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Advances in immunotherapy in lung cancer
treatment

Chien-Chung Lin M.D, Ph.D.
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First line 1/0 or combination for no driver mutation NSCLC?

What is the treatment strategy in special situation?

New drug or new combination?

Novel target?
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KNO024: Pembro

KN189: Plat/PEM/Pembro
IMP110: Atezo

IMP150: CBDCA/PTX /Beva/Atezo

IMP130: CBDCA/nabPTX /Atezo

CMOLA: Plat/PEM/Nivo/lpi

CM227: Nivo/lpi

KN407: CBCZA/(nab)/PTX/Pembro

CMO9LA: CBDCA/PTX /Nivo/lpi
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OS KN042

PD-L1 TPS 250%

PD-L1 TPS 220%

Cho MK-3475 KN042 WCLC 2020

PD-L1 TPS 21%

Events, n (%) HR (95% CI) Events, n (%) HR (95% CI) Events, n (%) HR (95% CI)
Pembrolizumab 219(73) 0.68 Pembrolizumab 311(75) 0.75 Pembrolizumab 504 (79) 0.80
Chemotherapy 255 (85) (0.57-0.82) Chemotherapy 341 (84) (0.64-0.88) Chemotherapy 553 (87) (0.71-0.90)
L 319 100 : 28% 100 : 25%
90+ : 18% 90+ :19% 90+ s 17%
4 : A : . > Median
N 89 Median 3 80 Median P - (95% Cl), mo
= 707 (95% CI), mo = 70+ (95% CI), mo = 704
= 60 2 60 - = 60 16.4 (14.0-19.6)
> 20.0 (15.9-24.2) > 18.0 (15.5-21.5) >
= 50+ = 50+ = 50+ 12.1 (11.3-13.3
= i 12.2 (10.4-14.6) 2" % 13.0 (11.6-15.3) = ( )
: : :
8 30" 6 30"' > 30-
20+ 20~ O 20~
10+ 104 10+
o o o ] 1 L] L] L) ; L) ] ] L) L)

0 6 12 18 24 30 36 42 48 54 60 66
Time, months
No. at risk

Pembro 299 190 132 89 35 1
Chemo 300 151 87 52 21 0 0

HR, hazard ratio.
Data cutoffdate: February 21, 2020.

| L) | | 1 ] | J | | ) | | ) 1
0 6 12 18 24 30 36 42 48 54 60 66
Time, months

413 253 166 112 45 1 0
405 212 117 70 25 0 0

0 6 12 18 24 30 36 42 48 54 60 66
Time, months

637 368 246 156 59 1
637 319 177 100 40 0 0



Debate for 1/O single or 1/0O+ chemo for NSCLC for high PDL1

1/0 single I/0+ chemo
Better tolerated, similar OS Give Your Best Shot First
A response rate of 45% and median overall survival of 30 40% to 60% of patients with NSCLC never receive
months.(KN024) their intended second-line treatment
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PD-L1 High Expresser (TPS250% or TC3/1C3)

KNO042

KNO024

I M P 1 10 Arm A (atezo) | Arm B (chemo)
— Landmark =107 " a8
< % 6-mo PFS 59.8 383
< 5 (95% Cl), % (50.4, 69.2) (28.5, 48.1)
o Median PFS, 5.0 mo
= i 12-mo PFS 36.9 216
£ 70 (9% C1:42.6.7) (95% Cl), % (27.0, 46.9) (12.6, 30.6)
(7] 60 "
o Median PFS, 8.1 mo HR,? 0.63 (95% CI: 0.45, 0.88); P = 0.0070°¢
= 50 f-=-======—= . . (95% Cl: 6.8, 11.0)
E = A\
2 30 - : i
o ! !
o 201 : |
o i 1
E 10 : :
0 A T T : T :

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
Months

v =Xeo



s 2-yr OS(%)

PD-L1 High Expresser (TPS250% or TC3/1C3)

Sudy —Kknos2

NSQ/SQ(%)
Regimen
ORR(%)
mDoR (mo)
mPFS (mo)

mOS (mo)

§'e

61.8/38.5
Pemb C/T
39.1 32
22.0 10.8
6.5 6.5

HR=0.83
20.0 12.0

HR=0.68

45 30

BRI KB E S B
College of Medicine, National Cheng Kung University

82/18
Pemb C/T
46.1 31.1
29.1 6.3

7.7 5.5

HR=0.5

26.3 134

HR=0.62
51.7 34.2

70/30

Atezo C/T
40.2  28.6
38.9 3.3
3.2 5.0

HR=0.59
20.2 14.7

HR=0.59
45 25

IMp110 KN189

100/0
P+C
62.7
15.1 7.1
11.1 4.8

HR=0.36
27.7 10.1

chemo
25.7

HR=0.71
45.7  27.3

** This page was not intended to make direct comparison between trials or to show one’s superiority



A questionnaire survey in JCOG investigators

» We performed a questionnaire survey regarding to select the first-line therapy for advanced
NSCLC patients with PD-L1 high expression in the JCOG study group.

» Most of Japanese investigators selected chemo/IO for this population.

B Chemo/lO

[} Pembrolizumab monotherapy

#) Taiwan Lung Cancer Society

_ b ‘

1
Niigata Cancer Center Hospital ]
Satoru Miura i



Clinical characteristic PD-L1level PD-L1level P value
50%-89% 90%-100%
N=107 (%) N=80 (%)
Age, median (range) 68 (35-92) 68 (43-88) 070
Sex
Male 57 (53.3) 38 (47.5) 046
Female 50 (46.7) 42 (525)
Smoking status
Current/former 97 (90.7) 78 (975) 007
Never 10 (9.3) 2 (25)
Histology
Adenocarcinoma 77 (72.0) 61 (763)
Squamous cell carcinoma 20 (18.7) 8 (100) 020
NSCLC NOS 10 (9.3) 11 (138)
KRAS mutation status
Present 38 (41.3) 34 (486) 042
Absent 54 (58.7) 36 (514)
Not assessed 15 10
ECOG performance status
0-1 86 (80.4) 67 (838) 057
>2 21 (19.6) 13 (162)

ECOG, Eastern Cooperative Oncology Group; NOS, not otherwise

. specified.
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W PD-L1 TPS 50-89%

P <0.001

50-89%

90-100%
PD-L1 level

B PD-L1TPS 90-100%

Ann Oncol . 2019 Oct 1;30(10):1653-1659.




PD-L1 High Expresser (TPS250% or TC3/1C3)

NSQ/SQ(%) 61.5/38.5 82/18 70/30 100/0
Regimen Pem C/T Pemb C/T | Atezo C/T Pembro P+C chem
b =90 vs 50-89 0
ORR(%) 39.1 32 46.1 311 40.2 286 60 32.7 62.7 25.7
mDoR (mo) 22.0 108 29.1 6.3 389 83 15.1 7.1
mPFS (mo) 6.5 6.5 /.7 5.5 8.2 50 145 41 11.1 4.8
HR=0.83 HR=0.5 HR=0.59 HR=0.5 HR=0.36
mOS (mo) 20.0 12.0 26.3 134 20.2 14.7 NR 159 27.7 10.1
HR=0.68 HR=0.62 HR=0.59 HR=0.39 HR=0.71

2-yrOS(%) 45 30 51.7 342 45 25
~ ,;3 B YT X T A SR BE A p

A College of Medicine, National Cheng Kung University
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PD-L1 High Expresser (TPS250% or TC3/1C3)

NSQ/SQ(%) 61.5/38.5 82/18 70/30 100/0
Regimen Pem C/T Pemb C/T | Atezo C/T Pembro P+C chem
b =90 vs 50-89 0
ORR(%) 39.1 32 46.1 311 40.2 286 60 32.7 62.7 25.7
mDoR (mo) 22.0 10.8 29.1 6.3 389 83 15.1 7.1
- _ N
mPFS (mo) 6.5 6.5 /.7 5.5 8.2 50 145 41 11.1 4.8
HR=0.83 HR=0.5 HR=0.59 HR=0.5 HR=0.36
= N
mOS (mo) 20.0 12.0 26.3 134 20.2 14.7 NR 159 27.7 10.1
HR=0.68 HR=0.62 HR=0.59 HR=0.39 HR=0.71

2-yrOS(%) 45 30 51.7 342 45 25
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CHECKMATE-227: OS in PD-L1 250%

NIVO + IPI NIVO Chemo
CR (n =205) (n=214) (n=192)
B EE PR Median OS, mo 21.2 18.1 14.0
50 - 44.4 95% CI 15.5-38.2 14.4-22 .1 10.0-18.6
) 100 HR (vs chemo) 0.70 0.79
40 - 36.9 35.4 95% ClI 0.55-0.90 0.63—1.01
A7) o~ 9%0- 67%
s - 61%
(04
p— — 1
% 20 - °\° 60 1
. i VO + |IPI
10 A O 40+ : 1 -. "
: . NIVO
1 . o H
0 - 20 ! '
NIVO +IPI NIVO  Chemo ! i Chemo
n/N: 91/205 79/214 68/192 i !
O | | 1 1 | 1 | 1

T 1 T 1 T
O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

Months
Patients were not stratified by PD-L1 = or <50%. Subgroup analyses therefore may be impacted by imbalances and

should be interpreted with caution

BRI KEBE PR
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PD-L1 High Expresser (TPS250% or TC3/1C3)

