IPH5201, a blocking antibody targeting the CD39
Immunosuppressive pathway, unleashes immune responses E,':".}E'
In combination with cancer therapies it
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Mechanism of action
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Here, we explored the efficacy of IPH5201 in vitro and In vivo In immunocompetent human CD39 knock-in (huCD39KI) mouse model oroning depletion T cells
In combination with PD1/PDL1 immune checkpoint inhibitor. e e A s e
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(A) Human CD39KI mice were injected with mo-IPH5201 (non-depleting mousifiea Control | a-PD-L1 | a-CD39 | Combination Control | a-PD-L1 | a-CD39 Combination
version obeFlHSZO%r)] (;ro |so|a/p:T;or;roll SC)| AAIE%.PZO hours Iatt.?r, OI|s_olag]ed spleen i:ellts Complete | n| 2/10 5/10 3/10 9/10 Median Survival (days) 14 21 18 undefined
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WT=C57/BL6. KO=moCD39KO. KI=HUCD39K] mice. egression | % 20 50 30 90 Survival proportion (%) 13 33 13 67
(B) Peripheral blood concentrations of B cells (100% CD39*) and CD39* RegCD4* T (A) RMA-Rae-1B-tumor bearing huCD39KI mice were randomized on day 10 and then were treated as indicated with either anti-human CD39 Ab (i.v., mo-IPH5201, blue arrows) or isotype control Ab (grey
cells after iv injection, twice a week for 3 weeks, of mo-IPH5201 or IC Ab into arrows) and with either anti-mouse PD-L1 Ab (i.p., AB740080, orange arrows) or isotype control Ab (black arrows). Graphs show tumor growth in each individual (n=10/group) of one representative
huCD39KI mice. The analysis was performed by flow cytometry before (D0) and 26 experiment out of three.
days (D26) after first treatment. Each dot corresponds to one mouse. Bar represents (B) Survival curves of the pool of three independent experiments (n=30 /group). Log rank test, **p=0.0072, ***p<0.0001. Undefined: not calculated as more than half of the mice are still alive at the end of
mean +/-SD. N=4-5. Sidak’s multiple comparison test, non significant. the experiment.
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