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Approvals for first-line immunotherapy
in m NSCLC EMPOWER-Lung 3 -
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Treatment landscape for mMNSCLC has evolved
with several treatment options

For tumors without a molecular driver:

PD-L1 250% PD-L1 <50%

« Checkpoint inhibitor alone » Checkpoint inhibitor alone (?)
* Chemotherapy plus checkpoint « Chemotherapy plus checkpoint
inhibitor inhibitor
* 1-O/I-O combination (?) * |-O/I-O combination
MD Anderson
anecexCenter

Making Cancer History” Adapted from Dr. Borghaei



MNSCLC with PD-L1 > 50%
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Phase 3 RCT KEYNOTE-024

Key eligibility criteria
Untreated stage [V NSCLC
PD-L1TPS = 50%
ECOGPSOor1
No activating EGFR mutation or ALK
translocation
No untreated brain metastases
No active autoimmune disease requiring
systemic therapy

Pembrolizumab
200 mg IV Q3W
(2 years)

Platinum-Doublet
Chemotherapy
(4 to 6 cycles)

Kej endpoints
Primary: PFS (RECIST v1.1 per blinded,
independent central review)
Secondary: 0S, ORR, safety
Exploratory: DoR

Pembrolizumab

200 mg Q3W
for 2 years

701 1 36-month rate 1 48-month rate 160-month rate
60- 143.7% 135.8%
53 Y.,
P N 1 [ SR - —— i o i
o 1
40 |
30 ! | Pembrolizumab
L !
| | |
201 . B ,
104 : | ! Chemotherapy
0 T T T T T ! T ! T ! T 1
0 6 12 18 24 30 36 42 48 54 60 66 72
) Time, months
THE UNIVERSITY OF TEXAS No'.atns'(
Pembrolizumab 154 121 106 89 78 73 66 62 54 51 20 0 0
I\/ ID AIldel SON Chemotherapy 151 108 80 61 48 44 35 33 28 26 13 3 0

arncerCenter
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Pembrolizumab is not the only option in this
disease space

PD-L1  Nopts months SISO, ACEE R
(HR) ° ¢
KEYNOTE-024 12 Pemb;g"zum ZTS'?)?/O 154 (HFZ{%%Z) 43,7 31,9 (HR7 ’07_ 50) 46,1
IMpower-110 34 Atezolizumab T(I3c?3or 107 (HIiOO,.276) 38 (ng 259) 40,2
Empower-Lung 01 %6 Cemiplimab 22330 284 (HI§6O,.157) 40 (HR8,C;I.51) 46.5

I\/ID Anderson
Q—aﬂeeb Center
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Reck M et al, NEJM 2016; Reck M et al. J Clin Oncol. 2021
Herbst RS et al NEJM 2020; Jassem J et al. JTO 2021
Ahmet S et al. Lancet 2021; Ozguroglu M, et al ESMO22



EMPOWER-Lung 1: Cemiplimab

fKey Eligibility Criteria \ Optional »
« Treatment-naive advanced NSCLC Arm A continuation of
« PD-L1 250% Cemiplimab monotherapy IV I
o mmme 350 ma Q3W cemiplimab + 4
*No EGFR, ALK or ROS1 mutations mg cycles of
«ECOGPS 0 or 1 Treat until PD or 108 weeks o
chemotherapy >
» Treated, clinically stable CNS metastases R 1:1 g J 2
and controlled hepatitis B or C or HIV ' =
(T8
wereallowed ArmB Optional crossover
Stratification Factors: — 4;6 cyfrlles of investigator’s choice t:] g::::ﬂirl:ab
* Histology (squamous vs non-squamous) SLlLIE 2 Py
\. Region (Europe, Asia or ROW) )
Endpoints:
N=710 * Primary: OS and PFS
Five interim analyses were prespecified per protocol * Secondary: ORR (kGY)v DORv HRQoL and Safety
MD Anderson
arnecerCenter Sezer, ESMO 2020
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Cemiplimab: EMPOWER-Lung 1 Trial

T Crossover: PD-L1250% ITT
74%
No. of Median OS (95% Cl) No. of Median OS (95% ClI)
Patients mo Patients mo
1.0 Cemiplimab 356 22.1(95% Cl, 17.7-NE) 1.0 Cemiplimab 283 Notreached (95% Cl, 17.9-NE)
0.9 1 Chemotherapy 354 14.3 (95% Cl, 11.7-19.2) 0'9 1 Chemotherapy 280 14.2 (95% Cl, 11.2-17.5)
s HR, 0.68 (95% Cl, 0.53-0.87); P=0.0022 s HR, 0.57 (95% Cl, 0.42-0.77); P=0.0002
= 08 - = 0.8 1
2 2
2 0.7 2 07- :
T 0.6 - : S 06 A I
(] (]
3 05 - I 3 05 - Cemiplimab
s I Cemiplimab 5 |
> 0.4 4 > 0.4 4 I
£ ; = I
5 037 12-mo OS (95% CI), % ! 24-mo 0S (95% CI), % Chemotherapy 5 031 12-m00S (95% Cl),% | 24-mo OS (95% CI), % Chemotherapy
S 024 70.3 (64.4-75.4) : 486 (39.2-57.3) | S 024 724 (65.6-78.1) 1 504 (36.4-62.9) |
& 514 Vs | Vs : & 51 - Vs | Vs !
' 557 (49.2-617) | 207(188-414) | ' 53.9 (46.2-61.1) : 27.1 (13.7-42.5) :
O L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] 1 O L] L] L] L] L] L] L] L] L] L] L] L] L] L] L] 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
No. at risk Month No. at risk Month
Cemiplimab 356 304 254 223 198 147 120 87 71 48 37 27 18 8 3 1 0 Cemiplimab 283 244 203 177 154 108 83 5 42 24 18 15 10 6 3 1 0
Chemotherapy 354 303 254 205 172 126 93 73 52 41 27 12 7 4 3 0 O Chemotherapy 280 239 198 153 125 87 57 41 25 15 11 6 4 2 1 0 0
Median duration of follow-up: Median duration of follow-up:
Cemiplimab = 13.1 months (range: 0.1-31.9) Cemiplimab = 10.8 months (range: 0.1-31.9)
THE UNIVERSITY OF TEXAS Chemotherapy = 13.1 months (range: 0.2-32.4) Chemotherapy = 10.2 months (range: 0.2-29.5)
MD Anderson
ancexrCenter

_ Sezer A, et al. Ann Oncol. 2020;31(suppl): abstract LBA52.
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EMPOWER-Lung 1 by PD-L1 Expression
PD-L1 Expression Levels Correlate With OS and PFS (N=475)
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emiplimab (N= emotherapy (N= emiplimab (N= emotherapy (N=
Cemiplimab (N=238) Ch th (N=237) Cemiplimab (N=238) Chemoth (N=237)
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MD Anderson
CancexrCenter HR, hazard ratio; NE, not evaluable; NR, not reached; OS, overall survival; PD-L1, programmed cell death-ligand 1; PFS, progression-free survival.
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Kilickap S, et al. WCLC 2020. Abstract OA01.03.



