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UNRESECTABLE STAGE lll: SoC i

--------

Unresectable stage lll remains an important challenge given that only around

1/3 of patients treated with cCRT and ICls remain alive and progression-free at

S years.

... and also 20% of patients without ICI

CAN WE IMPROVE THESE RESULTS IN SPECIFIC POPULATIONS?



Is cCRT equally effective in EGFRmut NSCLC? GecCP
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EGFR-mutant NSCLC exhibited significantly higher ORR but shorter PFS than EGFR wildtype NSCLC

(.) 1.00 \ 3.ycar PFS rates: 15.3% vs. 34.5% (b) 100 | ~_ S.year OS rates: 34.3% vs. 46.09 Table 3 Summary of Reported Results Regarding the EGFR Status and Recurrence Pattern
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greater radiosensitivity ?

Data from some studies suggest no significant

differences in PFS and better OS for EGFRmut

Shinkichi Takamori et al. JTO Clinical and Research Reports 2025; 100897. Nakamura, M. et al. Clin. Lung Cancer 20, e256-e264 (2019). Masaki Nakamura et al. Clinical Lung Cancer May 2019



Is cCRT equally effective in ALK+ NSCLC?

Figure 3 Overall Survival (A) and Progression-free Survival (B) Rates in Groups Stratified by the ALK Status
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Table 3 Summary of Reporied Bexults Regaeding the EGFR Sistus and Recurrences Patiomn
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Is DURVALUMAB equally effective in EGFRmut or ALK+ NSCLC? GecCP
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PACIFIC trial
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Is DURVALUMAB equally effective in EGFRmut or ALK+ NSCLC? GecCP

e
REAL WORLD DATA
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Is SoC equally effective in KRASmut NSCLC?

KRAS-mut groups showed
worse prognosis than
wildtype after treatment
with cCRT alone (p = 0.036).

Addition of durvalumab:
No longer any significant
differences in survival
outcomes (p =0.788)
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HOW TO IMPROVE OUTCOMES? o
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ADAURA is the first phase 3 trial of a
targeted therapy in the adjuvant setting
for NSCLC to demonstrate an overall

survival Benefit

FLAURA: Phase 3 trial of a targeted
therapy in Untreated, EGFR-Mutated

Advanced NSCLC
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EGFR TKI CONSOLIDATION

Phase 3, double-blind, placebo-controlled trial
with Osimertinib in patients with
unresectable EGFR-mutated stage Il NSCLC
without progression during or after

Patients with locally advanced,
unresectable stage BI' EGFRm

NSCLC, with no progression
during ( following definitive CRT'

Key inclusion criteria:

« 218 years (Japan: 220 yaars)

* WHO performance siatus 0/ 1

+ Confrmad locally advanced
unresectable stage 1l|* NSCLC

« Ex18de / LBSSR!

* Maximum interval between last
dose of CRT and randomisaion:
& weeks

chemoradiotherapy

Endpoints

* Primary endpoint: PFS assessed by BICR per RECIST v1 1
{sensilivity analysis: PFS by invesigator assessment)

* Koy secondary endpolnts: 0OS. CNS PFS

* Secondary post-progression endpoints: TFST, PFS2. TSST

Treatment continued urtl BICR-assessed progression (per RECIST 1.1), toxiclty, or other
discontinuation criteria met

Open-label osimertinib aflor progression was offered to both treatment arms*

Tumour assessments:
* Chest CT / MR! and brain MR
- Al baseling, every 8 weeks 1o Woek 43, then avery 12 weeks untll progression
- Aller progression, PFS2 and OS were assessed by the rvestialor every 12 weeks and
defined by local practica

phase 3, double-blind, placebo-controlled
trial with Aumolertinib after
chemoradiotherapy in Stage lll, unresectable

p—

Key inclusion criteria:
* 218 years

* ECOG score 0/ 1

+ EGFR Ex19del / LB58R

* Locally advanced,
unresectable stage (11*
NSCLC

* No progression during or
following definitive CRT"
treatment

* Interval between last dose
of CRT and randomization
%6 woeks

Primary endpoint: P}

investigator)

Secondary endpoints: OS5

Lu et al. N EnglJ) Med 2024;391:585-597. Xiangjiao et al. WCLC 2024

S assessed by BICR

EGFRm NSCLC.

N=147
Stratification by

ORR, DCR, DoR, CNS

« Ex19del vs LBSER

f

Stage A vs Stage HIBMNC
+ ¢cCRT vs sCRT

)
rS

« Treatment duration until
BICR-assessed progression
(per RECIST v1.1), toxicity,
or other discontinuation
critena

« Tumor assessment

5 avery 8 weeks (o week 48
then avery 12 weeks unti
progression

« Crossover® is allowed for
patients in placebo arm

(sensitivity analysis

TTOM. Sale

o
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EGFR TKI CONSOLIDATION Gecp
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EGFR TKI CONSOLIDATION ..
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EGFR TKI CONSOLIDATION
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EGFR TKI CONSOLIDATION GecCP
LOCAL PROGRESSION
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EGFR TKI consolidation

WITH pre-CRT PET scan

IMPORTANT ASPECTS AND OPEN QUESTIONS

WITHOUT pre-CRT PET scan
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Difficult to know the TNM of study population

(included after CRT)




EGFR TKI consolidation Gecp
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In the CONTROL arm, only 5% pts ongoing. Does stage lll really “exist” in EGFR?

