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Table S1. 'H and *C NMR (500/125 MHz) data of 1-3, 4 in ppm, J in Hz

NO. ! 2 3
dc OH dc OH oc OH

1 400 0.98(m),1.61(m) 40.0 0.98(m),1.59(m) 40.0 0.99 (m), 1.60 (m)

2 273 1.67(m),1.78(m) 273 166 (m),1.76 (m) 27.1 1.86(m)

3 90.2 3.13(dd,4.0,11.5) 90.2 3.11(dd,4.0,11.5) 90.6 3.12(dd, 4.0, 11.5)
4 403 - 40.3 - 400 -

5 57.3 0.77 (m) 57.2  0.77 (m) 57.1  0.78 (m)

6 19.4  1.61 (m) 19.3  1.59 (m) 19.4  1.58 (m)

7 340 140(m),255(m) 340 1.30(m),1.53(m) 34.0 1.38(m), 1.55(m)

8 406 - 406 - 406 -

9 485 1.61(m) 485 1.62(m) 485 1.61(m)

10 379 - 379 - 379 -

11 245 188(m),1.90(m) 245 188(m),1.93(m) 245 1.84(m), 1.90 (m)
12 1236 5.24brs 123.6 5.24br.s 1236 5.24br.s

13 1452 - 1451 - 1452 -

14 428 - 427 - 427 -

15 288 1.80(m),201(m) 288 1.81(m) 288 1.75(m)

16 240 180(m),1.90(m) 240 1.82(m),1.94(m) 24.0 1.83(m),2.01(m)
17 4717 - 476 - 476 -

18 429 2.85(d, 10.5) 42,9 2.84(d, 10.5) 429 2.84(d, 11.0)

19 473 119(m),1.72(m) 472 1.17(m),1.73(m) 47.2 1.08 (m), 1.76 (m)
20 316 - 316 - 316 -

21 349 098(m),1.29(m) 349 0.98(m),1.29(m) 349 1.12(m), 1.43 (m)
22 338 149(m),1.81(m) 33.8 150(m),1.84(m) 33.8 1.50(m),1.89 (m)
23 286 1.06(s) 285 1.06(s) 28.7 1.04(s)

24 172 0.86(s) 17.2  0.86 () 17.2  0.86 (s)

25 16.0 0.94(s) 16.0 094 (s) 16.0 0.93(s)

26 177 0.81(s) 17.7 0.81(s) 177 0.81(s)

27 264 116 (s) 264  1.17(s) 26.4 117 (s)

28 1819 - 181.8 - 181.8 -

29 336 0.94(s) 33.6  0.94(s) 33.6 0.95(s)

30 241 0.91(s) 241 0.91(s) 241 0.91(s)

3-Xyl 3-Xyl 3-Ara

1 106.3 4.38(d, 7.0) 106.5 4.38(d, 7.0) 105.2 4.51(d,5.0)

2 789  3.44 (m) 78.8  3.46 (m) 765  3.76 (m)

3 784  3.35(m) 785  3.33(m) 725  3.70 (m)

4 725  3.41(m) 726  3.41(m) 68.5 3.98 ()

5 66.5 3.85(m) 66.6 3.86 (M) 64.5  3.88(m), 3.52 (m)

Rha Rha Rha

1 1015 5.36 (s) 101.6 5.30 (s) 101.7 5.17(s)

2 716  4.09br.s 71.0 4.27brs 719 4.04br.s

3 80.8 3.86(m) 82.9 3.88(m) 80.7 3.81(m)

4 73.0 3.53(m) 72.7  4.08 (m) 73.0 3.52(m)
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70.1
18.0
Rib
104.4
71.7
68.7
70.2
65.1

3.87 (M)
1.23 (d, 6.0)

4.99 (d, 4.0)
3.68 (M)
3.76 (M)
3.88 (M)
3.68 (m),3.88 (m)

70.0
18.2
Glc
103.3
71.6
68.4
75.3
79.5
62.7

3.96 (m)
1.23(d, 10.5)

4.84 (d, 8.0)
3.17 (m)

3.56 (m)

3.67 (m)

3.72 (m)
3.84(m), 3.67(m)

70.3
18.0
Rib
104.2
73.7
69.0
70.2
65.1

3.88 (m)
1.23 (d, 6.0)

