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Figure S1. *H NMR spectrum of compound 1 (CDsOD).
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Figure S2. 3C NMR spectrum of compound 1 (CDz0D).
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Figure S3. HSQC spectrum of compound 1 (CDsOD).
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Figure S4. COSY spectrum of compound 1 (CDsOD).

F100

110

120

130

140

1 (ppm)

(ppm)

f1



Mar. Drugs 2023, 21, 127

; L-4332 2
rradient enhanced HMBC

o
o 60
" 70
30
90
F100
110
120
o - Li3o
o °e w
140
F150
160
00
170
180
T T T T T T T T T T T T T T T

T T T
T. ’ U UE- (111 bW 6.2 6.0 58 56 54 52 50 4.8 46 44 4.2 40 3.8 36 3.4 3.2 3.0 2.8
2 (ppm)

Figure S5. HMBC spectrum of compound 1 (CD30OD).

MMJM_J

1-4332 1
phase sensitive noesy

T T T T T T T T T T T T T T
8.5 8.0 7.5 7.0 6.5 6.0 5 2.5 :

n
o
o
=
e
=
v
o
=

2.9 5.
£2 (ppm)

Figure S6. NOESY spectrum of compound 1 (CDsOD).
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Figure S7. HR-ESI™-MS spectrum of compound 1.
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Figure S8. HR-ESI*-MS spectrum of compound 1.
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Figure S10. *H NMR spectrum of compound 2 (DMSO-ds).
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Figure S11. 3C NMR spectrum of compound 2 (DMSO-ds).
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Figure S12. HR-ESI-MS spectrum of compound 2.
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Figure S13. HR-ESI*-MS spectrum of compound 2.
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Figure S14. *H NMR spectrum of compound 3 (CDCls).
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Figure S15. *3C NMR spectrum of compound 3 (CDCls).
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Figure S16. HR-ESI-MS spectrum of compound 3.
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Figure S17. HR-ESI*-MS spectrum of compound 3.
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Figure S18. *H NMR spectrum of compound 4 (CDCls).
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Figure S19. *°C NMR spectrum of compound 4 (CDClIs).
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Figure S20. HR-ESI-MS spectrum of compound 4.
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Figure S21. HR-ESI*-MS spectrum of compound 4.
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Figure S22. *H NMR spectrum of compound 5 (CDsOD).
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Figure S23. *°C NMR spectrum of compound 5 (CDsOD).
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Figure S24. HR-ESI-MS spectrum of compound 5.
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Figure S25. HR-ESI*-MS spectrum of compound 5.
i et - - NP = - = ORI =V —IODRINR I —ANOOOTNO = - =D~ OOONOD [,
A P —~ O O~~~ I~ — O N OO F T AN TN LC TN DR -FOoO OV O DN T ==
VNN N NN NN 0N NN AN NO OO~~~y YO 00 00 GO O
P T T R T T T T T T T T T S T S S S S S S S S S S TR ) R )
=== == == == = === =IO S mmmmmemeaaa st~ — A~ A = = ——
kN . : ! R M M M M
/ = o e e e e e 0,22
0. 21
Fo. 20
+0.19
Lo. 18
Fo. 17
Lo. 16
Lo. 15
F0. 14
Lo. 13
Fo. 12
Lo. 11
H 0. 10
F0. 09
1
Fo. 08
Lo. o7
0. 06
0. 05
Fo. 04
10. 03
Il
10. 02
Fo. 01
Lo. 00
T T et T N
< < - o] o L-0.01
= =} — =29 1]
= = o = s o
T L e e T B e e B T B B e e B B B L e e B e e e B i
L0 7.8 7.6 7.4 7.2 7.0 6.8 6.6 6.4 6.2 6.0 5.8 56 5.4 52 50 4.8 4.6 4.4 .0 3.8 3.6 3.4 3.2 3.0 2.8 2.6 2.4 2.2 2.0 1.8 1.6

f1 (ppm)