NSQ/SQ(%) 61.8/38.5 82/18 70/30 72 28
Regimen Pemb C/T Pemb C/T 'Atezo C/T Pembro N+| C/T
=90 vs 50-89
ORR(%) 39.1 323 46.1 311 @ 40.2 28.6 60 32.7 444 354
mDoR (mo) 27.3 10.8 29.1 6.3 38.9 8.3 31.8 5.8
mPFS(mo) 65 65 77 55 82 50 145 41 67 58
HR=0.85 HR=0.5 HR=0.59 HR=0.5 HR=0.62
mOS (mo) 200 120 26.3 134 | 20.2 14.7 NR 15.9 21.2 14.0
- HR=0.68 HR=0.62 HR=0.76 HR=0.39 HR=0.70

2-yrOS(%) 45 30 51.7 342 45 35 48 36

=2

** This page was not intended to make direct comparison between trials or to show one’s superiority



PD-L1 High Expresser (TPS250% or TC3/1C3)

More SQ Highly selective = *PDL1>50 Only 11% Subgroup analysis
Stdy KNOI2_KNO2O IMpL10 mgwsPDLL
NSQ/SQ(%) 61.5/38.5 82/18 70/30 72 28
Regimen Pemb C/T Pemb C/T 'Atezo C/T Pembro N+| C/T
=90 vs 50-89
ORR(%) 39.1 323 46.1 31.1 @ 40.2 28.6 60 32.7 44 .4 35.4
mDoR (mo) 27.3 10.8 29.1 6.3 38.9 3.3 31.8 5.8
mPFS(mo) 65 65 77 55 82 50 145 4.1 6.7 5.8
HR=0.85 HR=0.5 HR=0.59 HR=0.5 HR=0.62
mOS (mo) 200 12.0 26.3 134 | 20.2 14.7 NR 15.9 21.2 14.0
- HR=0.68 HR=0.62 HR=0.76 HR=0.39 HR=0.70

2-yrOS(%) 45 30 51.7 342 45 35 48 36

=2

** This page was not intended to make direct comparison between trials or to show one’s superiority



PD-L1 High Expresser (TPS=250% or TC3/1C3)-C/T+1/0

Sudy | ioi2_|_woass | w10 | wpis)

NSQ/SQ( 61.5/38.5 100/0 100/0 100/0 72/28 69/31 0/100
%)

Regimen Pem C/T P+C C/T A+C C/T A+C C+Be N+l C/T N+l C/T P+C C/T
b +Bev v +C
ORR(%) 39.1 32 62.1 25.7 49.2 319 69 49 444 354 50.0 30.6 64.4 30.1

mDoR 273 108 151 7.1 84 6.1 221 70 318 58 NR 54 92 4.6
(mo)

mPFS 65 6.5 11.2 48 64 46 126 68 67 58 7.5 44 N/A N/A
(mo)

HR=0.85 HR=0.35 HR=0.51 HR=0.39 HR=0.62 HR=0.61 HR=0.43

mOS 20.0 12.0 27.7 10.1 173 16.9 252 15.0 21.2 140 180 12.6
(mo)

HR=0.68 HR=0.59 HR=0.84 HR=0.70 HR=0.70 HR=0.66 HR=0.79

** This page was not intended to make direct comparison between trials or to show one’s superiority



PD-L1 High Expresser (TPS=250% or TC3/1C3)-C/T+1/0

OS ( not significant) Subgroup analyses
NSQ/SQ( 61.5/38.5 100/0 100/0 100/0 72/28 69/31 0/100

%)
Regimen Pem C/T P+C C/T A+C C/T A+C C+Be N+l C/T N+l C/T P+C C/T

b A +Bev Y/ /\+C
ORR(%) 39.1 32 62.1 25.7 49.2 319 69 49 444 354 50.0 30.6 64.4 30.1

mDoR 273 108 151 7.1 84 6.1 221 70 318 58 NR 54 92 46
(mo)

mPFS 65 6.5 11.2 48 64 46 126 68 67 58 7.5 44 N/A N/A
(mo)

HR=0.85 HR=0.35 HR=0.51 HR=0.39 HR=0.62 HR=0.61 HR=0.43

mOS 200 120 27.7_ 10.1 173 16.9 25.2 15.0 1.2 140 18.0 12.6
(mO) \ /z

HR=0.68 HR=0.59 HR=0.84 HR=0.70 HR=0.70 HR=0.66 HR=0.79

** This page was not intended to make direct comparison between trials or to show one’s superiority



Combining Immunotherapy with Chemo

INSIGNA: A Randomized, Phase Ill Study of Firstline Immunotherapy alone or in Combination with
Chemotherapy in Induction/Maintenance or Post-progression in Advanced Nonsquamous Non-Small
Cell Lung Cancer (NSCLC) with Immunobiomarker SIGNature-driven Analysis

15t Line Treatment 2" Line Treatment

Pembrolizumab — Carbo/
Pemetrexed
Carbo/Pemetrexed/

()

=

-
(%2
o)
—

Induction

Carbo/
Pemetrexed/

Maintenance

Not Specified

Pemetrexed/ [
Pembrolizumab

Pembrolizumab

1ASIA “ m‘. 2020 World Conference
wor— | \\* ¥ /) | on Lung Cancer Singapore

SWOG-ECOG collaboration NCTN NCI network (A. Chiang, H. Borghaei)

JANUARY 28-31, 2021 | WORLDWIDE VIRTUAL EVENT
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KN189: Plat/PEM/Pembro

IMP150: CBDCA/PTX /Beva/Atezo

IMP130: CBDCA/nabPTX /Atezo

CMOLA: Plat/PEM/Nivo/lpi

CM227: Nivo/lpi

KNO42: Pembro

KN407: CBCZA/(nab)/PTX/Pembro

CMO9LA: CBDCA/PTX /Nivo/lpi

e —————— wo— CM227: Nivo/lpi
Q) BEummcBEeR
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PD-L1 Low Expresser (TPS 1-49%)

OS ( not significant)

Sudy | wose | vis9 | wpia iweiso

NSQ/SQ 61.5/38.5 100/0 100/0 100/0 72/18 69/31 0/100
(%)
Regimen Pem C/T P+C C/T A+C C/T A+C+ C+Be N+l C/T N+l C/T P+C C/T

b Bev Y/ +C

ORR(%) 16.6 21.7 50.0 20.7 49.2 319 58 41 26.7 24.9 39.4 24,5 55.3 42.3
mDoR 47.4 28.2 129 7.6 84 6.1 104 6.9 10.0 5.6 104 438
(mo)
MmPFS - - 94 49 8.3 6.0 8.3 6.6 6.9 5.3 - -
(mo)

- HR=0.53 HR=0.61 HR=0.56 HR=0.69 HR=0.52
mOS 13.4 12.1 21.8_12.1 23.7 159 20.3 164 15.1 15.1 155 104 - -
(mO) \ /}

HR=0.90 HR=0.66 HR=0.70 HR=0.80 HR=0.94 HR=0.69 HR=0.59

** This page was not intended to make direct comparison between trials or to show one’s superiority
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PD-L1 no Expresser (TPS <1%)

OS ( not significant)

NSQ/sQ  100/0 100/0 100/0 72/18 69/31 0/100
(%)

Regimen P+C C/T A+C C/T A+C+ C+Be N+l C/T N+l C/T P+C C/T
Bev Vv +C
ORR(%) 33.1 14.3 49.2 319 51 36 27.3 23.1 311 209 674 414

mDoR 108 7.8 | 84 6.1 82 55 180 48 NR 43 69 57
(mo)

mPFS 62 51 6.2 47 71 69 58 46 582 48 6.3 5.9
(mo)

HR=0.67 HR=0.72 HR=0.77 HR=0.71 HR=0.77 HR=0.67
mOS 17.2 10.2 15.2 12.0 17.1 14.1 17.2 12.2 16.8 9.8 15.0 11.0
\ /

HR=0.51 HR=0.81 HR=0.82 HR=0.64 HR=0.62 HR=0.79

College of Medicne, National Cheng Kung University

** This page was not intended to make direct comparison between trials or to show one’s superiority




e e B My Chemo/lO regimen selection ~Non-Sg~

Satoru Miura

KN189 ' IMp130 IMp150 CMOLA

’ KNQ24/042 Cma27 ; CBDCA Platinum-
Nivolumab p"",‘é"kj""‘ Saeb?,%‘( PTX doublet

Ipilimumab . Bevacizumab Nivolumab

[ \g?f“bfo'QUTiP Atezolizumab Alasolinsasts limandt

PD-L1 m m Ll




First line 1/O or combination for no driver mutation NSCLC

What is the treatment strategy for special situation?
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Liver metastasis
PFS

Landmark progresslon-free survival (95% (1)

6 months 12 months 18 months
—AB(P 58.0%(44-3717) 340%(20-9-47-1) 233%(11-4-352)
—B@ 37-8% (251-505)  1-8%(0-0-53) 1-8% (0-0-5-3)

HR 0-41 (95% C10-26-0-62)
Median 8-2 months

(95% 0 57-103)

Progression-free survival (%)

104

Median 5-4 months
(95% 0 41-60)

T

il

Number at risk
ABCP 52

BCP 57

Prgoression-free survival (%)

| S—
T T T T T T T T T T T T T T T T T T T T T T T T T LR, S S S |
1 2 3 45 6 7 8 9 1011 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 Zh 20 30 31 32 33 34
L 42 29 26 19 7 12 10 6 6 3 1 1
45 35 n 1 3 1 1 1 1 1 1 - -

Landmark progression-free survival (95% (1)

