I; (gardenoside)

- MRM (449.0 -> 241.0) WorklistDat.. - MRM
*2 x10 2 1.656 min. .g x10
3 3
o 34 o
2.5+
2,
1.54
1,
0.5+
1. 5 2 2. 5

Acquisition Time (min)

A (phellodendrine-O-glucuronide)

(449.0 -> 241.0) hljdd1.d - MRM (449.0 -> 241.0) blank.d
3] 1.643 min. 2 x102]
5+ 3
o 3
4 2.5
34 2
2 1.5
1 1-
‘ 15 2 25 ‘ 15 2 25

Acquisition Time (min)

Acquisition Time (min)

+MRM (518.0 -> 192.0) WorklistDat.. + MRM (518.0 -> 192.0) hljdd1.d + MRM (518.0 -> 192.0) blank.d
."E’ x10 47 *1.747 min. g x10 47 % x10 41
3 3 5
o 2 o 2+ 3 2
1.5+ 1.54 1.54
1 14 14
0.5+ 0.5 0.54
0] 0 1.821 min. o
15 2 15 2 15 2
Acquisition Time (min) Acquisition Time (min) Acquisition Time (min)
I, (scandoside methyl ester)
- - MRM (449.0 -> 241.0) hljdd1.d
MRM (449.0 -> 241.0) WorkiistDat.. " (37 ) hlj _MRM (449.0 -> 241.0) blank.d
2 y10 24 < x10 ® 2
5 5 £ x10 2
<} ] 51 =]
O 34 (@] 8 34
4,
2.54 25
3 2.234 min. ’
2 2
2.248 min.
1.54 2 1.54
14 14 14
0.5+ 0 0.&%
15 2 25 3 15 2 25 3 15 2 25 3

Acquisition Time (min)

I5 (genipin-1-gentiobioside)

+ MRM (573.0 -> 365.0) WorklistDat... ”
*2 x10 2 | 3.476 min. §
S 5}
Q 1.2 &)
© g1
1 -
0.9
0.8
0.7
0.6
0.5
0.4
3 3 5 4

Acquisition Time (min)

Acquisition Time (min)

+ MRM (573.0 -> 365.0) hljdd1.d

x10 4 3.476 min.

2.5+
24
1.5+
14
0.5+
0

35 4
Acquisition Time (min)

Acquisition Time (min)

+MRM (573.0 -> 365.0) blank.d
x10 2
1.2
1.1

1 |
0.9
0.8
0.7
0.6
0.5
0.4

Counts

A e LM

3

35 4
Acquisition Time (min)



A, (phellodendrine)

+MRM (342.0 -> 192.0) WorklistDat... . +
6
2 x103|  4.199 min. g x10%1 4171 min. £ x103
3 g .2 3
o 1.754 o
0.8+ 154 0.8-
0.6+ 1.25+ 0.6
14
0.4+ 0.75+ 0.4+
0.5+
4 0.24
0.2 0.25+
04 04 04
4 45 5 4 45 5
Acquisition Time (min) Acquisition Time (min)
1, (geniposide)

- MRM (433.0 -> 123.0) WorklistDat...
x10 27 4.251 min.

Counts

= N W b~ OO N
e Y Y B

4 45 5
Acquisition Time (min)

+ MRM (342.0 -> 192.0) hljdd1.d

- MRM (433.0 -> 123.0) hljdd1.d
x10 34 4.230 min.

Counts

4 45 5
Acquisition Time (min)

Counts

MRM (342.0 -> 192.0) blank.d

4.220 min.

x10 27

4 45 5
Acquisition Time (min)

- MRM (433.0 -> 123.0) blank.d

4 45 5
Acquisition Time (min)

As/A, (etradehydroscoulerine-O-glucuronide AND groenlandicine-O-glucuronide)

+ MRM (498.0 -> 322.0) WorklistDat...
x10 3 *4.630 min.

