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Diagnosis of NSCLC

Subdivision of N2

N2a: single-station N2 involvement N2b: multiple-station N2 involvement

Changes of TNM Classification 9th edition

INTERNATIONAL ASSOCIATION FOR THE STUDY OF LUNG CANCER Lung Cancer T Classifi cation–9th Edition



Diagnosis of NSCLC

Subdivision of M1c

M1c1: multiple extrathoracic metastasis in single organ M1c2: metastasis in multiple organ systems

Changes of TNM Classification 9th edition



Diagnosis of NSCLC

Oke Dimas Asmara et al. Breathe (Sheff). 2024 Oct 1;20(3):240047.
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Diagnosis of NSCLC

Resectability of stage III NSCLC

Samuel S Kim, et al. Ann Thorac Surg. 2025 Jan;119(1):16-33.

Multidisciplinary Expert consensus document

LN staging … Targeted vs. Systematic
Systematic EBUS & EUS and separate needle…according to LN stage



Diagnosis of NSCLC

NCCN Guideline (NSCLC). 2026. Version 3.



Contents

01 Update treatment of NSCLC

02 Update treatment of SCLC

03 Summary



Perioperative Tx for NSCLC

NCCN Guideline (NSCLC). 2026. Version 3.



Neoadjuvant and Perioperative IO + CTx

Opalikhin A et al. Am Soc Clin Oncol Educ Book. 2025 Jun;45(3):e481060.



Overall survival with neoadjuvant nivolumab + chemotherapy in patients with resectable NSCLC in CheckMate 816



Final analysis: OS with neoadjuvant NIVO + chemo vs chemo



OS by baseline stage of disease



Perioperative nivolumab vs placebo in patients with resectable NSCLC: updated survival and biomarker analyses from CheckMate 77T



EFS per BICR



OS and lung cancer–specific survival





KEYNOTE-671



KEYNOTE-671



Surgical outcomes following neoadjuvant treatment

Intervention 
group

N Undergo Op.
%(N)

Cancelled Op.
%(N)

Reasons %(N)

Progression A/E Physician decision
(Unfit)

Others

CheckMate816 179 83.2 (149) 15.6 (28) 6.7 (12) 1.1 (2) 2.2 (4) 5.6 (10)

KEYNOTE671 397 86.4 (342) 17.9 (71) 4.1 (16) 6.3 (25) 4 (16) 3.5 (14)

CheckMate77T 229 77.7 (178) 20.1 (46) 5.7 (13) 3.1 (7) 3.5 (8) 7.9 (18)

AEGEAN 400 81.0 (324) 19 (76) 6.8 (27) 1.8 (7) 4.3 (17) 3.4 (14)

NEOTORCH 202 82.2 (166) 17.8 (36) 2.5 (5) 3.0 (6) 3.5 (7) 8.9 (18)

RATIONALE315 226 84.0 (190) 15.9 (36) 2.6 (6) 2.6 (6) 1.3 (3) 9.3 (21)



Adjuvant Tx after resection

NCCN Guideline (NSCLC). 2026. Version 3.



Updated results from the phase III ALINA stu
dy of adjuvant alectinib vs chemotherapy in 
patients with early-stage ALK+ 
non-small cell lung cancer (NSCLC)

R. Dziadziuszko1, B.J. Solomon2, Y. Wu3, J.S. Ahn4, M. Nishio5, D.H. Lee6, 
J. Lee7,  W. Zhong3, H. Horinouchi8, W. Mao9, M.J. Hochmair10, F. de Marinis11, 
M.R. Migliorino12, I. Bondarenko13, T. Xu14, A. Cardona15, A. Scalori16, V. McNally16, 
A.A. Higgerson17, F. Barlesi18
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y, Guangzhou, China; 4Department of Haematology & Oncology, Samsung Medical Centre, Seoul, Korea; 5Department of Thoracic Medical Oncology, Cancer Institute Hospital, Japane
se Foundation for Cancer Research, Tokyo, Japan; 6Department of Oncology, Asan Medical Centre, Seoul, Korea; 7Division of Haematology and Medical Oncology, Seoul National Univ
ersity Bundang Hospital, Seongnam, Korea; 8Department of Thoracic Oncology, National Cancer Centre Hospital, Tokyo, Japan; 9Department of Thoracic surgery, Institute of Basic Med
icine and Cancer, Chinese Academy of Sciences, Zhejiang, China; 10Department of Respiratory & Critical Care Medicine, Klinik Floridsdorf, Karl-Landsteiner-Institute for Lung Research 
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y, F. Hoffmann-La Roche Ltd, Basel, Switzerland; 18Department of Medical Oncology, International Centre for Thoracic Cancers (CICT), Villejuif, France
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ALINA: background and study design

Primary endpoint

• DFS per investigator tested hierarchically: Stage II–IIIA → stage IB–IIIA (ITT)

Alectinib
600 mg BID

2 years

Platinum-based chemo
therapy*

Q3W; 4 cycles

Key eligibility criteria: 

• Resected stage IB (≥4cm)–IIIA ALK+ NSC
LC per UICC/AJCC 7th edition

• ECOG PS 0–1
• No prior systemic cancer therapy

R
1:1

Further treatments 
at investigator’s choi

ce and survival 
follow-up

Recurrence

Recurrence
N=257

NCT03456076. Crossover was not permitted prior to disease recurrence. *Cisplatin + pemetrexed, cisplatin + vinorelbine or cisplatin + gemcitabine; cisplatin could be switched to carboplatin in case of intolerability. †Stratification by patient race rec

orded in the interactive voice/web response system. 1. Alecensa Prescribing Information Genentech Inc. 2024; 2. Solomon et al. ESMO 2023 (LBA2); 3. Wu et al. N Engl J Med 2024; 4. Ahn et al. ESMO Asia 2023 (LBA1). ALK, anaplastic lympho

ma kinase; AJCC, American Joint Committee on Cancer; BID, twice daily; CI, confidence interval; CNS, central nervous system; DFS, disease-free survival; ECOG PS, Eastern Cooperative Oncology Group performance status; HR, hazard ratio; I

