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~ 40-60% of NSCLC is oncogene driven

Tan AC and Tan DSW. J Clin Oncol. 2022;40(6):611-625. 



Timeline of FDA-approved targeted therapies for 
oncogene-driven NSCLC

Tan AC and Tan DSW. J Clin Oncol. 2022;40(6):611-625. * FDA approvals



Timeline of FDA-approved targeted therapies for 
oncogene-driven NSCLC

Tan AC and Tan DSW. J Clin Oncol. 2022;40(6):611-625. 
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Common EGFR





Risk-factors associated with poorer overall survival on 
EGFR TKI monotherapy

1 Sabari JK, et al. J Thorac Oncol 2025; Passaro A. ELCC 2025

95% of EGFRm NSCLC patients in the real-world have ≥ 1 high-risk feature1



REVOL858R trial
Design

Haratake N, et al. ASCO 2026



REVOL858R trial
TFS

Haratake N, et al. ASCO 2026



REVOL858R trial
PFS and OS

Haratake N, et al. ASCO 2026



REVOL858R trial
T790M testing

Haratake N, et al. ASCO 2026



PFS by baseline prognostic factors

FLAURA 2 MARIPOSA

Osimertinib + CT Osimertinib Amivantamab + Lazertinib Osimertinib

CNS metastases at baseline N = 116

24.9 (22.0-NE)

N = 110

13.8 (11.0-16.7))

N = 178

18.3 (16.6-23.7)

N = 172

13.0 (12.2-16.4)

0.47 (0.33-0.66) 0.69 (0.53-0.92)

L858R EGFR mutation N = 106

24.7 (19.5-27.4)

N = 107

13.9 (11.1-19.4)

N = 171

18.4 (16.6-21.0)

N = 172

14.8 (12.9-16.6)

0.63 (0.44-0.90) 0.78 (0.59-1.02)

Liver metastases at baseline N = 43

19.5 (11.5-24.9)

N = 66

11.1 (8.3-16.8)

N = 64

18.2 (13.1-NE)

N = 72

11.0 (7.4-12.8)

0.66 (0.41-1.07) 0.58 (0.37-0.91)

TP53 mutation N = 41

27.6 (24.7-27.6)

N = 38

27.6 (13.9-30.3)

N = 149

18.2 (15.3-22.1)

N = 144

12.9 (11.1-14.7)

0.57 (0.43-0.77) 0.65 (0.48-0.87)

ctDNA positive at baseline N = 148

24.8 (19.6-27.9)

N = 161

13.9 (13.6-16.6)

N = 266

20.3 (18.2-23.9)

N = 274

14.8 (12.9-14.7)

0.60 (0.45-0.80) 0.71 (0.57-0.89)



FLAME
Design

Wang Z, et al. ASCO 2026 



FLAME
PFS

Wang Z, et al. ASCO 2026 
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Resistance mechanisms post-osimertinib

Leonetti A, et al. British Journal of Cancer 2019;121:725-737



Fourth-generation EGFR-TKIs in pretreated NSCLC-
patients with EGFR C797S

DZD6008

TIAN-SHAN phase 1/2 trial

Progression after 3th generation 
EGFR-TKI

Silevertinib

Phase 2 trial

ORR (C797S cohort) = 36,4%

Wang M, et al. ASCO 2026 ; Alexandra H, et al. ASCO 2026



Uncommon EGFR



Atypical EGFR mutations

Atypical EGFR-mutations (including 
PACC mutations) are identified in ~ 30% 
of newly diagnosed EGFRm-patients.

Patients with atypical EGFR-mutations 
have worse outcomes compared to 
patients with classical EGFR-mutations 
(exon19del, L858R).

Robichaux J, et al. Nature 2021



Afatinib [I, B; ESMO-MCBS v2.0 score: 4] or osimertinib [III, B] is 
recommended for patients with a major uncommon, non-exon 
20 insertion, sensitising EGFR mutation.

