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CYPPROB3AS (Substrate 3A5 Parent)

SL11PRO1-10MG

{E&¥4 : 2-(4-Aminophenyl)-1,2-dihydro-1-oxo-7-(2-pyridinylmethoxy)-4-(3,4,5-
trimethoxyphenyl)-3-isoquinolinecarboxylic Acid Methyl Ester Dihydrochloride

BE XMl (Bin)

1mg

78,000/

10mg

550,000

SL11PR0O2-1MG

CYPPROB3AGS (Substrate 3A5 Metabolite)

SL11PR0O2-10MG

1E&EY4E : 2-(4-Aminophenyl)-1,2-dihydro-7-[(1-oxido-2-pyridinyl)methoxy]-1-oxo0-4-
(3,4,5-trimethoxyphenyl)-3-isoquinolinecarboxylic Acid methyl Ester Monohydrochloride

1mg

98,000

10mg

710,000

SL11PRO3-1MG

CYPPROB3AS (Substrate 3A5 Deuterated form Parent)

SL11PRO3-10MG

L&Y : (2H3)methyl 2-(4-aminophenyl)-1-oxo0-7-[{pyridin-2-yl)methoxy]-4-(3,4,5-
trimethoxyphenyl)-1,2-dihydroisoquinoline-3-carboxylate dihydrochloride
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920,000H

SL11PRO4-1MG

CYPPROB3AS (Substrate 3A5 Deuterated form Metabolite)

e 2-({[2:(4-aminophenyl)-3-(2H3)methoxycarbonyl]l-1-0x0-4-(3,4,5-

SL11PRO4-10MG

trimethoxyphenyl)-1,2-dihydroisoquinolin-7-ylJoxy}methyl)pyridin-1-ium-1-olate
hydrochloride
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B TECOFigTIF, SL11PRO1% [T-5] . SL11PR02% [T-5 N-oxide]
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T-5 N-oxide formation
(normalized to 3A5)
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Formation of T-5 N-oxide in recombinantly expressed enzymes.

Twelve P450 and three FMO enzymes were compared. 1 OO o I
Incubations contained 5 uM T-5 and 10 pmol/ml recombinant l%g ‘n -
enzyme and were initiated with 1 mM NADPH. To minimize the
potential for thermal inactivation, FMO incubations were
initiated by the addition of FMO. (A) After 15 minutes, the
incubation was stopped with an equal volume of ACN, and T-5

N-oxide formation was evaluated by LC-MS/MS. 15. + CYP3A4
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Lj _C'ftug;_ﬁ'%%b J:;_l- L/_C L 35 a_ Kinetics of T-5 N-oxide formation. Multiple concentrations of
T-5 (0.1-40 uM) were incubated with 10 pmol/ml
recombinant CYP3A4 or CYP3A5 in the presence of 1 mM
NADPH for 15 minutes. Incubations were stopped by the
addition of an equal volume of ACN. Results were fit to the

‘ Michaelis-Menten equation. When plotted on the same scale,
(&&32k) CYP3A4 results cannot be discerned from the x-axis and are

Li et al., Drug Metab Dispos. 2014 Mar; 42(3): 334-342. presented as an insert to aid in evaluation of the data.

T-5 Noxide
(pmalimin/pmel P450)
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