


Los pacientes con CPNM estadio IB-IlIA operados tienen un elevado Gec'I;
riesgo de recidiva y entre el 22-50% no estan vivos a los 5 anos

9th Edition pTNM
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Perioperative treatment in resectable IB-IIIANSCLC Ge??

--------

Adjuvant platinum based chemo Neoadjuvant platinum based chemo
Events Totals
Events Totals 1.0+ —— No precperative chemotherapy 745 1207
1.0— Salone 1729 4142 —— Preoperative chemotherapy 682 1178
———-e 53T 1554 4305 -9
09 —— S+RT 993 1345
- . ----- S4CT+RT 916 1315 0.8
| S - Absolute OS benefit
-‘-.‘ = it ! de —-— o
5 o6 ‘Absolute OS benefit - oe- Sy = 5%
E 0-5— i — 4% g o
0-4— K
'~..____‘“--‘ 0-4 —
0-3— \Q""*-.A-,_.“ T ——
—————me 03-
0-2—
01— 02
HR=0.87 (95% CI 0,78-0.96; p=0.007)
c o-1-
T T T T T T T 1 . .78-0.96): p=0.
o : ; L A g & 5 g HR 0.87 (0.78-0.96); p=0.007
o
Number at risk Years 2 1 2 3l 4l % 6 7' 8
Salone 4142 3648 3102 2584 2083 1601 841 407 148 Number at risk Time from randomisation (years)
S+(T 4305 3809 3261 2746 2278 1785 936 473 165 No preoperative 1207 893 674 527 409 300 209 147 102
S+RT 1245 956 660 503 76 282 202 141 85 chemotherapy
S+{T+RT 1315 977 711 532 385 279 203 143 84 Precperative 1178 928 712 570 442 346 253 172 123
chemotherapy

NSCLC Meta-analysis Collaborative Group. Lancet 2010; NSCLC Meta-analysis Collaborative Group. Lancet 2014
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Unresectable stage Ill Gecp
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Early-stage NSCLC:
ESMO CPG Express
Update 2021

Stage IB-1lIA

ChT and RT

NV
RO resection [I, Al

Adjuvant ChT in N+ [1, A]*
Adjuvant ChT in resected tumours
=4 cm (T2bNO, stage lIA) [lI, B]

PORT [IV., B]

N
No progression

|

Durvalumab in PD-L1 >1%
(I, A: MCBS: 4]°

e
S

Adjuvant ChT [V, A]

Cisplatin [I, A] in combination with:
Vinorelbine [|, A
Gemcitabine [I1, B]
Docetaxel [II, B]
Pemetrexed [lI, B, non-squamous®|
If cisplatin is not feasible, carboplatin
is an alternative [IV, B]

If resected primary tumour =4 ¢cm
and NO, carboplatin—paclitaxel {1V, B

~
Complete resection with
EGFR exon 19 del or exon 21
L858R substitution

!

Osimertinib

[I, A: MCBS: A

Remon J, Ann Oncol 2021
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Early-stage NSCLC: ;

o
GecCP

N g concer
EGFR, ALK and PD-L1 testing re
Preoperative evaluation and MDT discussion®

|

v

N N

EGFRWT and ALKWT [ EGFR mutation or ALK rearrangement
7 | 1 v
[ N ] add Surgery® [lll, A]

ChT-ICI ineligible [ ChT-ICI eligible ]

- + + +

Surgery® [, A] ChT-CI® R1orR2 RO
. A]
; - S h Y
R1 or R2 “ g A MDT discussion EGFR exon 19 deletion ALK rearrangement
urgery” [il. A or L858R [ESCAT I-AJ [ESCAT I-AF
i

N + + + |

MDT discussion® [ 4 [ v ] ] i l
ChT eligible ChT ineligible Immunotherapy

ChT eligibl
¢ (selected regimens;

Osimertimib for 3 years Cisplatin-based
[I.A; MCBS A (AT)]® ChT"[1, A]

|

1

[
ChT ineligible :
+

see footnote c)
[LA]

Cisplatin-based ChT"
LAl

PD-L1 positive PD-L1 negative Osimertinib for 3 years Alectinib for 2 years
[, A: MCBS A (AT)]® [, A: MCBS AJ®

Atezolizumab" for 1 year
[, A; MCBS A (AT)J®

Pembrolizumab' for 1 year
[, A; MCBS A (AT)J®

v
Pembrolizumab' for 1 year
[1.A: MCBS A (AT)]e Vg
Surveillance [1, A] ]
[ Surveillance [l A] ] Zer A, Ann Oncol 2025




Early-stage NSCLC:

Resectable stage lI-1ll NSCLC

'

ESMO CPG 2025

EGFR, ALK and PD-L1 testing
Preoperative evaluation and MDT discussion®

N
EGFRWT and ALK'WT
]

+

N N
ChT-Cl ineligible ChT-ICI eligible

+

LAl

..

R1 or R2

MDT discussion®

Immunotherapy

| ChT eligible l | ChT ineligible |
l [ (selected regimens;
see footnote c)

Cisplatin-based ChT" ILA]

[LA]
PD-L1 negative
N
Pembrolizumab' for 1 year
1. A; MCBS A (AT)]®

PD-L1 positive

N
Atezolizumab" for 1 year
[, A; MCBS A (AT)J®

Pembrolizumab' for 1 year
[, A; MCBS A (AT)J®

N
[ Surveillance [1, A] ]

+

'

EGFR mutation or ALK rearrangement

R1or R2

MDT discussion®

ChT ineligible

EGFR exon 19 deletion
or LBH8R [ESCAT I-AJ®
>

o
GecpP

ALK rearrangement
[ESCAT I-AJ®

Osimertimib for 3 years
[I.A; MCBS A (AT)]®

ChT eligible

Cisplatin-based
ChT"[1, A]

Osimertinib for 3 years
[, A; MCBS A (AT)]®

Y
[ Surveillance [1, A] ]

]
[
[
[
[
+

Alectinib for 2 years
[, A; MCBS A]®

Zer A, Ann Oncol 2025




Early-stage NSCLC: ;

o
GecCP

N g concer
EGFR, ALK and PD-L1 testing re
Preoperative evaluation and MDT discussion®

|

v

N N

EGFRWT and ALKWT [ EGFR mutation or ALK rearrangement
7 | 1 v
[ N ] add Surgery® [lll, A]

ChT-ICI ineligible [ ChT-ICI eligible ]