6 months 12 months 18 months
— AP 346%(217-47-6) 154%(56-252) 6% (1-6-176)
— BCP  37-8% (251-50-5)  1-8% (0-53) 1-8%(0-5-3)
HR 0-81 (95% 0 0-55-1-21)

o e

104 Medans-4 months
(05%Cl 41-6-0) "y e
c T T I 1 T I T 1 | T T T I I T I \J 1 1 1 I I 1 1 1 I 1 T 1 1 1
01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 10 20 21 22 23 24 25 26 % 28 29 30 31 32 33 34
Time since randomisation (months)
Number at risk
ACP 53 43 35 18 11 8 8 7 5 3 3 1 = -
BP 57 45 3 2 1 3 1 1 1 1 1 1 - -

| - LK)

OS

A
100 Landmark overall survival (95% Cl)
90 12 months 18 months 24 months
— ABCP  60.0% (46-4-73-6) 407% (267-547) 34-9% (18-9-50-9)
80 —BCP  35.9%(233-484) 173%(7-2-27-4) 115%(01-22.9)
704
s HR 0-52 (95% (1 0-33-0-82)
= 60
z
L L LU
T a0-
> | 1
S ] |
30 ) )
20 E i
10 Median 9-4 months E E Median 13-3 months
(95%C17-9-117) ! | (95%CI11-6-NE)
o ! H
012 3 456 7 8 d101t110B1151% 7181001 s4k kb k293000 Bxn
Number at risk
ABCP 52 46 44 41 37 36 30 22 19 13 10 5 3 1
BCP 57 51 43 37 34 24 20 16 10 7 4 1 1 1
B
Landmark overall survival (95% (1)
12 months 18 months 24 months
—ACP 400%(26-6-534) 254%(13-3-376) 143%(23-263)
—BC(P 350%(233-484) 173%(7-2-274)  115%(0-1-22-.9)

Overall suw ival (%)

HR0-87 (95% (1 0-57-132)

Median 9-4 months
(95% 7-9-117)

Number at risk
ACP 53
BCP &7

et

- T T L L) T L ) T T I \J ) L T T I T T L\ T L T 1
10 11 12 13 14 15 16 17 1h 19 20 21 22 23 24 25 26 27 2'3 29 30 31 32 33 34
Time since randomisation (months)

N
w-
e

24
24

20
20

14 1 9 7 5 2 1 1
16 10 7 4 1

£y

51 43 37



EGFR mutation
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100 1
90
804
704
€0+
50+
40+
30 4
204
104
0-

Overall Survival (%)

EGFR mutation

ABCP vs BCP
Sensitizing EGFR+

HR,2 0.60
(95% CI: 0.31, 1.14)

|

-

Median, 18.1 mo Median, 29.4 mo
(95%CL:11.7.27.8) | (95% CI: 24.9, NE)

No. at Risk
ABCP
BCP

3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Time (months)

26 26 26 23 21 19 18 17 17 14 10 10 7 5 2 2
32 3 27 25 21 18 16 13 13 12 10 9 7 4 4 1
YRR I KE

OS in EGFR-mt patients (Arm B vs Arm C)

Median OS, mo
Subgroup n (%) HR (95% CI) ABCP  BCP
EGFR Mutation 79 (100%) —4@——~ 061(029-128)  NE 187
Sensitising EGFR Mutation® 58 (73%) @ ——— 0.31(0.11-0.83)  NE 175
Received Prior TKI Therapy 50 (63%) ——4@p——+  039(0.14-107)  NE 175
0.0 0t2 1.0 2?0

Hazard Ratio®

In favour of ABCP In favour of BCP




Overall Survival (%)

100 1
90 4
804
704
60+
50+
40+
30 4
204
104
0=

ABCP vs BCP

0OS in EGFR-mt patients (Arm B vs Arm C)

[N
B!

HR,2 0.60
(95% Cl: 0.31, 1.14)

Median, 18.1 mo
(95% CI: 11.7, 27.8) |

Median, 29.4 mo
(95% CI: 24.9, NE)

No. at Risk
ABCP

Overall Survival (%)

100

BCP

Substou "BSMO-guU
EGFR Mutation 79 (100%) '_g'—

Sensitising EGFR Mutation®

58 (73%) ——— @ ——

idefihe

—  0.61 (0.29-1.28)

0.31 (0.11-0.83)

O 3 6 S 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 Received Prior TKI Therapy 50 (63%) +——4@—— 0.39 (0.14-1.07)
Time (months)
26 26 26 23 21 19 18 17 17 14 10 10 7 5 2 2 0.0 0.2 10 20
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Hazard Ratio®

In favour of ACP In favour of BCP
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Median OS, mo
ABCP BCP
NE 18.7
NE 175
NE 175
Median OS, mo
ACP BCP
214 18.7
21.2 17.5
14.0 17.5




ABCP vs BCP

Median OS, mo
ABCP BCP
NE 18.7
NE 175
NE 175
Median OS, mo
ACP BCP
214 18.7
21.2 17.5
14.0 17.5
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EERESMD™  Methodology

The study aimed to test the efficacy and safety of a modified IMPower150 regimen
Pemetrexed-carboplatin was used instead of taxane-based regimen for better tolerance’

A lower dose of bevacizumab (7.5mg/kg every 3 weeks) was used for higher cost-effectiveness? and possibly less toxicity?

EIIIRR I KB EE 2[R
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ERESMD™  Methodology

* The study aimed to test the efficacy and safety of a modified IMPower150 regimen
« Pemetrexed-carboplatin was used instead of taxane-based regimen for better tolerance’
* A lower dose of bevacizumab (7.5mg/kg every 3 weeks) was used for higher cost-effectiveness? and possibly less toxicity?

Study Population
1. Metastatic lung cancer ! Primary end-point:
with EGFR mutation, 4-6 Cycles Induction Maintenance Treatment Overall response rate
previously treated with TKI restmeny till progression (ORR)
with radiological evidence )
of progression | /E;‘::/Zaotlzguung ;25035;:% Atezolizumab 1200 mg Secondary end-points:
: : Bevacizumab 7.5m 1. Progression free survival
Osimettinib was required 3. Quality of life (QoL)

IV every 3 weeks 4. Exploratory biomarkers

IV every 3 weeks in peripheral blood

3. Not treated by chemo /
bevacizumab /
immunotherapy before

»
..

A phase 2 single arm, single center study. Territory-wide recruitment in Hong Kong R
Recruitment was started in Oct 2018
Enroliment of 40 subjects was completed in May-2019 T T T

Till 15-Aug-2020, median follow-up time was 15.0 months (IQR 11.0-17.1 months) 2 Smlkioie e e L OX v

.........




1.0- Median Progression Free Survival (PFS)
9.4 month (95% CI: 7.6 — 12.1 months)
" PFS at 6 month : 82.5% (95% CI: 67-91%)
I PFES at 12 month: 37.5% (95% CI: 23-52%)
= 0.6+
s
g
7))
0.4
0.2
0.0 . T , ; . . . T
4 6 8 10 12
PFS (month)

P A - ‘
%:S‘ College of Medicine, National Cheng Kung University




Baseline treatment status

w— Not exposed to Osmertinib (n=17)

w= PD on 2% line Osimestinib (n=23)

HR 0.49, p=0.05

LA Ll

h | v 1 v 1}
3 10 12
PFS {month)

T
6

BRI KEBE PR

o

m— Exon 10 ded (n=17)

= Eon 21 LBSSR (n=22)

HR

_H]

0.59, p=0.14

&
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mm= Baceline no bran met (n=31) E = P01 <0% (n=21)

w— Baseline brain met 4 (n=8) : m PO 21% (n=13)

HR 0.9, p=0.77 1 HROS, p=0.78

»
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PFS {month) PFES (month)
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Efficacy in patients with bulky disease
and multiple metastasis

CIRVEDBYIPN- 3 3= 17
A College of Medicine, National Cheng Kung University




Total -OS: 19.5 versus 14.7, HR:0.8
ORR: 64% vs 48%

‘. CIRVEDBYIPN- 3 3= 17
A College of Medicine, National Cheng Kung University




Efficacy in patients with bulky disease
and multiple metastasis

CIRVEDBYIPN- 3 3= 17
A College of Medicine, National Cheng Kung University
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** This page was not intended to make direct comparison between two trials or to show one’s superiority

Impact of Age on Efficacy of I0-chemo combinations:
Subgroup Analyses in KN-189 and KN-407 - OS

KN-1891
Subgroup Number of Deaths/ Hazard Ratio (95% Cl) Hazard Ratio (95% Cl)
Number of Patients
Overall Overall 235616 R . 0.49 (0.38-0.64)
Age <65 years 133/312 R . 043 (0.31-0.61)
>65 years 102/304 — 0.64 (0.43-0.95)
KN-4072
Subgroup Number of Deaths/ Hazard Ratio (95% Cl) Hazard Ratio (95% ClI)
Number of Patients
Overall Overall 205/559 —— 0.64 (0.49-0.85)
Age <65 years 88/254 : < ;o 0.52 (0.34-0.80)

>65 years 117/305 — & 0.74 (0.51-1.07)

BT pR I KB EE Bk

Coallzge of WMewicine, Fratiansl Sheny oy d ety




** This page was not intended to make direct comparison between two trials or to show one’s superiority

Impact of Age on Efficacy of I0/10 + chemo combinations:
Subgroup Analyses in CM-227 and CM-9LA - OS

CM-227 part 11

Median OS, months

NIVO + IPI Chemo Unstratified HR Unstratified HR (95% ClI)
n =583 n =583
All randomized (N = 1166) 171 13.9 0.73a ——
<65 years (n=611) 16.6 14.2 0.70 ——
6510 <75 vears (n =442) 18 7 130 0768 —_——
=75 years (n=113) 15.1 124 0.84 ag
NIVO + IPI <€4—» Chemo
CM-9LA?

