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First-line ICl-based treatment landscape for patients with -
advanced NSCLC Gecp

''''''''

Advanced NSCLC without driver alteration

PD-L1 >50% PD-L11-49% PD-L1 <1%

Exploring selection factors

ICl + chemotherapy for treatment decisions
icambo e e
therapy

(£ CTLA-4) (£ CTLA-4)

S Peters, ESMO 2025




Biological Framework for Correlates of ICB Response  Gecp

Tumor Intrinsic Predictors

Mutation burden/neoantigen load

* Clonality/heterogeneity

* Indelload

* Mutation signatures (smoking,
APOBEC)

Genomic loss of neoantigens

Loss of antigen presentation
*  B2Mloss
* HLAloss/phenotypes

Single gene associations/
Oncogenic immune exclusion

*  Oncogenic drivers (EGFR, ALK)
* S5TK11/KEAP1

* Cellcycle

* JAK1/2 mutations

¢ Impaired STING activation

Priming and activation
(APCs & T cells) ( 3»‘

Cancer antigen | 2 \
presentation &/
(dendritic cells/ APCs)

Reiease of ‘\
cancer cell antigens
(cancer cell death)

Q

"

g cancer

Teafticking of Tumor Extrinsic Predictors

T cells to tumors
@ ¥ T cell activation
* IFN-gamma/T cell inflamed
signatures

* PD-L1expression

D (5) Infiration of T cells N :
\2) " into tumors T cellinfiltrate/inflamed tumor
(CTLs, endothelial cells)

TCR diversity

Immune excluded/cold tumors

Immune suppressive populations
cancer cells by T cells *  Suppressive myeloid cells
s b *  Fibroblasts/TGF-beta

Killing of cancer cells
(Immune and cancer cells)

Chen, Mellman, Immunity, 2013

B

Associated with benefit
Associated with resistance

Modified from Vokes, MDACC




IMMUNOTHERAPY IN NON-SMALL CELL LUNG CANCER

--------
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Clinical features

Smoking

Never smokers

KN-024 (TPS>50%)

Ovarall (N = 305)
Age, yaars
<85 (n = 147}
6510« 164)
Sox
Mala (0 = 187
Famalo n « 118}
Enroliment region
East Asia (n = 40|
Non-East Asia (n = 268)
ECOGPS
O{n =107
1in=197)
Histology
Squamous (n » 56)
Nonsquamous (n = 249)
Smoking status
Current {n = 65}

l Newver In = 24) 0p0 {0.11 to 7.66)

Yes (n - 28|
No [n =277
Chemotharapy regimen
With pemetraxed (n « 199}
Without pemetraxed (n = 106

0.63 (0.47 10 0.86) - =
H
0.50 (0.3 10 0,96) — |
0.64 (0,42 10 0,98 —
.
0.54 (0,36 10 0,79 —_——
0.95 (0,56 10 1.62) q:_._
:
0.35 (0.12 to 1.01] [P —
057 (0.4 to 0.53) —.—
0.78 (0.44 10 1.37) —
0.56 (0,38 to 0.51] ——
.
0.73 (0.38 10 1.39) _
058 (0,41 10 0.83} _—
.
:
081 (0.41 1o 1.60) e
sl
i
0.73 (0.20 to 2.621 i
0.84 (0,48 10 0.68) e
:
0.66 (0.45 10 0.97) — ]
0.56 (0.32 10 0.85) ——
:
0  — 1 — 10
Pambrolizumsd bettee  Chamotherapy battar
HR (95% Cl)

Subgroup
Histology
Squamous

Nonsquamous

Smoking status

Former

Current

Pem +

Pac + Carbo
Disease status

Metastatic

Locally adv

Events/Pts

Carbo

3437497
4667782

163/282
471/721
1757271

Chemotherapy regimen

3717636
438/638

711/1114

98/160

Pembrolizumab
Better

Monotherapy

KN-042 (TPS>1%)

Hazard Ratio (95% Cl)

0.75 (0.60-0.

0.86 (0.72-1

1.00 (0,73-1.
0.71 (0.59-0

0.95 (0.70-1

0.87 (0.71-1

0.74 (0.61-0.

0.83 (0.71-0

0.74 (0.49-1

Chemotherapy
Better

93)

1

03)

37)
86)
29)

07)

90)

96)

13)

kY

o
GecCP

Impower 110 (TC3/IC3(TPS>50%))

Medlian OS, mo
Subaroup” 015%) OSHR(35%CHl Amzo  Chemo
=85 years 102 {46.8) - 059034, 104) NE 131
8574 years 80 {36.0) . 0430038, 1.98) 178 104
> 74 years 23(14.2) - v 0790018 245) NE 82
Mae 143 (698 < 047 (0.35.083) 231 131
Female 62130.2; . 0690034 130 173 141
White 169 (82.4) o 067 1044 1.09) 178 131
Asian bLERIA - 0.35¢0.13, 1.13) NE 141
Ewrope 183 (74.6) 3 0810852127 s 131
Asla Pactic 32{e8) - 0.35(0.12,1.04) NE 122
South America AR 017 (002 149 NE 59
Norh Amweics 7(34) <001 000 NE) NE 14
Never used obecoo 24(19.7) 1830063 50) 80 158
Provious 10bacco user 132 {84.4) . 080(335.100) 231 131
Nonsquamous Nsiology 155(758) o 082(040.0%6) 202 105
Squamous histoiogy 50 (24.45 - 0550023.137 NE 153
ECOGPSO 73{388; - 042020.082) NE 157
ECOGPS | 132484.4) ° 0694043, 110) 185 131
Al TCI or IC3 WT patients 205 {100) ® A 0.59 (0.40, 0.89) 202 131

01 70

1. Reck M et al, J Clin Oncol. 2019;37:537—-46. 2. Lopes G et al, ASCO 2018, abstract LBA4; Herbst R et al, N EnglJ Med. 2020;383:1328-39

10
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Clinical features Gecp

g coancer
Smoking Pooled analysis of overall survival in treatment
naive patients with advanced NSCLC treated
Never smokers o L
with first-line immunotherapy or chemotherapy,
compared by smoking status at study entry
@ Weighted Never smoker Hazard Ratio Hazard Ratio
100 - Ever smoker Study or Subgroup _log[Hazard Ratio} SE Weight IV, Random, 85% CI IV, Random, 95% CI
1.4.1 Current Smokers
Carbone 2017 00488 02606 67% 1.05([063,1.75) SR Y
3® 80 Jassem 2021 -0.4943 03621 40% 061[0.30,1.24) ]
~ Mok 2019 -0.0513 D.1558 128% 095(0.70,1.29) T
g Reck 2019 -0.2107 03474 43% 0.81[041,160] -t
=1 60 - Subtotal (95% CI) 27.8% 0.91[0.72, 1.14] .
-g Heterogeneity. Taw®= 000, Chi*=1.71,dlf=3 (P= 0.63),F= 0%
s Testfor overall effect Z= 082 (P=041)
= 40
> 14.2 Ex-Smokers
E Carbone 2017 008562 01328 149% 1.09[084,141) S
3 20 Jassem 2021 -02877 02384 77% 0.75[047,1.20] ==
Mok 2019 -0.3425 00945 188% 0.71 [0.59, 0.85] bt
Reck 2019 -0.5276 01857 106% 0.59[041,085) —
) p— . . = . = Subtotal (5% CI) 52.0%  0.78[0.59, 1.01] L 2
0 10 20 30 40 50 Heterogeneity Tau*= 0.05; Chi*= 962, df= 3 (P=002), 1*=69%
Tast for overall effect. Z=1.87 (P = 0.06)
Time, mo
No. at risk, strata 1.4.3 Never Smokers
Never smoker 90 32 11 4 0 0 Carbene 2017 00198 03245 48% 1.02[054,1.93) A
Ever smoker 1075 473 225 73 4 0 Jassem 2021 06831 04818 24% 1.98([0.77,5.09) =
Mok 2019 0 D1606 124% 100[073,137 T o
Reck 2019 01054 10724 0.5% 0.90[0.11, 7.36) 1
Subtotal (95% CI) 20.2% 1.06 [0.81, 1,38] @
. . Heterogeneity. Tav®= 0.00, Chi*= 185, df=3 (P=060), P= 0%
1196 p, retrospective; monotherapy (pembrolizumab) Testfor averal effect Z= 0.42 (= 0.6
Total (95% CI) 100.0% 0.87 [0.74, 1.01] QI
Heterogeneity Taw*= 0,02, Chi*=17.70, df= 11 (P = 0.09); F= 38% -‘00‘ ko‘ i '% 100’
Test for overall eflect Z= 1.84 (P = 0.07) ' Favours 0] Favours [Chemo]

