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Figure S1. Selected ion chromatograms of metoprolol and its metabolites in recombinant enzymes (a) and rat
hepatocytes (b), a-hydroxy-metoprolol (c), and metoprolol acid (d)

S1


http://www.pub.iapchem.org/ojs/index.php/admet/index
https://doi.org/10.5599/admet.2961

Supplementary material

ADMET & DMPK 13(5) (2025) 52961

56.0500 R 74.0603
g 100971 720811 133.0653 M1 g 100 M2
s 116.1074 & ]
E 50 Haietn 175.0760 2704711 Ee 5096050 22,100
S 50 : 2§ s0PY 116.1074
38 "] 147.0810 193.0866 CERE 98.0968 1330655 1500552 20798 o reas
o ] 91.0545 | ‘ 163,0758‘ J 2101133 228.1240 g 1 I ‘ ‘ | J * 266.1390
ol i AT Lol , Z 4 . [ Ly :
= e B e b B e Ml e K 7 Fr——— +— Pt
3 50 100 150 200 250 2 50 100 150 200 250
miz miz
. 74.0603 177.0915 M3 A 191.0709 M4
g 100 g 100 226.1082
§ 1 159.0810 5 3
§ - 58.0500 . S . 145.0652
3E 507 1830652 212.1288 25 507 74.0603
B2 121.0651 cS 56,0499 165.0551
E 1 |e9.0701 810544 | . | ‘ > 2 ‘ 91.0544 105.0338 ; 208.0976
® P 2 i 57 e B 3 S 3 B 42 ) B o i s ) e I e S i e R P o A e
E 80 80 100 120 140 160 180 200 20 |2 60 80 100 120 140 160 180 200 220
miz m/iz
133.0652 268.1547
g J4.0603 weisr2 g 10 M6
S 25:0499 173.0800 191.0708 S
5% s0 116.1074 \ S8 50
58 98.0967 116. 153.0850 ' S 28
2 =
H amosue[ \ | u | ‘ 1% ] 208.0963 250.1446 > 116.1073 191.0704 226.1073 444.1878
® 0 b e ] R ) A Rt P e LEcid ey A | T TrerrjrreepTeTT & SRS P I T G TR R I O 2 I S O e P R PO A B B e e o |
3 50 100 150 200 250 2 100 150 200 250 300 350 400
miz m/z
. 295.0251 . 116.1074
g 100 130.0499 M7  |g 100 M8
= [ =
5 5 175.0760
] 249.1320 S
g 182.0811 4,0603
g§ 50 571.0645 §§ 50356.0500 - 98.0958 137.0602
g 580.2511 o= 193.0867 2701713
H H ‘ 91.0546 H | 228.1242
R e S e e M T T
2 100 150 200 250 300 350 400 450 500 550 600 2 50 100 150 200 250
miz m/z
Figure S2. MS/MS spectra of metoprolol metabolites (M1 to M8)
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Figure S3. MS/MS spectra of metoprolol metabolites (M9 to M16)
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Figure S4. MS/MS spectra of metoprolol metabolites (M17 to M22)
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Figure S5. MS/MS spectra of a-hydroxy-metoprolol, metoprolol acid and metoprolol metabolites (M10 and M17)

S3



Supplementary material

ADMET & DMPK 13(5) (2025) 52961

2821696
100
g saz a
g N 4101738 4602106
o ]
§ 60 589.2534
'g . 571.242
_§ 40 116.1069
7 308.0906
g 3 128_‘1422001 539.2159
S 20 179.0483
T ] 250.1432
e ] 1620215 | 2150477, | .‘ 3351062 2791855 e e et I
0|II|l|l‘lll|lllll|iil\|“|llll|\||l|lll\ l.|l|l||l 1
100 150 200 250 300 350 400 450 500 550 600
r 133.0858 i
207 b
S -
g 155
§ 7 73.0284
=l
a "
o ]
% 5~ 560497 98.0963 238.1429
g 9 ‘ || 145.0648 189.0913 207.0823 H 266.155¢
GH i \‘ |\|\ | \‘I A1l | 1L 5 1 | | H 1l
T T T I L L L L L N \\I\[\\
60 80 100 120 140 160 180 200 220 240 260 280
m/z
C -H,0 J
m/z 4101744~—2=m/z ‘t[%ilgslo m/z 571.2432 —nICHdO] m/z 539.2170
OH m/z 4422006 <122 m/z 460.2112 miz 189.0010
)\/H H ; Hp /O Hzo\r
4 Possible N OH —-m/2560495

Ao mlNH

m/z 116.1070

m/z 179 0485

HOY\N

’)
Ot

mz30seet o H . o o Possible ‘? | p ®\(
oI5| [ ! .
i 262 ATOO A T \)oi/Hz ~o 7 ' iz 72.0808
—— 0 (% 2;8 3’;‘8 m/z 116.1070 —H205. m/z 98,0064
: i m/z 238,
b S ; s m/z 284.1856

OH [M+H]*: 589.2538
Figure S6. MS/MS spectra of M10 (a), In-source collisional m/z 284.1851 fragment of M10 (b) and structural
analysis of M10 (c)
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