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Immunotherapy therapeutic decision-making in advanced NSCLC is Complex:
Phase Ill Trials in 15t Line Therapy

Drug PD-L1 . . HR primary N
Result Publicat
Study (vs CT) selection Control Primary endpoint B esu ublication
KN-024 Pembro >50% Platinum CT PFS 0.50 Positive Reck et al. NEJM 2016
CMO026 Nivo >5% Platinum CT PFS 1.15 Negative Carbone et al. NEJM 2017
0.81
- 9 i Positi Mok et al. L t 201
KN-042 Pembro >1% Platinum CT (01 0.69 (50%) ositive ok et al. Lancet 2019
IMpowerl10 Atezo >1% Platinum CT 0S in TC3/1C3 0.59 Positive Herbst et al. NEJM 2020
0.54 (PFS
EMPOWER-Lung 1 Cemi >50% Platinum CT PFS, OS 0 57((05)) Positive Sezer et al. Lancet 2021
Durva or 0 ] 0.87 (PFS) durva ] ..
Negat R t al. JAMA /202
MYSTIC Durva/Tremi >25% Platinum CT PFS, OS 0.76 (0S) durva egative izvieta Oncol 2020
0.58 (PFS) in TMB-
<1%/21% H Hellmann et al. NEJM 2018
. S . Positi
CM227 Nivo or Nivo-Ipi & TMB 10 Platinum CT PFS, OS 0.62 (0S) in <1% ositive Hellman et al. NEJM 2019
0.79 (OS) in 21%
Paz A tal. L t I
CM9LA Nivo-Ipi-CT >1% Platinum CT 0s 0.66 Positive 23; . res et al. Lancet Onco
KN-189 (NSQ) Pembro-CT >1% Platinum CT PFS 0.52 Positive Ghandi et al. NEJM 2018
KN-407 0.56 (PFS
(sQ) Pembro-CT None Platinum-Nab Pac PFS, OS 0.64 tOS)) Positive Paz Ares et al. NEJM 2018
IMpowerl50 Atezo + ACBP 0.71 (PFS) ... .
Posit ki et al. NEJM. 201
(NSQ) Bev/Pac/Carbo None Bev/Pac/Carbo PFS, OS ACBP 0.78 (0S) ositive Socinski et a ) 018
Atezo + 0.71 (PFS
IMpowerl31 (SQ) Pae:;Carr:)aob None Pac/Carbo PFS, OS 0.88 t o S)) Positive (PFS) Jotte et al. J Thorac Oncol 2020
. . 0.56 (PFS) s s
EMPOWER-Lung 3 Cemi-CT None Platinum CT PFS, OS 0.71 (0S) Positive Gogishvili et al. Nat Med 2022
POSEIDON Durva+Tremi-CT None Platinum CT PFS, OS 0.77 (OS) Positive Johnson et al. JCO 2022

Parameters

Test Regimen
ICI Monotherapy
ICI+CT
ICI+CT+Bev
ICl + CTLA-4

Biomarker
None
PD-L1
TMB

Histology
All
SQ
NSQ

Primary Endpoint
PFS
OS
Both

Gandara: CLCC 2023




Advanced stage NSCLC: Checkpoint Immunotherapy (CPI)

Themes:
Long term survival on CPI-based therapy
CPl-based therapy in EGFR-mutated NSCLC

Patient reported outcomes (PROs) on CPI therapy

KN-189/KN-407: 5-Year Survival of pembrolizumab plus chemotherapy for metastatic NSCLC with PD-L1 <1% (OA14.05)
-S Gadgeel

Survival of patients with metastatic NSCLC and PD-L1 90% receiving CPl monotherapy (either Cemiplimab or Pembrolizumab)
or chemotherapy (OA14.04) -B Ricciuti

IMpowerl51: Phase Il study of atezolizumab + bevacizumab + chemotherapy in 1L metastatic nonsquamous NSCLC (OA09.06)
-C Zhou

ILLUMINATE: Efficacy and safety of durvalumab-tremelimumab and chemotherapy in EGFR mutant NSCLC following
progression on EGFR inhibitors (OA09.04) -C Lee

EMPOWER-Lung 1 and 3: Predictive utility of patient-reported outcomes (PROs) for survival in 1st-line treated patients with
aNSCLC (MAO05.11) -D Gandara
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with PD-L1 <1%: 5-Year survival

1315 Total Patients Across
Study Populations
(KN189 global and Japan extension, N = 646;
KN407 global and China extension, N = 669)

442 (33.6%) Patients with PD-L1 TPS <1%?

