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1. NMR data
Tyr-[D-Lys-Dap(Ant)-Thr-Gly] (CycloAnt). The cyclic peptide was obtained as a TFA salt after
HPLC purification

NH2 TFA
NH

O
HoN

H NMR (400 MHz, DMSO-ds) 6 0.99-1.22 (m, 2H), 1.03 (d, 3H, J = 6 Hz), 1.08-1.18 (m, 1H), 1.29-
1.39 (m, 3H), 1.49-1.56 (m, 1H), 2.85-2.87 (m, 1H), 2.90 (m, 1H), 2.96-2.98 (m, 1H), 3.08-3.12 (m,
1H), 3.50 (td, 1H, J = 14, 6 Hz), 3.88 (d, 1H, J = 6.8 Hz), 3.90-3.94 (m, 1H), 3.99-4.02 (m, 2H), 4.08
(t, 1H, J = 6 Hz), 4.2-4.24 (m, 1H), 5.07 (d, 1H, J = 4.8 Hz), 6.34 (br.s, 2H), 6.49-6.52 (dd, 1H, J =
7.2,1Hz), 6.54 (d, 1H, J = 2 Hz), 6,72 (d, 3H, J = 8 Hz), 7.03 (d, 2 H, J= 8 Hz), 7.16 (td, 1H, J = 7.6,
1.6 Hz), 7.33 (t, 1H, J = 5.2 Hz), 7.46 (dd, 1H, J = 8, 1.2 Hz), 7.64 (d, 1H, J = 5.2 Hz), 7.72 (br.s, 1H),
8.13 (br.s, 2H), 8.29 (t, 1H, J = 5.6 Hz), 8.38 (t, 1H, J = 5.6 Hz), 8.43 (d, 1H, J = 7.2 Hz), 8.47 (d, 1H,
J=6.4Hz),9.39 (s, 1H)
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13C NMR (100 MHz, DMSO-ds) 6 20.1, 21.2, 28.1, 31.5, 36.8, 38.2, 40.7, 43.8, 53.6, 54.2, 56.4,
60.2, 66.3, 114.9, 115.3, 115.7, 116.9, 118.7, 125.2, 128.8, 130.9, 132.5, 149.7, 157.1, 158 .4,
158.7,168.2, 169.2, 170.5, 170.6, 172.1
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F NMR: (376 MHz): d -73.7 (s)

-
current Data Parameters .
NAME y14_230920-DMSO-VT ™
EXENO 21 -
PROCNO 1

F2 - Acquisition Parameters

pate_ 20230920

Time 10.49 h

INSTRUM spect

PROBED  7116098_0611 {

FULEROG zgpg30

™ 131072

SOLVENT DMSO

NS 16

s 1

s 89285.711 Hz

FIDRES 1.362392 Hz

AQ 0.7340032 sec

G 202.22

D 5.600 usec

DE 6.50 usec

TE 330.1 ¥

1 1.00000000 sec

Dil 0.03000000 sec

D0 1

sFO1 376.3572235 MHz

et 15F

PO 6.00 usec

el .00 usec

PLNL 18.17900085 W

sroz 400.0216001 Maz

NuCZ 1E

CEDERG[2 waltzl6

PCPD2 90.00 usec

PLNZ 15.68200016 W

PLW1Z 0.19360000 W

PLW13 0.09738200 W

F2 - Processing parameters
I 65536

B 376.3948628 MHz
WD M
ssB 0
18 0.30 1z
= 0
EC 1.00
T T T T T T T T T T T
0 -20 —40 —60 —-80 -100 -120 —-140 -160 -180 —-200 rpm
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Leu-[D-Lys-Dap(Ant)-Thr-Gly] (CycloAnt-Leu). The cyclic peptide was obtained as a TFA salt after

HPLC purification.

o)
NH
0. . NH, -TFA

S,
NH ©
o (R))~=NH

(S) NH{sl)-IN

HO=(”) OHNa
I

HoN
H NMR (400 MHz, DMSO-ds) 6 8.83 (d, 1H,J=7.2), 8.57 (d, 1H, J = 6.0 Hz), 8.38 (t, 1H, J= 6.0
Hz), 8.26 (t, 1H, J = 6.0 Hz), 8.15 (s, 3H), 7.66 (d, 1H, J = 6.0 Hz), 7.48 (dd, 1H, J = 8.28 Hz, 1.2 Hz),
7.41 (t, 1H, J = 5.6 Hz), 7.16 (td, 1H, J = 7.68 Hz, 1.2 Hz), 6.73 (dd, 1H, J = 8.2 Hz, 0.68 Hz), 6.51 (t,
1H,J=7.6 Hz), 4.19 (q, 1H, J = ), 4.12 (q, 1H, J = 6.0 Hz), 4.03 (d, 1H, J = 5.96 Hz), 4.03 (m, 1H),
3.98 (m, 1H), 3.91 (m, 1H), 3.88 (dd, 1H, J = 16.4 Hz, 6.8 Hz), 3.53 (dt, 1H, J = 14.0 Hz, 5.6 Hz),
3.36 (dd, 1H, J = 16.0 Hz, 4.8 Hz), 3.18 — 3.10 (m, 1H), 3.01 — 2.94 (m, 1H), 1.61 (m, 5H), 1.46 —
1.21 (m, 4H), 1.03 (d, 2H, J = 6.0 Hz), 0.92 (d, 6H, J = 5.6 Hz)
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13C NMR (400 MHz, DMSO-de) 6 172.36, 170.72, 170.51, 170.48, 169.53, 169.151, 158.75,
158.43, 149.83, 132.50, 128.85, 118.78, 116.94, 115.81, 115.22, 114.72, 66.32, 60.03, 56.44,
54.41, 51.39, 43.83, 40.55, 40.39, 38.17, 31.62, 28.23, 24.08, 23.22, 22.09, 21.71, 20.11
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Current Data Farameters
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2. Safety47 Panel Dose Response

