
Durvalumab —o 0.860 (0.640, 1.15)
Lenvatinib+Pembrolizumab —e— 0.779 (0.563, 1.07)
Lenvatinib+TACE —e 0.415 (0.274, 0.627)
Sora+TACE —er— 0.915 (0.637, 1.31)
Nivolumab —eT 0.852 (0.636, 1.14)
Sorafeinib+Erlotinib —er— 0.933 (0.693, 1.25)
Linifanib —f— 1.05 (0.793, 1.40)
Sunitinib —o—  1.30(0.987,1.70)
Brivanib —e—  1.07(0.817,1.41)
Sorafenib+Doxorubicin —— 1.05 (0.755, 1.46)
Sorafenib+HAIC —s— 1.01 (0.683, 1.49)
Avastin+Toripalimab ——r 0.764 (0.531, 1.09)
0.2 2
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Hazard Ratio (95% Crl)

Hazard Ratio (95% Crl)

Compared with Sorafenib+Doxorubicin Comp. with AIC
Placebo —e— 1.39(1.03,1.87) Placebo —e—  1.44(1.00, 2.08)
Sorafenib - 0.951(0.752, 1.20) Sorafenib — 0.990 (0.724, 1.36)
Lenvatinib —or 0.878 (0.668, 1.15) Lenvatinib o 0.913 (0.649, 1.29)
Donafenib —e T 0.802 (0.599, 1.08) Donafenib —et 0.836 (0.584, 1.19)
Sintilimab+IBI305 — 0.543 (0.379, 0.777) Sintilimab+1BI305 —e— 0.566 (0.373, 0.856)
Rivoceranib+Camrelizumab —e— 0.589 (0.417, 0.832) Rivoceranib+Camrelizumab —e— 0.613 (0.410, 0.920)
Tislelizumab —e1 0.810 (0.605, 1.09) Tislelizumab —e— 0.844 (0.589, 1.21)
Avastin+Tecentriq —e— 0.625 (0.443, 0.881) Avastin+Tecentrig —e 0.651 (0.435, 0.975)
Cabozatinib+Atezolizumab —o1— 0.852 (0.595, 1.22) Cabozatinib+Atezolizumab —or— 0.887 (0.585, 1.34)
STRIDE —e— 0.740 (0.552, 0.994) STRIDE e 0.770 (0.539, 1.11)
Durvalumab —e 0.818 (0.610, 1.10) Durvalumab —e— 0.852 (0.596, 1.22)
Lenvatinib+Pembrolizumab —e— 0.741 (0.536, 1.02) Lenvatinib+Pembrolizumab —eT 0.771 (0.525, 1.13)
Lenvatinib+TACE —e 0.394 (0.260, 0.597) Lenvatinib+TACE —e— 0.411 (0.258, 0.654)
Sora+TACE —e— 0.869 (0.606, 1.24) Sora+TACE —e— 0.906 (0.597, 1.37)
Nivolumab —e1 0.810 (0.605, 1.09) Nivolumab —eT 0.843 (0.589, 1.21)
Sorafeinib+Erlotinib —— 0.886 (0.661, 1.19) Sorafeinib+Erlotinib —er— 0.923 (0.644, 1.32)
Linifanib —— 1.00 (0.755, 1.33) Linifanib —p— 1.04 (0.733, 1.48)
Sunitinib +o—  1.23(0.940, 1.62) Sunitinib T+o— 1.28 (0.914, 1.81)
Brivanib —— 1.02 (0.779, 1.34) Brivanib —— 1.06 (0.756, 1.50)
Sorafenib+Pravastatin —— 0.951 (0.683, 1.33) Sorafenib+Pravastatin —e— 0.990 (0.669, 1.46)
Sorafenib+HAIC —g— 0.960 (0.648, 1.42) Sorafenib+Doxorubicin —e— 1.04 (0.705, 1.54)
Avastin+Toripalimab —e— 0.726 (0.506, 1.05) Avastin+Toripalimab —o 1 0.756 (0.498, 1.15)
0.2 1 3
0.2 1 2 -

Ci with Avastin+Tor

Placebo

Sorafenib

Lenvatinib

Donafenib
Sintilimab+IBI305
Rivoceranib+Camrelizumab
Tislelizumab
Avastin+Tecentriq
Cabozatinib+Atezolizumab
STRIDE

