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PPl 1° Sesion: Radioterapia en cancer de pulmén de célula no pequena estadio lll irresecable

Consolidation with osimertinib following chemoradiotherapy
in EGFRmM NSCLC is the standard of care

LAURA trial
Osimertinib
80 mg QD Open-label osimertinib
was offered to both treatment
Key inclusion criteria: ol almabolsd e
218 years (220 years in Japan)
EGFR-mutated NSCLC « Patients in the placebo
Ex19del or LB58R Until BICR-assessed group were allowed to
WHO performance status 0/ 1 21 (N=216) progression (per RECIST crossover to osimertinib
Confirmed locally-advanced, Randomization 2- v1.1), toxicity, or other treatment
unresectable stage lANIBAICT discontinuation criteria < Paticals I the osmerb
No progression during or after group were allowed to
curative-intent CRT (sequential continue osimertinib
or concurrenty* treatment if deemed
Stratification by: clinically beneficial by the
cCRT vs. sCRT Placebo investigator
Stage IlIA vs. stage IlIB/IIC Qp

China vs. non-China

Follow-up:

- Chest CT/MRI and brain MRI: at baseline, every 8 weeks to Week 48, then every
12 weeks until BICR-assessed progression

Lu et al. NEJM 2024
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PPl 1° Sesion: Radioterapia en cancer de pulmén de célula no pequena estadio lll irresecable

Consolidation with osimertinib following chemoradiotherapy
in EGFRmM NSCLC is the standard of care

Non-Asian 83%; non smokers 70% e B e e o By

no. of events/no. of patients

E G F R d e l 1 9 5 5 % ; C O N C ur re nt C RT 90 % Dv:t’:lliﬁedlog-rank analysis 577143 6373 J——— E 0.16 (0.10-0.24)

Unadjusted Cox proportional-hazards analysis 57143 &3/73 —— H 0.23 (0.16-033)
Sex |
Male 23753 2731 —.— : 0.26 (0.15-0.46)
100-1 Female 34/% 3642 —a— 0.21 (0.13-0.34)
Age
80 <65 yr 31781 36/39 —a— 0.16 (0.10-0.26)
265y 26/62 27/34 —a— ! 033 (0.19-0.57)
80 Smoking history H
p Current or former 20741 22/24 —a— : 0.26 (0.14-0.48)
. X i Never 37/102 41749 —a— 0.22 (0.14-0.34)
.E 70- ! Median Progression-free Race or national group
® 60 | Survival (95% CI) Chinese 727 113 NC (NC-NC)
o ! Non-Chinese 50/116 52/60 —a— 0.26 (0.17-0.39)
5 5o ! Osimertinib mo Asian 43/116 55/62 —— 0.20 (0.13-0.29)
& | — — Osimertinib 39.1 (31.5-NC) sm’;:" Asian 14727 8/11 ] 0.48 (0.20-119)
E 40-{ ! Placebo 5.6 (3.7-7.4) 1A 22/52 20/24 —— ; 0.28 (0.15-0.52)
g a5 ! E . i 1118 or lliC 35/91 43/49 —.— 1 0.21 (0.13-033)
E =l | Hazard ratio for disease progression EGFR mutation
20 ‘ or death, 0.16 (95% Cl, 0.10-0.24) Exon 19 deletion 26/74 30/43 —a— 017 (0.10-0.29)
7 ] P<0.001 L858R mutation 31768 24/30 —a— 032 (0.15-0.56)
104 ! Placebo : Chernoradiotherapy
I I Concurrent 53/131 54762 —m— 0.25 (0.17-036)
- ! \ Sequential 412 /11 NC (NC-NC)
0 LS FE s e s E ENe BT Gna) o) SO ARSI ST EEERS) DECPE QESDE (D EUDe Fre) EEr| Response to previous CRT H
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 P — " o NE (NeNG)
. S Partial response 28/67 25/27 —a— 0.20 (0.11-034)
Months since Randomization Stable disease 24761 3437 —— 0.1 (0.10-0.30)
No. at Risk Not evaluable 4m ¥ : | NCNeNG)
i e 0.05 050 100 5.00
Osimertinib 143 127 114 109 99 96 83 76 69 61 49 37 28 16 9 6 4 2 2 2 1 0
Placebo 73 59 31 2515 10 9 6 6 4 4 3 3 3 2 1 1 0 0 0 0 O Osimertinib Better Placebo Better