Figure S26. *H NMR spectrum of compound 6 (CDCls).
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Figure S27. *°C NMR spectrum of compound 6 (CDCIs).
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Figure S28. HR-ESI-MS spectrum of compound 6.
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Figure S29. HR-ESI*-MS spectrum of compound 6.
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Figure S30. *H NMR spectrum of compound 7 (CDCls).
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Figure S31. *°C NMR spectrum of compound 7 (CDClIs).
L-434 #20 RT: 0.32 AV: 1 SB: 35 0.01-0.07 ,0.51-1.02 NL: 2.21E5
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Figure S32. HR-ESI-MS spectrum of compound 7.
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Figure S33. HR-ESI*-MS spectrum of compound 7.
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Figure S34. *H NMR spectrum of compound 8 (CDsOD).
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Figure S35. *°C NMR spectrum of compound 8 (CD3OD).
L-4321 #22 RT: 0.37 AV:1 SB: 35 0.01-0.07 ,0.52-1.03 NL: 8.15E4
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Figure S36. HR-ESI-MS spectrum of compound 8.
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Figure S37. HR-ESI*-MS spectrum of compound 8.
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Figure S38. *H NMR spectrum of compound 9 (DMSO-d).
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Figure S39. *°C NMR spectrum of compound 9 (DMSO-ds).
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Figure S40. HR-ESI-MS spectrum of compound 9.
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Figure S41. *H NMR spectrum of compound 10 (DMSO-ds).
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Figure S42. *3C NMR spectrum of compound 10 (DMSO-ds).
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Figure S43. HR-ESI-MS spectrum of compound 10.
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Figure S44. HR-ESI*-MS spectrum of compound 10.
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Figure S45. *H NMR spectrum of compound 11 (CD3OD).
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Figure S46. *3C NMR spectrum of compound 11 (CD3OD).
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Figure S47. HR-APCI-MS spectrum of compound 11.
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Figure S49. *°C NMR spectrum of compound 12 (CDCls).
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Figure S50. HR-ESI-MS spectrum of compound 12.
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Figure S51. HR-ESI*-MS spectrum of compound 12.
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Figure S52. MS/MS spectrum of compound a (black) compared with GNPS library spectrum (green).
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Figure S53. MS/MS spectrum of compound b (black) compared with GNPS library spectrum (green).
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Figure S54. MS/MS spectrum of compound ¢ (black) compared with GNPS library spectrum (green).
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Figure S55. MS/MS spectrum of compound d (black) compared with GNPS library spectrum (green).
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Figure S56. MS/MS spectrum of compound e (black) compared with GNPS library spectrum (green).
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Figure S57. MS/MS spectrum of compound f (black) compared with GNPS library spectrum (green).
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Figure S58. MS/MS spectrum of compound g (black) compared with GNPS library spectrum (green).
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Figure S59. MS/MS spectrum of compound h (black) compared with GNPS library spectrum (green).
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Figure S60. MS/MS spectrum of compound i (black) compared with GNPS library spectrum (green).



Mar. Drugs 2023, 21, 127 S33

100% N

90%

80%

70%

60%

50%

[1s]

40% E

30% ~

20%

- 22 = - < > 2 e 8 3 3 5 8 5 8 8
— - @ o = o = v I w3 ] -~ o oo w©
e o l T 2z = = = B 5 2 £ 203 2 2 g
[0 e . [ N - T ~ - -7 -