EMPOWER Lung 1: Responses by PD-L1

expression level

PD-L1 expression levels correlate with tumor responses

Objective Response Rate

39.5% 38.8%
45 o 35.3% 1 (95% Cl: (95% Cl:
(95% Cl: I 28.4-51.4) 28.1-50.3)
= g'g 29.2-41.7) ! (23-0%
- 95% Cl:
£ 38 | 18739 1) 21.4%
30 = " 1)

< = 17.7% | (95% Cl: 16.7% o
X o 25- (95% ClI: 1 13.2-31.7) 9 14.8%

v o CII i (954 Cl: (95‘7 Cl:
S & 20=- 13.1-23.2) | 8.9-27.3) S
= . i 7.9-24.4)
T g 15- I

- [

= § 10 I

5 :

O= } T T
> 50% >50%to<60% =260% to<90% > 90%
Overall PD-L1 Expression Tertile
M Cemiplimab PD-L1 > 50% B Chemotherapy PD-L1 > 50%

M Cemiplimab PD-L1 > 50% and < 60% Chemotherapy PD-L1 = 50% and < 60%
M Cemiplimab PD-L1 > 60% and < 90% Chemotherapy PD-L1 > 60% and < 90%
l Cemiplimab PD-L1 > 90% B Chemotherapy PD-L1 > 90%

K/IDEAhderson
CancexrCenter

Making Cancer History”

Median % A in
Tumor Size (LOCF)

-10 =

Tumor Size Reduction

Chemotherapy PD-L1 > 50% and < 60%

Cemiplimab PD-L1 = 50%

Cemiplimab PD-L1 > 60% and < 90%

Cemiplimab PD-L1 2 90%
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Mos

Sezer A et al. Lancet 2021



Adding chemotherapy after cemiplimab monotherapy
progression in PD-L1>50% mNSCLC may confer benefit

First-line cemiplimab monotherapy and
continued cemiplimab beyond progression
plus chemotherapy for advanced non-
small-cell lung cancer with PD-L1 50% or
more (EMPOWER-Lung 1): 35-month
follow-up from a mutlicentre, open-label,
randomised, phase 3 trial

VERSITY OF TEXAS

\ IDAndeI sSOnN
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Table 2. Tumour response in patients receiving continued cemiplimab beyond progression

(n=64), before and after initial progression

Initial cemiplimab After added
monotherapy chemotherapy
Best overall tumour response
Complete response 0 3 (5%)
Partial response 19 (30%) 17 (27%)
Stable disease 28 (44%) 35 (55%)
Non-complete response or non- 0 0
progressive disease
Progressive disease 13 (20%) 9 (14%)
Not evaluable 4 (6%) 0
Objective response rate (95% CI) 19 (30%; 19-42) 20(31%; 20-44)

Data are n (%), unless otherwise indicated.

Ozguroglu et al. Lancet Onc 2023



Impact of anti-CTLA-4 in PD-L1 > 50% mNSCLC: The
KEYNOTE-598 P3 trial

THE UNIVERSITY

Overall Survival

0 v - - . . v v v
0 6 12 18 24 30 36 42 48
No. at risk Time, mo
Pembo + l?. 284 223 180 155 135 84 30 2 0
Pembro+Pbo 284 230 1952 161 137 88 33 D 0
Events, Median OS HR
n (%) (95% CI) (95% CI)
Pembro + Ipi 173 (60.9) 21
(17.1-27.4) 1.05
Pembro + Pbo 176 (62.0) 2.7 (0.85-1.29)
(19.0-26.8)

MDA_I ANANC L OV L
CancexrCenter
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PFS, %

Progression-Free Survival®

0 T v v v v . s n g .
0 6 12 18 24 30 36 42 48
Mo, ot riek Time, mo
Pembo + Ipi 284 148 103 71 &0 30 8 « 0 0
Pembro + ?‘b-'r 284 157 1056 ) 55 L | " 3 0
Events, Median PFS HR
n (%) (©@5%Cl)  (95%Cl)
Pembro + Ipi 198 (69.7) 82
(6.1-10.6) 0.99
Pembro + Pbo 203 (71.5) 84 (0.81-1.21)
(6.3-10.5)

Boyer, JCO,2021; Rodriguez-Abreau, ELCC 2022



PD-L1 all comers and <50%
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KEYNOTE-189 Study Design (NcTo2578680)

Key Eligibility Criteria

Untreated stage IV
nonsquamous NSCLC

No sensitizing EGFR or ALK
alteration

ECOG PS 0O or1

Provision of a sample for PD-
L1 assessment

No symptomatic brain
metastases

No pneumonitis requiring
systemic steroids

Stratification Factors

* PD-L1 expression
(TPS2 <1% vs 21%)

Pembrolizumab 200 mg +
Pemetrexed 500 mg/m? +
Carboplatin AUC 5 OR
Cisplatin 75 mg/m?

Q3W for 4 cycles

Placebo (normal saline) +
Pemetrexed 500 mg/m? +
Carboplatin AUC 5 OR
Cisplatin 75 mg/m?

Q3W for 4 cycles

Pembrolizumab
200 mg Q3W for

up to 31 cycles
+

Pemetrexed
500 mg/m2 Q3W

Placebo (normal saline)
for up to 31 cycles
+
Pemetrexed
500 mg/m2 Q3W

30% PDL1>50%

* Platinum
(cisplatin vs carboplatin)
« Smoking history
I\/I (never VS formerlcurrent)

Pembrolizumab PDb
200 mg Q3W

for up to 35 cycles

WWL&@KE membranous PD-L1 staining assessed using the PD-L1 IHC 22C3 pharme assay. PPatients could crossover during the induction or maintenance phases. To
\pq( ellqll%!e fo [,Grossover, PD must have been verified by blinded, independent central radiologic review and all safety criteria had to be met.

N.er



KEYNOTE-189 in ITT and PD-L1 >50%

MNSCLC

ITT Population

A Events, HR 5-Year OS Rate, % B
Treatment Group No. (%) (95% ClI) (95% Cl)
100 - Pembrolizumab + chemo 329 (80.2) 0.60 19.4 (15.7 to 23.4) 100
90 - Placebo + chemo 183 (88.8) (0.50 to 0.72) 11.3 (7.4 to 16.1) 90
80 - 80
- 7
— 70 : Median (95% Cl) o 0
=) 60 : 145.7 22.0 months (19.5 to 24.5 months) o 60
= 50 : 10.6 months (87 to 13.6 months) = &0
Py NG i i Py
© 40 - : : o 40
30 : 30
20 - : 20
10 - é 10
0 T T T T T T 0
0 12 24 36 48 60 72
Time (months)
No. at risk: No. at risk:
Pembrolizumab 410 283 184 126 95 77 0 Pembrolizumab
+ chemo + chamo
Placebo 206 98 55 34 27 22 0 Placebo
+ chemo + chemo

THE UNIVERSITY OF TEXAS

MD Anderson
CancexrCenter

Making Cancer History”

PD-L1>50%

Events, HR 5-Year OS Rate, %
Treatment Group No. (%) (95% CI) (95% CI)
_ Pembrolizumab + chemo 92 (69.7) 0.68 29.6 (22.0 t0 37.6)
_ : Placebo + chemo 56 (80.0) (0.491t00.96) 21.4(12.7 t0 31.6)
_ . Median (95% CI)
- 2 a7 1437 27.7 months (20.4 to 38.2 months)
: : : 30.0 10.1 months (7 5 to 22.0 months)
: R TR OREE
: - 49 6
7 : : ;271 1214
i l 1 I I 1
0 12 24 36 48 60 72
Time (months)
132 95 67 56 44 37 0
70 34 26 21 19 15 0

Garassino MC et al JCO 2023



KEYNOTE-189 in low and negative PD-L1
MNSCLC

PD-L1 1-49%

Events, HR 5-Year OS Rate, %
Treatment Group No. (%) (95% ClI) (95% CI)
Pembrolizumab + chemo 104 (81.3) 0.65 19.8 (13.4 to 27.1)
Placebo + chemo 54 (93.1) (0.46t0 0.90) 7.7 (2.5to0 16.6)