Pembrolizumab + Chemotherapy
(KN189, n = 140; KN407, n = 115)
« 255 allocated
« 254 treated

~

* 1 ongoing on treatment®
» 22 completed treatment
« 231 discontinued
-149 PD
— 66 AE
— 9 patient withdrawal
— 4 physician decision
— 2 excluded anti-cancer therapy
— 1 protocol-specified unblinding

4 received second-
course pembrolizumab

36 received subsequent
anti-PD-(L)1 outside of
study

Placebo + Chemotherapy
(KN189, n = 66; KN407, n = 121)
» 187 allocated
» 186 treated

* 1 completed treatment
* 185 discontinued
-145PD
- 20 AE
— 11 protocol-specified unblinding
— 6 patient withdrawal
— 3 physician decision

Gadgeel S, et al. WCLC 2023. Abstract OA14.05.

Presented by D. Gandara: BEST of WCLC 202:

KN-189/KN-407: Pembrolizumab + Chemo vs Chemo alone in metastatic NSCLC

A
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KN-189/KN-407: 5-year survival in the PDL1<1% population

100+

Events, Median (95% CI), HR
90- n (%) mo (95% Cl)
80 : 66.9% Psmbm"z"mab y 218 (85.5) 18.3 (15.2-20.9)
 48.5% chemotherapy 0.64
70 : (0.51-0.79)
Placebo + ' :
60- e e e 167 (89.3) 11.4 (9.4-13.2)
e W
v 50
o
404
301 ;  12.5%
20- : : : : 9.3%
104 : : : $ . HFI —H
0 ; ; : ; ; ,
0 12 24 36 48 60 72
No. at risk Time, mo
255 169 97 62 47 18 0
187 89 47 21 17 6 0

Gadgeel S, et al. WCLC 2023. Abstract OA14.05.
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KN-189: 5-Year Survival in patients completing the full 2 years of

2023 |

Pembrolizumab therapy

Patients who
Outcome completed 35 cycles?
n n=27
ORR® (95% Cl), % 92.6 (75.7-99.1)
®
Best overall response, n (%)
Complete response 3(11.1)
Partial response 22 (81.5)
A BORCR .
A BOR PR Stable disease® 2(7.4)
A BOR SD
u ® rD Median DO =100 55.1 (7.4 to 59.3+)
B First course treatment
First course follow-y 3-yeal' OS rate after 56.7
Second-course completing 35 cycles, % :
pembrolizumab
] »¥ Subsequent anticancer Alive Py
therapy =
lshtta)t:zs;xuenl radiation therapy or pD, n (%) 12 (444)
W Death

"LC 2023. Abstract OA14.05.
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OA14.04: Survival of patients with metastatic NSCLC and PD-L1 2 90% receiving CPl monotherapy (either
Cemiplimab or Pembrolizumab) or chemotherapy

* Goal: To examine 2 independent cohorts of patients with advanced NSCLC and a PD-L1 TPS >50% who received
PD-1 inhibition (comparing the groups 50-89% vs >90%):

e Cohort #1: EMPOWER-Lung-1
* Cohort #2: retrospective academic cohort (DFCI, MSKCC, MDACC, MGH)

EMPOWER-Lung-1 Academic Cohort

— ~ = Sre— e Adv NSCLC receiving Pembro monotherap
POt oL et PRgle bl commitondt. * Similar eligibility to EMPOWER-LUNG-1
«No EGFR, ALK or ROS1 mutations Treat until Progressive Disease or of chemotherapy
+ ECOG performance status 0 or 1 108 weeks N g (PD_Ll 50_89% or 290%)