\ Lu et al. NEJM 2024 .
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Consolidation with osimertinib following chemoradiotherapy
in EGFRmM NSCLC is the standard of care

All-causality AEs (210%)

* Most common AEs were as expected for patients who had received prior CRT (radiation pneumonitis) or
osimertinib treatment (diarrhea and rash)

Radiation Osimertinib Placebo
neumonitis, n (% ] =
Radiation pneumonitis 48 | Zl | 38 P ( ) (n 143) (n 73)
Diarrhea 36 [ 2 | 14 Total 69 (48) 28 (38)
Rash 24 | 14
COVID-19 w1 s Grade 1 22 (15) 14 (19)
Paronychia 17| | 1
Cough 15| : 10 Grade 2 44 (31) 14 (19)
Decreased appetite 15 | 11 B
Dry skin N BE Grade 3 3(2) 0
 Tutiue 18 8 7 CTCAE Grade 23 3(2) 0
Stomatitis 12[]s [ osimertinib, all gr:
Decreased white blood cell count 12143 Il Osimertinib, Grade  SAE 15 (10) 2(3)
Pneumonia* 1M 3 48 [] Placebo, all grades
Anemia [ ]4 [ Placebo, Grade 23 Discontinuations 7 (5) 2(3)
Musculoskeletal chest pain 3[] | 12
160 BID SIO 4ID 2.0 0 2.0 4I0 6.0 8.0 1(.10

Percentage of patients with AE Kato et al WCLC 2024
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Another phase lll clinical trial validated this strategy

POLESTAR trial All Asian 83%; non smokers 70%
EGFR del19 41%; concurrent CRT 75%

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

Key inclusion criteria:
» 218 years

* ECOG score 0/1

» EGFR Ex19del / L858R

» Locally advanced,
unresectable stage III*
NSCLC

Aumolertinib 110mg QD;
(N=94)

mPFS, months (95% Cl)

Aumolertinib 30.4 (17.2, NR)
Placebo 3.8 (3.7, 5.6)

HR (95%): 0.200 (0.114, 0.352)
Log-rank p-value: <0.0001

N=147

Stratification by

+ Ex19del vs L858R N
Stage IllA vs Stage lIIB/IIIC
*» cCRT vs sCRT

08+

« Tumor assessment:
every 8 weeks to week 48,
then every 12 weeks until

06

04+

Probability of progression-free suvival

* No progression during or progression e
following definitive CRT# 02
treatment
» Interval between last dose PI —— —_—
& i acebo 110m QD' . 0 3 ) 9 12 15 18 2 24 27 30 33 36
of CRT and randomization: (N=53) it - (_3rc:lss_0\.'er§ is allowed for N Time from randomization (months)
<6 weeks patients in placebo arm Aumoletiib 92 81 60 51 42 29 19 12 7 5 4 1 0

Meng et al. WCLC 2024
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Consolidation with osimertinib following chemoradiotherapy
in EGFRmM NSCLC is the standard of care

Definitive
concurrent
chemoradiation™t
(category 1)
T1-3,

N2 nodes
positive, M0 or

Y

Systemic
therapy?Y + RT"

Durvalumab® (if no EGFR exon 19
deletion or L858R) (category 1) Sirveillance

No apparent
progression®

or
Osimertinib™ (if EGFR exon 19 NSCL-17
deletion or L858R) (category 1)

Local —
Progression? <

Systemic—

Findings at Surgery
(NSCL-4)

* Surgery™ —
. Surveillance

* Consider RT" "~ (NSCL-17)

RT" (if feasible) + chemotherapy4

Treatment for Metastasis
limited sites (NSCL-15) or

distant disease (NSCL-18)

EMA approved osimertinib in this clinical setting in Dec 2024

S E OR SOCIEDAD ESPANOLA DE
ONCOLOGIA RADIOTERAPICA

NCCN guidelines Version 3.2025
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Ongoing clinical trials in unresectable stage Il NSCLC EGFRm
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12 Sesidn: Radioterapia en cancer de pulmdn de célula no pequeiia estadio lll irresecable

Ongoing EGFR-TKI studies in unresectable stage III EGFRm NSCLC.

