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SUMMARY PD-L1 inhibitor induces dimerization of PD-L1 and JBI-2174 is highly efficacious in MC38/hPD-L1 syngeneic model;
competes with anti-PD-L1 blocking antibody shows sustained brain exposure

One of the primary mechanisms of immune evasion deployed

by cancer cells is up-regulation of PD-1/PD-L1 pathway. Induction of g b Competition with anti-PD-L1 antibody ; 1200 WIS EIPDLE Spgenelie e . JBI-er1p7o4§uPrleaiSr:n g[;/ SRgtram
PD-L1 expression on cancer cells is associated with inhibition of ] 1812174 . 2 1000 5 [\_‘\
Immune responses against cancer, thus permitting cancer progression E ANti-PD-L1 ab = o0 z 100
and metastasis. Activation of PD-1/PD-L1 pathway leads to apoptosis, - 100'; g " £ “00 °
Inhibition of proliferation and anergy of T-cells. Therefore, blocking this § ! e E 200 3 ——Plasma (ng/mL) ~=-Brain (ng/G)
pathway restores the proliferation and cytotoxicity of CTLs, inhibits the 5 _ § £ Y : i, - " e
function of Tregs and results in decreased T-cell apoptosis. Althougha ¢ 50; 3 40 g, 20 Time, h
number of therapeutic antibodies targeting PD-1/PD-L1 have been ! 30 < 0 L 2 o 10 15 15
developed and approved for a number of malignancies, there is still a | 20 —e—vehicle control 812174 3 mglkg QD JB1-2174, 10 mhkg, QD f , JEBl-2174: Brain to Plasma Ratio
need for potent, selective small molecule inhibitors of the PD-1/PD-L1 - _ — — ) I I ToBRET, 3 mole, BB meisobpe oo o Alerolzuma, 200 10 e
pathway. 0.03 0.10 0.30 1 0.004 9.04 0.1 1 uM O b Vehicle control C . JBI-2174: 3 mg/kg, QD d IB1-2174, 10 mg/kg ) 1.5
Rational and structure guided de novo design approaches - J,B"2174, Ant_'_PD_Ll % 30uM 10 M M 0.11M gm o E - § 1
were used to design novel small molecule PD-1/PD-L1 pathway e e g Y o 2 o
inhibitors; potency of these inhibitors was assessed in an in-vitro TR- (g) U20S cells engineered to co-express one receptor. sub.unit. fused to. Enzyme Donor (ED), and a second § - /4 E - ;/,/A ‘ N = .
FRET assay. Checkpoints signaling reporter assays as well as cell dimer partner fused.to Enzyme Acpeptor (EA). Upon dlmerlzatlon,. functlpnal enzyme hydroly;es a.substrate § O # s e e 0 . . : .
: L . to generate a chemiluminescent signal; (b) JBI-2174 competes with anti-PD-L1 blocking antibody in a dose 1 3 5 8 10 12 15 ey 1 3 5 8 10 12 15 30 mg/kg 60 mgkg
based dimerization assays were used to assess the ability of the dependent manner asiobsarved by FACS assay
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