« Treated, clinically stable CNS metastases and _EE]
controlled hepatitis B or C or HIV were allowed

Optional crossover to
il cemiplimab
monotherapy

Stratification factors AmB 5 3 5 =
- Histology (squamous vs non-squamous) g 4-6 cycles of investigator’s choice
« Region (Europe, Asia or ROW) chemotherapy

Endpoints
« Primary: OS and PFS ITT (N=7121)
« Secondary: ORR (key), DOR, HRQoL and

\sa'ety j PD-L1 250% population (N=565)
PD-L1 testing by 22C3 assay performed per instructions for use

Here we report data per cutoff of 4 March 2022
Median time from randomisation to data cutoff: 37.1 months (range: 24.0- 56.5)

Biagio Ricciuti, et al. WCLC 2023 OA.14.04
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EMPOWER-Lung-1: Three-years PFS and OS to first-line Cemiplimab
by PD-L1 expression levels (50-89% vs 290%)

Progression-free survival Overall survival
Median PFS, months (95%Cl) Median OS, months (95%Cl)
=== PD-L1 TPS 290% 14.7 (10.2-21.1) = PD-L1 TPS 290% 36.6 (22.9-NR)

107 = PD-L1 TPS 50-89% 4.8 (4.2-6.3) 107 = PD-L1 TPS 50-89% 23.0 (18.6-24.7)

0.9 0.9
N 0.8 - N 0.8 -
i\; 0.7 4 i\; 0.7 4
Z 06 Z 06
e 054 e 054
o) o)
s 04 s 04
£ 03 £ 03 !
” 0.2 ” 0.2 i 34.6%

0.1 4 0.1 4 !

.o HR:0.52, P<0.0001 114.2% 00| HR:0.61, P=0.007 |

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 % 38 40 42 44 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 2 34 % 38 40 42 44
Time (Month) Time (Month)
Number at risk Number at risk

PD-L1: 50-89% 185 148 111 86 72 60 58 52 45 43 40 36 35 32 27 22 19 15 10 3 2 1 1 PD-L1: 50-89% 185 167 149 140 132 119 110 106 99 96 91 84 77 69 60 54 46 34 31 17 1 8 8
PD-L1 90% 99 90 78 71 63 56 52 4“4 39 36 35 33 31 26 23 21 15 6 3 2 2 2 1 PD-L1 90% 99 94 86 83 78 71 68 64 62 58 55 52 49 44 35 34 28 15 9 3
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by PD-L1 expression levels (50-89% vs 290%)

Progression-free survival Overall survival
Median PFS, months (95%CI) Median OS, months (95%ClI)

Lo === PD-L1 TPS 290% 5.1 (4.2-6.2) Lo === PD-L1 TPS 290% 13.7 (8.8-20.6)

0o m== PD-L1 TPS 50-89%. 5.3 (4.3-6.1) 0o === PD-L1 TPS 50-89%. 12.5 (10.1-16.9)
- 0.8 - 0.8
£ o074 < o074
% 0.6 _7; 0.6
'g 0.5 é 0.5
~~ ~
s 044 s 04
£ 034 £ 03
2 02- 4.9% BNCER

0.1 - 0.1 - 19.7%,

004 HR:0.94, P=0.64 "' NA 004 HR:0.92, P=0.60 !

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 % 38 40 42 44 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 % 38 40 42 44
Time (Month) Time (Month)
Number at risk Number at risk

PD-L1: 50-89% 186 157 119 79 36 20 9 6 5 4 3 3 3 3 2 1 0 0 0 0 0 0 0 PD-L1: 50-89% 186 170 152 130 112 94 80 72 63 57 51 44 42 37 32 27 24 15 13 10 6 4 3
PD-L1: >=90% 95 79 56 37 15 11 7 6 5 5 4 4 3 3 3 3 1 1 1 0 0 0 0 PD-L1: >=90% 95 84 70 60 52 49 44 39 36 34 31 30 27 24 21 18 15 12 10 8 5 5 4

