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inhibition an attractive approach for anti-cancer therapy. (uM) dependent inhibition of /n-vitro cell grO\_/vth In a large panel of cell lines (n=8) representing the
Treatment with the glutamine antagonist DRP-104 Figure 1. A. DRP-104 is a prodrug of the broad acting glutamine antagonist DON (6-Diazo-5-oxo-L-norleucine). DRP-104 is inactive spectra of HPV- and HPV+ HNSCC, with an 1C50 of 0.2-25uM.
(sirpiglenastat), which irreversibly inhibits all known enzymes In its prodrug form with high plasma and Gl tissue stability. DRP-104 is preferentially distributed in tumors where it is bio-transformed Interestingly, cell lines bearing alterations in the PIK3CA/PTEN pathway (hyperactive in over
involved in glutamine metabolism within the tumor, resulted and activated to the active moiety DON. B. IC;, of DON and DRP-104 compared in a panel of human HNSCC cells lines. HNSCC 90% of HNSCC) were more sensitive to glutamine antagonism in comparison to unaltered
in metabolically halted cell growth in vitro and in vitro in a cells carrying genetic alterations in PIK3CA/PTEN were more sensitive to glutamine antagonism in comparison to unaltered HNSCC HNSCC cell lines.
large panel of allogenic and syngeneic cell lines (n=8) cells. C. The inhibitory effect of glutamine antagonism on the PISK/mTOR pathway (|P-S6 and TNonP-4E-BP) is depicted by The dependence of glutamine in HNSCC growth and the increased sensitivity of
representing the spectra of HPV- and HPV+ HNSCC. immunoblotting in CAL27 and CAL33 (PIK3CAmut) cell lines with or without DON (1uM and 3uM) treated for 12 hours. Head and PIK3CA/PTEN aberrant cells was also observed in orosphere assays and distinct HNSCC
neck cancers driven by the hyperactivity of the PI3K-PTEN axis depend on the downstream target mTOR to promote tumor cell tumor xenografts in NOD SCID mice.
The focus of this study was to evaluate whether growth and survival. This dependence on mTOR can explain why cells bearing mutations in this axis are more sensitive to glutamine . ) -~ N . .
broad lutami I : : DRP-104 antagonism due to its suppression of mMTOR signaling. D. Dose response experiment for cell viability determined by CellTiter-Fluor Finally. PRP 104 (glrplglenastat) |nh|l:?|ted tumor growth as a single agent in the novel
Jiuiamine - antagonism, - Using Cell Viability Assay in CAL33, CAL27, and UMSCC47 subjected to 72 hours of treatment with DON and DRP-104. E. Spheroid orthotopic syngeneic tobacco associated oral cancer model 4MOSC1/2 and MOCA.
(sirpiglenastat), has therapeutic potential in HNSCC AU Y ’ o ) S . o, = oP Combination with anti-PD1 Ab enhanced long term survival.
. . . formation assay of the cell were treated with DON for 10 days. Quantification of colonies and representative pictures are shown. F. o O
Dy bo.th dlsmantlllng cancer metabolism  ana In-vivo allograft assay by flank subcutaneous injections in SCID/NOD mice. One million cells were injected in the flank. After 14 days These data support clinical development of DRP-104 (sirpiglenastat) as a monotherapy and

Immune checkpoint blockade. weight and representative hematoxylin and eosin stained cross sections of each tumor lesions at collect time are shown. A first in-human clinical trial is currently ongoing.