Median (95% Cl)
44.3 21.8 months {17.7 to 25.6 months)
12.1 months (8.7 to 19.4 months)

100
90 -
80 - 711
50.0
70 -
:\5 i :
o 40 —
30
20 A
10
0 T
0 12
No. at risk:
Pembrolizumab 128 91
+ chemo
Placebo 58 23
+ chemo

THE UNIVERSITY OF TEXAS

MD Anderson
CancexrCenter
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24 36 48 60 72

Time (months)

56 36 28 25 0

D

100

90

80

70

S 60

. 50

o 40

30

20

10

0

No. at risk:

Pembrolizumab
+ chemo
Placebo
+ chemo

i 63.4

PD-L1 < 1%

Events, HR 5-Year OS Rate, %
Treatment Group No. (%) (95% CI) (95% CI)
Pembrolizumab + chemo 113 (85.0) 0.55 9.6(5.3to 15.6)
Placebo + chemo 58 (92.1) (0.3% to 0.7€) 53(1.4t0 13.2)

139.3

Med an (95% CI)
17.2 months (13.8 to 22.8 months)
10.2 months (7.0 to 13.5 months)

12

24 36 438 60 72

Garassino MC et al JCO 2023



Outcomes in Patients Who Completed 35 Cycles
of Pembrolizumab

.Qo.
mn

A CR

A PR

A SD

®PD

M Death

M First-course treatment
First-course follow-up

* Second-course pembrolizumab

* Began subsequent therapy

12

18 24 30 36 42 48 54

Time (months)

n =57
ORR (95% Cl),2%

Best overall response, n (%)

86.0 (74.2-93.7)

CR 8 (14.0)
PR 41 (71.9)
3 b
md'a“ DOR (range), 57.7 (4.2 to 68.3+)

3-y OS rate after

(o)
completing 35 cycles¢ 71.9%
Alive without PD or
subsequent therapy, n 23 (40.4)

(%)

aPer RECIST version 1.1 by BICR. "Kaplan-Meier estimate. ¢Approximately 5
years after randomization. Data cutoff date: March 8, 2022.

Garassino MC et al JCO 2023



Clinical Utility of Prespecified bTMB Cutpoint of 15 mut/Mb: Pembro-
CT improved outcomes vs PBO-CT for bTMB 215 and <15 mut/Mb

0S PFS ORR
100 - HR: 0.61 100 - HR: 0.35 100 -
804 95% Cl: 0.36-1.06 80+ 95% Cl: 0.21-0.57 -
. O 75 1 0
X 60— R 6o- Median (95% Cl) 2 49%
°. & 8.3 (4.9-14.1) 3 |
>15 mut/Mb @ _ L - 4.7 (2.8-5.5) =2
o 40 40 . 11%
Median (95% Cl) o o
20—20.4 (17.4-NE) 20— o 297
9.7 (7.6-NE)
0 T T T T T T 1 0 T T T T T T 1 0 .
0O 4 8 12 16 20 24 28 32 0O 4 8 12 16 20 24 28 32 Pembro + Placebo +
. . Chemo Chemo
No. at Risk Tlme’ months No. at Risk Time, months N =70 N =28
70 57 53 49 45 31 10 2 0 70 49 35 27 23 M1 6 0 0
28 24 17 13 9 7 5 0 0 28 17 5 0 0 0 0 0 O
100 HR: 0.64 100 HR: 0.50 100 -
80 95% Cl: 0.41-0.99 80— 95% Cl: 0.34-0.73 -
5 ]
5e _ 3 _ Median (95% ClI) °
15 mut/Mb @ 60 5 60 7.0 (6.2-9.7) 5 40%
<lo mu 8 40 L 40- 4.7 (4.0-5.3) < 19%
Median (95% Cl) o @
204177 (12.2-NE) 204 x 25 -
8.0 (6.5-18.8)
0 T T T T T T 1 0 — T T T T T T 1 0
e v ReiTy O TexAs 0 4 8 12 16 20 24 28 32 0 4 8 12 16 20 24 28 32 bembro - Slacebo +
MDD AI]CIGI‘S()&] . Time, months _ Time, months Chemo Chemo
~_ . Ve _ No. at Risk No. at Risk N = 00 N =47
arcer(Center’y s 0 s 4 32 13 3 o 0 70 5 39 24 10 5 0 0
47 38 23 20 16 10 5 1 0 47 31 12 6 3 1 0 0 0
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KEYNOTE-407 Study Design (NCT02775435)

Key Eligibility Criteria

Untreated stage IV NSCLC
with squamous histology

ECOGPSOor1

Provision of a sample for
PD-L1 assessment

No symptomatic brain
metastases

No pneumonitis requiring
systemic steroids

THE UNIVERSITY OF TEXAS

I\/ID Anderson
CancexrCenter

Making Cancer History”

Pembrolizumab 200 mg Q3W +
Carboplatin AUC 6 Q3W +
Paclitaxel 200 mg/m2 Q3W OR
nab-Paclitaxel 100 mg/m2 Q1W

for 4 cycles (each 3 wk)

Placebo (normal saline) Q3W +
Carboplatin AUC 6 Q3W +
Paclitaxel 200 mg/m2 Q3W OR
nab-Paclitaxel 100 mg/m2 Q1W

for 4 cycles (each 3 wk)

Pembrolizumab
200 mg Q3W

for up to 31 cycles

Optional Crossover®
Placebo ’ ’

(normal saline) Q3W Pembrolizumab

200'mg Q3W

for up to 31 cycles
cycles

10r up to 59

Paz-Ares L et al. NEJM, 2018



KEYNOTE-407 in ITT and PD-L1 >50%

ITT Population

MNSCLC

5-Year OS Rate, %
(95% ClI) 100

Pembrolizumab plus chemo 225 (80.9)

Treatment Group
100
90 o Placebo plus chemo
80 A -64.7%
70 - 249.6":“0
S 60 -
o 50 1
o 40 —
30 -
10 :
T i
0 12 24
No. at risk:
Pembrolizumab 278 180 100
plus chemo
Placebo 281 137 84
plus chemo

AV AL 7 L ALIAINAN L O\J1L L
N ™~
—arncer(Center
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Time (months)

18.4 (13.8 to 23.4) 90
9.7 (6.5 to0 13.7) 80
" 70
Median, months (95% Cl) —
(=)
17.2 (14.4 t0 19.7) é 60
11.6 (10.1 to 13.7) w 50
o 40
30
20
10
1 I
60 72
No. at risk:
Pembrolizumab
plus chemo
10 0
Placebo
plus chemo
7 0

PD-L1>50%

Placebo plus chemo

Treatment Grou Events, HR 5-Year OS Rate, %
P No.(%)  (95%Cl) (95% CI)
Pembrolizumab plus chemo 56 (76.7) 0.68 23.3(14.4t0 33.5)

65 (89.0) (0.47:00.97) 8.3(3.2to 16.4)

Median, months (95% Cl)
19.9(122t025.2)

:37.6% : 23,19 11.5(7.5t0 17.1)

:23.3%
:8.3%

36 48 60 72

Time (months)

