Accepted Manuscript

JOURNAL OF
FLUQRINE

GHEMISTRY

Title: Computational Design and Synthesis of Novel
Fluoro-Analogs of Combretastatins A-4 and A-1

Authors: Yao Zong, Christie Shea, Katherine Maffucci, Iwao
Ojima

PII: S0022-1139(17)30277-4

DOI: http://dx.doi.org/10.1016/j.jfluchem.2017.09.007
Reference: FLUOR 9049

To appear in: FLUOR

Received date: 16-6-2017

Revised date: 7-9-2017

Accepted date: 9-9-2017

Please cite this article as: Yao Zong, Christie Shea, Katherine
Maffucci, Iwao Ojima, Computational Design and Synthesis of Novel
Fluoro-Analogs of Combretastatins A-4 and A-1, Journal of Fluorine
Chemistryhttp://dx.doi.org/10.1016/}.jfluchem.2017.09.007

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.jfluchem.2017.09.007
http://dx.doi.org/10.1016/j.jfluchem.2017.09.007

Computational Design and Synthesis of Novel Fluoro-Analogs of

Combretastatins A-4 and A-1

Yao Zong?, Christie Shea!, Katherine Maffucci and Iwao Ojima®?”

!Department of Chemistry, State University of New York at Stony Brook,
Stony Brook, NY, 11794-3400, U. S. A.
?Institute of Chemical Biology & Drug Discovery, State University of New York at Stony Brook,

Stony Brook, NY, 11794-3400, U. S. A.

*Corresponding author. Tel: +1-631-632-1339; Fax: +1-631-632-7942.
E-mail address: iwao.ojima@stonybrook.edu

Graphical abstract:

Novel fluoro-analogs of potent vascular disrupting agents (VDASs), combretastains A-4 and A-1, were
designed, synthesized and preliminary biological activity of select compounds examined. First, a library of novel
fluoro-analogs was created by a structure-based drug design based on the co-crystal structure of colchicine-tubuin
complex and their docking energy scores were evaluated by AutoDock Vina. Then, select compounds were
synthesized for biological evaluations.

Novel fluoro-analogs of combretastatin A-4/A-1 as vascular disrupting anticancer agents
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