Counts

—

2.5
24
1.5+
14
0.5
0

4

45 5
Acquisition Time (min)

+ MRM (498.0 -> 322.0) hljdd1.d
[2]
g x10 3 *g x10 37
3 7 <}
S o
© 251 2.5
2 2
1.5 1.5+
14 14
i 0.54
0.5 *4.526 min.
0+ 0+
4 45 5

Acquisition Time (min)

As (demethylenecoptisine-di-O-glucuronide)

+ MRM (660.0 -> 308.0) WorklistDat... + MRM (660.0 -> 308.0) hljdd1.d o

2 x103 | 4.671 min. 2 4103 £ x103
2 3 1 3 1751

S 175 § 1754 o "
1.5 1.5 151
1.25+ 1.25- 1.25+
14 1 1
0.751 0.751 0.751
0.5 0.5 0.5
0.254 0251 4.741 min. 0.257
0+ 0- 04

45 5 45 5

Acquisition Time (min)

Acquisition Time (min)

+ MRM (498.0 -> 322.0) blank.d

4

45 5
Acquisition Time (min)

+ MRM (660.0 -> 308.0) blank.d

45 5
Acquisition Time (min)



Ag (magnolflorine)

+ MRM (342.0 -> 297.0) WorklistDat...
x10 4 4.700 min.

2
=
3
o]

O 1]
0.8+

0.6+

0.4+

0.2

04

—

4

45 5
Acquisition Time (min)

+MRM (342.0 -> 297.0) hljdd1.d + MRM (342.0 -> 297.0) blank.d
2 x105 | 4.680 min. £ x10 4
3 Q
(@] 5 O 14
4 0.8
3 0.6
2 0.4+
14 0.2
0 04 4.812 min.
4 45 5 4 45 5

Acquisition Time (min)

A4/Ag (demethyleneepiberberine-O-glucuronide)

+ MRM (500.0 -> 324.0) WorklistDat...

" 3 i . + MRM (500.0 -> 324.0) hljdd1.d
§ x10 34 4.880 min. % %10 3
8 3 3 3

(@)
2.5 25
2 2]
1.5 1.54
14 14
0.54 J
0.5 5.699 mi

0 0-

45 5 55 45 5 55

Acquisition Time (min)

Acquisition Time (min)

Ay (demethyleneberberine-O-glucuronide)

MRM (500.0 -> 324.0) WorklistDat...
x10 37 6.004 min.

Counts *

O =N Wh oo
T Y B

55 6 65
Acquisition Time (min)

+ MRM (500.0 -> 324.0) hljdd1.d
x10 3 |

[}
1]
S
=
o
(@]

5.699 min.

55 6 65
Acquisition Time (min)

Ao (jatrorrhizine-O-glucuronide)

+ MRM (514.0 -> 338.0) WorklistDat...
x10 4 | 6.125 min.

Counts

%

3
2.5+
24
1.5+
14
0.5
0-

6 6.5
Acquisition Time (min)

Ay (thalifendin-O-glucuronide)

Acquisition Time (min)

+ MRM (500.0 -> 324.0) blank.d
x10 3
3,
2.5
2,
1.5
1,
0.5
0,

Counts

45 5 55
Acquisition Time (min)

MRM (500.0 -> 324.0) blank.d
x103 |

Counts *

55 6 65
Acquisition Time (min)

+ MRM (514.0 -> 338.0) hljdd1.d * 'V'R'V'f"“-o -> 338.0) blank.d
[2]
2 x104] £ X107
3 [
8 3 o 3
251 2.5
2 2+
1.5 1.5+
14 14
0.5 _ 0.5
0 6.070 min. 0
T T T T
6 6.5 6 6.5

Acquisition Time (min)

Acquisition Time (min)



+ MRM (498.0 -> 322.0) WorklistDat...