Test for subgroup diferences: Chif= 260, df= 2 (P=027),F=23.2%

Popat, JAMA network2022; Corke, Curr Oncology 2022; 29:6260
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Clinical features Gecp

g coancer
C h - SQreh
Overall survival
No. of Events/
Subgroup No. of Patients Hazard Ratio for Death (95% Cl)
Camipimab Placebo Hazand ratio Overall 235/616 —— 0.49 (0.38-0.64)
+ chemo + chemo (96% CI) Age
No, OS events/ No, OS events/
no. patients no. patients <65 yr 133312 —— 0.43 (0.31-0.61)
- — - : TR =65 yr 102/304 —— 0.64 (0.43-0.95)
Age group <65 years 721184 5394 —— 0.57 (0.40-0.81) Sex
- m years Wal‘:; 72:"203 = g'ﬂﬂ (0.56-1.37) Male 143 /363 —— 0.70 (0.50-0.99)
11 —— .55 (0.41-0.74) -
Fornal 36744 7131 : - 2.41 (0.89-5.09) Female 92253 —a— 0.29 (0.19-0.44)
Race White 116267 78138 [ ! 0,67 (0.50-0.89) ECOG performance-status score
st o e e, 0.79 (0.31 —2.:; 0 74266 — 0.44 (0.28-0.71)
Histology Squamous 57133 3967 . 0.56 (0.37-0.
Non-squamous 75179 4387 e 0.79 (0.54-1.14) 1 159/346 i 0.53 (0.39-0.73)
PO-L1 lavol <1% 5485 27144 e 1.01 (0.63-1.60) Smoking status
1-45% aN114 anes —— 0.52 (0.32-0,83) o
0% wnos by . 0.61 (0.37-1.02) Current or former 211/543 - 0.54 (0.41-0.71)
ECOG PS 0 1151 18 oy 0.56 (0.20-1,49) Never 24/73 = 0.23 (0.10-0.54)
:E :1% 77::; —— g.:: gﬁ:} Brain metastases at baseline
Region urope 1 ——t . . ]
H . =Y
Asta 14442 616 e 0.72 (0.27-1.88) Yes 51/108 —_— 0.36 (0.20-0.62)
Brain mat Yes 11724 87 — - 0.42 (0,14-1.26) No 184/508 —l— 0.53 (0.39-0.71)
No 121288 TIN4r .t 0.68 (0.51-0.90) PD-L1 tumor proportion score
B e
p—— <1% 84/190 . 0.59 (0.38-0.92)
== =1% 135/388 —— 0.47 (0.34-0.66)
=t LB PRS0 1-49% 65/186 —— 0.55 (0.34-0.90)
- - - 250% 70/202 R S 0.42 (0.26-0.68)
0'1‘ ! : 0 Platinum-based drug
Cemiplimab + chemo better  Placabo + chemo batter Carboplatin 176/445 —— 0.52 (0.39-0.71)
Cisplatin 59/171 R S 0.41 (0.24-0.69)
!

0.1 1.0

Pembrolizumab Combination Placebo Combination
Better Better

Gogishvili. Nat Med 2022;;28:2374
Gandhi. N Engl J Med 378:2078-2092



Smoking
Never smokers Meta-analysis
Smoking patients Non-smoking patients
Study Tumortype Treatment Hazard Ratio HR 95%~ClI Study Tumortype Treatment Hazard Ratio HR 95%~ClI
CheckMate-227 NSCLC PD-1 + CTLA-4 -8 0.72 [0.62; 0.84] CheckMate-227 NSCLC PD-1+ CTLA-4 — 0.96 [0.66; 1.41]
CASPIAN SCLC PD-LI +CT — 0.72 [0.58;0.91) CASPIAN SCLC PD-L1+CT T 0.90 [0.40;2.11]
IMpower130 NSCLC-A PD-L1+CT - 0.81 [0.65; 1.02) IMpower130 NSCLC-A PD-L1 +CT -t 0.55 [0.26; 1.19]
IMpower131 NSCLC-C PD-L1+CT —-t 0.87 [0.72; 1.05) IMpower131 NSCLC-C PD-L1 +CT —— 0.85 [0.43; 1.68]
MYSTIC NSCLC PD-L1 —— 0.77 [0.58; 1.02) MYSTIC NSCLC PD-LI e 0.60 [0.31;1.18]
IMpower132 NSCLC-A PD-L1+CT — 0.89 [0.72;1.09] IMpower132 NSCLC-A PD-L1 +CT —— 0.78 [0.42; 143
CheckMate 9LA NSCLC PD-1+CTLA4 +CT —&— 0.62 [0.50; 0.75] CheckMate LA NSCLC PD-1+ CTLA-4 +CT - 1.14 [0.66; 1.97]
EMPOWER-Lung3  NSCLC PD-1+CT —— 0.61 [0.46;0.82] EMPOWER-Lung 3 NSCLC PD-1+CT —-— 1.28 [0.53; 3.08)
CAPSTONE-1 NSCLC PD-L1+CT —&— 0.75 [0.59; 0.95] CAPSTONE-1 NSCLC PD-L1 +CT S 0.59 [0.37;0.87]
CHOICE-01 NSCLC PD-1+CT — ] 0.70 [0.51;0.98] CHOICE-01 NSCLC PD-1+CT —1 0.67 [0.39;1.17]
KEYNOTE-189 NSCLC-A PD-1+CT —— 0.54 [0.41,0.71] KEYNOTE-189 NSCLC-A PD-1+CT —— 0.23 [0.10; 0.54]
Random effects model, —= . 073 [067:080] F Random effects model < 0.74 [0.59; 0.92]
Heterogeneity: 1“ = 39%, t* =0.0088, p =0.09 Hetmneiw: ’2 = 36%, ‘2 =0.0378, p =011 | I I |
0.5 : 2 02 05 1 2 5

IT + CT Better CT Better Pinteraction=0.14 B IT + CT Better CT Better

Luo. Front Oncol. 2024 Oct 8;14:1422160



Clinical features

Gender

KN-024

IMpoweriio

High PDL1
(SP142 TC3/IC3 WT)

KN-042

PD-L121%

Javelinioo
PD-L1280%

o
GecpP

Monotherapy

Subgroup HR (95% CI)

Sex i
0.54 (0.36 to 0.79)

Male (n = 187) —.-!— |
Female (n « 118) T 0.95 (0.56 to 1.62)

Subgroup* n(%) 08 HR (95% CI)*
Male 143 (69.8) —— 0.57 (0.35,0.93)
Female 62 (30.2) 0.69(0.34, 1.39)

Sex p
Male saa02 079 (088-093)
Female 549372 0389 (0.69-1.15) J
.
Male (n=158 vs 112) #_ 0.7 (0.58 - 1.03)
q2w Female (n=58 vs 39) 110 (0.68-1.75)

Male (#=93 vs 100) 0.78 (0.55- 1.10)
qw Female (7=36 vs 30) 0.85 (0.47 - 1.54)

Reck et al, JCO 2019; 37(7):537-546. 2Sezer et al, Lancet 2021;397:592-604. Spigel et al, EMSO 2019. Mok et al, ELCC 2019. Reck et al, WCLC 2023;0