TT, intention to treatt

OS, overall survival; Q3W, every 3 weeks; R, randomisation; UICC, Union for International Cancer Control

Other endpoints

• CNS-DFS, OS, safety

Here, we present updated data from the ALINA study with a median follow-up of 4 years
All patients in the alectinib arm had completed 2 years of treatment with ≥1 year of follow-up

• Alectinib, an ALK inhibitor, is an approved standard-of-care for patients with resected or advanced ALK+ NSCLC1–3

o Alectinib has demonstrated efficacy and delayed disease progression in the CNS1–3

o Long-term data show alectinib is tolerable and has a manageable safety profile1–3

• ALINA is the only positive phase III trial of an ALK inhibitor in resectable, stage IB–IIIA (UICC/AJCC 7th edition), ALK+ NSCLC2–4

o The primary analysis showed a significant DFS benefit with alectinib vs chemotherapy (HR: 0.24; 95% CI 0.13–0.43; p<0.0001)2,3

Stratification factors:
• Stage: IB (≥ 4cm) vs II vs IIIA
• Race: Asian vs non-Asian†

Prof. Rafal Dziadziuszko
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Disease-free survival

Data cut-off: 8 December 2024. DFS defined as the time from randomisation to the first documented recurrence of disease or new primary NSCLC as determined by the investigator, or death from any cause, whichever occurred first 

*Per UICC/AJCC 7th edition. Chemo, chemotherapy; NE, not estimable 

DFS in stage IB–IIIA (ITT)*

DFS benefit was sustained with alectinib versus chemotherapy in the stage II–IIIA 

and stage IB-IIIA (ITT) populations

Prof. Rafal Dziadziuszko

DFS in stage II–IIIA*

Alectinib

Chemotherapy

74.5%

46.3%

Median DFS (95% CI), months: 

NE (59.6–NE) 

41.4 (30.6–67.2)

HR (95% CI): 0.36 (0.23–0.56)

Alectinib
No. at risk

Chemo
116 111 105 87 43 NE12
115 88 69 54 28 NE11

60 12 18 24 30 36 42 48 7254 60 66

Time (months)

D
F
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%
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Alectinib

Chemotherapy

75.5%

47.0%

Median DFS (95% CI), months: 

NE (NE–NE) 

41.4 (30.6–NE)

HR (95% CI): 0.35 (0.23–0.54)

Alectinib
No. at risk

Chemo
130 123 116 97 48 NE13
127 98 77 61 33 NE12

60 12 18 24 30 36 42 48 7254 60 66

Time (months)

D
F

S
 (

%

)

100

80

60

40

20

0

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

Data cut-off: 8 December 2024. *Per UICC/AJCC 7th editionProf. Rafal Dziadziuszko

Alectinib

Chemotherapy

98.4%

92.4%

HR (95% CI): 0.40 (0.12–1.32)

Alectinib

No. at risk

Chemo

130 128 124 123 65 431

127 115 113 111 60 428

60 12 18 24 30 36 42 48 7254 60 66

Time (months)

O
S

 (
%

)

100

80

60

40

20

0

In the IB–IIIA* (ITT) population, there was a positive trend in OS with 4 years of median follow-up

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



CCRTx for Un-resectable stage III NSCLC

NCCN Guideline (NSCLC). 2026. Version 3. NCCN Guideline (NSCLC). 2026. Version 3.
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Osimertinib after definitive chemoradiotherapy in pat
ients with unresectable stage III epidermal growth fa
ctor receptor-mutated (EGFRm) NSCLC: primary res
ults of the Phase 3 LAURA study

Suresh S. Ramalingam,1 Terufumi Kato, Xiaorong Dong, Myung-Ju Ahn, Le-Van Quang,

Nopadol Soparattanapaisarn, Takako Inoue, Chih-Liang Wang, Meijuan Huang, James Chih-Hsin Yang, 

Manuel Cobo, Mustafa Ö zgüroğlu, Ignacio Casarini, Dang-Van Khiem, Virote Sriuranpong,

Eduardo Cronemberger, Xiangning Huang, Toon van der Gronde, Dana Ghiorghiu, Shun Lu

1Emory University School of Medicine, Winship Cancer Institute,Atlanta, GA, USA
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LAURA Phase 3 double-blind study design

Endpoints

• Primary endpoint: PFS assessed by BICR per RECIST v1.1 (sensitivity analysis: PFS by investigator assessment)

• Secondary endpoints included: OS, CNS PFS, safety

Randomization

2:1 (N=

216)

Stratification by: Concu

rrent vs sequential CRT

Stage IIIA vs stage IIIB/IIIC 

China vs non-China

Treatment duration until BICR-assessed progression

(per RECIST v1.1), toxicity, or other discontinuation c

riteria

Open-label osimertinib after BICR-confirmed 

progression offered to both treatment arms§

*According to AJCC / UICC staging (8th edition);
†Concurrent or sequential CRT comprising ≥2 cycles of platinum-based chemotherapy (or 5 doses of weekly platinum-based chemotherapy) and a total dose of radiation of 60 Gy ±10%;

‡Central or FDA-approved local testing (from a CLIA-approved laboratory, or accredited local laboratory for sites outside of USA) based on tissue;
§If deriving clinical benefit (osimertinib arm); by the judgement of treating physician (placebo arm).