CLC 2023 OA.14.04
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Academic Cohort: Three-year PFS and OS to first-line Pembrolizumab by
PD-L1 expression levels

Progression-free survival Overall survival
No. Median PFS (95% ClI) No. Median OS (95% Cl)
—— PD-L1TPS290% 197 9.0 months (5.7-13.6) —— PD-L1 TPS 290% 197 30.4 months (21.7-45.3)

1.0 \ PD-L1 TPS 50-89% 319 5.4 months (4.1-6.9) 101 § PD-L1 TPS 50-89% 319 18.6 months (15.9-22.9)
< Y
SO HR, 0.69 (95% CI, 0.56-0.84), P<0.001 o8| i Gall (2046 Cls SLoC000): (S0
E —
206 Sos
e =
o 2
Y
o 29.2% =0 |
7 o |
17} I = |
902 | Oo2 |
S | !
a | |

0.0 | 0.0 I

| |
0 6 12 18 24 30 36 42 48 54 60 66 0 6 12 18 24 30 36 42 48 54 60 66
Months

Months

Number at risk Number at risk

=197 107 83 70 60 53 46 36 21 8 0 0 =197 152 131 113 100 89 74 58 33 15 0 0
319 143 95 64 48 45 32 24 16 3 1 0 319 235 191 143 114 89 74 47 27 9 1 0

al. WCLC 2023 OA.14.04
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ILLUMINATE: Durvalumab-Tremelimumab + Chemo for EGFR-mutated NSCLC
following progression on EGFR inhibitors

Population Open label, parallel cohort, non-comparative, multicentre Outcomes Baseline characteristics (N=100)
EGFR +ve advanced NSCLC phase 2 trial Age Median 60 years (range 32-77)
:E%gée;;e; fn EGFR TKI therapy Best OTRR* Female 64 (64)
Measurable disease (RECIST 1.1) | Induction | | Maintenance Best DCR* Performance status 0 49 (49)
OTRR** Asian 77 (77)
PES* ** EGFR mutation Exon 19 deletion 57 (57)
Cohort 1 PES * x Exon 21 L858R 42 (42)
12 months
T790M —ve (N=50) Durvalumab 1500mg IV + os Current or former smoker 27 (27)
Tremelimumab 75mg IV + Durvalumab 1500mg IV + f:?)f:'Zation R timalr PD-L1 status 0-49% 47 (47)
Cohort 2 Cisplatin Z’Smg/m2 + . Pemetrexed 500mg/m? POl exprassion Til. >50% 12 (12)
P t 500 4/52 S ; ;
IS eme rex‘;za/52 mg/m q4a/ el e e e No of prior TKI 1 IIrTe 43 (43)
with disease progression following cfDNA >1 line 50(50)
a 3" generation EGFR TKI
* RECIST 1.1
‘ i i , | **iRECIST
Exclusions Y Y
Prior immunotherapy or 4 cycles Until progression
chemotherapy for metastatic
disease

. Abstract OA09.04.
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ILLUMINATE: Efficacy of durvalumab-tremelimumab + Chemo for
EGFR-mutated NSCLC following progression on EGFR inhibitors

Primary endpoint: ORR oo PFS by T790M status
Cohort 1 (T790M-) Cohort 2 (T790M+)
Confirmed ORR, 15/48 (31) 10/48 (21) 80% 1 Cohort 1 (T790M-) median PFS 6.5 months (95% Cl 5.0, 12.6)
n/N (%) [95% Cl] [20, 45) [12, 34] =~ Cohort 2 (T790M+) median PFS 4.9 months (95% Cl 4.4, 7.5)
©
=
Unconfirmed ORR, 20/48 (42) 17/48 (35) g
n/N (%) [95% Cl] [29, 56] [23, 50] § 60%
5122 g 40% 1
S0 S
& 100 — o
5 o] 20%{
2 1]
§, 60+
g 501
& %% 6 12 18 24
§ 301 [T cohort 1 (T790M) months
& 20 .
e 104 . Cohort 2 (T790M+) - Number at risk (number censored)
3 49 (0) 27 (0) 14 (3) 7(5) 5 (5)
@ 0 - - 49 (0) 19 (1) 5(2) 1(2) 0(3)

