PATIENT CARE
RESEARCH

Georgetown | Lombardi
COMPREHENSIVE CANCER CENTER
o .

Frontline treatment of
advanced NSCLC without
actionable driver mutations

Chul Kim, MD, MPH
Associate Professor of Medicine
Thoracic Medical Oncologist
Georgetown University

© @chulkimMD

NCI http://lombardi.georgetown.edu

A Comprehensive Cancer Center Designated
g byitneNatiopalCagcerlnstitute Lombardi CancerLine: 202.444.4000



Immunotherapy in advanced NSCLC: An Ever-
Evolving Landscape
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Mechanisms of PD-1 and CTLA-4 Immunotherapy

Ribas et al. N Engl J Med. 2012
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76-year-old male with stage IV NSCLC

« Has a history of stage IlIA (T4ANOMO) NSCLC in 2015 s/p left lower lobectomy,
left upper wedge resection, 4 cycles of adjuvant chemotherapy

« Development respiratory symptoms in 2019

« Imaging showed left pleural effusion and pleural nodules/thickening

« Bronchoscopic evaluation revealed recurrence of lung adenocarcinoma
* Molecular profiling: PD-L1 50% (22C3), KRAS G12C
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Anti-PD-(L)1 Monotherapy
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KEYNOTE-024 Study Design

Second-Course
Pembrolizumabc

Key Eligibility Criteria Pembrolizumab

+ Untreated stage IV NSCLC 200 mg IV Q3W == 200 mg Q3W
* PD-L1 TPS 250% 35 cycles (2 years) 17 cycles (1 year)

Pembrolizumab

* ECOG PS 0-1

Crossover

* No activating EGFR mutation or Pembrolizumab

ALK translocation
» No untreated brain metastases Platinum-Doublet pD¢ Pembrolizumab
» No active autoimmune disease Chemotherapy? -= 200 mg Q3W

requiring systemic therapy (4-6 cycles) (2 years)

End Points

Primary: PFS (RECIST v1.1 per blinded, Pemetrexed + carboplatin®
independent, central review) Pemetrexed + cisplatin®

Key secondary: oS Paclitaxel + carboplatin

Secondary: ORR, safety, PFS (RECIST v1.1 Gemcitabine + carboplatin
per investigator review) Gemcitabine + cisplatin

Exploratory: DOR

aOptional pemetrexed maintenance therapy for nonsquamous disease. PPermitted for nonsquamous disease only. cPatients randomized to pembrolizumab who completed 2 years of
thera%y or who stopped pembrolizumab after achieving CR and then had PD were eligible for a second course of pembrolizumb monotherapy. 4Before the DMC recommendation and
amendment 8, which permitted those in the chemotherapy arm to be offered pembrolizumab (based on interim analysis 2 data), patients were eligible for crossover when PD was

confirmed by blinded, independent, central radiology review.
Brahmer et al. ESMO 2020



KEYNOTE-024 Objective Response
By RECIST v1.1 per Investigator Review

Pembrolizumab Chemotherapy
N =154 N =151

Objective response, n (%) 71 (46.1) 47 (31.1)
Best objective response, n (%)

Complete response 7 (4.5) 0

Partial response 64 (41.6) 47 (31.1)

Stable disease 37 (24.0) 60 (39.7)

Progressive disease 35 (22.7) 25 (16.6)

Not evaluable 0 1(0.7)

No assessment 11(7.1) 18 (11.9)
Time to response, median (range), mo 2.1 (1.4-14.06) 2.1(1.1-12.2)
DOR, median (range). mo 29.1 (2.2-60.8+) 6.3 (3.1-52.4)

“+”  indicates response duration is censored; DOR, duration of response.
ITT population. Brahmer et al. ESMO 2020

Data cutoff: June 1, 2020.



KEYNOTE-024: 5-Year Overall Survival

100 Events, HR
No. No. (%) (95% ClI)
90 A
Pembrolizumab 154 103 (66.9) 0.62
80 1 : 0.48t0 0.81
Median (95% Cl) Chemotherapy 151 123 (81.5) (0.48t0 0.81)
70 - 26.3 (18.3t0 40.4)
13.4 (9.4 to 18.3)
]
(7p]
o
..... . R
0 6 12 18 24 30 36 42 48 54 60 66 72
Time (months)
No. at risk:
Pembrolizumab 154 121 106 89 78 73 66 62 b4 51 20 0 0
Chemotherapy 151 108 80 61 48 44 35 33 28 26 13 3 0

ITT population.
bEffective crossover rate from chemotherapy to anti—-PD-L1 therapy, 66.0% (99 patients in total crossed over to anti-PD-[L]1 therapy: 83 patients crossed over to pembrolizumab during

the study, and 16 patients received subsequent anti—-PD-L1 therapy outside of crossover; patients may have received >1 subsequent anti-PD-L1 therapy). Data cutoff: June 1, 2020.
Reck et al. JCO 2021
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KEYNOTE-042 Study Design

Key Eligibility Criteria Pembrolizumab
» Untreated locally advanced or 200 mg Q3W
for up to 35 cycles

metastatic NSCLC of any histology
* PD-L1 TPS 21%?
* No sensitizing EGFR or ALK alterations Randomize

JlEs e UG — Carboplatin AUC 5 or 6 Q3W +

* No untreated or unstable CNS Paclitaxel 200 mg/mz Q3Wp
metastases OR

* No history of pneumonitis that required .
systemic corticosteroids ‘ ?’ae:'?l(e)tprlea)t(len dAsl(J)g r?‘;;-r:z%%‘c’v:

Stratification Factors . for up to 6 cycles

* Region (east Asia vs rest of the world) Fummﬁ - -
« ECOG PS (0 vs 1) * Primary: OS in PD-L1 TPS 250%, 220%, and 21%
» Histoloav (sauamous vs nonsauamous) ¢ Secondﬁy: PFSand ORRIn TPS 250%, =20%,
* PD-L1 TPS (250% vs 1%—49%) and 21%; safety in TPS 21%
Current analysis planned to occur ~45 months after
CNS, central nervous system. StUdy Start

3Assessed in formalin-fixed tumor samples using PD-L1 IHC 22C3 pharmDx assay (Agilent Technologies, Carpinteria, CA, USA), with expression measured using TPS (defined as the
percentage of tumor cells with membranous PD-L1 staining).
sPemetrexed maintenance therapy was optional but strongly encouraged for patients with nonsquamous histology. Mok et al. ESMO 2019

Georgetown | Lombardi



KEYNOTE-042: Overall Survival Analysis

PD-L1 TPS 2 50% PD-L1 TPS 2 20%

100+ Events, HR 1004 Events, HR
N (%) (95% CI) N n@%)  (95%Cl)
901 - Med OS: 20.0 mo 904 Med OS: 18.0 mo
a0 Pembrolizumab 299 234 (78.3) oléi 501 Pembrolizumab 413 332 (80.4)
201 635% Chemotherapy 300 268(89.3) (*-57 081 Med 0OS: 12.2 mo

.7%

61.3%  Chemotherapy 405 357 (88.1)
: 53.2% : :

- Med OS: 13.0 mo

Overall Survival, %
o
2
Overall Survival, %
o
3
T

304
204 204
104 104

2 s L 18 24 2 25 = a5 RS L s 72 8 0 6 12 18 24 30 36 a2 48 54 60 66 72 78

Time, mo Time, mo
No. at risk No: atiek !
Pembrolizumab 299 224 190 157 132 109 93 82 75 56 37 16 2 0 y
Pembrolizumab 413 305 253 206 166 136 116 103 95 k4l 48 22 2 0
Chemotherapy 300 231 151 13 87 66 53 a4 38 25 17 9 2 o Chemotherapy 405 313 212 155 118 88 73 62 54 34 23 1 2 0

PD-L1 TPS 21% PD-L1 TPS 1-49%

1004 Events, HR Med OS: 16.4mo 1004 Events, HR Med OS: 13.4mo
o % N n(%) (95% Cl)

901 N ot esee Med OS: 12.1mo %04 _ Med OS: 12.1mo

80 Pembrolizumab 637 530 (83.2) 079 80 Pembrolizumab 338 296 (87.6)

0.88

(0.75-1.04)
Chemotherapy ~ 637 575(90.3) (0-70-0-89) Chemotherapy 337 307 (91.1)
. 57.8% ) ) . . .