Uncommon EGFR mutation

EGFR exon20ins



WU-KONG28
Design 

Heymach J, et al. ASCO 2026



WU-KONG28
Baseline Characteristics 

Heymach J, et al. ASCO 2026



WU-KONG28
PFS

Heymach J, et al. ASCO 2026



WU-KONG28
PFS by subgroups

Heymach J, et al. ASCO 2026



WU-KONG28
Tumor response

Heymach J, et al. ASCO 2026



WU-KONG28
Duration of response

Heymach J, et al. ASCO 2026



WU-KONG28
OS

Heymach J, et al. ASCO 2026



WU-KONG28
PFS2

Heymach J, et al. ASCO 2026



WU-KONG28
Safety

Heymach J, et al. ASCO 2026



WU-KONG28
Safety

Heymach J, et al. ASCO 2026



Sunvozertinib in EGFR exon20ins NSCLC: new SOC?

Sunvozertinib is the first oral targeted therapy to demonstrate superior efficacy over platinum-based chemotherapy in treatment-
naïve EGFR exon 20 insertion NSCLC.

The magnitude of PFS benefit is clinically meaningful but remains modest compared with the benefits observed with osimertinib
in classical EGFR-mutated NSCLC.

The control arm may no longer reflect the evolving standard of care. The relative efficacy of sunvozertinib versus amivantamab-
based regimens remains unknown.

Intracranial efficacy remains insufficiently characterized, and more mature CNS-specific data are needed to define its role in 
patients with brain metastases.

PAPILLON

1L chemo + amivantamab

WU-KONG28

1L sunvozertinib

mPFS = 11,4 m

ORR = 73%

Grade ≥3 AE = 75% 

mPFS = 10,3 m

ORR = 59%

Grade ≥3 AE = 61% 

Heymach J, et al. ASCO 2026Zhou C, et al. NEJM 2023



CHRYSALIS-2
Design

Neal J, et al. ASCO 2026



CHRYSALIS-2
Tumor response

Neal J, et al. ASCO 2026



CHRYSALIS-2
OS

Neal J, et al. ASCO 2026



CHRYSALIS-2
OS

Neal J, et al. ASCO 2026



CHRYSALIS-2
Safety

Neal J, et al. ASCO 2026



Amivantamab-lazertinib in atypical EGFR: new SOC?

CHRYSALIS-2 demonstrates clinical activity of amivantamab + lazertinib in atypical EGFR-mutated NSCLC, but 
interpretation is limited by the absence of a randomized comparator.

Survival outcomes appear encouraging compared with historical real-world data, although cross-trial and 
external comparisons remain inherently limited by the heterogeneity of the population.

Toxicity remains clinically relevant and may impact long-term tolerability.

ACHILLES/TORG1834

1L afatinib

UNICORN

1L osimertinib

CHRYSALIS-2

1L amivantamab-lazertinib

mPFS = 10,6 m

mOS = NR

ORR = 61%

Grade ≥3 AE = 44%
Miura S, et al. JCO 2025

mPFS = 9,4 m

mOS = NR

ORR = 55%

Grade ≥3 AE = 27,5%
OkumaY, et al. JAMA 2024

mPFS = 19,5 m

mOS = 41 m

ORR = 57%

Grade ≥3 AE = 70%

Neal J, et al. ASCO 2026



ALK



ALK
Metastatic





CROWN: 7-year update
Design

No crossover between treatment arms was permitted

Key eligibility criteria

• Stage IIIB/IV ALK+ NSCLC

• No prior systemic treatment for 

metastatic disease

• ECOG PS 0-2

• Asymptomatic treated or untreated 

CNS metastases were permitted

• ≥1 extracranial measurable target 

lesion (RECIST 1.1) with no prior 

radiation required

Lorlatinib 100 mg once daily

n=149 

Crizotinib 250 mg twice daily

n=147 

Primary endpoint

• PFSa by BICR 

Key secondary endpoint

• OS

Other secondary endpoints

• PFS by investigator

• ORR by BICR and investigator 

• IC ORR, IC TTP, DOR, IC DOR, 
TTR and IC TTR by BICR and 
investigator

• Safety 

• Quality of life

• Biomarker analyses

Stratified by:

• Presence of brain metastases 

(yes vs no)

• Ethnicity 

(Asian vs non-Asian)

Randomized 

1:1

N=296

Mok T, et al. ASCO 2026



CROWN: 7-year update
PFS in the ITT population

Mok T, et al. ASCO 2026

At the time of this analysis, median PFS by investigator was still not reached with lorlatinib