CLC 2023. Abstract OA09.C
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ILLUMINATE: Safety of Durvalumab-Tremelimumab + Platinum Chemo for
EGFR-mutated NSCLC following progression on EGFR inhibitors

Nausea

S Grade 3—4 immune-related AEs n (%)
Anemia oy e

Fatigue COIItIS 8 (8)
Diarrhea oys

Diarhes Hepatitis 4 (4)
Fover Adrenal insufficiency 2 (2)
Neutrophil decrease

ALT increase Pneumonitis 1 (1)
Cough

Anorexia

Dyspnea

Hypokalemia CTCAE Grade 1/2

Maculopapular rash
e B 7 CTCAE Grade 3/4
Creatinine increase

AST increase

Colitis Cohort 2 (T790M+) Cohort 1 (T790M-)
20% 0% 20%

023. Abstract OA09.04.
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IMpowerl51 (Phase 3): 1% Line Atezolizumab + Bevacizumab + Platinum

\
Inclusion criteria:

o Stage IV nonsquamousNSCLC
e _Chemotherapy naive

o| Sensitizing EGFR or ALK
genomic alterations permitted?
(patients with WT disease
capped at 50% of the

total population)

o Patients with sensitizing EGFR
or ALK alterations must have
progressed after =1 prior TKI

Stratification factors:
EGFRIALK status (genomic
alterations vs WT)

PD-L1 expression®

(TC <50% vs TC 250%)

ArmA
Atezo (1200 mg IV)
+ Bev (15 mg/kg)
+ Carbo (AUC 6)
+ Pem (500 mg/m?) or
Pac (175 mg/m?)

ArmB
Placebo (1200 mg V)
+ Bev (15 mg/kg)

+ Carbo (AUC 6)

+ Pem (500 mg/m2) or
Pac (175 mg/m?)

ArmA
Atezo (1200 mg IV)
+ Bev (15 mg/kg)
+ Pemd (500 mg/m?)

ArmB
Placebo (1200 mg IV)
+ Bev (15 mg/kg)

+ Pemd (500 mg/m?)

r

\.

Atezo or
placebo
treatment until
unacceptable
toxicity or
loss of
clinical benefit

Bev and
Pemd
treatment until
PD per
RECIST 1.1

~N

J

Survival follow-up

Chemotherapy for metastatic NSQ-NSCLC

Induction Maintenance
(4 cycles®) (no crossover)

Study objectives

Primary efficacy

e INV-PES inITT
Secondary efficacy
e OSINITT

e INV-PFS in EGFR/ALK+
e INV-PFS in PD-L1+
o IRF-PFSinITT

¢ ORR

¢ DOR

Safety

Other

e Biomarker analysis

Goal: Re-explore the role of CPI (Atezolizumab & anti-angiogenic (Bevacizumab)
In a patient population enriched for EGFR-mutated NSCLC (reprising Impower 150)

= 2023 Abstract OA09.06.
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Primary Endpoint: PFS in the ITT population

100
90~ ABCPem/Pac® BCPem/PacP
| 69.6% (n=152) (n=153)
80— | 64.5% Patients with an event,
n (%) 114 (75.0) 125 (81.7)
70+ Median, mo 9.5 7.1
60 95% CI (7.6, 10.6) (6.9, 9.5)
- I Stratified HR (95% ClI) 0.84 (0.65, 1.09)
< I : P value® 0.18
o 0] | | 36.9% '
o 40 | Minimum follow-up, 10.5 months
| Median follow-up, 14.0 months
30+ |
I I
20 | |
l I -
10_ +# +—+ + +
—— ABCPem/Pac | I
o4 —+ BCPem/Pac | I
I T T I I T I T T T I T I T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Months
No. at risk
ABCPem/Pac 152 136 130 102 82 64 47 33 17 14 10 9 7 3 3 0
BCPem/Pac 153 139 124 96 73 58 36 25 21 16 13 8 7 4 2 0

C 2023 Abstract OA09.06.