- + + +

Surgery® [, A] ChT-CI® R1orR2 RO
. A]
; - S h Y
R1 or R2 “ g A MDT discussion EGFR exon 19 deletion ALK rearrangement
urgery” [il. A or L858R [ESCAT I-AJ [ESCAT I-AF
i

N + + + |

MDT discussion® [ 4 [ v ] ] i l
ChT eligible ChT ineligible Immunotherapy

ChT eligibl
¢ (selected regimens;

Osimertimib for 3 years Cisplatin-based
[I.A; MCBS A (AT)]® ChT"[1, A]

|

1

[
ChT ineligible :
+

see footnote c)
[LA]

Cisplatin-based ChT"
LAl

PD-L1 positive PD-L1 negative Osimertinib for 3 years Alectinib for 2 years
[, A: MCBS A (AT)]® [, A: MCBS AJ®

Atezolizumab" for 1 year
[, A; MCBS A (AT)J®

Pembrolizumab' for 1 year
[, A; MCBS A (AT)J®

v
Pembrolizumab' for 1 year
[1.A: MCBS A (AT)]e Vg
Surveillance [1, A] ]
[ Surveillance [l A] ] Zer A, Ann Oncol 2025




Consensual Definition of Stage lIl NSCLC Resectability: Gegﬁ
EORTC-Lung Cancer Group initiative with other scientific societies

Resectable disease Unresectable disease

N2 SINGLE N2 MULTI
(non-bulky, (non-bulky, N2 BULKYT N2 INVASIVE N3

non-invasive)  non-invasive)

NOT STAGE Il NOT STAGE Il POTENTIALLY
T1-2 DISEASE DISEASE RESECTABLE .o o o,

T3 size / satellite / NOT STAGE Il POTENTIALLY
invasion DISEASE RESECTABLE RESECTABLE RESECTABLE*

POTENTIALLY

T4 size / satellite RESECTABLE RESECTABLE RESECTABLE RESECTABLE*

T4 invasion POTENTIALLY POTENTIALLY POTENTIALLY POTENTIALLY
RESECTABLE?® RESECTABLE® RESECTABLES RESECTABLE*$

*Multiple station N2: case-by-case discussion; the exact number of nodes/stations cannot be defined

TBulky N2: lymph nodes with a short-axis diameter >2.5-3 cm; in specific situations of highly selected patients, consideration for including those
patients in multidisciplinary trials with surgery as local therapy can be discussed

§Some T4 tumours by infiltration of major structures are considered unresectable, while others are potentially resectable — see Table 1

Dingemans A. WCLC 2023 #0OA0.05



Early-stage NSCLC: ;

o
GecCP

~ hrg cancer
FGFR, ALK and PD-L1 testing resane
Preoperative evaluation and MDT discussion®
|
v v
N v
[ EGFRWT and ALKWT ] [ EGFR mutation or ALK rearrangement]

N
ChT-CI ineligible

+

+

N 1nnd
MDT discussion EGFR exon 19 deletion ALK rearrangement

or L858R [ESCAT I-AJe [ESCAT I-AF?
>
|

ChT ineligible ChT eligible

Osimertimib for 3 years Cisplatin-based
[I.A; MCBS A (AT)]® ChT"[1, A]

+

ChT ineligible

..

Immunotherapy

elected regimens;

see footnote c)
[LA]

]
[
[
[
[
+

Cisplatin-based ChT"

[LA]
PD-L1 positive

N
Atezolizumab" for 1 year
[, A; MCBS A (AT)J®

Pembrolizumab' for 1 year
[, A; MCBS A (AT)J®

Osimertinib for 3 years Alectinib for 2 years
[, A; MCBS A (AT)]® [, A; MCBS A]®

PD-L1 negative
N
Pembrolizumab' for 1 year
1. A; MCBS A (AT)]®

N
[ Surveillance [1, A ] Zer A, Ann Oncol 2025

\
[ Surveillance [1, A] ]
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Adjuvant Atezolizumab: IMpower010 trial GeCP

rq nm

I Primary endpoints I
I 1 No crossover . .
I RS AMLAS | DOFSinthePDLi1%n |
Completely resected /" Cisplatin + | 1200 mg g21d Stage IlI-1lIA
stage IB-IIIANSCLC I pemetrexed, I 16 cycles
per UICC/AJCC v7 g"mc‘"’b:"‘- CR Survival I 1 I
— etaxel or ) =
+ Stage IB tumors 24 cm o3 I 11/ N=1005 follow-up _
« ECOG 0-1 I 2) DFS in Stage lI-IlIA
+ Lobectomy/pneumonectomy . 14cycles I I
+  Tumor tissue for PD-L1 analysis ‘ ' I
N=1280
Stratification factors Primary endpoints Key secondary endpoints
+ Male/female + Investigator-assessed DFS tested « OSinITT population If 3)is positive I
+ Stage (IB vs Il vs llIA) hierarchically: + DFSinPD-L1TC 250% (per SP263)
+ Histology + PD-L1TC 21% (per SP263) stage |I-IlIA population :
+ PD-L1 tumor expression status?: stage II-1llA population « 3-y and 5-y DFS in all 3 populations I 4) OSin ITT (Stage IB-1lIA) I
TC2/3 and any IC vs TCO/1 and + All-randomized stage II-IlIA population
IC2/3 vs TCO/1 and I1CO/1 « ITT population (stage I1B-IlIA) Endpoint was met at DFS 1A

@ Endpoint was not met at DFS |A and FA
[ ] Endpoint was not formally tested

I
_— e - e =m o

Wakelee H, ASCO 2024, Felip E JCO 2025




Adjuvant Atezolizumab: IMpower010 trial Gec

g cancer
s

DFS FA and OS IA2 (Median follow-up = 65 months, CCOD: January 26, 2024)

Primary endpoints

1) DFS in the PD-L121% in

1

2) DFS in Stage II-IlIA

Stage [I-111A

If 3) is positive 1

[ 4) OS in ITT (Stage IB-I1IA) ]

Endpoint was met at DFS |1A
@ Endpoint was not met at DFS IA and FA
] Endpoint was not formally tested

1 0.70
(95% Co (055 1o 0.9}

DFS II-llIA PD-L121%
(FDA approval)

~
S g
BSC

in = 2281

113 |45.61 1275.7)

Median DFS. months 885 373

"Stratified 11

-

Jyear DFS. % 62.7 | 521
S.year DFS, % 532 | 47

4 | 19s% ¢l 10.71 10 1.01
o7

| R rEmTy B PEmra Smemmmd Az (TEIITY G Lz | LS e M A
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90

DES ITT IB-IIA

\\-\;:-:“\..s‘
Asezolicumab 8sC

in = 507/ n = 408}
DFS wvent, No. %) 239447.1) | 28015229
Median DFS, manths| 5 6 478
Stratifind HR 0.55

P
F-ymar DFS, & 614 555
S.year DFS, % 52.0 85

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90

ATz Ol raisrdy
I = 442)
DFS event, No. |%) 219 (48.5]
Median OFS, munths 7.4
Stratind HA

|
|
0
[96% I .68 0 1.001 |
3.yoar DFS, % 583 | 826 |
G.ywar DFS, % 483 | 4aa !