27 18 2 0

16 10 3 0

Novello S et al JCO 2023



KEYNOTE-407 in PD-L1 low and negative

MNSCLC

C PD-L1 1-49%

D

Treatment G Events, HR 5-Year OS Rate, %
VISR, No.(%)  (95%Cl)
100 Pembrolizumab plus chemo 82 (79.6) 0.61 20.6(13.2t0 29.0) 100
90 Placebo plus chemo 95 (91.3) (0.451t0 0.83) 7.6 (3.510 13.8) 90
80 — +66.0% 80
+53.4% Median, months (95% CI)
70 ;5.4 e . 70
? 60 18.0 (13.6to 22.8) —; 60
2 e : 13.1(9.110 15.2) = =
N all s dnsisnsnsseene D Tl (A i e O L L R U i L N
© 40 4 ; o 40
20 ~ 30
20 - : _ ' 20
10 : : ; ; b 10
I 1 1 I 1 1
0 12 24 36 48 60 72
Time (months)
No. at risk: No. at risk:
Pembrolizumab 103 68 40 32 24 5 0 Pembrolizumab
plus chemo plus chemo
Placebo 104 55 26 18 10 1 0 Placebo

plus chemo

THE UNIVERSITY OF TEXAS

MD Anderson
CancexrCenter
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plus chemo

PD-L1<1%

=T R Events, HR 5-Year OS Rate, %
i i s No. (%) (95% C1) (95% Cl)

Pembrolizumab plus chemo 83 (87.4) 0.83 10.7 (4.8 t0 19.2)

Placebo plus chemo 85(85.9) (0.611t01.13) 13.1(7.31020.7)

:164.2% Median, months (95% Cl)
+45.1%

15.0(13.2 10 19.4)
11.0 (8.7 to 13.8)

~1 515.833 5107|L
- +13.1% *13.1%
: -._._-"i.l..u_.l.n.tmy_l

1 1 ; 1 ; 1

0 12 24 36 48 60 72
Time (months)

95 61 28 21 15 3 0
99 a4 31 15 12 3 0

Novello S et al JCO 2023



Outcomes in Patients Who Completed 35 Cycles
of Pembrolizumab

Patients

18

24

* <l
-
°
|
L
a
»
° *
L
* |
° * |
»*
L ]
»
| |
* »*
* |
|
* |
30 36 42

Time (months)

54

66

72

A CR
A PR
A SD
® PD
B Death

I First-course treatment

Second-course

x pembrolizumab
First-course follow-up

Began subsequent
therapy

n=255
ORR (95% Cl),2% 90.9 (80.0-97.0)

Best overall response, n (%)
CR 9 (16.4)

PR 41 (74.5)

Median DOR (range), mo NR (7.1 to 61.5+)

3-y OS rate after .
completing 35 cycles® 69.5%
Alive without PD or

subsequent therapy, n (%) 24 (43.6)

Novello S et al JCO 2023



EMPOWER-Lung 3 (NCT03409614)

Background: Cemiplimab (a high-affinity, fully human anti—-PD-1) is approved as first-line monotherapy for
advanced NSCLC with PD-L1 250% (EMPOWER-Lung 1 Study?)

[Key eligibility criteria \ Arm A
« Treatment-naive advanced NSCLC (non-squamous Cemiplimab 350 mg Q3W + PD or 108 weeks
and squamous histology; Stage lllb/ct, IV) investigator’s choice platinum- [ J
* Any PD-L1 expression doublet chemo Q3W for 4 cycles$

* No EGFR, ALK, or ROS1 mutations

« ECOGPS0or1

* Treated, clinically stable CNS metastases
Stratification factors

Follow-up

« PD-L1 expression: <1% vs 1-49% vs 250% Placebo Q3W + investigator’s PD or 108 weeks
\- Histology: non-squamous vs squamous ) choice platinum-doublet chemo
Q3W for 4 cycles®
Endpoints h
. FI)Drimary: 0S N=466
*  Key secondary: PFS and ORR Two interim analyses were prespecified per protocol

*  Additional secondary: DOR, BOR, safety, and PRO Second interim analysis (14 June 2021) presented here

THE UNIVERSITY OF TEXAS

MD Anderson
arncerCenter

Making Cancer History” Gogishvili M, et al. Nat Med. 2022



2-Yr Follow-Up EMPOWER-Lung 3 Part 2: OS and PFS

1.0 H
0.9 4
0.8 4
0.7 4
0.6 4
0.5 4
0.4 +
0.3 H
0.2 H
0.1+
0.0 o

Probability of OS

142.7%
27.2%

Hazard ratio (95% ClI):

0.65 (0.51-0.82)

p =0.0003
I

Median OS (95% Cl),
21.1 (15.9-23.5) vs

12.9 months (10.6-15.7)

T T
0 2

Number of patients at risk
256 233
12

Cemiplimab + chemotherapy 312 289
Placebo + chemotherapy 154 141

B

Cemiplimab + chemo
(OS events/patients)

All patients

Age group
<65 years
265 years

Sex
Male
Female

Race
White
Non-White

Histology
Squamous
Nonsquamous

PD-L1 level
<1%
1-49%
250%

ECOG performance status
0
1

Geographic region
Europe
Asia

Brain metastasis at baseline
Yes
No

Cancer stage at screening
Locally advanced
Metastatic

MD
———

Making Cancer History”

Smoking history
Smokers
Non-smokers

T T
4 6

269
126

180/312

100/184
80/128

155/268
25/44

155/267
25/45

79/133
101/179

66/95
62/114
52/103

15/51
163/259

157/270
23/42

12/24
168/288

21/45
159/267

155/269
25/43

T
10

210

89

Placebo + chemo

T T T T
12 14 16 18 20 22 24 26
Month

195 180 160 154 145 121 94 i)
75 64 57 48 40 34 31 19

Hazard ratio

32 34 36
5 2 0
0 0 0

0.65 (0.51-0.82)

0.53 (0.39-0.72)
0.81 (0.55-1.18)

0.55 (0.42-0.71)
0.98 (0.54-1.78)

0.61(0.47-0.78)
0.81(0.38-1.74)

0.61(0.42-0.87)
0.64 (0.47-0.88)

0.94 (0.62-1.42)
0.50 (0.34-0.74)
0.56 (0.36-0.86)

0.24 (0.12-0.51)
0.70 (0.54-0.90)

0.61(0.48-0.79)
0.78 (0.36-1.69)

0.29 (0.11-0.75)
0.65 (0.51-0.83)

0.50 (0.27-0.95)
0.64 (0.49-0.83)

0.58 (0.45-0.75)
0.85 (0.45-1.62)

(OS events/patients) (95% ClI)

111/154 e

70/94 —e—i

41/60 e
92/123 —e—i

19/31 —a—
102/138 —e—i

9/16 ——t——

47167 —e—i

64/87 —e—i

34/44 e

43/61 —e—i

34/49 —e—i

14/18 —————i
96/134 —e—i
102/138 —e—i

9/16 —1

717 —_—————

104/147 —o—i

18/24 ——e——i|
93/130 —e—i
96/130 —e—i

15/24 —

0.1 1 10
< 4

< >
Cemiplimab + chemo better Placebo + chemo better

Cemiplimab + chemotherapy 312

1.0
0.9
0.8
0.7
0.6
0.5
0.4
0.3
0.2
0.1
0.0

Probability of PFS

1 38.7%
1 16.1%

1 19.7%
1 3.6%

Hazard ratio (95% Cl):

0.55 (0.44-0.68)

p <0.0001
1

Median PFS (95% ClI),
8.2 months (6.4-9.0) vs
5.5 months (4.3-6.2)

T T

0 2

T T

Number of patients at risk

Placebo + chemotherapy 154

B

Cemiplimab + chemo
(PFS events/patients)

