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Figure S1. '"H NMR spectrum of compound 1 (DMSO-ds, 700 MHz)
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Figure S2. 3C NMR spectrum of compound 1 (DMSO-ds, 175 MHz)
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Relative Abundance

115+

4 m/z Detected ions m/z  Detected ions
1109 739 [M+H]" 462  [(Pro-Pro-Ile-Asn-Gly)-NH;]™ .
1053 711 [MHH-COT 422 [Pro-Pro-lle-Asn] y
1 694 [MtH-CO-NH,]* 404  [(Asn-Gly-Phe-Leu)-COJ*
1002 642  [Pro-Ile-Asn-Gly-Phe-Leu]* 404  [(Ile-Asn-Gly-Phe)-CO]*
957 642 [Ile-Asn-Gly-Phe-Leu-Pro]” 364  [(Pro-lle-Asn-Gly)-H,0]" Asn H;N
603 626 [Asn-Gly-Phe-Leu-Pro-Pro_]’ 319 [Asn-Gly-Ph?]’ Chemical Formula: Ca; HasNyO7*
] 626 [Pro-Pro-Tle-Asn-Gly-Phe] 308 [Pro-Pro-Ile] Exact Mass: 626
851 581 [(Asn-Gly-Phe-Leu-Pro-Pro)-CO-NH;]® 308 [Leu-Pro-Pro]
god 381 [(Pro-Pro-Tle-Asn-Gly-Phe)-CO-NIL]" 267  [(Tle-Asn-Gly)-H,0] 9 @y ‘
= 550 [(Phe-Leu-Pro-Pro-Ile)-H,0]" 262 [(Leu-Pro-Pro)-CO-H,0]* HaN NWN ®
753 511 [(Pro-Tle-Asn-Gly-Phe)-H,0]" 262 [(Pro-Pro-Ile)-CO-H,0]" o H oo
703 311 [(Asn-Gly-Phe-Leu-pro)-H,0]" 211 [Leu-Pro]* NHEAS" Phe
3 483 [(Pro-Ile-Asn-Gly-Phe)-CO-H,0]* 211  [Pro-Ile]”
553 483 [(Asn-Gly-Phe-Leu-pro)-CO-H,0]" Chemical Formula: C15H1gN,O4*
60 Exact Mass: 319
551
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405 o133 828717
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Figure S9. ESI-MS/MS spectrum of compound 1
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Figure S10. Marfey’s analysis of compound 1
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Figure S11. 'H NMR spectrum of compound 2 (DMSO-ds, 700 MHz)

|

o
(3]
-

{_

©
-—
(3]

|

N

/

J |
~
S
-

wn
-—

S14



19921~ _
€9°8Z1-—
€9°621

ro9'6el —

00°291 -

8L°0LL-
o:t\‘
6z9LL/
zTLLL

ppm

180 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30 20

190

Figure S12. 3C NMR spectrum of compound 2 (DMSO-ds, 175 MHz)

S15



bl

A L_ ppm
-0
| iR -
-H ! £
= B 4 :
" - -] ; ;
El ;2
-3
: : -4
: o ®
: : 5
.‘ ------------------------------ l.'. ..... ? ------------ -° E
; -6
: S S A " g
: . NH : a-H i
: M téu? : Leg? :7
N T T W | é
: NH a-H : 58
PR .1+ LN SR SN SO AR . 1 - 5 A S, . §
NH a-H g
Gly' Gly! ;

e
95 90 85 80 7.5 7.0 65 60 55 50 45 40 35 3.0 25 20 15 10 05 0.0 ppm

Figure S13. COSY spectrum of compound 2
S16



-£100

=110

=130

ppm

120

=140

8.0 7.5 7.0 6.5 6.0 5.5 5.0 4.5 4.0 3.5 3.0

Figure S14. HSQC spectrum of compound 2
S17

2.5

2.0

1.5

1.0

0.5

ppm



[
a-H a-H ‘l
lle® a-H  Gly' -
Leu? Phe*
| A ppm
. T . A 20
1 I I I ! 1 I I I 1 | 1A .,- 1 40
= < = 60
80
' 100
120
"z | -
140
¢=0
het c=0 160
Cc=0 O_ i lle®
Leuz _ille® L = c=0 _
‘IC7_6(.)2 - v - =Gly - 1
ASPS 1c7=702 P;)3 180
i i i i i i iAsps | i i i i i i
I B I e
7.0 6.5 6.0 5.5 5.0 4.5 4.0 3.5 3.0 25 2.0 1.5 1.0 ppm