.50.7%

| 52.7%
| 50.8%

Overall Survival, %
a
hd

Overall Survival, %
a
2

1202%

301 H 301 i 19.9%
112.3% : 151%
20 : 20 :
104 104
0 6 12 18 24 30 3 42 48 54 60 6 72 18 0 6 12 18 24 30 3 42 48 54 60 6 72 78
Time, mo Time, mo
No. at risk No. at risk
Pembrolizumab 637 463 368 304 246 193 160 137 127 93 59 28 3 0 Pembrolizumab 338 239 178 147 114 84 67 55 52 37 22 12 1 0
Chemotherapy 637 485 319 236 178 131 103 83 75 46 33 17 3 0 Chemotherapy 337 254 168 123 91 65 50 39 37 21 16 8 1 0

De Castro Jr et al. J Clin Oncol 2023 Geotyetown [Eomibadi
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BARCELONA congress
IMpower110 Study Design

Maintenance therapy
(no crossover permitted)

Chemotherapy-naive,\ )
I?D-L1—s.electeda Arm A : PD or loss a
patients with stage IV Atezolizumab '?‘;%Z()O"Z“ms?b of clinical S
nsq or sq NSCLC 1200 mg q3w MY oW benefit :
Stratification factors - < 2
* Sex Arm B _S
* ECOGPS . Nsq: cisplatin/carboplatin Nsq: 2
* PP'U IHC expression + pemetrexed? pemetrexed u:,
* Histology Sq: cisplatin/carboplatin + Sq: best
\ / gemcitabine® supportive care
N = 572° 4 or 6 cycles

= Primary endpoint: OS in WT populationf
= Key secondary endpoints: investigator-assessed PFS, ORR and DOR (per RECIST version 1.1)

IC, tumour-infiltrating immune cells; IHC, immunohistochemistry; nsq, non-squamous; PD, progressive disease; q3w, every

3 weeks; R, randomised; sq, squamous; TC, tumour cells; WT, wild-type. 2 PD-L1 expression (VENTANA SP142 IHC assay)

21% on TCor IC. ® TC1/2/3 and any IC vs TCO and IC1/2/3. ¢ 554 patients in the WT population. d Cisplatin 75 mg/m2 or

carboplatin area under the curve (AUC) 6 + pemetrexed 500 mg/m? IV q3w. ¢ Cisplatin 75 mg/m? + gemcitabine 1250 mg/m? Spigel et al. IMpower110 Interim OS Analysis

or carboplatin AUC 5 + gemcitabine 1000 mg/m2 IV q3w. f WT population excludes patients with EGFR+ and/or ALK+ NSCLC. https://bit.ly/2IXRNHQ 14



IMpower110: Overall Survival Analysis

PD-L1250% on TC or 210% on IC

by SP142 IHC

04 —+— Atezolizumab

904 —+— Chemotherapy

- PD-L1 high Ateao_l;z&mab C:li_esr;;o

o HR=0.76 (95% CI: 0.54-1.09) (N=107) (N=98)

i ORR 40.2% 28.6%
N S, == Median DOR  38.9 mo 8.3 mo
[72] I |
© 40- l :

5] i : i Median OS 20.2 mo 14.7 mo

L .

104 Median OS, 14.7 mo E iMedian 0S, 20.2 mo bAfEEIEL e D SIS

. (95% Cl: 7.4-17.7), 1(95% Cl: 17.2-27.9)

L — | BN I I B BN BN SR B B R R N R N R BN B R
0 2 4

Time (mo)
No. at Risk

Atezolizumab 107 95 86 81 77 74 70 64 64 53 54 51 43 38 27 25 22 18 16 14 13

8 5 4
Chemotherapy 98 90 76 66 56 53 49 48 44 36 34 33 30 24 19 18 14 9 7 4 3 3 2 2

L
6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56

3 4 0 0 0
2 %2 0 0 0

Jassem et al. J Thorac Oncol 2021
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EMPOWER-Lung 1: Study design

/Key Eligibility Criteria \ (" Optional
* Treatment-naive advanced NSCLC é’LAl b h v continuation of
« PD-L1 250% crplinas monotierdpy, cemiplimab + 4
« No EGFR, ALK, or ROS1 mutations ?fé’a;“ugnﬁi‘)’g 108 weeks cycles of
« ECOG PS 0 or 1 chemotherapy £
» Treated, clinically stable CNS metastases - J S
and controlled hepatitis B or C or HIV S
e N =
were allowed Arm B Optional crossover
StFatiication Eictors: e 46 cycles of investigator’s choice to cemiplimab
» Histology (squamous vs non-squamous) EIETE R menotherapy
\0 Region (Europe, Asia, or ROW) /
Endpoints:
N=710 * Primary: OS and PFS
» Secondary: ORR (key), DOR, HRQoL, and safety

ALK, anaplastic lymphoma kinase; 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, progressive disease; PD-L1, programmed cell death-

ligand 1; PFS, progression-free survival; Q3W, every 3 weeks; R, randomized; ROS1, c-ros oncogene 1; ROW, rest of the world.

Kilickap et al. WCLC 2020
Georgetown | Lombardi



EMPOWER-Lung 1: Overall Survival Analysis

Overall survival (%)

Number at risk
(number censored)
Cemiplimab 283 244 203 177 154 108 83 55 42

(0) (21) (46) (65) (82) (119)(140)(165)(177)(192)(197)(199)(203)(207)(210)(212) (213)
Chemotherapy 280 239 198 153 125 87 57 41
(0) (24) (45) (66) (82) (110)(130)(144)(156)(163)(165)(170) (171) (173) (174) (175) (175)

Number of
patients

—— Cemiplimab 283
—— Chemotherapy 280

Median overall survival months
(95%Cl)

Not reached (95% Cl 17-9-NE)

14-2 (95% Cl 11-2-17-5)

Hazard ratio for death 0-57
(95% C10-42-0-77)
p=0-0002

S w—
0 2 4 6 8

25

Time (months)

24 18

15 11

— T T T T T T T T 1T T 1
10 12 14 16 18 20 22 24 26 28 30 32

15 10 6 3 1 0

6 4 2 1 0 0

Percentage change from baseline in the
diameter of target tumour measurement (LOCF)

o

-10-

-20-

|
w
T

-40-

—m- Cemiplimab PD-L1 <50% or unknown

—#— Chemotherapy PD-L1 <50% or unknown

—o- Chemotherapy PD-L1 =50%
Cemiplimab PD-L1 =250% to <60%

—A— Cemiplimab PD-L1 >60% to <90%
Cemiplimab PD-L1 250% overall mean
—— Cemiplimab PD-L1 290%

»

»
»
»
»
»
>

o

T
12

Time (months)

T
15

18 21 24 27

Sezer et al. Lancet 2021
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EMPOWER-Lung 1: Updated Survival Data

Chemotherapy
(n=355)

13.7 (11.2, 16.2)

0.63 (0.52, 0.77); 0.0001

1.0 Overall survival Cemiplimab
(n=357)
0.8 -
2 mOS, mo 95%Cl) 23.4 (19.4, 27.4)
Q0 —
% 0.6 HR (95%Cl); p-value
S 04 -
U) |—|-uu—|
© 02
0 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
No.atrisk 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56
Cemiplimab 357 321 286 269 254 229 215 202 190 179 169 159 147 130 110 103 88 63 52 36 29 23 21 13 10 6 1 1 0

