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Trends in Non-Small Cell Lung Cancer 2026

Precision

Novel therapies/regimens developing within genomic driver-defined subsets
of NSCLC

Refined selection within driver-defined subsets
Broadening indications/applications

Early-stage use of targeted therapy

1L combinations
Drug design

Higher selectivity > delayed resistance

Minimized off target effect > improved toxicity profile
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Updates in Precision Lung Cancer Care 2024-2026

EGFR exon 19/21 EGFR ex20

= Osimertinib + chemotherapy Sunvozertinib
—— Amivantamab + lazertinib

= Consolidation osimertinib

ALK RET

Adjuvant alectinib = Adjuvant selpercatinib

HER2 ROS1

— Zongertinib — Taletrectinib

— Sevabertinib

Non-AGA Telisotuzumab vedotin for MET 3+




EGFRmM NSCLC: Intensification of 3G EGFR TKI
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Amivantamab
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Osimertinib +

Chemotherapy
* FLAURA-2

Osimertinib +

* RAMOSE

* HR PFS 0.62
* mPFS 25.5 m

e HR PFS 0.70
* MPFS 23.7 m

* HR PFS 0.55
* MPFS 24.8 m

ACROSS 2: HR PFS 0.55

EGFRm with tumor suppressor co-mutation
Aumolertinib + chemo vs aumolertinib

Planchard D et al NEJM 2023; Cho BC et al NEJM 2024; Le X et al JCO 2025; Elamin YY et al LBA72 ESMO 2025; Wang J et al WCLC 2025
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* HR PFS 0.66
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EGFR: Intensification prolongs 0S
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Planchard D et al WCLC 2025 PL02.06; Yang JCH et al NEJM 2025



EGFR: Datopotamab deruxtecan
EGFRm NSCLC after TKI and chemo
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Advanced EGFRm NSCLC
Management in 2026

Osimertinib + platinum-
pemetrexed chemotherapy

———  Amivantamab + lazertinib

For patients not pursuing combination therapy

Osimertinib

For patients who develop EGFR T790M
resistance alterations in tumor after first- or
sacond-generation EGFR TKis

Osimertinib

For patients who have progressive disease on
osimertinib or other third-generation EGFR TKis
without emergent T790M or other targetable
alterations

Platinum-based
— chemotherapy +
amivantamab

For patients who are not candidates for
platinum-based chemotherapy + amivantamab

Platinum-based
— chemotherapy =
osimertinib

For patients who have progressive disease on
osimertinib and platinum chemotherapy

F——  Datopotamab deruxtecan

For patients who have progressive disease on
EGFR TKI with acquired MET amplification

Osimertinib +
tepotinib or savolitinib

Puri S et al J Clin Oncol 2026



EGFR: Consolidation Osimertinib

LAURA

Part | screening:
determination of EGFRm*

O
k\g/j/)

Part Il screening
eligibility confirmation
(28 days)

e

Confirmed eligibility
and randomization

Treatment and follow-up

Patients = 18 years
(2 20 years in Japan)
with stage IIIAMIBAIC
EGFRm NSCLC
(Ex19del or L858R)

Curative intent

cCRT

sCRT

Post-CRT imaging: CR, PR, SD!

N =200

Following CRT
randomization 2:1
(osimertinib vs. placebo)
Stratification:
cCRT versus sCRT

Stage IIIA versus stage IIIBMIIC
China versus non-China

Osimertinib
80 mg QD

Until objective
radiological disease
progression by BICR

per RECIST v1.1

Open-label osimertinib

Post-progression
followed for
PFS2* TFST,

Open-label osimertinib TSST, and OS

Optional:
Post-progression,
patients receiving

placebo may receive
open-label osimertinib

Ramalingham et al ASCO 2024



EGFR: Consolidation Osimertinib

LAURA

Percentage of Patients

No. at Risk

Osimertinib 143 127 114 109 99 96 83 76 69 61 49 37 28 16 9 6 4

Placebo

Osimertinib
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Placebo
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Median Progression-free
Survival (95% Cl)

mo
Osimertinib ~ 39.1 (31.5-NC)
Placebo 5.6 (3.7-7.4)

Hazard ratio for disease progression
or death, 0.16 (95% Cl, 0.10-0.24)
P<0.001

Key Toxicities:

* |LD/Pneumonitis
after chemoRT

Lu S etal NEJM 2024



ALK: Adjuvant alectinib
ALINA

Resected Stage IB (24cm)-IlIA

ALK+ NSCLC Alectinib
per UICC/AJCC 7t edition 600 mg BID Recurrence
Other key eligibility criteria: 2 years Further
« ECOG PS 0-1 treatments at
« Eligible to receive platinum-based R investigator’s
chemotherapy A choicg and
« Adequate end-organ function survival
« No prior systemic cancer therapy Platinum-base? follow-up
| Stratification factors: cggL“V?;hs;:I‘é‘S/ Recurrence
« Stage: IB (24cm)vs Il vs llIA :
« Race: Asian vs non-Asian
Primary endpoint Other endpoints Disease assessments (including brain
« DFS per investigator,* tested hierarchically: » CNS disease-free survival MRI)§ were conducted: at baseline,
« Stage II-llIA — ITT (Stage IB-IlIA) « OS every 12 weeks for year 1-2, every
. Safety 24 weeks for year 3-5, then annually