Targeted therapy/Study Study design/country Treatment Duration of treatment Patient population (estimated N) Primary
identifier endpoint
<CRT — EGFR-TKI maintenance
‘Osimertinib Randomized, double-blind, ¢/sCRT — osimertinib versus placebo (with  Until disease progression, unacceptable ~ Unresectable stage III (8th edition staging PFS
NCT03521154 placebo-controlled, no disease progression during or following  toxicity, or other discontinuation manual) EGFRm (Ex19del/L858R +/- other
LAURA [82,83] multicenter, phase III; global CRT) criteria mutations) NSCLC
N ~216
Aumolertinib Randomized, double-blind, ¢/sCRT — aumolertinib versus placebo Until disease progression, unacceptable ~ Unresectable stage III (8th edition staging PFS
NCT04951635 [87] placebo-controlled, (with no disease progression following toxicity, or other discontinuation manual) EGFRm (Ex19del/L858R +/- other
multicenter, phase III; China CRT) criteria mutations) NSCLC
N ~150
Lazertinib Single-arm, open-label, CCRT — lazertinib (with no disease Until disease progression, unacceptable Unresectable stage IIl EGFRm NSCLC PFS
NCT05338619 multicenter, phase II; Republic progression during or following CRT) toxicity, or other discontinuation N~77
PLATINUM of Korea criteria (at least 3 years)
[88,101]
EGFR-TKI + cCRT/RT — EGFR-TKI consolidation
Aumolertinib Open-label, multicenter, phase Lung V20 <28%: Aumolertinib + RT — Consolidation aumolertinib for 2 years Treatment-naive unresectable stage III (8th RP (grade
NCT04636593 1I; China aumolertinib or until disease progression or edition staging manual) EGFRm (Ex19del/ >3)"
[89,117] Lung V20 >28%: Induction aumolertinib intolerable toxicity L858R) NSCLC
— aumolertinib 4+ RT — aumolertinib N ~43
Aumolertinib Open-label, single-arm, phase Aumolertinib” + cCRT — aumolertinib Until disease progression or intolerable ~ Unresectable stage III (8th edition staging 2-year OS
NCT04952168 [90] 1I; China toxicity manual) EGFRm (sensitizing e.g. Ex19del/ rate
1858R) NSCLC
N ~26
Induction EGFR-TKI — (RT) — EGFR-TKI (4+RT) consolidation
Aumolertinib Randomized, open-label, Induction aumolertinib — aumolertinib + 2 years Treatment-naive unresectable stage III (8th PFS
ChiCTR2000040590 multicenter, phase III; China RT versus cCRT edition staging manual) EGFRm (Ex19del/
ADVANCE [91,92] L858R +/- other mutations) NSCLC
N ~254
Aumolertinib Randomized, open-label, Induction aumolertinib - RT — 2 years Treatment-naive stage I1I (8th edition staging ~ ORR, EFS
NCT04841811 multicenter, phase II; China aumolertinib for 2 years versus ctDNA manual) EGFRm (Ex19del/L858R +/- other

APPROACH [93]

dynamic monitoring-guided treatment™"

mutations’) NSCLC
N ~156
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Kato et al.
Lung cancer 2024
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Clinical trials in this setting: Induction with osimertinib followed
by CRT and consolidation with osimertinib

NEOLA trial

* Unresectable

g Primary endpoint: PFS
oobjls - Secondary endpoints:

NSCLC

e =1 (2C pemetrexeawith platinum) + | — | Oimerinibunti ORR, OS, EFS, Safety
RT (60+/-Gy over 6 wks)

" comtiveloment 1 ‘ Exploratory endpoints:
CNS PFS, PFS2, MRD,
ctDNA, GTV-PTV,

dosimetric changes
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Challenges in this clinical setting:

* Accessto EGFRtestingin locally advanced disease

* Toincorporate NGS in the clinical pathway (reflex testing)

* Atypical EGFR mutations benefit from this strategy?

* Concurrent TKI + RT or better to avoid it?

* Induction with EGFR TKI to attack early the micrometastic
disase, CNS protection and reduce the field of RT

* Optimize treatment duration of consolidation (MRD?)

* How to follow these patients (Brain MRI?)
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Thanks for your kind attention

Q
&~ 1co
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