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Rationale

« 10/10 combinations could avoid the toxicities of cytotoxic chemotherapy

« These combinations could lead to better long term efficacy by avoiding the
potential impact of chemotherapy on immune cells

« A short course of chemotherapy with and 10/10 combination offers the short
term benefits of chemotherapy but avoids the long term adverse events

« Allows for the use of platinum doublets at a later time

« Toxicities of these combinations depend on the specific pathways and drugs
used
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CheckMate-227

NIVO + IPIP
Part 1a n =396

PD-L1 Chemoc
Key Eligibility Criteria > exp>re15°/swn n =397 - ~
Stage IV or recurrent NSCLC e=s -
* No prior systemic therapy N = 1189 nNIng:f) Lr:c\i/gpeTslent pr:imarfy endpoints:
+ IPl vs chemo

* No sensitizing EGFR mutations
» PFS in high TMB (> 10 mut/Mb)

or known ALK alterations | -—-—-—-=-=-=-===== g >
* No untreated CNS metastases NIVO ‘1"8|7P|b population’
+ ECOG PS 0-1 Farb = « 0Sin PD-L1 2 1% population?

PD-L1
Stratified by SQ vs NSQ »| expression Ch_e:r;;%‘ . )
< 1% i
N = 550 NIVO® + chemo*

n=177

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; @aNCT02477826; "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; NIVO (240 mg Q2W); eNIVO (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.
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CheckMate-227, Five year OS

Figure 4. OS in patients with tumor PD-L1 2 1% by histology Figure 5. OS in patients with tumor PD-L1 < 1% by histology
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Figure 6. OS in patients who completed 2 years of immunotherapy
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Borghaei, NACLC, Chicago, 2022, Brahmer, JCO, 2022
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CheckMate-227, Subgroup Analysis

Without baseline brain metastases¢

With baseline brain metastases?

1007 NIVO + IPI Chemo NIVO + IPI Chemo
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807 Median 0S,P mo 17.4 13.7 50 Median 0S,9mo 17.1 13.9
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No. at risk Months
347 261 216 163 130 113 105 98 89 51 5

Dr. Martin Reck, ESMO-IO, 2021
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Intracranial outcomes in all randomized patients, CM-227

Development of new brain lesion(s)

With ba”"m bfa'n m't“tms 40 NMecian time t0 df‘vt‘.(‘.-.’: new oram |¢".'Cf'|1 , MO (range
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Safety summary in all treated patients, CM-227 47+ %

With baseline brain metastases

NIVO + IPI Chemo NIVO + IPI
(n =64) (n =66) (n =512)
A1) Any

Treatment-related AEs? 77 30 76 27 77 33 83 37
:lr';a(t::)nrﬁgz nr:Lit:ftﬁisrLe;?r::ﬁ to discontinuation of 5 6 3 5 19 13 10 5
Treatment-related nervous system disorders (> 2%P)
Headache 5 0 2 0 2 0 1 0
Paraesthesia 3 0 2 0 1 0 2 0
Somnolence 3 0 0 0 0 0 <1 0
Taste disorder 3 0 2 0 1 0 1 0
Dysgeusia 0 0 6 0 2 0 5 0
discontimuation of any component of the regimen 0 0 0 0 <1 <1 1 0
Treatment-related SAEs 19 14 9 4 25 19 14 12
Treatment-related deaths® 0 1 8 5

e Median (range) treatment duration with NIVO + IPI versus chemo
— 4.2 (0-24.4) versus 3.6 (0-49.4) months in patients with baseline brain metastases
— 4.2 (0-25.5) versus 2.6 (0-49.1) months in patients without baseline brain metastases

Dr. Martin Reck, ESMO-IO, 2021
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STK11 and KEAP1 alterations and clinical outcomes with ipi/nivo in Part 1 of

CheckMate 227

- STK11-WT
NIVO + IPI o/ - o 100 = -
Part 1a n =396 PD-L1 <1% : 29% 00 NIVO + 1Pl Chemo
(0=49) (n = 198)
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Ramalingam S et al., ESMO Immuno-Oncology Congress,2021
F. Skoulidis, TTLC, 2022
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CheckMate 9LA study design

Key eligibility criteria i = 361 NIVO 360 mg Q3W + IPl 1 mg/kg Q6w
+ Stage IV or recurrent NSCLC > +
» No prior systemic therapy Chemod Q3w (2 cycles Until disease
N = 719 rogression
« No sensitizing EGFR mutations prog )
or known ALK alterations 37 unaccgptable
- ECOG PS 0-1 toxicity,
or for 2 years
Stratified by for immunotherapy
PD-L1P (< 1% vs 2 1%), ———
sex, and histology (SQ vs NSQ) n = 358
Primary endpoint Secondary endpoints Exploratory endpoints

+ 0OS » PFS by BICR® » Safety
* ORR by BICRe®
» Efficacy by tumor PD-L1 expression

DBL: February 18, 2021; minimum / median follow-up for OS: 24.4 months / 30.7 months.
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 3
carboplatin; SQ: paclitaxel + carboplatin; sHierarchically statistically tested.