Chemotherapy

355318 278 242 211 182 160 143 126 117 106 95 88 78 69 60 51 39 35 29 22 17 11

6 4 2 1 0

0

1.0 7 Progression-free survival
Cemiplimab Chemotherapy
2z 08 7 (n=357) (n=355)
§ 0.6 - mPFS, mo (95%Cl) 6.3 (4.6, 8.3) 5.3(4.3,6.0)
g 04 — HR (95%Cl); p-value 0.56 (0.47, 0.67); 0.0001
i
o 0.2 ——— . e
0 | L] 1 LI | L] | L] 1 LI | L] | L] 1 LI | L] | L] LI 1 | L] 1
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56
No. at risk Time, months
Cemiplimab 357 295 229 183 158 134 128 110 98 93 88 82 77 69 60 52 43 29 2012 9 6 5 2 1 0 0 0 O Ozguroglu et al. ESMO 2022
71312 8 8 7 76 5 2 2 21 1 1 10 0 0 0 0 0

Chemotherapy 355296 222 147 67 41 21

Georgetown | Lombardi



Summary of immunotherapy monotherapy trials in treatment-naive
advanced NSCLC

Study Regimen Primary Median OS OS HR
Endpoint (mo) (95% CI)
KN-0241 TPS 2 50% Pembrolizumab PFS 46.1% vs 31.1%  29.1vs 6.3 7.7vs 5.5 26.3vs 134 0.62 (0.48-0.81)
(n=305) vs platinum-
doublet
KN-0422 TPS 2 1% Pembrolizumab Os:
(n=1274) vs platinum- 2 50% 39% vs 32% 28.1vs 10.8 | 6.5vs 6.5 20.0vs 12.2 0.68 (0.57-0.81)
doublet 2 20% 33% vs 29% 27.7vs 10.8 | 6.2vs6.9 18.0 vs 13.0 0.75 (0.64-0.87)
21% 27% vs 27% 26.5vs 8.4 5.6 vs 6.8 16.4 vs 12.1 0.79 (0.70-0.89)
IMpower1103 TC/IC 21% Atezolizumab OS:
(n=572) vs platinum- TC/IC 3 40.2% vs 28.6%  38.9vs 8.3 8.2vs 5.0 20.2vs 14.7 0.76 (0.54-1.09)
doublet TC/IC 2/3 33.7%vs 32.1%  38.9vs5.8 7.3vs 5.5 19.9 vs 16.1 0.87 (0.66-1.14)
TC/IC1/2/3 | 31.4%vs 32.1%  26.3vs.5.7 5.8 vs 5.6 18.9 vs 14.7 0.85 (0.69-1.04)
EMPOWER- TPS 2 50% Cemiplimab OS and 39% vs 20% 16.7 vs. 6.0 6.3vs. 5.3 23.4 vs 13.7 0.63 (0.52-0.77)
Lung 145 vs platinum- PFS
doublet

TC/IC3: PD-L1 expression on 250% tumor cells (TC3) or immune cells (IC3); TC/IC 2/3: PD-L1 expression on 25% tumor cells or immune cells; TC/IC 1/2/3 PD-L1 expression
on 21% tumor cells or immune cells
Brahmer et al. ESMO 2020; 2de Castro Jr et al. J Clinic Oncol 2023; 3Jassem et al. J Thorac Oncol 2021; 4Sezer et al. Lancet 2021; 50zgiiroglu et al. ESMO 2022

Anti-PD-(L)1 monotherapy has shown significant OS benefit and durable
response in advanced NSCLC harboring high PD-L1

Georgetown | Lombardi



Chemoimmunotherapy
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KEYNOTE-189: Study Design

a R

* PD-L1 expression
(TPS®* <1% vs 21%)

* Platinum ; it
(cisplatin vs carboplatin) f’r";:;y Endpoint:

* Smoking history .
\ (never vs former/current) ) 0s

Pembrolizumab
200 mg Q3W
for up to 35 cycles

/K \ Pembrolizumab 200 mg + Pembrolizumab
* Untreated stage IV Pemetrexed 500 mg/m? + 200 mg Q3W for
nonsquamous NSCLC Carboplatin AUC 5 OR up to 31 cycles
-22 ;e?tsllgﬂng EGFR or Cisplatin 75 mg/m? Peme:rexed
alteration
+ECOG PS 0 or 1 Q3WTors cycles 500 mg/m? Q3W
* Provision of a sample for
RE L assassmont Placebo (normal saline) + Placebo (normal saline)
= Notgyltnptomatlc e Pemetrexed 500 mg/m? + for up to 31 cycles
. rl;': :eauslzznltls requiring Callopetin ALSD O 1
i 2
\sVsremlc steroids ) Cisplatin 75 mg/m Pemetrexed
Q3W for 4 cycles 500 mg/m? Q3W

AUC, area under the concentration-time curve; ECOG PS, Eastern Cooperative Oncology Group performance status; PD, progressive disease;

Q3W, every 3 weeks; R, randomized.
aPercentage of tumor cells with membranous PD-L1 staining assessed using the PD-L1 IHC 22C3 pharmDx assay.

bPatients could cross over during the induction or maintenance phases. To be eligible for crossover, PD must have been verified by blinded,

independent central radiologic review and all safety criteria had to be met.

Gandhi et al. N Engl J Med. 2018

Georgetown | Lombardi



KEYNOTE-189: Protocol Specified Final Analyses

ITT population

PD-L1 = 50%

Events, n Median (95% Cl) HR Events, n Med\gns(QS% Cl) HRC
(%) 0s, (95% CI| (%) mont (95% CI)
100 Pembro + chemo 258 (629)  22.0 (19, 524 5) == 1007 Pembro + chemo 67(508)  27.7 (204 |TT Pe m b ro+
Placebo + chemo 163 (79.1) 108m7I2Q) i Placebo + chemo 47 (67.1) 10.1 (7.54 C h
: - 0.56 o : 0.59 (n=410) Chemo emo
(0.45-0.69) *] : (0.40-0.86)
704 - :
: ORR 48.3% 19.9%
- - M . (o) . 0
. 60 " 60 :
g B0 eescccccscccccsctmgeccccccccccce g od?? 3%, c0eeinas coceee coceee g 50 ¢ s
w0 w0 i I Median 12.5 mo 7.1 mo
‘ DOR
20 Med OS: 22.0mo 201 : : Med OS: 27.7mo
10 : »re 104 : : Med OS: 10.1mo Medi 9.0 4.9
: : Med OS: 10.6mo . : ‘ : ' ‘ : edian .0 mo .9 mo
0 s 12 s 24 3 3 2 0 6 12 18 24 30 36 2 PFS
Time (months)
Time roni) Noatris
No. atrisk: Pembro + chemo 132 114 95 85 67 38 5 o
Pembro + chemo 410 347 283 234 184 86 12 o
Placebo + chemo 70 50 34 30 26 12 4 0
Placebo + chemo 206 149 %8 72 55 25 5 0
PD'L 1 1 '49% Events,n  Median (95% Cl) HR PD-L1 < 1 0/o Events,n  Median (95% Cl) HR
o). 08, month @s% 1004 %) 08, month (95%Cl)___
100 Pombro ¥ chemo (672 218 (17.725.6) Pembro + chemo 90(70.9)  17.2 (13.8-22.¢ [r—
o0 Placeb + chemo 46(793) 121 (87-19.4) 0.66 90 Placebo + chemo 56(88.9)  10.2(7.0-135) 0.56
1711% : . : N
80 : (0.46-0.96) 7 : (0.45-0.69)
70 . 70 :
60 44.3% i
[ O, &1 wso%,..... Med OS: 21.8mo G 5o 235%...... Med OS: 17.2mo
° : Med OS: 12.1 © : J
401 : : e +12.1mo 40+ : ; Med OS: 10.2mo
30-] 1 30
209 20
10 : 10
- : . : : : , : ; . t . ‘ 1
0 6 12 18 24 30 36 42 o 6 12 18 24 30 36 42
Time (months) Time (months)
No. at risk No. at risk:
Pembro + chemo 128 108 91 74 56 2 3 0 Pembro + chemo 127 104 79 61 49 16 3 0
Placebo + chemo 58 47 29 22 18 9 0 0 Placebo + chemo 63 45 29 15 8 3 [ 0