Mod from S Peters ESMO 2025




Clinical factors GecCP
Gender
KEYNOTE-024 EMPOWER LUNG 1 KEYNOTE-189
. 'm):::' Hazard Rt for 0S (35% CI)
Overall (N = 305) —l— (‘):d LU - 088 {053-0.67) No. of Deaths/
<65 years (n = 141 4 4 120 — 0720511 Subgroup  No. of Patients Hazard Ratio (95% Cl)
265 years }n =164 : ass;:: 11760 —— n.sswm.g% Overal 2951616 &
Male ﬁn =187) . Sux
Female (n = 118) @ Hale 860 . 054 [0.-084) Age
| Fenai e =D e <5 yr 1331312 —-
East Asia (n = 40) —h—— Region of enrolment ——
Non-east Asia (n = 265) — Earoge S g 052 (047082 o yr 1021304
0= 107 ‘ol Asiz fam —— {30534 Sex
=t B Rlbewst 70 : A1 Male 143363 — —
= e =p
Squamous (n = 56) —— 0 511 — 078 (04613 Female 921253
Nonsquamous (n = 249) _'._ 1 1021548 —_— {165 [0.48-088) ECOGPS
! Histlogy 0 741266 ——
Current (n =65 —— 10541 it 053 (036007 H
Rty L Vowaon H —~r 0008y I =
; Brain metastasts atbeselne Smoking status
Yes n=28 Ly ¥ UB ——— 041840 —g—
st(r(1n= 7 - ur 28I - 07 10544192 ﬁgg;ntﬁurmer 221?;%4 3 S——
With pemetrexed (n =199 —Ii— Gt vy '
Witht?ut pemetrexed (n = %06) —li— L&'Lkw 2::325181 __‘_: gg: :g;g:;g:z '[]."1 05 1 .
P 1 S0 x , ) * PembroPem/Plat PlacebolPemPla
) g ¢ ’ Better Better

Pembrolizumab better ~ Chemotherapy better —— o Bl

Reck M, et al. N Engl J Med 2016; Sezar et al. Lancet 2021
Gandhi L et al. N Engl J Med. 2018.



Clinical factors

Gender

GecCP

g concer
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Women with advanced lung cancer derived a statistically significantly larger benefit
from the addition of chemotherapy to anti-PD-1/PD-L1 as compared with men

Comparison

Anti-PD-1/PD-L1 plus chemotherapy
vs placebo plus chemotherapy

va chemotherapy

Conforti. J Ntl Cancer Inst;2019:111:djz094

Study

KEYNOTE 407,
Paz-Ares el al., 2018 (14)

KEYNOTE 139,
Gandhl et al., 2018 (13)

IMpower 130,
Cappuzzo ¢l al , 2018 (17)

KEYNOTE 24,
Reck et al., 2016 (18)

KEYNOTE 42,
Lopes et al, 2018 (19)

CheckMate 026,
Carbane ot al., 2017 (20)

Intervention (No. pts)
220 235
58 46
254 109
156 o7
266 134
185 94
Pooled estimates in men
FPooled estimates in women
92 95
62 56
450 452
187 185
184 148
87 122
Pooled estimates in men
Fooled estimates in women

Control (No. pts)

HR (95% CI)

0.89 {0.51 10 0.94)
0.42 {0.22 10 0.81)

0.70 (0.50 10 0.98)
0.26 (0.19 t0 0.44)

0.87 (0.66 10 1.15)
0.66 (0.46 t0 0.93)

0.76 (0.64 to 0.91)
0.44 (0.25 0 0.76)

0,54 {0.36 to 0.80)
0.96 (0.56 to 1.64)

0.80 (0.68 t0 0.94)
0.89 (0.68t0 1.17)

0.97 (0.74 %0 1.26)
1.15 (0,79 to 1.66)

0.78 (0.60t0 1.07)
0.97 (0.79t0 1.19)

W Mon

[J Women

A

I T 1

025 05 10 20
Hazard rabio

Intervention better Control better

(_ﬁ

HR in men / HR In women
(95% C1)
P, 1.64 (0.7910 3.40)
< 241 (14010 4.15)
L] 1.32 (0.85 to 2.05)
\ — 1.70(1.1610 2.49) j
# 0.56 (0.29 10 1.09)
L 0.80 (0.651t01.23)
S 084 (05410 1.32)
- 0.83 (0.6510 1.06)
T T T l
0.25 05 1.0 20 40
HR in men / HR in woman
Favors groator offect Favors groater offect
of intervention in men of intervention in women



Clinical factors GecCPp
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Brain metastases

analysis
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Specific BrM trials

ICI monotherapy KEYNOTE-001, 010, 024 & 042 (pooled T
(PD-L1 = 50%) analysis); EMPOWER-Lung 1 —%\ i Previoulsy
treated and
Dual ICI £ chemo > controlled BrM
(al:w PD-L1) CheckMate-227 & CheckMate-9LA ] (attrition)
Corticosteroids
Chemo + ICI KEYNOTE-021, 407 & 189 %/ =10mg PDN
(any PD-L1) (pooled analysis)

ICl monotherapy Untreated BrM
(PD-L1 2 1%) NCT02085070 ] _—
Dual ICI £ chemo ,;‘/ disease in the

(al:1y PD-L1) CheckMate-817; NIVIPI-Brain ] k\‘;% CNS

(*) Corticosteroids
Chemo + IC]I o < A DXM
(any PD-L1) ATEZO-Brain (*) ] < 4mg

Cortesia del Dr E. Nadal



https://clinicaltrials.gov/ct2/show/NCT02085070

Clinical factors Gec'l;

g cancer
SQarch

Brain metastases

Monotherapy with ICl in patients with treated CNS metastases and PD-L1 = 50% improved
OS compared to chemotherapy.

Pooled analysis KEYNOTE 001-010-024-042" 1L EMPOWER Lung 12

Pembrolizumab in PD-L1250% 1L Cemiplimab in PD-L1250%

Overall survival

Events, % HR (95% CI) Median (35% CI) HR (95% CI)
Pembrolizumab 60.7 0.67 (0.44-1.02) i
. (o) hemoth.erapy 70.8 y Cemiplimab NE {20.6-NE) 0.42
100 i 50.8% i 44.4% 104 Chemotherapy  20.7mo (9.4-29.9)  (0.20-0.87)
90+ 1 425% 1 30.9% 094 P=0.0168"
2 80+ : : -g 08—
= 704 Median (95% C1), months g 077
2 ol 19.7 (12.1-31.4) 2 06
2 9.7 (7.2-19.4) S 05 !
"ﬂ, 50 P e e e et et er s reeeseresereeressereststesressarerees g - H
t —4 ‘o_ % 0 4 1 : '
[ S § 03 ; i
g 20 o E E
il : : 04 : y
: : 00-— T f T f -
o L) Ll Ll ; L} L) L) : L} L) L) L) L] LJ L) L) L} L) L} L) 0 6 12 18 24 30
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 Ti the
Time, months Number at risk me (months) N
No. ot risk c limab au 2 - ) At 11
Pombrolizumab 111 95 33 73 65 60 06 48 38 33 31 27 26 10 14 5 4 4 4 3 12 omepiim v < 4 ‘ L Cet
Chomotherapy 48 38 31 23 19 17 17 14 12 10 6 4 4 3 2 1 © © o o 0 Chemotherapy 25 27 2 19 15 7 Chv
Dats cutoff date: 04 March 2022. Median (range) duration of fallow-up: 33.3 months (24.0-50.3).

tStratified log-rank test noeinal P-value.
mo, monihs; NE. not estimable; OS, overall survival, PFS, progression-free sunvival.

(1) Mansfield et al. JTO CRR 2021; (2) Kilickap et al. ELCC 2023



Clinical factors

Brain metastases
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The combination of QMT + 10 in treated and untreated mCNS patients improved
OS compared to QMT regardless of PD-L1 expression.

