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Table S1. Metabolic stability parameters of honokiol as a positive control in human and mouse

hepatocytes. Data are presented as mean + SD (1 =3).

Parameters Human Mouse
12 (min) 14.8 +0.8 151+£22
CLint (mL/min/kg) 336.0+17.9 1370.1 +200.5
CLhep (mL/min/kg) 19.5+0.1 84.4+0.8

Hepatic extraction ratio 0.94+0.01 0.94 +0.01




Relative Abundance

d-CH, e-CH,
235.09647 355.15408
100 b-CH, c M1-G
a 175.07541 b219410159 d
50 151.07536 189.09113 249.11214 .
1 ach, c-CH, 557 14577 | 37316348 Niisalucuronicadid 566.22333
137.q5952 205:986‘12 | 285.11160 . | « -NH;-glucuronic aci .IL
0 e-CH,
355.15399
100 b-CH, g
] a 175.07542 Gl mM2-G
1 151.07545 b 2
50 189.09100 235‘09637(1 [M+NH,]*
- 373.16391 566.22418
a-CH, C- 249.11203 -NH;-glucuronic acid
o 137.05969 205.08607 | © 337.14340 P 5 |
d-CH,
235.09648
100 M3-G
b-CH,
50 | ke ol CH 3:1-21?3516
C- - +
1 o 205.08609 359.14932 o [MeNH
5 137.0‘5975 ‘ 1 | 271.09619 323. 12?81 ‘ A -NHa-glucuronic acid 552“20825
d-CH,
235.09628
100 5 M4-G
] 17507646 ok
50 - eCH, 341.13971
1, 205.00626 | 31597525 |359,08426 H |
0 | 1
d d-CH,+SO0,
0 a 24911153 315.05359
151.07553 d-CH, ¢-CH,+S0, -CH,+S0, M1-S
] 175“037”524 , 235.00653 285.04257 435.11121
0 a-CH,  a.CH,+SO, 2%2*813*23123 e-CH, [M+H]*
137“059f4 217‘0165] Y i ! 355‘1\5402 405_19117 453}12170
. -CH,+S0,
0= d-CH,+S0, 435.11029
] d-CH, d 315.05475 M2-S
] 235.09778 249.11172 cH
50 | a-CH,+S0. e-Lh,
] 217.01714° c-CH,+S0, 855.15482 e
. ‘ 285.04367 ‘ | 405.09915 | W 49913315
1 | 1 | Il (W} | | I | | 1
¢ d-CH,+S0,
100 a-CH,#S0; b-CH,#SO; 31505316
a-CH, 217.01608  255.03220 M3-81
137.05975 _ ¢-CH, d-CH,
y 205.08652 €-2CH,+S0;,
50 | b-CH, 23509636 c.cH#+s0, | e-2cH, 421.09561
175.07561 e A R 391.08380 ‘
0 | | L ‘ L i Tl L L
d-CH,+S0,
100 a-CH,+S0; 315.05338
e 217.01642 e-2CH,+S0, M3-S2
] c-CH, b-CH,+S0, 421.09387
50 205.08562 | g.CH, 255.03249 43910626 —
] a-CH, 23500645 _ cpeso. | ©-2CH2 456.13095 5[36 167418
- ) 3 . ~ s
I 1‘37’.0‘?032 | | 285,047 341.1‘3934 391.0‘8362 e S0, h
L L L L L L L L L L L L L L L L L L L L L L L L L L L L L L e e
100 150 200 250 300 350 400 450 500 550
m/z

Figure S1. MS/MS spectra of M1-G, M2-G, M3-G, M4-G, M1-S, M2-S, M3-51, and M3-S2.



(A) M1 (O-mehtylpinoresinol) + Human liver S9 + UDPGA
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(B) M1 (O-mehtylpinoresinol) + Human liver S9 + PAPS
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(C) M3 (pinoresinol) + Human liver S9 + UDPGA
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(D) M3 (pinoresinol) + Human liver S9 + PAPS
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Figure S2. Extracted ion chromatograms of metabolites formed from M1 (O-methylpinoresinol) and
M3 (pinoresinol) following incubation with human liver S9 fractions in the presence or absence of
UDPGA or PAPS. Red lines indicate incubations without cofactors, and blue lines indicate incuba-
tions with UDPGA or PAPS.
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Figure S3. Extracted ion chromatograms of eudesmin metabolites after enzymatic hydrolysis of hu-
man hepatocytes incubation mixtures. The red line represents samples without -glucuronidase,
and the blue line represents samples treated with (3-glucuronidase.