AJCC, American Joint Committee on Cancer; BICR, blinded independent central review; CLIA, Clinical Laboratory Improvement Amendments; C

NS; central nervous system; CRT, chemoradiotherapy; CT, computed tomography;EGFRm, epidermal growth factor receptor-mutated;

Ex19del, exon 19 deletion; FDA, Food and Drug Administration;MRI, magnetic resonance imaging;NSCLC, non-smallcell lung cancer; O

S, overall survival; PFS, progression-freesurvival;RECIST, Response EvaluationCriteria in Solid Tumors; UIC

C, Union for InternationalCancer Control; WHO PS, WorldHealth Organizationperformancestatus

Placebo, 

once daily

Key inclusion criteria:

• ≥18 years (Japan: ≥20)

• WHO PS 0 / 1

• Confirmed locally advanced, u

nresectable stage III* NSCLC

• Ex19del / L858R‡

• Maximum interval between last dose of 

CRT and randomization: 6 weeks

Patients with locally advanced, unrese

ctable stage III* EGFRm NSCLC with n

o progression during / following defini

tive CRT treatment†

Tumor assessments:

• Chest CT / MRI and brain MRI

• At baseline, every 8 weeks to Week 48, then every

12 weeks until BICR-assessed progression

Osimertinib 80 mg, 

once daily

mailto:permissions@asco.org
mailto:permissions@asco.org
mailto:permissions@asco.org
mailto:permissions@asco.org
mailto:permissions@asco.org
mailto:permissions@asco.org
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LAURA statistical assumptions

Primary analysis: PFS

Study designed with 90% power to detect a PFS HR of 0.53 at a 5% (2-sided) significance level (alpha); translating to improvement in median 

PFS from 8.0 to 15.0 months; primary analysis when approximately 120 BICR-confirmed progression events had occurred

CNS PFS

Will be tested for significance if OS is statistically significant, either at interim or final analysis of OS

OS (interim and final analyses)*

Interim OS analysis at time of primary PFS analysis; final OS analysis at 60% maturity (approximately 120 deaths) 

Non-statistically significant OS at interim analysis will not preclude further testing of OS

BICR, blinded independent central review; CNS; central nervous system; HR, hazard ratio; OS, overall

• Planned sample size: ~200 patients randomized 2:1, osimertinib:placebo

survival; PFS, progression-free survival

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org

*Lan DeMets approach (that approximates the O'Brien and Fleming spending function) used to control the alpha level allocated to OS, where the alpha level applied at the interim depends upon the proportion of information available.

If significant, recycle alpha

If significant, recycle alpha

Sequential multiple testing procedure
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Data cut-off: January 5, 2024. 

Tick marks indicate censored data. Median follow-up for PFS (all patients): osimertinib 22.0 months, placebo 5.6 months. Median follow-up for PFS (censored patients): osimertinib 27.7 months, placebo 19.5 months.

Progression-free survival by BICR

BICR, blinded independent central review; CI, confidence interval; HR, hazard ratio; NC, not calculable;
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PFS, progression-free survival
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PFS HR (95% CI): 0.16 (0.10, 0.24),

p<0.001

Maturity 56%:

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 25 15 10 9 6 6 4 4 3 3 3 2 1 1 0 0 0 0 0

Median PFS, months (95% CI)

Osimertinib 39.1 (31.5, NC)

Placebo 5.6 (3.7, 7.4)
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Data cut-off: January 5, 2024. 

Tick marks indicate censored data. Median follow-up for PFS (all patients): osimertinib 22.2 months, placebo 5.7 months. Median follow-up for PFS (censored patients): osimertinib 27.6 months, placebo 22.1 months.
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Progression-free survival by investigator assessment

CI, confidence interval; HR, hazard ratio; NC, not calculable; PFS, progression-free survival
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PFS HR (95% CI): 0.19 (0.12, 0.29),

nominal p<0.001

Maturity 58%:

Osimertinib 143 131 112 108 99 96 87 78 67 56 45 35 26 16 9 6 4 2 2 2 1 0

Placebo 73 63 36 31 19 16 10 6 5 4 4 3 3 3 3 2 2 1 1 0 0 0

Median PFS, months (95% CI)

Osimertinib 38.9 (26.7, NC)

Placebo 7.3 (5.5, 10.3)
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Progression-free survival by BICR across subgroups

Data cut-off: January 5, 2024. 

Note: HRs were calculated only for subgroups with >20 events across both arms to allow for meaningful analysis. Subgroup (not prespecified) of WHO PS: PS=0 HR 0.17 (95% CI 0.10, 0.28); PS=1 HR 0.34 (95% CI 0.20, 0.56);

*Stage prior to CRT by AJCC / UICC staging (8th edition);
†Central test of tumor tissue at screening, or local pre-existing test result; one patient in the osimertinib arm had missing EGFR mutation information.

AJCC, American Joint Committee on Cancer; BICR, blinded independent central review; CI, confidence

interval; CRT, chemoradiotherapy; EGFR, epidermal growth factor receptor; Ex19del, exon 19 deletion; 

HR, hazard ratio; NC, not calculable; PFS, progression-free survival; PH, proportional-hazards model; 

UICC, Union for International Cancer Control; WHOPS, World Health Organization performance status

HR for progression-free survival (95% CI) 

