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The CK2 Holoenzyme shown with AMPPNP docked in the ATP Binding Site Jlll CX-4945 Blocks P13K/AKT Signaling BxPC3 Cells CX-4945 Induces Cell Cycle Arrest CX-4945 Inhibits Angiogenic Signaling
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, ! i\ = CX-4945 shows potent inhibition of CK2 enzymatic activity.
= CX-4945 Kinase profil is highly selective for CK2 vs other kinases.

* Whole cell lysate were prepared and
subjected to immunoprecipitation using
antibodies against phospho-Tyr,
phospho-Serlthr( AigXXS/T), and
phospho-Thr proteins.

* The antibodies/beads-bound proteins
were then eluted, and applied to 4-1206
SDS-PAGE.

- i i . - + CX-4945 showed broad spectrum antprolferative activiy in cancer cell lines.
3. i = CX-4945 inhibits phosphorylation of the cell cycle regulatory protein p2L¥AF1/SP* at Thrds.
= CX-4945 inhibits phosphorylation of AKT at Thr 308 and Ser 473.
- CX-4945 induces cell cycle arrest and apoptoss.
= CX-4945 shows in vitro anti-angiogenic activty in HUVECS.
= CX-4945 under hypoxic conditions, inhibis the activiy of HIF-L, while activating the
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= The SDS-PAGE gel was silver-stained.

CK2 targets numerous pro-survival proteins, which | CK2 influences comnnnenlsnrme TNF-x signaling tumor suppressor pVHL,
o Bid, PTEN Scace by phos m and ?F'k‘iw‘ﬂﬁlyuﬁ Control Control = CX-4945 shows potent antitumor activity in BxPC3 xenografts.
— Phospho-protein immunoprecipitations in BXPC3 +/- CX-4945 **AN IND for CX-4945 was submitted October 2006
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