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Polo Like Kinase Inhibitors

Summary

Compounds in Phase 11 clinical development: B/-2536, Boehringer Ingelheim
Compounds in Phase | clinical development: GSK-461364, GSK; ON0O1910, Onconova; B/-6727, Boehringer Ingelheim; HMN-214, Nippon Shinyaku

Number of Compounds in Preclinical development: 25

Highest development stage for any active PLK inhibitor: Phase Il
Highest development stage for any active or discontinued PLK inhibitor: Phase 11

Number of companies or institutions working on PLK inhibitors: 26
Number of companies or institutions holding PLK patents: 49
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	Polo Like Kinase Inhibitors
	Preclinical
	Abolished localization of anillin and myosin II to the equatorial cortex during anaphase (Dev Cell V12, 5, 2007, 713-725). Blocks PLK1 activity fully and instantaneously. Cells are delayed in prophase. IC50=0.83 nM (Curr Biol V17, 4, 2007, 304-315). Inhibited human tumor xenografts in nude mice and induced regression of large tumors (Curr Biol V17, 4, 2007, 316-322). PLK1/BI-2536 crystal structure (Chemical Biology & Drug Design V70 6 540-546, 2007). Substrate Specificity: Biochemistry, 46 (33), 9551 -9563, 2007. BI-2536 inhibited proliferation of MMCL myeloma cell lines and purified CD138+ patient bone marrow plasma cells nanomolar concentrations. Co-admin with bortezomib increased anti-myeloma effects cf either agent alone. Regression was observed after mice with human myeloma xenografts were treated with BI-2536 (ASH 2007 #2514). BI-2536 inhibited the proliferation of K562 cells (IC50=5–15 nM) and imatinib-naive and imatinib-resistant primary CML cells (IC50=1–15 nM) (ASH 2007 #1046). BI-2536 dose dependently inhibited the proliferation of HMC-1 (IC50 5–15 nM) (ASH 2007 #3554). BI-2536 potently inhibited proliferation of NCI-H460, NCI-H520TC, Calu-6 and A549 NSCLC cell lines with EC50 values of 8-14 nM. In nude mice bearing subcutaneous human tumor xenografts good anti-tumor activity was observed (12th World Conference on Lung Cancer 007 #PD2-1-1). BI-2536 Co-admin with docetaxel, irinotecan or cisplatin increased anti tumor activity in NCI-H460 nude mice xenografts (Eur J Canc Suppl, V4, 12, P110).
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