Accepted Manuscript =

EUROPEAN JOURNAL OF

Synthesis, structure-activity relationships and preliminary mechanism of action of
novel water-soluble 4-quinolone-3-carboxamides as antiproliferative agents h

Zeyan Zhang, Xingpeng Xiao, Tong Su, Jinyi Wu, Jianwei Ren, Jiongchang Zhu, Y.
Xiaodong Zhang, Rihui Cao, Runlei Du 4

PII: S0223-5234(17)30699-2
DOI: 10.1016/j.ejmech.2017.09.017
Reference: EJMECH 9732

To appearin:  European Journal of Medicinal Chemistry

Received Date: 26 March 2017
Revised Date: 8 September 2017
Accepted Date: 11 September 2017

Please cite this article as: Z. Zhang, X. Xiao, T. Su, J. Wu, J. Ren, J. Zhu, X. Zhang, R. Cao, R. Du,
Synthesis, structure-activity relationships and preliminary mechanism of action of novel water-soluble 4-
quinolone-3-carboxamides as antiproliferative agents, European Journal of Medicinal Chemistry (2017),
doi: 10.1016/j.ejmech.2017.09.017.

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.2017.09.017

Graphic abstract

O O
jeeanal
Cl N K

c E
8k: 0 4 8 16 uM
Vehicle 4 uM
HCTI16 b2 T pz
pﬂ"“--'- 0.4% 1.8% 1.3%
107~
HCT116 HCTI116 & 100
Bax™" ps3-
D ba
250 - 2.9% &
- FTR S TR R
» 200
2 150 ’
Pt
(=]
3 100 HCT116 &
Z 50 Bag:r
0 4.4%
) 10 o 10 To* w0
AnnexinV-FITC AnnaxinV-FITC
HCT116 p53-- HCT116 Bax "

A series of novel water-soluble 4-quinolone-3-carboxamides was prepared and
evaluated as antitumor agents. The representative compound 8k could trigger
p53/Bax- independent colorectal cancer cell apoptosis via inducing ROS

accumul ation.
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