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Axl and Mer receptors are reported to have many functions including promotion of epithelial–mesenchymal

transition (EMT), resistance to anti-tumor therapy and negative regulation of the innate immune response.

Particular attention has been given to Axl/Mer receptor tyrosine kinase (RTK)’s roles in regulating macrophage

and NK cell activation as tumor cells exploit Axl/Mer signaling pathway to down regulate anti-tumor immunity,

constituting an immune checkpoint. Q701 is a highly potent, selective, orally available Axl/Mer RTK inhibitor that

can relieve immune suppression through innate immunity activation leading to T cell activation. In various

syngeneic mouse models, Q701 shows tumor regression activities by treatment of compound alone or in

combination with other treatments, while Q701 has no direct cytotoxic activity against tested cell lines. Q701

treatment also show immune activation profile in tumor leading to T cell activation. Q701 is under IND enabling

studies and a back-up program with Axl/Mer/CSF1R inhibitors is in candidate nomination stage.
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Survival and tumor growth inhibition in CT26 syngeneic model 

 Q701 has a potent Axl and Mer inhibition activities in enzyme binding assays and various cellular

assays (transfected HEK293 cells, H1299 cells, or target engineered Ba/F3 cells)

 Q701 cellular activity shows less than 20 fold shift upon addition of serum

 Q701 selectivity test against 486 kinases panel identified only 7 kinases within 10 times the Kd value of

Mer RTK
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 ADME/DMPK profile of Q701 supports potential q.d. or b.i.d dosing regimen

 Q701 shows P-gp inhibition with IC50 of 1.23 uM

 Q701 inhibits Axl auto-phosphorylation up to 24h post dosing on day 7 at 100 mg/kg q.d. in H1299

xenograft model. Phospho-Axl Y702 can be considered as a PD marker

 Q701 shows 1: 1.3 compound distribution in plasma vs. tumor

 Q701 in combination with low dose radiation shows synergistic effect in tumor growth inhibition as well as

in survival prolongation (CT26 syngeneic model in Balb/c)

 Q701 shows no adverse gross finding upon daily dosing of 100 mg/kg up to 35 days

 A better correlation of tumor volume with M2/M1 ratio or CD8+/Treg ratio upon Q701 treatment indicates

that Q701 may have triggered the immune profile changes leading to tumor growth inhibition

 Q701 treatment changes CD8+/Treg ratio, M2/M1 ratio and IFN-gamma contents in CD4+ and CD8+ T

cells

 Q701 shows additive/synergistic effect pattern in combination with anti-PD-1 or anti-PDL-1 antibody in

multiple syngeneic mouse models

 Q701 is a highly potent, selective, orally available Axl/Mer RTK inhibitor in preclinical development

 Q701 shows no direct cytotoxicity in any of the tested cell lines (data not shown)

 In various syngeneic mouse models, Q701 shows tumor growth inhibitions as mono therapy as well as in

combination with anti-PD-1 and anti-PDL-1 antibody

 Immune profiling, MOA studies and toxicology assessment are underway for IND enabling studies
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 Axl/Mer RTKs’ physiological role is to maintain immune

homeostasis after inflammatory reaction by turning off

excessively activated innate immunity. The physiological

function of Axl/Mer RTK is used as immune evasion

pathway through activation of Axl/Mer signaling by cancer

cell as well as enveloped virus.

 Axl/Mer RTK can 1) induce M2 polarization, 2) decrease of

immune activation by TLR, 3) trigger negative feedback of

T cell activation, and 4) suppress of NK cell activation.

 Therefore, the Axl/Mer RTK inhibition can be an effective

mechanism for immunotherapy against cancer through

modulation of innate immunity.
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