<% eurofins ‘
DISCOVERY

Results: Summary Table

Compound Name Order 1D Target Class m Assay Target | Result Type | Value Prefix | RC50 (uM) | Hill | Curve Bottom | Curve Top

USCYLOS USO73-0023285-0  GPCR  CalciumFlux  Agonist  ADORA2A ECS0 > 5
USCYLOS USO73-00232850  GPCR  CalcumFlux  Agonist EC30 > 5 27
USCYLOS Us073-0023285-0 GPCR Caleium Flux Aganist AVPRTA EC50 > 5 119
UsCYLOS Us073-0023285-0 GPCR Calcium Flux Agonist ECS0 = 5 L1}
USCYLOS US073-00232850  GPCR  CalcumFlux  Agonist CHRM1 ECS0 > 5 11
USCYLOS USD73-00232850  GPCR  CalcumFlux  Agonist EC30 > 5 0
USCYLOS US073-00232850  GPCR  CalcumFlux  Agonist EDNRA EC30 > 5 0
USCYLDS Us073-0023285.0 GPCR Calcium Flux | Agonist ECS0 > 5 1.47
UsCYLOS Us073-0023285-0 GPCR Calcium Flux Agonist HTR2A EC50 = 5 a
USCYLO5 US073-00232850  GPCR  CalcumFlux  Agonist ECS0 > 5 0
USCYLOS US073-0023285.0  GPCR  Calcium Flux ADORA2A Ic50 > 5 10.1
USCYLOS USO73-0023285-0  GPCR  Calcium Flux Ic50 > 5 5.86
USCYLOS UsS073-0023285-0 GPCR Caleium Flux AVPRTA IC50 = 5 a
UsCYLOS Us073-0023285-0 GPCR Calcium Flux IC50 = 5 L1}
USCYLOS US073-00232850  GRCR  Calcium Flux CHRM1 Ics0 > 5 0
USCYLOS USO73-0023285.0  GPCR  Calcium Flux Ic50 > 5 2,03
USCYLDS US073-00232850  GPCR  Calcium Flux Ic50 > 5 225
USCYLOS Us073-0023285-0 GPCR Caleium Flux IC50 > 5 8.01
UsCYLOS Us073-0023285-0 GPCR Calcium Flux 1C50 = 5 a
USCYLOS US073-00232850  GPCR  Calcium Flux Ics0 > 5 257
USCYLDS USO73-0023285-0  GPCR cAMP Agonist | ADRAZA EC50 > 5 0
UsCYLOS US073-00232850  GPCR cAMP Agonist EC50 > 5 0
USCYLOS UsS073-0023285-0 GPCR CAMP Agaonist ADRBEZ EC50 = 5 a
UsCYLOS Us073-0023285-0 GPCR CAMP Agonist ECS0 = 5 13.68
USCYLDS USO73-0023285-0  GPCR cAMP Agonist CNRY ECS0 > 5 6.81
USCYLOS USO73-0023285-0  GPCR cAMP Agonist ECS0 > 5 10.78

S9



<% eurofins
DISCOVERY

Results: Summary Table (cont.)

Compound Name Order ID Target Class Mode Assay Target m Value Prefix RC50 (pM) | Hill | Curve Bottom | Curve Top