Durvalumab
Lenvatinib+Pembrolizumab
Lenvatinib+TACE
Sora+TACE

Nivolumab
Sorafeinib+Erlotinib
Linifanib

Sunitinib

Brivanib
Sorafenib+Pravastatin
Sorafenib+Doxorubicin
Sorafenib+HAIC

Hazard Ratio (95% Crl)
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1.91(1.37, 2.66)
1.31(0.995, 1.73)
1.21(0.890, 1.64)
1.10 (0.796, 1.53)

0.748 (0.508, 1.10)
0.810 (0.558, 1.18)

1.12 (0.805, 1.55)

0.860 (0.593, 1.25)

1.17 (0.796, 1.73)
1.02 (0.735, 1.41)
1.13 (0.814, 1.56)
1.02 (0.715, 1.45)

0.542 (0.349, 0.846)

1.20 (0.812, 1.77)
1.12 (0.804, 1.55)
1.22 (0.881, 1.69)
1.38 (1.00, 1.89)
1.70 (1.25, 2.31)
1.40 (1.03, 1.91)
1.31(0.914, 1.88)
1.38 (0.957, 1.98)
1.32 (0.871, 2.01)

Supplementary Figure 5 Forest plots for pairwise comparisons of overall survival.

HAIC: Hepatic arterial infusion chemotherapy; STRIDE: Single tremelimumab

regular-interval durvalumab; TACE: Transarterial chemoembolization.
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Lenvatinib —6— 0.55 (0.42,0.72)
Avastin+ Tecentriq ——e—— | 0.60 (0.40, 0.90)
Lenvatinib+Pembrolizumab —_— 0.47 (0.30, 0.74)
Sintilimab + IBI305 —— 0.56 (0.45, 0.69)
Rivoceranib +Camrelizumab —e— 0.57 (0.46,0.71)
Lenvatinib+TACE —e— 0.24 (0.16, 0.34)
Avastin+ Toripalimab —e—| 0.69 (0.52, 0.91)
0.1 1
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Supplementary Figure 6 Network meta-analysis results for the Chinese subgroup.

A: NMA forest plots included cabozantinib + atezolizumab; B: NMA forest plots

excluded cabozantinib + atezolizumab. The I? statistics for heterogeneity are indicated
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for each analysis. OS: Overall survival; PFS: Progression-free survival, TACE:

Transarterial chemoembolization.

A

Model comparison for PFS
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Supplementary Figure 7 Pooled survival curves and model fitting for sorafenib. A:

Progression-free survival results; B: Overall survival results. Q < 0 is not available in

TreeAge Pro; therefore, the generalized gamma distribution was not applied and was

replaced with a log-normal distribution. OS: Overall survival; PFS: Progression-free

survival.
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Supplementary Figure 8 Tornado diagrams of one-way sensitivity analyses, using
sorafenib (Sora) as the comparator. A + T: Atezolizumab plus bevacizumab; A + Tori:
Avastin plus toripalimab; BSC: Best supportive care; Lenva: Lenvatinib; L + P:
Lenvatinib plus pembrolizumab; L + T: Lenvatinib plus TACE; PD: Progressive
disease; PFS: Progression-free survival; R + C: Rivoceranib plus camrelizumab; Sora:

Sorafenib; S + I: Sintilimab plus IBI305; TACE: Transarterial chemoembolization.

Supplementary Table 1 Search strategy

Search strategy

PubMed ((((Carcinoma, Hepatocellular[Mesh]) OR (((((((((((((Carcinomas, 300
Hepatocellular[Title/ Abstract]) OR (Hepatocellular
Carcinomas|Title/ Abstract])) OR (Hepatocellular
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Embase

CarcinomalTitle/ Abstract])) OR (Hepatoma[Title/ Abstract])) OR
(Hepatomas|Title/ Abstract])) OR (liver cancer[Title/ Abstract]))
OR (Liver Cancers[Title/Abstract])) OR (Liver Cell

CarcinomalTitle/ Abstract])) OR (Carcinoma, Liver

Cell[Title/ Abstract])) OR (Carcinomas, Liver
Cell[Title/ Abstract])) OR (Cell Carcinoma,
Liver[Title/ Abstract])) OR (Cell Carcinomas,
Liver[Title/ Abstract])) OR (Liver Cell

