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Figure S1. The ELSD and UV response of the crude extracts of Scutellaria baicalensis
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Figure S2. The ELSD and UV response of the crude extracts of Andrographis
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Figure S3. The ELSD and UV response of the crude extracts of Glycyrrhiza uralensis
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Figure S4. The ELSD and UV response of the crude extracts of Forsythia suspensa
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Figure S5. The ELSD and UV response of the crude extracts of Lonicera japonica
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Figure S6. The ELSD and UV response of the crude extracts of Cirsium japonicum

S-5



15+ 18+ 3CLpro-Blank
VIR 3756.24574
A A h‘L
o 18+ 3CLpro-Fr. 3
T 3756.04791 o ~o
19+ 18+ e 0.0
3572.44766 3770.64752
19+ 18+ HO™ "QH
3687.22128 3786.83365 H
L A k A A J\L ﬁ‘. A Ay i 5
19+ 18+
3558.13677 3756.04553
19+ I
3572.52616 Sl
19+ 18+
3587.03443 3786.84017
18+
19+ 3756.24685
3558.06292
19+ 18+
3581.75655 3780.76182
A N A TRV . WO
19+ 18+
3558.40606 19+ 18+ 3775.26460
3576.41749 3756.05019
19+ i
3594.69141 S
. M A b rin Jk.m
18+
19+ 3755.88790
3558.38759
19+ 18+
3582.63108 3782 11704
A re .JL A [N ﬂl. .
19+ 18+
3558.39539 3756.02682
19+ 18+
3582.56540 3781 86952
" " ~ A
19+ 18+
3558.47552 3756.10479
19+ 18+
3573.90727 3772 66966
19+ 18+
3576.67031 |a775.43521
19+ / 18+
358270241 \ //, 3781.72148
19+ 18+
3586.31441 378591473
19+ 18+
3572.49942 2771.00729
19+ 18+
3558.19443 jk\ 3756.05229
—r————— e e e A ’
3500 3550 3600 3650 3700 3750 3800 miz

Figure S7. Representative

baicalensis

MS spectra of the affinity screening of Scutellaria
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Figure S8. Representative MS spectra of the affinity screening of Glycyrrhiza uralensis
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Figure S9. Representative MS spectra of the affinity screening of Forsythia suspensa.
The compounds in fractions 3 and 4 were isomers or same compound caused by
chromatographic peak tail dragging during pre-separation. Their suggested structures

are showed at the bottom.
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Figure S10. Representative MS spectra of the affinity screening of Lonicera japonica.
Compound 10 were detected in fractions 3 and 4 and the representative isomers are
showed at the bottom. Due to the same reason, the probable isomers of compound 11

which from fractions 6 and 7 are showed at the bottom too.
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Figure S11. Representative MS spectra of the affinity screening of Cirsium japonicum
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Figure S12. The chromatograms and mass spectra of the hit compounds
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Figure S12. (continued)
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Figure S12. (continued)
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Figure S12. (continued)
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Figure S13. MS spectra of 3CLpro incubated with the representative compounds at the

same concentration. (A) Representative MS spectra of 3CLpro incubated with
compound 2, 3 and 4 at the concentration of 12.5 uM. (B) Representative MS spectra
of 3CLpro incubated with compound 8 or 9 at the concentration of 12.5 uM.
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Table S1. The weights of the 96 fractions after lyophilization

Scutellaria baicalensis Andrographis paniculata
Fraction ID RT window  Weight Fraction ID  RT window Weight
(min) (mg) (min) (mg)
1 0.0-5.6 3.1 1 0.0-3.8 19.5
2 5.6-13.0 5.2 2 3.8-14.0 12.1
3 13.0-15.0 10.1 3 14.0-15.7 5.6
4 15.0-16.8 8.1 4 15.7-16.1 4.1
5 16.8-19.4 3.0 5 16.1-17.8 4.0
6 19.4-21.3 65.5 6 17.8-20.1 33.1
7 21.3-22.0 4.5 7 20.1-21.9 13.8
8 22.0-23.2 16.1 8 21.9-23.6 5.2
9 23.2-25.0 20.1 9 23.6-25.1 21.6
10 25.0-27.8 3.1 10 25.1-26.2 2.5
11 27.8-29.5 5.2 11 26.2-28.2 1.9
12 29.5-33.4 0.6 12 28.2-29.9 1.2
13 33.4-34.7 4.3 13 29.9-31.2 0.4
14 34.7-36.5 1.7 14 31.2-33.1 0.5
15 36.5-54.5 1.5 15 33.1-34.8 1.1
16 54.5-55.4 0.6 16 34.8-36.7 0.4
17 55.4-57.3 0.7 17 36.7-43.7 2.1
18 57.3-58.4 0.1 18 43.7-60.0 5.2
19 58.4-60.0 0.3
Glycyrrhiza uralensis Forsythia suspensa
Fraction ID RT window  Weight Fraction ID  RT window Weight
(min) (mg) (min) (mg)
1 0.0-3.2 14.8 1 0.0-5.4 713
2 3.2-6.6 1.5 2 5.4-6.9 15.4
3 6.6-16.2 11.2 3 6.9-13.9 19.3
4 16.2-19.6 28.7 4 13.9-15.7 18.0
5 19.6-23.3 20.6 5 15.7-17.1 12.3
6 23.3-26.3 9.5 6 17.1-21.2 11.7
7 26.3-29.5 8.9 7 21.2-24.6 7.3
8 29.5-33.7 374 8 24.6-26.5 3.5
9 33.7-38.8 10.2 9 26.5-28.4 2.0
10 38.8-41.4 4.3 10 28.4-30.5 3.9
11 41.4-44.1 58.1 11 30.5-37.2 6.0
12 44.1-49.0 8.1 12 37.2-39.5 4.5
13 49.0-52.2 2.5 13 39.5-41.2 1.1
14 52.2-54.4 3.8 14 41.2-45.2 4.2
15 54.4-60.0 3.0 15 45.2-47.1 1.6
16 47.1-49.1 2.0
17 49.1-50.6 0.6
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18 50.6-52.7 1.3

19 52.7-54.4 3.8
20 54.4-60.0 8.8
Lonicera japonica Cirsium japonicum
Fraction ID RT window  Weight Fraction ID  RT window Weight
(min) (mg) (min) (mg)
1 0.0-6.5 46.3 1 0.0-6.1 13.1
2 6.5-11.3 20.2 2 6.1-14.2 8.3
3 11.3-12.8 23.6 3 14.2-18.1 8.4
4 12.8-14.0 21.0 4 18.1-23.1 16.4
5 14.0-16.2 29.5 5 23.1-31.2 6.0
6 16.2-18.3 17.9 6 31.2-39.5 4.3
7 18.3-20.4 13.2 7 39.5-43.4 15
8 20.4-21.8 1.3 8 43.4-46.2 0.6
9 21.8-36.0 5.1 9 46.2-50.7 2.1
10 36.0-38.1 0.9 10 50.7-55.1 2.4
11 38.1-41.5 0.4 11 55.1-57.2 0.3
12 41.5-44.2 0.4 12 57.2-57.9 2.5
13 44.2-48.5 0.4 13 57.9-60.0 1.1
14 48.5-50.7 1.0
15 50.7-53.0 0.2
16 53.0-60.0 0.9
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