Figure S15. HMBC spectrum of compound 2
S18



0.5 ppm

1.0

1.5

2.0

[

Y (o] f ]:j SC

S

ROE

- o~ © < w0 ©0 ~ © o
,,,,,, i e | TR FEETEEEETE PR PR P TR PR
” i W
e | - I
bannns - RECELPELEEEE . T m -
i i i , i
- laT i a = i i i
i i I
© e+ ° @ I
- : H :
H i ‘o |
: ! ...“.. . W- . ]
i s ! = ! I o [
T I ! -#-h-..hﬂ"-‘jh = : T e

SC741 in DMSO
W“%AA_JLJ A

\ f
4.5

5.0

5.5

6.0

f f \
80 75 7.0

8.5

3.0 25

3.5

4.0

6.5

9.0

Figure S16. ROESY spectrum of compound 2

S19



Wavelength [nm]

Figure S17. ECD spectrum of compound 2

S20



Intens.
x104

1.0

0.8

0.6

0.4

0.2+

647.316187

648.3

19084

|

+MS, 0.0min #1

x%bg

1.0
0.8
0.6
0.4

0.2+

0.0

647.316369

648.3

19642

C32H44N607, M+nNa ,647.32

T
644

T T
646 648

Figure S18. HRESI-MS spectrum of compound 2

S21




Relative Abundance
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597.33

] mvz Detected ions m/z Detected ions
95 625 [M+H]" 415 [Phe-Asp-Ile-Gly]” Phe
3 607 [M+H-NHs]" 415  [Gly-Leu-Pro-Phe]” o
903 597 [M+H-COJ 381 [Asp-lle-Gly-Leu]” H
o 580 [MFH-CO-NH;]* 381 [Ile-Gly-Leu-Pro] d‘\ N ;
3 528 [Ile-Gly-Leu-Pro-Phe]” 370 [(Phe-Asp-Ile-Gly)-CO-NH,]" Pro g
g0 528 [Phe-Asp-Ile-Gly-Leu]” 370 [(Gly-Leu-Pro-Phe)-CO-NH,|™ Chemical Formul Azp HaNeO*
1 512 [Pro-Phe-Asp-Tle-Gly]* 353 [(Asp-Ile-Gly-Leu)-COJ* e M g 08
753 500 [(Ile-Gly-Leu-Pro-Phe)-COT 353 [(Ile-Gly-Leu-Pro)-COJ*
707 500 [(Phe-Asp-Ile-Gly-Leu)-COJ]™ 245 [Phe-Asp]”
J 483 [(Ile-Gly-Leu-Pro-Phe)-CO-NH;]" 245 [Pro-Phe]”
659 483 [(Phe-Asp-Ile-Gly-Leu)-CO-NH;]* 217 [(Phe-Asp)-CO]"
4 478 [Asp-Ile-Gly-Leu-Pro]* 217 [(Pro-Phe)-COT &])L
603 455 [Pro-Phe-Asp-Ile]* 211 [Leu-Pro]
e 455 [LeuPro-Phe-Asp]* 211 [Asp-Tle]* 0 Asp
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Figure S19. ESI-MS/MS spectrum of compound 2
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Figure S20. Marfey’s analysis of compound 2
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Radive Ao ndance

