Pepcan-12 (RVD-hemopressin) is a CB2 receptor positive allosteric
modulator constitutively secreted by adrenals and in liver upon
tissue damage
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Supplementary Figure S1.
Effect of pepcans on CB2 receptor signaling in absence of agonist.

Supplementary Figure S2.
Effect of N-terminally extended pepcans on CB2 receptor-mediated cAMP production.

Supplementary Figure S3.
Effect of pepcan-12 on CB2 receptor-mediated beta-arrestin recruitment by CP55.940.

Supplementary Figure S4.
CcELISA guantification of pepcans in LPS-stimulated versus normal (saline) Swiss albino

female mice.
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Figure S1. Effect of pepcans on CB2 receptor signaling in absence of agonist. (A) No effect
was observed by pepcan-12 on [**S]GTPyS binding, cCAMP levels or B-arrestin2 recruitment.
(B) Lack of effects of pepcans -14,-15,-17 and -20 on CB2 receptor-mediated [*>S]GTPyS

binding and cAMP levels. Data show mean values

experiments each performed in triplicates.

SD of at least 3 independent
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Figure S2. Effect of N-terminally extended pepcans on CB2 receptor-mediated cAMP
production. (A) Effect of pepcans -14,-15,-17 and -20 on stimulated cAMP production in
absence of a CB2 agonist. (B) Effects of pepcans -14,-15,-17 and -20 on CB2 receptor-
mediated binding cAMP levels in presence of various concentrations of CP55,940. Data
show mean values + SD of at least 3 independent experiments each performed in triplicates.
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Figure S3. Effect of pepcan-12 on CB2 receptor-mediated beta-arrestin recruitment by
CP55.940. Data show mean values = SD of at least 3 independent experiments each
performed in triplicates.
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Figure S4. cELISA quantification of pepcans in LPS-stimulated versus normal (saline) Swiss
albino female mice. Swiss albino mice (females, 8 weeks old) were injected intraperitoneally
(i.p.) with LPS (5 mg/kg) and sacrificed after 2 h. Groups were compared using two-tailed t-
Student’s; p<0.0001; ns= not significant.



