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Abstract Effects of INCB057643 /n Vitro and /n Vivo in the WILL-2 Xenograft Efficacy and Pharmacodynamic Response to INCB057643 in a Transcriptional Analyses of INCB057643-Treated

Model of Double-Hit Diffuse Large B Cell Lymphoma Xenograft Model of Multiple Myeloma
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Efﬁcacy of INCB057643 Combined With the PI3K®d Inhibitor INCB050465 5. Female SCID mice were inoculated with 1 x 107 HEL cells in matrigel and dosed orally with INCB057643 at 3, 10, or 30 mg/kg QD or vehicle control (n = 10/group). The

%TGI with all dose groups except the 3-mg/kg QD group differed significantly from the vehicle control group (P<0.02 for each group). All doses were well tolerated.

Conclusions

Sensitivity of Hematologic Cell Lines to

In Diffuse Large B Cell Lymphoma Xenograft Models
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Cells were treated for 72 hours with 11 concentrations of INCB057643 (1 nM-5 pM). Growth was Female SCID mice were subcutaneously inoculated with (A) 1.5 x 107 WILL-2 cells in matrigel or (B) with HBL-1 tumor fragments (n = 9/group). In each 0- 0-
measurgd using the ATP assay (Promega, Madison, V\_”)’ values copverted to _|oe_rcent_|nh|b|t|on, and study, despite the lack of efficacy from either single agent alone, combining INCB050465 with a minimally active dose of INCB057643 resulted in a Acknowledgements
growth inhibitory (Glg,) values were calculated by nonlinear regression curve fitting using 4 parameter significant enhancement in efficacy; % TGI was significantly greater with the combination versus each single agent (WILL-2: P<0.0012 for each; An ex vivo LPS assay was performed on blood drawn from mice treated once orally with INCB057643 at the indicated doses to evaluate its effects on cytokine profiles using a Layout and printing support was provided by Evidence Scientific Solutions, Philadelphia,

dose-response curves (GraphPad Prism). HBL-1: P<0.007 for each). All dosing regimens were well tolerated. Luminex cytokine panel. Profiles 3 hours post-dose are shown (n = 3—4/group); asterisks indicate statistically significant differences versus the LPS treatment group. PA, funded by Incyte Corporation.
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