m/z Detected ions m/z Detected ions
100— 728 [M+H] 471 [Pro-Phe-Ile-Leu]” 641.25
4 710 [M+H-H,OJ" 358 [Pro-Phe-Ile]”
957 693 [M+H-NH;-H,0]" 337 [(Gly-Leu-Ser-Pro)-H,01
00 641 [Pro-Phe-lle-Leu-Gly-Leu]™ 329 [(Phe-Tle-Leu)-CO-NH,]*
3 613 [(Pro-Phe-Tle-Leu-Gly-Leu)-CO]~ 314  [(Ser-Pro-Phe)-H,O]"
a5 528 [Pro-Phe-Ile-Leu-Gly]” 245 [Pro-Phe]”
«‘30E Leu
E 32917
759
|
3 337.00 ‘
707 244.92 0
657 57917
= Chemical Formula: Cs4Hs3NgOg*
60; Exact Mass: 641
3 551.25
55—
3 710.08
504
453 613.42
407
& 471.25
35
30—
25%
B 693.58
20 35825 444.25 47825
4 314.25 42717
159
3 52825
1O§ 410.233 48933 667.42
57
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Figure S29. ESI-MS/MS spectrum of compound 3
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Figure S30. Marfey’s analysis of compound 3
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Figure S31. 'H NMR spectrum of compound 4 (DMSO-ds, 700 MHz)
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Ala lle m/z Detected ions m/z  Detected ions
o o o 733 [M+H]T 508  [Val-Ile-Pro-Val-Val|™
N L /%(H [\{3\// 705 [M+H-COJ* 438 [Gly-Ala-Val-Ile-Pro]*
N I N I ® 662 [Val-Ile-Pro-Val-Val-Pro-Gly]* 438 [Pro-Gly-Ala-Val-Ile] *
Gly Pro 634  [Ile-Pro-Val-Val-Pro-Gly-Ala] ~ 409  [Val-Ile-Pro-Val|™
Vval 634 [Val-Pro-Gly-Ala-Val-Tle-Pro] * 409 [Tle-Pro-Val-Val]~
Chemical Formula: CaHagNsO5* 634 [Pro-Gly-Ala-Val-Ile-Pro-Val] 325  [Val-Pro-Gly-Ala]”
Exact Mass: 438 620  [Pro-Val-Val-Pro-Gly-Ala-Val]” 325  [Pro-Gly-Ala-Val]”
100 20533 592 [(Pro-Val-Val-Pro-Gly-Ala-Val)-CO]™ 325  [(Val-Val-Pro-Gly)-CO]"
551 [(Ala-Val-Ile-Pro-Val-Val)-CO]” 313 [(Gly-Ala-Val-Ile)-CO]™
955 537 [Gly-Ala-Val-Ile-Pro-Val]* 226  [Pro-Gly-Ala]”
90 537 [Val-Pro-Gly-Ala-Val-Ile]” 226  [(Val-Pro-Gly)-COJ"
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Figure S39. ESI-MS/MS spectrum of compound 4
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Peptide-4 UV = 3%
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Figure S40. Marfey’s analysis of compound 4
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Figure S42. 3C NMR spectrum of compound 5 (DMSO-ds, 175 MHz)
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Figure S48. HRESI-MS spectrum of compound 5
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Rddive Acuncano=

m/z  Detected ions m/z  Detected ions
100 743 [M+H]" 397  [(Pro-Leu-Thr-Ile)-CO]~ 72533
1725 [M#H-H0] 379 [(Pro-Leu-Thr-Ile)-CO-H,0]* Leu le
95 708  [M+H-H,O-NIL]” 361 [(Gly-Asn-Pro-Leu-Thr-Ile)-NH;]™
7629  [Pro-Leu-Thr-Ile-Phe-Gly] ™ 319 [(Thr-Ile-Phe-Gly-Asn)-NH; ]|~ H ©
907 601  [(Pro-Leu-Thr-Ile-Phe-Gly)-CO]* 311  [(Leu-Thr-Ile)-NH,]* C))LN
as 379 [(Gly-Asn-Pro-Leu-Thr-Ile)-NH,]™ 294  [(Pro-Leu-Thr)-NH;]" H
4516 [(Thr-Ile-Phe-Gly-Asn)-NH,]* Pro
80
4 Chemical Formula: CapHoNsO7*
= Exact Mass: 629
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60
4 433.42
55—
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Figure S49. ESI-MS/MS spectrum of compound 5
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Neptide-s UV = 340 %
Peptide-5 (m/z 368) M’/l/v//\‘
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Figure S50. Marfey’s analysis of compound 5
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