100 mi’-f\
A t
Randomised N=216 = Rienssiy ol
| - N discontinued,
l ] b= 60/69 (87%)
= began a FST
Osimertinib n=143 Placebo n=73 2 ¢
c
' =
Ongoing osimertinib n=69 (48%) [ Ongoing placebo n=4 (5%) ] §_ 40 - %
Discontinued n=74 (52%) Discontinued n=69 (95%) -
s —— 20 -
0. ;’%ﬁ -
Placebo
(n=73) Discontinued randomised
treatment (n=69)*

Suresh S. Ramalingam ELCC 2025




Unresectable stage llI

B Progression-free survival after stopping

0 consolidation TKI
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Chang, A. E. B. et al. Oncologist 29, 609-618 (2024).
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UNRESECTABLE STAGE lll: ALK+ GeSE
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ALK+ Cohort (N=120)
Alectinib 600 mg BID, 3 years

Vs.
Durvalumab 1500 mg / Q4W 1 year

ETOP 21-21 BOUNCE trial

— 0 Comsolidavon phaee ROS1+ Cohort (N=100)

Scrovcing bhegt Experimental arm Entrectinib 600 mg QD, 3 years
|+ Stage NNaCLC Qamwt platein : = s
| Asesenayee NSy Durvalumab 1500 mg / Q4W 1 year

nsresced localy s Rascs edoreapy

by approved test | 2

Sequantial RET+ Cohort (N=100)
el I [ I I Wlent | chemoradiaton Pralsetinib 400 mg QD, 3 years

[emnvm | G [ CTabanmiowry 12 a2 wemm | e (SCRT) \ vs.
[_,icxpi—j ‘—_LJ -~ [ - ﬁlﬁ N=320 Durvalumab 1500 mg / Q4W 1 year
[ 1o0s savgm | | Blood sample [ Mcce samose | [ 00 sarmpe | S

FFPE tumour |

Primary Endpoint: PFS by BIRC
Secondary Endpoints: CNS PFS, Response Rate, OS, safety, and tolerability




UNRESECTABLE STAGE llI

7

Unresectable Stage Ill NSCLC after
concurrent CRT (n=67)

Durvalumab Observation

(n=22)
ALK TKI:
Alectinib (n=10),
Crizotinib (n23),  suuie WY o g
Lorlatinib (n=1), A e L
Bogatib (ot} BT I
Yy ¥V &
—— - xSt T, LT -

((Global Retrospective Study (17 institutions) )

COHORT

—

wiw ALK TKI == Durvalumab == Observation

GecCP
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NR R-®
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OS: Oversll survivel; rwPFS: resl-world PFS; NR: )
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~
m ALK TKI
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° To 20 % 4 % &
Frequency (%)
VAE lated adverse event
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w Fabgue
<C Pneumonits
= Other
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Diarrhea
Renal Injury
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Fatgue
ggm
‘§2 Liver Injury
0.9’ Diarrhea
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TOXICITY

After adjusting for stage, age, and nodal status, median rwPFS was significantly longer for ALK TKI versus durvalumab or observation

Nassar et al.J Thor Oncol 2024




UNRESECTABLE STAGE Ill: KRAS G12C GecP
Part B " :
Olomorasib PO BID x 3 years
Stage lll unresectable KRAS G12C mutant NSCLC Durvalumab IV Q4W x 1 year |
* No disease progression following concurrent J Primary Endpoint:
latinum-based chemotherapy and radiation , s ) PFS
i i Placebo PO BID x 3 years
Durvalumab IV Q4W x 1 year
\ J
Abbreviations: BID = twice daily; |O = immune-oncology therapy; IV = intravenous; KRAS = KRAS oncogene; Q3W = every 3 weeks; Q4W = every 4 weeks
NSCLC AMGS510 (Sotorasib)
unresectable stage Induction phase 2 cycles (Q4W) FOLLOW
HMA/MB/MC Re-evaluation at week 10; - uUpP
KRAS G12C+ If, SD, PR or CR: - (2 years)
patients Treatment post-induction phase
*Under amendment No. 1 patients with cydes (Q4W) untii PD*
locally advanced KRAS G12C+ NSCLC Dose: 960 mg orally once daily
(stages A, 1B, and IIC) with . .
unresectable disease who have not Treatment post-induction: until progression
responded to or have progressed after disels'e (PD), un'ac_ceptabl.e toxb_dtv, patient or
induction chemotherapy or prior physician's decision to discontinue or death
chemo-radiotherapy may also
participate.
Blood samples Blood samples Blood samples
Baseline 1st tumor assessment At PD