Reck, M.; ASCO 2021
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PD-L1 < 1%: efficacy outcomes

0OS PFS2 DOR?
NIVO + IPl + chemo Chemo NIVO + IPl + chemo Chemo NIVO + IPl + chemo Chemo
(n = 135) (n =129) (n = 135) (n =129) (n = 135) (n =129)
Median 0S,P mo 177 9.8 Median PFS,¢ mo 5.8 4.9 ORR, n (%) 42 (31.1) 26 (20.2)
100 | HR (95% Cl) 0.67 (0.51-0.88) 100 ®& HR (95% Cl) 0.68 (0.51-0.89) 100 14+ Median DOR,¢ mo 17.5 4.3
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—— Months Months Months
135 120 107 ‘90 B85 /3. 66, :55 5031 13 6 2 © 135 90 58 45 34 29 29 23 19 11 5 3 1 0 42 34 2% 2119 49 95 9 6 3 I 1 0 0
« Exploratory analysis of OS by histology in PD-L1 < 1% (HR; NIVO + IPI + chemo vs chemo): 0.75¢ (NSQ) and 0.48f (SQ)
- 2-year OS rates were 38% vs 26% (NSQ) and 33% vs 11% (SQ)
aPer BICR; P95% Cl = 13.7-20.3 (NIVO + IP| + chemo) and 7.7-13.5 (chemo); <95% Cl| = 4.4-7.6 (NIVO + IP| + chemo) and 4.2-5.7 (chemo); 995% Cl = 6.7-NR (NIVO + IP| + chemo) and 2.8-7.1 (chemo); €95% Cl| = 0.54-1.04 8

(NSQ); 195% CI = 0.28-0.81 (SQ).

Reck, M.; ASCO 2021

INTERNATIONAL
ASSOCIATION
FOR THE STUDY

Speaker: Hossein Borghaei, MS, DO, Fox Chase Cancer Center, USA

@hosseinborghaei

@TLCconference

#TexasLung23




PD-L1 = 1%: efficacy outcomes

05 PESH DOR:
NIVO + IPI + chemo Chemo NIVO + IPI + chemo Chemo NIVO + IPI + chemo Chemo
(n = 204) (n = 204) (n = 204) (n = 204) (n = 204) (n = 204)
Median 0S,°> mo 15.8 10.9 Median PFS,¢ mo 7.0 5.0 ORR, n (%) 87 (42.6) 57 (27.9)
100 HR (95% Cl) 0.70 (0.56-0.89) 100 5, HR (95% Cl) 0.67 (0.53-0.84) 100 1%%; Median DOR,¢ mo 11.8 5.6
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« Exploratory analysis of OS by histology in PD-L1 > 1% (HR; NIVO + IPI + chemo vs chemo): 0.71¢ (NSQ) and 0.70f (SQ)
- 2-year OS rates were 42% vs 29% (NSQ) and 38% vs 26% (SQ)

aPer BICR; P95% Cl| = 13.8-22.2 (NIVO + IPI + chemo) and 9.5-13.2 (chemo); <95% Cl = 5.6-8.9 (NIVO + IP| + chemo) and 4.2-5.6 (chemo); 9495% Cl| = 8.5-20.7 (NIVO + IPl + chemo) and 4.3-9.6 (chemo); €95% Cl = 0.53-0.95 9
(NSQ); 795% CI = 0.48-1.01 (5Q).

Reck, M.; ASCO 2021
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PD-L1 = 50%: efficacy outcomes

0S PFS2 DOR?
NIVO + IPl + chemo Chemo NIVO + IPI + chemo Chemo NIVO + IPl + chemo Chemo
(n=76) (n =98) (n=76) (n =98) (n=76) (n =98)
Median 0S,® mo 18.9 12.9 Median PFS,¢ mo 75 4.5 ORR, n (%) 38 (50.0) 31 (31.6)
100 HR (95% CI) 0.67 (0.46-0.97) 100 5=, HR (95% CI) 0.59 (0.41-0.84) 100 A Median DOR,< mo 26.0 5.4
80 ;\? 80 A
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NG SEFiSE Months Months Months
76, 69 64 .59 53 45 39 36 34 24 12 6 Z © 76 54 37 33 26 23 19 19 18 10 4 1 0 0 38 33 29 25 20 20 19 1f 10 3 1 1 0 O
aPer BICR; 295% ClI = 13.1-32.5 (NIVO + IP| + chemo) and 9.4-17.6 for (chemo); €95% Cl = 4.4-11.5 (NIVO + IP| + chemo) and 4.1-5.6 (chemo); 9495% Cl = 8.6-NR (NIVO + IP| + chemo) and 3.9-10.9 (chemo). 10

Reck, M.; ASCO 2021
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POSEIDON Study Design

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

» Stage IV
NSCLC

* No EGFRor
ALK alterations

« ECOGPSOor1

+ Treatment-naive
for metastatic
disease

N=1013
(randomized)