All patients

Age group
<65 years
265 years

Sex
Male
Female

Race
White
Non-White

Histology
Squamous
Nonsquamous

PD-L1 level
<1%
1-49%
250%

ECOG performance status
0
1

Geographic region
Europe
Asia

Brain metastasis at baseline
Yes
No

Cancer stage at screening
Locally advanced
Metastatic

Smoking history
Smokers
Non-smokers

280
134

4 6
247 194
107 66

234/312

134/184
100/128

203/268
31/44

208/267
26/45

109/133
125/179

77/95
87/114
70/1038

28/51
204/259

211/270
23/42

18/24
216/288

30/45
204/267

205/269
29/43

146 125

110 96 82

38 29 20 15 14

133/154

84/94
49/60

107/123
26/31

119/138
14/16

57/67
76/87

39/44
55/61
39/49

15/18
116/134

119/138
14/16

717
126/147

23/24
110/130

113/130
20/24

Placebo + chemo
(PFS events/patients)

Month

75 68 51
12 9 5

Hazard ratio
(95% CI)

e

T

24 26
37 34
3 3

ow
<
co

0.55 (0.44-0.68)

0.50 (0.38-0.66)
0.60 (0.42-0.85)

0.48 (0.38-0.62)
0.71 (0.42-1.20)

0.55 (0.44-0.69)
0.53 (0.28-1.02)

0.56 (0.41-0.78)
0.53 (0.39-0.71)

0.73 (0.50-1.08)
0.48 (0.34-0.68)
0.48 (0.32-0.72)

0.20 (0.10-0.42)
0.60 (0.48-0.76)

0.55 (0.44-0.70)
0.48 (0.25-0.95)

0.61 (0.25-1.48)
0.54 (0.43-0.70)

0.34 (0.19-0.61)
0.58 (0.46-0.74)

0.52 (0.41-0.66)
0.66 (0.37-1.17)

0.
&

1

1

10
NG

< »
Cemiplimab + chemo better Placebo + chemo better



2-Yr Follow-

THE UNIVERS

MD /£

Up EMPOWER-Lung 3 Part 2. Tumor Response

A : 63.4% : 36.3%
2 1.0 o ' 32.3% 19.7%
S 094 : ; .
2 o8 : : Median DOR (95% CI),
2 ’ { :
> 07- : ! 16.4 months (13.1-18.9) vs
'S, 06— : : 7.3 months (4.2-11.3)
§ o0s5- : a
S 04 ! :
£ 03+ :
5 : : ;
g 02+ : All patients (N = 466)
a 014 :
0.0 i 60
: T T T T T T T T T T T T T T T T T T T 53.4 (55/1 03)
0O 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Number of patients at risk Month 50 a
Cemiplimab + chemotherapy 136 135 133 113 106 95 82 72 66 57 40 30 25 13 1 1 1 0 0 43.0 (49/114)
Placebo + chemotherapy 34 27 16 13 1" 8 7 7 5 4 2 2 1 1 0 0 0 0
2
° 33.7 (32/95)
B Cemiplimab + chemo, Placebo + cherno, . BN RO
responders/patients responders/patients Odds ratio o 30 - h 26.5 (13/49)
(ORR, %) (ORR, %) (95% CI) 4
All patients 136/312 (43.6) 34/154 (22.1) — i 2.82 (1.80-4.41) (o) 20.5 (9/44) 19.7 (12/61)
Age group 20
<65 years 82/184 (44.6) 22/94 (23.4) e 2.63 (1.50-4.60)
265 years 54/128 (42.2) 12/60 (20.0) — e 2.92 (1.42-6.02)
10
Sex
Male 117/268 (43.7) 23/123 (18.7) e 3.40 (2.02-5.63)
Female 19/44 (43.2) 11/31 (35.5) b e 1.38 (0.54-3.56) 0
Race
White 116/267 (43.4) 30/138 (21.7) L. 2.77 (1.73-4.43) 1-49
Non-White 20/45 (44.4) 4/16 (25.0) et e 2.40 (0.67-8.59) .
o PD-L1 expression, %
Squamous 62/133 (46.6) 18/67 (26.9) —————i 2.38 (1.26-4.50) o
Non-squamous 74/179 (41.3) 16/87 (18.4) i 3.13 (1.69-5.81) Cemiplimab + chemotherapy, n = 312 M Placebo + chemotherapy, n = 154
PD-L1 level
<1% 32/95 (33.7) 9/44 (20.5) e 1.98 (0.85-4.61)
1-49% 49/114 (43.0) 12/61 (19.7) S —_—— 3.08 (1.48-6.40)
250% 55/103 (53.4) 13/49 (26.5) b e 3.17 (1.51-6.67)
ECOG performance status
0 30/51 (58.8) 5/18 (27.8) ——————e———— 3.71(1.15-12.00)
1 106/259 (40.9) 28/134 (20.9) e 2.62 (1.62—4.26)
Geographic region
Europe 117/270 (43.3) 30/138 (21.7) ———i 2.75 (1.72-4.41)
Asia 19/42 (45.2) 4/16 (25.0) —_——————————— 2.48 (0.69-8.95)
Brain metastasis at baseline
Yes 6/24 (25.0) 2/7 (28.6) 0.83 (0.13-5.47)
No 130/288 (45.1) 32/147 (21.8) e 2.96 (1.88-4.66)
Cancer stage at screening
Locally advanced 26/45 (57.8) 7/24 (29.2) e 3.32 (1.15-9.60)
Metastatic 110/267 (41.2) 27/130 (20.8) i 2.67 (1.64—4.36)
Smoking history
Smokers 117/269 (43.5) 28/130 (21.5) e 2.80 (1.73-4.54)
Non-smokers 19/43 (44.2) 6/24 (25.0) [ 2.38 (0.79-7.15)
X 1 1

e
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Camel: Camrelizumab + Chemo in 1L in Non-
Squamous mMNSCLC

Objective: Camel is a randomized, open-label, multicenter, phase 3 trial of camrelizumab + carboplatin and
pemetrexed vs chemotherapy alone in chemotherapy-naive patients with advanced non-squamous NSCLC

Overall Survival (all patients)

Median OS, 27.9 vs 20.5 months

Primary analyses
Events, 44.9% vs 54.6%

Hazard ratio, 0.73 (95% CI 0.55-0.96); one-sided p = 0.0117

100

801

60

401

Overall survival (%)

201

0-

Chemotherapy

Camrelizumab plus
chemotherapy

T ]
0 4
No. at risk

205 196
186

\ IL§K1}Q@1 so7n
ancexrCenter

Making Cancer History”

8

Time since randomization (months)

178
158

1
12
149
133

1
16
132
112

T
20
107
84

]
24
53
37

28

8
10

Overall Survival in PD-L1 Positive Patients

Camrelizumab plus

chemotherapy Shemotuerany
Events 38.4% 49.6%
Median OS NR 23.7 months

Hazard ratio

0.70 (95% Cl1 0.48-1.02);
one-sided p = 0.0318

PFS2 (all patients)

Camrelizumab plus

chemotherapy Chemotherapy
Events 60.0% 71.5%
Median PFS2 18.9 months 12.5 months

Hazard ratio

0.66 (95% CI 0.52-0.84);
one-sided p = 0.0004

(Median follow-up: 19.3 months)
Zhou C, et al. WCLC 2020. Poster presentation P79.02.