Nadal et al. J Thor Oncol 2025
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GUIDELINES

How to treat with molecular targets

EGFR is the ONLY EXCEPTION

Unresectable stage Il NSCLC

EGFR and PD-L1 testing
MOT discussion

ad
EGFR mutation ar PD-LT <1%

+

S
EGFAWT and PD-L1 =1%

EGFR axon 19 debation
or LASER [ESCAT I-A]

6B Padents with untssactabis stage [0 NSOLC with an £GFR 2xon 19 dsfetion o 2x0n Dsimertinib

71 L8582 sutation meay be offered b
Sased 00 Boracx radiabion gven

" s ‘ I, A; MCES 4]¢ ‘

D
concarely or seguentiaiyl

2 ~ — .
Durvalumab® for 1 year Durvalumat's for 1 yaar
L A& MCBS 4F [, B

- J'
Survaillance [I. A] Survaillance [L A]

Shingh et al. J Clin Oncol 2024.
Zer et al. Ann Oncol 2025;36(11)




OPEN QUESTIONS AFTER LAURA RESULTS EGFR -

aaaaaaaa

» Is chemo-radiation therapy necessary in all patients with EGFRmut stage llI

NSCLC?

Local relapse is the most frequent PD

» Is it necessary to continue osimertinib indefinitely?

Is CRT enough for some patient?



Molecular residual disease (MRD) analysis from the LAURA study -

uuuuuu

Scan and plasma schedule

Post-CRT Week2 Week4 Week 24 PD

Every 8 weeks from randomisation

h
Every 4 weeks Every 8 weeks
T fomWeekd : from Week 24 ’
rom yvee

B MRD monitoring: Clinical success

Create Track mutations rate: 54%

Whole genome sequencing of Select up to ~ 1,800 tumour-informed longitudinally in plasma
tumour and germline DNA variants per patient MRD panel for pmma collected

Every 12 weeks until
BICR-assessed progression

with tumour-informed
each patient during treatment MRD panels

MRD clearance: 10-fold ctDNA decrease from post-CRT (randomisation) levels or undetected MRD for 2 consecutive timepoints by Week 12
. Molecular progression / MRD event: 100% increase in ctDNA at a single time point or detected MRD above the LLOQ

Arriola E et al. ESMO 2025




Molecular residual disease (MRD) analysis from the LAURA study -

Combined (n=19)—

Placebo (n=12)

Osimertinib (n=7)

Post-CRT (randomisation)
MRD status (n=52)

MRD 'MRD

not detected | detected
42% 56% /

Unknown

2%
MRD lead time to PFS
Median (95% Cl),
months

. :‘I_E.. e o -51(-85-38)
[

@ ;—:E ® @ -4.3(-8.5,0.0)
*—H—.—+ -5.9 (-14.5,5.5)

-20

T T |
-10 0 10 20

Time (months)

MRD detected post-CRT
(randomisation)*t

Median PFS, months (95% Cl)

--------

MRD not detected post-CRT
(randomisation)*t

Median PFS, months (95% Cl)

—8— Osimertinib  38.8 (16.6, NC)

—3— Osimertinib  39.3 (3.0, NC)

1.00+ 1 ~—3-  Placebo 58(1.9,95) 1-00";‘_|_\ —— Placebo 11.1(3.5,13.8)
w w
& 0751 L0757 \
k) ) s
£ 050 ---fmmmmmmmmmmmmm e h e 2 050t -mmmmmmmmm e m e d e
s L 2
1
£ 0251 by £ 0251 ==
S— L—‘
0.00 T T I T T T T T T 0.00 T T T T T T T
0 6 12 18 24 30 36 42 48 0 6 12 18 24 36 42 48
Time from randomisation (months) Time from randomisation (months)
No. at risk No. at risk
- 19 17 15 13 1 8 4 1 0 -, 15 12 10 g 8 4 0 0
—- 10 4 1 0 0 () 0 0 0 - 7 4 2 1 0 0 0 0

Concordance of MRD with PFS
SENSITIVITY 63%
SPECIFICITY 86%

Arriola E et al. ESMO 2025




CURRENT CHALLENGES ..

eg cancer

1esQarch

APPROACH TRIAL

Patients screaning Introduction therapy MDT + local treatment Maintenancs therapy Follow-up

Key Eligibility Criteria
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S
CONCLUSIONS cecp

* Consolidation treatment with osimertinib after CRT improves
PFS and reduces risk of brain metastases

 Lack of prognhostic/predictive markers: role of MRD and adaptive

ctDNA-guided strategies
* Resistance patterns for lifelong drugs after CRT

* Generate evidence on strategies in less frequent groups : ALK,

ROS1, RET...
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