Favors osimertinib Favors placebo

Subgroup No. of events / patients HR 95% CI

Overall (N=216) Stratified log-rank 120 / 216 0.16 0.10, 0.24

Unadjusted Cox PH 120 / 216 0.23 0.16, 0.33

Sex Male 50 / 84 0.26 0.15, 0.46

Female 70 / 132 0.21 0.13, 0.34

Age <65 years 67 / 120 0.16 0.10, 0.26

≥65 years 53 / 96 0.33 0.19, 0.57

Race Asian 98 / 178 0.20 0.13, 0.29

Non-Asian 22 / 38 0.48 0.20, 1.19

Smoking history Current / former (yes) 42 / 65 0.26 0.14, 0.48

Never (no) 78 / 151 0.22 0.14, 0.34

Stage* IIIA 42 / 76 0.28 0.15, 0.52

IIIB / IIIC 78 / 140 0.21 0.13, 0.33

EGFR mutation† Ex19del 65 / 117 0.17 0.10, 0.29

L858R 55 / 98 0.32 0.19, 0.56

China cohort Chinese 18 / 40 NC NC NC, NC

Non-Chinese 102 / 176 0.26 0.17, 0.39

Chemoradiotherapy Concurrent 107 / 193 0.25 0.17, 0.36

Sequential 13 / 23 NC NC NC, NC

Response to prior CRT Complete response 3 / 7 NC NC NC, NC

Partial response 53 / 94 0.20 0.11, 0.34

Stable disease 58 / 98 0.18 0.10, 0.30

Non-evaluable 6 / 17 NC NC NC, NC

0.05 0.5 1.0 5
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Sites of new lesions by BICR

Data cut-off: January 5, 2024. 

Percentages based on number of patients in each treatment arm. Patients can have more than one new lesion site. Based on BICR assessments according to RECIST v1.1 and includes all new lesions at any time (including those whose RECIST progression event had been censored).

Patients with new lesions (%)
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Bone

Lymph nodes

Liver
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Patients with new lesions

Osimertinib n=143

Placebo n=73

BICR, blinded independent central review
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Median OS, months (95% CI)

Osimertinib 54.0 (46.5, NC)

NR (42.1, NC)Placebo

Data cut-off: January 5, 2024. 

Tick marks indicate censored data. *For statistical significance at this interim analysis, a p-value of <0.00036 was required;

Median follow-up for OS (all patients): osimertinib 29.5 months, placebo 28.1 months. Median follow-up for OS (censored patients): osimertinib 30.9 months, placebo 28.1 months.

Interim analysis of overall survival

BICR, blinded independent central review; CI, confidence interval; HR, hazard ratio; NC, not calculable;

• In the placebo arm, 81% of patients with BICR-confirmed progression crossed over to osimertinib
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NR, not reached; OS, overall survival
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84%

OS HR (95% CI): 0.81 (0.42, 1.56),

p=0.530*

Maturity 20%:

osimertinib 20%, placebo 21%

Osimertinib 143 142 138 135 133 130 127 115 100 86 71 59 49 37 28 19 12 9 4 2 1 0

Placebo 73 73 71 70 68 65 62 58 48 41 30 23 19 15 11 9 4 3 2 1 1 0
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Conclusions

Data cut-off: January 5, 2024.

BICR, blinded independent central review; CI, confidence interval; EGFR, epidermal growth factor receptor;

• In LAURA, osimertinib demonstrated a statistically significant and clinically meaningful improvement in PFS vs 

placebo by BICR in unresectable stage III EGFRm NSCLC following definitive chemoradiotherapy

— Median PFS was 39.1 months (95% CI 31.5, NC) with osimertinib, 5.6 months (95% CI 3.7, 7.4) with

placebo; HR 0.16 (95% CI 0.10, 0.24), p<0.001

– PFS benefit was consistent across subgroups

• Interim OS data showed a positive trend in favor of osimertinib, despite a high proportion of patients crossing

over to osimertinib in the placebo arm (81%)

• Safety profile of osimertinib post-chemoradiotherapy was as expected and manageable

• EGFR mutation testing is critical in stage III disease to ensure optimal outcomes for patients with

EGFRm NSCLC

Osimertinib will become the new standard of care for patients with unresectable st

age III EGFRm NSCLC who have not progressed after definitive chemoradiotherapy
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Treatments of advanced NSCLC

NCCN Guideline (NSCLC). 2026. Version 3.



MARIPOSA : Amivantamab + Lazertinib vs Osimertinib

Key Eligible Criteria

• Locally advanced or 
metastatic NSCLC 

• Treatment-naïve for 
advanced disease 

• Documented EGFR 
Ex19del or L858R

• ECOG PS 0 or 1 

Strafication Factors 

• EGFR mutation type
(Ex 19del or L858R)

• Asian race (yes or no) 

• History of brain 
metastases (yes or no) 

2:
2:

1 
R

an
d

o
m

iz
at

io
n

 (
N

=1
0

74
)

Amivantamab + Lazertinib
(n=429; open-label) 

Osimertinib
(n=429; blinded)

Lazertinib
(n=216; blinded) 

Serial brain MRIs were required for all patients 

Primary endpoint of progression-free 
survival (PFS) by BICR per RECIST v1.1:

Amivantamab+lazertinib vs osimertinib

Secondary endpoints of 
Amivantamab+lazertinib vs osimertinib

• Overall survival (OS)

• Objective response rate (ORR) 

• Duration of response (DoR)

• PFS after first subsequent therapy (PFS2)

• Symptomatic PFS

• Intracranial PFS

• Safety  
Dosing (in 28-day cycles) 
• Amivantamab: 1050mg (1400mg ≥if 80kg) weekly for the first 4 weeks, then every 2 weeks
• Lazertinib: 240mg daily 
• Osimertinib: 80mg daily 

Cho BC, et al. Oral presentation at ESMO 2023 (Abstract LBA14)



MARIPOSA : PFS (by BICR)

Cho BC, et al. N Engl J Med 2024;391(16):1486-1498

BICR, blinded independent central review; CI, confidence interval; HR, hazard ratio; mo, months; PFS, progression-free survival.

PFS Benefit across Predefined SubgroupsProgression-free survival



MARIPOSA : Overall Survival

Note: Last participant was enrolled in May 2022. Clinical cutoff date was December 4, 2024. In total, 390 deaths had occurred in the amivantamab + lazertinib (173 deaths) and osimertinib (217 deaths) arms. 

aP-value was calculated from a log-rank test stratified by mutation type (Ex19del or L858R), race (Asian or Non-Asian), and history of brain metastasis (present or absent). Hazard ratio was calculated from a stratified Cox regression model. 