Rodriguez-Abreu et al. Ann Oncol. 2021
Georgetown | Lombardi
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KEYNOTE-407: Study Design

Pembrolizumab 200 mg Q3W +
A o Carboplatin AUC 6 Q3W + Pembrolizumab
Slsd iy Drisrle Paclitaxel 200 mg/m? Q3W OR nab- 200 mg Q3W
» Untreated stage IV NSCLC with Paclitaxel 100 mg/m? Q1W
squamous histology

* ECOGPSOor1

* Provision of a sample for PD-
L1 assessment

* No symptomatic brain
metastases

for up to 31 cycles

for 4 cycles (each 3 wk)

Placebo (normal saline) Q3W +
Carboplatin AUC 6 Q3W + Placebo

* No pneumonitis requiring Paclitaxel 200 mg/m? Q3W OR nab- (normal saline) Q3W

systemic steroids Paclitaxel 100 mg/m? Q1W

for 4 cycles (each 3 wk)

for up to 31 cycles

Stratification Factors

* PD-L1 expression End points 1 A
(TPS? <1% vs 21%) + Primary: PFS (RECIST v1.1, BICR) and OS Optiondl Crossovers

* Choice of taxane : . . Pembrolizumab)
(paclitaxel vs nab-paclitaxel) g:fc;l;’dary. ORR and DOR (RECIST v1.1, BICR), 500/mg Q3W,

» Geographicregion

(east Asia vs rest of world) for-upitoisvicycles

BICR, blinded independent central radiologic review. 2Percentage of tumor cells with membranous PD-L1 staining assessed using the PD-L1 IHC 22C3 pharmDx assay.
bPatients could crossover during combination therapy or monotherapy. To be eligible for crossover, PD must have been verified by BICR and all safety criteria had to be met.

Paz-Ares et al. N Engl J Med. 2018
Georgetown | Lombardi



KEYNOTE-407: 5-Year OS Update

ITT population

100
90
80
70
= 60
o 50
[S T
30
20
10
No. at risk:
Pembrolizumab
plus chemo
Placebo
plus chemo

HR=0.71 (95% CI: 0.59-0.85)

Treatment Grou Events, HR  5-Year OS Rate, %
P No. (%)  (95%Cl) (95% CI)
7 Pembrolizumab plus chemo 225 (80.9) 071 18.4 (13.8t0 23.4)
1 Placebo plus chemo. 248(883) (059100.85) 9.7 (6510 13.7)
: prpais Median, months (95% CI)
17.2(14.41019.7)
T \ 11.6(10.1t0 13.7)
36.0% H
$29.9%
1 \ 308% 118.6% 21.9%
4 H 123% laan
B 9.7%
- el gy
b TR}
g : (TR 1TV W)
T T
0 12 24 36 48 60 72
Time (months)
278 180 100 83 60 10 (]
281 137 8 50 33 7 0

1-49 %

PD-L1

100

90

80

70

= 6o

o 50

S

30

20

10
No. at risk:

Pembrolizumab
plus chemo
Placebo
plus chemo

HR=0.61 (95% CI: 0.45-0.83)

Treatment Grou Events, HR  5.Year OS Rate, %
P No.(%)  (95%CI) (95% CI)
h Pembrolizumab plus chemo 82 (79.6)  0.61 206 (13.21029.0)
. Placebo plus chemo 95(91.3) (0.45t0 0.83) 7.6 (3.5t0 13.8)
: s Median, months (85% CI
18.0 (13.6 to 22.8)
T 1310910 15.2)
1 24.1%
1 20.6%
] 9.7% 7.6%
4 T T
hH—n.LI‘_“_LI_uJ
1 H I
T i T
0 12 24 36 48 60 72
Time (months)
103 68 0 32 2 5 0
104 55 2 18 10 1 o

PD-L1 2 50%

0S (%)

HR=0.68 (95% Cl: 0.47-0.97)

Treatment Grou Events, HR 5-Year OS Rate, %
P No.(%)  (95% Cl) (95% CI)
Pembrolizumab plus chemo 56 (76.7) 0.68 23.3(14.410 33.5)

Placebo plus chemo 65(89.0) (0.47100.97) 83(3.21016.4)

:63.0%
Median, months (95% CI)

19.9 (12.210 25.2)
115 (7.5 t0 17.1)

No. at risk:

Pembrolizumab 73
plus chemo

Placebo 73
plus chemo

PD-L1<1%

12 24 36 48 60 72

Time (months)

a6 29 27 18 2 0

35 26 16 10 3 0

HR=0.83 (95% CI: 0.61-1.13)

Treatment Grou Events, HR 5-Year OS Rate, %
P No. (%) (95% CI) (95% CI)
Pembrolizumab plus chemo 83 (87.4) 0.83 10.7 (4.81019.2)
Placebo plus chemo 85(85.9) (0.61t01.13) 13.1(7.31020.7)

64.2% Median, months (95% CI)
45.1%
15.0 (13.2t0 19.4)

\ 11.0(8710138)

221%
16.4% 10.7%
13.1%

‘\%‘
29.5%
31.8%

100

90

80

70 -

< 604

o 50

S 40

30 -

20

10

0
No. at risk:

Pembrolizumab 95
plus chemo

Placebo 99
plus chemo

12 24 36 48 60 72

Time (months)

61 28 2 15 3 0

4 31 15 12 3 0

ITT
(n=559)

ORR

Median
DOR

Median OS

Median
PFS

Pembro +
chemo

62.2%
9.0 mo

Chemo

38.8%
4.9 mo

17.2 mo 11.6 mo

8.0 mo 5.1 mo

Novello et al. JCO 2023
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IMpower150: Study Design

Maintenance therapy
(no crossover permitted)

[ Stage IV or \

recurrent metastatic
nonsquamous NSCLC
Chemotherapy-naive?

Tumor tissue available for
biomarker testing
Any PD-L1 IHC status —

Stratification factors:

* Sex

* PD-L1 IHC expression
* Liver metastases

\ N = 1202 j

Arm A
Atezolizumab® +
Carboplatin¢ + Paclitaxeld

4 or 6 cycles

Arm B
Atezolizumab® +

Atezolizumab®

Atezolizumab®

Carboplatin¢ + Paclitaxeld +

+ Bevacizumab® Bevacizumab®

4 or 6 cycles IN:Ye}:)

Arm C (control,

Carboplatin¢ + Paclitaxeld
+ Bevacizumab®

4 or 6 cycles EYe:)

Bevacizumab®

4 )

Treated with
atezolizumab
until PD per
RECIST v1.1
or loss of
clinical benefit

AND/OR

Treated with
bevacizumab
until PD per
RECIST v1.1

Q.
?
3
K/
)
Y-
©
2
2
=]
()

. J

a Patients with a sensitizing EGFR mutation or ALK translocation must have disease progression or intolerance of treatment with one or more approved targeted therapies.
b Atezolizumab: 1200 mg IV g3w. ¢ Carboplatin: AUC 6 IV g3w. @ Paclitaxel: 200 mg/m2 |V gq3w. € Bevacizumab: 15 mg/kg IV q3w.

