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Combination Therapy



Primary Endpoint: Progression-Free Survival 



Upfront combination therapy improves PFS

FLAURA2: 
Osimertinib + Platinum Doublet vs Osimertinib

Median PFS 16.7 → 25.5 months
HR 0.62; 95% CI, 0.49 to 0.79

Median PFS 16.6 → 23.7 months
HR  0.70; 95% CI, 0.58 to 0.85

MARIPOSA:
Amivantamab + Lazertinib vs Osimertinib

But the potential benefit is not the same for all patients. 
What does it mean to have “higher-risk” EGFR lung cancer?



FLAURA2 Subgroup Analysis

Without Brain Metastases

With Brain Metastases

Plasma EGFR Undetectable

Plasma EGFR Detectable EGFR L858R

EGFR Exon 19 Deletions

13.8 → 24.9 months

21→ 27.6 months

13.9 → 24.8 months

30.3 → 33.3 months

13.9 → 24.7 months

19.4 → 27.9 months

Planchard et al. N Engl J Med. 2023;389(21):1935-1948; Janne, AACR 2024

TP53 Wild Type

NR → NR

TP53 Mutated

27.6 → 27.6, HR 0.57



MARIPOSA Subgroup Analysis

Without Brain Metastases

With Brain Metastases

Plasma EGFR Undetectable

Plasma EGFR Detectable EGFR L858R

EGFR Exon 19 Deletions

13 → 18.3 months

19.9 → 27.5 months

14.8 → 20.3 months

21.9 → 27.7 months

TP53 Mutated

Cho et al. ESMO 2023. LBA14; Felip et al ASCO 2024; Cho et al NEJM 2024

TP53 Wild Type

14.8 → 18.4 mon
ths

18.5 → NE months

12.9 → 18.2 months

19.9 → 22.1 months



Overall survival

Crossover allowed→초기에 intensified tx 생존에 이익
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Primary analysis: Progression-free survival (FLAURA2)

Osi +Chemo combination 을 해도 2년 후 43% PD

43% PD59% PD

Osimertinib

Combination



• Orchard Trial: 174 patients had tumor tissue biomar
ker status available by central testing

• MET amplification was the most prevalent resistance 
mechanism (42/174, 24%)

• AKT / PTEN / PIK3CA mutations were found in 
19/174 (11%) tissue samples

• BRAF fusions were found in 9/174 (5%) tissue sampl
es 

• Other potentially targetable genetic alterations 
were rare

Resistance mechanism to 1L osimertinib
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EGFR
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ERBB2 mutation (<1%)

RAS mutation (<1%)

Other alterations (<1%)

No alteration

(34%)

BRAF alteration

(6%)

ERBB2 alteration

(2%)

BRAF V600E mutation (<1%)

ALK fusion (2%)

FGFR1/2/3 fusion (2%)

RET fusion (<1%)

ERBB2 amplification (2%)

EGFR

amplification

(36%)

BRAF fusion + EGFR

amplification (3%)

Okamoto, Japan Lung Cancer Society, 2022.
Riess J, 2023 Texas Lung Conference, 2023.
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Mechanism of post-osimertinib resistance



Third-generation EGFR-TKI resistance

Zhou Q et al. Lancet Reg Health West Pac. 2024 Dec 11;53:101260.

Mechanism of resistance to osimertinib. 

MET

C797S C797S

MET

1L 2L



Acquired mechanisms of resistance to 
osimertinib and osimertinib plus chemotherapy 
(FLAURA 2 study)

On-target mutation ↓







Two primary strategy for managing 
EGFR TKI resistance

Resistance Matched strategy “ All-Comer” 2L Strategy 

+ Personalized, may offer higher ORR/favorable toxicity + Rapid initiation, No waiting for genomic IHC

- Delay In Rx to permit resistance testing + TKI backbone may not be needed

- Biopsy/NGS required + Biopsy/NGS not required

- TKI backbone typically required post-progression - Best ORR far fall short of matched targeted therapy, 
but long DOR.