0 6 12 18 24 30 36 42 48 54 60 66 72 H B84 90

i OS ITT IB-11IA
s

BSC
(n » 458)
08 event. No_ (%) 158 {31.8) | 187 (316
Median OS, mvonths NE NE

- [Sta 0.97

(95% CN (0.78 10 1.22)
I-year 05, % %3 | 8
S.ywar OS, % 708 | 698

. ¢ & @& 8% ¥ €« ¥ b, @ ® ¥ V- aF 0
0 6 12 1B 24 30 36 42 48 54 60 66 72 78 84 90

Wakelee H, ASCO 2024, Felip E JCO 2025




Adjuvant Atezolizumab: IMpower010 trial Gecp

---------

DFS FA and OS IA2 (Median follow-up = 65 months, CCOD: January 26, 2024)

DFS and OS in stage lI-1llIA PD-L1=50% w/o EGFR/ALK populations (EMA approval)

el Ly W"—h
80 80 - \K\k\“i
\ﬁm—\_
< 60 — 60 - W‘w
— c\
w S A“"‘I—m*—
L e — w
a 40 - Atozolizumab BSC o 40 Atezolizumab BSC
(n=106) | (n=103) {n = 106) (n=103) P
DFS event, No. (%] _|_34(32.1) | 55(534) OSevent M. ) | 22(208) | 1(HE)
20 Median DFS, months NE 429 5 'l‘:'ed'ani:fs& ':;"ths NE o 87.1
. = | nstratifie B
(95ee &) od HR e b 95% Cl) 0.26 10 0.74)
3-year DFS, % 75.7 55.4 3-year OS, % 89.1 77.5
o | [EyearDFs, % 66.1 258 g, | YO % 82.1 63.7
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90

Wakelee H, ASCO 2024, Felip E JCO 2025
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Adjuvant Pembrolizumab: PEARLS/KEYNOTE-091 trial Geg:é

uuuuuu

Eligibility for Registration Eligibility for Randomization

« Confirmed stage IB (T 24 cm), I, PD-L1 testing  No evidence of disease Pembrolizumab 200 mg Q3W

or IIA NSCLC per AJCC v7 dO"EPCST:a:HgSi"g «ECOGPS Oor 1 for £18 administrations (~1 yr)

» Complete surgical resection with 22C3 pharmDx Adjuvant chemotherapy

negative margins (R0) « Considered for stage IB (T 24 c¢cm)
* Provision of tumor tissue for disease
PD-L1 testing » Strongly recommended for stage Il Placebo Q3W
and IllA disease for 18 administrations (~1 yr)

* Limited to =4 cycies

| | | | |
Stratification Factors ' Dual Primary End Points I Secondary End Points
* Disease stage (1B vs Il vs 1lIA) « DFS in the overall population * DFS in the PD-L1 TPS =1% population
* PD-L1 TPS (<1% vs 1-49% vs 250%) I * DFS in the PD-L1 TPS =50% I + OS in the overall, PD-L1 TPS 250%, and
» Receipt of adjuvant chemotherapy (yes vs no) population PD-L1 TPS 21% populations
» Geographic region (Asia vs Eastern Europe vs e v + Lung cancer-specific survival in the
Western Europe vs rest of world) overall population
« Safety

Besse B, ESMO [0 2023
T
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Adjuvant Pembrolizumab: PEARLS/KEYNOTE-091 trial Gecfﬁ

------

DFS IA3 (Median follow-up = 51.7 months, CCOD: January 24, 2023)

DFS (Overall Population; ITT) DFS (TPS =50%; ITT Population)
HR,20.81(95% Cl, 0.68-0.96) HR,2 0.83 (95% Cl, 0.59-1.16)
P=0.13b
Median (95% Cl), mo Median (95% Cl), mo
Pembrolizumab: 53.8 (46.2-67.0) Pembrofizur:\ab):’67.0 (47.8-NR)
Placebo: 43.0 (35.0-51.6) Placebo: 47.6 (36.4-NR)
100+ a 100+
o 4-y rate (95% Cl) i 4-y rate (95% CI)
80- 52.4% (47.8%-56.9%) . 57.0% (47.9%-65.1%)
- 45.7% (41.1%-50.3%) = 49.1% (39.8%-57.8%)
= 601 < 60- ‘
g 50- g 50- Ll
40- 404 |
30+ 30-
20+ 20-
10- " 104
o T T T T T T T i T T T T 1 T T T T T T T E T T T ¥ T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 00 6 12 18 24 30 36 42 48 54 60 66 72 78 84
No. at risk Time, mo No. at risk Time, mo
Pembro 590 493 435 402 361 330 222 194 100 85 34 23 6 1 0 Per.'nbro168 146 127 114 104 97 66 659 30 27 8 6 0 0 0
Placebo 587 493 411 366 337 309 202 180 82 73 23 13 5 0 0 Placebo165 140 121 114 109 101 70 59 28 27 7 2 0 0

Besse B, ESMO |0 2023
T
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Adjuvant Durvalumab: CCTG BR.31 trial Gecp

rg cancer
1esQarch

Durvalumab I Multiple Hierarchical Testing Procedure
Study population: ElIE . - - 20 mgfieg G4W x 12 monihs

=1415 (all comers)