X3

Stratified by:

* PD-L1
expression
(TC 250% vs

Dr. Melissa Johnson, 2021

IASLC | Xochmon

<50%)

» Disease stage
(IVAvs IVB)

» Histology

Durvalumab 1500 mg +
CT* q3w (4 cycles)

Durvalumab 1500 mg +
tremelimumab 75 mg +
CT* q3w (4 cycles)

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

Durvalumab 1500 mg q4w

+ pemetrexed?
until PD

Durvalumab 1500 mg q4w
+ tremelimumab 75 mg
(week 16 only)*

+ pemetrexed?
until PD

Pemetrexedt
until PD

Primary endpoints
« PFS by BICR (D+CT vs CT)
« OS (D+CT vs CT)

Key secondary endpoints

« PFS by BICR (D+T+CT vs CT)
« OS (D+T+CT vs CT)
* OS in patients with bTMB

220 mut/Mb (D+T+CT vs CT)

Additional secondary endpoints
« ORR, DoR, and BOR by BICR
 PFS at 12 months

+ HRQoL

« Safety and tolerability

*CT options: gemcitabine + carboplatin/cisplatin (squamous), pemetrexed + carboplatin/cisplatin (non-squamous), or nab-paclitaxel + carboplatin (either histology);

fPatients 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)

Speaker: Hossein Borghaei, MS, DO, Fox Chase Cancer Center, USA

@hosseinborghaei

@TLCconference #TexasLung23

FOR THE STUDY
OF LUNG CANCER
Conquering wide




LBA 59: Durvalumab (D) + tremelimumab (T) + chemotherapy (CT) in 1L metastatic
(m) NSCLC: overall survival (OS) update from POSEIDON after median follow-up
(mFU) of approximately 4 years (y) — Johnson ML, et al

Overall survival

D+T+CT CT D+CT CT
1.0- Events, n/N (%) 264/338 (78.1) 301/337 (89.3) Events, n/N (%) 276/338 (81.7) 301/337(89.3)
mOS, mo (95%Cl) 14.0 (11.7, 16.1) 11.7 (10.5, 13.1) 1.0- mOS, mo (95%Cl) 13.3(11.4, 14.7) 11.7 (10.5, 13.1)
0.8- HR (95%Cl) 0.75(0.63, 0.88) HR (95%Cl) 0.84(0.71, 0.99)
o Median follow-up, mo (range): 46.5 (0-56.6) ) 0.8 Median follow-up, mo (range): 46.5 (0-56.6)
= O
5 0.6 S 0.6
g =
S o)
0.4 - S 04-
([) .
O S
o
0.2- 0.2+
05 T T T T T T T T | T 04 I T T T | T T T I T
0O 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
No. at risk Time, months No. at risk Time, months
— T+D+CT 338 256 183 137 109 89 83 70 32 6 O — D+CT 338 247 176 126 97 81 67 57 26 5 0

Johnson ML, et al. Ann Oncol 2022;33(suppl):Abstr LBA59
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Prevalence of STK11, KEAP1 and KRAS Mutations in Patients from POSEIDON

with NSQ Histology

ITT population
N=1013

Mutation-evaluable population*
(n=612; 96% of randomised patients with NSQ histology)

l

KRASmM KEAP1m$
n=182 (30%) n=37 (6%)

NSQ histology
n=637 (63%)

v v

v

Tissue Tissue* & ctDNAt
evaluable* only evaluable
n=38 (6%) n=334 (52%)

ctDNA
evaluablet only
n=240 (38%)

STK11m

Mutation-evaluable population
n=612/637 (96%)

n=87 (14%)

*Using the FoundationOne CDx panel; TUsing the Guardant360 CDx panel; ¥Mutation categories are not mutually
exclusive, with some patients having co-mutations;

Dr. Solange Peters, WCLC, 2022

IASLC | Xochmon

§In the KEAP1m subgroup, outcomes were assessed among mutation-evaluable patients irrespective of tumour
histology (n=51), due to small sample size

@ FOR THE STUDY Speaker: Hossein Borghaei, MS, DO, Fox Chase Cancer Center, USA @hosseinborghaei W @TLCconference #TexasLung23

