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Background & objective

RTK AXL drives therapy resistance and negatively requlates innate iImmunity

Investigator sponsored phl/ll clinical trial of AXL inhibitor bemcentinib and docetaxel

AXL is a member of the TAM family of receptor tyrosine kinases that
regulate multiple cellular responses including cell survival, proliferation,
and migration. AXL expression is associated with a variety of human
cancers including NSCLC, and is predictive of poor patient overall sur-
vival. AXL is associated with epithelial-to-mesenchymal transition
(EMT) and is required to maintain invasiveness and metastasis. Impor-
tantly, AXL confers resistance to both chemotherapeutic agents as
well as EGFR tyrosine kinase inhibitors. Activation of the receptor ty-
rosine kinase AXL has a profound suppressive effect on the innate
iImmune system. AXL is overexpressed on multiple cell types in the
tumour iImmune microenvironment including dendritic cells, NK cells
and tumour-associated macrophages.

AXL signaling in innate immunity (Graham 2014):
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Bemcentinib - selective, oral small molecule inhibitor of AXL
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Bemcentinib is in phase |l development in solid tumours and heamatological malignancies:

NSCLC NCT03184571: bemcentinib + pembrolizumalb AML/MDS NCT02488408: bemcentinib single agent or + decitabine or cytarabine

NCT02922777: bemcentinib + docetaxel
NCT02424617: bemcentinib + erlotinib

Melanoma NCT02872259: bemcentinib + pembrolizumab or dabrafenib/trametinib

Bemcentinib enhances antitumor activity of docetaxel & stimulates innate immunity
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Bemcentinib enhances antitumor activity of docetaxel in NCI-H1299

human NSCLC xenograft
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Vehicle / ed subcutaneously into nude
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Docetaxel 24 2 whereas docetaxel gwk intra-

— peritoneally. Tumor volume
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Monocytes isolated from PBMCs of HVs were cultured in
the presence of 50 mg/ml M-CSF. M2s were pretreated for
2 hrs with bemcentinib then primed with 5 ng/ml IFN-g for 2
hrs followed by o/n stimulation with 100 ng/ml LPS. Super-
natants were collected and [L-10 were determined by

ELISA.

AXL inhibition by bemcentinib stimulates innate immunity
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Demographics
# Previous . Best response to
Age ECOG - Gender Ethnicity t resp
treatment regimens prior treatment
76 1 4
Hispanic
Median: | 64 Median: | 1 Median: | 3
Caucasian
51 0 1
Safety Methods
SAEs
n (%) E: 8 (67) 15
Grade 2 Grade 3 Grade 4 _ _
Blood and lymphatic system disorders Pharmacodynamic plasma protein
Felbrile neutropenia 3 1 biomarkers: Plasma protein biomark-
Gastrointestinal disorders er levels were measured using the
Constipation 1 DiscoveryMap v3.3 panel (Myriad
General disorders and administration site conditions RBM) at pre-dose and at C2D1. Bi-
i Pyrexia e 1 oinformatics analysis was carried
niections anq infestations out by Fios Genomics. Compari-
Pneumonia 1
. — . sons were performed on the
Metabolism and nutrition disorders ac 4 and sad Myriad
Hypercalcaemia . . -passed and normalised Myria
Nervous system disorders datasets.
> Sﬁ/_ncc?pe_ 1 Tumor assessments: Sum target le-
Sye |atr|cld|sorders sions were assessed as per RECIST
Confusional state 1 .
o v1.1. Scans were carried out every
Hallucination 1
Respiratory, thoracic and mediastinal disorders 6 weeks,
Acute respiratory distress syndrome 1 Adverse events: Adverse events
Pleural Eﬁlulsm 1 were assessed by CTCAE v4.03.
Pneumonitis 1
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Conclusions

The combination of bemcentinib and docetaxel is active in pts with advanced NSCLC who progressed on chemotherapy, targeted therapy as well as GPIs

This poster was presented at the 19th World Conference on Lung Cancer, Toronto, Canada (Sep 23 - 26, 2018)
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