
Final overall survival data and ctDNA data for savolitinib and durvalumab in advanced papillary renal cancer: CALYPSO.
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Papillary renal cancer
● Advanced papillary renal cancer (PRC) is a 

disease with a poor prognosis and relatively few 
treatment options

● WHO (2022) formally abandoned subtyping.

● DNA alterations to mesenchymal epithelial 
transition receptors (METs) occur in 
approximately 30% of patients with PRC

● The immune checkpoint inhibitor , multitargeted 
VEGF TKI & Preclinical data suggest a 
potentially positive interaction between MET and 
PD-L1 inhibition

MET signalling: principles and functions in development, organ regeneration and cancer, Livio Trusolino et al.





WHO 2022 classification:

PRCC is defined as a malignant 
neoplasm exhibiting papillary or 
tubulopapillary growth patterns 
without specific features of other RCCs 
with papillary morphology

PRCC tumors are typically reactive for 
PAX8, AE1/AE3, Cam5.2, CD10, 
vimentin, AMACR, and CK7, while 
they are negative for CD117 (KIT). 

AMACR and CK7 are the most 
valuable IHC markers to differentiate 
PRCC from other renal tumor types.

MET signalling: principles and functions in development, organ regeneration and cancer, Livio Trusolino et al.

CCPRCT: clear cell papillary renal cell tumor, MA: metanephric adenoma, PRNRP papillary renal neoplasm of reverse polarity



MET Receptor Activation Cascade

1. Ligand Binding

Hepatocyte Growth Factor (HGF), Receptor dimerization.

2. Kinase Activation via Autophosphorylation

Cross-phosphorylation (trans-phosphorylation) of two key 

tyrosine residues in the activation loop of the kinase domain: 

Tyr1234, Tyr1235 (turns on the kinase activity of MET).

3. Docking Site Formation for Signal Transduction

Two additional tyrosine residues in the C-terminal tail get 

phosphorylated: Tyr1349, Tyr1356: Activates Grb2, Gab1, PI3K, 

PLCγ, SHC, STAT3.

RAS-MAPK, PI3K-AKT, STAT, and SRC signaling cascades. 

Cell proliferation, migration, invasion, and survival.



MET inhibitors

Feature Savolitinib Cabozantinib

Class Type I highly selective MET inhibitor Type II multi-kinase inhibitor

Binding Site ATP-binding pocket (active conformation)
ATP pocket + adjacent hydrophobic 
pocket (inactive conformation)

Specificity Highly MET-selective
Inhibits MET, VEGFR2, AXL, RET, 
KIT

Downstream Inhibition
Inhibits MET autophosphorylation → blocks 
PI3K, MAPK, STAT pathways

Same for MET, but also blocks 
angiogenesis via VEGFR

Clinical Implication
Ideal in biomarker-selected 
(MET-mutated/amplified) tumors

Broad use, including unselected pRCC 
and VEGF-reliant tumors

Trial Use SAVOIR, CALYPSO, SAMETA PAPMET, CheckMate 9ER 



CALYPSO: Phase II study investigating savolitinib in combination with durvalumab in advanced papillary renal cancer. <br /><br />Papillary (PRC) cohort:
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Endpoint Overall Cohort

Confirmed RR
29% (did not meet primary 

endpoint)

Median PFS 4.9 months

Median OS 14.1 months

1-year OS rate 54.3%

Duration of Response 9.4 months

Safety Outcomes:
•Treatment-related adverse events (TRAEs): 83%
•Grade ≥3 TRAEs: 41%
•Most common toxicities: nausea, edema, fatigue, vomiting
•Serious AEs (SAEs): 39%
•One grade 5 TRAE (cerebral infarction)

MET-driven subgroup

53%

12.0 months

27.4 months

70.6%

11.5 months



ctDNA analysis<br />methods
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Baseline profiling — FoundationOne CDx

● FDA-approved, tissue-based NGS assay interrogating the full coding region of 324 cancer genes plus 

genomic signatures (TMB, MSI)

● Detects all clinically actionable MET events

● Variant reported with exact genomic coordinates and quantitative VAF (tumour’s molecular fingerprint) 

Personalised surveillance — FoundationOne Tracker

● Builds a custom hybrid-capture panel using the MET and co-alterations identified by F1CDx (≥300-gene 

template) to track patient-specific variants (PSVs) in plasma

● Ultra-sensitive ctDNA detection 

● Longitudinal quantification of tumour burden and early identification of resistance before radiographic 

progression 
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Results: ctDNA status according to best response
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SAMETA: An open-label, three-arm, multicenter, phase III study of savolitinib + durvalumab versus sunitinib and durvalumab monotherapy in patients with MET-driven, unresectable, 
locally advanced/metastatic papillary renal cell carcinoma (PRCC)
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MET driven PRCC trials



MET driven PRCC trials



MET driven PRCC trials

• Papmet 2: (phase 2): 
cabozantinib 
atezolizumab 

• Paxipem (French 
study) axitinib + 
pembrolizumab

• Zenzilitinib with 
nivolumab





Conclusions
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