+ Stage IB (24 cm)-IlIA Surgery — randomization 23 weeks 1219 EGFR-IALK= [ g o DFS in PD-L1 225%, EGFR~/ALK~ I
gSCLIC (AJCC 7™ ed.) Platinum doublet . ‘S::;QJ lsam(tznt ct:)villzv:i;IIA ke — I 5% a (two skied)
. omplete resection (Chemo ineligible, chemo intolerant, patients ; 2 us (0 vs 1-24% vs % vs2580%)F | Power = 84%; Target HR = 0.645
who reflise chemo mav also be inclided) 2 + Adjuvant platinum-based chemaotherapy (2300 mg/m*
« ECOGPS 0-1 who refuse chemo may also be included, ci:];;ﬁn,’epquiv vs <300 mg/m? vs no chimomerq?y) p otive I
«  EGFRm/ALK+ pts » Accruing center -
eligible « Nodal dissection according to ESTS? (yes vs no) DFS In PD-L1 21%. EGFR-/ALK~
Placebo Power = B5%; TargetHR = 0.700 I
s 2 20 mg/kg O4W x 12 months
Primary endpoint I
+ DFS* (Investigator Assessed) in patients with PD-L1 TC 225% and EGFR-/ALK- -
, > N DFS in EGFR-/ALK- 08 in PD-L1 225%, EGFR-/ALK~ I
Key secondary endpoints % (o sided! » 1% o 5% & {two sided)
+  DFS in patients with: Today, we will present the I b ol iscbdchic ol
-PD-L1 TC 21% and EGFR-/ALK- - PD-L1 all comers and EGFR-/ALK- final DFS analysis from I
- All PD-L1 TC 225% - All PD-L1 TC 21% three EGFR-/ALK- I 08 in PD-L121%, EGFR=/ALK~
- All randomized patients populations
* OS (six patient subpopulations) i I
. AEs - P I 0S in EGFR-/ALK-
»+ QoL

_______J

Goss G, ESMO 2024
I T
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Adjuvant Durvalumab: CCTG BR.31 trial GecP

g coancer
esQareh

DFS FA (Median follow-up = 60 months)
DFS in PD-L1225% EGFR-/ALK- Darm  PBOam

=316 n=161
104 \ Median follow-up: 60.0 months
= & Median DFS (95% Cl), months GO O (576 NR) 602477 NR)
s k --,45973"125\ HR (95% CI} 0935 (0 706, 1.247)
;.‘; R ,7;'2; . Povalue {2-sided) 0.642
g 70.5‘.‘\ 1 _’~~'(5\:_‘. 59) £3.8%
8 w CET I g €20
a ] ! ! r-auts;'tw 1 -
= ¢ ATy e + t\*.....‘_
‘g 1 1 j {54169 6) asnan it . .o s L..,_I
> ode 1 1 1 ' ‘ '
3 1 1 ]
3 1 1 ]
1 1 ]
& o 1o '
] 1 ]
] 1 ]
1 1 ]
3"\4 LJ l l l T A Al
9 ] M E_ ) 0 EH o
DES in PD-L121% EGER=/ALK- DFS in PD-L1 All Comers EGFR-/ALK- D arm PBO arm
v 0 D arm PBO arm & N n=815 n=404
104 Nt n=469 n=240 T “ Median follow-up; 80.0 months
= Median follow-up: 60.0 months o Bh Median DFS (85% CI), months 600406 740) 539(367 673)
e T3.4% iy !
a a8 ~'\~\.\_~ 80, 17 2) — Median DFS (38% Cl), months 599048477 9) 60.3(438 809) g ot .’t\ .‘4233‘ 74.9) s HR (95% CI) 0.893 (0.752, 1.065)
5 ‘:--;“ @727 o, HROSLCH 0.989 (0 788, 1.248) e s TR gous Povalue (2-sided) 0.207
g TN p e (B9AES) pualue (2-sided) 0926 '§ ot won | e el
0 U5+ 636.75 7!: : oo O o (509, 706;‘: : Ba% TThToTe
o s ) k‘“""‘\.._. ® (541,680 1 — -‘-x"*‘, ..
= i PO o a“...‘“»’ o ' 1 .s?#“c:'m RS ——
> i 1 ) (534,683 '.‘Aat “ E 52 ] 1 ] e .t':‘_‘_ e —
2 04 ] 1 ' g _‘_‘«"—‘—:—‘ » ! s !
3 [ ' . g [ 1
-4 P i o o 1
w ) | 1 o o2 ] 1 1
o o [ 1 L !
] 1 1 1 1 ]
1 1 1 1 1 ]
[ 1 Lot N )
214 . l‘ 1 ] . » . P [ 18 M ¥ a [
¢ " M ¥y X & @ 00

Goss G, ESMO 2024
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Adjuvant Durvalumab: CCTG BR.31 trial

OS FA (Median follow-up = >70 months)

PD-L1 2 25% and EGFR-/ALK-

0S Probability

D arm PBO arm

n=316 n=161
No. of events (%) 88 (27.8) 45 (28.0)
Median OS (95% Cl), months NR (106.3-NR) NR (NR-NR)

Stratified HR (95% CI)
P-value (2-sided)

0.98 (0.69-1.42)

0.93

1.00+

0.754

0.504

0.25+4

0.004

0

T
12

24

T T T
36 48 60

72

a4

96

T T
108 120

PD-L1 2 1% and EGFR-/ALK-

D arm PBO arm

n=469 n=240
MNo. of events (%) 149 (31.8) T72(30.0)
Median OS {95% CI}, months NR (106.8-NR) NR (NR-NR)

Stratified HR (95% CI)
P-value (2-sided)

1.10 (0.83-1.47)

0.52

0S Probability

1.00+

0.754

0.504

0.25+4

0.004

0

T
12

24

T
36

48

T T
60 72

84

96

T T
108 120

a

o
GecpP

PD-L1 All Comers and EGFR-/ALK-

D arm PBO arm
n=815 n=404
No. of events (%) 266 (32.6) 135(33.4)

Median OS (95% Cl), months NR (106.8-NR)  NR (NR-NR)
Stratified HR (95% CI) 1.00 (0.81-1.23)
P-value (2-sided) 0.96

0S Probability

1.00+

0.754

8

0.25+4

0.00

T T T T T T
0 12 24 26 48 60 72 84 96 108 120

Goss G, ESMO 2025




Adjuvant Nivolumab + Chemo: NADIM Adj trial

Key Eli

= Histologically confirmed IB (24 cm), I
or llIA NSCLC per AJCC v8

RO resection

No prior therapy
ECOG PSO0or 1

Patients with known STK11, KEAP1
or EGFR mutations/ALK alterations
were excluded

CT/PET-CT/Brain MRl or CT

I

Tumor block / Blood samples?

