Amethyst NSCLC Trial: Phase 2 Study of MGCD265 in Patients with Advanced or Metastatic NSCLC
with Activating Genetic Alterations in MET
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BACKGROUND

METHODS

This non-expressed region encodes the Y1003 CBL ubiquitin
		 ligase regulatory binding site that is required for CBL-dependent
		 MET degradation and signal attenuation

KEY EXCLUSION CRITERIA:

• Prior treatment with a small molecule or antibody inhibitor of MET or HGF

A: MET mut (tissue)
Initial n=10
B: MET amp (tissue)
Initial n=10
C: MET mut (ctDNA)
Initial n=10

• Prior positive test for EGFR mutation or ALK gene rearrangement
Continuous
Reassessment:
Up to 45 Patients
Per Arm

Expansion
n~55
Expansion
n~55

D: MET amp (ctDNA)
Initial n=10

MGCD265

• Glesatinib is a potent, orally
available, small molecule RTK
inhibitor of mutant and wild type
forms of MET and Axl, both of
which mediate signals for cell
growth, survival, and migration
• Glesatinib is a Type II kinase
inhibitor that can bind to the
inactive DFG-out conformation
enabling inhibition of MET activation loop mutations recently implicated in
resistance to Type I MET inhibitors; inhibits
Wild-type species, which typically occur with amplifications
Mutant species, including
Exon 14 skipping mutants

			
Activation loop mutants, which may be a resistance
				 mechanism to other MET inhibitors
• Recent modeling reveals that glesatinib may flexibly adopt either a Type I
or Type II inhibitor conformation potentially resulting in an even broader
spectrum of activity against known MET mutations
• Glesatinib has induced confirmed tumor responses in patients with METaltered NSCLC treated with glesatinib in the Phase 1 setting2

Glesatinib 60 mg/kg @ ~1000mm3
Glesatinib 60 mg/kg @ ~400mm3

Days

Gastric Cancer PDX Model with METex14del gene and MET Amplification

STUDY OBJECTIVES
PRIMARY OBJECTIVE:

• To determine the tumor response to glesatinib in selected
patient populations

DOSING REGIMEN AND ASSESSMENTS:

• Disease assessments using RECIST v1.1
• Sparse PK sampling after single and repeated dosing to assess the population
PK/PD of glesatinib in the selected population
• Amethyst NSCLC is a global, open-label, parallel arm, Phase 2 trial evaluating
the tumor response to glesatinib in patients with locally advanced, or
metastatic NSCLC exhibiting an activating genetic alteration of MET

Vehicle

• Unstable angina pectoris, congestive heart failure of NYHA Class ≥ 3,
or QTc > 480 msec

• Routine safety assessments performed throughout the study

Days

Hs746t

• Symptomatic or uncontrolled brain metastases

• Patients receive oral glesatinib twice daily (BID) in cycles of 21 days

Lung Adenocarcinoma PDX Models with METex14del gene and increased MET
Copy Number

MGCD265 (Glesatinib) Target Profile
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Absence of this receptor
domain results in sustained
MET signaling, which has
been implicated as an
oncogenic driver in a
subset of NSCLC
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Genetic Pre-Screening

• Various mutations located at or near the exon 14 splice site of the MET gene
(METex14del) result in exon 14 skipping

Anti-Tumor Activity in Xenograft Models

Tumor Volume mm3

• Genetic alterations in MET, including mutations and/or gene amplification,
occur in approximately 7% of NSCLC and function as oncogenic drivers that
promote cancer development and progression1

Amethyst NSCLC Study Design

• In xenograft models of NSCLC where METex14del and MET amplification
are putative oncogenic drivers, glesatinib induces robust tumor regression

Tumor Volume mm3

• MET is a receptor tyrosine kinase for hepatocyte growth factor (HGF)
and activates cellular signalling pathways that are important for tissue
homeostasis

• This Phase 2 parallel-arm study will be conducted in four cohorts
of patients having genetic tumor alterations activating MET:
mutations in tissue		
mutations in ctDNA 		

amplification in tissue								
amplification in ctDNA

• Qualifying genetic mutations include those that result in exon 14 skipping
(eg, splice site mutations including c3028G>C, c3028+1G>A, etc, indels
flanking the 5’ or 3’ splice site of exon 14, indels resulting in loss of Y1003)
or MET activation (eg, D1228H, Y1230C, M1250T)
• MET focal amplification >10 copies or >5:1 MET to CEP7 ratio by FISH
or >8 copies by NGS.		
• The primary endpoint is Objective Response Rate (ORR) in accordance with
RECIST v1.1

• ctDNA collection at key time points throughout study

SUMMARY
• Glesatinib is a potent and selective inhibitor of MET
• Glesatinib’s unique binding mode resulting in inhibition of wild-type and a
broad range of mutant MET species may be clinically advantageous
• The Amethyst NSCLC trial
evaluates the activity of glesatinib in patients with NSCLC
		 with genetic alterations in MET
provides clinical trial evidence for the potential use of ctDNA
		 in patient selection
• Enrollment began in April 2016 and is ongoing in the United States,
Canada, South Korea, Taiwan, Australia, Hungary, Poland and Italy

• A Bayesian Predictive Probability Design is applied independently
to each cohort of up to 45 patients, assuming p0=0.20 and p1=0.40
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• To evaluate the safety and tolerability of glesatinib in selected populations

KEY INCLUSION CRITERIA:

• To evaluate secondary efficacy endpoints with glesatinib treatment in
selected populations

• Histologically-confirmed NSCLC with metastatic or unresectable,
locally advanced disease
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• To assess correlation between selected tumor gene alterations
using different analytical techniques in tumor tissue and ctDNA

• Receipt of at least one prior platinum-containing chemotherapy regimen
in the advanced disease setting

• To assess change in genetic alteration status in ctDNA with
glesatinib treatment over time in selected populations

• Genetic MET alteration in tumor tissue or blood
• ECOG performance status 0, 1, or 2
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• To assess the population PK/PD of glesatinib in the selected population

• Adequate bone marrow and organ function

Study Trial Information: www.mirati.com

SECONDARY OBJECTIVES:
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