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MET amplification occurs in 1%–5% of 

treatment naïve NSCLC and is now 

recognized as a druggable driver following the 

KUNPENG trial, in which vebreltinib achieved 

an ORR of 51.8% and mPFS of 8.3 months in 

treatment naïve patients, leading to its 

conditional approval in June 2025 as the first 

MET TKI for this indication. The optimal 1st 

line strategy for patients with concurrent MET 

amplification and high PD-L1 expression 

remains unclear. We report four cases of 

treatment naïve MET amplified NSCLC with 

PD-L1 high expression who received different 

1st line sequencing strategies.

We present a series of four advanced NSCLC 

cases harboring concurrent MET amplification​ 

and high PD-L1 expression​, highlighting the 

therapeutic dilemma between targeted therapy 

and immunotherapy.

De novo MET amplification frequently co-occurs 

with high PD-L1 expression​ and predominates in 

male smokers. Patients derive clinical benefit 

from either immunotherapy or targeted therapy; 

Further investigations are warranted to optimize 

first-line therapeutic strategies​ in this patient 

population.

Case 1:67-year-old male, heavy smoker. He presented in June 2024 with cough and shortness of breath, and a CT scan revealed a large mass in 

the left upper lobe measuring 8.8cm. Biopsy confirmed lung adenocarcinoma. Diagnosed cT4N3M1c(Stage IVB)​ with malignant pleural effusion, 

axillary lymph node, and rib metastases. IHC showed MET overexpression ( 90%, 3+) and high PD-L1 expression (TPS 95%). NGS revealed MET 

copy number gain (CN 6.17), and FISH confirmed clustered amplification. The first line savolitinib ​ started in July 12, 2024. And achieved a partial 

response with manageable Grade 1 edema, PFS was 10 months(Fig1). At progression in May 2025, a re-biopsy was performed. While MET IHC 

remained high (95%, 3+) and PD-L1 was 95%, NGS revealed the MET D1228N resistance mutation​ along with increased copy number (CN 

9.19).He received second-line pembrolizumab; however, the patient derived no benefit from immunotherapy. 

Fig1:Case 1 radiological evaluations

Case2: 65-year-old male, heavy smoker ,Biopsy in January 2022 confirmed adenocarcinoma. Diagnosed Stage IVB disease with metastases to the 

bone, adrenal gland, and retroperitoneal nodes. Biomarkers showed PD-L1 TPS 85% and MET clustered amplification by FISH and CN 3.2 by NGS. 

The first-line chemo-immunotherapy with sintilizumab, nab-paclitaxel, and carboplatin, achieving a PR with a PFS of 8 months. He progressed with 

new brain metastases. For second-line treatment, he was started on savolitinib ​ combined with radiosurgery for the brain lesions. Response is PR, 

but discontinuation of the TKI due to interstitial lung disease (ILD)​, and PFS was 6m(Fig2).

Fig2:Case 2 radiological evaluations

Case 3: 72-year-old male. ever smoker. CT showed a left lower lobe mass with extensive nodal involvement and pleural effusion in June 2023. 

Biopsy confirmed adenocarcinoma. Biomarkers revealed high PD-L1 (85%), MET clustered amplification by FISH and CN 3.0 by NGS. The first-line 

treatment is savolitinib. best response is PR with PFS 6m.He received pemetrexed, carboplatin, and pembrolizumab for 2nd line therapy, achieving 

a durable PR till now more than 2 years .

Case 4: 65-year-old male, heavy smoker. who presented in February 2023 with dyspnea and an incidental lung mass. PET-CT revealed a left 

apical lesion with extensive spread, including brain metastases. Biopsy confirmed adenocarcinoma. Biomarkers showed high PD-L1 (95%) and 

MET IHC (95%, 3+), with NGS revealing MET CN 3.8 and MET cluster amplification by FISH. He received 1st line pemetrexed, carboplatin, and 

sintilimab ​ for six cycles and then maintenance with pemetrexed+sintilimab achieving PR with PFS for 14 months. No subsequent anti-tumor therapy 

was pursued​ after progression.

DISCUSSION AND CONCLUSION

2024.6.26 baseline                                           2024.8.5 Savolitinib  PR                                       2024.9.2  confirmed PR                                  2024.12.2                   2025.2.17                                                  2025.5.19 PD with Savolitnib 2025.6.23 PD  with TKI  and 2nd 
line ,Pembrolizumab

2022.12.29 baseline                             2023.3.13 CT+immune  PR               2023.4.25  confirmed PR                             2023.9.1                                           2024.1.10                                                  2024.1.22                                                       2024.2.28  2024.3.30  

2022.12.28 Brain MRI  baseline              2023.9.1 PD with brain                                    2024.1.19              2024.4.28
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