Primary Endpoints
. PFS in “wild-type” ITT population
. OS in “wild-type” ITT population

. PFS in “wild-type” population w/ high effector T-cell gene signature

Socinski et al. NEJM. 2018
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IMpower150: Updated OS Analyses

100 4
90
804
704
60
50
40
30
20
104

Overall Survival (%)

ABCP vs BCP
ITT-WT

HR, 0.80
(95% Cl: 0.67, 0.95)
P=0.01

Median, 14.7 mo Median, 19.5 mo

No. at Risk

ABCP 359 325 298 266 236 210 189
BCP 338 309 269 234 197 160 139

1001
S0
80
701
60 1
50 -
40+
30
20

104

Overall Survival (%)

0

(95% CI: 12.9, 17.1) (95% CI: 17.0, 22.2)
3 6 9 12 15 18 21 24 27 30 33 3B 39 42
Time (months)

163 147 127 113 95 71 50 27 10 1
122 104 94 80 71 55 33 22 1 1 1

ABCP vs BCP
ITT

HR,© 0.80
(95% ClI: 0.68, 0.95)
P=0.01

Median, 15.0 mo
(95% CI:13.4, 17.1)

Median, 19.8 mo
(95% CI: 18.2, 22.5)

No. at Risk

0

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

3 6 9

ABCP 400 363 335 299 266 237 214 187 169 145 127 109 82 57 30 13 1

BCP 400 367 318 279 234 193 169
Median follow-up (ITT-WT): Arm B vs Arm C, 39.8 mo; Arm A vs Arm C, 39.3 mo. Median follow-up (ITT): Arm B vs Arm C,

minimum follow-up (ITT; all arms), 32.4 mo. 2 ITT-WT population excluded patients with EGFR or ALK genetic alterations. ? Stratified analyses. ¢ OS analysis
for Arm B vs Arm C was considered final at the second interim OS analysis; data are shown for descriptive purposes only. Data cutoff: September 13, 2019.

148 130 118 101 90 68 46 27 13 1 1

ACP vs BCP

100
0 ITT-WT
:\.; 804
3 HR, 0.84
S w0 r ol
: o (95% Cl: 0.71,1.00)
7} =
b 0 P=0.05
[
5 30
6 20
104 Median, 14.7 mo Median, 19.0 mo
04 (SJIS% QI. 12]9. IZ 1) | (9|5% Ql: 15.7, 21'A5) . . . . i . § .
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
. Time (months)
No. at Risk
ACP 350 321 286 245 222 198 176 157 143 125 114 S0 64 47 20 6 2
BCP 338 309 269 234 197 160 139 122 104 94 80 71 55 39 22 1 1 1
100
%0 ITT
3 8o
= 701 HR, 0.86
2= .
3 % (95% CI: 0.73,1.01)
g S ] P=0.07
= 404
5 30
5 204
104 Median, 15.0 mo Median, 19.0 mo
o4 (95% CI: 13.4, 17.1) (95% CI: 16.3, 21.5)
0 3 6 9 12 15 18 21 24 27 30 33 3B 39 42 45 48 51 54
. Time (months)
No. at Risk
ACP 402 371 334 288 259 226 202 181 163 144 131 102 75 53 24 8 3
BCP 400 367 318 279 234 193 169 148 130 118 101 90 68 46 27 13 1 1

39.8 mo; Arm A vs Arm C, 39.3 mo;
Socinski et al. AACR 2020
Socinski et al. JTO 2021
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EMPOWER-Lung 3

Cemiplimab 350 mg +
platinum-doublet chemotherapy? q3w

Key patient inclusion criteria

Advanced, squamous/non-
squamous NSCLC (stage
HIB/C-1V)

(4 cycles)
(n=312)

Treatment-naive R) Stratification PD or 108
. * PD-L1 expression (<1% vs. 1-49% vs 250%)
23 tggolznz’ ALK or ROS1 2:1 * Histology (non-squamous vs. squamous) pooks
Brain mets. allowed if stable Placebo +
ECOG PS 0-1 platinum-doublet chemotherapy? q3w
(n=466) (4 cycles)
Primary endpoint Secondary endpoints
e 0OS PFS, ORR, DoR, BOR, PROs, safety

Gogishvili et al. ESMO 2021
Georgetown | Lombardi



EMPOWER-Lung 3

verall

Survival

HR=0.71 (053-093) 12-month OS (95% Cl), % Cemiplimab Placebo Hazard ratio
+ chemo +chemo (95% CI)
m0S=21.9 vs. 13.0 months 65.7 (59.9-70.9) No. OS events/ No. OS events/
VS no. patients no. patients
1.0 — 56‘1‘(47‘5 63.8) All patients 132/312 82/154 —e—i| 0.71(0.53-0.93)
CEMI+CHEMO |  PBO + CHEMO Age group <65 years 72/184 53/94 ——i | 0.57 (0.40-0.81)
I T T T E = 1 1) - >65 years 60/128 29/60 —e—i 0.88 (0.56-1.37)
< 08 ; meien (GO O monte Y] ISR Sex Male 113/268 75123 —e—i | 055 (0.41-0.74)
> Female 19/44 7/31 ———— 2.11(0.89-5.03)
2 Race White 116/267 76/138 —e—i! 0.67 (0.50-0.89)
S 06 ) Non-white 16/45 6/16 — 0.79 (0.31-2.02)
o . Median Histology Squamous 57/133 39/67 i : 0.56 (0.37-0.84)
3 [ ™ A A I Non-squamous 75/179 43/87 —e—i
s} 0.4 - ! PD-L1 level <1% 54/95 27/44 »—‘bﬁ
P ! 1-49% 401114 31/61 —e—i !
3 ! >50% 38/103 24/49 —e—
F 02 - ECOG PS 0 11/51 6/18 ————— 0.55 (0.20-1.49)
[} . | 1 119/259 75134 —e—i| 0.69 (0.52-0.92)
o ! Region Europe 118/270 76/138 —e—i : 0.67 (0.50-0.90)
. Asia 14/42 6/16 e 0.72(0.27-1.88)
I I I T T I I I I T I Brain met Yes 11/24 5/7 —e———— 0.42(0.14-1.26)
0 2 4 6 8 10 12 14 16 18 20 20 24 No 121/288 77147 —e—i! 0.68 (0.51-0.90)
Cancer stage Locally advanced 16/45 13/24 e 0.54 (0.25-1.15)
Month Metastatic 116/267 69/130 —e—i, 0.69 (0.51-0.93)
Smoking Smokers 115/269 75/130 —e—i | 0.61(0.46-0.82)
No. at risk: Never smokers 17/43 7124 —r—— 1.28(0.53-3.08)
Cemiplimab +chemo 515 289 269 256 233 199 162 131 86 52 18 0 | \ ]
(n=312) 0.1 1 10
Placebo + chemo 154 141 126 112 98 85 65 46 26 14 5 0 >
(n=154)

Cemiplimab + chemo better Placebo + chemo better

Gogishvili et al. Nat Med 2022
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Summary of landmark chemo-immunotherapy trials in treatment-

naive advanced NSCLC

Study Patient Regimen Primary ORR Median DoR | Median PFS
Pop Endpt (%) (mo) (mo)

KN-1891 Non- Platinum/pem/
(n=616) squamous pembrolizumab vs
platinum/pem/placebo

KN-4072 Squamous Carbo/(nab)pac/
(n=559) pembro vs carbo/
(nab)pac/placebo

IMpower1503 Non- ABCP
(n=1202) squamous ACP
BCP
IMpower1304 Non- Atezo/carbo/nab-
(n=723) squamous paclitaxel vs carbo/

nab-paclitaxel

EMPOWER- All Cemiplimab/platinum-
Lung 3° doublet vs platinum
doublet

‘PFS assessed in both wild-type ITT population and wild-type population with high effector T-cell gene signature.