Pooled analysis KEYNOTE 021-189-407
1L Pembro + chemo vs chemo

Events, % HR (95% CI)
100 Pembro + Chemo 53.3
will . Chemo 74.2 0.48 (0.32-0.70)

80+
70+

Median (95% CIl), months
18.8 (13.8-25.9)
7.6 (5.4-10.9)

:162.9%
134.9%

o\° 60-
(n" 50- ---------------------------------
O 404
30=
20 ¢
10 2Y OS 42%
0 1 ] 1 L 1 ; 1 1 1 1 1 L] 1
0 3 6 9 12 15 18 21 24 27 30 33
o. at risk Time, months
+ Chemo 105 92 82 71 58 53 44 31 20 9 2 1
Chemo 66 52 37 28 19 14 12 8 6 2 0 0

171/ 1298 (13%) had BrM
20 /171 received prior brain RT (12%)
Asymptomatic, no steroids

Subgroup n/N HR (95% CI)
With brain metastases

All patients 105/171 0.48 (0.32-0.70) -

PD-L1 TPS <1% 46/65 0.41 (0.22-0.74) —

PD-L1 TPS 1%-49% 23/42 0.55 (0.24-1.24) WYy

PD-L1 TPS 250% 30/56 0.51 (0.25-1.05) - !
Without brain metastases

All patients 514/1127  0.63 (0.53-0.75) -

PD-L1 TPS <1% 176/363 0.57 (0.43-0.77) -

PD-L1 TPS 1%-49% 179/393 0.73 (0.54-0.98) ——

PD-L1 TPS 250% 138/329 0.59 (0.42-0.82) -

0:1 o - 1 o : 1‘0
HR (95% CI)

Higher benefit in terms of OS in patients with brain mets (HR=0.48) compared to

those without brain mets (HR=0.63)

Powell et al. J Thorac Oncol 2021
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lung cancer
research

Brain metastases
10 + QMT en pacientes con mSNC no tratadas: SG a los 2 afios del 31%

ATEZO-BRAIN Asymptomatic and olygosymptomatic BrM Median DoR in the CNS = 14 m (95%

CBDCA + Pem + atezo BrM 10mm (RANO-BM) Cl, 10 to NR)
(n=40, 20 PD-L1+) Corticosteroids <4mg DXM

Waterfall Plot of Best Systemic and CNS Response

1.0 1
B Systemic

IcCORR =40% (12 PRs and 4 CRs) P
6/40 (15%) dissociated responses

10

08

e
wn

Change From Baseline
o
o
o
—
Survival Probability
02 04
1 1

s
wm
=
e
e
00
|

06

“3a ARisk 6 15 12 8 7 4 4 4

19
20
25
26
38
43
30
36
35
03
07
10
17
29
33
40
42
27
12
13
14
16
21
22
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28
34
41
15
37
06
09
39
04
31
02
05
01
18
32

Nadal et al. J Clin Oncol 2023
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Brain metastases

The combination of |O-IO + QMT in treated mMCNS patients improved OS compared to
chemotherapy.

CheckMate-2271
1L IPI + NIVO vs chemotherapy

CheckMate-9LA?
1L IP1 + NIVO + CTx2 vs chemotherapy

100 -7 Nivalutab plus A 1(0‘ m;':';‘?m‘o m
\ Iptimemat
0 \\ in = 4N [ Median 0S, mo 3 &8
12.3-23.¢ 78,
ot Modan 08, mo 4 1t -l i -9 7-0.7)
w0 , 1¥5% €O ©7-204) (105962 HR (95% C1) 045 (0.29-0.70)
o4 W HR (35% €1 0463 943-052) 579
—_ o,
|l ) 0 - : HR— 0.45 (95% CI1 0.29-0.70)
-y — '
2 " HR=0.63 (95% Cl 0.43-0.92) 7 =
- N \.. :
3 \. ™y 8 \
9 \1_' i 1l‘ : 135%
. : " Lt j—‘—u,____
» : - L ] 28%
' : H Nivolumat plus ipdirumab 26% !1 : 1 hmvo + I + chomo
' ' i 20 ] — ) 1
' ‘ L} - 1 1
\ \ ! ] 1 L B |
0 1 $ 4 L Uhemotheray : 12%: 12%}'1 °‘..,,-,—;;_,—1
H ] 1 ] Choemo
0 ™Y ™TTTTTTTY R R T 0 P, il i +
0 3 & 9 1215 B M MNITWD MWW OGN K N6 068NN 0 3 [ 8 |2 |5 18 21 24 27 0 33 S H 42 i& 48 5!
Months Months
No. i rish Number at risk
Nvhmab phiipiioumad 8 5T 47 42 33 M 33 30 20 28 M M M W WM T W oW 1D T T Y00 NVO+Plechemo S1 68 €@ 37 M 3 27 24 18 16 18 4 14 & 4 2

Greater benefit in terms of OS in patients with brain metastases
(HR=0.63) compared to those without brain metastases (HR=0.76).

Greater benefit in terms of OS in patients with brain metastases
(HR=0.45) compared to those without brain metastases (HR=0.80).

(1) Reck et al. Jd Thorac Oncol 2023; (2) Paz-Ares et al. J Thorac Oncol 2023
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Brain metastases

“Compensatory” effect of anti-CTLA4 addition

Checkmate 227

Median OS, mo
Subgroup NIVO + IPI Chemo Unstratified HR Unstratified HR (95% Cl)
(n=583) (n = 583)
CNS metastases (n = 135) 17.4 13.7 0.60 2
No CNS metastases (n = 171 13.9 0.77 —_—
1031)
T T 1
NIVO + 1P| <4—» Chemo
Checkmate gLA
Median OS, mo
Subgroup NIVO + IPI + chemo Chemo Unstratified HR Unstratified HR (95% Cl)
(n=361) (n = 358)
CNS metastases (n = 123) 19.9 7.9 0.49 @
= —.—
No CNS metastases (n 15.6 11.8 0.81
596)
T T 1

NIVO + IPl + chemo €¢—p» Chemo

1. Borghaei H, et al. AACR Annual Meeting 2020. Abstract CT221 (CheckMate 227). 2. Reck M, et al. 2021 ASCO. Abstract 9000 (CheckMate 9LA).




u

° ° '.
Clinical factors Estadios IIB: 34% GecPp
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L P por subarupos (RECIST v1.1 por CRI
Locally advanced

Overall 166/241 —— ' 0.47 (0.34-0.64)
Age '
<65 years 120/166 —— ' 0.45 (0.31-0.66)
. 265 years 46/75 e a— 0.52 (0.29-0.94)
Rationale 307 (sq) Sex :
Female 15/23 ! 0.34 (0.12-0.99)
Male 151/218 ——— 0.49 (0.36-0.69)

ECOG performance status
0

;‘ 44/63 —I—:— 0.64 (0.35-1.17)
g 1 1221178 —— ' 0.41 (0.28-0.60)
;‘ Smoking status !

Never 36/47 —— 1 0.41 (0.21-0.80)
ﬂ Current or former 130/194 —0— H 0.49 (0.34-0.70)
E Disease stage '

B 56/82 —— : 0.38 (0.22-0.67)
E v 110/159 B ' 0.51 (0.35-0.75)
3 Liver metastases at baseline H
r Yes 21/29 —_— 0.53 (0.21-1.30)
e No 145/212 —a— ' 0.45 (0.32-0.63)
w PD-L1 expression in TC '

<1%® 62/92 . 0.57 (0.34-0.94)
i 21% 102/144 ——— H 0.42 (0.28-0.63)

1% to 49% 42/61 . 1 0.40 (0.21-0.76)
I3 . 250% 60/83 —_— ' 0.44 (0.26-0.75)
£
a ' T T T T T
0.0 0.5 1.0 1.5 2.0
MNurnber AL Riwk:
Thkitrumsbt®C 120 « » 0 2 20 s : ° <4— Favors tislelizumab plus PC Favors PC —>

Estadios IIB: 18%

Rationale 304 (non sq)) SLP por subgrupos (RECIST v1.1 por CRI)

Events/patients (n) Unstratified HR (95% Cl)