OF LUNG CANCER
Cone Wor



OS by STK11 Mutation Status

OS benefit observed for T+D+CT vs CT in STK11m with HR 0.56 and estimated 32.3% alive at 2 yrs vs 4.5% b
STK11m STK11wt
T+D+CT D+CT CT T+D+CT D+CT CT
Events, n/N 24/31 29/34 21/22 Events, n/N 118/177 123/169 141/179
mOS, mo (95% CI) |15.0 (8.2-23.8) 6.9 (3.6-12.9) 10.7 (6.0-14.9) | mOS, mo (95% Cl) L17.2(14.9-22.1)  17.1(13.3-22.3) 13.4(11.5-17.5)
HR* (95% Cl) 0.56 (0.30—1.03)  1.03 (0.59—1.84) - HR* (95% CI) 0.73(0.57-0.93)  0.81(0.64-1.04) —
1.0 1.0
0.8 - 0.8 -
7)) 7]
o o
© 0.6 1 O 0.6 1
2 2 42 8%
5 = 38.1%
g 0.4 4 32.3% g 0.4 4 I
o I — 9
o 120.6% o I
0.2 1 ° R — 0.2 1 |
I
4.59
0.0 1 1 1 1 1 1 1 A) ! 1 1 1 L] 1 1 1 0.0 1 1 1 1 1 1 1 ! 1 1 1 1 1 1 1
0 3 6 9 121518212427 3033363942 45 0 3 6 9 121518212427 3033363942 45
Time from randomisation (months) Time from randomisation (months)
No. atrisk No. atrisk
T+D+CT 31 26 24 21 18 15 15 11 10 9 9 7 5 1 1 0 T+D+CT 177 159 140 120 107 100 85 79 74 65 60 40 25 11 5 0
D+CT 34 26 18 14 12 9 9 7 7 5 5 4 2 1 0 0 D+CT 169 155 130 114 100 87 79 73 63 56 52 33 23 10 4 O
CT 22 22 16 13 10 6 5 4 1 1 1 0 O 0 0 CT 179 154 131 116 97 80 71 60 52 45 37 29 15 8 4 0
Dr. Solange Peters, WCLC, 2022 DCO, data cut-off; mo, months; mOS, median OS
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OS by KEAP1 Mutation Status

OS benefit observed for T+D+CT vs CT in KEAP1m with HR 0.43 (small sample size) b
KEAPTmM KEAP1wt
T+D+CT D+CT CT T+D+CT D+CT CT
Events, n/N 16/22 19/23 6/6 Events, n/N 226/303 241/307 262/312
mOS, mo (95% Cl) | 13.7 (7.2-26.5) 8.1 (4.0-12.9) 8.7 (5.1-NE) mOS, mo (95% Cl) 14.0 (11.8-16.1) 13.5(11.7-14.9) 12.2(10.6-13.9)
HR* (95% ClI) A3(0.16-1.25) 0.77 (0.31-2.15) - HR* (95% Cl) .79 (0.66-0.94) 0.85(0.71—1.01) =
1.0 A 1.0
0.8 0.8 1
) )
(@) (@)
o 0.6 © 0.6 4
z z
8 04- 35.0% 8 04
o P — o :
o 119.3% o
0.2 1 | 0.2 A 23.2% 1
I —t ‘ I
—I 0.0% | '
0.0 L] L] L] L] ] L] L] ! L] L] L] L] L] L] 1 0.0 L] L] L] L] L] L] L] ! L] L] L] L] L] L] 1
0 3 6 9 121518212427 3033363942 45 0 3 6 9 121518212427 3033363942 45
Time from randomisation (months) Time from randomisation (months)
No. atrisk ,
THD+CT 22 19 17 15 11 11 9 7 7 6 6 2 1. 10 N(%fllat:ng( 303 268 230 194 165 142 123 108 97 85 78 57 38 19 8 0
D+« T 23 19 13 10 7 6 5 4 4 4 3 1 0 0 0 0 D+CT 307 272 230 198 165 134 119 106 91 79 76 49 33 15 5 0
¢cre6 6 4 3 2 0 0 0 0 0 0 0 0 0 0 0 CT 312 264 221 192 153 129 108 88 70 61 51 38 21 13 6 0
Dr. Solange Peters, WCLC, 2022 HR (95% ClI) vs CT in NSQ KEAP1m was 0.33 (0.10-1.15) with T+D+CT and 0.67 (0.23-2.17) with D+CT
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OS by KRAS Mutation Status
OS benefit observed for T+D+CT vs CT in KRASm with HR 0.56 and estimated 51.7% alive at 2 yrs vs 25.6%

KRASmM KRASwt
T+D+CT D+CT CT T+D+CT D+CT CT
Events, n/N 38/60 51/69 43/53 Events, n/N 104/148 101/134 119/148
mOS, mo (95% Cl) |is7 9-36.5) 12.6(7.5-16.9) 10.4(7.5-13.6) mOS, mo (95% Cl) 17.1(13.4-20.1) 17.1(12.3-22.6) 414.4(12.6-18.3
HR* (95% Cl) 0.56 (0.36-0.88)  0.80 (0.53-1.21) - HR* (95% ClI) 0.80 (0.62-1.04) 0.86 (0.66-1.12 ) —
1.0 1.0
0.8 - 0.8 -
7 7
®) o)
Y L
© 0.6- © 0.6
2 2
2 2
8 04+ 8 041
e e i Hm‘ fT TR T [T oy
m 1 m . LLURLEN LN L) L LB
i 28.3% ! -
0.2 25.6% | 0.2 e I
| |
I I
OO I I I I I I I : I I I I I I 1 00 I I I I I I I : I I I I I I 1
0 3 6 9 121518212427 3033363942 45 0 3 6 9 121518212427 303336394245
Time from randomisation (months) Time from randomisation (months)
No. atrisk No. atrisk
T+D+CT 60 53 46 40 36 34 31 31 31 28 26 17 14 4 2 O T+D+CT 148 132 118 101 89 81 69 59 53 46 43 30 16 8 4 O
D+CT 69 61 47 41 35 27 25 22 21 20 20 14 9 4 1 0 D+CT 134 120 101 87 77 69 63 58 49 41 37 23 16 7 3 O
CT 53 44 37 29 219 17 16 14 13 11 9 7 3 0 0 O CT 148 132 110 100 86 69 60 50 40 35 29 22 12 8 4 O