Carcinomas|Title/ Abstract]))) AND ((TherapeuticsiMesh]) OR
(((((Therapeutic[Title/ Abstract]) OR (Therapy[Title/ Abstract]))
OR (Therapies[Title/ Abstract])) OR (Treatment[Title/ Abstract]))
OR (Treatments[Title/ Abstract])))) AND ((Neoplasm
Metastasis[Mesh]) OR (((unresectable[Title/ Abstract]) OR
(advanced[Title/ Abstract])) OR (metastatic[Title/ Abstract]))))
AND ((Survival ~ Rate[Mesh]) OR CCCCCC((Rates,
Survival[Title/ Abstract]) OR (Rate, Survival[Title/ Abstract])) OR
(Survival Rates[Title/ Abstract])) OR (Cumulative Survival

Rate[Title/ Abstract])) OR (Cumulative Survival
Rates|Title/ Abstract])) OR (Rate, Cumulative
Survival[Title/ Abstract])) OR (Rates, Cumulative
Survival[Title/ Abstract])) OR (Survival Rate,
Cumulative[Title/ Abstract])) OR (Survival Rates,
Cumulative[Title/ Abstract])) OR (Mean Survival
Time[Title/ Abstract])) OR (Mean Survival
Times[Title/ Abstract])) OR (Survival Time,
Mean|[Title/ Abstract])) OR (Survival Times,
Mean[Title/ Abstract])) OR (Time, Mean
Survival[Title/ Abstract])) OR (Times, Mean

Survival[Title/ Abstract]))) Filters: Clinical Trial Results
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#56
#55
#54
#53
#52
#51
#50
#49
#48
#47
#46
#45
#44
#43

#42
#41
#40
#39
#38
#37
#36
#35
#34
#33
#32
#31
#30
#29

Query

#15 AND #20 AND #27 AND #43 AND #46 AND #52 AND #55
#53 OR #54

'phase 3':ab,ti

'Phase iii":ab,ti

#47 OR #48 OR #49 OR #50 OR #51

'event free survival':ab,ti

'event free survival':ab,ti

'event-free survival':ab,ti

'survival, progression-free"ab,ti

'‘progression free survival'/exp OR 'progression free survival'
#44 OR #45

'clinical trial, phase iii":ab,ti

'clinical trial'/exp OR 'clinical trial'

#28 OR #29 OR #30 OR #31 OR #32 OR #33 OR #34 OR #35 OR
#36 OR #37 OR #38 OR #39 OR #40 OR #41 OR #42

'times, mean survival':ab,ti

'time, mean survival':ab,ti

'survival times, mean':ab,ti

'survival time, mean':ab,ti

'mean survival times':ab,ti

'mean survival time"ab,ti

'survival rate, cumulative':ab,ti

'rates, cumulative survival':ab,ti

'rate, cumulative survival':ab,ti

'cumulative survival rates':ab,ti

'cumulative survival rate':ab,ti

'survival rates':ab,ti

'rates, survival':ab,ti

'survival rate':ab,ti

Results
481
139320
62580
78633
229620
26999
26999
27008
1917
204035
2371119
64
2371119
801453

17

71

815
7425
14

10

8

2122
3040
128081
560
170535
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#28 'overall survival'/exp OR 'overall survival' 590443

#27 #21 OR #22 OR #23 OR #24 OR #25 OR #26 18257397
#26 'therapy'/exp OR 'therapy' 14885829
#25 'treatments':ab,ti 905921
#24 'treatment":ab,ti 7809680
#23 'therapies':ab,ti 646499
#22 'therapy":ab,ti 3435855
#21 'therapeutic"ab,ti 1942889
#20 #16 OR #17 OR #18 OR #19 1894727
#19 'metastasis'/exp OR 'metastasis' 1001704
#18 'metastatic':ab,ti 471138
#17 'advanced':ab,ti 886616
#16 'unresectable':ab,ti 44461
#15 #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10 288471

OR #11 OR #12 OR #13 OR #14

#14 'liver cell carcinoma'/exp OR 'liver cell carcinoma' 224410
#13 'liver cell carcinomas':ab,ti 67

