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S1. Quantum chemical CD calculation of compound 4.

Conformational analysis was initially performed using Spartan’l0 software (Wavefunction, Inc.,
Irvine, CA, USA) at MMFF94 force field. The conformers with Boltzmann-population of over 5% were
chosen for ECD calculations, and then the conformers were initially optimized at BBLYP/DGDZVP level
in MeOH using the continuum polarizable continuum model (CPCM). Harmonic vibration frequencies
were calculated to confirm the stability of these conformers. As revealed by the frequency analysis, no
imaginary frequencies were observed in ground states. The theoretical calculation of ECD was
conducted in MeOH using Time-dependent Density functional theory (TD-DFT) at the CAM-
B3LYP/DGDZVP level for all conformers of compound 4. The CD spectra were generated by the
program GaussView 6.0 (University of Wiirzburg, Wiirzburg, Germany) using a Gaussian band shape
with 0.3 eV exponential half-width from dipole-length dipolar and rotational strengths.

4a 4b 4c
Conformer AE(kcal/mol) Population(%)
4 0 73.6
compound Model-4 2
4b 091 15.8
4c 1.15 10.6




52. Quantum chemical CD calculation of compound 5.

Conformational analysis was initially performed using Spartan’l0 software (Wavefunction, Inc.,
Irvine, CA, USA) at MMFF94 force field. The conformers with Boltzmann-population of over 5% were
chosen for ECD calculations, and then the conformers were initially optimized at BBLYP/DGDZVP level
in MeOH using the continuum polarizable continuum model (CPCM). Harmonic vibration frequencies
were calculated to confirm the stability of these conformers. As revealed by the frequency analysis, no
imaginary frequencies were observed in ground states. The theoretical calculation of ECD was
conducted in MeOH using Time-dependent Density functional theory (TD-DFT) at the CAM-
B3LYP/DGDZVP level for all conformers of compound 5. The CD spectra were generated by the
program GaussView 6.0 (University of Wiirzburg, Wiirzburg, Germany) using a Gaussian band shape
with 0.3 eV exponential half-width from dipole-length dipolar and rotational strengths.

5a 5b 5¢
Conformer AE(kcal/mol) Population(%)
5 0 65.0
compound Model-5 2
5b 0.58 244
5¢ 1.07 10.6




S3. Quantum chemical CD calculation of compound 6.

Conformational analysis was initially performed using Spartan’l0 software (Wavefunction, Inc.,
Irvine, CA, USA) at MMFF94 force field. The conformers with Boltzmann-population of over 5% were
chosen for ECD calculations, and then the conformers were initially optimized at BBLYP/DGDZVP level
in MeOH using the continuum polarizable continuum model (CPCM). Harmonic vibration frequencies
were calculated to confirm the stability of these conformers. As revealed by the frequency analysis, no
imaginary frequencies were observed in ground states. The theoretical calculation of ECD was
conducted in MeOH using Time-dependent Density functional theory (TD-DFT) at the CAM-
B3LYP/DGDZVP level for all conformers of compound 6. The CD spectra were generated by the
program GaussView 6.0 (University of Wiirzburg, Wiirzburg, Germany) using a Gaussian band shape
with 0.3 eV exponential half-width from dipole-length dipolar and rotational strengths.

Conformer AE(kcal/mol) Population(%)
1 0 99.9%

compound Model-6a




S4. Quantum chemical CD calculation of compound 7.

Quantum chemical CD calculation of compound 7 Conformational analysis was initially performed
using Spartan’10 software (Wavefunction, Inc., Irvine, CA, USA) at MMFF94 force field. The conformers
with Boltzmann-population of over 5% were chosen for ECD calculations, and then the conformers were
initially optimized at B3LYP/DGDZVP level in MeOH using the continuum polarizable continuum
model (CPCM). Harmonic vibration frequencies were calculated to confirm the stability of these
conformers. As revealed by the frequency analysis, no imaginary frequencies were observed in ground
states. The theoretical calculation of ECD was conducted in MeOH using Time-dependent Density
functional theory (TD-DFT) at the CAM-B3LYP/DGDZVP level for all conformers of compound 7. The
CD spectra were generated by the program GaussView 6.0 (University of Wiirzburg, Wiirzburg,
Germany) using a Gaussian band shape with 0.3 eV exponential half-width from dipole-length dipolar
and rotational strengths.

Conformer AE(kcal/mol) Population(%)
7a 0 99.9%

compound Model-7




S5. TH NMR spectrum of eutypelleudesmane A (1) in CDCls.
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S6. 13C NMR spectrum of eutypelleudesmane A (1) in CDCls.