200 400 600 800 1000 1200 1400

Figure S61. MS/MS spectrum of compound j (black) compared with GNPS library spectrum (green).
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Figure S62. MS/MS spectrum of compound k (black) compared with GNPS library spectrum (green).
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Figure S63. MS/MS spectrum of compound | (black) compared with GNPS library spectrum (green).
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Figure S64. MS/MS spectrum of compound m (black) compared with GNPS library spectrum (green).
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Figure S65. MS/MS spectrum of compound n (black) compared with GNPS library spectrum (green).
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Figure S66. MS/MS spectrum of compound o (black) compared with GNPS library spectrum (green).
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Figure S67. MS/MS spectrum of compound p (black, [M+H]*) compared with GNPS library spectrum
(green).
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Figure S68. MS/MS spectrum of compound p (black, [M+Na]*) compared with GNPS library
spectrum (green).
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Table S1. NMR spectroscopic data (400/100 MHz) of daidzein (2) in DMSO-ds.
Position Jc oH (Jin Hz)
2 152.4, CH 8.20, s
3 123.3,C
4 174.6,C
5 127.0, CH 7.87,d (8.8)
6 115.0, CH 6.82, dd (8.8, 2.2)
7 158.9, C
8 102.0, CH 6.69, d (2.2)
9 158.0, C
10 116.5,C
I 1229,C
2’ 130.1, CH 7.36, d (8.6)
3’ 115.0, CH 6.79, d (8.6)
4 157.0,C
5 115.0, CH 6.79, d (8.6)
6’ 130.1, CH 7.36, d (8.6)
Table S2. *H NMR spectroscopic data (400 MHz) of compounds 3-8 in CDCls.
No. 3 4 52 6 7 8¢
3.67, dt (12.0, 3.56,dt (12.1. 3.63,dd (12.8,
,  376:370,m; 4.1); 3'67'5‘1‘;)(13'1’ 3.67-3.61, m; 8.4); 4.3);
3.55-3.46, m  3.49, ddd (12.0, 3 28—3 2’6 m 3.61-3.42, m 3.33,ddd (12.1, 3.41,dd (12.8,
8.7, 2.8) ' o 9.1,209) 1.6)
2.10-1.97, m; 2.05-1.95, m;
4 1.95-1.78, m 1.96-1.81, m 4.24, 1 (4.6) 1.95-1.79, m 1.77-1.57, m 4.44,1(4.3)
2.03, ddd (13.0, 2.25, ddt (13.3,
5 2.46-2.33, m;  2.47-2.31, m; 5.9, 1.3); 2'29étg)_(6'4’ 2.19-2.04, m; 6.5, 1.6);
1.95-1.78, m  1.96-1.81,m 1.32,ddd (13.0, 1 957'1 7’9 m 1.95-1.82, m 2.06, ddd (13.3,
11.8, 4.6) ' o 11.2,4.3)
6 4.07,dd (10.1, 4.07,dd (9.9, 4.33,ddd (11.8, 4.05,ddd (8.7, 2.73,dd (10.6, 4.50, ddd (11.2,
5.6) 6.4) 5.9, 2.0) 6.6,1.7) 6.4) 6.5, 1.6)
8-NH 5.81, brs
3.77,dd (5.7, 4.26, dd (10.7, 4.15, ddd (6.6,
9 3.70-3.62,m 3.9) 4.45,1d (5.1, 1.8) 3.0) 4.24-4.20, m 44,18)
3.16, dd (13.6
2.78,dd (14.5 ’ ’
3.13,dd (5.1, ’ o 5.8); 1.95-1.80, m;