#12 'cell carcinomas, liver':ab,ti 2

#11 'cell carcinoma, liver':ab,ti 40

#10 'carcinomas, liver cell':ab,ti 0

#9 'carcinoma, liver cell':ab,ti 7

#8 'liver cell carcinoma':ab,ti 463

#7 'liver cancer':ab,ti 42959
#6 'liver cancer':ab,ti 42959
#5 'hepatomas':ab,ti 2738
#4 'hepatoma':ab,ti 34854
#3 'hepatocellular carcinoma':ab,ti 176154
#2 'hepatocellular carcinomas':ab,ti 8309
#1 'carcinomas, hepatocellular':ab, ti 24
WOS
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#1 TS=(Carcinoma, Hepatocellular OR Carcinomas, Hepatocellular 305829
OR Hepatocellular Carcinomas OR Hepatocellular Carcinoma OR
Hepatoma OR Hepatomas OR liver cancer OR Liver Cancers OR
Liver Cell Carcinoma OR Carcinoma, Liver Cell OR Carcinomas,
Liver Cell OR Cell Carcinoma, Liver OR Cell Carcinomas, Liver

OR Liver Cell Carcinomas)

#2 TS=(Neoplasm Metastasis OR unresectable OR advanced OR 2033395
metastatic)
#3 TS=(Therapeutics OR Therapeutic OR Therapy OR Therapies OR 7862725

Treatment OR Treatments)
#4 TS=(Survival Rate OR Rates, Survival OR Rate, Survival OR 478047
Survival Rates OR Cumulative Survival Rate OR Cumulative
Survival Rates OR Rate, Cumulative Survival OR Rates,
Cumulative Survival OR Survival Rate, Cumulative OR Survival
Rates, Cumulative OR Mean Survival Time OR Mean Survival
Times OR Survival Time, Mean OR Survival Times, Mean OR
Time, Mean Survival OR Times, Mean Survival)
#5 TS=(Clinical Trial, Phase III OR clinical trial) 843133
#6 TS=(Progression-Free Survival OR Progression Free Survival OR 117882
Survival, Progression-Free OR Event-Free Survival OR Event Free

Survival OR Survival, Event-Free)

#7 #6 AND #5 AND #4 AND #3 AND #2 AND #1 636

Cochrane

#1 (Carcinoma,  Hepatocellular):ab,tikw  OR  (Carcinomas, 8073
Hepatocellular):ab, ti,kw OR (Hepatocellular

Carcinomas):ab,ti, kw OR (Hepatocellular Carcinoma):ab,ti kw
OR (Liver Cell Carcinoma):ab,tikw OR (Liver Cell
Carcinomas):ab,ti,kw

#2 (unresectable):ab,ti, kw OR (advanced):ab,ti,kw OR 96390

(metastatic):ab,ti, kw
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#3

#4

#5
#6

#7

Therapeutics OR Therapeutic OR Therapy OR Therapies OR
Treatment OR Treatments

(Survival Rate):ab,ti,kw OR (Rates, Survival):ab,ti, kw OR (Rate,
Survival):ab,ti, kw OR (Survival Rates):ab,ti, kw OR (Cumulative
Survival Rate):ab,ti, kw OR (Cumulative Survival Rates):ab,ti,kw
OR (Rate, Cumulative Survival):ab,ti,kw OR (Rates, Cumulative
Survival):ab,tikw OR (Survival Rate, Cumulative):ab,ti,kw OR
(Survival Rates, Cumulative):ab,tikw OR (Mean Survival
Time):ab,ti, kw OR (Mean Survival Times):ab,ti,kw OR (Survival
Time, Mean):ab,ti,kw OR (Survival Times, Mean):ab,ti,kw OR
(Time, Mean  Survival):ab,tikw  OR (Times, Mean
Survival):ab,ti, kw

(clinical trial) OR (Clinical Trial, Phase III)

(Progression-Free Survival):ab,tikw OR (Progression Free
Survival):ab,ti,kw OR (Survival, Progression-Free):ab,ti, kw OR
(Event-Free Survival):ab,ti, kw OR (Event Free Survival):ab,ti, kw
OR (Survival, Event-Free):ab,ti, kw

#1 AND #2 AND #3 AND #4 AND #5 AND #6

1346721

79920

1111844
43450

675(Cochrane
reviews:4;

Trials:671

Supplementary Table 2 Characteristics of the included trials

Year Ref. Trial name Regimen Report Territo Chinese
Treatment Compara Sample edoutc ry subgroup
arm tive arm  size (T/C) omes (T/C)
2008 Llovet et SHARP Sorafenib Placebo 297/302 1,234 Europ NA
al[19] e
2009 Cheng et ORIENTA Sorafenib Placebo 150/76 12,34 Asia- NA
al[20] L Pacific
2018 Kudo et REFLECT Lenvatinib Sorafenib 478/476 1,234 Global 144/144
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2021