:

VNN

V1

160 150 140 130 120 110 100 90 80 70 60 50 40 30 20 10 ppm

170



S7. DEPT135 spectrum of eutypelleudesmane A (1) in CDCls.
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S8. HSQC spectrum of eutypelleudesmane A (1) in CDCls.
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S9. COSY spectrum of eutypelleudesmane A (1) in CDCls.
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510. HMBC spectrum of eutypelleudesmane A (1) in CDCls.
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S11. NOESY spectrum of eutypelleudesmane A (1) in CDCls.
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S12. HRESIMS of eutypelleudesmane A (1).

Qualitative Analysis Report

Data Filename W-44-P0OS.d Sample Name
Sample Type Sample Position P1-F4
Instrument Name Instrument 1 User Name
Acq Method SERUM-POS-15MIN.m Acquired Time
IRM Calibration Status i oA Method E.m
User Spectra
Fragmentor Voltage Collision Energy Ionization Mode
120 0 ESI
x10 4 |+ESI Scan (12.796-12.845 min, 7 Scans) Frag=120.0V W-44-POS.d
601.4074
(M+H)+
4
3-
2 1
1 1
o . | | iL Lo R W

584 586 588 590 592

594 596 598 GOD

602 604 GOG 608 G610 612 614 616 618

Counts vs. Mass-to-Charge (m/z)

Formula Calculator Element Limits

[Element Min Max

C 0 50

H 0] 400

] 0 20

Formula Calculator Results

Formula Best Mass Tgt Mass Diff (ppm) |lon Species Score
C36 H57 O7 TRUE 601.4074 601.4104 4.9]C36 H57 O7 83.16

--- End OF Report ---
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S13. UV spectrum of eutypelleudesmane A (1) in MeOH.
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525. TH NMR spectrum of cytosporin X (2) in CDCls.
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547.13C NMR spectrum of cytosporin X (2) in CDCls.
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569. HSQC spectrum of cytosporin X (2) in CDCls.
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520. COSY spectrum of cytosporin X (2) in CDCls.
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521. HMBC spectrum of cytosporin X (2) in CDCls.
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522. NOESY spectrum of cytosporin X (2) in CDCls.
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523. NOESY spectrum of cytosporin X (2) in DMSO-de.
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S24. HRESIMS of cytosporin X (2).
Qualitative Analysis Report
Data Filename W-45-NEG.d Sample Name
Sample Type Sample Position P1-E4
Instrument Name Instrument 1 User Name
Acq Method SERUM-NEG-15MIN.m Acquired Time
IRM Calibration Status _ DA Method E.m
Comment
Sample Group Info.
User Spectra
Fragmentor Voltage Collision Energy Ionization Mode
120 0 ESI
x10 5 |-ESI Scan (9.004 min) Frag=120.0V W-45-NEG.d

8- 367.2125

7~ (M+COOH)-

6

5

4

3

2

L ﬂ

0 - | | | b 1 | . i

‘ 358 360 362 364 366 368 370 372 374 376 378 380

Counts vs. Mass-to-Charge (m/z)
Formula Calculator Element Limits

[Element Min Max

Cc 0 50

H 0 400

o] 0 20

Formula Calculator Results

Formula Best Mass Tgt Mass Diff (ppm) [Ion Species Score
C20 H31 06 TRUE 367.2125 367.2121 1.1|C20 H31 06 97.64

--- End Of Report ---
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§25. UV spectrum of cytosporin X (2) in MeOH.
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527. 'H NMR spectrum of cytosporin Y (3) in CDCls.
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528. 13C NMR spectrum of cytosporin Y (3) in CDCls.
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529. DEPT135 spectrum of cytosporin Y (3) in CDCls.
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S31. COSY spectrum of cytosporin Y (3) in CDCls.
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S33. NOESY spectrum of cytosporin Y (3) in CDCls.

L0

F3.0

F3.5

t1 tppm)

7.0

T T T T T T
7.0 6.5 6.0 8.8 5.0 1.5 1.0 3.0 3.0 2.5 2.0 1.5 1.0 0.5 0.0
2 (ppm)

S34. HRESIMS of cytosporin Y (3).
Qualitative Analysis Report

Data Filename W-55-NEG.d Sample Name

Sample Type Sample Position Vial 9
Instrument Name Instrument 1 User Name

Acq Method SERUM-NEG-15MIN.m Acquired Time

IRM Calibration Status DA Method E.m
Sample Group Info.