Dr. Solange Peters, WCLC, 2022
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POSIEDON Sub-group Analysis

PFS and Response in STK7Tm Subgroup

Events.

6.40a
04740 23-08%)

06

Probabllity of PFS

BOR, bast 034 CHA 16
NE, net astimashx ORR.

15 18

FC 1 Gian SLrason of (65

e 165 00
S 5348 dsaasd PR panal

parea ras PD, g

POrGE MPFS, median PF!
TeEparGe atie cta i

Change from baseline in target lesio

4 T+D+CT,

*Newlasion BOR: #PD +SD « PR e
ORR 456.2% (27 3-64.0)
mDoR 13.6 mo (S 1-NE)

D+CT ORR 29.4% (15 147 5)
mDoR 12.7 mo (1 6-NE)
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-
&0
0] CT ORR 27.3% (10 7-502)
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—100 Jn=22¢
0 612 20 28 36 44 52 60 63 76 84 92 100
CT o+evas Time (weeks)

Schedule of treatment

PFS and Response in KEAP1m Subgroup

T+D+CT

® New lasion BOR: = PD

.

sSD PR o CR
ORR 45.5% (24 467 8)
mDoR 16.4 mo (3 4-NE)

Events 3 . =
mpe 8.1(d.6-1g B <
HR g 'E - S .
D‘: 20t
2 DECH, ORR 21.7% (7 5-437)
k1 mDoRNR (NE-NE)
w 2 -
i s =
S L - - -
=3
2 £
= F-4 o
] 3 100 ——————r
B 024 H § &0 o ORR 33.3%(43-77.7)
' ° 40 mDoR 4.6 mo (2 3-MNE)
=3
M < 20
0.0 3 E] Q
[ 3 o 12 15 18 21 24 =] :3};
Time from randomisation (months) —60
-804 ..
b3 A ey
DecT 23 0 6 12 20 28 35 44 S2 60 63 76 B4 92 100
cY CT eoeoeas Time (weeks)

NSQ: HR vs CT 0.61(0.20-2.28) T+D+CT: 1.18 (0.40—4.29) D+CT z

MR notréaches

"HR <1 fowpurz O (£ T) « CT versus CT (un =2t anakei=] Patartz wh
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s 7o

hedule of treatment

Dr. Solange Peters, WCLC, 2022
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PFS and Response in KRASm Subgroup

Events nN
mPES. Mo (95%C1)
IR" (970l
1.0 4

08+

0.6 1

0.4 4

Probabllity of PFS

024

12 15 18
Time from randomiésation (months)

21

24

Change from baseline in target lesion i

T4+D+CT .

* Mew ksion BOR: » PD

*SD *PR *CR
ORR 55.0%(416-679)
mDoR NR (7 9-NE)

— e
ORR 43.3%(312-560)
" mDoR 12,5 mo (7 6-NE}
.
e ORR 212%(11.1-347)
mDoR 5.4 mo (3.2-NE)
W 44 52 60 68 T6 &4 92 100
Time (weeks)

Schedule of treatment
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Other 10/10 Combinations

9003: A phase Il study (TACTI-002) in first-line metastatic non-small cell lung 9003: A phase Il study (TACTI-002) in first-line metastatic non-small cell lung
carcinoma investigating eftilagimod alpha (soluble LAG-3 protein) and carcinoma investigating eftilagimod alpha (soluble LAG-3 protein) and
pembrolizumab: Updated results from a PD-L1 unselected population —Felip E, etal pembrolizumab: Updated results from a PD-L1 unselected population — Felip E, et al

+ Study objective

. * Key results
- To evaluate the updated efficacy of 1L eftilagimod alpha + pembrolizumab in patients with NSCLC in Part A

i gl IRECIST RECIST1.1 Tumor response by central PD-L1 status
) Josneg petid) PDL1 PDL1 PD-L1
BOR, n (%) <1-49% 250% 21%