x10 3

+ MRM (498.0 -> 322.0) hljdd1.d

+ MRM (498.0 -> 322.0) blank.d

= £ x103 £ x103
3 5 3 5 3 5
O (&) O
4 44 4
34 3 34
2 2 2
*6.127 min.
14 14 19
6.102 min.
0+ 0- 0+
55 6 65 7 55 6 65 7 55 6 65 7
Acquisition Time (min) Acquisition Time (min) Acquisition Time (min)
A1 (berberrubinen-O-glucuronide)
+ MRM (498.0 -> 322.0) WorklistDat... .
2 104 6.638 min. ’;MRMAE"'Q&O -> 322.0) hijad1.d + MRM (498.0 -> 322.0) blank.d
5 i g X107 £ x104
3 7 3 7 3 |
6 © S 7
6+ 64
5- 5 5 |
49 4 44
31 3 34
2+ 24 2
1 1 . 11
0 0 6.633 min. 0
T T T T T T
6 65 7 6 65 7 6 65 7

Acquisition Time (min)

A1z (demethylenecoptisine-O-glucuronide)
+ MRM (484.0 -> 308.0) hljdd1.d

Acquisition Time (min)

Acquisition Time (min)

MRM (484.0 -> 308.0) blank.d

65 7 75
Acquisition Time (min)

+ MRM (484.0 -> 308.0) blank.d

+ MRM (484.0 -> 308.0) WorklistDat... * +
2 2 2
154 6.711 min| 1.5+ 1.54
1 1 14
0.54 0.5 0.54
6.681 min.
0 0 0
65 7 75 65 7 75
Acquisition Time (min) Acquisition Time (min)
A4 (demethylenecoptisine-O-glucuronide)
+ MRM (484.0 -> 308.0) WorklistDat.. + MRM (484.0 -> 308.0) hljdd1.d
47] i 7 12 4]
% x10 7.055 min. % x10 4 € x10
3 254 3 2.5 3 251
O O )
2 2 2]
1.5+ 1.5 1.5
14 14 1
0.5 0.54 0.54
o 0 7.523 min. 0
65 7 75 65 7 715

Acquisition Time (min)

Ajs (groenlandicine)

Acquisition Time (min)

65 7

T
7.5

Acquisition Time (min)



+ MRM (322.0 -> 307.0) hljdd1.d

+MRM (322.0 -> 307.0) WorklistDat... 5 7258 mi +MRM (322.0 -> 307.0) blank.d
£ x102 € x10 27 -£00 min. £ x102
| £ |
g S 25 g .
3 3
2,
2.5 2.5
1.5
2 *7.278 min. ; 2
1.5+ 1.5
0.5
1 19
0.5 0] 0.5
T T T T T T
] ‘ ‘ 7 72 74 7 72 74

Acquisition Time (min)

Acquisition Time (min) Acquisition Time (min)

F, (5,6,7-trihyroxy-8-methoxy flavone-7-O-glucuronide)

+ MRM (477.0 -> 301.0) WorklistDat...

£ x10 34 8.449 min.
3
o 61

5,

4

3,

2,

1,

O,

8 828486 88 9

Acquisition Time (min)

+ MRM (477.0 -> 301.0) hljdd1.d + MRM (477.0 > 301.0) blankd
g x10 34 2 4103/
§ o
o 67
5 5
4] 4l
34 3
2 2]
14 14
0 0-
8 82848688 9 8 82848688 9

Acquisition Time (min) Acquisition Time (min)

F,/F; (baicalein-5,7-di-O-glucuronide AND baicalein-6,7-di-O-glucuronide)