CROWN: 7-year update
Conditional PFS

Mok T, et al. ASCO 2026



CROWN: 7-year update
Time to IC progression

Mok T, et al. ASCO 2026



CROWN: 7-year update
Time to IC progression by brain metastases

Mok T, et al. ASCO 2026



CROWN: 7-year update
Adverse events

Mok T, et al. ASCO 2026



CROWN: 7-year update
Impact of dose reduction

Mok T, et al. ASCO 2026



CROWN: 7-year update
Resistance mechanisms

Mok T, et al. ASCO 2026

Off-target



Transforming ALK-positive NSCLC into a chronic disease

Lorlatinib has demonstrated the longest PFS ever reported in advanced (ALK+) NSCLC

Lorlatinib is able to persistently control the disease, both systemically and intracranially

Most PFS events occur within the first two years: Primary resistance? Co-mutations (TP53)? More agressive tumor biology?

The challenge is not late resistance, but identifying the patients who (will) progress early

Mok T, et al. Ann Oncol 2020; Peters S, et al. Ann Oncol 2026

ALEX: alectinib ALTA: brigatinib CROWN: lorlatinib

mPFS = 34,8 m

ORR = 83%

Grade ≥3 AE = 41% 

mPFS = 29,3m

ORR = 79%

Grade ≥3 AE = 74% 

mPFS = NR

ORR = 76%

Grade ≥3 AE = 77% 

Mok T, et al. ASCO 2026Camidge R, et al. NEJM 2018; Camidge R, et al. Lung Cancer 2025





ALKOVE-1: neladalkib
Design

Lin J, et al. ASCO 2026



ALKOVE-1: neladalkib
Baseline characteristics

Lin J, et al. ASCO 2026



ALKOVE-1: neladalkib
ORR in ALK TKI pretreated patients

Lin J, et al. ASCO 2026



ALKOVE-1: neladalkib
DOR

Lin J, et al. ASCO 2026



ALKOVE-1: neladalkib
PFS

Lin J, et al. ASCO 2026



ALKOVE-1: neladalkib
CNS activity

Lin J, et al. ASCO 2026



ALKOVE-1: neladalkib
Activity in secondary ALK-mutations

Lin J, et al. ASCO 2026



ALKOVE-1: neladalkib
Safety

Lin J, et al. ASCO 2026



Neladalkib: treatment option post-lorlatinib?

Clinical activity appears modest, with an ORR of 26% and median PFS of 4.6 months post-lorlatinib.

However, responses are durable once achieved (mDOR 17.6 months).

The intracranial activity is encouraging, but the value must be interpreted in the context of the excellent CNS 
control already achieved with frontline lorlatinib.

Activity was observed across both single and compound ALK resistance mutations, addressing an important 
unmet need after lorlatinib.

However, no single or compound ALK mutations were identified in CROWN. How large is the population that 
will eventually need 4th-generation ALK-inhibitors?

Whether this agent has a future in the frontline setting remains to be determined.

High activity has been reported in ALK-TKI naïve disease (ORR 86%), but the bar set by lorlatinib is 
exceptionally high.

Phase-3 ALKAZAR trial is ongoing: niladalkib versus alectinib

Lin J, et al. ASCO 2026



Where could neladalkib fit?

Based on the current evidence, neladalkib appears better positioned as a mutation-directed therapy 
Secondary ALK mutations are frequent after second-generation ALK-TKI’s (ALK G1203R and others)

Compound ALK-mutations are frequent after sequential ALK-TKI therapy (including lorlatinib)

Lorlatinib in TKI pretreated Neladalkib in TKI pretreated

ORR = 69%

mPFS = 11m

Lorlatinib naïve: ORR = 83% ; DOR ≥ 12 months = 77%

Lorlatinib experienced: ORR = 63% ; DOR ≥ 12 months = 81%
Shaw AT, et al. J Clin Oncol 2019



ARCHER
Profylactic peptide vaccine targeting resistance mutations in advanced ALK+ NSCLC

ALK-Vac is a synthetic peptide vaccine targeting 7 common ALK resistance mutations

Lam V, et al. ASCO 2026

Design

Patient characteristics

Safety

Immunogenicity



ALK
Non metastatic



Early-stage resectable ALK-fusion positive NSCLC



LORIN
Design

Zhang C, et al. ASCO 2026



LORIN
Patient demographics

Zhang C, et al. ASCO 2026



LORIN
Pathologic response

Zhang C, et al. ASCO 2026



LORIN
ORR and survival

Zhang C, et al. ASCO 2026



LORIN
Surgical outcomes

Zhang C, et al. ASCO 2026



LORIN
Safety

Zhang C, et al. ASCO 2026



Neo-adjuvant ALK-TKI in (un)resectable disease?

