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M etabolites of 1- (1- (6-m ethoxy}F2-naphthyl) ethyl) -2- (4-nitrobenzyl) -
6, 7-dim ethoxy}1, 2, 3, 4- tetrahydroisoquinoline
hydrobromide in rat by LC-MS/MS m ethod
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Abstract: To investigate the principal metabolites of 1-( 1-( 6-methoxyl-2-naphthyl) ethyl) -2-( 4-
nitrobenzyl) -6, 7-dime thoxyl-1, 2, 3, 4-tetrahydroisoquinoline hydrobrom ide ( code designation: P91024) in
rats after ig administration by LC-MS/MS, the phase I metabolites were discovered by comparing the
fullscan and SIM chromatograms of the test samples with the corresponding blanks. The structures of phase
I metabolites were identified by ESI-MS spectra and the product spectra of the corresponding adduct ions.
The phase II metabolites were identified in the test samples after the phase I metabolites were completely
removed with solvent extraction and then treated with glucuronidase for enzym olysis of phase II glucuronide
conjugates and the hydrolysates. Two phase I metabolites of P91024 were identified in rat feces, one phase
I and five phase II in bile, one phase I and three phase II in urine, and four phase I and one phase II in
plasma. Their stuctures were elucidated, separately. P91024 was extensively metabolized in rat The
metabolites can be easily screened and identified by LC-MS/MS method.
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Figure1 Chemical stucture of 1-(1-( 6-methoxyl-2- 3. I , 40%
naphthyl) ethyl) -2-( 4-nitrobenzyl) -6, 7-dime thoxyl-1, pH 5.0 ’ 5 kU,
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Figure2 MS/MS spectra of the metabolites M1 (m /z
483, A), M2 (m/z499, B), and the free alkali of s
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Figure4 MS/MS fragmentation scheme of the metabolite M1 in feces ([ M +H ] m /z483)
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Table 1 Principal metabolites of P91024 in rats after M4, . II
ig adm inistration 3 M2. M5
Sample Phase I metabolite Phase II metabolite M6, M2 M5 M6 ,
Fece M, M1, M2 - ;o M5 M6 6,7-
Plasma M, ML, M2, M5, M6 G-M2’
Bile MI G-MI, G-M2, G-M3 or ’ ’
G-M4, G-M5, G-M6 HPLC-NMR
Urine Mi G-M2, G-M5, G-M6 .
" G: Glucuronide conjugates
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