User Spectra

Fragmentor Voltage Collision Energy Ionization Mode
120 [¢] ESI
%10 6 |-ESI Scan (9.373 min) Frag=120.0V W-55-NEG.d
1.2 319.1912
(M-H)-
1

0.8

0.6

0.4

0.2

(e} g . ; . ; , . . 1] .
302 304 306 308 310 312 314 316 318 320 322 324 326 328 330 332 334 336 338
ounts vs. Mass-to-Charge (m/z)

Peak List
m/z z [Abund Formula Ion
319.1912 1 |1248103 C19 H27 O4 (M-H)-
320.1954 1 |235904.6 C19 H27 O4 (M-H)-
469.208 1 |624315.1
470.2118 1 |152830.9
743.4017 143111.5
Formula Calculator Element Limits
Element Min Max
C 0 200
H 0 400
O [ 17
Formula Calculator Results
[Formula |Best [Mass |Tgt Mass [Diff (ppm) [Ion Species [Score |
|cio H2704 | TRUE | 319.1912 319.1909| 0.94|c19 H27 04 | 98.02|

--- End Of Report ---
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S35. UV spectrum of cytosporin Y (3) in MeOH.

S36. IR spectrum of cytosporin Y (3) (KBr).
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S37. TH NMR spectrum of cytosporin Y1 (4) in MeOD-d4
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S38. 13C NMR spectrum of cytosporin Y1 (4) in MeOD-ds.
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S39. DEPT135 spectrum of cytosporin Y1 (4) in MeOD-da.
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540. HSQC spectrum of cytosporin Y1 (4) in MeOD-da.
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S541. COSY spectrum of cytosporin Y1 (4) in MeOD-da.
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S42. HMBC spectrum of cytosporin Y1 (4) in MeOD-da.
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543. NOESY spectrum of cytosporin Y1 (4) in MeOD-da.
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S44. HRESIMS of cytosporin Y1 (4).

T T T T T T T T T T
45 40 3.5 3.0 25 20 15 1.0 05 0.0 ppm

__MS: 0.2389-0.3389 /20210527 -p4dc / ESI+v / / (23628)
109 3.00
x10
2.50 —_ 363.21394
2.00 -
p=) e
g 1.50 =
b= 2
1.00 —
0.50 —
- 350.23075
n 355.18724
0.00 —A 1J 24200003 e o e b Lo " e I. P N Y 371.0923104 o ) &
-—TTTTrfr—T—r—— T T T T T T T T T T
340 345 350 355 360 365 370 375
my/z
Elemental Composition
Parameters Elements Set 1:
Tolerance: +5.00 ppm Symbol {7 H N (@] Na S Cl Br
Electron: Odd/Even Min o] o o] o] 1 (o] [¢] [e]
Charge: +1 Max 200 200 o 8 1 0 [0} (¢}
DBE: 1.5 - 200.0
Symbol F Si
Min (o} (]
Max (¢} 0
Results
i Mass Mass
Mass Intensity Intensity Formula Salculated Difference Difference DBE
[9%6] Mass
[mDa] [ppmI
363.21394 23628.36 30.36  C19 H32 OS5 Na 363.21420 0.25 0.70 3.5
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545. UV spectrum of cytosporin Y1 (4) in MeOH.
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546. IR spectrum of cytosporin Y1 (4) (KBr).
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548. 13C NMR spectrum of cytosporin Y2 (5) in MeOD-ds.
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549. DEPT135 spectrum of cytosporin Y2 (5) in MeOD-da.
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550. HSQC spectrum of cytosporin Y2 (5) in MeOD-da.
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S51. COSY spectrum of cytosporin Y2 (5) in MeOD-da.
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§52. HMBC spectrum of cytosporin Y2 (5) in MeOD-da.
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S53. NOESY spectrum of cytosporin Y2 (5) in MeOD-d..
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S54. HRESIMS of cytosporin Y2 (5).

MS: 0.2114-0.3280 / 20211019-06a / ESI+ / / (46442)
x10% 1 389.19282
4.00 —
] 755.39774
3.00 —
= ]
2 1
= 4
2.00 —
1.00 —
7 287.19962
189.12600 503.30181 I
b L .1@.1111 aasdd “LJ | 001866640 l823'38699 95"'4.892,
O TGO I o S e e I e o E o o e L e o e e i am a e e o e
100 200 300 400 500 600 700 800 900 1000
m/z
Elemental Composition
Parameters Elements Set 1:
Tolerance: +5.00 ppm Symbol C H N o Na S Cl Br
Electron: Odd/Even Min o o} (o} o 1 (o] o o
Charge: +1 Max 200 200 4 8 1 o} o} 0
DBE: 1.5 - 200.0
Symbol P Si F
Min o o} o}
Max o o] o
Results
. Mass Mass
Mass Intensity lntrec;)]smy Formula Cal;:/lt.lal:sted Difference Difference DBE
i [mDa] [pPpm]
389.19282 46442.49 100.00 C20 H30 O6 Na 389.19346 -0.64 -1.64 5.5
C18 H28 N3 O5 Na 389.19212 0.71 1.81 6.0
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S55. UV spectrum of cytosporin Yz (5) in in MeOH.
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S56. IR spectrum of cytosporin Y2 (5) (KBr).
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ectrum of cytosporin Y3 (6) in CDCls.
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558. 13C NMR spectrum of cytosporin Ys (6) in CDCl.
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559. DEPT135 spectrum of cytosporin Ys (6) in CDCls.
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560. HSQC spectrum of cytosporin Y3 (6) in CDCls.
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S61. COSY spectrum of cytosporin Y3 (6) in CDCls.
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562. HMBC spectrum of cytosporin Ys (6) in CDCls.
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563. NOESY s

