Accepted Manuscript =

Extending the structure—activity relationship study of marine natural ningalin B
analogues as P-glycoprotein inhibitors A

Chao Yang, Iris L.K. Wong, Kai Peng, Zhen Liu, Peng Wang, Tingfu Jiang, Tao Jiang, 7

Larry M.C. Chow, Sheng Biao Wan

PII: S0223-5234(16)30806-6
DOI: 10.1016/j.ejmech.2016.09.070
Reference: EJMECH 8936

To appearin:  European Journal of Medicinal Chemistry

Received Date: 12 April 2016
Revised Date: 20 September 2016
Accepted Date: 21 September 2016

Please cite this article as: C. Yang, |.L.K. Wong, K. Peng, Z. Liu, P. Wang, T. Jiang, T. Jiang, L.M.C.
Chow, S.B. Wan, Extending the structure—activity relationship study of marine natural ningalin B
analogues as P-glycoprotein inhibitors, European Journal of Medicinal Chemistry (2016), doi: 10.1016/
j-ejmech.2016.09.070.

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.2016.09.070

Graphical Abstract

Extending the Structure—Activity Relationship study ofMarine Natural Ningalin

B Analogues as P-glycoprotein Inhibitors

Chao Yan§ 2", Iris L. K. Wong**', Kai Pen§ 2 Zhen Litt 2 Peng Wanb? Tingfu
Jiand?, Tao Jiang? Larry M. C. Chow* and Sheng Biao Warf-

Optimizable area

@ @ Structure modification

Optimizable area

n and SAR study
[ e——

0= S0 E
») \\

Important pharmacophore

07N
0.
OMe
(0]
Br.
MeO OMe
OMe
23
most potent P-gp inhibitor
ECs50=165 nM

Rhodamine 123
8.0X

2000+
e
==

2= 15004
o =
33

@ 3 10004
£

2 S 5001
=

0.

DMSO

verapamil

23

DMSO
verapam

4.8X

23

Il LCC6
E3 LCC6MDR

N = 2-3 independent expts

Compound 23 inhibits transporting activity of P-gp and restores

intracellular drug accumulation



Download English Version:

https://daneshyari.com/en/article/5159059

Download Persian Version:

https://daneshyari.com/article/5159059

Daneshyari.com


https://daneshyari.com/en/article/5159059
https://daneshyari.com/article/5159059
https://daneshyari.com/