Yang JC, et al. ELCC 2025
Yang JC, et al. N Engl J Med. Sep 6, 2025; 



MARIPOSA : Overall Survival in Predefined Subgroups

PFS

Yang JC, et al. ELCC 2025

Yang JC, et al. N Engl J Med. Sep 6, 2025; 



FLAURA2 : Osimertinib + Chemotherapy vs Osimertinib

*Not requiring steroids for at least two weeks; †Pemetrexed maintenance continued until a discontinuation criterion was met; ‡Efficacy analyses in the full analysis set, defined as all patients randomized to study treatment regardless 
of the treatment actually received, and safety analyses in the safety analysis set, defined as all randomized patients who received ≥1 dose of study treatment – one patient who was randomized to osimertinib plus platinum-pemetrex
ed received only osimertinib and was therefore included in the osimertinib monotherapy safety analysis set; §The study provided 90% power to demonstrate a statistically significant difference in PFS assuming HR=0.68 at 5% two-si
ded significance level
AE, adverse event; AUC, area under curve; BICR, blinded independent central review; CNS, central nervous system; CT, computed tomography; CTCAE, Common Terminology Criteria for Adverse Events; DCR, disease control rat
e; DoR, duration of response; EGFRm, epidermal growth factor receptor-mutated; EGFR-TKI, EGFR-tyrosine kinase inhibitor; Ex19del, exon 19 deletion; HR, hazard ratio; HRQoL, health-related quality of life; MRI, magnetic resona
nce imaging; NSCLC, non-small cell lung cancer; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; PFS2, second progression-free survival; QD, once-daily; Q3W, every 3 weeks; RECIST, Respon
se Evaluation Criteria in Solid Tumors; WHO PS, World Health Organization performance status

Planchard D et al. N Engl J Med. 2023;389(21):1935-1948.



FLAURA2 : Investigator-Assessed PFS 

Planchard D et al. N Engl J Med. 2023;389(21):1935-1948.

DCO: April 03, 2023. Note: CT therapy includes cisplatin or carboplatin with pemetrexed. aIn all patients.

CI = confidence interval; CT = chemotherapy; DCO = data cut-off; EGFRm = epidermal growth factor receptor mutation-positive; HR = hazard ration; mPFS = median progression-free survival; NC = not calculable.; NSCLC = non-small cell 

lung cancer; PFS = progression-free survival. NSQ=non squamous



FLAURA2 : PFSa Benefit according to EGFRm Type

DCO: April 03, 2023. Note: CT includes cisplatin or carboplatin with pemetrexed. aInvestigator assessed.

CI = confidence interval; CT = chemotherapy; DCO = data cut-off; EGFRm = epidermal growth factor receptor mutation-positive; Ex19del = exon 19 deletion; HR = hazard ratio; mPFS = median progression-free survival; NC = 
non calculable; PFS = progression-free survival.

Planchard D et al. N Engl J Med. 2023;389(21):1935-1948.



FLAURA2 : PFSa Benefit according to CNS mets

Planchard D et al. N Engl J Med. 2023;389(21):1935-1948.

DCO: April 03, 2023. Note: CT include cisplatin or carboplatin with pemetrexed. aInvestigator assessed.

CI = confidence interval; CNS = central nervous system; CT = chemotherapy; DCO = data cut-off; HR = hazard ratio; NC = non calculable; PFS = progression-free survival













What is the tradeoff with upfront combination therapy ?

Osimertinib Osimertinib-Pemetrexed-Platinum Amivantamab-Lazertinib

Study FLAURA FLAURA2 MARIPOSA

Efficacy
PFS 18.9 m

OS 38.6 m vs 31.8 m 

PFS 25.5 m

OS 47.5 m vs 37.6 m (HR 0.77)

PFS 23.7 m

OS NR vs 36.7 m (HR 0.75)

Side effects 

(all grades)

Diarrhea 42%

Rash 22%

Paronychia 27%

Neutropenia 4%

Anemia 11%

Diarrhea 46%

Rash 30%

Paronychia 26%

Neutropenia 25%

Anemia 48%

Creatinine increase 14%

Diarrhea 32%

Rash 64%

Paronychia 69%

Infusion related reaction 65%

Peripheral edema 38%

Venous thromboembolism 40%

Anemia 27%

Schedule
Daily oral tablet 

Visit every 2-3 months

Daily oral tablet, 

Iv infusion once every 3 weeks 

Daily oral tablet, 

Iv infusion once per week for first 

4weeks; once every 2 weeks thereafter 

Finance $ $$ $$$$

Daniel Tan WCLC 2025
Ramalingam SS, N Engl J Med. 2020;382(1):41-50; Planchard WCLC 2025 

Yang JC, et al. N Engl J Med. Sep 6, 2025

*Data are not from head-to-head trials and should not be directly compared.



Target therapy for advanced or metastatic dz

NCCN Guideline (NSCLC). 2026. Version 3.



NCCN Guidelines (NSCLC) ver3. 2026 

NCCN Guideline (NSCLC). 2026. Version 3.
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Sevabertinib (BAY 2927088) in advanced 

HER2-mutant non-small cell lung cancer (

NSCLC): results from the SOHO-01 study
Xiuning Le, MD, PhD

MD Anderson Cancer Center, Houston, TX, USA

October 17, 2025
Xiuning Le,1 Tae Min Kim,2 Herbert H. Loong,3,4 Arsela Prelaj,5 Boon Cher Goh,6,7 Lin Li,8 Yong Fang,9 Sh

un Lu,10 Xiaorong Dong,11 Lin Wu,12 Yuki Shinno,13 Gennaro Daniele,14 Tsung-Ying Yang,15 Hye Ryun Ki
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Grassi,28 Nicolas Girard,29 Daniel Shao-Weng Tan,30,31 for the SOHO-01 investigators
1MD Anderson Cancer Center, Houston, TX, USA; 2Seoul National University Hospital, Seoul National University College of Medicine, Seoul, South Korea; 3Department
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Zhejiang University School of Medicine, Hangzhou, China; 10Shanghai Chest Hospital, School of Medicine, Shanghai Jiao Tong University, Shanghai, China; 11Union Ho

spital of Tongji Medical College, Huazhong University of Science and Technology, Wuhan, China; 12Department of Thoracic Medical Oncology, Hunan Cancer Hospital, 
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Sevabertinib is an oral, reversible HER2 TKI