Key patient inclusion criteria CR 2018) 2018) (n=36) {n=18) (n=56)
+ Metastatic NSCLC — — ¢ | orR 9(28.1) 15(41.7) 10(52.6) 25 (45 5) 24(353)
> PR 42 (35 8) 41(360) (138,468  [255, 502 [260,756]  [320.505]  [241.47.8)
* No prior therapy i g e [ = -
No amenable to ALK/EGFR Eftilagimod alpha 30 mg SC g2w + sD 40(35.1) 39(342) DCR 22(68.8) 28(77.8) 15(79.0) 43(762) 50 (735)
. JE ; . 509, 89 9 544,94 0 55,0, B 514, 835
b;z T Rerapmsoc Terse it pembrolizumab 200 mg IV g3w (8 cycles) Pembrolizumab q3w PD 19016.7) 21(18.4) L 900,839] (609,899 [544.940]  [650.882)  [614.839)
y ( ]
curative intent . l@"e“ eg";;gc;mwlf/o "29 ?C é - (16 cycles) NE 11496) 11(26) Tumor response by central and local PD-L1 status
ey pembrolizuma mg IV q3w for (9 cycles _ _— sl A e -
Ar:‘/ PD-L1 status ‘ ORR, % (95%CI)  44(386) (296, 482] 43(37.7)(288, 48.3) | ::m ;?:,‘: Pg-:;i Pgmu
* ECOG PS 01 DCR % (95%Cl) 84 (737) [646.815] 82(71.0)[627, £0.0) {n=40) {n=31) (n=71) (n=77)
(n=114) ORR 9(24.3) 16(40.0) 16(51.6) 32(451) 5 (32 5)
[118,412]  [249, 567] [331,609] [332.57.3]  [222 44.1)
Primary endpoint Secondary endpoints DCR 26(70.3) 30 (75.0) 2477 4) 54 (76.1) 6 (727)
+ ORR « DoR, PFS, OS, biomarkers, safety ‘ (532,841)  [588 673 (569,904  [645854]  [614,623)

Felip, ASCO 2022
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Other 10/10 Combinations

9003: A phase |l study (TACTI-002) in first-line metastatic non-small cell lung
9003: A phase |l study (TACTI-0

sarcinoma imvestigating oftilagi Carcinoma investigating eftilagimod alpha (soluble LAG-3 protein) and Ekagcan"r’;:i’:a!nc:" lung
pembrolizumab: Updated result pembrolizumab: Updated results from a PD-L1 unselected population - Felip E, et al lected %opula)ﬂon —Felip E, et al
+ Study objective + Key results (cont.)

- To evaluate the updated efficacy of tral PD41 atatus

CroaT | ECTr— | S
n__ n(%) (95%Cl) Any 113(99.1) Serious 10(8.8) <4

Key patient inclusion criteria Overall 114 6%(80.5) 69(44.84) Serious 45 (39.5) Grade 33 12 (10.5) ‘ )
+ Metastatic NSCLC PD.L1 status — —— = — 1 o " ",-",'.‘
S T e Grade 23 59(51.8) Grade 5 3(2.8)
+ No amenable to ALK/EGFR 260% 31 16(516) 11.8(5.5 168) Grade 4 5(4.4) Ledto discontinuation 11(9.8)

based therapies or therapy with 1-49% 40 23(575) 9.3(41,149) Grade 5 12(10.5)

curative intent o - 7 (73 0) 49 , —— P
- Any PD-L1 status >1% 37 27(713.0) 2(36,61) Ledto discontinuation  23(20.2) 320'::

COG PS 0-1 21% 71 39(54.8) 8.4(6.1,14.0) =3}
(n=114)
Primary endpoint * Conclusions

* ORR

— In patients with metastatic NSCLC, 1L eftilagimod alpha + pembrolizumab showed promising antitumor
activity regardless of PD-L1 status and was generally well-tolerated

Felip E, etal J Cin Oncol 2022, 40(suppl) Abstr 9003 49

FelipE, etal J Cin Oncol 2022 40(suppl) Abstr 9003 ¢

Felip, ASCO 2022
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Special Populations

9011: Randomized phase lll study of nivolumab and ipilimumab versus carboplatin-
based doublet in first-line treatment of PS 2 or elderly (2 70 years) patients with
advanced non-small cell lung cancer (Energy-GFPC 06-2015 study) - Lena H, et al

+ Study objective

- To evaluate the efficacy and safety of 1L nivolumab + ipilimumab in patients with ECOG PS 2 or elderly (270
years) patients with advanced NSCLC in the eNErgy trial*

Key patient inclusion criteria

+ Stage IV NSCLC

+ Age 270 years and ECOG PS 0-2
Age <70 years and ECOG PS 2
EGFR, ALK, ROS1 negative

No prior systemic therapy for
advanced disease

(n=217)

Primary endpoint
+ 08

"Randonnization stopped edrly after an intenm analysis showed sk of ity

Nivolumab 240 mg q2w +
ipilimumab 1 mg/kg qéw
(n=109)

Stratification
« Age(270vs <70 years)
« ECOGPS(0-1vs2)
+ Histolegy (squamous vs nensquamous)
Carboplatin AUC5 +
pemetrexed 500 mg/m? q3w or
paclitaxel 90 mg/im2D1, 8, 15
(n=107)
Secondary endpoints
* PFS, ORR, Qol, safety