2021

2023

2019

2022

2022

2022

2023

2023

2019

2022

2015

al[21]

al[22]
Ren

al[23]

al[24]

Qin
al[25]
Cheng
al[26]

Kelley
al[27]

Abou-
Alfa
al[28]
Llovet
al[29]

Peng
al[30]
Park
al[31]
Yau
al[32]
Zhu

et

et

et

et

et

et

et

et

et

et

et

ZGDH3

ORIENT-
32
CARES-
310

RATIONA
LE 301
IMbravel5
0

COSMIC-
312

HIMALAY

A

LEAP-002

LAUNCH

STAH

CheckMat

e 459
SEARCH

Donafenib

Sintilimab
plus IBI305
Camrelizuma
b plus
Rivoceranib

Tislelizumab

Atezolizuma
b plus
Bevacizumab
Cabozantinib
plus
atezolizumab
STRIDE/Dur

valumab

Lenvatinib
plus
Pembrolizum
ab
Lenvatinib
plus TACE
Sorafenib
plus TACE

Nivolumab

Sorafenib

Sorafenib

Sorafenib

Sorafenib

Sorafenib

Sorafenib

Sorafenib

Sorafenib

Lenvatini

b

Lenvatini

b

Sorafenib

Sorafenib

Sorafenib

334/334

380/191

272/271

342/332

336/165

432/217

393/389/

389

395,399

170/168

170/169

371/372

362/358

1,234

1,234

1,234

1,2,3,4

1,234

1,2,3,4

1,234

1,234

1,2

1,24

1,234

1,234

China

China

Global

Global

Global

Global

Global

Global

China

South
Korea

Global

Global

334/334

380/191

226/2241

215/210

133/61

NA

156/167/

1961

76/ 74

170/168

NA

NA

NA
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2015

2013

2013

2019

2019

2018

2025

al[33]
Cainap et
al[34]
Cheng et
al[35]
Johnson
et al[36]
Jouve et

al[37]

Abou-
Alfa et
al[38]
Kudo et
al[39]

Shi et
al[40]

NA

NA

BRISK-FL

PRODIGE-
11

CALGB
80802

SILIUS

HEPAORC
H

plus Erlotinib

Linifanib

Sunitinib

Brivanib

Sorafenib
plus
Pravastatin
Sorafenib
plus
Doxorubicin
Sorafenib
plus HAIC
Toripalimab
plus

Bevacizumab

Sorafenib

Sorafenib

Sorafenib

Sorafenib

Sorafenib

Sorafenib

Sorafenib

510/519

530,544

577/578

162/161

180/ 176

102/103

172/174

1,234

1,24

1,234

112/

1,2

1,2

1,24

Global

Global

Global

France

Global

Japan

Asia

NA

NA

NA

NA

NA

NA

157/1571

IChinese subgroup data not available, Asia subgroup data applied as substitution.

1: Progression-free survival/2: Overall survival/3: Adverse events/4: Adverse events

>3 grade. NA: Not available; STRIDE: Single tremelimumab regular interval

durvalumab; T/C: Treatment

group /control group;

chemoembolization; HAIC, Hepatic arterial infusion chemotherapy.

TACE: Transarterial

Supplementary Table 3 Models comparison based on deviance information

criterion values

Parameter

DIC (fixed) DIC (random) Model applied

Progression free survival

Opverall survival

AEs

AEs >3 grade

44.05
44.01
63.29
70.11

45.10
45.44
61.36
70.18

Fixed
Fixed
Fixed
Fixed
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AEs: Adverse events; DIC: Deviance information criterion.