[ASLC 2023 World Conference

on Lung Cancer

SINGAPORE

SEPTEMBER 9-12, 2023 |

1001 EGFR¥/ALK+ 7 EGFR/ALK WT
90 90
80 80
704 70
- | = | 140.7%
; 50 : E 504 : |31.2%
& 404 | * 40 |
. | - |
20- | | 20 | | '_""—\_._‘:1____
| | | |
01 . AscPempac | | "_\_L 09 . Ascrempac | |
0 —+ BCPem/Pac : : 0 —+ BCPem/Pac : :
(I) ; ‘Il tli é 1I0 1I2 1I4 1I6 1I8 2IO ZIZ 2I4 ZIS ZIB 3I0 (I) é ; é é 1‘0 1I2 1I4 1I6 1I8 2IO 2I2 2I4 2I6 2I8 3IO
Months Months
No. at risk No. at risk
ABCPem/Pac 81 74 7 54 42 32 25 17 7 5 3 3 3 1 1 0 ABCPem/Pac 71 62 59 48 40 32 22 16 10 9 7 6 4 2 2 0
BCPem/Pac 82 73 66 53 41 31 16 10 8 3 3 2 2 0 0 0 BCPem/Pac 71 66 58 43 32 27 20 15 15 13 10 6 5 4 2 0
ABCPem/Pac  BCPem/Pac AB((:::.,':/)P“ BC(:‘:'.',T;“
(n=81) (n=82)
Patients with an event, n (%) 65 (80.2) 68 (82.9) Patients with an event, n (%) 49 (69.0) 57 (80.3)
. 104 7.0
Median, mo (95% Cl) 69 103 69 10.1) Median, mo (95% CI) (7.6,13.3) (6.2,9.5)
R R . 0.81
Unstratified HR (95% Cl) © 6‘:'816 21) Unstratified HR (95% CI) (0.55, 1.19) {

23 Abstract OA09.06.
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Other recent trials show minimal impact of ICl in combination with Platinum

Chemotherapy in patients with EGFR-mutated NSCLC and TKI failure

1004

* KN789

80

70
= Median (95% CI)
S N £ S 5.6mo (5.5-5.8)
£ 14.0% 5.5mo (5.4-5.6)

404 10.2%

30 : 4.7%

204 3'§%

101 . | - L )

0n - J
0 3 6 9 12 15 18 21 24 27 30 33 36
Time, mo

No. at risk
Pembrolizumab 245 181 90 57 25 17 9 6 5 3 1 1 0
+ chemo
Placebo 247 184 75 37 19 12 7 5 5 4 3 2 0
+chemo

No. at risk

Median (95% CI)
15.9 mo (13.7-18.8)

147 mo (12.7-17.1)

Pembrolizumab 245 234

+chemo
Placebo

ur 21

217

M

182

169

12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time, mo

151 129 114 9 75 65 50 40 29 28 1B 7 3 0

146 122 103 76 65 55 42 N 4 19 17 10 3 0

A)

100

PFS (%)

40

20

CM722

Nivolumab plus

chemotherapy Chemotherapy
(n =144) (n =150)
Median PFS, months 5.6 54
(95% CI) (4.5-6.8) (4.4-56)
HR (95% CI) 0.75 (0.56—-1.00)
P=0.0528

Nivolumab plus chemotherapy
Chemotherapy

100 4

80 —

60

0S (%)

40 —

20

Nivolumab plus

chemotherapy Chemotherapy
(n=144) (n =150)
Median OS, months 194 15.9
(95% CI) (16.1-21.0) (14.0-18.8)