Lena H, etal J Clin Oncol 2022 403suppl) Abstr 9011 g4

9011: Randomized phase lll study of nivolumab and ipilimumab versus carboplatin-
based doublet in first-line treatment of PS 2 or elderly (= 70 years) patients with
advanced non-small cell lung cancer (Energy-GFPC 06-2015 study) — Lena H, et al

* Key results

Overall survival
100

80 “Q“
£ €0 N——
s Ty ——
40 - x‘\ =
20 Th—
o4

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

No at sk Tima, months

NIVO + IP1 Chemo
{n=109) (n=107)
mOS, mo (95%C1) 147 (8, 19.7) 9.9 (7.7, 12.3)

HR (95%CIl); p-v

1.y OS rate, %5

2.y 0S rate. % (95%Cl)

Progression-free survival

BJ‘R'“L:

# &

w .

& 40 6

. o
20 i e e i
o+
a G 12 18 24 30 36 40
Tima, months

NIVO + P|
(n=109)
55 (2.8 B7)

Q.75 (056, 1.01)

31.9(23.3 40) 10.9(58, 17)

Lena H, et al J Cin Oncaol 2022 4suppl)lAbstr 9011 g

9011: Randomized phase lll study of nivolumab and ipilimumab versus carboplatin-
based doublet in first-line treatment of PS 2 or elderly (= 70 years) patients with
advanced non-—small cell lung cancer (Energy-GFPC 06-2015 study) — Lena H, et al

Lena. ASCO 2022
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* Key resuits (cont.)

os Nivo + IPI Chemo
PS2. n 40 3¢
mOS, mo (85%CI) 29(1.4,4.8) 6.1 (3.5, 10.4)
Elderty PS0-1.n 70 s7
mOS, moe (35%ClI) 22.6(18.1,35.0) 11.8(8.9, 20.8)
HR (85%Cl) 0683(0.42, 095)

= Conclusions

TRAES, % Nivo + 1IP1 Chemo
Any 743 8e.3
Grade =3 31.4 495
Led to discontinuation 5432 340
Sernous 39.0 2582
Ledtc death 3.8 1.9

— In elderly patients with PS 0-1, but not in patients with PS 2, with advanced NSCLC, nivelumab + ipilimumab
demonstrated numerical, but not significant. survival benefit over chemotherapy alone and no new safety

signals were reported

Lerna H, et al J Clin Oncol 2022 ANsuppl)Abstr 9011 g3
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TIGIT Continues....

Progression-Free Survival —ITT-13

Median, mos HRvs. Z
(95% Cl]  Events (%) 198% CI)
S4[1.6,96) 27 (61%)
6.mo PFS 12055 NE] 19(43%) 0.55[031,10]
DZ: 5% 109 [4.8,NE]  23(51%) 065037, 1.1]
L EDZ: 83%

Ly, it

Progression-Free Survival Probability

ARC-7: Randomized, Open-label, Phase 2 Study in First-Line,
Metastatic, PD-L1-High NSCLC

Stage IV NSCLC

4
s

Co-primary endpoints
0 EDZ iloe-assessed
Dom + Zim (D2) ORR & PFS par RECISTv1.1

R || : @Listnzom2
1 1m0V W * 300ma IV OW i ASCO Plenary Series | RSCOPISYSones] ™" 5= B ! ASCO =

Strat facsor Duration of response, disease
ECOC 0vs H coetrol rate, averal sunival,
safaty, PKIADA

150m;

El[u!na + Dom + Zim (ED2)

Immune-related TEAEs (2 10% Overall)

1August 2022), a total of 150 patients were randomized with a median follow-up of
11.8 months (range: 0.03 —23.5)

Safety evaluable population, n (%)

ASCO Plenary Ser S

ASCO s Any Immune-related TEAE* 24(48) 23(47) 30(60)
Pneumonitis 7(14) 4(8) 5(10)
Grade 23 3(8) 1(2) 2(4)
Prurtus 8(186) 3(6) 5(10)
Rash 6(12) 5(10) S(18)
*Dasignation of mmune-ralded TEAES Bak 02 on baskat ol PralameaTems
* Majority of pneumonitis events reported were primarily Grade 1 —2. No clear increase in rates of pneumenitis in Dom-
containing arms compared to Zim alone

Rash was reported with greater frequency in Arm 3 and were all Grade 1 -2

* Majority of subjects received treatment with topical corticosteroids and reported resolution of symptoms. No cases
of rash led to study treatment discontinuation

Dr. Melissa Johnson, ASCO Plenary, December 2022
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Early Stage Disease and 10/10

9500: Ipilimumab plus nivolumab and chemoradiotherapy followed by surgery in
patients with resectable and borderline resectable lung cancer: the INCREASE trial

— Bahce |, et al

9500: Ipilimumab plus nivolumab and chemoradiotherapy followed by surgery in
patients with resectable and borderline resectable lung cancer: the INCREASE trial
- Bahce |, et al

* Key results

« Study objective

-~ To evaluate the efficacy and safety of neoadjuvant nivolumab + ipilimumab + chemoradiotherapy prior to

PCR and MPR
0
PCR,n (%)  MPR,n (%)
'r patients 15(63) 19.79)
pe0 001 .
R ad induction® 555 § ¥
19 (70) £
) pe0 O B
3
o0
100
IR | - iz .
Igentifec key STRN 1 v ] n n n
genomic aterations [ ] e " ]
aas | o

surgery in patients with locally advanced NSCLC in the INCREASE study

Day 1
Key patient inclusion criteria
* ¢T3-4NO-2MO NSCLC
« ECOG PS 0-1

Chemotherapy* +

+ radiotherapy'!

