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The in vitro and in vivo metabolism of the new proton pump inhibitor DBM-819, 1-(2-methyl-4-
methoxyphenyl)—4-[(3-hydroxypropyl)amino]-6-methyl-2,3-dihydropyrrolo-[3,2¢]quinoline in
the rat were identified using LC/MS/MS. Four metabolites (M1, M2, M3 and M4) were produced
using rat liver microsomes in the presence of NADPH—generating system. They were identified as
desmethyl-DBM819 (M2), 8-hydroxy-DBM-819 (M3), 1-(2-methyl—-4-methoxy-phenyl)-4-amino-
6-methyl~2,3-dihydro—pyrrolo~[3, 2c]—quinoline (M4) and hydroxylated DBM-819 (M1},
respectively. The metabolites M1-M3 obtained from in vitro studies were also confirmed in the bile
after an oral administration of DBM-819 to rats. Enzymatic hydrolysis of the bile samples
suggested that those metabolites were excreted as glucuronic acid—conjugated forms as well.
Based on the resuits obtained metabolic map of DAM-819 is proposed.
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Pharmacokinsetics of cyclosporin A in lymph on rats
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Cyclosporin A (CSA), a cyclic endecapeptide with potent immunosuppressive activity, was derived
from extracts of Tolypoiciadium inflatum Gams. CSA inhibits lymphocyte proliferation at the
cytokine transcription levels. CSA has large molecular weight, is highly lipophilic and virtualiy
insoluble in water, because of these properties, oral and intravenous formulations of CSA are
available as an oil-based solution or a microemuision. Lipid-soluble vitamins and other lipophilic
compounds are generally transported in the lacteals of the mesenteric lymphatic system in
association with the chylomicron, and liposome, emulsion, macroconjugate and so on have been
used for lymphatic delivery. So, we attempted to investigate the pharmacokinetic characteristics of
cyclosporin in rat lymph node and blood after CIPOL Inj. (Chong Kun Dang Pharm., Seoul, Korea),
intravenous commercial product as a microemuision formulation, was administered (10 mg/kg).
We measured simultaneously the CSA concentrations of mesenteric, brachial node, spieen and
whole blood using TOxFLx (Abott Labaratores, Abott Park, U.S.A.). The pharmacokinetic
parameters were evaluated by fitting the proposed catenary model with WinNonlin. The profiles of
CSA concentrations in lymph node and whole blood were well fitted to this pharmacokinetic
catenary model.
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Metabolite kinetics of triflusal to 2—hydroxy—-4-trifluoromethy! benzoic acid in rats
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In order to elucidate the fraction of hydrolysis in the over all in vivo metabolism of triflusal, the
hydrolysis of triflusal to 2-hydroxy-4-trifiuoromethyl benzoic acid (HTB) was studied in rats.
Triflusal and HTB were injected into the rat femoral vein, respectively. And the pharmacokinetic
parameters were obtained from the piasma concentration—time profiles of triflusal and HTB
determined by the simultaneous analysis using high~performance liquid chromatography. It was
supposed that triflusal was aimost metabolized in vivo because the total excreted amounts of
triflusal via urinary route were elusive. And also trifiusal hydrolysis to HTB in aqueous media is
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