+ MRM (623.0 -> 271.0) blank.d

+ MRM (623.0 -> 271.0) WorklistDat.. *+ MRM (623.0 -> 271.0) hljdd1.d 2 %104/
£ x104]  *8.645min. £ x10 44 5
= > i 8 1.4
8 1.4+ 8 1.4 1.24
1.2 1.2
1 1 1
0.8 081 0.8+
0.6 0.6 0.6
0.4+ 0.4 0.4+
0'5: 0'5’ 8.985 min. 0'57
8 85 9 95 10 8 85 9 95 10 8 85 9 95 10
Acquisition Time (min) Acquisition Time (min) Acquisition Time (min)
A (columbamine)
+ MRM (338.0 -> 294.0) WorklistDat... ’; MRM é338-0 -8> 2(?4-0_) hljdd1.d +MRM (338.0 -> 294.0) blank.d
3 2 3 3 2754
O 259 «g763mjn, © sl O 254
2.254 : 2.254
24 0.6 24
1.75- 1.75-
1.5 0.4 151
1.25- 1.254
14 02* 14
0.754 04 0.75
0.5 0.5
85 9 95 85 9 95

Acqwsmon Tlme (mln)

A7 (epiberberine)

Acquisition Time (min) Acquisition Time (min)



+ MRM (336.0 -> 320.0) WorklistDat.. * MRM (336.0 -> 320.0) hljdd1.d
£ x10 2 8.754 min. £ x106] 8.718 min.
5 3
g 6 8 16,
© 14
57 1.2
4 1
0.8
3 0.6
24 0.4
1 0.2
0
0+ | : ‘ ‘ ‘ ‘
85 9 9.5 8.5 9 9.5
Acquisition Time (min) Acquisition Time (min)

A (coptisine)

+ MRM (320.0 -> 292.0) WorklistDat.. + MRM (320.0 ->292.0) hljdd1.d
2 %102 8.803 min. £ x10°@ 8.751 min.
3 45 3 1
o
(@] 44
3.5 081
34 0.64
2.54
24 0.4+
1.54 0.2
14
0.5+ 0
85 9 95 8.5 9 95
Acquisition Time (min) Acquisition Time (min)
Ay (jatrorrhizine)
+ MRM (338.0 -> 322.0) WorklistDat.. + MRM (338.0 -> 322.0) hljdd1.d
£ x102 £ x10 6] 8.939 min.
3 6 3 14
O 5 O 124
4 1
_ 0.8
34 8.996 min. 0.64
2 0.4
14 0.2
0,
07 T T T T T T
8.5 9 9.5 8.5 9 9.5
Acquisition Time (min) Acquisition Time (min)

F4 (5,8-dihyroxy-7-methoxy flavone-5,8-di-O-glucuronide)

+ MRM (637.0 -> 285.0) WorklistDat... + MRM (637.0 -> 285.0) hljdd1.d
-og x10 37 8.984 min. ‘“E) x10 37
3 3
o 144 o 144
1.2+ 1.2+
1+ 1+
0.8+ 0.8+
0.6 0.6
0.4 0.4+
0.24 027 9.205 min.
0- 0
| 9 95 | 9 95
Acquisition Time (min) Acquisition Time (min)

Fs (5,6,7-trihyroxy-8-methoxy flavone-6,7-di-O-glucuronide)

MRM (336.0 -> 320.0) blank.d
x10 2

Counts +

Ly 8.945 min.

85 9 95
Acquisition Time (min)

+ MRM (320.0 -> 292.0) blank.d
x10 2
4.5
4
3.5
3,
2.5
2,
1.5

1 _
0.5

Counts

8.962 min.

8.5 9 95
Acquisition Time (min)

MRM (338.0 -> 322.0) blank.d

+
2] 2
*g X106
3 J
(@]

1 8.742 min.

85 9 95
Acquisition Time (min)

+ MRM (637.0 -> 285.0) blank.d
x10 3 |

1.4
1.2

1,
0.8
0.6
0.4
0.2

0,

Counts

| 9 95
Acquisition Time (min)



MRM (653.0 -> 301.0) WorklistDat...

