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THERAPEUTICS

BACKGROUND ALG-09394295 DEMONSTRATED IN EX VIVO HUMAN PBMC ASSAYS TARGET OCCUPANCY AND T -CELL

ALG-094295 HAS A FAVORABLE IN VITRO ADME AND TOX PROFILE

ACTIVATION

PD-1/PD-L1 antibody-based therapies have demonstrated tremendous success in the treatment of a variety of cancers.
However, these antibody drugs are associated with several disadvantages, such as weak tumor penetration, immune-related
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INCBOS6550 | ALG-094295 Concentration ALG-094295 (nM) Table 2: ALG-094295 in vitro ADME and Tox profile
Nivolumab Durvalumab INCB086550 | ALG-094295 Tar
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Biochemical IC... (nM) (n=2) (n=2) (n=3) (n=3) Figure 3: In ex vivo human PBMC assays, ALG-094295 demonstrated PD-L1 target engagement and T cell activation. A. IV PK in Preclinical Species B. PO PK in Preclinical Species
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Table 3: ALG-094295 pharmacokinetic parameters in mouse, rat, and monkey. ALG-094295 was formulated in 80% PEG400
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Figure 1: Effect of ALG-094295 vs. INCB086550 and FDA-approved PD-L1 antibodies on PD-L1 cell surface expression Dosi Dav 21
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Figure 2: ALG-094295 induces PD-L1 degradation which is reversible after treatment withdrawal. PD-L1-expressing CHO cells Tumor conc ALG-094295 (ng/g)
were incubated for 24 hours in presence of ALG-094295. Western blot analysis on total protein level PD-L1 (A) and
quantification (B) of PD-L1 degradation in response to increasing concentrations of ALG-094295 was measured via flow - 4: In vi - £ ALG-094295 in hPDLL MC38 sub del in C57BL/6-hPDLL mi L PDL1 MC38 cell
cytometry (n=4). (C) Restoration of PD-L1 protein levels after withdrawal of treatment of ALG-094295. PD-L1-expressing CHO |gur§ - Ih VIVo €efficacy o - , n , >u Q tumo.r mo et /6- , mice. _ el .
cells were incubated for 24 hours in presence of ALG-094295. After 24 hours treatment, the cells were washed daily to remove were implanted subcutaneously, and mice were dosed with vehicle or indicated compounds. Dosing started at an average TV REFERENCES
the compound out of the medium. Total level of PD-L1 was analyzed immediately after 24 hours treatment and 144 hours after of 80 mm3. PD-L1 receptor occupancy on CD45- cells (after single dose) and CD8" tumor infiltrating lymphocytes isolated 1. Koblish HK, Wu'L, Wang LS, et al. Characterization of INCB086550: A Potent and Novel Small-Molecule PD-L1
from the tumors (after the last dose) was measured 24h post dosing with flow cytometry. Inhibitor. Cancer Discov. 2022;12(6):1482-1499. doi:10.1158/2159-8290.CD-21-1156

treatment withdrawal. The total level of PD-L1 was almost completely restored 144 h after treatment withdrawal compared to
no treatment condition. Total levels of PD-L1 were quantified via flow cytometry (n=3).
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