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B BACKGROUND OATD-02 is orally available and promotes sustained pharmacodynamic response
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0- Although OATD-02 achieved lower plasma and tumor levels than CB-1158 at the same dose (100 mg/kg),
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*CB-1158 (INCB001158; CAS: 2095732-06-0; UNII: IFD73D535A; cmpd. nr 10 from US pat. appl. US10065974(B2)) is commercially available and was tested in house as hydrochloride salt.
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OATD-02 restores the proliferative capacity of arginase-1-incubated human CD4+ and CD8+ T cells. CD4+ and CD8+ T cells were negatively isolated from peripheral blood of healthy volunteers for Research and Development in the framework of STRATEGMED Program.
using human T cell enrichment kit (StemCell Technologies). Cells were stained with cell trace violet (CTV, Molecular Probes) and incubated with anti-CD3/CD28 beads (Dynabeads, Invitrogen) to European Euronean Union
trigger proliferation. Each cell division is associated with dilution of CTV and can be detected in flow cytometry as a separate peak moving to the left. Recombinant human arginase-1 was added to 8 Narodowe Centrum L Funds Eﬂmm Regional -
some groups at a concentration of 250 ng/ml, and OATD-02 was added at concentrations ranging from 25 to 300 nM. CD3¢ and CD3( levels were measured using fluorochrome-conjugated Badafi i Rozwoju Smart Grewth Development Fund
antibodies in flow cytometry after fixation and permeabilization of the cells. .
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