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Final OS results and subgroup
analysis of savolitinib in patients
with MET exon 14 skipping
mutations (METex14+) NSCLC



MET proto-oncogene

 Mesenchymal epithelial transition factor (MET) proto-oncogene
maps to the 7q31 locus of chromosome 7

 It encodes for a receptor tyrosine kinase (RTK) for HGF, also known
as scatter factor

 MET dysregulation were initially recognized as one of the secondary
mechanisms of resistance to EGFR tyrosine kinase inhibitors (TKIs)

 Subsequently, MET exon 14 skipping mutation has been reported in
3–4% of NSCLC cases

 Prevalence : sarcomatoid carcinoma (4.9–31%) > adenosquamous
(4–8%) > adenocarcinoma (3–4%) > squamous histology (2%)



Savolitinib

 Savolitinib (HMPL-504, AZD6094, volitinib) is a highly selective oral MET tyrosine
kinase inhibitor

 Has been used in various malignancies including gastric and
papillary renal cell carcinoma and NSCLC

 TATTON study : Phase Ib study, advanced EGFR-mutant NSCLC with
MET amplification  ORR of 44% (95% CI, 22–69) in the 18 patients
who received the combination of savolitinib and osimertinib

 SAVANNAH (NCT03778229)[64] and ORCHARD (NCT03944772) are
ongoing trials evaluating this combination



 As of October 31, 2019, 593 pts were pre-screened/screened, 87
identified with METex14+ and 70 treated

 ORR was 47.5% (95% CI: 34.6%, 60.7%), disease control rate 93.4% (95% CI:
84.1%, 98.2%) and median duration of response not reached

 The median progression-free survival was 6.8 months (95% CI 4.2, 13.8)
among all treated pts

 The most common (≥20%) treatment-related adverse events (TRAEs) were
peripheral edema, nausea, increased AST/ALT, vomiting and
hypoalbuminemia

 The incidence of ≥ grade 3 TRAEs was 41.4%
 TRAEs leading to treatment discontinuation occurred in 14.3% pts, among

which liver injury and hypersensitivity were most common (each 2.9%)



Background of the study

 Previous data showed a clinically meaningful overall response rate
(ORR) and manageable toxicity profile in patients with METex14–
mutated (METex14+) pulmonary sarcomatoidcarcinoma (PSC) and
other non-small cell lung cancer (NSCLC).

 Savolitinib had been approved in China for the treatment of patients with
METex14+NSCLCbased on the phase II study (NCT02897479).

 Here, authors reported the final OS results and subgroup analysis of the phase II
study.



Phase II study of savolitinib in METex14+
PSC/other  NSCLC (NCT02897479)



Demographics and Baseline
Characteristics



PFS results in FAS & subgroups (assessed
by investigators)



OS results in FAS & subgroups



Safety summary and Conclusion

With prolonged follow-up and
exposure, the incidences of AE were
similar to previously reported data



Is Messi The New Maradona???
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