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CheckMate 2272 Part 1 study design
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CheckMate-227, Five Year OS

Figure 4_ 05 in patients with tumor PD-L1 = 1% by histology Figure 5. 058 in patients with tumor PD-L1 < 1% by histology
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Figure &. 05 in patients who completed 2 years of immunotherapy
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CheckMate 9LA study design?

Key eligibility criteria i = 361 NIVO 360 mg Q3W + IPI 1 mg/kg Q6W
» Stage IV or recurrent NSCLC > +
+ No prior systemic therapy Chemod Q3w (2 C cles) Until disease
N =719 £ Cyclés :
+ No sensitizing EGFR mutations progression,
or known ALK alterations 9_ unacceptable
toxicity
« ECOG PS 0-1 ’
or for 2 years
PD-L1Sbt[2t?:},?c£/ sz % Chemo¢ Q3W (4 C) cles) for immunotherapy
sex, and histology (5?1 Vs ﬁsQ) kL. With optional pemetrexed maintenance (NSQ)
Primary endpoint Secondary endpoints Exploratory endpoints

« OS * PFS by BICR® + Safety
* ORR by BICR®
» Efficacy by tumor PD-L1 expression
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CheckMate-9LA

CheciMate 9LA (NIVO + #1 + chemo v chemo in 1L NSTLC): 2-year update

PD-L1 < 1%: efficacy outcomes
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POSEIDON

POSEIDON Study Design

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

+ Stage IV
NSCLC
* No EGFRor
ALK alterations
+ ECOGPS0er
+ Treatment-naive
for metastatic
diseass Strabfiad by
= PD-L1
N=1013 EXprESsan
(randomized) [T =50% v
<50
= Diseasestape
P vs VB
= Histakgy

Durvalumab 1500 mg +
CT" qdw (4 cycles)

Durvalumab 1500 mg +
tremelimumab 75 mg +
CT* 3w (4 cycles)

Platinum-based CT*

Qiw(upto 6 cycles)

"CT aptians: gemeiasing + carbaplabnidsgiatin [zquamais), cemenecad + ¢

Durvalumab 1500 mg qdw

+ pemetrexedt
until FD

Durvalumab 1500 mg qbw
+ tremelimumab 75 mg
(week 16 only):

+ pemetrexedt
D

Pemaetrexedt
until PO

Fateniswin

Primary endpaints

« PFSbyBICR(D4+CTvsCT)
« OS5 (D+CTwsCT)

Key secondary endpoints
+ PFSby BICR(D+T+CTwsCT)
+ OS(D+T+CTws CT)
+ O3 in patents with BTME
220 mutMb (D+T+CTvs CT)

Additional secondary endpoints
+ ORR, DaR, and BOR by BICR

* PFESat 12 months

* HRQoL

+ Safetyand tolerabity
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Durvalumab + Tremelimumab + CT vs CT: PFS and OS
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Overall Survival: Subgroup Analysis

All patients
Sex

Age

Tumor PD-L1
expression

Histology

Planned CT

Smoking
history

Race

ECOG PS

AJCC disease
stage

I

Events/ D+CTvs CT Events/ D+T+CT vs CT
patients, n/N HR patients, n/N
549/675 —e— 0.86 536/675 —eo—
Male 423/501 —e 0.81 422/517 —
Female 126/174 I i 0.91 114/158 I i
<65 years 273/345 —— 0.86 280/367 ———
265 years 276/330 —e— 0.81 256/308 ——
TC 250% 144/191 i 0.63 149/198 } i
TC <50% 405/483 1 0.94 387/477 ——
TC >1% 335/431 0.79 321/420

TC <1%

Squamous
Non-squamous

Nab-paclitaxel doublet
Pemetrexed doublet
Gemcitabine doublet

Current
Former
Never

Asian
Non-Asian

0
1

IVA
VB

214/243 0.99
220/250
327/423

40/49 | 0.64
311/407 —— 0.81
198/219 ——t— 0.93
107/130 I i 0.77
314/381 ——- 0.83
127/163 } / 0.92
195/251 ————— 0.92
354/424 —— 0.78
168/228 ——H 0.76
381/447 ———H 0.86
259/336 —— 0.71
288/337 —— 1.00

0.25

0.5 1 2

\ 4

‘Favors D+CT Favors CT

215/255
217/246
318/428

33/42 I i
304/411 ——
199/222 ———
115/150 /
306/386 A
114/138 I i
175/227 ———et—
361/448 ——
166/229 I i
370/446 ——
259/337 ———
276/335 ———