"HR comparisons made to BCP as reference arm

PFS; OS

PFS; OS

PFS’; OS

PFS; OS

(O]

48.3% vs
19.9%

62.2% vs
38.8%

56%
40%
41%

49.2% vs
31.9%

43.3% vs
22.7%

12.5vs 7.1

8.0 vs 5.1

11.5
8.3
6.0

8.4 vs 6.1

15.6 vs 7.3

9.0vs 4.9

8.0vs 5.1

8.3

6.8

7.0vs 5.5

8.2vs 5.0

Median OS

(mo)

22.0vs 10.6

17.2vs 11.6

19.5
19.0
14.7

18.6 vs 13.9

21.9vs 13.0

ABCP: atezolizumab/bevacizumab/carboplatin/paclitaxel; ACP: atezolizumab/carboplatin/paclitaxel; BCP: bevacizumab/carboplatin/paclitaxel

TRodriguez-Abreu et al. Ann Oncol 2021; 2Novello et al. J Clin Oncol 2023; 3Socinski et al. AACR 2020; “West et al. Lancet Oncol 2019; 5Gogishvili et al. Nat Med 2022

OS HR
(95% Cl)

0.56 (0.46-0.69)

0.71 (0.59-0.85)

0.80 (0.68-0.95)
0.84 (0.71-1.00)
1/\

0.79 (0.64-0.98)

0.71 (0.53-0.93)

Chemoimmunotherapy has shown significant OS benefit and high ORRs
in patients with advanced NSCLC regardless of PD-L1 levels

Georgetown | Lombardi



Dual immune checkpoint blockade +/-
chemotherapy
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CheckMate 227
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CheckMate 227: 3-year update

CheckMate 2272 Part 1 study design

NIVO + IPIP
Part 1a n =396
PD-L1
Key Eligibility Criteria SR pRec SOl - <
» Stage IV or recurrent NSCLC z 1%
* No pn'or systemic therapy N =1189 Independent primary endpoints:
* No sensitizing EGFR mutations NIVO + IPl vs chemof
or known ALK alterations ]| = =i e S S A S B e R e PFS in high TMB (> 10 mut/Mb)
+ No untreated CNS metastases NIVO + IPI® population'
* ECOG PS5 0-1 Fartib + 0SinPD-L1 > 1% population?
PD-L1
Stratified by SQ vs NSQ »| expression ™ o
<1%
N = 550 NIVOe + chemos©

Database lock: February 28, 2020; minimum / median follow-up for 0S: 37.7 months / 43.1 months.
Treatment was continued until disease progression, unacceptable toxicity, or for 2 years for immunotherapy; *2NCT02477826; ®NIVO (3 mg/kg Q2W) + IPI (1 mg/kg Q6W); °NSQ: pemetrexed + cisplatin or
carboplatin, Q3W for < 4 cycles, with optional pemetrexed maintenance following chemo or NIVO + pemetrexed maintenance following NIVO + chemo; SQ: gemcitabine + cisplatin, or gemcitabine +
carboplatin, Q3W for < 4 cycles; INIVO (240 mg Q2W); °NIVO (360 mg Q3W); ‘Both endpoints were met; results were previously reported.
1. Hellmann MD, et al. N Engl J Med 2018;378(22):2093-2104; 2. Hellmann MD, et al. N Engl J Med 2019;381(21):2020-2031.
Paz-Ares et al. ASCO 2021



-year OS in patients with PD-L1 2 1%

100

90

80

70

60

50

0S (%)

40

30

20

10

No. at risk:
Nivolumab plus ipilimumab
Nivolumab

Chemotherapy

All patients

Nivolumab Plus

Ipilimumab Nivolumab Chemotherapy
(n =396) (n =396) (n=397)
Median OS, months 17.1 15.7 14.9
(95% Cl) (15.0 to 20.2) (13.3t0 18.1) (12.7 to 16.7)
- HR v chemotherapy 0.77 0.92 —
(95% Cl) (0.66 to 0.91) (0.79 to 1.07)

Nivo + Ipi vs chemo HR (95% CI):
0.77 (0.66-0.91)

T rrrrrrr T r 1T T r 1T 111 1 17T 1T 1T 11
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75

Time (months)

396 341 296 265 246 214 192 166 154 146 134 126 123 118 115 110 104 101 99 95 89 74 47 20 3 O
396 330 299 265 220 201 176 153 139 129 119 112 108 98 91 80 75 70 66 63 59 46 27 12 3 0

397 358 306 250 218 190 166 141 126 112 98 87 80 78 72 66 63 60 56 53 50 37 18 6§ 2 0

Brahmer et al. JCO 2022

0S (%)

0S8 (%)

Median 0S, mo
(95% CI)

HR v chemotherapy
(95% C1)

Nivolumab Plus

Ipilimumab v Chemother
(n=278) "

194 17.9 17.2
(15610 24.3) (14310 206) (12310 19.6)
082 0.99 -

(0.6700.99) (08210 1.19)

Nivo + Ipi vs chemo HR (95% CI):
0.82 (0.67-0.99)

8

Median 0S, mo
(95% CI)

HR v chemotherapy
(95% CI)

T T T T T T T T T T T T T I T T T T T T T 1
3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75

Time (months)

Nivolumab Plus

Ipilimumab Ni nat Chemothera
(n=118) 18 8
148 128 92
(12.1t0 187) (9.91015.7) (7.61013.9)

(05210 0.91) (05910 1.03)

Nivo + Ipi vs chemo HR (95% CI):
0.69 (0.52-0.91)

T T
036 91

L L L L L L L L L
2 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75

Time (months)
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-year OS in patients wi

No. at risk:

0S (%)

100

90

80

70

60

50

40

30

20

Nivolumab plus ipilimumab

Nivolumab plus chemotherapy

Chemotherapy

All patients

Nivolumab Plus  Nivolumab Plus

th PD-L1 <1%

Nivolumab Plus

Nivolumab Plus

Ipilimumab Chemotherapy  Chemotherapy
(n=187) (n=177) (n =186)
Median OS, months 17.4 15.2 12.2
(95% CI) (13.2 t0 22.0) (12.3 t0 19.8) (9.2 to 14.3)
HR v chemotherapy 0.65 0.80 -

(95% CI) (0.52t0 0.81) (0.64 to 1.00)

Nivo + Ipi vs chemo HR (95% CI):
0.65 (0.52-0.81)

187
177
186

159
164

[
r 1T 11T 1 1117 111111 17T 17T 1T 1T 1T T T"1
6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75

Time (months)

142 120 110 100 88 81 74 69 67 64 59 55 49 45 41 39 38 36 33 27 15 8 3 0
139 119 102 88 78 67 60 48 42 39 34 29 27 24 22 19 19 19 17 14 7 2 0 0
135 107 92 74 62 49 41 35 33 29 27 24 22 20 18 17 16 14 12 8 7 5 1 0

Brahmer et al. JCO 2022

Ipilimumab Chemotherapy
(n=141) (n=134) =
Median OS, mo 175 17.7 131
(95% C1) (12310 23.9) (13.5t0 21.6) (9.8t0 15.3)
HR v chemotherapy 0.70 0.77 -
100 —4 (95% C1) (0.54 to 0.90) (0.60 to 0.99)
90 1
50| Nivo + Ipi vs chemo HR (95% CI):
704
0.70 (0.54-0.90)
—_ 60+
B
S
(2]
O 4
301
204
10+
O7T—T T T T T T T T T T T T T T T T T T T T T T T 771
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75
Time (months)
Nivolumab Plus  Nivolumab Plus
SQ Ipilimumab Chemotherapy
— (n = 46) (n=43)
Median 0S, mo 163 13 85
(95% CI) (10.3 t0 33.9) (8.1t015.2) (6.410 13.0)
HR v chemotherapy 052 0.90 -
100 — (95% CI) (0.34 10 0.82) (0.58 to 1.38)
90 1
a0 Nivo + Ipi vs chemo HR (95% CI):
70
0.52 (0.34-0.82)
—_ 60—
2
S
1]
O 4

T T T T T T T T T T T T T 7T
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66

T T
69 72 75

Time (months)
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4-year update: DOR

CheckMate 227: 4-year update

1007

Patients in response (%)

804

60

401

204

0

PD-L1 > 1%

Median DOR (95% Cl), m
NIVO +IPl: 23.2 (15 5 33 9

10%

No. at risk

NIVO + IPI
NIVO
Chemo

.1.8-

1
24 30 36 42 48 54
Months

144 130 106 92 83 78 68 61 57 51 50 47 43 39 37 32 27 18 5 O

109 100 84 72 64

119 90

.