Figures adapted with permission from Siegel F et al. Cancer Discov 2025; doi: 10.1158/2159-8290.CD-25-0605

1. Siegel F et al. Cancer Discov 2025; doi: 10.1158/2159-8290.CD-25-0605; 2. Girard N et al. J Clin Oncol 2024; 42 (17 Suppl): LBA8598; 3. Bayer. Sevabertinib (BAY 2927088) granted FD

APriority Review for the treatment of patients with HER2-mutant non-small cell lung cancer. May 28, 2025. https://www.bayer.com/en/us/news-stories/sevabertinib/. Accessed October 202
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HER2 ex20ins HER2 missense mutations

• Sevabertinib is an oral, reversible TKI that potently inhibits activating HER2 (ERBB2) mutations and has

demonstrated efficacy against HER2 insertions and missense mutations, secondary resistance including

irreversible binding site mutation (C805S), and gatekeeper mutations (T798M/T798I)1

• Sevabertinib has anti-tumor activity and a manageable safety profile in patients with HER2-mutant NSCLC2

• In May 2025, the FDA granted NDA Priority Review for sevabertinib in patients with previously treated

HER2-mutant NSCLC3

Sevabertinib proposed 

binding mode
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SOHO-01 study design (NCT05099172)

PRIMARY ENDPOINT

(extension phase)

• ORR per RECIST v1.1 

by BICR

SECONDARY 

ENDPOINTS

• DoR, DCR, and PFS (

per RECIST v1.1) by 

BICR and investigator 

assessment

• Safety and tolerability

EXPANSION AND EXTENSIONa

Cohorts of patients with HER2 mutationsb

D

E

F

Previously treated, naïve to HER2-targeted therapies

Cut-off date: June 27, 2025

Efficacy and safety from expansion / extension 

Cohorts D, E, and F

Naïve to systemic therapy for advanced disease

Previously treated with HER2-targeted ADCs

To evaluate the safety, tolerability, and efficacy, and to characterize 

the pharmacokinetics, of sevabertinib at the RDE

DOSE ESCALA

TION AND BAC

KFILL

Patients with advanced 

NSCLC with HER2 or 

EGFR mutations

Patients were treated with i

ncreasing oral doses of sev

abertinib to identify the RD

E (5 QD dose levels and 3 

BID dose levels, from

10 mg QD to 40 mg BID)

20 mg

BID

aPatients from dose escalation / backfill treated with 20 mg BID and who met the same eligibility criteria were combined for statistical analysis; bCohorts of patients with EGFR mutations are not show

n
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BICR ORR

64%

DCR 81%

Cohort D (previously treated, n=81): Objective response (ORR) by BICR

Best overall response (RECIST v1.1 by BICR)
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Median follow-up: 13.8 months (range 1-32)

aRequirement for CR, PR, SD, or PD was not met; bConfirmed CR or confirmed PR; cConfirmed CR, confirmed PR, or SD for ≥12 weeks
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Analysis cut-off date was June 27, 2025. Data for patients without target lesion measurements are not shown in the waterfall plo

t

n (%)

CR 2 (2)

PR 50 (62)

SD 20 (25)

PD 6 (7)

Not evaluablea 3 (4)

ORRb [95% CI] 52 (64) [53, 75]

DCRc [95% CI] 66 (81) [71, 89]

DoR, median (months) [95% CI] 9.2 [6.3, 13.5]

PFS, median (months) [95% CI] 8.3 [6.9, 12.3]



Cohort D (previously treated, n=81): DoR and PFS by BICR

Duration of response
12-month duration of response

rate was 42%

Number of patients at risk 

52 46 29 21 9 7 5 4 2 1 0

Censored
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12-month progression-free survival

rate was 44%
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Median follow-up: 13.8 months (range 1-32)

aShading represents 95% CI
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Analysis cut-off date was June 27, 2025



BICR ORR

38%

DCR 71%

Cohort E (previous HER2 ADCs, n=55): Objective response by BICR
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• Patients in Cohort E who had previously received trastuzumab deruxtecan achieved an ORR of 34% (14/41)
Analysis cut-off date was June 27, 2025. Data for patients without target lesion measurements are not shown in the waterfall plot
aRequirement for CR, PR, SD, or PD was not met; bConfirmed CR or confirmed PR; cConfirmed CR, confirmed PR, or SD for ≥12 weeks
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Best overall response (RECIST v1.1 by BICR)

CR PR SD PD NE

Median follow-up: 11.6 months (range 2-22)

n (%)

CR 3 (5)

PR 18 (33)

SD 23 (42)

PD 7 (13)

Not evaluablea 4 (7)

ORRb [95% CI] 21 (38) [25, 52]

DCRc [95% CI] 39 (71) [57, 82]

DoR, median (months) [95% CI] 8.5 [5.6, 16.4]

PFS, median (months) [95% CI] 5.5 [4.3, 8.3]



Cohort E (previous HER2 ADCs, n=55): DoR and PFS by BICR

Duration of response
12-month duration of response rate was 29%
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Progression-free survival
12-month progression-free survival rate was 28%
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Median, 5.5 months
(95% CI 4.3, 8.3)a

Median follow-up: 11.6 months (range 2-22)