5.00 (d, 3.5)

3.70 (m)

3.75 (m)

3.90 (m)
3.70(m), 3.91 (m)

measured in methanol-d,

Table S2. *H and **C NMR (500/125 MHz) data of 4-6, & in ppm, J in Hz

NO. 4 5 6
dc on oc OH dc OH
1 39.4  1.50 (m) 39.4 0.98 (m) 39.3 1.00 (m), 1.57 (m)
2 274  1.65(m),1.81 (m) 27.2 1.91 (m) 27.2 1.67 (m), 1.76 (m)
3 89.1 3.33(dd, 4.0,11.5) 89.2 3.31(dd, 4.0,115)  89.1 3.37 (dd, 3.5, 11.5)
4 401 - 40.1 - 40.1 -
5 56.5 0.80 (m) 56.5 0.80 (d, 12.0) 56.4 0.84 (d, 12.0)
6 191 1.23(m),1.50 (m)  19.0 1.22 (m), 1.46 (m) 19.0 1.19 (m), 1.48 (m)
7 33.7 1.32(m),152(m) 33.6 1.30 (m), 1.46 (m) 33.6 1.35 (m), 1.51 (m)
8 402 - 40.4 - 40.4 -
9 485 1.64(d, 6.4) 48.6 1.64 (m) 48.6 1.67 (m)
10 375 - 375 - 375 -
11 243 1.84(m),191(m) 243 1.83 (m), 1.91 (m) 23.9 1.79 (m), 1.93 (m)
12 123.0 5.46br.s 1234 544br.s 1234  543br.s
13 1453 - 1446 - 1446 -
14 427 - 42.6 - 42.6 -
15 288 121(m),2.14(m) 28.7 1.17 (m),2.36 (m) 28.8 1.16 (m), 2.33 (m)
16 242 198(m),2.04(m) 239 1.97 (m),2.08 (m) 24.2 1.93 (m), 2.09 (m)
17 472 - 475 - 47.5 -
18 425 3.28(dd, 3.5,13.0) 422 3.21(dd, 3.5,13.5) 422 3.21(dd, 7.0, 13.0)
19 470 121(m),1.76 (m) 46.7 1.25 (m), 1.76 (m) 46.7 1.25 (m), 1.76 (m)
20 315 - 31.3 - 31.2 -
21 347 1.46(m) 345 0.98 (m), 1.40 (m) 34.5 1.00 (m), 1.42 (m)
22 337 178(m),1.83(m) 33.0 1.78 (m), 1.83 (m) 33.0 1.76 (m), 1.88 (m)
23 288 1.38(s) 28.7 1.33 (s) 28.7 1.32 (5)
24 177  1.18(s) 17.7 1.17 (s) 17.5 1.12 (s)
25 161 0.83(s) 16.1 0.89 (s) 16.1 0.91 (s)
26 179 1.01(s) 18.0 1.11 (s) 18.0 1.02 (s)
27 267 1.30(s) 26.6 1.29 (s) 26.5 1.28 (5)
28 180.7 - 176.9 - 1770 -
29 338 0.98(s) 33.6 0.93 (s) 33.6 0.92 (s)
30 242 0.96(s) 24.1 0.90 (s) 24.3 0.92 (s)
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3-Xyl
106.7
77.9
79.9
72.1
67.5
Rha
102.0
72.0
83.6
73.3
70.3
19.0
Gal
104.8
735
73.3
69.2
76.5
63.1
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4.81 (d, 6.5)
4.27 (m)

4.16 (M)

4.1 4(m)

3.69 (t), 4.33 (m)

6.47 (s)
5.09 br. s
4.80 (d, 6.5)
4.33 (m)
4.72 (m)
1.44 (d, 6.0)

5.90 (d, 8.0)
4.05 (m)
4.70 (m)
4.28 (M)
4.49 (m)
4.40 (M)

3-Ara
105.8
75.8
75.3
69.4
66.3
Rha
101.9
72.6
81.8
73.4
70.4
18.9
Rib
105.2
73.3
69.9
70.8
65.8

28-Glc
96.3
74.6
79.4
71.6
79.8
62.7

4.86 (d, 5.0)
4.54 (m)
4.25 (m)
4.33 (m)
3.82 (m)

6.68 (s)
4.94br.s
4.65 (M)
4.46 (M)
4.78 (m)
1.56 (d, 6.0)

