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Supplemental Figure 1. NMR spectrum of atipamezole
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Supplemental Figure 2. Comparative TICs of atipamezole and its metabolites
obtained from rat and human liver microsomes before and after incubation with
NADPH. (Blue curves represent sample at Omin, red curves represent sample at

60min).
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Supplemental Figure 3. Comparative TICs of atipamezole and its metabolites
obtained from rat and human liver microsomes before and after incubation with
UDPGA. (Blue curves represent sample at Omin, red curves represent sample at

60min).
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Supplemental Figure 4. Comparative TICs of atipamezole and its metabolites
obtained from bile of BDC rat before and after administration of atipamezole. (Blue
curve represents blank bile spiked with atipamezole, green curve represents blank bile
before dosing of atipamezole, red curve represents bile sample after dosing of
atipamezole @2h).
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Supplemental Figure 5. MS /MS spectra of oxidized metabolites of atipamezole



1004

\)
[
: w
[
9
—_ a — fe=)
S N _NHy+| @
D X7
e o
_tg 60- OH
% HC*—\ J N o NH+ °
OH
f: N_ NH { g
w0 Y7 oH
o CH+ HO
= &
[<3) © L = ©
o 204 o ~ 3 [E
= o ~
a1 © = =
) o N)
~ ~
o
O T‘ . T I ‘ T T T T T |I 1
50 100 150 200 250 300 350 400

m/z

Supplemental Figure 6. MS /MS spectra of UGT-conjugated metabolite of
atipamezole in HLM