Analysis cut-off date was June 27, 2025
aShading represents 95% CI
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Cohort F (treatment-naïve, n=73): Objective response by BICR
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before disease was re-evaluated and were therefore considered evaluable (considered as non-responder); cConfirmed CR or confirmed PR; dConfirmed CR, confirmed PR, or SD for ≥12 week
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Analysis cut-off date was June 27, 2025. Data for patients without target lesion measurements are not shown in the waterfall plot
aRequirement for CR, PR, SD, or PD was not met; bPatients who have no post-baseline tumor assessment, but who discontinued due to a drug-related toxicity, death, or progression by clinical judgmen

t

BICR

ORR 71%

DCR 89%

n (%)

CR 3 (4)

PR 49 (67)

SD 16 (22)

PD 2 (3)

Not evaluablea 1 (1)

Not availableb 2 (3)

ORRc [95% CI] 52 (71) [59, 81]

DCRd [95% CI] 65 (89) [80, 95]

DoR, median (months) [95% CI] 11.0 [8.1, not estimable]

PFS, median (months) [95% CI] Not estimable [9.6, not estimable]



Cohort F (treatment-naïve, n=73): DoR and PFS by BICR

Duration of response
12-month duration of response rate was not estimable due to censored data 

38 patients (73%) were censored

Median follow-up: 9.9 months (range <1-15)

Progression-free survival
12-month progression-free survival rate was 55% 

49 patients (67%) were censored
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Analysis cut-off date was June 27, 2025
aShading represents 95% CI
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• Sevabertinib demonstrated robust and durable responses in patients with HER2-mutant advanced NSCLC in 

both pretreated and first-line settings

• The most common side effect of sevabertinib was diarrhea, which was manageable; there were no reported 

cases of interstitial lung disease (ILD) or pneumonitis

• These data support sevabertinib as a potential new targeted therapy for patients with HER2-mutant NSCLC

• The safety and efficacy of sevabertinib as first-line therapy for locally advanced or metastatic NSCLC with

HER2 mutations are being investigated in the ongoing Phase III, randomized SOHO-02 trial (NCT06452277)

Conclusions

BICR

ORR 71%

Cohort Da Patients with non-squamous N

SCLC and HER2 TKD mutations
Cohort Eb Cohort Fc

BICR 

ORR 64%

BICR

ORR 38%

BICR 

ORR 71%

Analysis cut-off date was June 27, 2025
aPatients were naïve to HER2-targeted therapies; bPatients were pretreated with HER2-targeted ADCs; cPatients were naïve to systemic therapy for advanced diseas

e
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NCCN Guidelines (NSCLC) ver3. 2026 

NCCN Guideline (NSCLC). 2026. Version 3.



Efficacy of Zenocutuzumab in NRG1 Fusion-Positive Cancer (eNRGy study)

N Engl J Med 2025;392:566-76
Cited from NIH March 26, 2025, by Linda Wang;

Open-label, registrational, Phase 1-2 clinical study   

MOA of Zenocutuzumab Baseline Characteristics



N Engl J Med 2025;392:566-76

Open-label, registrational, Phase 1-2 clinical study   

Efficacy of Zenocutuzumab in NRG1 Fusion-Positive Cancer across Multiple Tumor Types 

Efficacy of Zenocutuzumab in NRG1 Fusion-Positive Cancer (eNRGy study)
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ADRIATIC: durvalumab as consolidation treatment for patients with limited-stage small-cell lung cancer (LS-SCLC) 

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



ADRIATIC study design
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Progression-free survival* (dual primary endpoint)
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Durvalumab as consolidation therapy in limited-stage SCLC (LS-SCLC):

Outcomes by prior concurrent chemoradiotherapy (cCRT) regimen and

prophylactic cranial irradiation (PCI) use in the ADRIATIC trial
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Post-hoc analyses of durvalumab versus placebo in prespecified subgroups defined by 

PCI use and prior cCRT-related variables

Phase 3 ADRIATIC trial subgroup analyses

†If disease control was achieved and no additional benefit was expected with an additional cycle of CT, in the opinion of the investigator.
‡RT must commence no later than end of cycle 2 of CT. §Based on the first cycle of CT.

BID, twice daily; CT, chemotherapy; Gy, gray; HR, hazard ratio;

ITT, intention-to-treat; QD, once daily; RT, radiotherapy.

ITT population Durvalumab (n = 264) Placebo (n = 266)

Received PCI, % 54 54

Carboplatin / cisplatin CT,§ % 34 / 66 33 / 67

BID / QD thoracic RT, % 26 / 74 30 / 70

PCI/cCRT components (in line with standards of care)*

• PCI delivered before randomisation, as clinically indicated

• Four cycles of platinum (cisplatin or carboplatin) and 

etoposide (three permitted†)

• RT: 60–66 Gy QD over 6 weeks or 45 Gy BID over 3 weeks‡

• Analyses of OS, PFS, and safety with durvalumab vs placebo in subgroups of patients who received:

– PCI or no PCI

– Carboplatin- or cisplatin-based CT

– BID or QD RT

• Multivariable analyses: for each subgroup, HRs for durvalumab vs placebo were calculated from an unstratified multivariable Cox proportional 

hazards model with a treatment-by-subgroup (PCI, CT, or RT) interaction term that was adjusted for PCI, CT, RT, time from cCRT to randomisation, 

response to cCRT, age, sex, WHO PS, and disease stage

*The components and delivery of standard of care may vary based on patient characteristics and region.



