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Figure S1. GPR55 and GPR18 participation in ACTH(6-9)PGP protection against the KCN cytotoxicity for the SH-
SY5Y cells. Inhibitors ML-193 (2 uM) and PSB C5 (0.5 uM) were added 1 h before the KCN, and then together with
KCN (950 pM) and peptide (50 uM). The cells were incubated with the inhibitors, KCN, and peptide for 24 h. MTT
assay data, mean+standard error. *, statistically significant difference from the KCN+peptide without any inhibitor;
**, statistically significant difference from the untreated control, ***, statistically significant difference from KCN
alone, p <0.05, ANOVA with the Tukey post-test, N = 3 experiments.
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Figure S2. The homogeneity of the peptide was checked using high performance liquid chromatography (HPLC),
and the structure was confirmed by mass spectrometry. The specific rotation of the plane of polarization of the light
of the obtained peptides was determined on a Polarimeter A. Kriiss Optronic GmbH P8000-T, t = 20 °C, in methanol,
C = 1. The synthesized peptide was characterized by mass spectrometry on a ThermoElectron LCQ Advantage MAX
instrument. Chromatographic conditions for the analysis of the peptide. Chromatograph: MiliChrome-A-02; Column:
Prontosil 120-5C18aq, 2 x 75 mm. Eluent A: 0.2M LiClOs + 5mM HCIlOs. Eluent B: methanol. Flow rate: 150 pL / min.

Wavelength set: 210, 220, 230, 240 nm. Retention time = 13.14 min. Purity — 98,989. [(x]ZD0 =-480

Table. The shape of the gradient for separating the synthesized peptides.
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Figure S3. Full mass spectrum 896.4 = [M + HJ* 448.9 = [M/2+2H]*.759.4 = [M + H - His].
HisPheArgTrpPGP #89-125 RT: 1.42-2.06 AV: 37 NL: 2.02E5
T: + p ESI Full ms2 896.60@35.00 [ 245.0 -
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Figure S4. Fragmentation of the ion with m/z 896.4 [M + H]* @35eV. 782 = b6(HisPheArgTrpPG) 627 =
b4(HisPheArgTrp) 441 = b3(HisPheArg) 285 = b2(HisPhe)



HisPheArgTrpPGP #141-165 RT: 2.36-2.82 AV: 25 NL: 2.09E5
T: + p ESI Full ms2 448.00@35.00 [ 120.0 :

1005 759.47

90

80

709 612.37

60

50 391.30
407 285.26

304 257.18
E 400.35 627.41 781.42

7 362.76 439.93

10
138.03 212.34 J 340-27] J l 497.21 oo, 99947] | 64451 72497 ' 799.85
L ke i

) i L L g . ol [

0=+ \l‘\‘\‘\ B e e e Y e R N LS e e e e s L e e e e e e e e e e
150 200 250 300 350 400 450 500 550 600 650 700 750 800 850 900 950 1000
m/z

Figure S5. Fragmentation of the ion with m/z 408.8 [M/2 + 2H]** @35eV. 759 = y6(PheArgTrpPGP) 612 =
y5(ArgTrpPGP) 456 = y4(TrpPGP) 270 = y3(PGP) 173 = y2(GP) 781 = b6(HisPheArgTrpPG) 724 =
b5(HisPheArgTrpP) 627 = b4(HisPheArgTrp) 441 = b3(HisPheArg) 285 = b2(HisPhe)