- May miss the tumor heterogeneity - Higher off target toxicity

Ex) Met inhibitors, C797S Inhibitors Ex) BiAb (Amivantamab, Ivonescimab)
ADC (Dato-DXD, Sac-TMT)



PBC: Platinum-based chemotherapy

bispecific Ab :PD-1/VEGF



Peled et al. ESMO open 2025

The COMPEL study explored whether osimertinib + chemo improves outcomes vs placebo + chemo
in patients with EGFRm advanced NSCLC following non-CNS progression on 1L osimertinib
• Primary endpoint: PFS (investigator-assessed) 
• Secondary endpoints: CNS PFS





\

New brain meta 가 생기는 경우-
Osi 유지 brain meta 늦춤

Osi+Chemo vs chemo 
mPFS:  8.4 vs 4.4 months



Osi+ Chemo : Chemo 
mOS 15.9 mon vs 9.8 mon

PFS. OS 이득
Brain meta 억제



Passaro et al. 2024

Ami +Chemo ≒ Ami + Laz+ Chemo>> Chemo



Treatment-emergent adverse events





MARIPOSA-2 CHRYSALIS-2 (Cohort A)

Chemo
(n=263)

Chemo+Ami
(n=131)

Chemo+Ami+Laz
(n=263)

Ami+Laz
(n=162)

Prior therapy Osimertinib monotherapy Osimertinib+ chemotx

ORR % (95% CI) 36 (30-42) 64 (55-72) 63 (57-69) 35 (27-42), BICR

PFS, mo (BICR) 4.2 (4.0-4.4) 6.3 (5.6-8.4) 8.3 (6.8-9.1) 4.5 (4.1-5.8)

PFS, mo (investigator) 4.2 (4.0-4.5) 8.2 (6.8-10.9) 8.3 (7.1-9.9) --

PFS HR (BICR) 0.48 (0.36-0.64) Ami+chemo vs chemo --

IC-PFS, mos 8.3 (7.3-11.3) 12.5 (10.8-NE) 12.8 (11.1-14.3) IC RR 28% (retrospective)

OS, mos HR 0.73 (0.54-0.99) Ami+ chemo vs chemo, 2nd interim 14.8 (12.2-18.0)

Passaro et al. Ann Oncol 2024;35(1):77    Popat et al. LBA54 ESMO 2024   Besse et al JTO 2025

Second line regimens after Osimertinib +/- Chemotherapy





MET Amplification





Shi et al. Signal Transduction and Targeted Therapy 2025

TP53 mutation (69.8%, 104/149) and MET amplification (30.9%, 46/149) were the most frequent 
bypass signaling activation and downstream pathway activation



Osimertinib+MET TKI 
(SACHI and SAVANNAH)

Phase 3 Phase 2



• 68 Chinese hospitals (106 VS 105 pts)

• Metastatic EGFR mutation-positive NSCLC &MET amplification after first-line EGFR TKI failure.

(1st, 2nd, 3rd generation) 

• MET amplification defined as either 
• (a) MET copy number ≥5 or MET to CEP7 ratio ≥2 after disease progression on previous EGFR TKI therapy, 

• (b) MET copy number ≥10 for those with previous third-generation EGFR TKI therapy, 

• FISH using the AmoyDx c-Met Gene Amplification Analysis Kit 

(3세대 TKI 사용시 더 높은 Copy number 여야 driver mutation 으로 가정, passenger target 감별).

Lancet 2026; 407: 375–87



SACHI : Osi/Savolitinib vs Platinum Doublet



SAVANNAH : Osi/Savolitinib vs 
Savolitinib/Placebo



Lancet Oncol 2024; 

• MET amplification (FISH) or  liquid biopsy

• ORR : 50.0% 

• PFS : 5.6 months

• DOR : 8.5 months



• Telisotuzumab vedotin (Teliso-V, ADC): c-Met mAb + monomethyl auristatin E 
(microtubule inhibitor)

• c-Met protein overexpression : 25% of tumor cells with membrane staining 

• Teliso-V +osimertinib in pts with metastatic EGFR-mutated & c-Met protein-
overexpressing NSCLC after progression on osimertinib

• 1.6 mg/kg Q2W or 1.9 mg/kg Q2W

• ORR : 50% 

• PFS : 7.4 months

• TEAEs : peripheral sensory neuropathy(50%), peripheral edema(32%), nausea (24%)

• Grade3/4 TEAEs: anemia (11%), pulmonary embolism(8%)
2025 Annals of Oncol



Efficacy 



2년

ORR : 50% 



Safety



Post-Osimertinib Therapies With MET as a Target

1. Sequist LV et al. Lancet Oncol. 2020;21:373-386. 2. Cho BC et al. ASCO 2021. Abstract 9006. 3. Shu CA et al. ASCO 2022. 4. Goldman JW et al. ASCO 2022. Abstract 9013. 