10 224-216,m  2.15-1.96, m 1.8) 10.7); 3.02, dd (136, 1.56-1.42, m
3.61-3.42, m 4.3)
1.54, ddd (13.2,
11 1.03,4d(()1)(7.1, 7.4,4.0); 1.95-1.80, m
' 1.31-1.12, m
12 0'97;1"3)(6'9’ 0.90, t (7.4) 0.94, d (2.4)
13 0.93,d (2.3)
4-Me 0.99,d (6.9)
2’ 7.27-7.18, m  7.36-7.18, m  7.28-7.15,m
3 7.27-7.18, m 7.36-7.18, m  7.28-7.15, m
4 7.27-7.18, m  7.36-7.18, m  7.28-7.15, m
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5 7.27-7.18,m 7.36-7.18, m  7.28-7.15,m
6’ 7.27-7.18, m 7.36-7.18, m 7.28-7.15,m
a: NMR spectrum measured in CD3OD
Table S3. *C NMR spectroscopic data (100 MHz) of compounds 3-8 in CDCls.
No. 3 4 5@ 6 7 8
1 169.9, C 169.8, C 166.9, C 169.6, C 165.0, CH 168.8, C
3 45.7, CH2 45.7, CH2 55.0, CH2 45.5, CH2 45.1, CH2 54.3, CH2
4 22.0, CH2 39.8,CH 68.3, CH 22.6, CH2 21.7, CH 68.9, CH
5 29.5, CH2 29.5, CH2 37.8, CH: 28.4, CH: 29.0, CH2 37.9, CH:
6 58.4, CH 58.5, CH 58.1, CH 59.2,CH 57.8,CH 58.5, CH
7 165.5, C 165.5, C 171.0,C 165.2,C 169.8, C 172.9,C
9 63.5, CH 62.9, CH 57.4,CH 56.3, CH 58.9, CH 54.9, CH
10  33.3,CH 22.1, CH2 38.6, CH2 36.8, CH: 40.5, CH: 39.1, CH2
11 19.1, CHs 24.6, CH: 25.5,CH
12 17.7, CHs 11.4, CHs 22.0, CHs
13 23.1, CHs
4-Me 15.4, CH3
I 137.2,C 136.1,C 135.4,C
2’ 130.8, CH 129.33, CH 130.1, CH
3’ 129.3, CH 129.27, CH 128.7, CH
4 127.9, CH 127.62, CH 127.6, CH
5’ 129.3, CH 129.27, CH 128.7, CH
6’ 130.8, CH 129.33, CH 130.1, CH
a: NMR spectrum measured in CD3OD
Table S4. Specific OR of cyclic dipeptides 3-8 in MeOH.
Natural [a]? (0.033, :
Compounds MeOH) Literature
3 +147.15° [a]s +193°(0.3, MeOH) [30]
4 +141.14° [a]y +128<(0.1, EtOH) [31]
5 -174.17° [a]y —48.1°(0.1, MeOH) [32]
6 -168.17° [a]> —60.6°(0.66, EtOH) [33]
7 +114.11° [a]y +67.0°(MeOH) [34]
8 —282.28° [a], —77.8°(0.38, MeOH) [35]
Table S5. NMR spectroscopic data (400/100 MHz) of compounds 9-12.
No. 9%6c 9 oH 102 6c 10 Jon 11° o¢ 11 on 12 ¢ oc 12 on
1 194.7,C 109.7,C
2 151.0,C 151.6,C 128.1,C 151.2,C
132.7, 6.67, dd (7.1,
3 CH 8.18,d (2.8) 116.6,CH 1.0)
4 163.5,C 164.4,C 131.2C 135.2, CH 7'32’1dd1d6(;3'3’
5 1275, 7.87,dd (8.3, 100.3, 5.44,dd 121.3, 8.21, ddd (6.6, 116.9. CH 6.66, dd (8.3,
CH 1.6) CH (7.4,1.9) CH 2.8,1.4) Y 1.0)
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122.7, 142.3,  7.39,dd 121.9, 7.92, dd (8.3,
6 CH 7.17-7.13, m CH (7.4, 5.6) CH 7.24-7.18, m 132.3,CH 1.6)
135.4, 7.62,ddd 123.0,
7 CH (85,73, 16) CH 7.24-7.18, m 173.6,C
116.0, 111.6, 7.44,dd (6.5,
8 CH 7.17-7.13, m CH 2.3)
9 141.8,C 1135,C
10 1149,C 64.9, CH2 4.72,d (2.8)
1-NH 10.83, brs
3-NH 11.23, brs 11.03, brs

a: NMR spectrum measured in DMSO-ds; b: NMR spectrum measured in CD3OD; ¢: NMR spectrum

measured in CDCls



