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ABSTRACT DNA-PK SIGNALING TARGET INHIBITION SUMMARY

BACKGROUND IR U251 A549 - WNC0901 is a novel DNA-PK inhibitor that

Radiation therapy (RT) is a cornerstone of oncologic therapy >@< ! Glioblastoma Lung Carcinoma demonstrates adequate stability and bioavailability.
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DNA-dependent protein kinase (DNA-PKcs), and loss of \] In an in vivo oral mucositis model. WNC0901

kinase activity can significantly increase radiosensitivity. Artermis DNA-PK Figure 2. In vitro western blotting of U251 and A549 cells. Cells were treated with WNC0901, up to 1000nM, 30 min before gi it 7ed . | ’

OBJECTIVE XRCC/XLF N Inhibitor 5Gy of irradiation, delivered by a PXI XRAD-320 cabinet irradiator. Proteins were harvested 0.5 and 2h after radiation. radiosensitized mouse oral mucosa.
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WNCO901 inhibits DNA-PKcs kinase activity in a cell free A U251 In vitro- Clonogenic Survival ABAQ Adght]l_onalhoral mycoiltls;tuo_llesc\l/wll l;e aer;o:med
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demonstrated 116% apparent absolute oral bioavailability,
2.6 hour terminal half-life, 33.0 mL/min/kg clearance, and a

Studies WNCO0901

2.6% unbound brain-to-plasma partition coefficient (Kpuu). DNA-PK IC50, cell-free (nM) 0.073 ~ RT,Gy RT, Gy
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DNA-PKcs in HT29 cells irradiated with 10 Gy with an IC;, of
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combination compared to 19% with 5Gy alone, p<0.01).
CONCLUSIONS
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In summary, WNC0901 inhibits DNA-PK kinase activity and In vivo Rat clearance (ml/min/kg) ~ 20.5 NDEE Funding provided by the
provides potent radiosensitization in a GBM and lung cancer Figure 3. Invitro and in vivo radiosensitization by WNC0901. A. U251 or A549 cells were treated 4h after plating with a dose s(rfé'i';t;,‘mor National Brain Tumor Society
cell line. Future studies will assess the combination of _ e response of WNCO0901 followed by increasing doses of radiation 30 min later. Drug was removed 24h later and colonies were counted
) . . Table 1: Potency, specificity and PK of Waynola DNA-PK _ ; . .
WNCO0901 and RT in GBM patient-derived xenograft models inhibitor WNCO9%)/1 P y y on day 14. B. FVB female mice (n=5/group) were dosed for 3 consecutive days with two doses of WNC0901 given 7h apart and 4Gy Contact Ann Mladek Tuma Use this code for
in Vivo. ' irradiation, delivered to the oral mucosa 30 min after the first dose, using a SmART+ Stereotactic irradiator. Weights were taken daily, with questions or comments direct download
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