Overall 201/334 —_— ' 0.60 (0.45-0.81)
Age '
<65 years 140/237 —_— 0.61 (0.42-0.88)
265 years 61/97 —_— 0.59 (0.36-0.99)
Sex '
g Female 57/87 L 0.85 (0.49-1.48)
T Male 144/247 — i 0.53 (0.37-0.75)
i ECOG performance status 0
o 46/78 0.86 (0.45-1.64)
1 1 155/256 —- H 0.54 (0.39-0.76)
Smoking status H
Never 771121 —_— 0.85 (0.52-1.38)
! Current or former 124/213 —— : 0.48 (0.33-0.70)
Disease stage H
35/61 _- 0.63 (0.31-1.26)
! v 166/273 —_— ' 0.59 (0.43-0.82)
W Compcms: 4 dmdt N o Liver metastases at baseline 1
+ damiil Yes 26/37 — ! 0.27 (0.11-0.64)
T T T H T r T T ] No 175/297 — 0.69 (0.50-0.95)
PD-L1 expression in TC H
R Tiews ot <1% 94/139 —_— 0.83 (0.53-1.28)
P 21% 104/190 — H 0.48 (0.32-0.72)
Pl b L L " " LU - T T L 1% to 49% 49/80 " 0.90 (0.49-1.83)
250% 55/110 —— ' 0.29 (0.16-0.50)
ALK rearrangement H
Negative 154/245 —_— 0.60 (0.43-0.84)
Unknown 47/89 _— 0.61 (0.33-1.12)
T T T T T T
0.1 0.4 0.7 1.0 1.3 1.6
<4— Favors tisleli plus Favors chemotherapy alone —»

1. 1. Wang J, et al. ESMO Open. 2024;9(10):103727.
2. LuS, et al. ESMO Open. 2024;9(10):103728
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Oncogene addicted GecCP

---------

Benefit not generalizable

(n=37) BRAF
(m=32) MET
(n=246) KRAS
(m=27) HER2
(n=115) EGFR
(n=19) ALK
(n=16) RET

(n=6) ROS1

| 1] | ] 1 | ] | ] 1 I
0 10 20 30 40 50 60 70 80 90 100
Percent of patients
BN PO B sD I PR/CR

Mazieres. Ann Oncol 2019;30:12321
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Benefit not generalizable

KRAS

Hazard Ratio Hazard
Study or Subgroup  Weight IV, Random, 35% CI IV, Rand: Cl
3.1.1 KRAS mutated
Keynote-042 6.8% 0,42 [0.22, 0.80) —
IMpower150 (ABCP) 12.1% 0.50[0.34, 0.74) Ch i
IMpower150 (ACP) 12.2% 0,63 [0.43, 0.92) ]
Keynote-189 8.1% 0.7910.45, 1.39] -
Subtotal (95% Cl) 39.2% 0.57 [0.46, 0.72) ®

Heterogeneity: Tau" = 0.00; Che® = 285, df =3 (P =041) F=0%

Test for overall effect: Z = 4.77 (P < 0.00001)

3.1.2 KRAS -wild-type

Keynote-189
Keynote-042
IMpower 150 (ACP)

IMpower150 (ABCP)

Subtotal (95% CI)

Heterogeneity: Tau® = 0.02; Chi* = 6,54, df = 3 (P = 0.09); I* = 54%

11.8%
14.3%
17.0%
17.6%
60.8%

0.55(0.37,0.82)
0.86 [0.63, 1.17]
0.90(0.72. 1.13)
0,98 (0,80, 1.20]
0.84 {0.69, 1.03]

Test for overadl effect Z = 1.67 (P = 0.10)

Total (95% Cf)

100.0%
Heterogenelty: Tau® = 0,05, Chi* = 19,55, df = 7 (P = 0,007 I* = 64%

0.72 [0.59, 0.88]

Test for overall effect: Z =3.18 (P = 0,001)

Test for subaroup differonces: Chi* =6.26. df = 1 (P =0.01), F = 84.0%

QAI'J{

10

Favours [immunotherapy] Favours [control]

Landre. Cancer Immunol Immunother. 2022 Mar;71(3):719

o
GecCP

g coancer
sQreh
Meta-analysis
E] KRAS wild-type and mutated subgroups
Hazard Ratio Favors PD-1/PD-L1  Favors
Trial (95% C1) Inhibitor  Docetaxel Weight, %
KRAS wild-type
OAK 0.83(0.58-1.18) —— 36.3
POPLAR 0.65(0.31-1.38) 79
CheckMate 057 0.98 (0.65-1.47) et S 274
Subtotal 0.86(0.67-1.11) =T 71.6
Heterogeneity: x3=0.97, P=.62; 2=0%
Test for overall effect: 2=1.17 (P=.24)
KRAS mutated
OAK 0.71(0.38-1.34) —_— 111
POPLAR 0.94 (0.36-2.45) 49
CheckMate 057 0.52 (0.29-0.95) e 12.5
Subtotal 0.65 (0.44-0.97) —_— 284
Heterogeneity: x3=1.17, P=.56; 1?=0%
Test for overall effect: 2=2.13 (P=.03)
Total 0.79 (0.64-0.98) < 100
Heterogeneity; x¢=3.52, P=.62; 12=0% e L —
Test for overall effect: =2.13 (P=.03) 02 10 40

? : 2
Test for subgroup differences: x{ = 1.38, P=.24; 17=27.4% Hazard Ratio (95% C1)

Lee. AMA Oncol. 2018 Feb 1;4(2):210
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Benefit not generalizable

OCTOPUS

Planchard D. ELCC 2025 (Poster 86P)

BRAF

rwPFS* in 1% LoT (n=152)

| Median rwPFS: 78
Q 1\ {95% C1. 5.6-9 2) months
; \
. s 4
i s
§ 1 \-\
! i T
2 u N———a
' R e
2 ’ ¥
e @ Ige e ety
rwPFS® in 2 LoT (n=69)

!. Median rwPFS-80
\ (95% C1 54-13.0) months
w )

Bl w s megrestan Pesiuntvd | Gte
4
J

o & gragrusenn e

B M prgm i e bl (et

S v B progmiton hee vl |t
© - o o z

o
GecpP

rwPFS* in 12 LoT by treatment type (n=152)

Median rwPFS for
targeted therapy

(n=T4) 124 (35% CL

1Y 8.1-24.0) months

Sepw o Saa e 1
et ol e S

Median rwPFS for
targeted therapy

(n=30): 11.4 (35% CL,

i 5.5-22 6) months

Median rwPFS was higher in patients treated with targeted therapies vs other therapies in both 1*. and 2™. oT
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Benefit not generalizable
BRAF

First-line Events Median overall " .
Mo paﬁen{s srvival, months B Effect of first-line targeted, chemo-lO or mono-IO treatment on OS
(95% .l 1.00
—— ICIs with orwithout ~ 46/88 40-9 (333-NR) == DAB/TRM
chemotherapy == Chemoimmunotherapy
— BRAFand MEK 114/196  25-2(19-9-31-1) : ;
100— inhibitors _— ~= Immunotherapy
©
2
75- 5
g @
E 4.2.. 0.50 4 W N
T
S 5o 3
=
g o
& 0.25
257 p=0432
HR 0-69 (95% Cl 0-49-0-98), p=0-039
o Adjusted HR 0-66 (95% Cl 0-46-0-97), p=0-034
1 2'4 3I6 4'8 60 7'2 0.00 1
Number at risk : T ' . : T '
(censored) 0 6 12 18 24 30 36
ICls with or without 88 61 44 36 23 13 4 Overall Survival (Months)
chemotherapy (0) ® (14 @8 (4 (0 (9 - 14 93 68 53 42 30 20
BRAFand MEK 196 122 72 43 25 16 6 — 2 21 17 1 9 5 2
inhibitors (0)  (19) (39) (52 (63) (67)  (76) 3 24 15 = 9 6 5

Di Federico. Lancet Oncol 2025;26:1357 Wiesweg. J Thor Oncol 2025:20:1328
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Benefit not generalizable
BRAF