Salomon B et al ESMO 2023



ALK: Adjuvant alectinib
ALINA

Patients with Stage Il or IIlA Disease
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No. at Risk
Alectinib 116 111 111 107 67 49 35 21 10 3
Chemotherapy 115 102 88 79 43 35 23 1 74 10 2

Median Disease-free
Survival (95% Cl)

mo
Alectinib Not reached
Chemotherapy 44.4 (27.8—-NE)

Hazard ratio for disease recurrence
or death, 0.24 (95% Cl, 0.13-0.45)
P<0.001

Wu YL et al NEJM 2024



ALK: Adjuvant alectinib

ALINA

Subgroup

All patients
Age
<65 yr
=65 yr
Sex
Male
Female
Race
Asian
Non-Asian

No. of Events/
No. of Patients

65/257

43/196
22/61

35/123
30/134

31/143
34/114

ECOG performance-status score at baseline

0
1
Smoking status
Never smoked
Previous smoker
Current smoker
Disease stage
1B
]
1A
Regional lymph-node stage
NO
N1
N2

32/137
33/120

37/154
28/95
0/8

6/26
22/92
37/139

11/39
20/88
34/130

Hazard Ratio for Disease Recurrence or Death (95% Cl)

—f

1.0

Alectinib Better

0.24 (0.14-0.43)

0.26 (0.13-0.52)
0.24 (0.08-0.71)

0.26 (0.11-0.60)
0.22 (0.10-0.50)

0.36 (0.17-0.79)
0.16 (0.06-0.38)

0.20 (0.09-0.46)
0.31 (0.14-0.69)

0.27 (0.13-0.55)
0.22 (0.08-0.57)
NE

0.21 (0.02-1.84)
0.24 (0.09-0.65)
0.25 (0.12-0.53)

0.19 (0.04-0.88)
0.34 (0.13-0.89)
0.21 (0.09-0.47)

Chemotherapy Better

Wu YL et al NEJM 2024



ALK: Adjuvant alectinib

ALINA

Percentage of Patients Alive and
Free from CNS Disease

No. at Risk
Alectinib
Chemotherapy

100

o)
80
704
60-
50+
40+
b
20
10-

0

Alectinib

Chemotherapy

0

130
127

124
113

12

124
98

18

Months since Randomization

118
90

T
24

74
57

30

55
43

1
36

39
27
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CNS Disease—free Survival
(95% Cl) at 24 Months

percent

Alectinib  98.4 (96.1-100)
Chemotherapy 85.8 (78.8-92.8)

Hazard ratio for CNS disease recurrence
or death, 0.22 (95% Cl, 0.08-0.58)

Wu YL et al NEJM 2024



RET: Adjuvant selpercatinib
LIBRETTO-432

A Event-free Survival in the Primary Analysis Population

3 years of treatment
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Wu YL et al NEJM 2026



HER2: Zongertinib

Beamion LUNG-1

g?Trm 3 4 NSCLC w HER2 TKD mutation Cohort 2:
ctreate W utatlo Treatment-naive NSCLC w HER2 TKD mutation

Progression-free Survival
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mDOR: 8.5 mo Diarrhea mDOR: 15.2 mo
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mOS: 24.8 mo Dose reduction 16%
Discontinuation 9%

Heymach JV et al NEJM 2025; Heymach JV et al NEJM 2026



HER2: Sevabertinib

SOHO LUNG-1

Cohort D: n=70

Pretreated NSCLC w HER2 activating mutation

ORR: 71%
mDOR: 9.2 mo
mPFS: 8.3 mo

Cohort F: n=73
Treatment-naive NSCLC w HER2 activating

mutation

ORR:71%
mDOR: 11.0 mo
MmPFS: NR

Ph 3 SOHO-Lung 02 ongoing
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Key Toxicities:
Diarrhea*

Rash

Dose reduction 26%
Discontinuation 5%

Le X et al NEJM 2025



ROS1: Taletrectinib
TRUST-I, TRUST-II

Treatment-naive n=103
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ALT/AST elevation
Dizziness
Hyperuricemia
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Li W et al. J Clin Oncol 2026



Updates in Precision Lung Cancer Care 2024-2026

EGFR exon 19/21 EGFR ex20

= Osimertinib + chemotherapy Sunvozertinib
—— Amivantamab + lazertinib

= Consolidation osimertinib

ALK RET

Adjuvant alectinib = Adjuvant selpercatinib

HER2 ROS1

— Zongertinib — Taletrectinib

— Sevabertinib

Non-AGA Telisotuzumab vedotin for MET 3+




Trends in Non-Small Cell Lung Cancer 2026

Precision

Novel therapies/regimens developing within genomic driver-defined subsets
of NSCLC

Refined selection within driver-defined subsets (eg EGFR nonclassical,
HER2 TKDm, acquired MOR)

Broadening indications/applications
Early-stage use of targeted therapy
1L combinations
Drug design
Higher selectivity > delayed resistance
Minimized off target effect > improved toxicity profile
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