Accepted Manuscript

Organo
metallic
hemistry
Lty
Ruthenium carbonyl containing 4-pyrones as potent anticancer agents “\6—6) g
N
V.D. Reddy, Divya Dayal, David J. Szalda, Stephen C. Cosenza, M.V. Ramana "£7>“
Reddy
PII: S0022-328X(18)30250-X
DOI: 10.1016/j.jorganchem.2018.04.014

Reference: JOM 20406

To appearin:  Journal of Organometallic Chemistry

Received Date: 30 October 2017
Revised Date: 23 February 2018
Accepted Date: 11 April 2018

Please cite this article as: V.D. Reddy, D. Dayal, D.J. Szalda, S.C. Cosenza, M.V.R. Reddy, Ruthenium
carbonyl containing 4-pyrones as potent anticancer agents, Journal of Organometallic Chemistry (2018),
doi: 10.1016/j.jorganchem.2018.04.014.

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.jorganchem.2018.04.014

Ruthenium Carbonyl Containing 4-Pyrones as Potent
Anticancer Agents~
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2001 Oriental Blvd., Brooklyn, NY 11235 and Thadiate Center of the City University of New
York, 365 Fifth Avenue, New York, New York 10(5@6l|ege of Human Ecology, Department of
Human Development, Cornell University, Ithaca, N®33. 5Department of Natural Sciences,
Baruch College-CUNY, 17 Lexington Ave., New Yol 18010 17.”Department of Oncological
Sciences, Icahn School of Medicine at Mount Si¥25 Madison Avenue, New York, NY 10029.

Four new triruthenium carbonyl containing 4-pyran&g(CO)(2L-2H) 1 (L = ethylmaltol),
Ru(CO)(PTA) (2L-2H) 2 (L = ethylmaltol, PTA = 1,3,5 triaza-7-phosphaadatane),
Rug(CO)(2L-2H) 3 (L = allomaltol), Ry(CO),(PTA)(2L-2H) 4 (L = allomaltol, PTA = 1,3,5 tria-
za-7-phosphaadamantane) have been synthesizedharatterized. Anticancer activity of com-
poundsl-4 has been evaluated in vitro against five typesumhén cancer cell lines and compared
with clinically used drug cisplatin. Anticancerti&dy of compoundl is an order magnitude more
potent than cisplatin against five types of humancer cell lines. Compoundsand2 with ethyl
group at 2-position is more active than the commosi3 and4 with methyl group at 6-position.
Substitution of a CO ligand with PTA decreasesabivity following the orded>2 and3<4. The
single crystal X-ray structure of compouhdshows two Ru-CHH,C-H---O-Ru interactions: one
ethyl group C(217)-C(218) bonded to Ru(2) foldedaads ruthenium Ru(3) to form Ru(2)-GH
H,C-H--O-Ru(3) interaction and the second ethylmatlligand C(317)-C(318) bonded to Ru(3)
folded towards Ru(2) to form Ru (3)-GH#i,C-H---O-Ru(2). Proton NMR shows a well-resolved
multiplet instead of a simple quartet for methyl@netons indicating asymmetric environment
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