
ABSTRACT

The fixed dose combination of azilsartan medoxomil, an angiotensin receptor II blocker
and chlorthalidone' a thiazide-like diuretic from the class of the surfamoylbenzamide
has been introduced as an effective treatment for hypertension. Development of aspecific and accurately precise Reverse-phase HpLC method fbr simultaneous
estinration of CLR and AZL rvas main objective of this study. ;\il trie valiiration
paranteters and dcgradation prorlucts of cornbi,ation drug had studied after their
exposure to stress degradation conditions. The deveroped methotr rvas arso r"rsecl fbrsimultaneous cluantitication .f AZL and cLR fi.om human prasma. rn this methodtltobile phase was composed of acetonitrile and w.ater in the ratio 30:70 passi,g throughcl8 colur,n Q5a x 4'6 mm,5 pm) with 1.2 ml/min florv rate. r'he cletection was can.ied

out at optimized w'avelength of 230 nrn. The recorcrecr retention time r,l,as 1.61 and 4.12for AZL and cLR respcctively' A11 the valitiation parameters of pr.posed,retrrocr wercperfb,ned. Accordi,g to this method rinearity fange \.vas fbu,d between theconcentrati.n of -l' 125-21'875pgrn1l for CLR rvith 0.9991 co'elation coefncier-rt whiletlre conceutration range for: AzLand cLR was i0-70;rg/rnl with correlation coetricient
0'9997 ' Frrr inrer-cray a'd intraday precisi'n 9/'RSD rvas found 0.3 7 ancr 0.20 for AZt_and 0'93 a,d 0'34 for cLR. L.D of AZL anrl cLR was 0.0r0 pgir,ra,d 0.0r6 pg/mlwhile LoQ r'vas 0'032 irglml anrl 0.048 pg/mr for AZLancl CLR respectively. stressdegradation stuclies had bee, perlbrnred Lrncler different stress The method was found

to be efI-ective in pharmacokinetic study of AZL and cLR because the sensitivity of thedeveloped method ailowed the dete,nination of protein binding capacity of AzL and('LR in hunran plasrna.

lv'

\'111