B First-line DAB/TRM Cc First-line {chemo-)IO
100 1004
075 7; 07
§ 5 Subgroup N PFSHR (95% Cl) P value Favors ICI+CT Favors BRAFI+MEK|
£ cso %00 Overall 2864 1.13(083-153) 043 = ——— =
) n —- - e ———— ——- e 1
A 5, <70 159 1.5 076—1 73 0.51 ————
5. S L S0 s riooear o7 —e—
S Sex Male 138  117(0.77-179 046 —_———
Female 148 1.11(0.72-1.71 063 —
o L Smoking status Ever 191 0.99 (0.68-1.43 095 —
3 4 2 T PRI T 4 3 % : :“h e % e Never a1 194 06-355; 0.03 V-t TS
Overall Survival (months) Overall Suevival (months) A
53 a3 EL} 32 s 20 13 . 26 15 13 10 5 s 1 EOOSTS 032-1 24248 a igg%:jl% 8%% —
- 50 a0 rd} " 10 7 - gy 7 e 14 12 7 o - S ALY S <2 X R - On Sl 1 .3 -
PD-L1 TPS 250% 134 0.93 (0.61-1.42) 0.74 ——
1-49% 83 1.31(0.70-2.43 0.40 —
21% 217 1.05(0.75-1.48 0.78 —
B First-line DAB/TRM c First-line (chemo-)IO <% 39 1.11(0.36-340] 086 *
1004 100 Metastatic sites >3 32 0.51(0.19-1. 4ag 0.20 ———
<3 252 1.26(0.91-1.74 0.16 e
PO-LY low S A o e —— T T
) Brain metastasis Yes 48 0.95 (0.49-1.87 0.89 —
S 0754 3 o7 =+ PO-LI high i - No 23 114 (0 81163 045 -—»—6—
£ g Bone metastasis Yes 106 1.13 072 1. 77; 0.61 —
g 3 ? No 178 1.08(0.71-1.64 0.71 —
g £ % Liver metastasis ~ Yes 48 0.85(0.40-1.84 068 U C—
3 3 No 236 1.17 (0.84-1 64} 0.35 ——
g E 05 1° 15 2 25 3
o v o Q
Hazard ratio (HR)
0oo- )0
0 & 2 8 ¢ 10 36 0 6 12 18 24 30 15
Time to Treatment Failure (months) Time 1o Treatment Failure (months)
7 s3 33 26 Ak 12 10 22 16 12 7 5 2 1
- 37 20 13 2 4 2 1 - 32 17 7 3 3 1 0
Wiesweg. J Thor Oncol 2025;20:1328 Di Federico. Lancet Oncol 2025;26:1357
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Benefit not generalizable

PHAROS

Johnson. J Clin Oncol 2025

GecCP

g cancer
SQreh

Treatment-Naive

Previously Treated

ORR.? % mPFS,* Months ORR? % mPFS, Months®

Characteristic No. (95% CI) (95% Cl) mOS, Months (95% Cl) No (95% Cl) (95% CI) mOS, Months (95% Cl)
Age group

<65 years 23 74(521t090) 249 (5.6 to NE) 51.2 (19.8 to NE) 13 38 (14 to 68) 9.0 (1.9 to NE) 32.6 (3.4 to NE)

=65 years 36 75(581t088) 304 (15.7 to NE) 39.3 (25.4 to NE) 26 54 (33to 73) 93 (6.2 to 24.8) 22.7 (141 to 31.1)
Sex

Female 33 70(51to84) 307 (157 to NE) 476 (21.5 to NE) 19 53 (29 to 76) 93 (74 to 24.8) 30.3 (20.7 to NE)

Male 26 81 (611t093) 30.2 (9.2 to NE) 51.2 (19.6 to NE) 20 45 (23 to 69) 7.3 (3.6 to NE) 14.7 (6.7 to NE)
ECOG PS

0 19 74 (49t091) 307 (15.7 to NE) NE (35.7 to NE) 7 86(421t0 100) 184 (7.4 to NE) 322 (22.7 to NE)

1 40 75(59t087) 30.4 (9.2 to NE) 329 (203 to 61.4) 32 41 (24 to 59) 7.5 (5.4 to 24.8) 20.0 (9.1 to 32.6)
Smoking status

Current/former 41 71 (55t0 84) 24.8 (9.2 to NE) 35.7 (20.3 to NE) 28 46 (28 to 66) 9.0 (6.2 to NE) 20.0 (9.1 to 32.6)

Never 18 83(591t096) 41.8(16.6 to NE) 61.4 (61.4 to NE) 11 55(23t083) 184 (3.6to NE) 32.2 (8.6 to NE)
Previously treated

with 10
No NA 15 33(12to 62) 9.0 (3610 18.4) 20.7 (8.6 to NE)
Yes NA 24 58(37to78) 13.8 (6.2 to NE) 26.6 (14.1 to NE)
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Keynote-024

PFS (%)

Ll L L} T L) ¥ L]
0 8 12 18 24 30 36 a2

0S (%)
E4

04| 66% Crossover

0 8 12 18 M W ¥ 4 40
Time {months)

Reck JCO 2021 ; Jassem JTO 2021; Kilickap WCLC 2024

R

Impower110

mPFS 8.2 vs 5.0 months
oo HR 0.59 (0.43-0.81)

Median PFS, 6.2 mo
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|
]
4+
| 5% CL42 §7)
]
m |
)
4 ]
m |
]
04 |
)
]
04 !
vvvvvvvvvvvvvvvvvvvvvvvvvvvv
l . . PRUR LR IR I I TR S T T S
Time (months)
100 4
LR
04

04
07
T : 06
0 ' 05
|
0 | | Sl
| ' 034
04 H H 024
“1| 35% Crossover \,,"‘gvf"f,';? &3
-
. o 004
] i 1

o7 4
0¢ 4
054
04+
R
024
014
0.0 9

Q

o
GecpP
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PD-L1
PD-L1>50%

RWD in PD-L1 =/> 50%

* CIT-mono (n=351)
* CIT-combo (n=169)

cbabiny

"~ P=0.87
Tire o bart
Numbse: &% |number of everis)
. $ y Time r;l;drrl's h
Time
(months)

Flatiron Health: Data from 141,013
advanced NSCLC and PD-L1=50%

5
i s

FDA data: 9084 patients, 12 trials,
patients with PD-L1250%

Exploratory OS, PFS, and ORR: NSCLC PD-L1 250%

I N -
N=455 7 N=1,298

0S
Median, months (95% Cl) | 25.0 (19.0, NE) 20.9(18.5, 23.1)
HR (95% Cl) | 0.82 (0.62, 1.08)

PFS
Median, months (95% Cl) | 9.6 (8.4, 11.1) 7.1(6.3,8.3)
HR (95% Cl) | 0.69 (0.55, 0.87)

ORR
% (95% Cl) | 61 (56, 66) 43 (41, 46)
0dds ratio | 12(1.1,13)

Abbreviations. Chemo-O=platinum-based doublet chemotherapy plus immunotherapy; Cl=confidence interval, HR-hazards ratio; |O=immunotherapy; N=number; NSCLC=non-smali-cell lung
cancer; NE=not estimable; ORR=objective response rate; OS=overall survival, PD-L1=programmed death ligand-1; PFS=progression-free survival.

Peters et al ESMO 2021 ; Akinboroo et al ASCO 2022



PD-L1
PD-L1>50%

PAULIEN

Key eligibility criteria

* No fargetable genomic alterations
« ECOGPSO-2
+ Not amenable for local consclidatve

= Asympiomabe brain mets allowad

Histologically corfirmed, untreatad
advanced NSCLC
High tumor PD-L1 expression (250%)

therapies
Measurable disease (RECIST v1.1)

Raexdomuzadon sirabbed by age (<My ve 270) PR 8- 1ve 2)
Tetage (<T3 vs 213) haviclogy (squamous vs nonageamom)|
nd condec

Houda. ESMO 2025

Pembrolizumab (Q3/6W)

-

platinum-based chemotherapy (4 cycles)

Pant 18
Platinum-based
chemotherapy

Part 1A
Pembrofizumab {Q3/6W)

PEM overy ) or 6 weeks Sependeg on the bar homtyl gudelnes, un (1) propressave Greom
() vraccoptable tomoty. or () complobon of 2 years, scuarmous NSCLC. plakmurs gackaxl
(GIW), nonsgeamotn MSCLE. phetiram parsisasd (W) fobowed by pemiricsd (OIW)

Overall survival

Group  Events/N (%) mOS(95%Cl) HR (95% CI)
PEM + CT 20142 (48%) 43 (11-NE}  0.89 (0.46-1.70)
PEM 1770 (57%) 28 (10-NE)

