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Extraction and Isolation. The powdered seeds of 7. crassa (687 g) were extracted
with MeOH (2 L) under ultrasonic sound three times (2 h each time) at room temperature.
The crude extract (48 g) was separated with a silica gel column eluted with petroleum
ether-acetone (100:1-0:1) to yield three fractions (A-C). Fraction A (11 g) was further
purified by a reversed phase chromatography on a C18 column (MeOH/H-O,
40:60—100:0, v/v) and separated with a series of silica gel column eluting with
petroleum ether/acetone (50:1-5:1, v/v), and further purified by a Sephadex LH-20
column (MeOH) to afford voacangine (14.0 mg), 7a-voacangine hydroxyindolenine (4.3
mg), and 3 (2.8 mg). Fraction B (15 g) was separated with a silica gel column (CC) using
petroleum ether/acetone (15:1-5:1, v/v) to give three subfractions (BI-BIII). BI (3 g) was
purified by silica gel column (petroleum ether/acetone, 10:1-0:1) and Sephadex LH-20
column (MeOH) to obtain coronaridine hydroxyindolenine (6.7 mg) and 3-(2'-
oxopropyl)-coronaridine (28 mg). Subfraction BII (5.3 g) was separated by Sephadex
LH-20 (acetone) and followed by semipreparative HPLC with MeCN/H>O (68:32, 0.1%
Et;NH, 4 ml/min) to obtain voacristine (1.4 mg, tz = 34.5 min), 10-hydroxycoronaridine
(8.3 mg, tz = 46.0 min), and 2 (3.7 mg, tg = 52.0 min). Fraction C (7.2 g) was
chromatographed with a series of silica gel column (300-400 mesh) and eluted with a
gradient of CH>Clo/CH30H (20:1-1:1, v/v) to yield two major subfractions (CI-CII),
subfraction CI (2.1 g) was purified by a Sephadex LH-20 (MeOH) and further followed
by semipreparative HPLC using a YMC Triart C18 column (10 x 250 mm, 5 um) column
with MeCN/H-0 (25:75, 0.1% Et;NH, 4 ml/min) to obtain isovoacangina (3.4 mg, tz 31.0
min) and 1 (8.1 mg, tz 37.0 min). Subfraction CII (2.9 g) was separated by a silica gel

column eluted with petroleum ether/acetone (8:1-2:1, v/v) and followed by



semipreparative HPLC using a Waters XBridge C18 (10 x 250 mm, 5 um) column with

MeCN/H0 (55:45, 0.1% Et;NH, 4 ml/min) to afford ervatamine (3.0 mg, tz 34.5 min).
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. "TH NMR spectrum of tabercrassine A (1) in acetone-ds (500 M Hz).
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Figure S2. 13C NMR spectrum of tabercrassine A (1) in acetone-ds (125 MHz).
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Figure S3. HSQC spectrum of tabercrassine A (1) in acetone-dg.
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Figure S4. '"H-"H COSY spectrum of tabercrassine A (1) in acetone-ds.
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Figure S5. HMBC spectrum of tabercrassine A (1) in acetone-dg.
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Figure S6. ROESY spectrum of tabercrassine A (1) in acetone-ds.
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Figure S7. HRESIM S spectrum of tabercrassine A (1).

Qualitative Analysis Report

Data Filename har-30.d Sample Name har-30

Sample Type Sample Position P1-Al

Instrument Name Instrument 1 User Name

Acq Method s.m Acquired Time 10/29/2021 11:29:05 AM
IRM Calibration Status SiEE=S oA Method PCDL.m

Comment

Sample Group Info.

Acquisition SW 6200 series TOF/6500 series

Version Q-TOF B.05.01 (B5125.2)

User Spectra

Fragmentor Voltage Collision Energy Ionization Mode
135 0 ESI
x10 5 |+ESI Scan (0.29-0.32 min, 2 Scans) Frag=135.0V har-30.d Subtract
2] 807.4333
18 ([C47 H58 N4 O8]+H)+
1.6
1.4
1.2 808.4362
14 (IC47 H58 N4 O8]+H)+
0.8
0.6
0.4l 809.4392
0-27 (IC47 H58 N4 O8]+H)+ 810.4413
| 806.4206 | ([C47 H58 N4 O8]+H)+
806.5 807 807.5 808 808.5 809 809.5 810 810.5
Counts vs. Mass-to-Charge (m/z)
Peak List
m/z z |Abund Formula Ion
367.2016 1 |10311.38
771.3747 1 |8700.73
807.4333 1 ]182429.08 C47 H58 N4 08 (M+H)+
808.4362 1 ]95920.03 C47 H58 N4 08 (M+H)+
809.4392 1 |27782.27 C47 H58 N4 08 (M+H)+
829.4141 1 |28192.25
830.4182 1 ]13699.01
1613.8591 1 |33356.17
1614.8623 1 |35436.36
1615.8654 1 |18511.27
Formula Calculator Element Limits
Element Min Max
C 3 60
H 0| 200
(e} 0 10
N 0 5
Formula Calculator Results
Formula CalculatedMass CalculatedMz Mz Diff. (mDa) Diff. (ppm) DBE
C47 H58 N4 08 806.4255 807.4327 807.4333 -0.60 -0.74 21.0000