5.99 (d, 4.5)

4.31 (m)

4.50 (M)

4.19 (m),4.33 (M)
4.17 (m)

6.36 (d, 8.5)

4.30 (m)

4.20 (m)

4.38 (m)

4.06 (M)

4.33 (M), 4.46 (M)

3-Xyl
108.1
78.8
74.5
71.7
67.6
28-Glc
96.1
74.4
79.2
714
785
69.7
Glc
105.1
75.8
77.0
79.1
77.7
61.8
Rha
103.2
73.2
73.3
74.5
70.8
19.0

4.81 (d, 7.5)
4.24 (m)

4.18 (M)

4.14 (m)

3.79 (t), 4.34 (m)

6.25 (d, 8.0)

4.12 (m)

4.22 (M)

4.41 (m)

4.09 (M)

4.46 (M), 4.34 (m)

5.00 (d, 8.0)
3.95 (t)

4.14 (m)

4.40 (m)

3.68 (M)

4.03 (t), 4.18 (m)

5.86 br. s
4.68 (m)
4.55 (m)
4.34 (m)
4.97 (m)
1.71 (d, 6.0)

measured in pyridine-ds
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Figure S1 Analysis of the ratio of bax/bcl-2 in compounds 1 and 2 treatment groups. *P < 0.05, **P < 0.01.

Thanks again for all your excellent comments and suggestions

Compound 1

HPLC was performed on a Shimadzu LC-20A pump system (Shimadzu Corporation, Tokyo, Japan), equipped

with an SPD-M20A photodiode array detector monitoring, analytical RP-HPLC column (Agilent XDB-Cyg, 250 x<

4.6 mm, 5 pm).

50% ACN-H,O 210nm tg=12.435min 1 ml/min

Compound 1
mAU
]
o]
=
15
10]
=
o]
7.”.“.\.“\.”H..“.\.“\.wH..“.\.“..wH..“.\.“..w.\.w..\.“..w...w..
0.0 2.3 5.0 75 100 125 150 175 200 225 250 275 300 323 350 375 min

Figure S2 HPLC-PDA (210 nm) profiles of 1
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Figure S3 'H NMR spectrum of 1 in CD;0D (500 MHz)
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Compound 2

50% ACN-H,O 210nm tg=12.714min 1 ml/min

Compound 2

125

106,

75

56

25

Figure S5 HPLC-PDA (210 nm) profiles of 2




Formula Predictor Report - AVR-02_3.lcd Page 1 of 1

Data File: D:\Datas\I z: zo\ B 4k 1 J\AVR-02_3.led

Eimt Val. Min Max Eimt Val. Min Max Eimt  Val. Min Max Use Adduct

H 1 22 100 F 1 0 0 Br 1 0 0 H
(o 4 17 60 P 3 0 0 HCOO
N 3 0 0 S 2 0 0 Cl
(o) 2 0 30 Cl 1 0 0 CF3C00

Error Margin (ppm): 100 DBE Range: -2.0 - 1200.0 Electron lons: both

HC Ratio: unlimited Apply N Rule: no Use MSn Info: no
Max Isotopes: all Isotope RI (%): 1.00 Isotope Res: 10000
MSn Iso RI (%): 75.00 MSn Logic Mode: AND Max Results: 100

Event#: 3 MS(E-) Ret. Time: 11.218 Scan# : 1998

1.800e5
1.600e5-
1.400e5 895.5047
1.200e57
1.000e5-

226.9745 896.5069
8.000e4

6.000e4
112.9892
4.000e4 248.9561 896.0013

2.000e4

0-— T T T T T T T T
100.0 200.0 300.0 400.0 500.0 600.0 700.0 800.0 900.0

Measured region for 895.5047 m/z

895.5047
100.0q

896.5069
50.04

8960013

8950 8955 8960 8965  897.0 8975  898.0 8985  899.0  899.5 _ 900.0 _ 900.5 _ 901.0

C47 H76 016 [M-H]- : Predicted region for 895.5061 m/z

895.5061
100.0

896.5095
50.01

897.5124

) | N

8950 8955  896.0 8965 _ 897.0 8975 _ 898.0 _ 8985 _ 899.0 _ 899.5 _ 900.0 _ 900.5 _ 901.0