Median OS, mo

Subgroup NIVO + IPl + chemo Unstratified HR Unstratified HR (95% ClI)
n =361 n =358

All randomized (N = 719) 15.6 10.9 0.667 —— |
<65 years (n = 354) 15.6 10.7 0.61 —— |
65 ta < 75 years (n = 295) 19 4 11.9 062 —— |
> 75 years (n = 70) 8.5 11.5 1.21 .

NIVO + IPl + chemo <«——» Chemo

Tolfege of Magd:icineg, Naftonal Cheng Kung University



Impact of Age on Efficacy Outcomes of IO monotherapy:
OS from Pooled Analysis of KN-010, KN-024, and KN-042 (PD-L1 TPS >1%)

Age 275 Years
PD-L1 TPS 21%

100 = : '
P T1.T% HR for death, 0.76
i 75.6% i 95% CI, 0.56-1.02
80  53.7% e )
2 604
40
20 -
0 l i T T T T 1
0 ) 12 18 24 30 36 42
Time, months
No. at risk
Pembrolizumab 149 115 71 54 30 12 0 0
Chemotherapy 115 82 46 28 17 5 1 0

Ty K250 A B

Age <75 Years
PD-L1 TPS 21%

 734% | HR for death, 0.76
. | 724% | g4 g, (95% CI, 0.69-0.84)
} 46.3%
R 60 :
3
40
20 -
0 | | T T T T 1
0 6 12 18 24 30 36 42
Time, months
1,332 961 656 426 281 108 21 0
1,016 707 406 204 109 38 6 0

Figures reprinted with permission from Elsevier: Nosaki K et al. Lung Cancer.

Lollege of Wredicine, National Cheng Kung University




Impact of Age on Efficacy Outcomes of IO monotherapy:
OS from Pooled Analysis of KN-010, KN-024, and KN-042 (PD-L1 TPS >1%)

Age 275 Years Age <75 Years
PD-L1 TPS 250% PD-L1 TPS 250%
100 : o ! 100 ' o
: 80.3% ¢ HR for death, 0.40 P 76.1% | HR for death, 0.67
- 7% | (95% Cl, 0.25-0.64) 50 - : 725% : g4 79, (95% Cl, 0.57-0.78)
2 604 X 604
3 3
40 - 40 -
20 20 -
0 | 0 l l 1 I I I |
0 6 12 18 24 30 36 42 0 6 12 18 24 30 36 42
Time, months Time, months
No. at risk
Pembrolizumab 77 61 38 30 21 8 0 0 666 500 344 216 148 63 9 0
Chemotherapy 55 37 1 6 5 1 0 0 548 382 216 100 56 22 5 0

Bl TIRR I KB EE 2[R

Coiiege of WMiedicine, National Cheng Kung University




First line 1/O or combination for no driver mutation NSCLC

What is the treatment strategy for special situation?

New drug or new combination

Y AL BX DD A 28 BE AR e

College of Medicine, National Cheng Kung University
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EMPOWER-Lung 1: Phase 3 First-line (1L)
Cemiplimab Monotherapy vs Platinum-Doublet
Chemotherapy (Chemo) in Advanced Non-Small
Cell Lung Cancer (NSCLC) with Programmed
Cell Death-Ligand 1 (PD-L1) 250%

Ahmet Sezer.! Saadettin Kilickap,2 Mahmut Giimiig,3 Igor Bondarenko, Mustafa Ozgiiroglu,3
Miranda Gogishvili,% Haci M Turk,” Irfan Cicin,® Dmitry Bentsion,® Oleg Gladkov,'?

Philip Clingan,!! Virote Sriuranpong,'2 Naiyer Rizvi,”* Bo Gao," Siyu Li,'* Sue Lee,™*

Chieh-l Chen," Tamta Makharadze,'” Semra Paydas,'® Marina Nechaeva,'” Frank Seebach,®
David M Weinreich,'® George D Yancopoulos,'® Giuseppe Gullo,' Israel Lowy,'®

Petra Rietschel™®

'Department of Medical Oncology, Bagkent University, Adana, Turkey, Department of Medical Oncology, Hacettepe University Cancer Insiiute, Ankara,
Turkey; *Department of Medical Oncology, School of Medicine, Istanbul Medendyet University, Istanbul, Turkey; “Department of Oncology and Medical
Radiology; Dnipropefrovsk Medical Academy, Dipro, Ukraine; *Cemahpaga Medical Faculty, istanbul University-Cesrahpasa, Istanbul, Turkey; *High
Technology Medical Centre, University Clinic Ltd, Thilisi, Georgia; "Department of Medical Oncology, Bezmialem Vakif University, Medical Facuity, istanbul,
Turkey; tDepartment of Medical Oncology, Trakya University, Edime, Turkey; *Sverdiovsk Regional Oncology Centre, Sverdlovek, Russia; LLC, EVIMED",
Chelyabinsk, Russia; **Southern Medical Day Care Cenfre and Bawarra Health and Medical Research Institute, University of Wollongong/llawarra Cancer
Centre, Wollongong Hospital, Wollongong, New South Wales, Australia; “Division of Medical Oncology, Depariment of Medicine, Faculty of Medicine,
Chulalongkomn University and the King Chulalongkom Memorial Hospital, Bangkok, Thaland; “*Division of Hematology/Oncology, Columbia University Medical
Center, New York, New York, USA; “Regeneron Pharmaceuficals, Inc., Basking Ridge, New Jersey, USA; “LTD High Technology Hospital Medcenter,
Batumi, Georgia; **Depariment of Medical Oncology, Faculty of Medicne, Cukurova University, Adana, Turkey, "Arkhangelsk Clinical Oncology Center,
Arkhanselck Rucsia ERegensmon Phamarswutcale e Tarrviowm New York 1ISA
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ESESMD ®  EMPOWER-Lung 1 Study Design (NCT03088540)

Treatment beyond progression?

Key Eligibility Criteria \ - Optional
» Treatment-naive advanced NSCLC é"" 'AI' b " v continuation of
“E0 ] 1 : 3§0mup In&%wmonOt o cemiplimab + 4
» No EGFR, ALK or ROS1 mutations hel s cycles of
« ECOG PS 0 or 1 Treat until PD or 108 weeks chemotherapy 2
« Treated, clinically stable CNS metastases | R11 \ %
and controlled hepatitis B or C or HIV £ =
w
were alowed ‘ Arm B Optional crossover
4-6 cycles of investigator's choice to cemiplimab

Stratification Factors:

« Histology (squamous vs non-squamous) chemotherapy monotherapy

\o Region (Europe, Asia or ROW) /
Endpoints:
N=710  Primary: OS and PFS
Five interim analyses were prespecified per protocol * Secondary: ORR (keY)' DOR’ HRQoL and Safety

Second interim analysis (1 March 2020) presented here

ALK, anaplastic lymphoma kinase; chemo, chemotherapy; CNS, central nervous system; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status;
EGFR, epidermal growth factor receptor; HIV, human immunodeficiency virus; HRQoL, health-related quality of life; IV, intravenous; NSCLC, non-small cell lung cancer; ORR, objective response
rate- OS. overall survival- PD proaressive disease: PFS proaression-free survival Q3W everv 3 weeks: R randomised: ROS1 c-ros oncoagene 1- ROW rest of the world.



VIRTUAL Mongress
2020

ITT

No. of Median OS (95% Cl)

Patients mo

10 Cemiplimab 356 22 1 (35% CI, 17.7-NE)
0'9 / Chemotherapy 354 14.3 (95% Cl, 11.7-19.2)
s Z 3
z 08 HR, 0.68 (95% CI, 0.53-0.87); P=0.0022
a8 07+
§ 0.6
s L ! Cemiplimab
z .
= 03 [ Chemotherapy
s 12:mo OS (95% CI), % 24-mo 0S (95% CI), % |
o 024 703(64.4-754) 486(39.2-573) |
& 01+ 5 1 2 I
55.7 (49.2-61.7) 297(18.8-414)
0 T T T T T I T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
No. at risk Month

Cemiplimab 356 304 254 223 198 147 120 87 71 48 37 27 18 8 3 1 0
Chemotherapy 354 303 254 205 172 126 93 73 52 41 27 12 7 4 3 0 O

Median duration of follow-up:
Cemiplimab = 13.1 months (range: 0.1-31.9)
Chemotherapy = 13.1 months (range: 0.2-32.4)

Gr
EMPGWER

Overall Survival

PD-L1=250% ITT

No. of Median OS (95% CI)

Patients mo

10 Cemiplimab 283 Notreached(36%C1, 17.9-NE)
0'9 i Chemotherapy 280 14.2 (95% CI, 11.2-17.5)
g 0.8- HR, 0.57 (95% CI, 0.42-0.77); P=0.0002
a8 07+
$ 067 —_—
g 05 I Cemiplimab
' [
z . |
By 12-mo 0S (35% CI), % | 24-mo OS (95% CI), % Chemotherapy
3 024 72.4 (65.6-78.1) : 50.4 (36.4-62.9) :
B 0% Vs § Vs "
539(46.2-61.1) | 27.1(137-425)
0 | | | | | | | | | | | | | | | | | || | | | | | | | | | | 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 3
No. at risk Month

Cemipimab 283 244 203 177 154 108 83 55 42 24 18 15 10 6 3 1 0
Chemotherapy280 239 198 153 125 87 57 41 26 15 11 6 4 2 1 0 0

Median duration of follow-up:
Cemiplimab = 10.8 months (range: 0.1-31.9)
Chemotherapy = 10.2 months (range: 0.2-29.5)

Cl, confidence interval; HR, hazard ratio; ITT, intention-to-treat: mo, month; NE, not evaluable; OS, overall survival;

PD-L1, programmed cell death-ligand 1.