Experimellal

Arm

-

" N=210

N

11

. -

Control

Arm

r

N

ADJUVANT I MAINTENANCE

Nivolumab 360 mg Q3W

-

Nivolumab 480 mg Q4W

Chemotherapy® Q3W

(4 cycles)

/

Chemotherapy® Q3W

(4 cycles)

CT SCAN l

6 cycles (6 months)

Observation
Q12W

(6 months, 2 visits)

CT SCAN

|

Blood samples

Blood samples

Q

o
GecpP

Follow up
(5 years)

l CT SCAN

i Primary Endpoint

Disease-Free Survival (DFS)" in

L. ITT population. o
Secondary Endpoints
« Overall Survival (OS)¢
» Safety and Tolerability® 2
4 N

Exploratory Endpoints
Minimal Residual Disease (MRD)
. S

i Sensitivity Analysis for DFS M
* Lung-cancer specific survival

' DFS from the last cycle of Ch y

Blood samples

Baseline

Post Cycle 2
adjuvant treatment

After
adjuvant
treatment

Every 3 months

Post
maintenance
treatment or
observation

During FUP

» Every 3 months for 2 years
+ Every 6 months from 3" to 5t year

Provencio M, WCLC 2025




Adjuvant Nivolumab + Chemo: NADIM Adj trial cecp

g cancer
Qe

DFS IA1 (Median follow-up = 34 months, DBL: June 13, 2025)

o
o _
—
Q1 DFS time in Experimental group
31.0 months
o 77.7% l
X~
~ o
= t 73.3%
% Q1 DFS time in Control group  67.9%
17.0 months
a o 59.9%
o 24
@ © Experimental Control
';.-’ (n=103) (n=103)
o .
(3] Median DFS (95% Cl), Not reached Not reached
3 0 months
a g I HR3years (95% Cl) 0.65(0.40-1.07)
P value 0.085* R
- Experimental group
Median follow-up: 34.0 mo (IQR: 32.6-36.6) Control group
8 _| Maturity data: 57%
o

I | | | | I I

0 6 12 18 24 30 36

Months from randomization
Number at risk (events)

Experimental group 103 (9) 94 (4) 90 (5) 85 (5) 80 (2) 67 (2) 21
Control group 103 (7) 9% (9) 87 (11) 76 (6) 70 (3) 63 (4) 18

2 At the interim analysis (57% information fraction), the early efficacy threshold was p<0.0126; the observed p=0.085 did not cross this boundary. Provencio M, WCLC 2025
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Resectable stage lI-1ll NSCLC Q

o
GecCP

N
EGFR, ALK and PD-L1 testing
Preoperative evaluation and MDT discussion®

g concer
SQarch

v

N
EGFRWT and ALK'WT

J

+

v
EGFR mutation or ALK rearrangement

+

N
ChT-ICI ineligible
Surgery® [lll, A]
| ChT eligible I l ChT ineligible |

Cisplatin-based ChT"
LAl

v

PD-L1 negative

+

N
ChT-ICI eligible

R1or R2
LAl

' )
l )

d
[ mA MDT discussion EGFR exon 19 deletion ALK rearrangement
e or L858R [ESCAT I-A° [ESCAT [-AJ®
-
+ |

1

1

ChT eligible

Cisplatin-based
ChT"[1, A]

Immunotherapy

elected regimens;

see footnote c)
[LA]

ChT ineligible

]
[
[
[
[
+

Osimertimib for 3 years
[I.A; MCBS A (AT)]®

Osimertinib for 3 years
[, A; MCBS A (AT)]®

Alectinib for 2 years
[, A; MCBS A]®

PD-L1 positive
N

Atezolizumab" for 1 year
[, A; MCBS A (AT)J®

N
Pembrolizumab' for 1 year
1. A; MCBS A (AT)]®

Pembrolizumab' for 1 year
[, A; MCBS A (AT)J®

N
Surveillance [1, A]

]

\
[ Surveillance [1, A] ]

Zer A, Ann Oncol 2025




Early-stage NSCLC:

Resectable stage lI-1ll NSCLC aQ

o
GecCP

'

ESMO CPG 2025

g cancer

EGFR, ALK and PD-L1 testing resaach
Preoperative evaluation and MDT discussion®

v
N
[ EGFRWT and ALK'WT ]
¢ ]
N N
ChT-CI ineligible ChT-ICI eligible

+
+

| ChT eligible I
+

Cisplatin-based ChT"

[LA]
PD-L1 positive

N
Atezolizumab" for 1 year
[, A; MCBS A (AT)J®

0.A

v +

ChT ineligible

R1 or R2

MDT discussion®

Immunotherapy
(selected regimens;
see footnote c)
[LA]

PD-L1 negative

N
Pembrolizumab' for 1 year
[I.A; MCBS A (AT)]®

v

Pembrolizumab' for 1 year
[, A; MCBS A (AT)J®

N
[ Surveillance [1, A] ]

+

v
EGFR mutation or ALK rearrangement

R1or R2

MDT discussion®

' )
l )

EGFR exon 19 deletion ALK rearrangement
or L858R [ESCAT I-AJ® [ESCAT I-AJ®
-
|

v 1

ChT ineligible ChT eligible

]
[
[
[
[
+

Osimertimib for 3 years
[I.A; MCBS A (AT)]®

Cisplatin-based
ChT"[1, A]

Osimertinib for 3 years
[, A; MCBS A (AT)]®

Alectinib for 2 years
[, A; MCBS A]®

\
[ Surveillance [1, A] ]

Zer A, Ann Oncol 2025




Higher responses (ORR, MPR, pCR) with neoadj ICl+chemo than ICl or

chemo alone (Ph2 cross-trial comparison) &=
PR mm ICI+ChT
9% 1 mpcR
80% -
70% -
g
B ICI
'gu’; 50% -
£
o 40% -
xR
i - ChT
20% - 38%
33%
A B2 i 5% 8%
0% - .
CT CTRT * ICI-CT
© o © o w 0} ) < 2 @ X @« =
B EEEEEEEEEEEEEE
o % [0} % e & (0] 9 @ £ » & g z
3 3 & - = W § E
=z

Palmero R, Vilarino N, Navarro A, Nadal E. TLCR 2020



Higher responses (ORR, MPR, pCR) with neoadj ICl+chemo than ICI or Gec';

chemo alone (Neoadj/Periop RCTs) T
100+ ICIs + chemotherapy
= 2 M Surgery
M ORR
" MPR
" pCR
30
18
NR MNE NR
Nivolumab + Nivolumab + Nivolumab + Atezolizumab + Sintilimab + Chemotherapy Durvalumab + Toripalimab + Pembrolizumab +
chemotherapy chemotherapy chemotherapy chemotherapy chemotherapy > durvalumab chemotherapy chemotherapy chemotherapy
| | | | | | | | | |
NADIM4e4 NADIM II CheckMate 816 Shu et al.*® Zhang et al.*® SAKK 16/14 AEGEAN* Neotorch* KEYNOTE-671
Resection rate 82-91%
ORR 46-76%
MPR 30-83%
pCR 17-63%

