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Extra-cellular and Intra-cellular Modulation of NAD* and Metabolites in Immune Cells ICI treatment Drives CD38 Upregulation in the Tumor Microenvironment

CD38 is a Multi-functional Enzyme and is an NADase

Inhibition of CD38 with RBN013209 affects both intra- and extra-cellular CD38

. . . MC38: colon cancer model B16-F10: melanoma model
* ADP-ribosyl cyclase that converts NAD* to ADP- activity and modulates NAD* and ADPR levels
ribOSE (ADPR) or CyCIiC ADPR (CADPR) and Vehicle treated Anti-PD-1 treated Vehicle treated Anti-PD-1 treated
NAADP Extra-cellular NAD* and ADPR levels Intra-cellular NAD* and ADPR levels
* Present in either an ecto- or endo-catalytic co- R 125,
orientation with different sub-cellular Bl ReN013209 (14 M) o W DMSO
localization x40 53" W RBN013209 (1 M)
. Q= 0
* Regulates internal and external pools of NAD* <z 307 8 & 75
. . c © e <
and its metabolites S 2 - § T g
. . . . (o 2 ®
* Drives non-canonical generation of adenosine < 8 ' mCD38 IHC staining analysis from FFPE tumors mCD38 IHC staining analysis from FFPE tumors
107 O g 25 N=5 ; anti-PD-1 treatment for ~ 2 weeks . 9 Y
* Upregulated in various disease conditions and =z ! N=4; anti-PD-1 treatment for ~ 3 weeks
associated with immune dysfunction o ol . ADPR (€1 Immune checkpoint inhibition
ADPR
* Therapeutic target for cancer, autoimmune and Anti-CD3/28 stimulated Total T cells (Day- 6 pellet) : : . g .. :
P .y 5 ’ | | - Increases in CD38 expression on tumor cells and infiltrating immune cells in MC38 colon
meta bOIlC d|sorders PBM(Cs were incubated with 50 uM NAD? for 2 hours LCMS analysis of T cell pellets obtained on day 6 of stimulation

Supernatant was analyzed via LCMS for NAD*, ADPR, and cADPR Normalized to Day O NAD* or ADPR levels in pellets cancer and B16-F10 melanoma, upon immune checkpoint (ICl) blockade inhibitor treatment
Representative of 2 donors (+/- SEM)

RBN013209 Potent and Selective Inhibitor of CD38 CD38 Inhibition Supports T cell Fitness Enabling Effector Functions RBN013209 Exhibits Antitumor Activity as Single Agent and Modulates Tumor

NAD*/ADPR

CD38 is upregulated upon T cell activation
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RBNO013209 increased NAD* in B16-F10 tumor tissue
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