LORIN demonstrated high rates of pCR and MPR
ALK+ tumors show strong oncogene addiction with high MPR rates across perioperative trials ( <-> EGFR 

MPR ~ 25% in NeoADAURA). 

LORIN demonstrated a high conversion-to-surgery rate.
Should we redefine unresectable disease?

The correlation between pCR/MPR and EFS is not yet fully established.
Yet, early EFS signals are encouraging.

The incremental benefit over the ALINA regimen in resectable disease is not yet clear
LORIN suggests that perioperative lorlatinib may represent a potential next step in ALK-positive stage III 

NSCLC, however ALINA remains the current standard of care.

• Resectable stage III ALK-positive NSCLC

• Alectinib (8 weeks) → surgery → alectinib (96 

weeks)

• MPR 46%

• pCR 12%

• ORR 67%

• Resectable stage IB-IIIA ALK-positive NSCLC

• Alectinib (8 weeks) → surgery → chemotherapy (4 

cycles) → alectinib (2 years)

• MPR 61%

• pCR 25%

• ORR 63%

ALNEO Phase 2 NAUTIKA1 Phase 2 (umbrella)

Leonetti A, et al. ASCO 2025 Lee JM, et al. WCLC 2025



RET



RET
Metastatic





AcceleRET-Lung
Design

Popat S, et al. ASCO 2026



AcceleRET-Lung
Baseline characteristics

Popat S, et al. ASCO 2026



AcceleRET-Lung
PFS

Popat S, et al. ASCO 2026



AcceleRET-Lung
ORR and DOR

Popat S, et al. ASCO 2026



AcceleRET-Lung
Safety

Popat S, et al. ASCO 2026



AcceleRET-Lung
Safety

Popat S, et al. ASCO 2026

Off-target JAK/STAT-inhibition



Advanced/metastatic RET-fusion positive NSCLC

The AcceleRET-Lung data reinforce the role of selective RET-TKIs in the first-line treatment of RET 
fusion-positive NSCLC.

Libretto-431

1L selpercatinib

AcceleRET-Lung

1L pralsetinib

mPFS = 24,8 m

ORR = 84%

Grade ≥3 AE = 70% 

mPFS = 18,7 m

ORR = 66%

Grade ≥3 AE = 78% Zhou C, et al. NEJM 2023 Popat S, et al. ASCO 2026



Lunbotinib = next-generation 
RET-TKI

Prior therapy (no RET-TKI)

Phase 2

Treatment naive

Zou Q, et al. ASCO 2026



RET 
Non metastatic



LIBRETTO-432
Design

Goldman J, et al. ASCO 2026



LIBRETTO-432
Baseline characteristics in primary analysis population

Goldman J, et al. ASCO 2026



LIBRETTO-432
EFS

Wu YL, et al. NEJM 2026



LIBRETTO-432
EFS by subgroups

Wu YL, et al. NEJM 2026



LIBRETTO-432

Goldman J, et al. ASCO 2026



LIBRETTO-432
Safety

Goldman J, et al. ASCO 2026



LIBRETTO-432
Safety

Goldman J, et al. ASCO 2026



Adjuvant selpercatinib as a new SOC in early stage 
RET-fusion positive NSCLC

Targeted therapy is moving upstream: from metastatic disease to curative-intent treatment.

Molecular testing should be performed at diagnosis, regardless of stage.

Important questions remain: optimal duration? Is adjuvant chemotherapy necessary? OS?