12 8

52 39 36 32 28 27 26 25 24 23 22 12 6 4 O
30 21 15

7 7 7 5 5 5

__ 1007 NIVO: 16.8 (13.5-29.6)
R Chemo: 5.8 (4.5-6.9)
@ 301
(=
o
& e 44%
o NIVO + IPI
£
w404
bt
c 1
2 A
201 ;
[« 1
L}
O—T—TTT— T T—T T T T T+ —t—TT
0 6 12 18 24 30 36 42 48 54
Months
NIVO+IPI 93 85 75 68 61 59 53 46 42 38 37 35 32 32 30 25 21 14 3 O
NIVO 79 75 65 55 49 42 33 31 28 25 24 23 22 22 21 20 10 4 4 O
Chemo 68 50 25 14 9 7 5 4 4 4 4 2 2 2 2 1 1 1 0 0

PD-L1 > 50%

Median DOR (95% Cl), mo
NIVO + IPI: 31.8 (20.7-51.2)

NIVO +
NIVO +
Chemo

Patients in response (%)

PD-L1 < 1%

Median DOR (95% CI), m
NIVO +IPl: 18.0 (12.4- 33 2

10078
Chemo: 4.8 (3.7- 5. 8)
80-
60-
40 5 o 31% NIVO +
:: = © |P|
204 [~ 1139% NIVO +
—2—8A chemo
0 Io% Chemo
0 & 12 13 24 30 36 4 48 4
Months
1Pl 51 45 38 33 29 26 21 18 17 17 13 13 12 12 12 10 6 4 1 0

chemo 67 59 40 26 19 14 12 11 9 9 8 8 7 6 6 5 4 3 0 0

43 2911 9 9 5 3 ¥ 2. F 2 £ = 1 1

Paz-Ares et al. ASCO 2021
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CheckMate 9LA: NIVO + IPI + 2 cycles of chemo in 1L NSCLC

CheckMate 9LA study design?

Key eligibility criteria
. ;’tageg v oryrecurrent NSCLC NIVO 360 mg Q3W + IPl 1 mg/kg Q6W -
« No prior systemic therapy + Until disease
« No known sensitizing Chemod Q3W (2 cycles) progression,
EGFR mutations or unacceptable
ALK alterations toxicity,
B EEG Eoe . or for 2 years
Stratified by Chemo“ Q3W (4 cycles) for immunotherapy
PD-L1P (< 1%° vs 2 1%) with optional pemetrexed maintenance (NSQ)
seXx, and histology (SQ vs NSQ)
Primary endpoint Secondary endpoints Exploratory endpoint
« 0OS  PFS by BICRe « Efficacy by oncogenic driver
* ORR by BICRe mutation status (KRAS, TP53,
« Efficacy by tumor PD-L1 expression STK11, KEAPT)

Database lock: February 15, 2022; minimum/median follow-up for OS: 36.1/42.6 months.

Reprinted from Lancet Oncology, 22, Paz-Ares L, et al, First-line nivolumab plus ipilimumab combined with two cycles of chemotherapy in patients with non-small-cell lung cancer (CheckMate 9LA): an international,
randomised, open-label, phase 3 trial, 198-211, Copyright 2021, with permission from Elsevier.

aNCT03215706; bDetermined 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; INSQ: pemetrexed + cisplatin or
carboplatin; SQ: paclitaxel + carboplatin; cHierarchically statistically tested.

1. Paz-AresL, et al. Lancet Oncol 2021;22:198-211; 2. Reck M, et al. ESMO Open 2021;6:100273.

Paz-Ares et al. ASCO 2022



CheckMate 9LA NIVO + IPI + chemo vs chemo in 1L NSCLC: 3-year update & mutation analysis

3-year update: OS in all randomized patients?

1007 NIVO + IPl + chemo Chemo
(n =361) (n =358)
801 Median 0S,®> months 15.8 11.0
63% HR (95% Cl) 10.74 (0.62-0.87)
—~ 607
* .
wn f 38%
© 40 47% |
' NIVO + IPl + chemo
20_ E i : g A0 a
| 19% ! : B
, ; : Chemo
0 T T T i T T T i T T T i T T T T 1
24 27 30 33 36 39

0 3 6 9 12 15 18 21

No. at risk
NIVO + IPl + chemo 361 326 292 250 227 191 170 151
Chemo 358 319 260 208 168 139 115 102

Database lock: February 15, 2022; minimum follow-up: 36.1 months.

Months
138 125 115 106 96 65 27 16 4 0
93 86 74 66 63 48 28 13 5 0

Paz-Ares et al. ASCO 2022

2In the all randomized population, subsequent systemic therapy was received by 37% (NIVO + IP| + chemo) and 49% (chemo) of patients, subsequent immunotherapy by 8% and 36%, and subsequent platinum-

doublet chemo by 19% and 6%, respectively; b95% Cl, 13.9-19.7 (NIVO + IPI + chemo) and 9.5-12.7 (chemo).



CheckMate 9LA NIVO + IPI + chemo vs chemo in 1L NSCLC: 3-year update & mutation analysis

OS by PD-L1 expression

PD-L1 < 1% 100 RpEElychams; e, PD-L1 2> 1% 1001 NNO & [Pt chemo  Chemo
Median 0S,? months 17.7 9.8 804 Median 0S,® months 15.8 10.9
801 HR (95% CI) 0.67 (0.51-0.88) 65% HR (95% C) 0.74 (0.60-0.93)
& 60 & 60 1
wv
8 401 45% 37% O 40 E NIVO + IPI + chemo
| : 25%  NIVO + IPI + chemo ; 5
20 i ' Tl 20 28% | .
: S e 19%: (e
: : 15%! Chem& © 5 : : °: Chemo
0 — ——m
0 3 6 9 121518 2124 27 30 33 36 39 42 45 48 51 0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51
No. at risk Months No. at risk Months
135 120 107 90 85 73 66 55 50 44 40 38 34 19 8 6 2 0 204 186 166 147 133 109 97 90 83 77 71 64 58 42 19 10 2 0
129 116 90 68 58 47 37 32 27 25 19 17 17 13 6 1 0 0 204 179 151 122 96 79 68 60 56 51 45 40 37 31 21 12 5 0
100 4 . 100
PD-L1 1-49% WOLEEET G T PD-L1 > 50% AR It
80 Mediani0s; “mionths 15:2 103 80 - 70%  Median Os,¢ months 18.9 12.9
HR (95% CI) 0.70 (0.53-0.93) HR (95% Cl) 0.75 (0.53-1.07)
62%
60 3 60
X A 51%: mi NIVO + IPI + chemo
v 40 - O 40 : 33%
o : s
2 204 § § 24%.  Chemo
0 5 : . __Chemo_ IS BN S I
0 3 6 91215 1821 24 27 30 33 36 39 42 45 48 51 0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51
No. at risk Months No. at risk Months
128 117 102 88 80 64 58 54 49 44 42 38 33 24 13 7 1 0 76 69 64 59 53 45 39 36 34 33 29 26 25 18 6 3 1 0
106 95 80 60 46 35 30 28 25 23 19 17 14 11 6 4 1 0 98 84 71 62 50 44 38 32 31 28 26 23 23 20 15 8 4 0