Supplementary Table 4 Pairwise comparison results in base-case analysis

Treatment Sorafeni A+Tor lenvatini R+C_ S+l r L+Pr A+T_
b_ref i ref b_ref ref ef ef ref
(%/QAL  (¥QA (¥QALY ($/QA ($/QA ($/QA ($/QA
Y) LY) ) LYy 1Ly) LY) LY
Sorafenib / / / / / / /
AvastintToripali 9158291 / / / / / /
mab
Lenvatinib 49428.18 Domin Dominat / / / /
ated ed
Rivoceranib+Ca  37198.84 Domin 7495445 / / / /
mrelizumab ated
Sintilimab 58634.38 22277.3 64680.38 15606 / / /
+IBI305 8 8.64
Lenvatinib+Pemb 57054.28 33034.3 66086.26 45639. 51384. / /
rolizumab 7 77 53
AvastintTecentri  59589.61 44533.9 34223.88 47026. 50224. 68578. /
q 4 17 75 50
Lenvatinib+TAC  37753.45 25087.6 74954.45 40511. 17960 21026. 5641.4
E 9 91 6.54 06 4

A+Tori: Avastin+ toripalimab; R+C: Camrelizumab plus rivoceranib; S+I: Sintilimab

plus IBI305; L+P: Lenvatinib plus pembrolizumab; A+T: Atezolizumab plus

bevacizumab; TACE: Transarterial chemoembolization; ref: Reference.

Supplementary Table 5 Scenario analysis

Drug QALY QALY QALYs
s PFS s PD  Total

%)

Cost Cost
PFS _PD

%)

Cost_
Total

%)

ICER

($/QA
LY)

Accept
ability
At
WTP

Proba
biliy
Opti

mal
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Scenario analysis results 1 Lenvatinib (SIMCERE, $0.51/ plate)

Soraf
enib
A+To
ri
Lenv
atinib

R+C

S+1I

L+P

A+T

L+T

Scenario analysis results 2: Lenvatinib (ASK, $1.36/ plate)

Soraf
enib
A+To
ri
Lenv
atinib

R+C

S+1

L+P

0.35

0.5

0.73

0.61

0.64

0.88

0.61

1.9

0.35

0.5

0.73

0.61

0.64

0.88

0.72

0.89

0.73

0.96

1.04

0.97

1.46

0.85

0.72

0.89

0.73

0.96

1.04

0.97

1.07

1.39

1.46

1.57

1.68

1.85

2.07

2.75

1.07

1.39

1.46

1.57

1.68

1.85

1038
0.95
3170
7.84

9458.

99
1806
3.18
3130
8.96
2830
9.70
3511
9.31
2893
8.21

1038
0.95
3170
7.84

5500.

92
1806
3.18
3130
8.96
2526
491

3611
217
4409
1.81
3640
4.30
4702
9.36
5095
1.13
4737
2.24
7096
3.42
4185
9.88

3611
217
4409
1.81
3640
4.3
4702
9.36
5095
1.13
4737
2.24

46493.
12
75799.
65
45863.
29
65092.
54
82260.
09
75681.
94
10608
2.73
70798.
09

46493.
12
75799.
65
41905.
22
65092.
54
82260.
09
72637.

Refer

ence

91582.

91
Domi

nated

37198.

84

58634.

378

37421.

56

59589.

61

14467.

24

Refer

ence

91582.

91
Domi

nated

37198.

84

58634.

38

33517.

99

Referen
ce

0%

100%

55.1%

0.1%

87 %

0%

100%

Referen

ce

0%

100%

55.5%

0.5%

78.0%

0.1%

99.9%
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A+T  0.61 1.46

L+T 1.9 0.85

2.07

2.75

3511
9.31
2115
9.83

7096
3.42
4185
9.88

10608 59589.
2.73 61
63019. 9837.2
71 6

Scenario analysis results 3: Lenvatinib (QINGFENG, $1.5/ plate)

Soraf 0.35 0.72
enib

A+To 05 0.89
ri

Lenv 0.73 0.73
atinib

R+C 0.61 0.96
S+ 0.64 1.04
L+P 0.88 0.97
A+T  0.61 1.46
L+T 1.9 0.85

1.07

1.39

1.46

1.57

1.68

1.85

2.07

2.75

1038
0.95
3170
7.84
5748.
45
1806
3.18
3130
8.96
2545
5.33
3511
9.31
2164
6.28

3611
217
4409
1.81
3640
4.3
4702
9.36
5095
1.13
4737
2.24
7096
3.42
4185
9.88

46493. Refer
12 ence
75799. 91582.
65 91
42152.
75 nated
65092. 37198.
54 84
82260. 58634.
09 38
72827. 33762.
57 12
10608 59589.
2.73 61
63506. 10126.
16 81

Domi

Scenario analysis results 4: Lenvatinib (QILU, $2.04/ plate)

