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• EGFRm advanced non-small cell lung cancer (NSCLC) 

patients with co-existing de novo MET amplification 

and/or overexpression were observed to have a limited 

efficacy on first-line EGFR-TKI monotherapy1-2. 

• In primary analysis from this prospective phase II 

FLOWERS study (CTONG 2008, NCT05163249), 

osimertinib plus savolitinib as 1L treatment showed 

preliminary promising antitumor activity with a 

manageable safety profile in these patients3. 

• Here, the updated efficacy and safety results with longer 

follow-up alongside exploratory biomarker analyses are 

reported.

• FLOWERS is a phase 2, prospective, non-comparative, 

randomized trial (Figure 1).

• Patients with advanced EGFRm NSCLC harboring de novo 

MET amplification and/or overexpression were randomized 

to receive either osimertinib monotherapy (Cohort 1) or 

osimertinib plus savolitinib (Cohort 2)

• Exploratory ctDNA and acquired resistance mechanism 

analyses were conducted to characterize baseline plasma 

molecular profiles, early on-treatment molecular dynamics, 

molecular clearance at Week 4, and acquired resistance 

mechanism.

RESULTS

METHODS

CONCLUSION

• Osimertinib plus savolitinib demonstrates clinical meaningful efficacy and manageable safety with longer 

follow-up in treatment naïve patients with advanced NSCLC harboring EGFRm and concurrent de novo 

MET abnormalities. 

• These findings suggest reduction in frequency of detection of EGFR and MET resistance in dual inhibition of 

osimertinib plus savolitinib and demonstrate preliminary proof of mechanism with potent inhibition of 

resistance via the EGFR and MET pathways. These results support its potential as a 1L treatment option for 

these patients.

Figure 2. Progression-free survival

Primary endpoint Secondary endpoints Exploratory endpoints

ORR in each cohort • PFS, DoR, DCR, OS

• Safety and tolerability

• Acquired resistance mechanism

• Biomarker analysis (ctDNA clearance, 

etc.)

Efficacy

Safety
• Grade ≥3 TRAEs were reported in 17.4% (4/23) of patients 

in Cohort 1 and 61.9% (13/21) in Cohort 2. 

• The most common grade ≥3 TRAEs were blood creatine 

phosphokinase increased increased(8.7%) in Cohort 1 and  

alanine aminotransferase increased (19%) in Cohort 2. 

• No new safety signals or treatment-related deaths were 

observed.

Figure 1. FLOWERS study design

ctDNA analysis & Acquired resistance mechanisms

Figure 3. Plasma EGFRm dynamics and association with objective response

Figure 4. Pre-existing and acquired plasma variations in paired samples
• Acquired resistance mechanisms of 

Cohort 1 were similar with 

previously reported, with no novel 

mechanisms detected. 

• Acquired EGFR or MET alterations 

were observed in 52.9% and 8.3% of 

patients in  Cohort 1 and Cohort 2. 

Cohort 2 had lower rates of acquired 

MET amplification (8.3% vs. 23.5%) 

and other EGFR resistance alterations 

(0% vs. 17.6%) (Figure 4). . 

• Alterations involving canonical off-

target resistance were also 

numerically lower for Cohort 2 vs. 

Cohort 1 (16.7% vs. 52.9%), while 

there was an enrichment of unknown 

alterations in Cohort 2 (66.7% vs. 

47.1%) (Figure 4).

*

• Overall, 44 patients were randomized (Cohort 1, n=23; 

Cohort 2, n=21). As of November 13, 2025, the median 

follow-up was 24.3 months. 

• The median PFS was 11.2 months (95% CI: 6.7–24.1) in 

Cohort 1 and 22.6 months (95% CI: 10.2–28.1) in Cohort 2 

(Figure 2). The median DOR was 12.9 months (95% CI: 8.3–

NE) and 20.1 months (95% CI: 10.2–NE), respectively. 

• OS data remained immature.
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ORR by EGFRm status at baseline and Week 4

A

Sample-level maximum plasma EGFR VAF at baseline, Week 4 & PD

• At Week 4, patients with persistent ctDNA EGFRm detection had ORRs of 50% (3/6) and 100% (3/3), whereas 

those achieving ctDNA EGFRm clearance had ORRs of 67% (10/15) and 92% (11/12), respectively(Figure 3, 

B). 

B

• Maximum EGFR variant 

allele frequency (VAF) 

decreased from baseline to 

Week 4 and increased again 

at disease progression in both 

Cohorts (Figure 3, A). 

*MET overexpression: ≥ 75% of tumor cells IHC 3+. MET amplification: FISH  MET GCN of ≥ 5, or MET/CEP 7  ≥ 2,  or NGS GCN of ≥ 5

#ctDNA was analyzed using the Onco Sonar liquid biopsy assay (Genetron Health, China), a hybrid capture-based 172-genes NGS panel.
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