ALINA: ALK
Adjuvant alectinib 2y

ADAURA: EGFR
Adjuvant osimertinib 3y

LIBRETTO-432: RET
Adjuvant selpercatinib 3y

HR DFS = 0,17 HR EFS = 0,17HR DFS = 0,24

Wu YL, et al. NEJM 2024 Wu YL, et al. NEJM 2026Tsuboi M, et al. NEJM 2023



KRAS





KRASCENDO 170
Design 

Skoulidis F, et al. ASCO 2026



KRASCENDO 170
Baseline characteristics cohort A1

Skoulidis F, et al. ASCO 2026



KRASCENDO 170
Tumor response cohort A1

Skoulidis F, et al. ASCO 2026



KRASCENDO 170
Tumor response cohort A1

Skoulidis F, et al. ASCO 2026



KRASCENDO 170
Baseline characteristics cohort A2

Skoulidis F, et al. ASCO 2026



KRASCENDO 170
Tumor response cohort A2

Skoulidis F, et al. ASCO 2026



KRASCENDO 170
Safety

Skoulidis F, et al. ASCO 2026



KRASCENDO 170
Safety

Skoulidis F, et al. ASCO 2026



ELISRASIB
Design

Lu S, et al. ASCO 2026



ELISRASIB
ORR

Lu S, et al. ASCO 2026

Elisrasib

Elisrasib + pembrolizumab



ELISRASIB
Safety

Lu S, et al. ASCO 2026



KRAS G12C inhibitors move to the front-line setting
Trial Phase Experimental drug Comparator PD-L1 

IHC

N ORR 

(%)

mPFS Grade ≥ 

TRAEs (%)

KRYSTAL-7 1/2 Adagrasib + pembrolizumab All

≥ 50%

149

54

36

59

11,0

27,7

68,4

SUNRAY-01 1/2 Olomorasib + pembrolizumab All

≥ 50%

46

20

74

90

NA

NA

33,4

39,6

KRASCENDO-

170

1/2 Divarasib + pembrolizumab > 1%

< 1%

59

23

77

70

19,3

NA

65,4

D3S-001 1 Elisrasib + pembrolizumab All 52 81 NR 32,7

KRASCENDO-

2

3 Divarasib + pembrolizumab Carboplatin-pemetrexed-pembrolizumab All

Krystal-7 3 Adagrasib + pembrolizumab Pembrolizumab ≥ 50%

Krystal-4 3 Adagrasib + pembrolizumab + carboplatin-pemetrexed Carboplatin-pemetrexed-pembrolizumab All

SUNRAY-01 3 Olomorasib + pembrolizumab

Olomorasib + pembrolizumab + carboplatine-pemetrexed

Pembrolizumab

Carboplatin-pemetrexed-pembrolizumab

≥ 50%

All

CodeBreaK-

202

3 Sotorasib + carboplatin-pemetrexed Carboplatin-pemetrexed-pembrolizumab < 1%

Kandelit-004 3 Calderasib + pembrolizumab Pembrolizumab ≥ 50%

Kandelit-007 3 Calderasib + pembrolizumab (SC) Carboplatin-pemetrexed-pembrolizumab 

(SC)

All

Jänne P, et al. ASCO 2025 ; Burns TF, et al. JTO 2026, Skoulidis F, et al. ASCO 2026, Lu S, et al. ASCO 2026
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KRAS G12D inhibitors in development

TSN1611

• Phase 1/2 trial

• Locally advanced or metastatic solid tumors with KRAS G12D mutation

• 42 pt with NSCLC

• Grade 3 TRAEs 21,4%

• ORR 44,4% (80% in treatment-naïve)

• DCR 88,9% (100% in treatment-naïve)

RNK08954

• Phase 1 FIH trial

• Locally advanced or metastatic solid tumors with KRAS G12D mutation 

who progressed following SOC therapy

• 47 pt with NSCLC

• Grade 3 TRAEs 23,4%

• ORR 38,5% 

• DCR 94,9%

Fu S, et al. ASCO 2026 Song Z, et al. ASCO 2026



CONCLUSIONS



Take home messages

RET
RET-targeted therapy (selpercatinib) joins EGFR and ALK in the adjuvant setting, reinforcing the role 

of early molecular profiling
Pralsetinib confirms selective RET inhibition as a first-line standard in RET fusion-positive NSCLC

EGFR
The EGFR space is broadening beyond classical mutations, with increasing relevance of uncommon 

alterations.
Sunvozertinib (EGFR exon 20 insertion mutations) and amivantamab-lazertinib (uncommon EGFR 

mutations) emerge as promising first-line options.

ALK
CROWN sets a new benchmark for PFS, supporting ALK-positive NSCLC as a long-term controlled 

disease.
Perioperative ALK inhibition is emerging, while next-generation TKIs (neladalkib) continue to evolve.

KRAS G12C
KRAS G12C is moving into first-line therapy, increasingly in combination approaches
Early efficacy signals are strong, with phase III data expected to redefine future standards of care.
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