100%

0% | . L] ¥ 1 1
0 12 24 36 48 60

Time after randomization (months)

Primary endpoints
« ORR (INV) i 6 weeks
« DCR{INV} at 6 weeks

Key secondary endpoints
« ORR{INV)at 12 weeks
« PFS, 08

* Safety (gr3-5 TRAES)

o
GecCP

HARMON:;-2

A Numberofevents/  Median PFS
number of patients  Months (95% Cl)
——  Ivonescimab 72/198 11-1(7-3to NE)
—— Pembrolizumab  112/200 5-8 (5-0to 8-2)
100 —
90
80
70
T 60+
o 50
& 40
30
20 Stratified hazard ratio (95% Cl): 0-51 (0-38 to 0-69),
10 one-sided p: <0-0001
0 T T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10 11
Number at risk
(number censored)

lvonescimab 198 189 175 156 148 128 99 68 59 38 11
0) (3 (13) (26) (32) (44) (50) (60) (67) (68) (71)
Pembrolizumab 200 187 141 121 119 103 74 53 45 25 5
©) (9 (52) (69) (70) (81) (95) (101) (102) (106) (112)

Xiong. Lancet 2025; 405: 839—-49
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PD-L1 expression effect
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"o PFS in PD-L1 High NSCLC o
in - i ol
>50% 9
KN-189 (TPS 250%) m
HR
Events (95% ClI) — Pembrolizumab
Pembro/Pem/Plat 63.6% 0.36 — Chemaotherapy

Placebo/Pem/Plat 90.0% (0.26-0.51)

HR for disease progression or
death = 0.20 (95% CI, 0.37-0.68)
F < .001

Median: 11.

RR: 61.4 vs The Cha[[enge...

47.7%

Who are these patients?

PFS, %

Median: 10.3 vs 6 m
RR: 45 vs 28%

0 3 6 9 12 15 18

No. at Risk Time, mo
No.at Risk Months Pembrolizumab 154 104 89 44 22 3 1
= - - . : Chemotherapy 151 99 70 18 9 1 0
PFS: HR =0.36 PFS: HR = 0.50
(95% ClI, 0.26-0.51; P=.0001) (95% CI, 0.37-0.68; P <.001)

Gadgeel ASCO 2019; Gandhi, NEJM 2018; Reck, NEJM 2016




Ph-L1 PD-L1 High NSCLC -
>50% ] '9

Tumor burden...not easy to define

Single agent ICI Chemo + ICI P 7 Efust o ehgurastmatatc chanaie o8 (A) progrmatan bee serarvel wnd 3] sve ol sonns 1im . (9% :-'7'.'.‘?.":“.« :.m:-:::-::” ':::’: ‘u.:"- .: "-:.n.'-'n--n- m-
PD-L1 > 50% All comers

18%
10%

PO fiotal]  PD (nan-HPD| HPD PRICR 0 POolal] PO

50%

g

&)

g2 33FFHESEE

------

N=44 N=50 " | i | n ——— gl s

n J 2
*Pavors DD Cac OS5 Wi L T

HPD occurs in up to 16% of PD_L1 TPS 250% pts upon

T e R e 6 2 5 seeee mdl i mar For advanced NSCLC patients receiving first-line IMT, the

presence of extrathoracic OMD and low volumetric disease

. S . :
baseline PS, dNLR>3 and poor survival after adjustement Burden onlPET are favorablelproanostic factors

fo potential prognostic variables

Ferrara R, et al. ESMO 2020. Andraos et al. Clin Lung Cancer 2022




PD-L1

Chemo-ICB is«globally» registered regardless of PD-L1

Study Name

KN189 Non-Sq
Impower 130 Non-5q
Impower 150 Non-Sq
CAMEL Non-Sq
RATIONALE 304 Non-Sq
ORIENT 11 Non-Sq
RATIONALE 307 Sq
ORIENT 12 Sq
KN407 Sq
CMSLA NSCLC
POSEIDON NSCLC
EMPOWER-Lung3 NSCLC

PDL1

All
All
All
All
All
All
All
All
All
All
All
All

ICB* in Experimental arm

Pembrolizumab
Atezolizumab
Atezolizumab+ Bevacizumab
Camrelizumab

Tislelizumab

Sintilimab

Tislelizumab

Sintilimab

Pembrolizumab

Nivolumab Ipilimumab
Durvalumab +/- Tremelimumab

Cemiplimab

HR OS

(95% Ci)

0.60 (0.5 - 0.72)

0.79 (0.64 - 0.98)
0.80 (0.67 - 0.95)
0.74 (0.58 - 0.93

0.87 (0.65 - 1.17)
0.65 (0.50 - 0.85)
0.68 (0.46 - 1.01)
0.56 (0.35 - 0.90)
0.71(0.58- 0.88)
0.74 (0.63- 087)

0.77 (0.65-0.92)
0.71(0.53-0.91)

--------
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Primary endpoint
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PD-L1 neg

g cancer
sQareh

CM227: Post-landmark OS in CR/PR PD-L1> 1% and PD-L1< 1% CM 227: Treatment status in 5-year survivors
A.PD-L121% B.PD-L1<1%
. On 1L treatment
M M =i Subsequent systemic treatment (no immunotherapy)
H A
-y: . .
100 - 100 5 Post-landmark
90% Post-landmark 92% 92% 3y 100 e il p B 100
29 Postlandmark o :
. 90 4
e Ll : NIVO + 91
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Ramalingam et al ASCO 2020; Brahmer J, et al. ASCO 2022
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0S Update: Subgroup Analysis

Figure 1. Study design
T 75 mg {week 16 only) + Primary endpoints
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Petes S ESMO 10 2023
Johnson M, et al J Clin Oncol 2023




PD-L1 GecCP
PD-L1 neg Meta-analisis, individual data
Reconstructed Median 3-year 5-year
events/patients overall overall overall
survival,  survival,  survival,
months  rate rate
(95%C)  (95%Cl)  (95%Cl)
— Dual CTLA-4 and PD-L1  367/447 155 26-8% 16:6%
or PD-1 blockade (13-6-18:5) (22-9-31-3) (13-4-206)
—— Single PD-L1 or PD-1 452/512 145 18.7% 9-3%
blockade (13-4-15-9) (15-5-22-4) (7-0-12-3)
HR 0-85; 95% Cl 0-74-0-98; p=0-021
g 100 ;
£ :
I s
[ )
- '
R |
£ :
2 257 :
e :
g :
© o0 T T t T f T
0 12 24 36 48 60 72
Number at risk
(censored)
Dual CTLA-4and PD-11 447 260 152 114 81 61 3
or PD-1blockade  (0) (7) (10) (12) (16) (23) (77)
SinglePD-L1 512 292 155 92 62 36 1
or PD-1blockade  (0) (11) (12) (13) (14) (25) (59)

Di Federico. Lancet Oncol 2025;26:1443
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Carbo/paclit vs carbo/paclit/tislelizumab (PFS)

Events/patients (n) Unstratified HR (95% CI)

Overall 166/241 B : 0.47 (0.34-0.64)
Age .

<65 years 120/166 e : 0.45 (0.31-0.66)

265 years 46/75 — — 0.52 (0.29-0.94)
Sex :

Female 15/23 » ) 0.34 (0.12-0.99)

Male 151/218 R T— ' 0.49 (0.36-0.69)
ECOG performance status -

0 44/63 = . 0.64 (0.35-1.17)

1 122/178 —-— : 0.41 (0.28-0.60)
Smoking status !

Never 36/47 —_— 0.41 (0.21-0.80)

Current or former 130/194 —— : 0.49 (0.34-0.70)
Disease stage '

ns 56/82 R S t 0.38 (0.22-0.67)

v 110/159 —— ' 0.51 (0.35-0.75)
Liver metastases at baseline :

Yes 21/29 = 4 0.53 (0.21-1.30)

No 145/212 ——— 1 0.45 (0.32-0.63)
PD-L1 expression in TC !

