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Elucidation of acute poisoning mechanism due to abuse of CBl receptor agonist.
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The abuse of synthetic cannabinoids has become a social problem, and new

compounds are being synthesized one after another. These compounds exert their functions via CB1 and
CB2 receptors. In this study, we aimed to elucidate the toxic mechanisms of CB1 and CB2 receptor
agonists on neuronal culture cells in a multilayered manner using various omics analyses. As a
result, principal component analysis showed that the CBl receptor agonist and CB2 receptor agonist
treatment groups were well separated in terms of metabolite, protein, and gene expression. It was
also suggested that the metabolic pathways involved, and the fluctuating gene expression differ
depending on the receptor affinity.



THC
CB; CB:
CB;
CB;
CB;
CB;
CB:
Neuroblastoma Neuro2A
Bovine Serum (FBS) Dulbecco'sModified EagleMedium DMEM
CB; CB,
3
CCK8 3

Neuro2A

Neuro2A

(THC)

CB:

CB:

CB1

Neuro2A  10% Fetal
5% CO, 37°C
3

LDH
24



37°C

3 4°C 5
10
4°C 5 4°C 5
1
30°C 90 N-Methyl-N-trimethylsilyltrifluoroacetamide (MSTFA)
37°C 30
- (GC-MSIMS)
metaboanalysit5.0 6.0
2
Neuro2A 3
total RNA total RNA
affymetrix mouse clarion S array
Transcriptome Analysis Console
— 2
3
Trypsin/Lys-C Thermo
scientific Orbitrap Fusion metaboanalyst6.0 Uniprot
GCMSMS RSD%
25% 85 metaboanalyst5.0 6.0 61
CB:
CB: CB1
2
CB: CB:
CB: CB:
TCA
DNA CB:
CB: 22206
CB: 60 CB:
181 CB1 CB: 54



CB:1

CB:2

RSD

CB:

CB:
25%

CB:2

metaboanalyst6.0

CB:

PCR



6 0
143
2023
GT1-7
144
2024
143
2023
144

2024




TGF-B 1

142

2022

141

2021