USCYLOS USO73-0023285-0 GPCR cAMP Agonist DRD1 EC50 > 5 011
USCYLOS USO73.0023285.0  GPCR cAMP Agonist EC50 > 5 0
USCYLOS US073-0023285-0 GPCR cAMP Agonist HRH2 ECSD > 5 0
USCYLOS US073-0023285-0  GPCR cAMP Agonist EC50 > 5 137
USCYLOS USD73-0023285-0 GPCR cAMP Agonist HTR1B EC50 > 5 652
USCYLOS USO73.0023285.0 GPCR cAMP Agonist EC50 = 000336 121 0 100 100.82
USCYLOS USO73-0023285-0 GPCR cAMP Agonist OPRK1 EC50 > 5 078
USCYLODS UsS073-0023285-0 GPCR cAMP Agonist P EC50 = 0.01404 148 0 100 98.78
USCYLOS USD73-0023285-0  GPCR camp | Antagenist | 1C50 > 5 269
USCYLOS US073-0023285-0  GPCR cAMP €50 > 5 0
USCYLOS US073-0023285-0 GPCR cAMP | Antagonist|  ADRE2 €50 > 5 0
USCYLOS US073-0023285-0  GPCR cAMP CHRM2 €50 > 5 671
USCYLDS US073-0023285-0 GPCR caMP  |Antagenist  CNRI IC50 > 5 6.13
USCYLDS USO73-0023285-0  GPCR cAMP 1C50 > 5 i
USCYLDS USO73-0023285-0 GPCR cAMP | Antagonist  DRD1 IC50 > 5 0
USCYLOS US073-0023285-0  GPCR cAMP 1C50 - 5 283
USCYLOS US073-0023285-0  GPCR caMP  [Antagonlst  HRR2 150 > 5 0
USCYLOS Us073-0023285-0 GPCR cAMP HTR1A IC50 > 5 416
USCYLOS US073-0023285-0  GPCR cAMP | Antagonist  HTRIB 1C50 > 5 0.52
USCYLOS US073-0023285-0  GPCR cAMP €50 > 5 0
USCYLOS US073-0023285-0  GPCR cAMP | Antagomist  OPRK1 1C50 - 5 138
USCYLDS Us073-0023285-0 GPCR cAMP IC50 > 5 L]
USCYLDS US073-0023285-0 | lon Channel | lon Channel | Blocker | Ic50 > 5 1867
USCYLD5 US073-0023285-0  lon Channel  lon Channel IC50 B 5 25.09
USCYLOS US073-0023285-0  lon Channel | lon Channel | Blocker | 1C50 > 5 43
USCYLOS US073-0023285-Q  lon Channel  lon Channel €50 > 5 18.94
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Results: Summary Table (cont.)

L_CII'I\F!DI.IFIU
Name

LSCYLOS

LSCYLOS

LISCYLOS

USCYLOS

USCYLOS

USCYLOS

UECYLOS

LISCYLOS

LSCYLOS

LISCYLOS

LISCYLOS

USCYLOS

UsCYLOS

LISCYLOS

LSCYLOS

LSCYLOS

LISCYLOS

USCYLOS

USCYLOS

LISCYLOS

LISCYLOS

LISCYLOS

USCYLOS

USCYLOS

USCYLOS

WECYLOS

Order ID

Lrs073-
O0Z32B5-0
Us073-
O0Z32E5-0
5073
Q023285-01
=073
Q023285-0
Us073-
Q023285-0
us073-
Q023285-0
Lrs073-
O0232B5-0
Lrs073-
O023285-0
=073
O0Z32E5-0
=073
Q023285-0
=073
Q023285-0
Us073-
Q023285-0
U5a73.
Q0232850
Lrs073-
O023285-0
LE0T3-
O0Z32B5-0
=073
Q023ZR5-0
5073
Q023285-0
Lrs073-
Q023285-0
Us073a-
Q023285-0
Us073-
O0232B5-0
Lre073-
O0232B5-0
=073
0232685-0
=073
(023ZR5-0
Lrs073-
Q023285-0
Lrs073-
Q023285-0
Us073-
O0Z32B5-0

Target Class
lan Channal
lon Ehannel
lon Channel
lon Channel
lon Channel
lon Channel
lan Channel
lon Ehannel
lon Ehannel
Kinases
Kinases
Kinases
Kinases
NHR
NHR
NHRA

NHE

Nan-Kinasa
Enzymes
MNon-Kinase
Enzymes
MNon-Kinase
Enzymes
Mon-Kinase
Enzymes
Mon-Kinase
Enzymes
Mon-Kinase
Enzymes

Transpaorer
Transparter

Transpoer

Aszay Marme
lan Channe
Ion Channel
lon Channel
lon Channel
lon Channe
lon Channed
lon Channe
lon Channel
Ion Channel
Binding
Binding
Binding
Binding

MHR: Muclear
Translacation

MHER: Muclear
Translacation

WHR Protein Interaction
NHR Protein Interaction
Enzyrmatic
Enzyrmatic
Enzymatic
Enzymatic
Enzymatic
Enzymatic
Transparter
Transparter

Transparter

Kode

Opener
Opener
Dpengr
Openaer

Opener

Agonist

S11

KL QT 1 mink

EWLOT 1 mink

MMDAR
[1A428)

Gk

Result
Type
IC50

K50
50
IC50
ECSD
ECSD
ECSD
EC5D
EC50
50
IC50
K50
K50
ECSD
50
EC50
150
K50
K50
IC50
W50
50
50
K50
K50

150

Value
Prefix

RCS0
(pM]

Hill

Curve
Bottom

Curve
Top

Bax
Response

1.74

046

0.74

1209

1542