• Consolidation durvalumab consistently improved OS and PFS vs placebo across 

presented subgroups

– Magnitude of benefit with durvalumab vs placebo was consistent within PCI and RT 

subgroups and varied somewhat between CT subgroups

• Multivariable analyses showed no significant interactions between durvalumab treatment

effect and PCI or cCRT subgroups

• Safety profiles were generally consistent across all subgroups

Conclusions

Durvalumab demonstrated consistent benefit vs placebo irrespective of 

prior PCI use and cCRT components, further supporting consolidation 

durvalumab as the new standard of care in LS-SCLC
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Lurbinectedin + atezolizumab as first-line maintenance treatment in patients with <br />extensive-stage small cell lung cancer: <br />Primary results of the Phase 3 IMforte trial



IMforte study design



IMforte Study

Paz-Ares L, et al. ASCO 2025. Presentation LBA8505.

PFS and OS from randomization into maintenance phase 
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Lurbinectedin

Lurbinectedin

Tumor cells

CCL2
Inhibition of

cell migration

Apoptosis

CCL2 CXCL8 VEGF

Reduced cancer-relat
ed inflammation

TAMMonocyt
e

• Effects on the tumor microenviroment

Based on a preclinical study:

• Induce apoptosis in tumor-associated macrophapes
• Reduce macrophage infiltration
• Reduce inflammatory chemokines (CCL2 and CXCLB) and VEGF



NCCN Guideline Small cell lung cancer version 4. 2025 Available from:https://www.nccn.org/guidelines/
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Tarlatamab is a BiTE® (Bispecific T-Cell Engager) Immunotherapy

• Tarlatamab binds both DLL3 on cancer cells and CD3 on T cells, leading to T-cell mediated cancer cell lysis1

• Binding creates a cytolytic synapse between T cells and cancer cells, and can activate T cells without relying on MHC I2,3

CD3, cluster of differentiation 3; DLL3, Delta-like ligand 3; Fc, fragment crystallizable; MHC I, major histocompatibility complex class I; SCLC, small cell lung cancer.

1. Owen DH, et al. J Hematol Oncol. 2019;12:61. 2. Nagorsen D, et al. Exp. Cell Res. 2011; 317:1255-1260. 3. Giffin MJ, et al. Clin Cancer Res. 2021;27:1526-1537.

CD3

DLL3 Cancer Cell Apoptosis

T-Cell Expansion

DLL3 Binding 
Domain

Effector- func
tionless Fc D
omain3

Tarlatamab

CD3 Binding D
omain

Tarlatamab Mechanism of Action1



DeLLphi-301

*Dexamethasone was administered on days 1 and 8 of cycle 1, and IV hydration was administered following all tarlatamab doses in cycle 1. †28-day cycles. ‡Once 30 patients per dose level had the opportunity
to confirm an objective response after the first post-treatment scan or up to13 weeks of follow-up, whichever occurred first.
BICR, blinded independent central review; DCR, disease control rate; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; ITT, intention-to-treat; IV, intravenous; ORR, objective
response rate; OS, overall survival; PFS, progression-free survival; Q2W, every 2 weeks; R, randomization; R/R, relapse/refractory; RECIST, Response Evaluation Criteria in Solid Tumors; SCLC, small cell lung cancer.
1. Ahn MJ, et al. N Engl J Med. 2023;389:2063-2075. 2. Ahn MJ, et al. N Engl J Med. 2023;389:2063-2075; Appendix.

Dose 

Selection‡

Part 1:
Dose Evaluation

Part 2:
Dose ExpansionKey Inclusion Criteria

• R/R SCLC
• Previous treatment with ≥ 2 lines

(including platinum-doublet)
• ECOG PS 0–1
• Measurable disease
• Treated and stable brain me

tastases allowed

Part 3: 

Reduced Inpatient 

Monitoring Period

R 
1:1

Tarlatamab 100 mg IV infusion 

(n = 88)

1 mg on Day 1, followed by 100 mg on
Days 8 and 15, and Q2W thereafter*,†

Tarlatamab 10 mg
(n = 12)

Same dosing as in Part 1

Tarlatamab 10 mg IV infusion 

(n = 88)
1 mg on Day 1, followed by 10 mg on
Days 8 and 15, and Q2W thereafter*,†

Tarlatamab 10 mg
(n = 34)

Same dosing as in Part 1

ITT analysis set

Primary Efficacy Endpoint: ORR per RECIST 1.1 by BICR
Key Secondary Endpoints: DOR, DCR, PFS per RECIST 1.1 by BICR, OS, adverse events during the treatment period

Phase 2, open-label study (NCT05060016)



DeLLphi-301

6-month PFS = 40.4%

6-month PFS = 34.1%
6-month OS = 73.4%

6-month OS = 71.4%

Median follow-up was 10.6 months for tarlatamab 10 mg and 10.3 months for tarlatamab 100 mg.
CI, confidence interval; NE, not evaluable; OS, overall survival; PFS, progression-free survival.
1. Ahn MJ, et al. N Engl J Med. 2023;389:2063-2075.

Outcome

Tarlatamab 
10 mg

(n = 100)

Tarlatamab 
100 mg
(n = 88)

Median PFS, mo
nths (95% CI) 4.9 (2.9, 6.7) 3.9 (2.6, 4.4)

Outcome

Tarlatamab 
10 mg

(n = 100)

Tarlatamab 
100 mg
(n = 88)

Median OS, m
onths (95% CI) 14.3 (10.8, NE) NE (12.4, NE)
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OS data is not yet mature; at the last follow-up

57% of patients in the tarlatamab 10 mg group

and 51% of patients in the tarlatamab 100 mg group were still alive

PFS and OS
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Summary

• 1. NSCLC
• Systematic EBUS & EUS for N2 subdivision

• EGFR, ALK, and PD-L1 : TAT

• Perioperative Tx : IO+CTx

• Adjuvant Tx : Alectinib

• CCRTx -> Osimertinib consolidation

• Advanced Tx : Exon 20ins, ROS-1, HER2, NRG1

• 2. SCLC 
• LS : Durvalumab consolidation

• ES : Atezolizumab+Lurbinectedin maintenance and Tarlatamab



감사합니다.
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