Data cut-off date: 1 March 2020 (interim analysis #2)



PD-L1 High Expresser (TPS250% or TC3/1C3)

Different design

Study |KNOI2_KNO24 | IMp110 | EWpower

NSQ/SQ(%)
Regimen
ORR(%)
mDoR (mo)
mPFS (mo)

mOS (mo)

2-yr OS(%)

61.8/38.5
Pemb C/T
39.1 323
27.3 10.8
6.5 6.5

HR=0.85
200 12.0

HR=0.68
45 30

82/18
Pemb C/T
46.1 31.1
29.1 6.3

7.7 5.5

HR=0.5

26.3 134

HR=0.62
51.7 34.2

70/30

Atezo C/T
40.2 28.6
38.9 3.3
8.2 5.0

HR=0.59
20.2 14.7

HR=0.76
45 35

56.8/43.2
C/T
20.4

Cemi
39.2
16.7 6.0
8.2 5.7
0.54
12.4

0.57

NR

BRI KB E S B
College of Medicine, National Cheng Kung University

** This page was not intended to make direct comparison between trials or to show one’s superiority
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WJOG @Be Study: A Phase II Study of
Atezolizumab with Bevacizumab
for Non-Squamous Non-Small-Cell Lung Cancer
with High PD-L1 Expression

JapicCTI-184038

Takashi Seto, Kaname Nosaki, Mototsugu Shimokawa, Ryo Toyozawa, Shunichi Sugawara,
Hidetoshi Hayashi, Haruyasu Murakami, Terufumi Kato, Seiji Niho, Hideo Saka, Masahide Oki,
Hiroshige Yoshioka, Isamu Okamoto, Haruko Daga, Koichi Azuma, Hiroshi Tanaka,
Kazumi Nishino, Miyako Satouchi, Nobuyuki Yamamoto, Kazuhiko Nakagawa
West Japan Oncology Group 10718L

Department of Thoracic Oncology, National Hospital Organization Kyushu Cancer Center, Fukuoka, Japan, Department of Thoracic Oncology, National Cancer
Center Hospital East, Kashiwa, Japan, Department of Biostatistics, Yamaguchi University Graduate School of Medicine, Ube, Japan, Department of Pulmonary
Medicine, Sendai Kousei Hospital, Sendai, Japan, Department of Medical Oncology, Kindai University Faculty of Medicine, Osakasayama, Japan, Division of Thoracic
Oncology, Shizuoka Cancer Center, Shizuoka, Japan, 7Department of Respiratory Medicine, Kanagawa Cancer Center, Yokohama, Japan, Department of Respiratory
Medicine, National Hospital Organization Nagoya Medical Center, Nagoya, Japan, Department of Thoracic Oncology, Kansai Medical University Hospital, Hirakata,
Japan, Research Institute for Diseases of the Chest, Kyushu University, Fukuoka, Japan, Department of Clinical Oncology, Osaka City General Hospital, Osaka,
Japan, Division of Respirology, Neurology, and Rheumatology, Department of Internal Medicine, Kurume University, Kurume, Japan, Department of Internal
Medicine, Niigata Cancer Center Hospital, Niigata, Japan, Department of Thoracic Oncology, Osaka International Cancer Institute, Osaka, Japan, Department of
Thoracic Oncology, Hyogo Cancer Center, Akashi, Japan, Internal Medicine ITI, Wakayama Medical University, Wakayama, Japan

Presented by Takashi Sete MD @ ESMO 2020 Virtual Meeting: Proffered Paper-NSCLC metastatic 2 LBAS5 ,"-;-,"Mi
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Study Design

WJOG10718L; A single arm, open label, multi-institutional study

Advanced Non-Sq NSCLC

PD-L1 TPS > 50% (Dako 22C3)
w/0 EGHFR/ALK/RUSI1 alterations
ECOG PS=0-1

No prior therapy
Fit to anti-angiogenesis therapy

Sample size: 38

Threshold-Expected ORR: 40-62%.
One sidea=0.051-p=0.8

Atezolizumab 1200mg

+

Until PD
or infolerable toxicity

Bevacizumab 15mg/kg

Every 3 weeks
Up to 2years

JapicCTI-184038

Primary endpoint: ORR (IRC)
Secondary endpoints: PFS (IRC), DoR (IRC), OS, Safety

@ Ilee of Medicine, National Cheng Kung University




Presented by Takashi Seto MD @ ESMO 2020 Virtual Meeting: Proffered Paper-NSCLC metastatic 2 LBASS

Progression Free Survival & Spider Plots Curve (IRC) Ji
Progression Free Survival Spider plots
Tumor response ratio from the start of treatment
1 Progression Free Survival (month)
Median 159
075 95% CT 5.65-15.93
05 B
0.25 3
Q -100 ; } ; ; + : ; ; ; ;
0 3 6 9 12 15 18 21 40wy 0 6 12 1B 24 33 42 51 60 69 - S
At Risk 19 30 a2 16 6 3 0 (R DR weSD w==PD Lwoak)
Progression free rate n=39 Duration response rate n=25
month 6 12 month 6 12
% 66.8 b49 % 72.2 48.2
95% CI 48.90 - 79.70 35.65 - 70.60 95% CI 48.03 - 86.68 16.24 - 7456
PFS events: 16/39 (41.0%) Median duration of response 10.4 months (95% CI: 4.63-NR )
(2 ars 1] . -“_.. m"'"' A  d
Sl e
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Swimmer's Plots (IRC) & Overall Survival

—_—— Overall Survival

06-004
14-001 0.75
11-00]1 je— 05

T
01002 mm—— T Ot> 1 year survival rate 70.6% (95% CI: 50.5-83.4)

63%1 — . 0S events: 9/39 (29.1%)
o:wos — 0 12 138 2
06-00]  — At Rigk 39 ! g S——

B

— 3 Median number of treatment cycles was 12 (1-27)

' L

0 6 12 18 24 =
mmmAtezolizumab =ss=Bevacizumab 4 Discontinuation of treatment @ Progression : Death  (month)

" o+~ X|  presented by Takeshi Seto MD @ ESMO 2020 Virtual Meeting: Proffered Paper-NSCLC metastatic 2 LBASS i 4




Single

Different design arm
Study | KNOAZ | KNO24 | IMpll0 | EMpower | @B _
NSQ/SQ( 61.8/38.5 82/18 70/30 56.8/43.2 |94.5/5.1
%)

Regimen |Pemb C/T |Pemb C/T |Atez C/T |Cemi C/T A+Bev
ORR(%) 39.1 32 46.1 31.1 |40.2 28.6 | 39.2 204 64.1

mDoR 220 108 | 291 63 [|389 83 |16.7 6.0 10.4
(mo)

mPFS(mo)| 65 65 | 77 55 |82 50 | 82 57 159

HR=0.83 HR=0.5 HR=0.59 0.54 | \
mOS (mo) | 200 12.0 |263 13.4 [202 147 | NR 124
HR=0.68 HR=0.62 HR=0.59 0.57 |

45 30 |51.7 34.2 | 45 25

** This page was not intended to make direct comparison between trials or to show one’s superiority



How does TIGIT Inhibit T-Cell Function?

CD8* Tcells | CD4*T cells NK cells

Inhibitory Inhibitory Inhibitory
G TIGIT Directly 9 TIGIT Down- e TIGIT Interferes
Inhibits T cells Modulates APCs with CD226 (Activating)

; Tumor or
- Dendritic Cell

<« Tumor Cell ~ Tumor Cell

l a® \Z A
% # Slide courtesy of Jane Grogan, PhD, Research Lead, TIGIT Team, Genentech
Q Colle




22C3 IHC pharmDx Dako assay
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PD-L1 High Expresser (TPS250% or TC3/1C3)

sy | Kvoaz | Koza

Different design

Single
arm

Phase Il
only

NSQ/SQ(
%)

Regimen

ORR(%)

mDoR
(mo)

mPFS (mo)

mOS (mo)

2-yr OS(%)

61.5/38.5
Pemb C/T
39.1 32
22.0 10.8
6.5 6.5

HR=0.83
20.0 12.0

HR=0.68
45 30

82/18
Pemb C/T
46.1 31.1
29.1 6.3

7.7 5.5

HR=0.5

26.3 134
HR=0.62

51.7 34.2

70/30
Atez C/T
40.2 28.6
389 8.3
8.2 5.0

HR=0.59
20.2 14.7
HR=0.59
45 25

56.8/43.2

Cemi C/T

39.2 204
16.7 6.0

8.2 5.7

0.54
12.4

0.57

NR

94.5/5.1

A+Bev

64.1
10.4

15.9

Mp110  EWpower | @8 | Ctyscape

60/40

Tirag+ Atezo
Atezo

66 24

NE 4.1



PD-L1 High Expresser (TPS250% or TC3/1C3)

sy | Kvoaz | Koza

SP142 IHC assay

22C3 IHC
PDL1>50

NSQ/SQ(
%)

Regimen

ORR(%)

mDoR
(mo)

mPFS (mo)

mOS (mo)

2-yr OS(%)

