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MEK Inhibitor-Based Combination Strategies in Selected Molecular Subsets of Non-Small Cell
Lung Cancer (NSCLC): Rationale for the Design of Phase | Clinical Trials

Inhibition of ALK/ROS1 + MEK

The combination of ALK/ROS1 targeted therapy with MEK
inhibitors has shown promising preclinical efficacy

Design and Conduct of Early Phase NSCLC Trials

The results of this review in part contributed to the design and conduct of two
investigator initiated clinical trials at UC Davis Comprehensive Cancer Center
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* Lung cancer is the leading cause of both cancer and cancer-related
mortality in the United States. Targeting different receptor tyrosine
kinase pathways has proven to be a potent therapeutic strategy for
such cancers.

* The mitogen-activated protein kinase (MAPK or MEK) represents one
such pathway that promotes tumor growth and resistance to therapy.
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RAS-MAPK dependence underlies
a rational polytherapy strategy in
EML4-ALK-positive lung cancer.

Phase la Trial of Trametinib (MEK inhibitor) plus Ceritinib
(ALK inhibitor) in Advanced NSCLC

» Constitutive activation of MAPK
signaling induced tumor
resistance to ALKi therapy in
cancer cell lines that previously
responded to crizotinib

* Low dose trametinib was enough
to sensitize cancer cell lines to
ALKi therapy and increasing
doses of MEK inhibitor induced
greater levels of apoptosis

» The combination of ALKi therapy
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* We reported the preliminary
results of a Phase la dose
escalation trial of the ALK
inhibitor ceritinib with trametinib
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* The observed ORR of 22% was
encouraging given the heavily

inhibitors in EML4-ALK-positive
non-small-cell lung cancer cells.
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effective in inhibiting tumor
proliferation and inducing apoptosis
when combined with a MEK inhibitor
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trials of MEK inhibition-based combination therapies in oncogene-
driven NSCLC.
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pre-treated population.

Dual MET and MEK Inhibition

Preclinical data on dual MET- and MEK- inhibition has
also shown initial and encouraging evidence of efficacy

MEK Inhibitor Monotherapy

* Clinical trial results have showed that MEK inhibitor monotherapy
possessed minimal clinical efficacy and may even be more toxic
than traditional chemotherapy.

« Common side effects included rash, diarrhea, nausea, vomiting,
and fatigue.

Dual BRAF + MEK Inhibition

The combination of MEK and BRAF inhibitors appears to have more
impressive clinical results than MEK monotherapy. Common side
effects included neutropenia, anemia, and hyponatremia.

Phase | Trial of Trametinib (MEK inhibitor) plus Capmatinib
(MET inhibitor) in Advanced NSCLC

* We recently initiated a multicenter Phase |/Ib trial examining the
combination of the MET inhibitor capmatinib plus trametinib in NSCLC
patients with tumors harboring METex14 skipping mutations.

We will employ a standard 3+3 design to determine a recommended
phase 2 dose (RP2D). We will then move to a dose expansion phase to
further characterize the combination’s safety profile.

* We anticipate that the results of this trial will further inform the use of
combination targeted therapies in this specific oncogene-driven lung
cancer subtype.
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MEK inhibitors against MET-
amplified non-small cell lung cancer.
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Overall response rate was 63.2% and
median progression free survival was
9.7 months.

Dabrafenib plus trametinib in
patients with previously treated
BRAF(V600E)-mutant metastatic
NSCLC
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A randomized phase |l study of the
MEK1/MEK2 inhibitor trametinib
compared with docetaxel in KRAS-
mutant advanced NSCLC.
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Activation of KRAS Mediates
Resistance to Targeted Therapy in
MET Exon 14-mutant Non-small
Cell Lung Cancer

Genomic Status of MET Potentiates
Sensitivity to MET and MEK
Inhibition in NF1-Related Malignant
Peripheral Nerve Sheath Tumors.
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The combination of MET TKI and
trametinib had a synergistic effect
and that trametinib/crizotinib
combination therapy reduced cell
growth in mice tumor xenografts

Capmatinib/trametinib combination
therapy was effective in reducing
response variability and suppressing
tumor growth/downstream pathway
signaling in NF1-related malignant
peripheral sheath tumors.

Phase 1 Phase 1b

Level 3 (n = 3.6): Capmatinid 400 mg/BID «
Trametinid 2.0 mg PO daily
Primary
Endpoint:
RP2D

Stage IV
METexon14+
NSCLC with

Primary Endpoint:

Level 2 (n = 3.6): Capmatinid 400 mg/BID + Safety of RP2D

Trametinid 1.5 mg PO daily
Secondary

Endpoint:

Preliminary efficacy as

disease progression
on prior
MET inhibitor

RP2D/MTD
(N =15)

Secondary
Endpoints:
Safety

Level 1 (n = 3.6): Capmatinid 300 mg/BID «
Trametinid 1.5 mg PO daily

measured by ORR,
DCR, PFS, & OS

Level -1 (n =~ 3.6): Capmatinid 300 mg/BID «
Trametinid 1.0 mg PO daily