pectrum of cytosporin Y3 (6) in CDCls.
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S64. HRESIMS of cytosporin Y3 (6).
MS: 0.2515-0.3682 / 20210527-pSc / ESI+ / / (8613)
x10% ]
1.00 —
N 389.19283
0.75 —
= g
E ]
= 0.50 —
0.25 —
: 384.27854 387.09649
4 38020322 38221952 ﬂ n 39327621 396.23498
B e e e e L e e e e B e B e e e e e e
380.0 382.5 385.0 387.5 390.0 392.5 395.0 397.5
m/z
Elemental Composition
Parameters Elements Set 1:
Tolerance: +5.00 ppm Symbol (= H N o Na S Cl Br
Electron: Odd/Even Min o o (o} o 1 (o} (o} o
Charge: +1 Max 200 200 o] 8 1 [0} o} o
DBE: -1.5 - 200.0
Symbol F Si
Min o] o
Max o] ]
Results
. Mass Mass
Mass Intensity Intensity Formula Galeylated Difference Difference DBE
[96] Mass
[mDa] [PpPm]
389.19283 8613.29 11.79 C20 H30 O6 Na 389.19346 -0.63 -1.62 5.5
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565. UV spectrum of cytosporin Ys (6) in MeOH.

0.8 1

0.6

0.4

Abs

0.2 1

0.0 +

200 250 300
Wavelength (nm)

S66. IR spectrum of cytosporin Y3 (6) (KBr).

I
350

1
400

S

\
)
)

N
\ i | £y
o \ / Voo | [
o \ / \ \
\ o \ A ,’ ‘ \vf ! A
\_ ot AR ,
o 4 | | | NERITAN f
o ¥ | | \/\\ i) [V R ! [
B ) I B | | \{ i
R ‘ | | | A ‘ !
& \ |
| ’ v /
0 A 1 C f
o f
g || \
8 l |
- \ I}
- { \ |
2 O h I
= < ]
4 o | o/
@ \
g i
s v
L%‘ =
;r‘r‘ -}
=
A (=] B v e o «
=] 2] o 0w 1B - - : o [
4 P I 4o d 6 0 9S o
o) o] for} (o ¢ < [ S (=
[} o ['e) MmN - (=] =] ~m <
5] RS - = - = & [ 0
T T T T
4000 3500 3000 2500 2000 1500 1000 500

Wavenumber cm-1

38




(7) in CDCls..
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tosporin E1 (7) in DMSO-de.
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569. 3C NMR spectrum of Cytosporm E1 (7) in CDCls.
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S70. DEPT135 spectrum of cytosporin E1 (7) in CDCl.
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S71. HSQC spectrum of cytosporin E1 (7) in CDCls.
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§72. COSY spectrum of cytosporin E1 (7) in CDCls.
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S73. HMBC spectrum of cytosporin E1 (7) in CDCls.
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S74. NOESY spectrum of cytosporin Ei (7) in CDCls.
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§75. NOESY spectrum of cytosporin E1 (7) in DMSO-de.
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S76. HRESIMS of cytosporin E1 (7).
MS: 0.2265-0.3932 /20211102-R3D3 /ESI+ / / (133596)
x10° ] 407.20336
1.25 —
1.00 —
Z 0.75 —|
§ -
= ]
0.50 —
0-25 7 791.41675
] 338.34135
0.00 ] 1‘31;‘185.5?8 gl ) [ N ulztoo.alm.‘n. , 648.19043 ek _849.30232 :
250 500 750 1000
m/z
Elemental Composition
Parameters Elements Set 1:
Tolerance: +5.00 ppm Symbol C H N [©] Na S Cl Br
Electron: Odd/Even Min (o] (o] (o] (o] 1 (o} (o} (o}
Charge: +1 Max 200 200 o} 10 1 [0} ¢} ¢}
DBE: -1.5 - 200.0
Symbol P | F D
Min o] o] (o] (o]
Max o] o o [¢]
Results
3 Mass Mass
Mass Intensity Inten;lty Formula Galculatad Difference Difference DBE
[96] Mass
[mDa] [ppml
407.20336 133596.09 100.00 C20 H32 O7 Na 407.20402 -0.66 -1.63 4.5
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S77. UV spectrum of cytosporin E1 (7) in MeOH.
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S78. IR spectrum of cytosporin E1 (7) (KBr).
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