61.5/38.5
Pemb C/T
39.1 32
22.0 10.8
6.5 6.5

HR=0.83
20.0 12.0

HR=0.68
45 30

82/18
Pemb C/T
46.1 31.1
29.1 6.3

7.7 5.5

HR=0.5

26.3 134
HR=0.62

51.7 34.2

70/30
Atez C/T
40.2 28.6
389 8.3
8.2 5.0

HR=0.59
20.2 14.7
HR=0.59
45 25

56.8/43.2

Cemi C/T

39.2 204
16.7 6.0

8.2 5.7

0.54
12.4

0.57

NR

94.5/5.1

A+Bev

64.1
10.4

15.9

Mp110 | EWpower | @8 | Cityscape

60/40

Tirag+ Atezo
Atezo

66 24

NE 4.1
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ONO-4538-52 | TASUKI-52

Randomized phase Il trial of nivolumab in combination with
carboplatin, paclitaxel, and bevacizumab as first-line
treatment for patients with advanced or recurrent
non-squamous NSCLC

Jong-Seok Lee (presenting author), Shunichi Sugawara, Jin-Hyoung Kang, Hye Ryun Kim, Naoki Inui,
Toyoaki Hida, Ki Hyeong Lee, Tatsuya Yoshida, Hiroshi Tanaka, Cheng-Ta Yang, Makoto Nishio,
Yuichiro Ohe, Tomohide Tamura, Nobuyuki Yamamoto, Chong-Jen Yu, Hiroaki Akamatsu,
Yoshinobu Namba, Naoki Sumiyoshi, and Kazuhiko Nakagawa

N48 % College of Medicine, National Cheng Kung University




Study Design

Key Eligibility Criteria Nivolumab / Carboplatin / Nivol b/
« Treatment-naive stage IlIB Paclitaxel / Bevacizumab®) — Bel\‘::c?;:]j?nab
/ IV non-squamous NSCLC NIVO : 360 mg IV gq3w

patients

* No sensitizing EGFR or
ALK alterations

« PD-L1 all comer
« ECOG PS 0-1 Placebo / Carboplatin / Placebo /
N = 550 Paclitaxel / Bevacizumab? Bevacizumab

Treatment was continued until
PD, unacceptable toxicity

SD, PR, CR

* Primary Endpoint:
— PFS assessed by IRRCb)

Stratification Factors.

@ch_::i): 2 50%, 1%~49%, < 1% or indeterminate >
« Secondary Endpoint: - ECOGPS T,
- 0S, ORR, Safety - Sex : Male, Female

a) Carboplatin (AUC 6), paclitaxel (200 mg/m?), and bevacizumab (15 mg/kg) every 3 weeks for up to 6 cycles; b) Independent Radiographic Review Committee

4716




(™ASuigs . PFS by PD-L1 Expression Level

i

N
IVDL(JMAD :-_bu\dcl\"'

PD-L1<1%
or indeterminate

PD-L1 1%-49%

PD-L1 2 50%

__ 100 100 100
&
® 80- 80 7 i
S
2 60 Nivolumab Arm 60 - Nivolumab Arm 60 - Nivolumab Arm
& 40- 40 - 40
<]
]
§ 20 - 20 20 L
g Placebo Arm Placebo Arm Placebo Arm
Ol|l|l|l[1|l|l|l| 0l|l[l|l|l|l|l|l| Ol]lllllllllll]l]
0 4 8 122 16 20 24 28 32 0 4 8 122 16 20 24 28 32 0 4 8 122 16 20 24 28 32
Time since randomization (month) Time since randomization (month) Time since randomization (month)
No. at risk
thiunabAnn120 @8 B85 34 18 5 1 0 0 82 67 3@ 21 13 4 1 0 0 73 81 41 24 14 6 2 0 O
PlaceboAm 120 100 46 14 8 1 1 0 0 81 82 35 17 7 0 0 0 0 74 53 23 10 8 3 1 0 0
Nivolumab Arm Placebo Arm Nivolumab Arm Placebo Arm Nivolumab Arm Placebo Arm
N=120 N=120 N =82 N =81 N=73 N=T74
Median PFS, 13.6 8.4 Median PFS, 1.0 8.4 Median PFS, 9.9 6.9
mo (35% Cl) (9.8-16.6) (7.0-9.8) mo (95% Cl) (7.2-18.6) (7.0-11.1) mo (95% Cl) (8.3-18.3) (5.6-8.3)
HR (95% Cl) 0.55 (0.38-0.78) HR (95% Cl) 0.63 (0.42-0.96) HR (95% Cl) 0.55 (0.36-0.83)

8/16




IMpower150 study design

Maintenance therapy
(no crossover permitted)

5

\ N = 1202 /

for biomarker testing

Any PD-L1 IHC status =

Atezolizumab®
Carboplatin® + Paclitaxel? +

Atezolizumab® +

Arm A (
( Stage IV or \ Atezolizumab® + : o Treated with
recurrent metastatic Carboplatin® + Paclitaxel® Atezolizumab atezolizumab
non-squamous NSCLC 4 or 6 cycles until PD by
Chemotherapy-naive? RECIST v1.1
Tumour tissue available Arm B or loss of

clinical benefit

Stratification factors: + Bevacizumab® Bevacizumab® AND/OR
« Sex 4 or 6 cycles .
« PD-L1 IHC expression Rl contag tTreatt?d wm;)
= Liverinesasiases Carboplatin¢ + Paclitaxeld szflsgn;a
. o Bevacizumab® y
+ Bevacizumab RECIST v1.1

SP142 IHC assay

4 or 6 cycles

\_

Q.
7
S
S
O
—
©
£
e
-1
n

The principal question is to assess whether the addition of atezolizumab to Arm C provides clinical benefit

3 Patients with a sensitising EGFR mutation or ALK translocation must have disease progression or intolerance of treatment
with one or more approved targeted therapies. ® Atezolizumab: 1200 mg IV g3w. ¢ Carboplatin: AUC 6 IV q3w.

9 Paclitaxel: 200 mg/m? IV q3w. © Bevacizumab: 15 mag/kg IV q3w.

Reck M, et al. IMpower150 PFS analysis.

GDOD SCENCE
BETTER NEDICINE
BEST PRACTICE



PD-L1<1%
or indeterminate

__ 100 Nivolumab Arm Placebo Arm
52; N=120 N=120
% 80- 13.6 8.4
E (9.8-16.6) (7.0-9.8)
2 604 0.55 (0.38-0.78)
g
c 404
S
K]
% 20-
a Placebo Arm
Olll]l[l[lllllll]
0 4 8 12 16 20 24 28 32
Time since randomization (month)
No. at risk
NivolumabArm 120 08 65 234 18 5 1 0 0
Placebo Arm 120 100 46 14 8 1 1 0 0
TCOand ICO
> 120
3 091 ABCP vs BCP
8 08
E 07 - 7.1 vs 6.9
2 06
2
5 05 \ HR, 0.77 (95% CI, 0.61-0.99)
2 04 T P=0.039
T 03 |
§ 0.2 Eﬁ\—%ﬂ_._\_‘_‘
2 01 0o
- (95%C15675) || 65%C), 60-83)
0123456 7 8 910111213 14 15 16 17 18 19 2
No. at Risk Months

PD-L1 1%-49%

100 Nivolumab Arm Placebo Arm 1
N =82 N=281
80 1.0 84
(7.2-18.6) (7.0-11.1)
60 - 0.63 (0.42-0.96)
40 -
20 -
Placebo Arm
0 — 1 1 17717 71T © 717 1571711
0 4 8 12 16 20 24 28 32
Time since randomization (month)
82 67 3@ 21 13 4 1 0 0
81 82 35 17 7 0 0 0 0
gi TC0/1/2 and IC0/1/2
2 0]  ABCP vs BCP
é 0.8 1 8-0 Vs 6-8
& 07 A
2 ope HR, 0.68 (95% Cl, 0.56-0.82)
Y P=0.0001
S 04 -
03
7 024
5 014 v
£ o oot o I e

PD-L1 2 50%

Nivolumab Arm Placebo Arm

9 10 11 12 13 14 15 16 17 18 19 20 21 22
Months

138 88 60 38 26 14 8 1
58 33 17 "

00
N=73 N=T74
80 - 9.9 6.9
(8.3-18.3) (5.6-8.3)
60 - 0.55 (0.36-0.83)
40 -
20 -
Placebo Arm
0 LI L L DL L L L L
0 4 8 12 16 20 24 28 32
Time since randomization (month)
73 81 41 24 14 3 2 0 0
74 53 23 10 8 3 1 0 0
TC3oriC3
p 10 " ABCP vs BCP
209 -
3 on 12.6 vs 6.8
T 07
5 s HR, 0.39 (95% CI, 0.25-0.60)
g O P<0.0001
i 05
g 04 -
‘g 03 -
g 0.2 4
2 01+ =,
g Median, 6.8 mo Median, 12.6 mo
E 0 L T T T (?5%::" ST()’PI“) T T T E T T (lgs%ICL “109]23 A? T T T T T T T T T
01234567 8 9101112131415 16 17 18 19 20 21 22 23 24 25 26
No. at Risk Months
ABCP 4| 60 59 83 48 36 2 20 16 13 8 3 2 ‘)
BCP 64 55 44 34 24 10 6 4 1 1 1

** This page was not intended to make direct comparison between trials or to show one’s superiority



KEYNOTE-598 Study Design

Phase 3, global, randomised, open-label, multicentre study

T . Pembrolizumab 200 mg Q3W
Key Eligibility Criteria for up to 35 doses

*|Stage IV NSCLC +

* No prior systemic therapy Ipilimumab 1 mg/kg Q6W
for up to 18 doses

*{PD-L1 TPS 250%*° |
*INo targetable EGFR mutations or ALK Pembrolizumab 200 mg Q3W
translocations” for up to 35 doses
+
Saline Placebo Q6W

for up to 18 doses

* No known untreated CNS metastases

* 21 lesion measurable per RECIST v1.1

Stratification Factors End Points

* ECOGPS (Ovs 1) - Dual primary: OS and PFS per RECIST v1.1 by BICR

* Region (East Asia vs not East Asia) - Key secondary: ORR and DOR per RECIST v1.1 by BICR and
= Histology (squamous vsS nonsquamous) safety

3Assessed centralg' using the PD-L1 IHC 22C3 pharmDx assag (Agilent).
vPatients with ROS 1 rearrangement were also excluded if ROS1 testing and treatment were locally approved and accessible.
KEYNOTE-598 ClinicalTrials.gov identifier, NCT03302234. BICR, blinded independent central review.