Amivantanab

+ Lazertinib 

(N = 45)1

Amivantanab + Lazerti

nib  Chemotherapy

(N = 162)2

Osimertinib 

+ Savolitinib 

(N = 69)3

Teliso-V 

+ Osimertinib 

(N = 25)4

Tepotinib

+ Osimertinib

Study CHRYSALIS CHRYSALIS-2 SACHI/SAVANNAH M14-237 INSIGHT2 (Ph2)

Target EGFR/MET EGFR/MET EGFR/MET MET MET 

ORR, % 36 33 30 58 50

Median DOR, m

o
9.6 9.6 7.9 Not reported 8.5

Median PFS, m

o
4.9 5.1 8.3 7.4 5.6

Grade >3 TRAE

, %
16 38 57 32 34

42



Antibody-drug conjugate
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ADCs are being evaluated in Phase III trials in patients with EGFRm mNSCLC 
and actionable genomic alterations

Examples of ADCs in Phase III trials for treatment of EGFRm mNSCLC

Other ongoing Phase III trials include both patients with and without actionable genomic alterations: 
TROPION-Lung01 (Dato-DXd), TeliMET NSCLC-01 (telisotuzumab vedotin), EVOKE-01 (SG), EVOKE-03 (SG), SGNB6A-002 (SGN-B6A)

Sacituzumab tirumotecan
(SKB264)1–4

Target antigen: 
TROP2 

Payload: T030
(topoisomerase I inhibitor)

Linker: CL2A 
(pH cleavable)

DAR: ≈7–8:1

Ongoing Phase III trials in 
EGFRm mNSCLC:

NCT05870319
MK-2870-009
MK-2870-004

Datopotamab deruxtecan
(Dato-DXd)5–8

Target antigen: 
TROP2

Payload: DXd 
(topoisomerase I inhibitor)

Linker: GGFG tetrapeptide 
(enzymatically cleavable )

DAR: ≈4:1

Ongoing Phase III trials in 
EGFRm mNSCLC:
TROPION-Lung14
TROPION-Lung15

Izalontamab brengitecan
(BL-B01D1)9,10

Target antigens: 
HER3 and EGFR

Payload: Ed-04 
(topoisomerase I inhibitor)

Linker: N/D 
(enzymatically cleavable)

DAR: ≈8:1 

Ongoing Phase III trials in 
EGFRm mNSCLC:

BL-B01D1-301

Patritumab deruxtecan 
(HER3-DXd)6,11,12

Target antigen: 
HER3

Payload: DXd 
(topoisomerase I inhibitor)

Linker: GGFG tetrapeptide 
(enzymatically cleavable)

DAR: ≈8:1

Ongoing Phase III trials in 
EGFRm mNSCLC:

HERTHENA-Lung02:  실패



EGFR cellular pathway and purpose, and receptors with ADCs in development against EGFR-mutated NSCLC.

1.Target-independent cytotoxicity
2.Eradicating EGFR-TKI-DTPs

TROP2 표적에
항체 결합
세포막을 통한
internalization

•Lysosomal cleavage → payload release

•DNA 손상·세포사멸



TROP2 : epithelial cell 표면에 존재하는 당단백질, 암세포에 과발현 (80-90%) 
정상 조직에는 낮게 발현(피부, 각막, 타액선 존재), 기능 : 세포간 접착 및 신호 전달 역할









Docetaxel better

50

This investigational agent is not approved for use. No TROP2-directed agents are licensed for NSCLC.
aRegardless of histology. BICR, blinded independent central review; Dato-DXd, datopotamab deruxtecan; TROP2, trophoblast cell surface antigen 2
1. Ahn M-J, et al. Ann Oncol 2023;34(Suppl. 4):S1665–S1666 (Abstract LBA12; oral presentation at ESMO 2023); 2. Girard N, et al. Poster 59P presented at ELCC 2024