+MRM (653.0 -> 301.0) hljdd1.d

+ MRM (653.0 -> 301.0) hljdd1.d

"
9 3
2 x103| 9,590 min. g X107 £ x103 |
3 8 3
O L5l 2.54 © 251
2] 29 2
1.5+ 1.5+ 154
14 1+ 1+
0.5+ 0.5+ 0.5
9.800 min. 9.800 min.
0+ 0 04
T T
9.5 10 9.5 10 9.5 10
Acquisition Time (min) Acquisition Time (min) Acquisition Time (min)
A, (thalifendin OR berberrubinen)
+ MRM (322.0 -> 307.0) WorklistDat.. * MRM (322.0 ->307.0) hljdd1.d +MRM (322.0 -> 307.0) blank.d
8 x104/ 9.820 min. 2 X10$ 9.767 min. 2 x104]
3 B =]
3 o -
§ 3 8 § ¢
2.5+ 0.8+ 2.5
2 0.6 2
1.5 0.4 1.5
14 14
0.51 027 /\ 0.5
0+ 04 04
9 95 10 9 95 10 9 95 10
Acquisition Time (min) Acquisition Time (min) Acquisition Time (min)
F¢ (baicalin)
+MRM (447.0 -> 271.0) WorklistDat.. + MRM (447.0 -> 271.0) hljdd1.d + MRM (447.0 -> 271.0) blank.d
% x10 3 g x104]  10.178 min. 2 x103/
. B >
8 4 10.166 min. 8 1.6 8 Al
1.4
1.2
3 1] 3
0.8
2 i
0.6 2
14 0.4+ 1
0.2 10.955 min
0+ 0+ 0-
T T T
10 105 11 10 105 11 10 105 11
Acquisition Time (min) Acquisition Time (min) Acquisition Time (min)
A, (palmatine)
_ + MRM (352.0 -> 336.0) hljdd1.d + MRM (352.0 -> 336.0) blank.d
+ MRM (352.0 -> 336.0) WorklistDat.. ¢ 41 6 10.292 min. 2 4102
2 x102 10.350 min. 5 5 1
S b o o
o3 o 24 o
] 4
44
1.5+
3 3
1 -
21 29
0.5 10.350 min.
14 19 fé
0,
0- . . T T T T 0- T T T
10 10.5 11 10 10.5 1 10 10.5 1

Acquisition Time (min)

Ay, (berberine)

Acquisition Time (min)

Acquisition Time (min)



MRM (336.0 -> 320.0) WorklistDat...
x10 3 10.497 min.

Counts *

10 105 11
Acquisition Time (min)

2
1.5
1]
0.5

MRM (336.0 -> 320.0) hljdd1.d

+
£ x10 6] 10.417 min.
>
2
O

10 105 11
Acquisition Time (min)

F; (5,8-dihyroxy-7-methoxy flavone-8-O-glucuronide)

+ MRM (461.0 -> 285.0) WorklistDat.. * MRM (461.0 ->285.0) hljdd1.d
g x10 4 % x10 4+
3
S 4 S 4

3 3

24 2+

9 11.077 min. H

A *11.052 min.
0 0
‘ n 115 12 | 1 115 12

Acquisition Time (min)

Fg/Fy (wogonin-7-O-glucoside AND norwogonin-7-O-glucuronide)

+ MRM (447.0 -> 271.0) WorklistDat...
x10 47

14
0.8
0.6+ *11.154 min.
0.4
0.2
0

10.5 11 11 5 12
Acquisition Time (min)

%]
2
=
=]
]
O

F1o (oroxylin A 7-O-glucuronide)

+ MRM (461.0 -> 285.0) WorklistDat...
x10 47

4
3,
24
14 11.551 min
04

1 115 12
Acquisition Time (min)

+

(2]
2 =
=1 3
o [e]
O (@]

MRM (461.0 -> 285.0) hljdd1.d

Acquisition Time (min)

+ MRM (447.0 -> 271.0) hljdd1.d
x10 4+

1|

Counts

0.8+
0.6+
044 *11.134 min.
0.2+

04

105 11 115 12
Acquisition Time (min)

+
x10 4 2
= 3

(@]

