Accepted Manuscript

i AL
Journal of

MOLECULAR
STRUCTURE

Drug repurposing of novel quinoline acetohydrazide derivatives as potent COX-2
inhibitors and anti-cancer agents

Chelli Sai Manohar, A. Manikandan, P. Sridhar, A. Sivakumar, B. Siva Kumair,
Sabbasani Rajasekhara Reddy

Pl S0022-2860(17)31392-3
DOI: 10.1016/j.molstruc.2017.10.075
Reference: MOLSTR 24446

To appear in:  Journal of Molecular Structure

Received Date: 7 June 2017
Revised Date: 13 October 2017
Accepted Date: 15 October 2017

Please cite this article as: C.S. Manohar, A. Manikandan, P. Sridhar, A. Sivakumar, B. Siva Kumar, S.R.
Reddy, Drug repurposing of novel quinoline acetohydrazide derivatives as potent COX-2 inhibitors and
anti-cancer agents, Journal of Molecular Structure (2017), doi: 10.1016/j.molstruc.2017.10.075.

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.


https://doi.org/10.1016/j.molstruc.2017.10.075

Drug repurposing of Novel Quinoline Acetohydrazidederivatives as potent

COX-2 inhibitors and anti-cancer agents

Chelli Sai Manohdr Manikandan A P. Sridhdi Sivakumar A, B. Siva Kumatand Sabbasani
Rajasekhara Redfy

Sri Sathya Sai Institute of Higher Learning, PrashiaNilayam. (A.P) India, - 51513.
Department of Biotechnology, School of Bioscienard Technology, VIT University, Vellore, India - B&3L4.

“Department of Chemistry, School of Advanced scienéT University, Vellore, India - 632014.

* corresponding author

E-mail: sekharareddyiitm@gmail.com

Abstract

Novel QuinolineAcetohydrazide (QAh) derivatives {®awere firstly evaluatedn silico to
determine their anti-inflammatory and anti-canc#icacy via the mechanisms of COX1 and
COX2 inhibition, and NReB, HDAC and Human Topoisomerase | pathways resgsygtiln the
studied set, the trifluoro substituted QAh derivasi: (E)-N'-(4-(trifluoro methyl) benzylidene)-
2-(7-fluoro-2-methoxy quinolin-8-yl) acetohydrazidand (E)-N'-(3-(trifluoro  methyl)
benzylidene)-2-(7-fluoro-2-methoxy quinolin-8-ylgetohydrazide are determined to be potential
leads, indicated from their best docked scorestivel ligand efficiency, and significant
structural attributes evaluated aly initio simulations. The only setback being their panitom-
efficient that retrieved a red flag in the evalaatof their Lipinski parameters. The experimental
in vitro studies confirmed the significant enhancement aX-20Qnhibitors and appreciable
enhancement in MTT assay of breast and skin caoe#r lines. Significantly, trifluoro
substituent in the quinoline scaffold can be readaim note the excellent binding affinity to all

the evaluated drug targets.
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