Rank Score Formula (M) lon Meas. m/z  Pred. m/z Df. (mDa) Df. (ppm) Iso DBE

2 0.00 C47H76 O16 [M-H]- 895.5047  895.5061 -1.4 -1.56  0.00 10.0

Figure S6 HR-ESI-MS spectrum of 2
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Formula Predictor Report - AVR-01_2.Icd

Data File: D:\Datas\IH z: z:\ i 4t &1 #%\AVR-01_2.led

Page 1 of 1

Elmt Val. Min Max Elmt Val. Min Max Elmt  Val. Min Max Use Adduct
H 1 22 100 F 1 0 0 Br 1 0 0 H
(o 4 17 60 P 3 0 0 HCOO
N 3 0 0 S 2 0 0 Cl
(o} 2 0 30 Cl 1 0 0 CF3C00
Error Margin (ppm): 100 DBE Range: -2.0 - 1200.0 Electron lons: both
HC Ratio: unlimited Apply N Rule: no Use MSn Info: no
Max Isotopes: all Isotope RI (%): 1.00 Isotope Res: 10000
MSn Iso RI (%): 75.00 MSn Logic Mode: AND Max Results: 100
Event#: 3 MS(E-) Ret. Time : 11.508 Scan# : 2058
2.000e5
1.800e5
1.600e51 865.41913
1.400e5
1.200e5
1.000e5
8.000e4 866.4981
6.000e4
226.9791
] 865.9962
#:000e3 112.9851
2.000e4+
0 T T T T T T T T
100.0 200.0 300.0 400.0 500.0 600.0 700.0 800.0 900.0
Measured region for 865.4913 m/z
865.4913
100.04
50.0
866,4981
865/9962
865.0 8655  866.0 8665  867.0 8675  868.0 8685  869.0  869.5  870.0  870.5 _ 871.0
C46 H74 015 [M-H]- : Predicted region for 865.4955 m/z
865.4955
100.04
866.4989
50.01
867.5018
865.0 865.5 866.0 866.5 867.0 867.5 868.0 868.5 869.0 869.5 870.0 870.5 871.0
Rank Score Formula (M) lon Meas. m/z  Pred. m/z Df. (mDa) Df. (ppm) Iso DBE
5 0.00 C46 H74 O15 [M-H]- 865.4913  865.4955 -4.2 -485 0.00 10.0

Figure S9 HR-ESI-MS spectrum of 3
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Compound 3

50% ACN-H,0 210 nm tg=12.260min 1 ml/min
Compound 3
mAU
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Figure S10 HPLC-PDA (210 nm) profiles of 3
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Figure S16 HMBC spectrum of 3
Determination of Sugar Configuration:

Sugar was dissolved in pyridine (1.0 ml) containing L-cysteine methyl ester hydrochloride (5.0 mg) and
heated at 60 <C for 1 h. A 0.05 ml solution of o-torylisothiocyanate (5.0 mg) in pyridine was added to the mixture,
which was heated at 60 <T for 1 h. The reaction mixture was directly analyzed by reversed-phase HPLC. HPLC
was performed on a Shimadzu LC-20A pump system (Shimadzu Corporation, Tokyo, Japan), equipped with an
SPD-M20A photodiode array detector monitoring, analytical RP-HPLC column (Agilent XDB-Cgg, 250 % 4.6 mm,
5 um). 25% CH3CN for 35 min and subsequent washing of the column with 95% CH3CN at a flow rate 0.8
ml/min.

The glycoside (2.0 mg) were hydrolyzed in 2 M HCI (10.0 ml) and heated at 80 <C for 4h, then concentrated
to dryness. The residue was dissolved in pyridine (1.0 ml) containing L-cysteine methyl ester hydrochloride (5.0
mg) and heated at 60 <C for 1 h. A 0.05 ml solution of o-torylisothiocyanate (5.0 mg) in pyridine was added to the
mixture, which was heated at 60 <T for 1 h. The reaction mixture was directly analyzed by reversed-phase HPLC.

HPLC was performed on a Shimadzu LC-20A pump system (Shimadzu Corporation, Tokyo, Japan), equipped with
15



an SPD-M20A photodiode array detector monitoring, analytical RP-HPLC column (Agilent XDB-Cig, 250 %< 4.6

mm, 5 pm). 25% CH3CN for 35 min and subsequent washing of the column with 95% CH3CN at a flow rate 0.8

mi/min.

