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In the last report we mentioned that (a) we are working on a combination therapy involving PAK4-NAMPT dual
inhibitor in pancreatic neuroendocrine tumors and (b) we secured a grant from National Cancer Institute and
National Institute of Health.
Progress: Substantial amount of new and clinically relevant data was generated using SKY foundation Inc.
funds. We published several articles and acknowledged SKY Foundations Inc. in these papers.
Detailed report: I would like to thank the SKY Foundation for generously supporting my research on the p21
activated kinase 4 (PAK4) and Nicotinamide Phosphoribosyltransferase (NAMPT) dual inhibitors. We used the
funds to work aggressively over the last several months on this project. COVID-19 did stop our work for few
months. However, we resumed the experiments with additional zeal once our laboratories were allowed to
function. New data in animal tumor models was obtained. See below.

Figure 1: KPT-9274-everolimus attenuates BON-1 and QGP-1 growth in vivo. BON-1 and QGP-1 cells
were grown as subcutaneous xenografts in ICR-SCID mice. [A, and D] Gross visualization of excised
tumors. [B, and E] Graphical representation of tumor weight post-treatment. [C, and F] Animal body
weight at the indicated days during the treatment. Five mice per group were used in the QGP-1 experiment
and eight mice per group were used in the BON-1 experiment. Treatment in the BON-1 experiment was
extended to 12 weeks to track eventual toxicity. [A] In the control group, one mouse developed
malocclusion and was euthanized; in the KPT-9274 single-agent group, one mouse did not develop tumors.
(*** representing p<0.05).
We Showed one combination study last year (lower panel of the above figure). This year we tested the same
combination in another cell line derived tumor xenograft (upper panel). As can be seen in the results of Figure
1, KPT-9274-everolimus treatment led to superior inhibition of tumor growth in PNET xenograft. Additional
mechanistic work was done to understand the mechanism of synergy between these two drug. The clinical
protocol was written and is under consideration for approval. We anticipate to initiate this clinical study in the
second quarter of 2021.

More significantly, we have now been funded by National Institute of Health/National Cancer Institute on this
project that already started in April 2020.
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Publications: The following publications came out of this study that cited SKY Foundation.
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The research article with data has been written and currently undergoing editing. We will submit this research
article in one week.
Budget status and closure: The entire budget has been used up. We thank the SKY Foundation for helping us
by providing seed funds that have helped us secure a 5 year grant.