<1%® 62/92 —_— 0.57 (0.34-0.94)

21% 102/144 —. ! 0.42 (0.28-0.63)

1% to 49% 42/61 —_— ' 0.40 (0.21-0.76)

250% 60/83 —- . 0.44 (0.26-0.75)

T T i T T
0.0 05 1.0 15 20
<4— Favors tislelizumab plus PC Favors PC —»

Wang. ESMO Open 2024;9
U



TMB

TMB : no standardized methodology and threshold in NSCLC

Hazara Katio
Line of Tx  Clinical Trial Analysis Study Therapy Assay Cutpoint Survival High TMB Low TMB
Anti-PD-1 or PD-L1 vs. chemo
1L CM-26 E Nivo WES 243 mut/exome PFS 0.62 (0.38-1.00) 1.82 (1.30-2.55)
1L KN-042 E Pembro WES 175 mut/exome  PFS 0.75 (0.59-0.95) 1.27 (1.04-1.55)
1L MYSTIC E Durva F1CDx 10 mut/Mb 0s 0.70 (0.47-1.06) 1.26 (0.90-1.77)
2L KN-010 E Pembro WES 175 mut/exome PFS 0.59 (0.40-0.87) 1.09 (0.72-1.63)
2/3L POPLAR E Atezo F1 16.2 mut/Mb PFS 0.49 (0.19, 1.3) 1.28 (0.77, 2.12)
9.9 mut/Mb PFS 0.49 (0.25-0.93) 2.41 (1.24-4.67)
Anti-PD1 or PD-L1 + anti-CTLA-4 vs. chemo
1L CM-227 P Nivo + Ipi F1CDx 10 mut/Mb PFS 0.58 (0.41-0.81) 1.07 (0.84-1.35)
10 mut/Mb oS 0.68 (0.51-0.91) 0.75 (0.59-0.94)
1L MYSTIC E Durva + Treme F1CDx 10 mut/Mb 0s 0.72 (0.48-1.09) 1.39 (1.00-1.92)
Anti-PD1 + chemo vs. chemo
1L KN-189 E Pembro + Chemo WES 175 mut/exome  PFS 0.32 (0.21-0.51)  0.51 (0.35-0.74)
1L KN-407 E Pembro + Chemo WES 175 mut/exome PFS 0.57 (0.41-0.81) 0.68 (0.48-0.96)
1L RATIONALE-307° E Tisle + Chemo OncoScreen 10 mut/Mb PFS 0.44 (0.27-0.72) 0.57 (0.36-0.91)
12 mut/Mb 0.34 (0.19-0.62) 0.61 (0.40-0.93)
14 mut/Mb 0.29 (0.13-0.65) 0.57 (0.39-0.82)
Anti-PD-1 + anti-CTLA-4 + chemo vs. chemo
1L CM-9LA E Nivo + Ipi + Chemo| F1CDx 10 mut/Mb PFS 0.74 (0.51-1.08) 0.75 (0.55-1.02)
0s 0.49 (0.34-0.70) 0.83 (0.63-1.10)
Anti-PD-L1 + anti-CTLA-4 vs. ICI
1L MYSTIC E Durva + Treme F1CDx 10 mut/Mb 0sS 1.00 (0.65-1.54) 1.09 (0.79-1.50)

Kenudson, JTO 2022

o
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TMB

TMB as a biomarker

Anti-PD-1 (Nivolumab)?

(Nivolumab + Ipilimumab; CheckMate 227)?

WES, cut off 2178 mutations
A Discovery Cohort c

i CI
;NJL ' EZL '

Validation Cohort

Anti-PD-1+CTLA-4

(Nivolumab + Ipilimumab; CheckMate 012)4
WES, cut off 2158 mutations (median)

100+ — TME8 > medan

HR: 0,49 (95% CI0.234
”‘

p = 0.0024
mPFS 17.1 monthe
o

mPFS 3.7 monite

0 6 12 18 24 30 36 42 48
Months

@

Anti-PD-1+CTLA-4

Tissue NGS panel, cut off >10 mutations/Mb
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Anti-PDL-1+CTLA-4
(Durvalumab + Tremelimumab; MYSTIC)?
Blood NGS panel, cut off 220 mutations/Mb
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(It is another (more) imperfect biomarker:

* Several methodologies and samples:

mts/Mb). Including indels ?
* Blood: NGS panels (220, 14.5, 16 and 20 mts/Mb).
* Tissue TMB:
* No predictive value in patients treated with ICl + chemo.
* Blood TMB:
* It has been suggested to be a prognostic biomarkers.
* FDA approved tissue TMB (2021) for solid tumors

(Keynote 158; no NSCLC case was included, >10 mut/Mb).

\—

« Tissue: WES (2 243, 178, 158, 75 mts); NGS panels (>10, >19

\

7

1. Rizvi NA et al. Science. 2015;348(6230):124-128; 2. Hellman MD et al. N Engl J Med. 2018;378(22):2093-2104; 3. Rizvi NA et al. JAMA Oncol. 2020;6(5):661-674; 4. Hellman
MD et al. Cancer Cell. 2018;33(5):843-852; 5. Ricciuti B et al. JAMA Oncol. 2022;8(8):1160-1168.
Mod from S Peters, ESMO 2025




STK11/KEAP1 Gecp

STK11 and KEAP1 mutations occur frequently in NSCLC
Co-mutations constitute major determinants of tumor molecular diversity

a STKIT n Median PFS (months) o STKI1 n Median OS (months) b
10~ -~WT 317 70 : ~WT 320 167 g
~Mutant 119 48 ~Mutant 119 11.1 € 100+
0.8 Log-rank P = 0,002 0.8 Log-rank P = 0.014
o > MV HR: 1.60 (85% CI: 1.24-2.07) 8 MV HR: 1.55 (85% CI: 1,18-2.05) 80 1
:t- 0.6 .6 0.6 60
> £ 3
3 04+ % %5 g 407
E 0.2 0.2 E 201
K o
o T T T 1T T l 0 T T T T T T 1 & wr MUT
0 6 12 18 24 30 236 42 0 6 12 18 24 30 36 42 = B STk
Time {manths) Time (months) 1 Smgreeaive dieeese 10 KEAPTW!
Number at risk: Number at risk: ® Stable disease (SD)
~317 121 38 2 0 O 0 © ~320 242 199 7 21 2 0 0 u Partial/complete R/C STKITMUT
-119 40 1 1 1 1 0 0 -119 84 46 14 5 1 1 1 ok ol b =) KEAPTWT
KRASWT W stk
1.0 - KEAP1 n  Median PFS (months) - KEAPT n  Median OS (months) KEAPTMUT
- WT 102 57 } - WT 103 166 3 P < 0.0001 STKITMUT
o - Mutant 42 27 ~Mutant 42 7.6 < KEAPTMUT
@ Log-rank P < 0.0001 0.8 Log-rank P < 0.0001
& MV HR: 2.07 (85% CI: 1.35-3.17) 2 MV HR: 2.24 (95% CI: 1.42-3.54)
% 06 % 0.6 £
£ z I
g 0.4 — g 0.4 - §
£ 02- : 0.2 — g
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Numberatdalc 1T (nonths) Number at risk: Time (monthe) & Stable disease (SD)
-102 37 1@ 2 0 0 ~103 80 5 22 8 3 & Partial/complete response (PR/CR)
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Skoulidis, Nature 2024;635:462
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g coancer
STK11 and KEAP1 mutations occur frequently in NSCLC STK17-mut
gl ' o "‘m\:v— (‘_ n-::'
‘b.‘-vuk i 1ia . !
o HE SOy w e B
b STK11MUT and/or KEAPTMT STK11%" and KEAPT"T g
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HR versus DCT (85% CIf  0.84 (0.40-1.04) - - HR versus DCT {95% CI)  0.90 (0.68-1.17) - - o > i "f i
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Conclusions

‘ PD-L1< 50%: CT/IO > CT alone. Undisputed
standard independent of PD-L1 and histology.

PDL1>50%. Single agents is a perfect option
but not for all. Not in never smokers?

CTLA-4: in negative PD-L1, in STK11/KEAP1;
in brain mets?

Learning to identify patients who may develop

hyperPD



Conclusions

l . Locally advanced: tislelizumab, cemiplimab?

Oncogene addicted: Benefit not generalizable

Biomarkers



