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S1 LC-MS/MS spectrum of pagoamide A (1). 

 

 

 

 

300 350 400 450 500 550 600 650 700 750 800 850 900 950 1000 1050 1100

m/z

0

10

20

30

40

50

60

70

80

90

100

R
el

at
iv

e 
A

bu
nd

an
ce

635.15

907.43844.14

1015.44
1062.14825.72

861.93

696.94 991.04601.72 1029.35642.68 807.93398.55
378.43 590.14 734.91404.83 503.06439.67 915.16 982.95

1072.46345.84 470.41 878.88556.14



I-3C-2-a #17-19 RT: 0.40-0.45 AV: 3 SB: 3 0.25-0.30 NL: 3.19E7
T: + c Full ms [ 120.00-1800.00]

200 400 600 800 1000 1200 1400 1600 1800

m/z

0

5

10

15

20

25

30

35

40

45

50

55

60

65

70

75

80

85

90

95

100

R
e

la
tiv

e
 A

b
u

n
d

a
n

ce

1112.44

1090.42

1115.46
391.19

1076.37
1128.441055.39947.43376.60 517.27 635.33 817.29149.05 1352.36 1424.62 1753.401542.28

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

S2 The positive ion ESIMS spectrum of pagoamide A (1). 

HR-ESI-TOFMS Positive Ion Mode 

[M+Na]+  

HR-ESI-TOFMS Positive Ion Mode 

[M+Na]+  



 

 

S3 The negative ion ESIMS spectrum of pagoamide A (1). 

I-3C-2-a #37-39 RT: 0.91-0.95 AV: 3 SB: 2 1.39-1.41 NL: 5.52E5
F: - c Full ms [ 120.00-1800.00]
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S4 1H NMR (298 oK, 500 MHz, DMSO-d6) spectrum of pagoamide A (1). 
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S5 13C NMR (298 oK, 125 MHz, DMSO-d6) spectrum of pagoamide A (1). 
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S6 COSY spectrum of pagoamide A (1). 

 

O

H
N

OH

O

HN

O

HN

O

O

HN

O
N
H

O

HN

N

S ON S

N

O

N
H

H
N O

OH

H



 

 

 

S7 HSQC spectrum of pagoamide A (1). 
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S8 HMBC spectrum of pagoamide A (1). 
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S9 ROESY spectrum of pagoamide A (1). 
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S10 1H NMR (298 oK, 500 MHz, DMSO-d6) spectrum of synthetic N,N-dimethyl-L-valine (2). 

 



 

 

S11 1H NMR (298 oK, 500 MHz, DMSO-d6) spectrum of synthetic N,N-Dimethyl-D-valine (3). 



 

 

S12 LC-MS chromatograms of Marfey’s analysis of the amino acid standards A) D-valine, B) L-valine and C) hydrolysis product of 

pagoamide A (1). 
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S13 LC-MS chromatograms of Marfey’s analysis of the amino acid standards A) D-phenylalanine, B) L-phenylalanine and C) hydrolysis 

product of pagoamide A (1). 
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S14 LC-MS chromatograms of Marfey’s analysis of the amino acid standards A) D/L-alanine, B) L-alanine and C) hydrolysis product of 

pagoamide A (1). 
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S15 LC-UV/Vis chromatograms of Marfey’s analysis of the amino acid standards A) G) D-serine, 

B) H) L-serine and C) I) hydrolysis product of pagoamide A (1) and LC-MS chromatograms of 

Marfey’s analysis of the amino acid standards D) D-serine, E) L-serine and F) hydrolysis product 

of pagoamide A (1). 
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S16 LC-MS chromatograms of Marfey’s analysis of the amino acid standards A) D-threonine, B) L-threonine, C) D-allo-threonine, D) 

L-allo-threonine and E) hydrolysis product of pagoamide A (1). 
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S17 HPLC chromatograms of the amino acid standards A) N,N-dimethyl-L-valine, B) N,N-dimethyl-D-valine and C) hydrolysis product 

of pagoamide A (1). 
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S18 HPLC chromatograms of Marfey’s analysis of the amino acid standards A) L-phenylalanine, B) D-phenylalanine and C) base 

hydrolysis and hydrazinolysis product of pagoamide A (1).  
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S19 LC-MS chromatograms of Marfey’s analysis hydrolysis and derivatization products A) without and B) with prior ozonolysis of 

pagoamide A (1). 
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S20 LC-MS/MS based molecular networking figure for the VLC fractions A-I from the crude 

extract of Derbesia sp. As red = blank, yellow = crude extract, light green = Fr. ABC, green = Fr. 

D, blue green = Fr. E, light blue = Fr. F, dark blue = Fr. G, purple = Fr. H, pink= Fr. I.



 

 

S21 Calcium influx assay results from evaluation of the crude extract and derived VLC fractions. 

 

 

 



 

 

S22 Calcium oscillation assay results from the crude extract and derived VLC fractions. 

 

 



  

S23 Depiction of the Marfey’s analysis performed for pagoamide A. A) D-DAA-Glycine 

derivative with m/z 327 and B) D-DAA-Gly-Cys (Thiazole 1) derivative with m/z 410. 

 

 

 



 

 

S24 Stable conformers of pagoamide A (1) with configurations deduced from conformational 

analysis [5 conformers of A series (D-serine-1, L-serine-2) and 3 conformers in B series (L-

serine-1, D-serine-2)]. 

 

 

 

 

 

 

 

 



 

 

 

Conformations E+ZPE G Conformations E+ZPE G 

1A1 -4284.200481 -4284.328950 1B1 -4284.191294 -4284.318327 

1A2 -4284.164606 -4284.294035 1B2 -4284.186518 -4284.308784 

1A3 -4284.166871 -4284.288884 1B3 -4284.158355 -4284.285985 

1A4 -4284.162369 -4284.282102    

1A5 -4284.150824 -4284.274051    

 

S25 Thermodynamic parameters (a.u.) of optimized pagoamide A (1) with structure at B3LYP/6-

31+G(d,p) level in the gas phase.



 