Tislelizumab + Chemo in 1L Advanced
Squamous mMNSCLC

Objective: Phase 3 randomized study of tislelizumab plus chemotherapy vs chemotherapy alone as
1L treatment for advanced squamous NSCLC

|T Tislelizumab plus PC vs PC ﬂ Tislelizumab plus nab-PC vs PC
Arm A Events, Median Hazard ratio Events, Median Hazard ratio
Source No. (%) (95% Cl) (95% CI) Pvalue Source No. (%) (95% CI) (95% CI) P value
Tislelizumab + paclitaxel Arm A 60 (50.0) 7.6 (6.0-9.8) 0.52(0.37-0.74) <.001 Arm B 56 (47.1) 7.6(5.8-11.0)  0.48 (0.34-0.68) <.001
+ carboplatin Arm C 76 (62.8) 5.5(4.2-5.7) Arm C 76 (62.8) 5.5(4.2-5.7)
100+ 100
Arm B
Tislelizumab + nab- 80- 80
paclitaxel + carboplatin = =
£ 604 Z 60
3 e
Arm C g Arm A - Arm B
S 40 & 40
H 3 w w
Paclitaxel + carboplatin e rh
20- 20-
Arm C Arm C
0 ' . 0
0 3 6 9 12 0 3 6 9 12
Months Months
No. at risk No. at risk
Arm A 120 95 50 23 1 Arm B 119 98 47 23 1
Arm C 121 74 27 10 0 Arm C 121 74 27 10 0
THE UNIVERSITY OF TEXAS
MD Anderson
CancerCenter

Wang J, et al. JAMA Oncol. 2021;e210366.
Making Cancer History”



Background

Previously untreated
Advanced/Metastatic NSCLC
« Molecular testing
* PD-L1 Immunohistochemistry

or MET ex 14 genomic alterations

EGFR, ALK, ROS1, BRAFV600E, RET,

» Targeted therapy

PD-L1250%

l

PD-L1 1-49% PD-L1 <1% or unknown

l

Presented By:
Oladimeji Akinboro; June 4, 2021

Chemo-IO

10-only

Chemo-IO

#ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 ASCO

Permission required for reuse.
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Trials supporting FDA approval of
first-line Chemo-lO and 10-only regimens

‘ Active treatment

Immunotherapy-only (PD-L1 21%)

KEYNOTE-042 Pembrolizumab

CHECKMATE-227 Nivolumab plus Ipilimumab

Chemo-immunotherapy

KEYNOTE-189 Pembrolizumab plus Platinum-doublet chemo

KEYNOTE-407 Pembrolizumab plus Platinum-doublet chemo

KEYNOTE-021 (cohort G) Pembrolizumab plus Platinum-doublet chemo

IMPOWER-150** Atezolizumab plus Bevacizumab plus Platinum-doublet chemo

IMPOWER-130 Atezolizumab plus Platinum-doublet chemo

CA2099LA Nivolumab plus Ipilimumab plus Platinum-doublet chemo

*Control arms: Platinum-doublet chemotherapy
**Control arm in IMPOWER-150: Bevacizumab plus Platinum-doublet chemotherapy

Presented By: #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 AS CO
Oladimeji Akinboro; June 4, 2021 Permission required for reuse. ANNUAL MEETI NG




Chemo-IO, 10-only, and Chemotherapy arm of Randomized Trials which
Supported Approvals (8 studies)

N=6010

EGFR or ALK Mutation
N=196

EGFR/ALK Wild-type
Population

N=5814

No baseline PD-L1
information

N=98

PD-L1 Evaluable
N=5716

PD-L1 Scorez50 OR<1
N=3608

PD-L1 Score 1-49% |
N=2108
TN
Chemo-lO Chemotherapy

N=639 N=940

Presented By: #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 ASCO
Oladimeji Akinboro; June 4, 2021 Permission required for reuse. ANNUAL MEETING




Exploratory OS: NSCLC PDL1 1-49%

Median OS (months)
— 10-only: 14.5 months (95% CI: [12.2, 16.9)])
Chemo-10: 21.4 months (95% CI: [19.4, 25.2]) HR (95% CI) 0.68 (0.52, 0.90)

12 18 24
Time (months)

Number at nsk (humber of events)

639 (0) 502 (108) 332 (203) 151 (246) 45 (261) 2 (270) 0 (270)
529 (0) (147) 283 (239) 183 (286) 77 (323) 14 (334) 0 (336)

Y

0 12 18 24 30 36

Time

Presented By: #ASCO21 | Content of this presentation is the property of the author, licensed by ASCO. 2021 AS CO
Oladimeji Akinboro; June 4, 2021 Permission required for reuse. ANNUAL MEETING




CheckMate 9LA study design?@

]

Key eligibility criteria NIVO 360 mg Q3w + IPI 1 mg/kg Q6W

» Stage IV or recurrent NSCLC +

* No prior systemic therapy N = 719 Chemod Q3w (2 cvcles Until disease

* No sensitizing EGFR mutations progression,

« ECOG PS 0-1 or for 2 years

Stratified b . for immunotherapy
ifi y
PD-L1° (< 1%¢ vs 2 1%), —> C.hemo S (4 C cles)
sex, and histology (SQ vs NSQ) kL With optional pemetrexed maintenance (NSQ)

4 )

Primary endpoint Secondary endpoints Exploratory endpoints
« OS  PFSby BICR® « Safety

* ORR by BICR®

» Efficacy by tumor PD-L1 expression

- J

021; minimum / median follow-up for OS: 24.4 months / 30.7 months.
d by the PD-L1 IHC 28-8 pharmDx assay (Dako); cPatients unevaluable for PD-L1 were stratified to PD-L1 < 1% and capped to 10% of all randomized patients;
i€p(Etin or carboplatin; SQ: paclitaxel + carboplatin; eHierarchically statistically tested.

Reck Met al. J Clin Oncol. 2021;39(suppl_15):9000.

Making Cancer History”



CMOLA with 4 yr follow up: OS by PD-L1
expression status

NIVO + IPl + chemo Chemo
i 1007 PD‘L1<1O/ =135 -
NIVO + IPI + chemo Chemo (0] (n=135) (n=129)
. All randomized pts i) o 5, 20
l} Median OS, mo 15.8 11.0 (95% CI) (13.7-20.3) (7.7-13.5)
(95% Cl) (13.9-19.7) (9.5-12.7) 80 3
80 " 1 HR (95% CI) 0.66 (0.50-0.86)
“ HR (95% CI) 0.74 (0.63-0.87) .
o | mOS 15.8 mo vs 11 mo & 60 - . mOS 17.7 mo vs 9.8 mo
g 1 HR 0.74 5 HR 0.66
o 7% 1 - %I
40- 4 : 40 |
I 25% o +
: 5 21%  NIVO + IPl + chemo | .. : [236 NIVO IPL+che‘m(
20 | d Ea s S = \ 20 | 22%!  Be=a____ i i
| | 19 “1 ——-f—|“"“ﬁ“l"'%_0__q I | 5% PP T T
| | | 1 “l Chemo 1 1 y 1 { Chcmo
0 T T T ! T T T ! T T T ! T T T ! T T T T 1 0 T T T T T T T |l T T T # T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 0 3 6 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
No. at risk Months No. at risk Months
NIVO + IPl + chemo 361 326 292 250 227 191 170 151 138 125 115 106 96 92 87 80 74 47 21 14 4 0 NIVO + IPl + chemo 135 120 107 90 85 73 66 55 50 44 40 38 34 32 32 31 31 18 8 6 2 0
Chemo 358 319 260 208 139 115 102 93 86 74 66 63 58 55 53 50 38 22 10 ( Chemo 129 116 90 68 58 47 37 32 27 25 19 17 17 16 16 15 15 10 4 ) (
I’\? NIVO + IPI + chemo Chemo
PD-L121%
Median OS, mo 15.8 10.9
(95% Cl) (13.8-22.2) (9.5-13.2)
80 h HR (95% C1) 0.74 (0.60-0.92)
~ 60 |
3 !
8 s
40 | -
| 28%
I It e | 21%  NIVO + IPI + chemo
20 | | ) S Ty .
| : 19%) oo, o
B | | I 16%) Chemo
THE UNIVERSITY OF TEXAS
0 | ] | |
) d ‘ ] 1 1 1 1 1 1 1 I Ll I I I L] 1 1 1 1 1 I 1
MD Anderson 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
—ancexrCenter No. at ris Months
NIVO + IPl + chemo 204 186 166 147 133 109 97 90 83 77 71 64 58 56 51 46 41 27 13 8 2 0
Chemo 204 179 151 122 96 79 68 60 56 51 45 40 37 35 33 32 29 25 16 9 5 ¢ Carbone D et al, JITC 2023

