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Discovery of Novel Nek2/Hecl Inhibitor TAI-95 Tosylate

Jiann-Jyh Huang,* Jun-Yu Lai, Pei-Shiou Jian, Yu-Chuan Wang,
Chih-Lin Chang, Gong-Siang Hu, Wen Yun Hsueh
Department of Applied Chemistry, National Chiayi University, Taiwan
E-mail: lukehuang@mail.ncyu.edu.tw

TAI-95 tosylate is the Nek2/Hec1 inhibitor currently in preclinical development for cancer
therapy. TAI-95 tosylate shows ~100-fold improved in vitro potency (ICso: 14.8-21.1 nM), high
oral AUC (66.6 uM-h), and good oral bioavailability (77.4%). Oral administration of TAI-95 shows
significant in vivo activity on mice bearing human liver cancer Huh-7 and breast cancers BT474,
MDA-MB-231, and MCF7 xenografts. It disrupts the interaction of Hecl and Nek2 and leads to
degradation of Nek2, chromosomal misalignment, and apoptotic cell death, which are the cellular
events of Hecl/Nek2 inhibition. TAI-95 showed synergistic activity in selected cancer cells with
doxorubicin, paclitaxel, and topotecan, and is inactive for non-cancerous cancer cells, a panel of
kinases, and hERG with ICso values greater than 10 HUM. TAI-95 is expected to enter clinical trial
before the end of 2016.