(n=28)

Primary endpoints
* pCR/MPR,* safety

3y, tonce daily ¢

ipilimumab + nivolumab

*Binomial probabikty using 0% pCR as historical reference; *exchiding pasients on t
*This patient developed plewral metastases during induction therapy and did not 1

ery Bahce | et al Ann Oncol 2022 33{suppl) Abstr 2500 »

Day 22

Chemotherapy* +
nivolumab +
radiotherapy’

OxCw;

9500: Ipilimumab plus nivolumab and chemoradiotherapy followed by surgery in
patients with resectable and borderline resectable lung cancer: the INCREASE trial
— Bahce |, et al

<am

+ Key results (cont.) X .
Secondary endpoints Radiological response

Bache I, et al, ESMO, 2022
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00
m Resected

BOR, n (%) (n=27) (n=24) 5

CR 0 0 E
Bahce | et al Ann Oncol 2022 33suppljAbstr 8500 2 c
PR a(15) y 20
g O

N x x
MPR 100

n (%) (n=15) (n=19) H=xEN *x i H EEEE EEEEE N>
x x x

PR 2(13) 2(11)
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SExcuding patients on reatment Bahce | et al Ann Oncol 2022 33{suppl)Abstr 9500 2
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Neoadjuvant 10/10

LBA37: A randomized, multicentric phase Il study of preoperative nivolumab plus
relatlimab or nivolumab in patients with resectable non-small-cell lung cancer
(NEOpredict-Lung) - Schuler MH, et al

+ Study objective
- To evaluate the efficacy of nivolumab or nivolumab + relatlimab (a LAG-3 targeting mAb) prior to surgery in
patients with NSCLC in the phase 2 NEOpredict-Lung study

Nivolumab 240 mg q2w
(n=30)

Key patient inclusion criteria

+ Stage IB-IIIANSCLC
(VICC 8" edition)

+ Adequate organ function

(n=60)
Nivolumab 240 mg +
relatlimab 80 mg q2w
(n=30)
Primary endpoint Secondary endpoints
* Feasibility (surgery SD43) * Histopathological response, radiclegical response
DFS, 0S8, safety
Schuler MH, et al Ann Oncol ppl) Abstr LBA3T 4

LBA37: A randomized, multicentric phase Il study of preoperative nivolumab plus
relatlimab or nivolumab in patients with resectable non-small-cell lung cancer
(NEOpredict-Lung) — Schuler MH, et al

* Key results

Nivolumab Nivolumab + relatlimab

(n=30) (n=30)
Feasibility (surgery =<D43), % 100 100
ORR (RECISTv1.1), % 10 27
ORR (PERCIST v1.0), % 38 38
Complete/major pathological response”, % 27 30
12-mo DF Srate, % (95%Cl) 92(70, 98) 91(65, 98)
12-mo OS rate, % (96%ClI) 92(70,98) 100
RO resectionrate, % 100 97

Schuler MH, et al Ann Oncol 2022 33{suppl)Abstr LBA3T 44

"2 patients exduded at surgery

LBA37: A randomized, multicentric phase Il study of preoperative nivolumab plus
relatlimab or nivolumab in patients with resectable non-small-cell lung cancer

(NEOpredict-Lung) — Schuler MH, et al

Schuler. Annals Onc. 2022.
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* Key results (cont.)

Nivolumab Nivolumab + relatlimab
Grade23 TRAES, n (%) (n=30) (n=30)
Atrial fibrillation 1(3)
Hyperthyroidism 1(3)
Hepatic 1(3) 1(3)

* Conclusions
— In patients with resectable NSCLC, preoperative treatment with nivolumab + relatlimab is safe and feasible

and demonstrated a preliminary efficacy signal

Schuler MH_ et al Ann Oncol 2022 33{suppl)Abstr LBA3T 17
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Conclusions

- 10/10 combinations, with or without chemotherapy, are attractive options for
some patients:

» Refusing chemotherapy
* Not eligible for chemotherapy

« Specific Sub groups might benefit more from an 10/10 approach
* Perhaps KEAP1 or STK11 mutations

* Novel combinations with TIGIT or LAG-3 have the potential of improving clinical
outcomes in specific populations

* Neoadjuvant or adjuvant treatment options with 10/10 combinations are under
investigation

« Toxicity management and degree of clinical efficacy would be key to success

IASLC | Xochmon
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