Making Cancer History”




CM227 trial: Nivo+Ipi in patients with mNSCLC

NIVO + IPIP
Part 1a n =396
PD'L1. Chemoc
Key eligibility criteria *| expression n =397
« Stage IV or recurrent NSCLC 2 1% .
* No prior systemic therapy N=1189 NIVO
« No known EGFR or ALK mutations n = 39
« No untreated CNS metastases ] ‘““"""“"""""""""'"'" ________
. - +
Stratified by SQ vs NS
e | Lo
< 1% n =186
N = 550 NIVO¢ + chemo*
n=177

Independent primary endpoints (NIVO + IPl vs chemo)f  Exploratory analyses
e onvensiyl  © PFS in patients with high TMB (= 10 mut/Mb) » OS by response® and tumor burden reduction”
MD » OS in patients with tumor PD-L1 > 1% + OS by baseline HRQoL!

rl A EFNL
UL AN U AL AL L

Making Cancer History” Ramalingam S, WCLC 2023



OS in patients with tumor PD-L1 = 1%

100
NIVO + IPI2 NIVO Chemo
80— (n = 396) (n = 396) (n = 397)
Median OS,*» mo 171 15.7 14.9
HR vs chemo 0.78 0.91 o
60— . (95% ClI) (0.67-0.91)  (0.78—1.06)
S 0%
— 36% 33%
7)) 28%
33% 299
© 40 - 2202 21% 24% 22%¢
. . 18% 1‘710? 15%e
: : i ° 13%¢
20— i i - : TRy NIVO * Pl
i i i : i AAA NlVO
E E E E - Chemo
0 T T T | T | T | T | T | T T |
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
No. at risk Months
NIVO + IPlI 396 296 246 192 154 134 123 116 104 99 90 88 80 36 4 0
NIVO 396 299 220 176 139 119 108 91 75 66 60 56 52 23 3 0
Chemo 397 306 218 166 126 98 80 72 63 56 50 46 45 16 1 0

THE UNIVERSITY OF TEXAS

M1 A In @r-explaratory analysis of OS by histology in patients with tumor PD-L1 = 1%, 6-year OS rates with NIVO +
L—aredRlvseechemo were 25% vs 16% (NSQ) and 14% vs 5% (SQ)¢

Making Cancer History” Ramalingam S, WCLC 2023



OS in patients with tumor PD-L1 < 1%?2

NIVO +
NIVO + IPI® chemo Chemo
1004 (n =187) (n=177) (n =186)
Median OS,° mo 17.4 15.2 12.2
80— HR vs chemo 0.65 0.79 o
(95% CI) (0.52-0.81) (0.64-0.98)
- 60 —
o~
3
40—
20—
0 | | | | | | | | | | | | | | |
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
No. at risk Months
NIVO + [Pl 187 142 110 88 74 67 59 49 41 38 33 30 27 11 3 0
NIVO + chemo 177 139 102 78 60 42 34 27 22 19 17 17 16 5 0 0

K/fbAm
Cancar

Making Cancer History”

VERSITY OF TEXAS

hemo were 15% vs 6% (NSQ) and 18% and 4% (SQ)e

‘ﬁfﬁﬁ%ﬂatow analysis of OS by histology in patients with tumor PD-L1 < 1%, 6-year OS rates with NIVO +

Ramalingam S, WCLC 2023



Pooled KN189 and KN407 pt population with PD-L1<1%
MNSCLC

1315 Total Patients Across
Study Populations

) \ 442 (33.6%) Patients with PD-L1 TPS <1%?
(KN189 global and Japan extension, N = 646; I
KN407 global and China extension, N = 669)

Pembrolizumab + Chemotherapy Placebo+ Chemotherapy
(KN189,n = 140; KN407,n = 115) (KN189,n = 66; KN407,n = 121)
« 255 allocated » 187 allocated
* 254 treated » 186 treated

» 1 ongoing on treatment® * 1 completed treatment
+ 22 completed treatment » 185 discontinued
» 231 discontinued -145PD
—-149PD Median follow-up: — 20 AE
— 66 AE 60.7 mo — 11 protocol-specified unblinding
— 9 patientwithdrawal (range, 49.9-72.0) — 6 patientwithdrawal
— 4 physiciandecision — 3 physiciandecision
— 2 excludedanti-cancertherapy
— 1 protocol-specified unblinding

Gadgeel, S WCLC 2023
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Pooled KN189 and KN407 5 yr OS in pts with
PD-L1<1% mNSCLC

RSITY OF TEXAS

\IDAndeI sSOnN
ancexrCenter

Making Cancer History”

100+ Events, Median (95% Cl), HR
90+ n (%) mo (95% Cl)
804 : 66.9% Pembrolizumab®  518(855)  18.3(15.2-20.9)
70 48.5% chemotherapy 0.64
] Placebo+ (0.51-0.79)
167(89.3) 11.4(9.4-13.2)
e 60 chemotherapy
v 50
S . 5 yr OS rates
o )
20+ :
104 ! mw
0 1 - ,
0 12 24 72
No. at risk Time, mo
255 169 97 62 47 18 0
187 89 47 21 17 6 0

mOS 18.3 mo vs 11.4 mo

HR 0.64 (0.51-0.79)

Gadgeel, S WCLC 2023



SQUAMOUS PD-L1 <1% 9LA vs 407

oS

— NIVO + IPI + chemo Chemo
(n = 204) (n = 204)
Median 0OS,P mo 15.8 10.9

100 — HR (95% ClI) 0.70 (0.56-0.89)
S :
v |
O |

O | [ | i [ [ [ i [ [ [ [ |
O 3 6 9 12 15 18 21 24 27 30 33 36 39
No. at risk Months

204 186 166 147 133 109 97 89 82 60 35 17 5 O
204 179 151 122 96 79 68 60 56 42 29 14 8 O

9LA

THE UNIVERSITY OF TEXAS

MD Anderson
arncerCenter

Making Cancer History”

F

1

PFS-2, %

No. at risk:
Pembrolizumab
+ chemo
Placebo

+ chemo

00
90—

PD-L1 TPS <1%

Events, n

(%)

Median (95% ClI)
PFS-2, mo

HR
(95% CI)

Pembrolizumab + chemo

Placebo + chemo

69 (72.6)

82 (82.8)

14.1 (10.9-15.8)
9.1 (7.4-10.3)

0.61 (0.44-0.85)

0 T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33
Time, months
95 88 77 65 52 40 27 17 11 2 0 0
99 90 69 51 30 23 19 16 9 2 0 0