W

Boyer M, WCLC 2020 Abstract 4248 IASLC (('( m\)\ 2020 World Conference
- on Lung Cancer Singapore

el | A\ &

JANUARY 28-31, 2021 | WORLDWIDE VIRTUAL EVENT
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Potential rationale for the non-beneficial treatment of
double blockade in PD-L1250% NSCLC population

CTLA-4 blockade allows for activation PD-L1=50% population presents with high level of pre-actived CD8+T cells already,
and proliferation of extra T-cell clones hence additional CTLA-4 blockade may not bring clinical benefits as expected

1, Teng MW. Cancer Res. 2015 Jun 1;75(11):2139-45. JASLC ((( ﬁ,)\) 2020 World Conference
// ' on Lung Cancer Singapore

2, Andrew M Intlekofer. J Leukoc Biol . 2013 Jul;94(1):25-39. ~<ae{ Ll —

JANUARY 28-31, 2021 | WORLDWIDE VIRTUAL EVENT
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First line 1/O or combination for no driver mutation NSCLC

What is the treatment strategy for special situation?

New drug or new combination

Novel target?

Y AL BX DD A 28 BE AR e

College of Medicine, National Cheng Kung University




1. Anti-angiogenesis:
E198 RCC

® Patient and tumor reviewed by multidisciplinary team

Suppressing angiogenesis Promoting angiogenesis
L WY 4

Diagnostic
Workup

Anti-angiogenic v \\/ / Pro-angiogenic @ = Staging confirmed including pathology and imaging*
factors , ) ¢ » L factors l

@ IFN-a Uy " iDC e = N1\ @ VEGF T ;

AIL-12 =0 S pa ) A IL-4, L5, 1L-13 Need for systemic therapy? | N©__,| Observationand/or Loca

@ IL-18 e \ | o117 @ Therapy

@ IFN-y TR ‘\ V¥ IL-10, Bv8, MMP-9 l Yes

=8 ie- =
V TNF LA \ \ANge g2 Candidate for No .
€ CXCL9,CXCL10 S S (3 immunotherapy? VEGFR TKI
CCL21 ~ | % g
Aol § l Yes
717 [ y 3 x
i {5 § Clear Cell Pathology Non-Clear Cell Pathology
A Tu? +> Cell activation a I
,eg . O) » Suppressing angiogenesis l l l l
4 R — Vascular normalization IMDC Risk: IMDC Risk: Sarcomatoid
® \ — Promoting angiogenesis Favorable Intermediate/Poor component
— = Cell polarization
- v v \d VL
] & Recommended: Recommended: Recommended: Recommended:
‘E 5 ' Pembrolizumab Ipilimumab/Nivolumab Ipilimumab/Nivolumab Anti-PD-1
2 _‘E Other Options: embrolizumab Axitinib/Pembrolizumab || monotherapy
> C ae .
g E :f‘l)litlr:tzjmab/vaolumab Other Options: Other Options: Other Options:
i-PD- i-PD- Anti-VEGF TKI

_ﬁﬁ § Anti-VEGF TKI Anti-PD-1 monotherapy Anti-PD-1 monotherapy nti
£ & Anti-PD-1 monotherapy

Journal for ImmunoTherapy of Cancer volume 7, Article
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Ramucirumab: mAb targeting VEGFR2

Phase 1 study of ramucirumab/pembrolizumab ers T T R
- - # Events (%) 11 (423 5 (55.6) 5(31.3)
in advanced treatment-naive NSCLC wasn ,.3,.4,,_’,. ..221.2,-) 8-
Herbst JTO 2020 10 —
eros ]
Response PO-L1 TRS 1:4% (0= ) PO-L1 TS > 505 (n = 16) Total (N = 26) | FRTIIES B
I
BOR, n (%; 98¢ C) T R | :
R 0(0;033.6) 1(6.3;0.2302) 1 (3.8, 0.1-49.) ;H ST
R 2 (22.2; 1840 B(50.0; 4.7 10 (38.5;20159.4) , —
) b (66.7; 29.9-92.5) 5 (31.3; 11-58.7) A3 B4R 50 e B aa
P 1(11.1;0348) 1(6.3;02302) 3(115,2430. PN
NA 0 1(6.3) 1(3.8) * T : +
ORR % (954 CI 2 (0. 2840) 9(5.3; 29.940.) fazpesss) 2+ | !
OCR,$ (354 C) B (68.3; 51.8%.7 14 (87.5;61.7:984) 20 (45 65.195.4) : :
Median PFS, months I I
9.3 (4.0,-)' : :
04 . '

I LI
0 2 4 6 8 10 12 14 16 18 20 22 24 26

IASLC (( )) 2020 World Conference
> — // | on Lung Cancer Singapore

JANUARY 28-31, 2021 | WORLDWIDE VIRTUAL EVENT



Phase lll LEAP-006 safety run-in (Part 1): 1L pembrolizumab+CT with

lenvatinib for metastatic NSCLC nishio Esmo 2020

Figure 1. LEAP-006 Study Design

Table 3. Summary of Safety and Tolerability

Study Population

= Age >18 years
« Previously untreated metastatic
nonsquamous NSCLC

= No sensitizing genetic
aberrations?

« Measurable disease
« Tissue for biomarker assessment
« ECOGPSOor1

« No known untreated CNS
metastases/carcinomatous
meningitis; previously treated
brain metastases allowed if
radiologically (without
progression 24 weeks)/clinically
stable and steroids not required
214 days prior®

« No prior radiotherapy <2 weeks,
systemic steriod/immuno-
suppressive therapy <7 days,
or live vaccine <30 days prior

INR or PT/aPTT or PTT s1.5xULN
unless receiving anticoagulant
therapy and PT/PTT is within
therapeutic range

Part 1: Open-Label Safety Run-In¢

Lenvatinib 8 mg QD Lenvatinib 8 mg QD
+ +
Pembrolizumab
200 mg Q3W
+

Pembrolizumab
200 mg Q3W
(up to 35 cycles)

Platinum and +
Pemetrexed Q3W¢ Pemetrexed
x 4 cycles® 500 mg/m?

Part 2: Randomized, Double-Blind Phase 3

Lenvatinib 8 mg QD Lenvatinib 8 mg QD
+ .
Pembrolizumab
200 mg Q3W
(up to 35 cycles)
+

Pembrolizumab
200 mg Q3W
+

Platinum and
Pemetrexed Q3W¢
x 4 cycles

Pemetrexed
500 mg/m?

N =13

Treatment-related AEs 12 (92.3)
Leading to death® 0

Leading to discontinuation of any study treatment 1(7.7)
Leading to discontinuation of all study treatment 0

Grade 3-5 AEs occurring in =2 patients© 7 (53.8)

Hypertension 4 (30.8)

Hyponatremia 2 (15.4)

Pneumonia 2 (15.4)

Table 4. Best Overall Response

(BICR Assessment Per RECIST Version 1.1)

N=13

n (%) 95% CI2
Overall response (CR + PR) 9((69.2) 38.6-90.9

CR 0 0-24.7
PR 9 (69.2) 38.6-90.9
SD 3(23.1) 5.0-53.8
Disease control (CR + PR + SD) 12 (92.3) | 64.0-99.8
Progressive disease 0 0.0-24.7
Not evaluable? 1(7.7) 0.2-36.0




Cabozantinib: multitargeted TKI of VEGFR, MET, RET, ROS and TAM family
Cabozantinib/atezolizumab in|previously-ICl-treated NSCLC: Cohort 7 COSMIC-021

s o7, Table 2. Tumor Response per Investigator by RECIST v1.1
+ Radiographic progression on or after
one prior Cl treatment NSCLC Cohort 7
+ <2lines of prior systemic anticancer Cabozantinib 40mg QD PO + Extended enrollment® (N=30)
therapy for metastaic NSCLC  Mezolizumab 1200mgQ3WIV gy 5p) Objective response rate (80% CI), % 27 (16-40)
« ECOGPS0-1 (N=30) — p—
;RS NIRRT R Confirmation of initial results Partial 8027
ALK or ROS rearrangement, or rtial response (27)
BRAF V600E mutation were excluded Stable disease 17(57)
Progressive disease 4(13)
Table 4. Inmune-Related Adverse Events Not evaluable 1(33)
NSCLC Cohort 7 Disease control rate, n (%) 25(83)
(N=30) Duration of objective response, median (range), months 57(26-6.9)
Any Grade Time to objective response, median (range), months 14(1-4)
Any AE, n (%) 6 (20) 0 ; ; ; S5 ; : .
— Disease control rate = complete response + partial response + stable disease. ORR was similar between patients with 1vs 2 prior
Hyperthyroidism 1(33) 0 lines of therapy (PR/SD/PD/unknown 4/8/3/0 for 15 patients with 1 priorline and 4/9/1/1 for 15 patients with 2 prior lines).
Hypothyroidism 1(33) 0
Lipase increased 1(33) 0 Neal ASCO 2020
Myocarditis* 1(3.3) 0
Pain 133) 0 '{‘\‘ 2020 World Conference
Preumoiitic* 133) 0 L /) | on Lung Cancer Singapore
Rash ](33) 0 JANUARY 28-31, 2021 | WORLDWIDE VIRTUAL EVENT




