Accepted Manuscript =

EUROPEAN JOURNAL OF

Synthesis and evaluation of N-heteroaromatic ring-based analogs of piperlongumine
as potent anticancer agents A

Yu Zou, Chang Yan, Huibin Zhang, Jinyi Xu, Dayong Zhang, Zhangjian Huang, Yihua 7
Zhang /2
PILI: S0223-5234(17)30492-0

DOI: 10.1016/j.ejmech.2017.06.046

Reference: EJMECH 9541

To appearin:  European Journal of Medicinal Chemistry

Received Date: 18 May 2017
Revised Date: 22 June 2017
Accepted Date: 23 June 2017

Please cite this article as: Y. Zou, C. Yan, H. Zhang, J. Xu, D. Zhang, Z. Huang, Y. Zhang, Synthesis
and evaluation of N-heteroaromatic ring-based analogs of piperlongumine as potent anticancer agents,
European Journal of Medicinal Chemistry (2017), doi: 10.1016/j.ejmech.2017.06.046.

This is a PDF file of an unedited manuscript that has been accepted for publication. As a service to

our customers we are providing this early version of the manuscript. The manuscript will undergo
copyediting, typesetting, and review of the resulting proof before it is published in its final form. Please
note that during the production process errors may be discovered which could affect the content, and all
legal disclaimers that apply to the journal pertain.


http://dx.doi.org/10.1016/j.ejmech.2017.06.046

Synthesis and evaluation of N-heteroaromatic ring-based analogs of

piperlongumine as potent anticancer agents

Yu Zou,*** Chang Yan,2*# Huibin Zhang,®® Jinyi Xu,® Dayong Zhang, *° Zhangjian

Huang, " and Yihua Zhang *?°

®Sate Key Laboratory of Natural Medicines, China Pharmaceutical University,
Nanjing 210009, P.R. China.

bJiangsu Key Laboratory of Drug Discovery for Metabolic Diseases, China
Pharmaceutical University, Nanjing 210009, P.R. China.

# These authors contributed equally to this work.

Graphical Abstract

» 64-Fold greater soluble in PBS (pH = 5) than piperlongumine (PL)
» Stronger cytotoxicity than PL against three colon cell lines

» More selectively enhanced ROS levels than PL in colon cells

» Suppressed tumor growth in mice comparable to PL
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