Soraf 0.35 0.72
enib

A+To 0.5 0.89
ri

Lenv 0.73 0.73
atinib

R+C 0.61 0.96

1.07

1.39

1.46

1.57

1038
0.95
3170
7.84
6673.
05
1806
3.18

3611
217
4409
1.81
3640
4.30
4702
9.36

46493. Refer

12 ence
75799. 91582.
65 91
43077. Domi
35 nated
65092. 37198.
54 84

0%

100%

Referen

ce

0%

100%

49.5%

0.1%

74.6%

0%

100%

Referen

ce

0

100%

53.4%

100%

0.3%

99.7%

0.5%
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S+1 0.64 1.04 1.68 3130 5095 82260. 58634. 0.2% 0
896 113 09 38

L+P  0.88 0.97 1.85 2616 4737 73538. 34673. 699% 0
6.59 224 83 99

A+T 061 1.46 2.07 3511 7096 10608 59589. 0 0
931 342 273 6l

L+T 19 0.85 2.75 2346 4185 65323. 11208. 100% 99.5%
330 988 18 37

Scenario analysis results 5: Lenvatinib (BRILLIANT, $3.65/ plate)

Soraf 0.35 0.72 1.07 1038 3611 46493. Refer Referen 0

enib 095 217 12 ence ce

A+To 0.5 0.89 1.39 3170 4409 75799. 91582. 0% 0

ri 784 181 65 91

Lenv 0.73 0.73 1.46 9458. 3640 45863. Domi 100% 0.7%
atinib 99 430 29 nated

R+C  0.61 0.96 1.57 1806 4702 65092. 37198. 522% O
318 936 54 84

S+I 0.64 1.04 1.68 3130 5095 82260. 58634. 0.1% 0
896 113 09 38

L+P  0.88 0.97 1.85 2830 4737 75681. 37421. 59.8% 0
970 224 94 56

A+T  0.61 1.46 2.07 3511 7096 10608 59589. 0% 0
931 342 273 61

L+T 19 0.85 2.75 2893 4185 70798. 14467. 100% 99.3%
821 988 09 24

Scenario analysis results 6: Lenvatinib (CHIATAI TIANQING, $4.18/ plate)

Soraf 0.35 0.72 1.07 1038 3611 46493. Refer Referen 0

enib 095 217 12 ence ce
A+To 05 0.89 1.39 3170 4409 75799. 91582. 0% 0
ri 784 181 65 91
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Lenv 0.73

atinib

R+C  0.61
S+1 0.64
L+P  0.88
A+T  0.61
L+T 1.9

0.73

0.96

1.04

0.97

1.46

0.85

1.46

1.57

1.68

1.85

2.07

2.75

1038
3.59
1806
3.18
3130
8.96
2902
0.96
3511
9.31
3075
5.23

3640
4.3
4702
9.36
5095
1.13
4737
2.24
7096
3.42
4185
9.88

46787.

755.82

37198.
84
58634.
38
38333.
44
595809.
61
15548.
80

Scenario analysis results 7: Lenvatinib (KELUN, $4.63/ plate)

Soraf 0.35
enib

A+To 05
1i

Lenv 0.73
atinib

R+C 0.61
S+I 0.64
L+P 0.88
A+T  0.61
L+T 1.9

0.72

0.89

0.73

0.96

1.04

0.97

1.46

0.85

1.07

1.39

1.46

1.57

1.68

1.85

2.07

2.75

1038
0.95
3170
7.84
1116
2.58
1806
3.18
3130
8.96
2962
0.20
3511
9.31
3228
6.11

3611
217
4409
1.81
3640
4.3
4702
9.36
5095
1.13
4737
2.24
7096
3.42
4185
9.88

46493.

Refer
ence
91582.
91
2753.2

37198.
84
58634.
38
39101.
69
595809.
61
16460.
04

100%

50.3%

0.3%

54.6%

100%

Referen

ce

0%

100%

54.1%

0.2%

48.6%

0%

100%

0.3%

99.7%

1.1%

98.9%

A+Tori: Avastin+ toripalimab; R+C: Camrelizumab plus rivoceranib; S+I: Sintilimab

plus IBI305; L+P: Lenvatinib plus pembrolizumab; A+T: Atezolizumab plus

24 / 25



bevacizumab; L+T: Lenvatinib plus ransarterial chemoembolization; QALY: Quality-

adjusted life-years; ICER: Incremental cost-effectiveness ratio.

25 / 25