Database lock: February 15, 2022; minimum follow-up: 36.1 months.
295% Cl, 13.7-20.3 (NIVO + IP| + chemo) and 7.7-13.5 (chemo); 95% Cl, 13.8-22.2 (NIVO + IPl + chemo) and 9.5-13.2 (chemo); <95% Cl, 12.6-21.2 (NIVO + IP| + chemo) and 8.7-12.4 (chemo);
4995% Cl, 13.1-29.1 (NIVO + IPI + chemo) and 9.4-17.6 (chemo). Paz-Ares et al. ASCO 2022
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POSEIDON: Study Design

Key patient inclusion criteria
» Stage IVNSCLC
* No EGFR or ALK alterations

* Treatment naive for
metastatic disease

+ ECOG PS 0-1
(n=1013)

Stratification

Durvalumab 1500 mg + Durvalumab 1500 mg gq4w +

CT* g3w (4 cycles) pemetrexedt (n=338)

Durvalumab 1500 mg + Durvalumab 1500 mg g4w +
1 1} tremelimumab 75 mg + = tremelimumab 75 mg (W16 only)* —
CT* q3w (4 cycles) + pemetrexedt (n=338)

Platinum-based CT* q3w
(up to 6 cycles)

Pemetrexedt (n=337)

» PD-L1 expression, disease stage, histology

Primary endpoints Secondary endpoint
* PFS (BICR), OS * ORR, DoR, BOR, HRQoL, safety

Johnson et al. WCLC 2021
Georgetown | Lombardi



Durvalumab + CT vs. CT: OS

D+CT CT
Events, n/N (%) 264/338 (78.1) 285/337 (84.6)
1.0+ mOS, months 13.3 1.7
(95% Cl) (11.4-14.7) (10.5-13.1)
HR (95% Cl) 0.86 (0.72—1.02)
0.8 p-value 0.07581
n
(@)
5 0.6
2
E
S 044
<4
o
0.2 22.1%
0.0 I 1 I I I I I I I I I I I I I 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time from randomization (months)
No. at risk
D+CT 338 296 247 212 176 142 126 112 97 85 81 51 33 15 5 0 0

CT 337 284 236 204 160 132 111 91

72 62 52 38 21 13 6 0 0

» Median follow-up in censored patients at DCO: 34.9 months (range 0—44.5)

Johnson et al. J Clin Oncol 2022

POSEIDON: Overall Survival Analyses

Durvalumab + Tremelimumab + CT vs. CT: OS

D+T+CT CT
Events, n/N (%) 251/338 (74.3) 285/337 (84.6)
10- mOS, months 14.0 1.7
(95% Cl) (11.7-16.1) (10.5-13.1)
HR (95% CI) 0.77 (0.65-0.92)
0.8 p-value 0.00304
%)
@]
% 0.6
2
3
2 044
<
o
0.2 22.1%
0.0 I 1 1 1 1 1 1 1 I I 1 I I I 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time from randomization (months)
No. at risk
D+T+CT 338 298 256 217 183 159 137 120 109 95 88 64 41 20 9 0 O
CT 337 284 236 204 160 132 111 91 72 62 52 38 21 13 6 0 O

» Median follow-up in censored patients at DCO: 34.9 months (range 0—44.5)
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Study Regimen Study size Median OS HR for OS PD-L1
(months) (CEY )]
KEYNOTE 0241 Pembrolizumab 305 26.3vs. 13.4 0.62 (0.48-0.81) 2 50%
KEYNOTE 0422 Pembrolizumab 1274 20.0vs. 12.2 0.68 (0.57-0.81) 2 50%
18.0vs. 13.0 0.75 (0.64-0.87) 2 20%
16.4 vs. 12.1 0.79 (0.70-0.89) 21%
IMpower1103 Atezolizumab 572 20.2vs. 14.7 0.76 (0.54-1.09) TC3 or IC3*
18.9vs. 14.7 0.85 (0.69-1.04) 21%
EMPOWER-Lung 14 Cemiplimab 710 23.4vs. 13.7 0.63 (0.52-0.77) 2 50%
KEYNOTE 1895 Pembrolizumab/ 616 22.0vs. 10.7 0.56 (0.46-0.69) All comers
(non-Sg-NSCLC) pemetrexed/platinum 27.7 vs. 101 0.59 (0.40-0.86) = 50%
21.8vs. 12.1 0.66 (0.46-0.96) 1-49%
17.2vs. 10.2 0.56 (0.45-0.69) <1%
KEYNOTE 4076 Pembrolizumab/ 559 17.2vs. 11.6 0.71 (0.59-0.85) All comers
(Sg-NSCLC) taxane/carboplatin 19.9vs. 115 0.68 (0.47-0.97) = 50%
18.0vs. 13.1 0.61 (0.45-0.83) 1-49%
15.0vs. 11.0 0.83 (0.61-1.13) <1%
IMpower1507 Atezolizumab/ 1202 19.5vs. 14.7 0.80 (0.67-0.95) All comers
(non-Sg-NSCLC) bevacizumab/
carboplatin/paclitaxel
EMPOWER-Lung 38 Cemiplimab/platinum-doublet 466 21.9vs. 13.0 0.71 (0.53-0.93) All comers
0.61 (0.37-1.02) 2 50%
0.52 (0.32-0.83) 1-49%
1.01 (0.63-1.60) <1%
CHECKMATE 227° Nivolumab/ 1189/550 17.1vs. 14.9 0.77 (0.66-0.91) 21%
Ipilimumab (Part 1A/B) 20.6 vs. 14.0 0.69 (0.54-0.86) 2 50%
17.4 vs. 12.2 0.65 (0.52-0.81) <1%
CHECKMATE 9LA"0 Nivolumab/ 719 15.8 vs. 11.0 0.74 (0.62-0.87) All comers
Ipilimumab/ 18.9vs. 12.9 0.75 (0.53-1.07) 2 50%
Platinum doublet 15.4 vs. 10.4 0.70 (0.53-0.93) 1-49%
(2 cycles) 17.7 vs. 9.8 0.67 (0.51-0.88) <1%
POSEIDON?"! Durvalumab/ 1013 14.0vs. 11.7 0.77 (0.65-0.92) All comers
Tremelimumab (5 doses)/ 0.65 (0.47-0.89) 2 50%
Platinum doublet 0.76 (0.61-0.95) 21 %
0.77 (0.58-1.00) <1%

Reck et al. JCO 2021; 2de Castro Jr et al. J Clin Oncol 2023; 3Jassem et al. J Thorac Oncol 2021; “Ozgiiroglu et al. ESMO 2022; 5Rodriguez-Abreu et al. Ann Oncol 2021; 8Novello et al. J Clin
Oncol 2023; "Socinski et al. JTO 2021; 8Gogishvili et al. Nat Med 2022; *Brahmer et al. JCO 2022; '°Paz-Ares et al. ASCO 2022; "'Johnson et al. JCO 2022




Treatment algorithm for advanced NSCLC in the
front-line setting

Metastatic NSCLC without
actionable mutations

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

PD-(L)1 inhibitor

or
Chemo-1O Chemo-IO Chemo-IO

(If high tumor
burden/symptomatic disease)

Dual immune checkpoint blockade
* Nivolumab/ipilimumab is a viable option for PD-L1 21% (FDA label).
Note clinical activity in PD-L1 <1%.
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Back to the case

Received pembrolizumab for 2 years. Now off treatment for 1 year.

Baseline 36 months
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Thank you for your attention.

© @chulkimMD
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