Mountzios G, Remon J. NRCO 2023




Neoadj/Periop ICI-Chemo RCTs

Stage (ed)

Intervention

Last report

Median f-u

uuuuuuuu

CHECKMATE 816

NADIM2

KEYNOTE 671

IMPOWER 030

AEGEAN

CHECKMATE 77T

RATIONALE 315

NEOTORCH

IB-11IA (7t0)
IA/B (8th)
lIA-11IA (8th)
II-11IB (8t")
lIA-11IB (8th)
lIA-11IB (8th)
II-111A (8th)

1I-11IB (8th)

Neoadj Nivo
Periop Nivo
Periop Pembro
Periop Atezo

Periop Durva

Periop Nivo

Periop Tislelizumab

Periop Toripalimab

Forde P, ASCO 2025
Provencio M, NEJM 2023
Wakelee H, ESMO 2025

NR

Heymach JV, WCLC 2025

Cascone T, ASCO 2025

Yue D, WCLC 2025

Lu S, JAMA 2024

60m
26.1m
60m
NR

25.9m

41m

38,5m

18,3m

0.68 (0.51-0.91)

0.47 (0.25-0.88)

0.58 (0.48-0.69)
NR

0.69 (0.55-0.88)

0.61 (0.46-0.80)

0.58 (0.43-0.79)

0.40 (0.28-0.57)

0.72 (0.52-0.99)
0.43 (0.19-0.98)

0.74 (0.59-0.92)

NR

0.65 (0.45-0.93)

NR
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EGFR, ALK and PD-L1 testing resaach
Preoperative evaluation and MDT discussion®

v
N
[ EGFRWT and ALK'WT ]
¢ ]
N N
ChT-CI ineligible ChT-ICI eligible

+
+

| ChT eligible I
+

Cisplatin-based ChT"

[LA]
PD-L1 positive

N
Atezolizumab" for 1 year
[, A; MCBS A (AT)J®

0.A

v +

ChT ineligible

R1 or R2

MDT discussion®

Immunotherapy
(selected regimens;
see footnote c)
[LA]

PD-L1 negative

N
Pembrolizumab' for 1 year
[I.A; MCBS A (AT)]®

v

Pembrolizumab' for 1 year
[, A; MCBS A (AT)J®

N
[ Surveillance [1, A] ]

+

v
EGFR mutation or ALK rearrangement

R1or R2

MDT discussion®

' )
l )

EGFR exon 19 deletion ALK rearrangement
or L858R [ESCAT I-AJ® [ESCAT I-AJ®
-
|

v 1

ChT ineligible ChT eligible

]
[
[
[
[
+

Osimertimib for 3 years
[I.A; MCBS A (AT)]®

Cisplatin-based
ChT"[1, A]

Osimertinib for 3 years
[, A; MCBS A (AT)]®

Alectinib for 2 years
[, A; MCBS A]®

\
[ Surveillance [1, A] ]

Zer A, Ann Oncol 2025




Early-stage NSCLC: coch

Vi Neg o

EGFR, ALK and PD-L1 testing resaach
Preoperative evaluation and MDT discussion®

v
N ey
EGFRWT and ALKWT EGFR mutation or ALK rearrangement

¢ Y

[ ChT-ICI ineligible ] ChT-CI eligible ]
v +
[LA]

+
T + ¥

i |
MDT discussion® [_\/1 _ l
ChT eligible ChT ineligible
T Immunotherapy ChT ineligible ChT eligible

T
1
1
1
(selected regimens; 1
see footnote c) +
[LA]

R1or R2

d
MDT discussion EGFR exon 19 deletion ALK rearrangement

or L858R [ESCAT I-AJe [ESCAT I-AF?
>

Cisplatin-based ChT"
LAl

Osimertimib for 3 years Cisplatin-based
[I.A; MCBS A (AT)]® ChT"[1, A]

+ +
Osimertinib for 3 years Alectinib for 2 years
[, A; MCBS A (AT)]® [, A; MCBS A]®
N N
Pembrolizumab' for 1 year
[I.A: MCBS A (AT)]® [ 1:/ ]

Atezolizumab" for 1 year
Surveillance [1, A]

[I. A; MCBS A (AT)®

Pembrolizumab' for 1 year
[, A; MCBS A (AT)J®

v

N
[ Surveillance [1, A ] Zer A, Ann Oncol 2025




Spectrum of Genomic Alterations in Early and Late cec

Stage NSCLC

FGFR1 or FGFR2 0.7%
HRAS 1.2%

NRAS 1.2%
MAP2K1 0.7%

ERBB2 amplification 2.7% —
MET amplification 2.5% 4 S
RET fusion 2.3%—{
ROS1 fusion 1.9%

ALK fusion 4.4%

MET splice 3.0%

ERBB2 3.8%

NF1 truncation 1.9%
/

BRAF 5.5%

RIT1 0.2%

Ex19del 33%"*

—NTRK fusion 0.1%*
~—NRG1 fusion 0.3%?

" e

Early-stage NSCLC

FGFR1 or
FGFR2 2.6%

RIT11.6%

HRAS 0.5%
NRAS 0.5%
MAP2K1 2.2%

ERBB2
amplification 1.6%

MET amplification
1.7%

RET fusion 0.3%
807 fuson Q2%
ALK fusion 0.8%

h | |
MET
splice 1.4% 1.8%

ORIGEN study: EGFRmut 14.5% in Spain
(Varela M, TLCR 2025)

Skoulidis Nat Rev cancer 2019




1st gen adj EGFR TKI DFS benefit does not translate to OS GecP

DFS (mo.)

ﬂﬂﬂﬂﬂﬂﬂ

OS (mo.)