KN 407



POSEIDON Study Design

Phase 3, global, randomized, open-label, multicenter study

BITVEINT ELRENN R | Primary endpoints
D I 1 +
urvalumab 1500 mg + pemetrexed? - PFS by BICR (D+CT vs CT)
CT* gq3w (4 cycles) i
 Stage IV until PD « OS (D+CT vs CT)
NSCLC
* No EGFR or Key secondary endpoints
ALK alterations Durvalumab 1500 mg q4w « PFS by BICR (D+T+CT vs CT)
« ECOGPSOor1 Durvalumab 1500 mg + + tremelimumab 75 mg .+ OS (D+T+CT vs CT)
o tremelimumab 75 mg + (week 16 only)? - OS in patients with bTMB
. Treatment-n_alve CT* q3w (4 cycles) + pemetrexedt >20 mut/Mb (D+T+CT vs CT)
for metastatic Stratified b until PD
. ratified by:
disease . PD-L1 Additional secondary endpoints
N=1013 expression * ORR, DoR, and BOR by BICR
randomized TC 250% vs : " * PFS at 12 months
( ) (<50%) Platinum-based CT Pemetrexedt . HRQoL
. til PD
+ Disease stage q3w (up to 6 cycles) A » Safety and tolerability
(IVA vs IVB)
+ Histology

*CT options: gemcitabine + carboplatin/cisplatin (squamous), pemetrexed + carboplatin/cisplatin (non-squamous), or nab-paclitaxel + carboplatin (either histology);
TPatients with non-squamous histology who initially received pemetrexed during first-line treatment only (if eligible); ¥Patients received an additional dose of tremelimumab post CT (5th dose)

Nl\ﬁ Elnéecc’lF Y ependent central review; BOR, best objective response; bTMB, blood tumor mutational burden; D, durvalumab;

o ];rL (m Eastern Cooperative Oncology Group; HRQoL, health-related quality of life; Mb, megabase;
%mmj?ponse rate; OS, overall survival; PD, progressive disease; PFS, progression-free survival;
ry 3 weeks; g4w, every 4 weeks; T, tremelimumab; TC, tumor cell Rizvi NA. et al. JAMA Oncol. 2020'6(5)2661-674.
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POSEIDON 5 yr OS in pts with mNSCLC (ITT)

All patients
Sex

Age

PD-L1
expression

Histology

Planned CT

Smoking
history

Race
ECOG PS

Brain
metastases

T+D+CTvs CT

AJCC disease |VA

} stage

4

Events/ +D+ Events/ +
patients, n/N T D CT Vs CT HR patients, n/N D CT Vs CT HR
583/675 —e— 0.76 594/675 ——i 0.84
Male 455/517 | | 0.68 450/501 ——i 0.79
Female 128/158 | | 0.92 144/174 — 0.90
<65 years 308/367 ——i 0.76 299/345 ———at 0.86
>65 years 275/308 — 0.72 295/330 —— 0.79
TC 250% 161/198  —— 0.62 162/191 ] 0.65
IC <50% 422/477 —— 0381 432/483 —e— 091
TC 21% 350/420 —— 0.71 371/431 —— 0.78
TC <1% 233/255 ——t 0.81 223/243 ] 0.98
sQ 229/246 e 0.85 234/250 ——— 0.82
NSQ 353/428 —e— 0.69 358/423 —e— 0.81
Nab-paclitaxel doublet ~ 36/42 i 0.61 43/49 | 0.75
Pemetrexed doublet 338/411 —— 0.71 343/407 —e— 0.80
Gemcitabine doublet ~ 209/222 —— 0.85 208/219 —— 0.89
Current 125/150 — 0.53 115/130 ———-H- 0.73
Former 331/386 f———q 0.73 335/381 ——— 0.81
Never 126/138 —— 117 143/163 — 0.92
Asian 189/227 P 0.94 211/251 f——t—i 0.93
Non-Asian 304/448 —— 0.62 383/424 — 075
0 187/229 — 0.74 193/228 | 073
1 396/446 ——] 0.72 401/447 —e—{ 0.86
Yes 64/78 I i 0.79 62/73 I / 0.83
No 519/597 —e— 0.73 532/602 —eo— 0.81
290/337 —— 0.71 288/336 ——i 0.70
IVB 292/335 I—o—h 0.81 304/337 —— 0.99

0.25 05 1 2 0.25 1 2

Favours T+D+CT Favours CT

Median follow-up in censored patients at DCO: 63.4 months (range 0.0-73.9)

Making Cancer History”

0.5

F;vours D+CT Favours CT

T+D+CT vs CT
PD-L1 <1%
HR 0.81

D+CT vs CT

PD-L1 <1%
HR 0.98

Peters S, ESMO-10 2023



Some molecular subgroups enriched in PD-L1 <1% pts
may benefit from dual 10: Prospective trials are needed

STK11m KRASm
T+D+CT D+CT CT
T+D+CT D+CT cT
Events/patients, n/N 2731 32/34 22122 KEAPTm Events/patients, n/N 47/60 56/69 47/53
mOS, months (95% CI) 15.0 (8.2-23.8) 6.9 (3.6-12.9)  10.7 (6.0-14.9) T+D+CT D+CT cT mOS, months (95% Cl) 25.7 (9.9-36.7) 12.6 (7.5-16.9)  10.4 (7.3-12.6)
HR* (95% ClI) 0.57 (0.32-1.04)  1.02 (0.59-1.80) - 1.0 = Events/pts, n/N 19/22 20/23 6/6 HR" (95% CI) 0.55(036-083) 0.74 (0.50-1.09) -
1.0 mOS, months 437 (75 965) 8.1(4.0-12.9) 8.7 {f.1-NE) 1.0%
STK11-wt HR 0.71 (% C ’ KRAS-wt HR 0.78
mos 17.2 (T+D+CT) vs 13.4 (CT) 0.8 - HR* (95% Cl)  0.43 (0.16-1.25) 0.77 (0.31-2.15) — -W .
05 : : 08 mOS 17.1 (T+D+CT) vs 14.4 (CT)
® KEAP-wt HR 0.76
o) %)
2 S oe- mOS 14 (T+D+CT) vs 12.1 (CT) g
‘5 0.6+ - % 0.6+
2 = 2
2 04+ 8 047 3 044
: a 3
o o
0.2+ 12.9% 12.9% 0.2+ 024
5.9% 5.9%
1 1
5% : } T 0.0% 4 00%'  00%! 00%!
0 0 L] n L] : l4 F)OO: l4 F,OOE I lU Oori: " L] 0'0 L L] l l. : l. : l. : T 1 0 0
0 6 12 18 24 30 36 42 48 54 60 66 72 0 6 12 1_8 24 30 36 42 48 54 60 66 72 0 6 12 18 24 30 36 42 48 54 60 66 72
No. at risk Time from randomisation (months) No. at risk Time from randomisation (months) ) No. at risk Time from randomisation (months)
T+D+CT 31 24 18 15 10 9 8 5 4 4 4 2 0 T+D+CT 22 17 11 9 7 6 6 4 4 2 2 C 0 T+D+CT 60 46 36 31 31 26 24 21 20 16 13 8 {
D+CT 34 18 12 9 7 5 5 3 2 2 2 1 0 D+CT 23 13 7 5 - 3 2 2 1 1 1 0 0 D+CT 69 47 35 25 21 20 18 16 15 14 14 7 1
cTr 2 % 10 5 1 1 1 1 1 0 0 0 O CcT 6 4 2 0 0 0 0 0O O O 0O 0 O CT 53 36 20 15 12 8 7 6 5 4 4 2 0
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Conclusions

Patients with wilde-type tumor

PD-L1>50% PD-L1 1-49% PD-L1 <1%

Pembrolizumab Chemotherapy+immunotherapy Chemotherapy+immunotherapy
Cemiplimab (Consider anti CTLA4)
Atezolizumab

MD Anderson (Chemo+immunotherapy an option if high tumor burden/symptoms)

{—a-ﬂeel»(/entel
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