--- End Of Report ---
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Figure S7. HRESIMS spectrum of tabercrassine A (1).   
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Figure S8. IR spectrum of tabercrassine A (1).
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Figure S9. ECD spectrum of tabercrassine A (1) in MeOH.
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Figure S10.!H NMR spectrum of tabercrassine B (2) in acetone-ds (500 M Hz).
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Figure S11. *C NMR spectrum of tabercrassine B (2) in acetone-ds (125 M Hz).
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Figure S12. HSQC spectrum of tabercrassine B (2) in acetone-ds.
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Figure S13. '"H-'H COSY spectrum of tabercrassine B (2) in acetone-ds.
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Figure S14. HMBC spectrum of tabercrassine B (2) in acetone-ds.
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Figure S15. ROESY spectrum of tabercrassine B (2) in acetone-ds.
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Figure S16. HRESIM S spectrum of tabercrassine B (2).

Qualitative Analysis Report

Data Filename

Sample Type

Instrument Name

Acq Method

IRM Calibration Status

Comment

Sample Group
Acquisition SW

Version

User Spectra

HAR-27.d
Sample
Instrument 1
s.m

Info.

6200 series TOF/6500 series

Q-TOF B.05.01 (B5125.2)

Sample Name

Position
User Name

Acquired Time

HAR-27
P1-B2

PCDL.m

11/8/2021 10:58:15 AM

Fragmentor Voltage

Collision Energy

Ionization Mode

135 0 ESI
x10 3 |+ESI Scan (0.09-0.11 min, 2 Scans) Frag=135.0V HAR-27.d Subtract (2)
3 483.2852
(IC28 H38 N2 O5]+H)+
2.5
2,
1.5
1 484.2881
(IC28 H38 N2 O5]+H)+
0.5 485.2918
([C28 H38 N2 O5]+H)+
0 ‘ ——L L ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ — ‘
482.6 482.8 483 4832 483.4 483.6 483.8 484 4842 484.4 4846 484.8 485 4852 4854 485.6
Counts vs. Mass-to-Charge (m/z)
Peak List
m/z z |Abund Formula Ion
81.9374 1 |570.76
95.9531 1 |525.11
120.9682 1 |561.94
150.1117 1 1898.52
153.9787 1 ]909.54
155.9739 1 |1869.38
223.1231 1 |881.61
264.9387 1 |539.6
483.2852 1 |2651.76 C28 H38 N2 05 (M+H)+
484.2881 1 ]750.06 C28 H38 N2 05 (M+H)+
Formula Calculator Element Limits
Element Min Max
C 3 60
H 0| 120
(e} 0 30
N 0 5
Formula Calculator Results
Formula CalculatedMass CalculatedMz Mz Diff. (mDa) Diff. (ppm) DBE
C28 H38 N2 O5 482.2781 483.2853 483.2852 0.10 0.21 11.0000

--- End Of Report ---
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Figure S16. HRESIMS spectrum of tabercrassine B (2). 


Figure S17. IR spectrum of tabercrassine B (2).
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Figure S18. ECD spectrum of tabercrassine B (2) in MeOH.
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Figure S19. '"H NMR spectrum of tabercrassine C (3) in acetone-ds (600 M Hz).
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Figure S20."*C NMR spectrum of tabercrassine C (3) in acetone-ds (150 M Hz).
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Figure S21. HSQC spectrum of tabercrassine C (3) in acetone-ds. L
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Figure S22. 'H-'H COSY spectrum of tabercrassine C (3) in acetone-ds.
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Figure S23. HMBC spectrum of tabercrassine C (3) in acetone-ds.
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Figure S24. ROESY spectrum of tabercrassine C (3) in acetone-ds.
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Figure S25. HRESIM S spectrum of tabercrassine C (3)

