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ABSTRACT

Cyclooxygenases (COXs) is a class of enzyme that plays an important role in
inflammatory responses of the body through prostaglandin biosynthesis. Two isozymes,
COX-1 and COX-2 are identified and naturally expressed as homodimers. Lately, COX-
2 has been proposed as desire target for nonsteroidal anti-inflammatory drugs
(NSAIDs). Many anti-inflammatory drugs, used nowadays, possess a serious gastro-
intestinal bleeding side effect through the inhibition of COX-1 activity. One of most
widely used traditional or non-selective NSAIDs diclofenac has been found to be an
effective drug. However, the presence of carboxylic acid group in the molecule has been
suspected to cause serious side effects such as gastric ulcer and hepatotoxic. Moreover,
the acid functionality also causes an acid-labile instability problem. In order to
overcome the non-selectivity profile of diclofenac. An approach so-called bivalent
ligand was use for the design of novel selective COX-2 inhibitors. Two univalent
diclofenac were linked to each other through a hydrocarbon spacer with various
methylene unit. The desired products were readily synthesized by alkylation reaction

using diclofenac, as sodium salt, and a corresponding dibromoalkane.
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Diclofenac Bivalent ligands



	DBG4880007
	DBG4880007_28082020_084033



