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Survival Probability

R EYE (Sorafenib) EEERHIZE

SHARP!? Asia-Pacific?
1.00- 1.00-
- Nexavar (n=299) —_— Nexavar (n=150)
Median: 10.7 months Median: 6.5 months
95% Cl: 9.4-13.3 . 95% Cl: 5.6-7.6
0.75 —  Placebo (n=303) = 973 —  Placebo (n=76)
Median: 7.9 months Q Median: 4.2 months
95% Cl: 6.8-9.1 2 95% Cl: 3.7-5.5
0.504 a 0.50-
g
2
0.25- @ 0.25-
HR (S/P): 0.69 HR (S/P): 0.68
95% Cl: 0.55-0.87 95% Cl: 0.50-0.93
0 P=0.00058 0 P=0.014
0 4 8 12 16 20 0 4 8 12 16 20
Months from Randomization Months from Randomization

1. Llovet JM, et al. N Eng/ J Med. 2008;359(4):378-390.
2. Cheng AL, et al. Lancet Oncol. 2009;10:25-34.
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Median (Months) (95% Cl)
== Lenvatinib: 13.6 (12.1-14.9)
== Sorafenib: 12.3 (10.4-13.9)
HR (95% Cl): 0.92 (0.79-1.06)

1.0
0.9-
0.8-

2 07

0.6-

05-

0.4-

0.3-

0.2-

0.1-

001

Probabili

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Number of patients at risk: Time (Month)

Lenvatinib 478 436 374 297 253 207 178 140 102 67 40 21 8 2 0
Sorafenib 476 440 348 282 230 192 156 116 83 57 33 16 8 4 0

Kudo M et al, Lancet. 2018
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S e (Lenvatinib) EEEEHIH]
VEGFIMERNFERRAT) Kk FGF(@4EHEE R
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ICso (nmol /L)

VEGF FGFs FGFs FGF19

VIR A

Sorafemb Lenvatinib

VEGFR-1 21 4.7 ‘ ;«
VEGFR-2 21 3 ! 1 ,1 —4 .
[/ \\\ \
VEGFR-3 16 | VEGFR2 FGFR1 || FGFR1-3FGFR4
‘ Sorafenib
FGFR1 o Regorafenib _I
FGFR2 150
Lenvatinib __I Lenvatinib

FGFR3 340
FGFR4 3400 . :

, Angiogenesi$| Survival/
PDGFRa 1.6 29 \ ,’ \\ Growth
PDGFRP 27 160 ————

HCC HCC

C-KIT 140 85 Endothelial Cell  Tumor Cell
RET ¥5 6.4

c-KIT, receptor for stem cell factor; c-MET, proto-oncogene for hepatocyte growth factor receptor; ICg,, 50% inhibitory
concentration; PDGFR, platelet-derived growth factor receptor; PTC, papillary thyroid cancer; RET, rearranged during
transfection; TKI, tyrosine kinase inhibitor; TKR, tyrosine kinase receptor; VEGFR, vascular endothelial growth factor
receptor.

Tohyama O et al. J Thyroid Res. 2014,;2014:638747.
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0.2

Median (month) (95% Cl)

—| envatinib: 8.9 (7.4-9.2)
w Sorafenib: 3.7 (3.6-5.4)

HR (95% CI): 0.63 (0.53-0.73)
Log-rank Test: P-value: <0.00001

Kudo M et al, Lancet. 2018
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e SEEEHE (Lenvatinib)
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PFS (ITT)

Median (month) (95% Cl)

——Lenvatinib: 7.4 (6.9-8.8)
—Sorafenib: 3.7 (3.6-4.6)

HR (95% CI): 0.66 (0.57-0.77)

Log-rank Test: P-value: <0.00001

0.11
0.01
1 ] 1 1 T I 1 1 ] 1 1 1 T
0 3 g 2 15 18 20 24 27 ¥ B B ¥ 4
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Number of patients at risk:
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Regorafenib ( Stivarga)

