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hMAO B Kinetic studies

The a values for different modes of reversible inhibition as well as their diagnostic signature on
double-reciprocal plot are shown in Table S1. The a value for compound 9 was calculated by
GraphPad Prism software from the nonlinear regression curves using following equation for mixed-
model of inhibition:

v = Vina*[S] / [S]*(1+ [T]/ oK) + Kn*(1+ [1]/Ki) 1)

v — velocity of enzyme reaction. Vmax - maximum velocity (at infinite substrate concentration); Ki —
dissociation constant for Enzyme-Inhibitor complex (in the enzymology literature other symbols can
be used such as: Kj, Kii, Ker etc.); aKi — dissociation constant for Enzyme-Substrate-Inhibitor complex
(in the literature also under the symbols: Ki’, Kis and Kes); Km — Michaelis-Menten constant; [I]-
concentration of the inhibitor; [S] — concentration of the substrate [Ref S1].

Table S1. Relation between inhibition modality, a value, and diagnostic signature on the double-
reciprocal plots (i.e Lineweaver-Burk plot) [S2].

Diagnostic signature on

o Inhibition modality double-reciprocal plot

noncompetitive

(inhibitor binds to free enzyme
and enzyme-substrate complex
with equal affinity)

mixed mode inhibitor
(inhibitor can bind to free
a>1 enzyme and enzyme-substrate
complex unequally), inhibitor’s
affinity is higher for free enzyme

mixed mode inhibitor
(inhibitor can bind to free
enzyme and enzyme-substrate lines converge to the left of the
complex unequally), inhibitor’s y-axis and below the x-axis
affinity is higher for the enzyme-

lines converge at the x-axis

lines converge to the left of the
y-axis and above the x-axis

a<l

substrate complex)
competitive
a—® (inhibitor and substrate compete lines converge at the y-axis
for the same site of binding)
uncompetitive
a—0and a>0 (inhibitor binds only to the parallel lines
enzyme-substrate complex)
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