Qualitative Analysis Report

Data Filename hvf-41.d Sample Name hvf-41
Sample Type Sample Position P1-A7
Instrument Name Instrument 1 User Name
Acq Method s.m Acquired Time 8/13/2021 4:42:22 PM
IRM Calibration Status SiEE=S oA Method PCDL.m
Comment
Sample Group Info.
Acquisition SW 6200 series TOF/6500 series
Version Q-TOF B.05.01 (B5125.2)
User Spectra
Fragmentor Voltage Collision Energy Ionization Mode
135 0 ESI
x10 4 |+ESI Scan (0.09-0.11 min, 2 Scans) Frag=135.0V hvf-41.d Subtract
71 369.1816
N (IC21 H24 N2 O4]+H)+
5]
4]
3]
5 370.1846
(IC21 H24 N2 O4]+H)+
14 371.1869
(IC21 H24 N2 O4]+H)+
° 368.5 369 369.5 370 3705 371 § 3715 372
Counts vs. Mass-to-Charge (m/z)
Peak List
m/z z |Abund Formula Ion
274.2747 1 19569.97
318.3011 1 16406.61
369.1816 1 161505.75 C21 H24 N2 04 (M+H)+
370.1846 1 114211.29 C21 H24 N2 04 (M+H)+
385.1766 1 110916.56
399.1555 1 18922.11
401.1714 1 |17037.61
405.1668 1 16267.22
417.1665 1 113309.22
855.3073 1 17793.51
Formula Calculator Element Limits
Element Min Max
C 3 60
H 0| 120
(0] 0 30
N 0 3
Formula Calculator Results
Formula CalculatedMass CalculatedMz Mz Diff. (mDa) Diff. (ppm) DBE
C21 H24 N2 04 368.1736 369.1809 369.1816 -0.70 -1.90 11.0000

--- End Of Report ---

. 8 Agilent Technologies

Page 1 of 1

Printed at: 2:50 PM on: 9/7/2022


Yu Zhang
Typewriter
Figure S25. HRESIMS spectrum of tabercrassine C (3)


Figure S26. IR spectrum of tabercrassine C (3).
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Sample Name: hvf4l

Sample Form: KBr

Path of File: E:\data

Date of Measurement: 2022/3/25

Vvenunber cm- 1

Resolution: 4

Aperture Setting: 6 mm

Number of Background Scans: 16
Number of Sample Scans: 16

Beamsplitter Setting: KBr

Source Setting: MIR

Instrument Type: BRUKER VERTEX 70
Soft Version: OPUSS. 1



Figure S27. ECD spectrum of tabercrassine C (3) in MeOH.
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Figure S28. Calculated and experimental ECD of 2 and 3.

15 —— Exptl ECD of 2
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Comparison of the experimental and calculated ECD spectra of 2.
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Comparison of the experimental and calculated ECD spectra of 3.
ECD calculation methods for 2 and 3:

The CONFLEX!" 2] searches based on molecular mechanics with MMFF94S force fields
were performed for 2 and 3 which gave 41 and 11 stable conformers, respectively.

Selected conformers (9 and 5) with distributions higher than 1% were further optimized



by the density functional theory method at the B3LYP/6-31G* level in Gaussian 09
program package,* leading to 2 and 4 geometries (AE>2 kcal/mol), respectively, which
was further checked by frequency calculation and resulted in no imaginary frequencies.
The ECD was calculated using TD-DFT-B3LYP/6-31G (d, p) of theory for compounds 2

and 3 on B3LYP/6-31G(d) optimized geometry through the IEFPCM model (in MeOH).

The calculated ECD curves were generated using SpecDis 1.60M1.

Standard orientation of 2a at B3LYP/6-31G(d) level in gas phase:

Center Atomic Atomic Coordinates (Angstroms)
Number Number Type X Y Z
R Y 0o -4.853816  -2.963797  0.064630
2 6 0 -5.062657  -2.678487  -1.306252
3 6 0 -4.352946  -1.675547  -1.945589
4 6 0 -3.422471  -0.949741  -1.192950
5 6 0 -3.201274  -1.216578 0.181743
6 6 0 -3.930679  -2.243989 0.815614
7 7 0 -2.579670 0.082382  -1.549259
8 6 0 -1.846880 0.487457  -0.443917
9 6 0 -2.199785  -0.289107 0.643206
10 6 0 -0.865253 1.634210  -0.591863
11 6 0 -0.126530 1.927180 0.760391
12 7 0 0.585889 0.738081 1.238007
13 6 0 -0.122278  -0.189993 2.128024
14 6 0 -1.661832  -0.175831 2.041923
15 6 0 1.433371 0.117220 0.203013
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0.251166

