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Abstract: The discovery of new drugs is deeply connectednovations in the chemistry, pharmacology,
molecular and cell biology, which improves the ustiending of biochemical and physiological pathways
and molecular targets, making possible the disgoeérmew assets [1]. The advances in combinatorial
synthesis and the use of high-throughput screemirdgcrease by the pharmaceutical industry to dpvel
drugs of natural origin was observed. However, lign decrease in the number of new drugs launahed i
the market in the past two decades, the pharmaegitidustry has been interested to reconsiderralatu
products with proven biological activity in newdets. The lasalocid (commercial salt of lasalodid)ais

a carboxylic ionophore produced Byreptomyces lasaliensibonophores are also classified as polyether
antibiotics and exhibit a broad spectrum of bioaigtj varying from antibacterial to antiviral anthore
recently, its cytotoxicity in tumor cells was diseoed [2]. Although widely used in veterinary protii
little is known about the phase 1 metabolism of thibstance. As mentioned above, this ionophoneesho

a promising antitumor activity, which, along withet lack of data on its metabolism in the face of
cytochrome P450 enzymes, stimulates further ingastin. To determine th& vitro enzymatic kinetics
parameters, an HPLC method was developed and tedida quantify lasalocid in rat liver microsomes.
All samples were separated on a reversed-phase@a8\n using methanol:water (90:10, v/v, with 0.1 %
of formic acid) as mobile phase. The method exéibd linear range of 0.1 — 52.0 pg/L, with thedaiing
calibration curve: y = 0.0015x + 0.0009, r = 0.999e lower limit of quantitation was 0.1 pg/L widm
RSD below 12.2 %. The precision and accuracy wesessed for both within-day and between-day
determinations; neither relative standard deviati®SD %) nor relative errors (RER) exceeded aevafu

15 %. The enzymatic kinetics parameters reveal®&tichaelis—Menten profile, with \,, = 8.07 + 0.72
uM/(mg protein/mL)/min and K 5.16 + 1.34uM. Employing a mammalian model, metabolism yielded
three unreported monohydroxylated produat¥z(629). For the first time, thén vitro metabolism
employing microsomes was demonstrated to be abdeitol for enzymatic kinetics and for the
determination of the produced metabolites of tisaltacid by a mammalian model.

Refer ences:

[1] Asha, S. and Vidyavathi, M. 2010. Role of Hunlawer Microsomes in In Vitro Metabolism of Drugs
— A Review. Appl Biochem Biotech, 160: 1699-1722.

[2] Huczynski, A. 2012.Polyether ionophores - promising btogcmolecules for cancer therapy. Bioorg
Med Chem Lett. 22: 7002-7010.