Compared with the standard sugar and glycoside retention time, identified the type and number of sugar.

25% ACN-H,O 0.8 ml/min 254 nm

Compound 3

106

75

25

3 M7 tr1=19.241 min (a-L-Ara)
tr,=20.906 min (#-D-rib)
trs=30.504 min (a-L-Rha)

Figure S17 general acid hydrolysis of 3
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Compound 4

210 nm  tzg=12.518 min 1 ml/min

50% ACN-H,0

Compound 4

mAU

35

30

25

2

151

161

Figure S18 HPLC-PDA (210 nm) profiles of 4
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Figure S19 'H NMR spectrum of 4 in Pyridine-ds (500 MHz)
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Figure S20 **C NMR spectrum of 4 in Pyridine-ds (125 MHz)
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Figure S21 'H NMR spectrum of 5 in Pyridine-ds (500 MHz)
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Figure S22 **C NMR spectrum of 5 in Pyridine-ds (125 MHz)
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Formula Predictor Report - ic-3_1.lcd Page 1 of 1
Data File: D:\Datas\It 2 z:\ic-3_1.lcd
Elmt Val. Min Max Elmt Val. Min Max Elmt Val. Min Max Use Adduct
H 1 22 100 F 1 0 0 Br 1 0 0 H
c 4 17 60 P 3 0 0 HCOO
N 3 0 0 S 2 0 0 Cl
(¢] 2 0 30 Cl 1 0 0 CF3CO0
Error Margin (ppm): 100 DBE Range: -2.0 - 1200.0 Electron lons: both
HC Ratio: unlimited Apply N Rule: no Use MSn Info: no
Max Isotopes: all Isotope RI (%): 1.00 Isotope Res: 10000
MSn Iso RI (%): 75.00 MSn Logic Mode: AND Max Results: 100
Event#: 3 MS(E-) Ret. Time :8.410 Scan#: 1413
1.200e5
1.000e5-
8.000e4
6.000e4
248.9735
4.000e4- 57416771
551.2799
2.000e4 1057|5395
551.7713 574.7660
0 T T T T T T T
100.0 2000  300.0  400.0  500.0  600.0 _ 700.0 _ 800.0 _ 900.0  1000.0 1100.0 _ 1200.0
Measured region for 1057.5395 m/z
1057.5395
100.04
50.0
0 T T T T T T T T T T T T
1057.0 1057.5 1058.0 1058.5 1059.0 1059.5 1060.0 1060.5 1061.0 1061.5 1062.0 1062.5 1063.0
C53 H86 021 [M-H]- : Predicted region for 1057.5589 m/z
1057.5589
100.04
1058.5623
50.0+
1059.5652
/’\ 1060.5680
o : . ‘ ’ : . i, - — , :
1057.0 1057.5 1058.0 1058.5 1059.0 1059.5 1060.0 1060.5 1061.0 1061.5 1062.0 1062.5 1063.0
Rank Score Formula (M) lon Meas. m/z  Pred. m/z Df. (mDa) Df. (ppm) Iso  DBE
25 0.00 C53 H86 021 [M-H]- 1057.5395 1057.5589 -19.4 -18.34 0.00 11.0

Figure S23 HR-ESI-MS spectrum of 6
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Figure S24 'H NMR spectrum of 6 in Pyridine-ds (500 MHz)
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Figure S25 **C NMR spectrum of 6 in Pyridine-ds (125 MHz)
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Anemone vitif olia Roots
(4kg)

l 70% ethanol reflux extraction three times

Extract

Dispersed in water, dif ferent solvent extraction

o

PE soluble extract EtOAc soluble extract BuOH soluble extract H,O soluble extract
“47g (58¢g) (400 g)
| sil gel CC

N

ABA ABB ABC ABD
sil gel CC

RN

B4 BI B6 B2 B7 B3 BS B8 B9

sil gel CC sil gel CC, ODS sephadex LH-20

B4a B4b B4c perp HPLC perp HPLC
sil gel CC, ODS B8b B8a B8c BS8d

5 ODS
perp HPLC
perp HPLC
4 BSCl1 Bscz
perp HPLC

Figure S26 The separation of the compounds 1-6
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