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OUTLINE

❑1st line therapy

❑Management of acquired resistance

❑Early Stage NSCLC

❑Exon 20 mutation

❑Her-2 mutation
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MARIPOSA: STUDY DESIGN
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Yang J et al, ELCC 2025.
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MARIPOSA: OVERALL SURVIVAL
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Yang J et al, ELCC 2025.
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MARIPOSA: ADVERSE EVENTS
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Yang J et al, ELCC 2025.
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Osimertinib

osimertinib as



SECOND LINE THERAPY
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TROPION LUNG 05 STUDY
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Sands J et al, J Clin Oncol, 2025.
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TROPION LUNG 05: EFFICACY
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EGFRMT NSCLC 
Cohort

N=78 pts
RR=44%

mDOR: 7.0m
mPFS: 5.8m

Sands J et al, J Clin Oncol, 2025.
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TROPION LUNG 05: TOXICITY
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Sands J et al, J Clin Oncol, 2025.
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TROPION LUNG 05: TOXICITY

13

Sands J et al, J Clin Oncol, 2025.
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Le X et al, ELCC 2025.
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ORCHARD MODULE 10: EFFICACY
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Le X et al, ELCC 2025.
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ORCHARD MODULE 10: SALIENT TOXICITY
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Sands J et al, J Clin Oncol, 2025.



EARLY STAGE NSCLC
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Chaft J et al, ASCO 2025.

Endpoints:

• Primary: major pathological response (MPR; by blinded central pathology review)

• Secondary: event-free survival, pathological complete response, nodal downstaging and safety

Key inclusion criteria:

• Aged ≥18 years

• Histologically / cytologically 
confirmed non-squamous NSCLC

• Ex19del / L858R†

• WHO PS 0 / 1

Patients with completely resectable 
EGFRm

stage II–IIIB NSCLC*

Stratification by:

Stage II / III

Chinese‡ / other Asian 

/ non-Asian

Ex19del / L858R

Osi 80 mg QD (≥9 weeks)§¶ + 
carboplatin AUC5 or cisplatin 75 mg/m2 + 

pemetrexed 500 mg/m2 
(Q3W for 3 cycles)

Osi mono
80 mg QD (≥9 weeks)¶#

PBO QD (≥9 weeks)§¶ + 
carboplatin AUC5 or cisplatin 75 mg/m2 + 

pemetrexed 500 mg/m2 
(Q3W for 3 cycles)

N=358

R
1:1:1

Su
rg

er
y

Post-surgery
follow-up visits**

Investigator choice of 
adjuvant treatment

Sponsor-supplied adjuvant osi 
was available for eligible 
patients who completed 

surgery in all arms††

NeoADAURA
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The MPR rate was statistically significantly higher with both osi-containing regimens

CI, confidence interval; CTx, chemotherapy; EGFR, epidermal growth factor receptor; Ex19del, Exon 19 deletion; IASLC, 
International Association for the Study of Lung Cancer; mono, monotherapy; MPR, major pathological response; OR, 

odds ratio; osi, osimertinib; PBO, placebo
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OR, 19.3 (99.9% CI 1.7, 217.4); p<0.0001

Osi + CTx
(n=121)

Osi mono
(n=117)
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Chaft J et al, ASCO 2025.
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Median follow-up, months‡

osi + CTx 14.3, osi mono 18.3, 
PBO + CTx 14.3

EFS HR vs PBO + CTx

Osi + CTx: 0.50 
(99.8% CI 0.17, 1.41); p=0.0382†

Osi mono: 0.73 
(95% CI 0.40, 1.35)†

Interim EFS analysis (15% maturity)
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Planned
surgery

121 112 110 93 89 58 54 39 38 23 22 14 10 6 0Osi + CTx

117 112 110 98 94 59 59 36 34 20 18 9 7 6 0Osi mono

120 107 100 85 81 55 52 35 34 20 16 11 6 4 0PBO + CTx

Chaft J et al, ASCO 2025.



LOCALLY ADVANCED NSCLC
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Ramalingam S et al, ELCC 2025.
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Ramalingam S et al, ELCC 2025.



EGFR EXON 20 INSERTION
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HER-2 MUTATION
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ZONGERTINIB (BI 1810631): BEAMION LUNG 01

Heymach, AACR 2025; Heymach, NEJM 2025
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ZONGERTINIB IN HER2 MUTATED NSCLC

Dose: 120 mg QD PO
• Previously treated

•RR 71%

•DCR 96%

•mDOR 14.1m

•mPFS 12.4m

Heymach, AACR 2025; Heymach, NEJM 2025
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ZONGERTINIB (BI 1810631): ADVERSE EVENTS

Heymach, AACR 2025; Heymach, NEJM 2025
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ZONGERTINIB IN PATIENTS PREVIOUSLY TREATED WITH A HER2 TARGETED AGENT

• Previously treated
• Prior HER2 ADC

•RR 48%

•DCR 97%

• Prior T-DXd 
• RR 41%

Heymach, AACR 2025; Heymach, NEJM 2025
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CONCLUSIONS

▪ Combination therapy is an option for 1st line treatment of EGFR mt 
NSCLC

▪ Individualize based on brain metastasis, patient preference and co-
mutation status

▪ Datopotamab is a new option for patients with acquired resistance

▪ Sunvozertinib is approved for EGFR exon 20 insertion mutation

▪ Zongertinib is effective for HER2 mutated NSCLC

34


	Slide 1: Targeting egfr: what is new?
	Slide 2: Disclosures
	Slide 3: outline
	Slide 4
	Slide 5: MARIPOSA: STUDY DESIGN
	Slide 6: Mariposa: overall survival
	Slide 7: Mariposa: adverse events
	Slide 8
	Slide 9: Second line therapy
	Slide 10: Tropion lung 05 STUDY
	Slide 11: Tropion lung 05: efficacy
	Slide 12: Tropion lung 05: toxicity
	Slide 13: Tropion lung 05: toxicity
	Slide 14
	Slide 15: Orchard module 10: Efficacy
	Slide 16: Orchard module 10: salient toxicity
	Slide 17: Early stage nsclc
	Slide 18
	Slide 19
	Slide 20
	Slide 21: Locally advanced nsclc
	Slide 22
	Slide 23
	Slide 24
	Slide 25: EGFR Exon 20 Insertion
	Slide 26
	Slide 27
	Slide 28
	Slide 29: Her-2 mutation
	Slide 30: Zongertinib (BI 1810631): Beamion Lung 01
	Slide 31: Zongertinib in HER2 mutated NSCLC
	Slide 32: Zongertinib (BI 1810631): Adverse events
	Slide 33: Zongertinib in patients previously treated with a HEr2 targeted agent
	Slide 34: conclusions