Country HR; p-value HR; p-value Crossover
. 46.4 vs 28.5;
RADIANT* Internat. IB-IIIA 161 Erlotinib x 2y vs. PI NR
0.61 (0.34-0.98)
) o NR vs NR;
CORIN China 1B 128 Icotinib x 1y vs. PI 83%
0.38 (0.18-0.83); 0.012
IMPACT Japan H-11A 234 Gefitinib x 2y vs. CT 52%
CTONG1104 . . 30.8 vs 19.6;
China [-I1TA 222 Gefitinib x 2y vs. CT 52%
ADJUVANT 0.56 (0.40-0.97); 0.0001
) o 42.4 vs 21.0; 84.2vs 61.1;
EVAN China 1 102 Erlotinib x 2y vs. CT 37%
0.38 (0.20-0.70); 0.001 0.32(0.15-0.67)
. . 47.0vs 22.1;
EVIDENCE China H-11A 332 Icotinib x 2y vs. CT NR
0.36 (0.24-0.55); 0.0001
) . 0.40 (0.27-0.61); 0.0001 0.55 (0.32-0.96);0.035
ICTAN China [-I1TA 251 Icotinib x 12-6 mo. vs. CT 76%
0.41 (0.27-0.62); 0.0003 0.56 (0.32-0.98);0.041

Adapted from Remon J, JTO 2023




Adjuvant Osimertinib: ADAURA trial cecp

Osimertinib
80 mg, once daily Treatment continues until:

* Disease recurrence

stage* IB, II, llIA NSCLC, with or without

Key inclusion critena

>18 years (Japan / Tawan: 220) Stratification by * Treatment completed

WHO performance status 0/ 1 stage (B vs Il vs llIA) Randomization * Discontinuation criterion met
Confirmed primary non-squamous NSCLC EGFRm (Ex19del vs L 858R) 1:1

Ex19del / L858R? race (Asian vs non-Asian) (N=682) Follow up:

Brain imaging, if not completed pre-operatively * Until recurrence: Week 12 and 24,
Complete resection with negative margins$ then every 24 weeks to 5 years,
Max. interval between surgery and randomization: L | then yearly

» 10 weeks without adjuvant chemotherapy * After recurrence: every 24 weeks

» 26 weeks with adjuvant chemotherapy for 5 years, then yearly

_ndpoints

-I Primary: DFS, by investigator assessment, in stage II/lllA patients; designed for superiority under the assumed DFS HR of 0.70
* Secondary: DFS in the overall population¥, DFS at 2, 3, 4, and 5 years, OS, safety, health-related quality of life |

» Following IDMC recommendation, the study was unblinded early due to efficacy; here we report an unplanned interim analysis
» At the time of unblinding the study had completed enroliment and all patients were followed up for at least 1 year

Herbst R, JCO 2023. Tsuboi M, NEJM 2023




Adjuvant Osimertinib: ADAURA trial cecp

g concer
TesQaCh

Updated DFS in stage IB-IIIA Updated OS in stage IB-IIIA

Median DFS, months {95% CI|

104 Osimertinib 658 (61.7 to NC) 1.04
0.9 - 85% Placebo 28.1(22.11035.00 0.94 Osimertinib
HR(G5% CII  0.27 (02116 0.34) I N
0.8 | i = 0.8 .
_ 1 : .Mntumydﬁ%: < '
Z 0.7 : osimertinib 28%, placebo 62% v’, 0.7 ! Placebo
—_ ] — I
2 06- .6 :
2 : § o6 5-Yr Overall Survival i
& 985 ; 6 051 (95% Cl) |
g 0.4- M%E = g 0.4 o percent '
03 Osimertinib 3y ; ! 2 il 78 et i
0.2 : PY I "2’ 0.2+ ( ) I
1 1 | b Hazard ratio for death, 0.49 (95.03% Cl, 0.34-0.70) :
0.1 —— Osimertinib : | : 0.14 P<0.001 .
—— Placebo i i 1
v 1 ¥ ¥ ¥ \J | v ’ 00 T Ll L} Ll l L) lJ Al Al : 1 1 | 1 1
0 6 12 18 24 30 36 42 48 54 60 66 72 0 6 12 13 24 30 36 42 48 54 60 66 72 78 24 30
Time Since Random Assignment (months) Months since Randomization

Median FUP (osi) ~44 mo

Herbst R, JCO 2023. Tsuboi M, NEJM 2023
U



Adjuvant Crizotinib: ALCHEMIST trial (E4512) cecp

rg caner
nesQarch

A151216 (ALCHEMIST-Screen)
registration

Crizotinib
Endpoints
R tad Adjuvant X 2 years Prin‘:a
bl chemotherapy ry
stage IIA-1IIB and/or post- * DFS (in centrally ALK+ cases)
th
(::Ef:s (:e:é) operative radiation ' Secondary
therapy allowed ' ” * OS
| Observation - Toxicity
: x 2 years
E4512
registration *initially placebo

Stratification factors

= Stage: [IA/IIB/IIIA (T3N1) vs. IIIA (N2)/11IB (N2) (AJCC 8t ed.)

* Prior RT: yes vs. no

* Sex:malevs. female ALCHEMIST, Adjuvant Lung Cancer Enrichment Marker Identification and Sequencing Trials

Overall survival Disease-free survival
o _—— -
¥ SRR crizotinib
observation .- os

observation

2
§ » g b crizotinib
o
§

* HR1.06 (90% CI, 0.63-1.77; P=0.86)

’ » - “ ~ L n ” L w " o0
Month from randomization ° » ~ »* o w © ) »0 w0 100 110
Treamnt e ToTAL ran cnsn MEDUN Sontis fross oendonivatia
e —— [ » L ] "
—— C——— ” . " Trastmant Aew TOTAL Fan CnsR MEDIAN
— Crasted 5 n 52 724
— Clareation » ET " R

Median follow-up = 58.3 months MedisnTolow-up=G.2 months Gerber, WCLC 2025




Adjuvant Alectinib: ALINA trial

Resected Stage IB (24cm)-llIA

ALK+ NSCLC
per UICC/AJCC 7 edition

Other key eligibility criteria:
« ECOG PS 0-1
« Eligible to receive platinum-based

chemotherapy
« Adequate end-organ function
« No prior systemic cancer therapy |

Alectinib
600 mg BID

PACEES I

Platinum-based

Stratification factors:

« Stage: IB (=2 4cm) vs Il vs llIA
« Race: Asian vs non-Asian

N=257

o o o o o e e e e
I Primary endpoint

« DFS per investigator,* tested hierarchically:
| - Stage lI-IlIA — ITT (Stage I1B-IIIA) [

s chemotherapyf
Q3W; 4 cycles

I
h I ] ] | I

Other endpoints

» CNS disease-free survival
« OS

« Safety

uuuuuu

Recurrence

Further
treatments at
investigator’s

choice and
survival
follow-up

Recurrence

Disease assessments (including brain
MRI)§ were conducted: at baseline,
every 12 weeks for year 1-2, every
24 weeks for year 3-5, then annually

