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1. NMR data
[bookmark: _Hlk133594974]Tyr-[D-Lys-Dap(Ant)-Thr-Gly] (CycloAnt). The cyclic peptide was obtained as a TFA salt after HPLC purification. 


1H NMR (400 MHz, DMSO-d6) δ 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, 1 Hz), 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 = 6.4 Hz), 9.39 (s, 1H)
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13C NMR (100 MHz, DMSO-d6) δ 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[image: A picture containing text, antenna, screenshot

Description automatically generated]
                     DEPT135[image: A picture containing diagram
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F NMR: (376 MHz):  d -73.7 (s)
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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. 


1H NMR (400 MHz, DMSO-d6) δ 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-d6) δ 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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2. Safety47 Panel Dose Response
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Results: Summary Table

Compound Neme | QrderID | Torge Class | Assay Nome | Mode | Assay Target | Result Type | Valus Prefx | RCSD(M) | Hil| Curve Bottom | Curve Top | Max Response
0

USCYLOS  USO73.0023285:0  GPCR  CalciumFlux  Agonist _ ADORA2A EC50 > 5
USCYLOS  USO7300232850  GPCR  Calcium Fux | Agonist EC50 > 5 27
USCYLOS  USO73-0023285:0  GPCR  CalcumfFlux  Agonist _ AVPRIA ECs0 > s 119
USCYLOS  USO7300232850  GPCR | CalciumFlux | Agonist ECs0 > 5 o
USCYLOS  USO73-0023285:0  GPCR | CalcumFlux  Agomist _ CHRM1 EC50 > 5 1
USCYLOS  US07300232850  GPCR  Calcium Flux | Agorist EC50 > 5 0
USCYLOS  USO73.00232850  GPCR | CalcumFlux  Agonist _EDNRA EC50 > 5 0
Usovlos uso700m250  GPeR | caicumpux Agonse [NNECHTNEN  rcso 5 s e
USCILOS  USO73.0023285:0  GPCR  CalciumFlux  Agonist 1TR2A £Cs0 > 5 o
USCYLOS, US07300232850  GPCR  Calcium Flux  Agonist ECS0 > s [}
USCYLOS US073-0023285-0  GPCR  Calcium Flux [ATGBONISE  ADORA2A 1c50 > 5 10.1
USCYLOS. US073-0023285:0  GPCR  Calcium Flux | Antagonist LM 'cs0 > 5 586
USCYLOS  USO73-0023285:0  GPCR  Caicium Flux AVPRIA ics0 > s o
USCYLOS  USO7300232850  GPCR | Calcium Flux 1c50 > 5 o
USCYLOS  USO73-0023285:0  GPCR  Calcium Flux CHRM1 1c50 > 5 0
USCYLOS. US073-0023285:0  GPCR  Calcium Flux 1c50 > 5 203
USCYLOS US073-0023285:0  GPCR  Calclum Flux |Aflagonlst.  EDNRA Ic50 > 5 226
USOVLOS US07R00232650  GPCR | Calcum Fux BT 5 s 201
USCYLOS  USO73.0023285:0  GPCR  Calcium Flux 1TR2A 1c50 > 5 o
USCYLOS, US07300232850  GPCR  Calcium Flux cs0 > s 257
USCYLOS  USO73.0023285:0  GRCR v Agonist __ ADRA2A EC50 > 5 0
USCYLOS  US07300232850  GRCR P Agonist ADRET ECs0 > s o
USCYLOS  USO7300232850  GPCR avp Agorist __ADRE2 ECs0 > s o
USCYLOS  USO730023285-0  GPCR awp agonist [ IIEEIEYED ECs0 > 5 1368
USCYLOS  USO73-0023285:0  GRCR avp Agonist CNR1 EC50 > 5 681
USCYLOS. US073-0023285:0  GPCR AMP Agonist EC30 > 5 1078
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Results: Summary Table (cont.)

Mode | Asta Target | ResutType | Valus Pref | RCSD ()| Hill | Curve Bottom | Curve Top | Max Response |
5

USCYLOS  USO73.0023285:0  GPCR AP Agonist DRD1 EC50 > 011
USCYLOS  USO73.00232850  GPCR A Agonist EC50 > 5 0
USCYLDs | US07300232850  GRCR camp Agonist HRH2 £Cs0 > 5 o
USCYLOS  USO73-0023285:0  GPCR e agorist  |ITEEDY £Cs0 > 5 137
USCYLOS  USO73-0023285:0  GPCR A Agonist __HTR1B £C50 > 5 652
USCYLOS  USO73.0023285:0  GPCR A Agonist EC50 5 000336 121 0 100 10082
USCYLOS  USO73.00232850  GPCR . Agonist __OPRK1 £C50 > 5 078
USCYLOS  USO730023285:0  GPCR camp Agonist £Cs0 - 001404 148 o 100 %78
USCYLOS  USO730023285-0  GPCR . 1cs0 > 5 269
USCYLOS  USO73-00232850  GPCR A 1cs0 > 5 [
USCYLOS  USO73.0023285:0  GPCR A ics0 > 5 0
USCYLOS  USO73.00232850  GPCR A Ics0 > 5 671
USCYLOS  USO730023285:0  GPCR camp CNR1 ics0 > 5 513
USCYLOS  USO73-0023285:0  GPCR e 1cs0 > 5 o
USCYLOS  USO73-0023285:0  GPCR A DRD1 1cs0 > 5 0
USCYLOS  USO73.0023285:0  GPCR A Ics0 - 5 283
USCYLOS. US073.00232850  GPCR camp  [Antagonist|  HRH2 150 > B 0
USCYLOS  USO730023285:0  GPCR camp Ics0 > 5 416
USCYLOS  USO730023285-0  GPCR . HTRID 1cs0 > 5 052
USCYLOS  USO73-00232850  GPCR A 1cs0 > 5 [
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Results: Summary Table (cont.)
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