0.25

0.5 1 2

Favors D+T+CT  Favors CT
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STK11 and KEAP1 alterations and clinical outcomes with ipi/nivo in
Part 1 of CheckMate 227

- PD-L121% : 71%
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Prevalence of STK711, KEAP1 and KRAS Mutations in Patients from
POSEIDON with NSQ Histology

_ Mutation-evaluable populationt
ITT ﬁ:‘;’(‘,‘ﬁt”“ (n=612; 96% of randomised patients with NSQ histology)
l KRASm KEAP1mS
n=182 (30%) n=37 (6%)

NSQ histology
n=637 (63%)

v v v

Tissue Tissue* & ctDNAt ctDNA
evaluable* only evaluable evaluablet only
n=38 (6%) n=334 (52%) n=240 (38%)

STK11m
n=87 (14%)

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

Dr. Solange Peters, WCLC, 2022
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Dr. Sclange Peters, WCLEC, 2022

0S by KEAP1 Mutation Status

Dr. Sclange Peters, WCLC, 2022
Q5 benefit observed for THD+CT vs CT in KEAPTm with HR 0,43 (small sample size)

0S by STK11 Mutation Status
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0S by KRAS Mutation Status
08 benefif cbserved for T+D+CT vs CT in KRASm with HR 0.56 and estimated 57.7% alive af 2 yrs vs 25.6%

KRASM KRASWt D+T+CT vs Chemotherapy alone
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STK11 and KEAP1 alterations and clinical outcomes in the
KEYNOTE-189 Phase lll trial

5TK11 KEAPT
With Mutation Without Mutation With Mutation Without Mutation
Pembro + |Placebo + Pembro +|Placebo + |Pembro + |Placebo +|Pembro +|Placebo +
Chemo Chemo Chemao Chemo Chemo Chemo Chemao Chemo
(n=36) (n=18) (n=168) ((n=8&7) (n = 45) (n=23) (n=159) [((n=62)
OER, % 31 17 A5 14157 16 36 17 A8 16
(9504 1) (16-435) 4-41) ) TlB-27) (Z22-51) (5-39) (40-56) (B-28)
PFS,
median, (6 ) 5 Go 5 <5 ) 5 Co 5
mo (S95% (4-9) (5-91) (=-14) (5-5) {4-11) (5-0) (=-14) (5-5)
Zh
F,_F_.:',' HR 0.871 (0.44-1.47) 032 (0.27-0.52) 065 (0.38-1.12) 038 (028053
(9504 C|
05,
median, (“ ) 8 (EE ) 12 C:z 9 - 12
mo (95% (S-MNRED) 7-MR) (AU-NR) (8-25) { /-MNR) (7-MNRD (Z20-MR) (B-NR)
1)
e
ji",HR .75 (0.37-1.5 0.59 (0.41-0.85) 0.21 (0.44-1.49) Q.57 (039024
(9504 C| '

Gadgeel SM et al, AACR Annual Meeting 2020
F. Skoulidis, TTLC 2022
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How do | use this Information?

* For KEAP1 and STK-11 mutation positive tumors, | prefer a PD(L)-1/CTLA4 combination.
* | use at least two cycles of chemotherapy with the dual 10 combination.

* |Inthe absence of randomized prospective trials the available retrospective data should be interpreted with caution.
However, there are now multiple datasets of retrospective data pointing to the same conclusion.

 The TRITON Study is attempting to answer this question:

TRITON Study design

Phase lllb randomized, open-label, multicenter, US only study
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Possible role in PD-L1 <1% sub group

D

KN-407, 5-yr OS, PD-L1 <1%
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POSEIDON: Updated OS by Histology

Long-term OS benefit with T+D+CT vs CT more pronounced in NSC with HR 0.69 and 3-yr OS rates 20.5% vs 9.1%
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Figure 5. 05 in patients with tumor PD-L1 < 1% by histology
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5 yr OS: 24% vs 14% (PD-L121%); 19% vs 7% (PD-L1 <1%)
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References: Novello, JCO, Feb 3, 2022; Borghaei, NACLC, 2022; Peters, ESMO-10, 2023
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Is there a role in PD-L1 negative tumors? &=

« Again, no prospective, randomized trials to answer this question
« The “tail of the curve” seems to favour a dual 1O approach

« Patient preferences, toxicity and other factors could influence the use of a dual |10 approach with or
without chemotherapy vs chemo-IO
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