" Cabozantinib ( Cabometyx)

Ramucirumab ( Cyramza)
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100.0% 97 83 101 108 6 73 27 147

90.0%
80.0%
70.0% -
60.0% -
50.0% -
40.0%
30.0%
20.0%
10.0% +
0.0%

41.3%

14.5%
Checkmate 040

(Sorafenib experienced)

5 ORR=14.5%
\ HCC NHI data
o ORR=16.1%
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o A Overall Survival

100~

904

80+ Atezolizumab-bevacizumab

704
£ 60
T s sessa st e e IR e No. of Events/ Median Overall Overall
3 No. of Patients Survival Survival
3 Sorafenib (%) (65%Cl)  at6Mo

304 mo %

204 Atezolizumab- 96/336 (28.6) NE 848

10+ Bevacizumab

Sorafenib 65/165 (39.4) 13.2 (10.4-NE) 722
0 T T T Ll T Ll T T 13 T T T T 1} T T 1
© 1 2 I3 45 6§78 90N RDKIIIELY Stratified hazard ratio for death, 0.58
Months (95% Cl, 0.42-0.79)
P<0.001

No. at Risk
Atezolizumab~ 336 329 320 312 302 288 275 255 222 165 118 87 64 40 20 11 3 NE

bevacizumab
Sorafenib 165 157 143 132 127 118 105 94 86 60 45 33 24 16 7 3 1 NE

B Survival without Disease Progression

g 100+
= 9
g 80
5 704 Atezolizumab-bevacizumab Median
£ o Progression- Progression-
2 No. of Events/ free free
D e e R P AR SRR e R ISR No. of Patients Survival Survival
404 (%) (95% Cl) at 6 Mo
; 304 mo %
g 20- ‘ Atezolizumab- 197/336 (58.6) 6.8 (5.7-8.3) 54.5
3 10 Sorafenib Bevacizumab
° i Sorafenib 109/165 (66.1) 4.3 (4.0-5.6) 37.2
z 0 1] T 1] ] ] 1 ] 1 |l T ' T ] ] 1
01 2 3 4 5 6 7 8 91011 1213 1415 Stratified hazard ratio for progression or death,
Months 0.59 (95% Cl, 0,47-0.76)
P<0.001

No. at Risk
Atezolizumab—- 336 322 270 243 232 201 169 137 120 74 S50 46 34 11 7 NE

bevacizumab
Sorafenib 165 148 109 84 80 57 44 34 27 15 9 4 2 1 1 NE




=5 87 1 /5415 TE (LEAP-002) EE LRI 3

¥4

Events, n HR (95% CI)
100+ Len + pembro 252 0.840 (0.708-0.997)
Len + placebo 282 P=0.0227*
90
804 Superiority threshold,
204 i ik one-sided a = 0.0185
43.7%
o 604 40.0%
N 1 Median (95% Cl)
¢ 0= e e e e L AT A o - e et 21.2 mo (19.0-23.6)
@) 40— 19.0 mo (17.2-21.7)
1
304 .
20 | b
1
10— :
1
0 1 I | ) 1 I 1 1 1 1 I 1 1 ) 1 I I 1 I 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40

Time, months
No. at risk
395 382 365 357 337 313 284 257 238 225 204 190 171 165 142 108 74 51 29 10 O

399 389 378 349 330 308 282 261 234 215 191 173 158 142 119 82 563 35 17 6 1

"Did not reach supenonty threshold, one-sided =0 0185
Data cutolf date for FA' 21 June 2022, median follow-up. 32 1 months
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+ o &Tecentrig+ Avastin oo 19.2 REEZ 2 HMEEA B EAURIER 2R Ech
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SHEE  Bevacizumab
Rimtd 10.6
#i6a Stivarga 11% B E LESETRoROFARERE =
B ¥ Regorafenib
B 102
=Y BB Cabometyx 4% o ﬁ 22 BT NoE T HRERA B
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