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E

stablishment of experimental model to determine pharmacokinetic interaction between drug 2-(2,6-dichloranilino)
phenylacetic acid (diclofenac) and food was done by adapting protocols mentioned in literature, experimental and practical
conditions of work. This drug is a non-steroidal anti-inflammatory drug (NSAID) which bears chemical structure bearing
a carboxylic acid moiety. 2-(2,6-dichloranilino) phenylacetic acid metabolism in humans occurs by acyl glucuronidation
and phenyl hydroxylation. This hydroxylation may have clinical significance in defining principal route of metabolism and
elimination of drug in humans. Therapeutic use of 2-(2,6-dichloranilino) phenylacetic acid is commonly associated with
hepatotoxicity, which is characterized by delayed onset of symptoms and lack of a clear dose-response relationship. Under
these conditions, toxicity of this drug was classified as metabolic idiosyncrasy; acyl glucuronide product was confirmed as
reactive and able to modify cellular proteins by covalent attachment of proteins. One of the modified proteins was identified
as dipeptidyl peptidase-IV (DPP-IV) inhibitors. The formation of protein adducts was evidenced from oxidative metabolism
of compounds. After administration is rapid and complete absorption of drug, is extensively bound to plasma albumin. The
area under plasma concentration-time curve is proportional to dose of drug. Substantial concentrations of drug are achieved
in synovial fluid. Concentration-effect relationships were established for total drug-bound, unbound and synovial fluid
concentrations. This drug is eliminated following biotransformation to metabolites sulphate, which is excreted; a very small
amount of unchanged drug is eliminated.
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