PFS in key subgroups1

Events, n HR

Dato-DXd Docetaxel

Age at random
isation

<65 years 118/162 115/155 0.67

≥65 years 95/137 103/150 0.83

Sex
Male 136/183 158/210 0.79

Female 77/116 60/95 0.71

Race
Asian 76/119 82/120 0.77

Non-Asian 131/172 129/177 0.76

Smoking status
Never 36/61 33/52 0.67

Former/cur
rent

177/238 184/251 0.77

Brain metastasi
s 
at baseline

With 33/50 31/47 0.64

Without 180/249 187/258 0.76

Histology

Non-squa
mous

156/229 168/232 0.63

Squamous 57/70 50/73 1.38

Actionable gen
omic alteration
sa

Absent 189/252 184/255 0.84

Present 24/47 34/50 0.38

2.521.510.50

HR

Pre-planned subgroup

analysis in patients with NSQ histology2
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PFS by BICR – NSQ population

Dato-DXd better

Activity of Dato-DXd was primarily driven by patients with NSQ histology1







Efficacy : ORR 36%, EGFR ORR 44%(n=78) CR=4 Sands et al, J Clin Oncol 2025

mPFS 5.4 m

mOS 13.6m

Datopotamab deruxtecan (Dato-DXd) in patients with pretreated 
advanced/metastatic NSCLC ( 6mg/kg, every 3 weeks)
AGAs: EGFR, ALK, ROS1, NTRK, BRAF, MET exon 14 skipping

CR=4 



Efficacy

Efficacy : ORR 36%, EGFR ORR 44%(n=78)
DCR : 78.8%

DOR : 7 months 
PR,SD 반응지속시간이 길다



Safety

The most common TRAE :stomatitis 56%
ILD 3.6%

Low incidence of hematologic or treatment related grade ≥3 toxicities
TROP2 정상 조직 :피부, 각막, 타액선 존재





mPFS 9.5 mon, 11.7 months



• TROP2 :82% of patients with 
EGFR-mutant NSCLC

• Sac-TMT -TROP2-targeted 
ADC with linker that delivers 
a belotecan-derived topo I 
inhibitor to tumor cells.

• showing enhanced uptake 
and internalization in EGFR-
mutant and TKI-resistant 
models in preclinical studies

OptiTROP-Lung04 study 

§ 중국 Kelun biotech- 머크 (MSD) 합작 (Keytruda + Sac-TMT 임상도 진행 중)



Patient characteristic



Efficacy 

PFS 8.3 mon vs 4.3 months (cf. Dato-Dxd ORR 5.4 mon) 
OS NR vs 17.4 months
ORR 60.6% vs 43.1% (cf. Dato-Dxd ORR 44%) 

Sac-TMT is better than Chemotx



Hematologic toxicity, alopecia, stomatitis
TROP2 : epithelial cell 표면에 존재하는 당단백질





















Bispecific antibody
- Ivonescimab





Ivonescimab

Summit therapeutics homepage 

https://smmttx.com/ivonescimab-smt112/ivonescimab-overview/default.aspx

Synergistic activity of increasing T-
cells → antitumor effect



Ivonescimab

T cell

Cancer



https://smmttx.com/ivonescimab-smt112/ivonescimab-overview/default.aspx



































Osimertinib or lazertinib

Osimertinib + Platinum Doublet

Amivantamab + Lazertinib

Amivantamab + Platinum Doublet

Platinum Doublet +/- Osimertinib

Dato-DXd +/- Osimertinib
Sac-TMT

Docetaxel

Ivonescimab + Platinum Doublet

ADC Therapy

Single Agent Chemo

Platinum Doublet

Amivantamab Lazertinib?

Docetaxel

Dato-DXd?

Amivantamab Combinations?

Platinum Doublet +/- EGFR TKI

HER3-DXd or Dato-DXd

Ivonescimab + Platinum Doublet

Docetaxel

Docetaxel

ADC Therapy?

FIRST-LINE FLAURA

FIRST-LINE FLAURA2

FIRST-LINE MARIPOSA

SECOND-LINE

SECOND-LINE

SECOND-LINE

THIRD-LINE

THIRD-LINE

THIRD-LINE

And +/- resistance-matched therapies 

And +/- resistance-matched therapies 

2L Therapy EGFRm NSCLC

Savolitinib + Osi

Osimertinib + Dato-DXd (TROPIAN-lung14)

FIRST-LINE TROPIAN-lung14



05 8.3 m

ORR ~60% vs 대조군 ~40%
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