1.604945

0.898088

2.033251

-0.848679

2.347091

1.405242

2.335605

2.758830

3.576255

4.780285

3.266183

5.892490

6.520381

6.965026

5.351984

-1.729395

-1.975938

-2.263810

-3.183056

-5.630448

-5.478425

-5.796200

1.307506

1.150391

3.068522

2.513250

2.231281

0.775204

3.636695

4.844736

-0.365627

-1.310829

-1.967425

-1.558584

-2.450579

-1.267756

-3.204149

-3.399151

2.806015

3.031683

3.516528

4.554490

-3.984792

-4.336703

-3.272228

-1.649706

-0.933925

0.549375

-0.358644

1.518098

-1.643701

1.884194

1.729675

0.819418

-0.043344

0.622013

-1.202735

-0.343331

-1.103371

0.447704

-1.261912

-1.084145

-2.253201

-0.070693

-0.456620

0.555248

1.916773

-1.841793
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51

52

53

54

55

56

57

58

59

60

61

-4.517942

-3.772086

-2.568791

0.161964

0.219928

-2.030175

-2.049277

0.937441

0.004213

0.304661

0.383177

2.256894

2.963014

0.539447

1.913453

2.661032

3.236382

1.831910

2.563466

3.399320

5.187777

4.391069

7.292687

-1.465198

-2.456878

0.566873

-0.004556

-1.204254

-1.012523

0.727041

-0.768573

0.385405

2.105012

3.884730

3.205466

2.409409

3.930748

2.835683

5.217881

4.596227

5.669827

-0.878479

0.484000

-1.291977

-2.842338

-1.641211

-2.998835

1.866801

-2.435404

3.175732

1.887412

2.648631

2.534151

-0.229141

-2.184758

-2.396963

0.024274

-1.178684

0.213985

2.494294

2.435843

2.707361

1.156487

1.210618

1.772306

1.095160

1.385461

1.164693

-1.783055
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5.771128

6.983103
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7.449195

4.586133

-3.504094

-2.688691

-4.036581

-6.174455
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-4.927585
-5.173979
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1.495465
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-0.460935
5.840920
5.764108
6.071020

-3.717207
0.341864
0.201041

-1.261841

1.055736

-1.202271
0.570608

-0.426014

Center Atomic Atomic Coordinates (Angstroms)
Number  Number Type X Y Z.
1 6 0 -0.932127 4351186 0.816378
2 6 0 0.397815 4.770339 0.880105
3 6 0 1.447074 3.908471 0.538859
4 6 0 -1.246275 3.049508 0.397814
5 6 0 -0.217532 2.183153 0.057073
6 6 0 1.116279 2.619239 0.136353
7 7 0 1.967097 1.571833  -0.236725
8 6 0 1.261268 0.409748  -0.438396
9 6 0 -0.218825 0.756533  -0.472323
10 6 0 1.691544  -0.876191  -0.547128
11 6 0 0.627461  -1.945862  -0.622657
12 6 0 -0.510208  -1.719531 0.417930
13 6 0 -1.122256  -0.250288 0.303325
14 7 0 -2.400846  -0.131027  -0.401678
15 6 0 -2.304955 0.478238  -1.730913
16 6 0 -0.798765 0.692486  -1.925468
17 6 0 -3.546687  -0.544280 0.217925
18 8 0 -3.500249  -1.080396 1.326567
19 6 0 -4.845610  -0.358898  -0.542436
20 6 0 -0.019237  -1.893520 1.877594
21 6 0 0.728710  -3.198486 2.178697
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Center Atomic Atomic

Number Number Type
1 6 0

2 6 0

3 6 0

4 6 0

5 6 0

6 6 0

7 7 0

8 6 0

9 6 0

10 6 0

11 6 0

12 6 0

13 6 0

14 7 0

15 6 0

16 6 0

17 6 0

18 8 0

19 6 0
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-1.495276
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0.565412
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-1.937199
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0.630031
-1.143297
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0.569756

0.268114

0.231281

-0.071264

-0.042346

-0.354658

-0.429514

-0.508364

-0.393840

-0.445281

0.354379

0.318325

-0.329227

-1.702424

-1.934734
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-0.346051
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Figure S29. Uncropped images of western blot in Figure 7
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