1. Anti-angiogenesis:

ORR and DOR in EGFR-mt patients

100% - 71%
. 80% -+ g : y '
> % > Biomarker for anti-angiogenesis
40% - . ¢
S combination?
0% - ArmA Arm B ArmC
Atezo + bev

Atezo + CP +CP Bev +CP

——— D > In RCC, but not in NSCLC

(range), mo  (2.6-15.2) (2.8-18.0) (2.6-13.5)

The addition of bevacizumab to atezolizumab and chemotherapy almost doubled
the overall response rate and duration of response in EGFR-mt patients

e FGFR Others » Multiple kinase inhibitor + 1/0,
1 2 3 a B 1 2 3 4 : =
Sorafenb -+ + -+ - - - - CcKIT(#)FLT3() higher toxicity

L FLT3(+), c-KIT(+),
Sunitinb + + + - - - = - - RET(+)
Axitinib + + + - - - - - - c-KIT(+)
Vatalanib + + + - + - - - - c-KIT(+)

Nintedanib + + + + o+ o+ o+ + - FLT3(+), Src(+)
Pazopanib + + + + + + - + - c-KIT(+)

Vandetanib + + @+ - -+ - - - EGFR(+), RET(+)
] Apatinib  + = + - + + - - - FLT3(+)
| »g- Fuquintinib RET(+)
Anlotinib c-KIT(+




1. Anti-angiogenesis:

2. Selective AXL inhibitor
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IASLC ((( aE ))) 2020 World Conference wWcic2020:1ASLC.com | #WCLC20
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CONQUERING THORACIC CANCERS WORLDWIDE

A phase |l study of the oral selective AXL inhibitor
bemcentinib with pembrolizumab in refractory
patients with advanced NSCLC (abstract #3647)

Dr. Matthew Krebs, MB ChB, FRCP, PhD

The University of Manchester and The Christie NHS Foundation Trust
UK

Matthew Krebs, The University of Manchester and The Christie NHS Foundation Trust, UK JANUARY 28-31, 2021 | WORLDWIDE VIRTUAL EVENT
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Study Rationale

AXL drives tumor EMT and resistance to CTL-mediated tumor
cell killing?

AXL receptor tyrosine kinase is negatively prognostic in many
cancers including NSCLC?

AXL expression is associated with anti-PD-1 therapy failure in
melanoma patients®

AXL 1s expressed by immuno-suppressive tumor-associated M2
macrophages and dendritic cells*

Bemcentinib is a first-in-class highly selective, potent, oral small
molecule AXL kinase inhibitor

Bemcentinib reverses EMT, repolarizes TAMs and potentiates
immunotherapy in mouse models*

Probability of survival

Terry, 2010; ?Ishikawa, 2012, 3Hugo, 2016; Davidsen,2017; 4Ludwig, 2018, Davidsen, submitted

wcic2020.1ASLC.com

#WCLC20

CONQUERING .THORACIC CANCERS WORLDWIDE

10
0 | AXL IHC low (n=59)
80
60
AXL IHC high (n=29)
40 GASE GASS
20 ’
P <0.001 NSCLC=
0 T T T T T
0 12 24 36 48 60
Months after operation
AXL AXL

LITLIRRINNI
p———

Invasnon/’f— x

- Proliferation

suppressnon/ \ Migration

Survival EMT

JANUARY 28-31, 2021 | WORLDWIDE VIRTUAL EVENT
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CONQUERING THORACIC CANCERS WORLDWIDE

Stud__y Design

Cohort A Interim Analysis Final Analysis
Previously treated with a platinum- Cohort A Cohort A
containing chemotherapy Stage 1 Stage 2
CPl-naive N=22 patients N=48 patients
Demonstrable PD (each patient has the potential for at least 24 weeks (each patient has the potential for at least 24 weeks
follow-up) follow-up)
Cohort B Interim Analysis Final Analysis
» Previously treated with PD-L1 or PD-1 Cohorts B Cohorts B
inhibitor mono- therapy Stage 1 Stage 2
=12 weeks clinical benefit followed by N=16 patients N=29 patients
PD (each patient has the potential for at least 24 weeks (each patient has the potential for at least 24 weeks
follow-up) follow-up)
Cohort C Interim Analysis Final Analysis
» Previous 1%t line combination Cohorts C Cohorts C
checkpoint inhibitor + platinum doublet Stage 1 Stage 2
>12 weeks clinical benefit on 1 line N=13 patients N=29 patients
therapy followed by PD (each patient has thefg'(l)(t)enﬁal for at least 24 weeks (each patient has ﬂ‘efg'dbsv"ﬁ)fof at least 24 weeks
W-uU

JANUARY 28-31, 2021 | WORLDWIDE VIRTUAL EVENT




CohortB

Median treatment duration, weeks 8.9

Ongoing, n (%) 2(9)
Discontinued**, n (%) (5(1))
Radiologically evaluable 19
patients**, n (%) (86)

cAXL positive 7 (37)

cAXL negative 7 (37)

cAXL not evaluable or awaiting data 5 (26)

Patient / disease characteristics n=22
Male, n (%) 17 (77.3)
Age, median (range), years 63.5 (40-86)
Smoking history

Never smoked 0 (0)

Race, n (%)

White 20 (90.9)

Black 2(9.1)
ECOG PS, n (%)
0 8 (36.4)
1 14 (63.6)
Prior lines of treatment, median (range) 2 (1-3)

Prior platinum-based chemotherapy

Yes 12 (54.5)

No 10 (45.5)

Mutations, n (%)

4 (18.2)

2(9.1)

heng Kung University



CohortB

Patient summary / disposition

Previously reported PFS, Cohort B1 (Gabra, et
al. Next Gen IO Congress, 2020.):

1.004 ‘
HR=0.22 (95% Cl =0.04-1.26)

075 p value = 0.066
£
® Median: 4.73 mo
S 0.504
3 Median: —
= 1.87mo

0251

0 ! CAXL=ve m==
1 2 3 - 5 [ 7 [] 8 0 =

Median treatment duration, weeks 8.9
Ongoing, n (%) 2(9)
Discontinued**, n (%) (3(1))
Radiologically evaluable 19
patients**, n (%) (86)
cAXL positive 7 (37)
cAXL negative 7 (37)
cAXL not evaluable or awaiting data 5 (26)
Patient / disease characteristics n=22
Male, n (%) 17 (77.3)
Age, median (range), years 63.5 (40-86)
Smoking history
Never smoked 0 (0)
Race, n (%)
White 20 (90.9)
Black 2(9.1)
ECOG PS, n (%)
0 8 (36.4)
1 14 (63.6)
Prior lines of treatment, median (range) 2 (1-3)
Prior platinum-based chemotherapy
Yes 12 (54.5)
No 10 (45.5)
Mutations, n (%)
KRAS 4 (18.2)

2(9.1)

Clinical translational findings
Whole tumor gene expression of Cohort B1 patients benefiting from bemcentinib-pembrolizumab

RNAseq analysls identifies gene signatures from

@ EMT signatures - : .
AXL benefiting patients:
N TREM2 )
Increased AXL expression

« CCR7

5D
D Genes associated with tumor cell EMT
Presence of TREM2+ TAMs#2

Presence of CCR7+ mregDC1#3

Common gene signatures observed in Cohort A and B suggest
a common mechanism of immune suppression in intrinsic
(Cohort A) and acquired (Cohort B) resistance to CPls

Volcano Plot: Differential gene expression analysis of patients showing
benefit (n=5) vs patients with PD (n=3)
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Summary Of Key Points

C : Exhausted/Dysfunctional Ax]
I T<ell
- Bemcentinib-pembrolizumab combination well tolerated and % ity \,
clinically active in CPI-naive and CPl-refractory cAXL+ o (

NSCLC

. Bemcentinib may reverse acquired resistance to checkpoint el Rsnan: o

3
A
inhibition by targeting AXL+ TREM2 macrophages and
regulatory DCs y
EMT |
- Recruitment ongoing in CPl-refractory and chemo-CPI- é ‘
refractory patient populations :

- Findings support further development of AXL inhibition with Lung tumos =S '

bemcentinib to extend efficacy of immunotherapy in

biomarker-selected refractory NSCLC Proposed mechanism (Spicer, et al. SITC, 2020): AXL+ suppressive
myeloid cells drive T cell dysfunction/exhaustion; bemcentinib inhibition of

AXL reverses this state of immune suppression in the microenvironment, and
promotes checkpoint inhibitor re-engagement




a Promote immune activation and/or T cell priming b Attack the TME
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Promote immune activation

a Promote immune activation and/or T cell priming b Attack the TME
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Take home message:

1.Chemo+l/O provided better ORR and PFS
- The choice of first line I/O depends on OS, DOR, and other specific situation

( BM, liver metastasis, Post-TKI, bulky disease ,and elderly patients)

2.What is the key issue in developing new 1/0 strategy?
- 1/O with other I/O or anti-angiogenesis as first line, KN598, N/I or N after TKI
- 1/O with other I/O or anti-angiogenesis after failure of I/O-Biomarker?

A College of Medicine, National Cheng Kung University
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