Dziadziuszko R, ESMO 2025



SQarch

Adjuvant Alectinib: ALINA trial Gecp

. * .
DFS in stage lI-lIIA OS in stage IB-lIIA (ITT)
1004
98.4%
100 " e - Alectinib
Lt rr—e—t—t sttt
804
92.4%
Alectinib 80+ Chemotherapy
§ 60- Y 50'
n Eal
L W
2 40- © 40-
. | Chemotherapy
Median DFS (95% CI), months: | 20
201 NE (59.6—NE)
HR (85% Cl). 0.40 (0.12-1.32
41.4 (306_672) | 0 : T ; T : T ) T T T T T T T T T
HR (95% CI): 0.36 (0.23-0.56) | 0 6 12 18 24 30 36 42 48 54 80 66 72
0 T T T T T T T i T T T T Ti th
0 6 12 18 24 30 36 42 48 54 60 66 72 P—— W imooihel
Time (months} Alectinib 130 128 124 123 B85 31 4
No. at risk Chemo 127 115 113 111 60 28 4
Alectinib 116 111 105 87 43 12 NE
Chemo 115 88 69 54 28 11 NE (82% TK| at relapse in CT)

Median follow-up (ITT): alectinib, 48.0 months; chemotherapy, 47.4 months

Dziadziuszko R, ESMO 2025



CNS Disease-free survival (ITT)

ADAURA trial

8e% 0T
1.0 4 8o,
' '
09 ' | o T TR
' i
- 08 . 3 1
F g1% | \ "hl—t-‘—”
£ o1 : ™ A e e
8 ' | '
s ¢ : : :
= 05- ' ! ! +
%) ' ! |
& 04 ' ¢ 1 Medion CNS DFS. months 196% Cf}
J
2 s : ‘ Osimertinib NR (658 to NCI
S %2 ' H ! Placebo NR (NC to NC
0.2 - ; ; | HR 195% C 0.2410.14 10 0.02)
. [ ]
)
0.1 ] — osmenina ; i ! Maturity 13%
2o | S Pt ' ! H osimartinits 9%, placebo 17%
0.0 . , ; : , ; : ; ; ;
0 3 12 18 24 30 3% az 48 54 60 66 72
Time Since Random Assignment {months)
No. at risk:
Osimartinib 233 222 26 202 196 1492 75 138 20 as ] 2 Q
Pracebo b2y} 192 142 126 107 a1 74 6 4 23 " 1 0

4y CNS-DFS: 90% vs 75% (HR 0.24)

ALINA trial

-
Gecp

i m
‘_.b-._ m—o—.—o—o—i
80 90.4% Alectinib
O—O-H—H-I—.—O—| . e L
9 76.1% Chemotherapy
o 807
w
Q
@ 404
o
204
HR (95% Cl): 0.37 (0.19-0.74)
0 ] ' 1 1 ] ] I ) 1 lJ 1 J
0 6 12 18 24 30 36 42 48 54 60 66 72
Time (months)
No. at risk
Alectinib 130 124 117 98 49 13 NE
Chemo 127 a8 80 61 33 13 NE

4y CNS-DFS: 90% vs 76% (HR 0.37)

Herbst R, JCO 2023. Dziadziuszko R, ESMO 2025
U



Resectable stage lI-1ll NSCLC

Early-stage NSCLC:
ESMO CPG 2025

N
EGFR, ALK and PD-L1 testing
Preoperative evaluation and MDT discussion®

o
GecpP

+

v
EGFR mutation or ALK rearrangement

-
N
[ EGFRWT and ALKWT ]
I ' 1
N N
ChT-ICI ineligible ChT-CI eligible

R1or R2

+
+

| ChT eligible I
+

0.A

v +

ChT ineligible

MDT discussion®

' )
l )

R1 or R2

MDT discussion®

Immunotherapy
(selected regimens;

ChT ineligible

see footnote c)

EGFR exon 19 deletion
or LBH8R [ESCAT I-AJ®
>

ALK rearrangement
[ESCAT I-AJ®

[L.A]

Cisplatin-based ChT"

[LA]
PD-L1 positive

N
Atezolizumab" for 1 year
[, A; MCBS A (AT)J®

Osimertimib for 3 years
[I.A; MCBS A (AT)]®

PD-L1 negative
N
Pembrolizumab' for 1 year
[I.A; MCBS A (AT)]®

v

N
[ Surveillance [1, A] ]

Pembrolizumab' for 1 year
[, A; MCBS A (AT)J®

ChT eligible

Cisplatin-based
ChT"[1, A]

]
[
[
[
[
+

Osimertinib for 3 years Alectinib for 2 years

1. A; MCBS AJ®

I, A: MCBS A (AT)J®

Y
[ Surveillance [1, A] ]

Zer A, Ann Oncol 2025




Early-stage NSCLC.:
ESMO CPG 2025

Table 1. Work-up for diagnosis and staging

Mandatory

Optional

General

Imaging

Laboratory

Preoperative
cardiopulmonary
evaluation

Tissue acquisition

Pathology

Medical history
Physical examination
Assess comorbidities,
weight loss and PS
FDG—PET and contrast-
enhanced CT

Brain MRI (for clinical
stage II-111)

CBC

Chemistry profile
FEV,

DLCO

CPET

Bronchoscopy

EBUS or EUS
CT-guided biopsy
US-guided biopsy
TTF-1 IHC staining

EGFR molecular testing
ALK molecular testing

PD-L1 testing

Contrast-enhanced brain
CT if MRI not possible

Mediastinoscopy

Resectable stage lI-lll NSCLC

-
| EGFR, ALK and PD-L1 testing |
Preoperative evaluation and MDT discussion®

o”*
e

“While current data support testing of EGFR
and ALK only, routine implementation of broad

NGS in patients with stage Il-lll
non-squamous NSCLC may be more
pragmatic, although more time-consuming,
and is likely to be beneficial in the future, as
the number of targets with clinical significance

is expected to increase”.

Zer A, Ann Oncol 2025




This is the state of the art, but... GeC'F;
still many questions

* Whichis the value of * Do we have predictive * How to improve
adjuvant therapy after factors for pCR in the neoadjuvant strategies?
neoadjuvant therapy? neoadjuvant setting?




THANK YOU

-
GeCP