HR (95% CI) 0.82 (0.61-1.10)

Nivolumab plus
chemotherapy

_—_—
Chemotherapy

No. at risk

Nivolumab plus
chemotherapy

Chemotherapy 150 132

Prior osimertinib use (n = 68)
No prior osimertinib use (n = 226)

5.5 142
54 0.75

0 0.5 15
Nivolumab plus chemotherapy <——— Chemotherapy

et al ASCO 202

T T T T T T T T T T 1
27 30 33 36 39 42 45 48 51 54 57

Months

27 23 19 15 11 8 5 3 2 0 0
31 26 18 8 7 6 € 6 4 2 0
r T T T T J
1 25
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Predictive Utility of Patient-Reported Outcomes for Survival in 1st-Line Treated Patients with Advanced NSCLC in
EMPOWER-Lung 1 and 3

EMPOWER-Lung 3: Cemiplimab + Platinum Chemotherapy vs Platinum Chemotherapy
EM POWER'LU ng'l alone in Advanced NSCLC

R )
ﬁ(ey eligibility criteria \ Arm A Optional Key eligibility criteria ArmA
+ Treatment-naive advanced NSCLC Cemiplimab monotherapy suation of + Treatment-naive advanced NSCLC (non-squamous Cemiplimab 350 mg Q3W + PD or 108 weeks
+PD-L1 250% ! ?,fga':‘fn"}ll gﬂesswe - cemiplimab + 4 cycles and squamous histology: Stage llib/c®, IV) investigator's choice platinum-
+No EGFR, ALK or ROS1 mutations 8 e of chemotherapy * Any PD-L1 expression doublet chemo Q3W for 4 cycles$

« ECOG performance status 0 or 1
« Treated, clinically stable CNS metastases and
controlled hepatitis B or C or HIV were allowed

« No EGFR, ALK, or ROS1 mutations
« ECOGPSOor1
« Treated, clinically stable CNS metastases*

Follow-up

Follow-up

Stratification factors ArmB Ry Optional crossover to Stratification factors ArmB _
« Histology (squamous vs non-squamous) 4-6 cycles of investigator's choice Oemolf’?mab « PD-L1 expression: <1% vs 1-49% vs 250% Placebo Q3W + investigator's PD or 108 K
*Region (Ewope, Asia o ROW) SoTRtee) iricokiinis) * Histology: non-squamous vs squamous choice platinum-doublet chemo or 10t weeks
F / Q3W for 4 cycle
Endpoints 7 ~\
«Primary: OS and PFS ITT (N=7121) Endpoi
3 points
: ggyndary. ORR (key), DOR, HRQoL. and < Primary:0S N=466
K / PDL1 m;: b';m‘;"?u-ﬂonpi?mmm : xgg;ﬁﬁg?g:gh Z’;S ?BgCR)R;OR safety, and PRO Two interim analyses were prespecified per protocol
\_ v ’ ’ ’ Second interim analysis (14 June 2021) presented here
Here we report data per cutoff of 4 March 2022
Median time from randomisation to data cutoff: 37.1 months (range: 24.0- 56.5)
A B Overall Survival
100 —— Cemiplimab 12-month 0S (85% Cl), %
— Chemotherapy 1.0 65.7 (59.9-70.9)
90 vs No. of No. of events, 0S, median (95% Cl),
— 7 . patients n (%) months
80+ g 56.1(475-638) Cemiplimab + chemo 2(423 219(155-NE
o = 0.8+ ; Placebo + chemo 154 82(532) 130(119-16.1)
_ 2 1 HR (85% Cl)= 0.7 (0.53-0.93); P=0.014
£ 60 =
= ©
£ 5 061 )
2 597 >
= o Y T A . . PR 2 oY T TR S TR R Median
g 40 } ‘S !
S U o
. 1
30 E 04 :
S 1
204 -8 1
10 o 0.2 :
o 1
o T T T T T T T T T T T T T 1 !
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 0 1 T T T T : T T T T T t 1
NumiberaErisk Time since randomisation (months) 0 2 4 6 8 1 0 12 14 1 6 1 8 20 22 24 26
(number censored)
Cemiplimab 284 235 210 178 161 146 126 95 74 40 17 11 7 1 o -
©) ay @ @) @) @9 GH (53 (66) (9 (W8 (124 (128 (134)  (135) No. at risk: Month
Chemotherapy 281 222 164 124 99 82 69 53 39 23 11 7 4 1 0 q RQ N o] A A
AR < - S <R AR~ S (- A YR SN NE. A ] Cemiplimab + chemo 312 289 269 256 233 199 162 131 86 52 18 8 0 0
Placebo + chemo 154 141 126 112 98 8 65 46 26 14 5 2 0 0