11.558 min

1 115 12
Acquisition Time (min)

Fy; (trihyroxy-methoxy-flavone-O-glucuronide)

+ MRM (336.0 -> 320.0) blank.d
£ x103
3
S
2,
1.5
'1,
0.5
10.664 min.
0,
10 105 11

Acquisition Time (min)

+ MRM (461.0 -> 285.0) blank.d
x10 4+

Counts

1 15 12
Acquisition Time (min)

+ MRM (447.0 -> 271.0) blank.d
£ x10 4
3 1
S |
0.8
0.6
0.4
0.2

0

105 11 115 12
Acquisition Time (min)

MRM (461.0 -> 285.0) blank.d

x10 47

4,

3,

2,

1

o 11.904 min.
1 115 12

Acquisition Time (min)



+ MRM (477.0 -> 301.0) WorklistDat..

x10 5 11.705 min.

%)
c
=]
[e]
O
2

1.54

14

0.5+

04

%

+ MRM (477.0 -> 301.0) hljdd1.d
x10 4+

Counts

*11.707 min.

115 12

Acquisition Time (min)

Fy, (baicalein-6-O-glucuronide)

15 12
Acquisition Time (min)

+ MRM (447.0 -> 271.0) WorklistDat.. * MRM (447.0 -> 271.0) hljdd1.d
2 x104 11.911 min. £ x10 4]
3 3 1
O lh ©
0.8 0.8+
0.6 0.6+
0.4 0.4
0.2 0.2
11.919 min.
0 0-|
115 12 125 115 12 125

Acquisition Time (min)

Fi3 (wogonoside)

+ MRM (461.0 -> 285.0) WorklistDat...
2 x10 4 12.000 min.
o 4

3,

2

1,

A

15 12 125
Acquisition Time (min)

F14 (wogonin)
MRM (285.0 -> 270.0) WorklistDat...

x10 34 14.202 min.

+
[7)
2
c
>
(o)
O

o - N w »
1 ! | | 1

135 14 145 15

Acquisition Time (min)

Fy5 (oroxylin A)

Acquisition Time (min)

+ MRM (461.0 -> 285.0) hljdd1.d
x10 4+ 12.00R min.

Counts

15 12 125
Acquisition Time (min)

+ MRM (285.0 -> 270.0) hljdd1.d

x10 27 14.205 min.
1.4+

1.2

14
0.8+
0.6
0.4+
0.2+

0

Counts

135 14 145 15

Acquisition Time (min)

+ MRM (477.0 -> 301.0) blank.d
x105

Counts

2
1.5+
14

0.5+

0

15 12
Acquisition Time (min)

+ MRM (447.0 -> 271.0) blank.d

£ x10 41

3

O 1
0.8
0.6
0.4
0.2

04

115 12 125
Acquisition Time (min)

+ MRM (461.0 -> 285.0) blank.d

£ x10 4]
3
o 4

3,

2,

14

11.904 min.
0 min
115 12 125
Acquisition Time (min)

+ MRM (285.0 -> 270.0) blank.d
£ x10 34
3
[e]
O 4

3,

2,

1,

14.504 min.
0,
135 14 145 15

Acquisition Time (min)



+MRM (285.0 -> 270.0) WorklistDat.. * MRM (285.0 -> 270.0) hljdd1.d + MRM (285.0 -> 270.0) blank.d
[} 57
£ x10 34 £ x10 2 4103
> 3 1.4 S
[e]
o 4- O 1.2 S 4
3 1
] 0.8- 3
2+ 498 min. 0.6 511 min. 24
0.4
Ly 0.2 19 .
14.504 min.
0+ 04 04
14 145 15 14 145 15 14 145 15
Acquisition Time (min) Acquisition Time (min) Acquisition Time (min)

S1 Fig. The extracted chromatograms of 41 constituents in samples. Samples from left to right are rat

plasma after oral administration of HLJDD, extract of HLIDD and blank plasma of rats.



