              Supplementary file 1: Pharmacokinetics of GPR3 Ligands
The following are the pharmacokinetic characteristics of common GPR3 ligands—oleic acid (OA), diphenyliodonium (DPI), 1 - phosphorylserine (S1P), AF64394, and cannabidiol (CBD).
1. Oleic Acid(OA)：
（1）Classification of the substance or mixture：
GHS Classification in accordance with 29 CFR 1910 (OSHA HCS)
Acute toxicity, Oral (Category 4), H302
Acute aquatic toxicity (Category 1), H400
Chronic aquatic toxicity (Category 1), H410
（2） Pharmacokinetics
Half-life（t1/2）:2 - 4 minutes in blood; a few weeks or a few months in organized triglycerides and membrane phospholipids
Bioavailability(F)：95% in take orally
Clearance (CL)：The clearance rate of free oleic acid in plasma is extremely high, primarily determined by the uptake and oxidation rates in tissues (especially muscles, heart, and liver).

2.Diphenyleneiodonium (DPI)
（1） Classification of the substance or mixture：
GHS Classification in accordance with 29 CFR 1910 (OSHA HCS)
H319 #Causes serious eye irritation.
（2） Pharmacokinetics
t1/2：Due to its rapid tissue binding, initial plasma clearance is expected to be rapid.
CL：Cannot be calculated using conventional drug models
F：Administered non-orally, with unknown oral bioavailability

3.Sphingosine-1-phosphate (S1P)
（1） Classification of the substance or mixture
GHS Classification in accordance with 29 CFR 1910 (OSHA HCS)
H315 #Causes skin irritation.
H319 #Causes serious eye irritation.
H335 #May cause respiratory irritation.
（2） Pharmacokinetics
t1/2：Relatively stable in blood (due to carrier protection), with a half-life of several hours; in tissue cells, the half-life is only a few minutes due to the high activity of lytic enzymes.
CL：The clearance of S1P is extremely rapid, primarily through irreversible enzymatic degradation within cells rather than organ excretion.
F：The concentration of S1P in human plasma is approximately 0.2–0.9 μM, with a rapidly renewing systemic S1P pool. Approximately 60–70% of plasma S1P is bound to ApoM on HDL.

4.AF64394
（1） Classification of the substance or mixture
H302#Acute toxicity, oral 
H315#Skin corrosion/irritation 
H319#Serious eye damage/eye irritation
H335#Specific target organ toxicity, single exposure; Respiratory tract irritation
（2）Pharmacokinetics
No literature has explicitly reported the specific half-life, oral bioavailability, or systemic clearance of CBD in humans.

5.Cannabidiol (CBD)
（1） Classification of the substance or mixture
No significant toxicity was observed.
（2）Pharmacokinetics
No literature has explicitly reported the specific half-life, oral bioavailability, or systemic clearance of CBD in humans.