. Abstract MAO5
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Table: Rank summary of predictive utility of PROs for OS

EORTC QLQ-C30 and QLQ-LC13 scales (QStLR(T‘.Is) P-value C-stat

Continuous variables

LC-dyspnea 1.19 (1.12, 1.26) <0.001 0.635

Physical functioning 0.84 (0.78, 0.90) <0.001 0.619

Fatigue 592 1.15(1.08, 1.23) <0.001 0.601

Role functioning 592 0.90 (0.85, 0.94) <0.001 0.600

Dyspnea 592 1.11 (1.05, 1.16) <0.001 0.598

Social functioning 593 0.88 (0.83, 0.93) <0.001 0.597 14 out of 24 PROs were

Financial problems 591 1.08 (1.03, 1.13) 0.001 0.587 significantly associated with

Pain 593 1.11 (1.05, 1.17) <0.001 0.586 overall survival and had

LC-pain in other parts 590 1.08 (1.03, 1.14) 0.003 0.572 greater predictive utility

Insomnia 592 1.07 (1.02, 1.12) 0.004 0.568 .

Global health status/QoL 593 0.91 (0.85, 0.98) 0.012 0.565 than physician-reported

Constipation 593 1.08 (1.02, 1.14) 0.006 0.550 ECOG PS

Appetite loss 592 1.08 (1.02, 1.13) 0.006 0.548

Emotional functioning 593 0.93 (0.87, 1.00) 0.048 0.545 Dyspnea (per EORTC

: : QLQ-LC-13) and physical

functioning (per EORTC

Physical functioning 590 0.572 QLQ-C30) had the highest

Intermediate vs low 0.72 (0.47, 1.10) 0.126 predictability for OS.
High vs low 0.41 (0.24, 0.72) 0.002

ECOG PS 595 1.38 (0.94, 2.05) 0.104 0.534
Only PRO scales with P<0.05 are shown in the table above. *HR is based on 10-point increase in the EORTC QLQ C30/LC13 scales. {
ECOG PS, Eastern Cooperative Oncology Group performance status; EORTC, European Organisation for Research and Treatment of Cancer; GHS, global health status; LC, lung cancer; OS, overall survival; PRO,

patient-reported outcome; QoL, quality of life.
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OS by physical function at baseline

Patients with higher baseline
physical functioning® had more
favorable OS (high vs low,

0.4 Physical functioning* HR [95% CI]: 0.41

0.341 —— High — — [0.24-0.72]; P=0.002). This
represents a predicted 59%
reduction in the risk of death

0.24 —— Intermediate
0191 — Low

Probability of survival
o
(@)}

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 3

Time (months)

Number of subjects at risk:

High 129 122 111 102 92 69 53 39 26 14 7 4 1 1 1 1 0
Intermediate 404 356 316 293 261 210 171 131 92 58 27 17 8 5 2 0 O
1

Low 57 51 42 35 31 26 20 15 10 4 2 2

O 0 O O
*Physical functioning baseline scores per EORTC QLQ-C30 Lung Cancer Module — Stage Ill/IV interquartile categories: Low, <46.7; intermediate, 246.7—<86.7; high, >86.7. {

EORTC, European Organisation for Research and Treatment of Cancer; OS, overall survival.




