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Tab 1 Stimulation of **S GTPyS binding to G, proteins and stimulation of Ca’* release by agonists at h5-HT,, receptor
SHT,, R
PECs, = B /% PECs, e B /% ApECso PRy
S5HT 7.53 £0.06 108.7 +6.4 9.24 £0.11 103. 6 +6.7 -1.71 7.18 £0.04
5-CT 6.21 £0.21 100.3 £12.4 7.41 £0.26 84. 9£3.4 -1.20 6.21 £0.07
mCPP 6.79 £0.04 54.4+1.3 7.28 £0.21 71.6 £10.5 -0.49 7.39 £0.05
DOI 8.29 +£0.13 93.6+3.9 8.62 +£0.25 81.3 +6.1 -0.33 8.04 £0.05
LSD 8.74 £0.04 71.2£2.0 7.47 £0.06 84.6 +9.5 +1.27 9.49 +0.03
Lisuride 8.26 +0. 14 40.7 5.3 5.13+£0.34 48.6 8.0 +3.13 9.26 +£0.06
Data ( pECsy and E,,,) are expressed as mean £ S. E. M. of at least three independent experiments performed in duplicate ( G, activation) or trip—

licate determinations ( Ca®* mobilization) . Agonist efficacy is expressed relative to that of a saturating concentration of 5-HT. Ligands are classed follow—

ing their increasing differences of pECs, between the two assays.
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Advances in signaling pathway of 5-HT,, receptor

activation induced by psychedelics

ZHU Huidi' > ZHOU Peidan® FU Feng-hua' SU Rui-bin’
(1. School of Pharmacy Yantai University Yantai Shandong 264005 China; 2. State Key Laboratory of Toxicology and

Medical Countermeasures Institute of Pharmacology and Toxicology Academy of Military Medical Sciences Beijing 100850 China)

Abstract: Classic serotonergic hallucinogens ( also known as
psychedelics) are powerful psychoactive substances that can in—
duce profound alterations of human consciousness emotion and
cognition. It is generally believed that the main target of psyche—
delics for their hallucinogenic effect is 5-hydroxytryptamine 2A
receptor ( 5-HT,,R) . As the G protein-coupled receptor 5-HT,,
R can couple Ga;,, Ga,,,; and B-arrestin2 signaling pathways

in addition to the classical Ga,, PLC, signaling pathway. How-

ever the post-receptor signaling pathways involved in hallucino—
genic effects have not been demonstrated. This paper summari—
zes the recent research progress on the signaling pathway of hal-
lucinogenic effects after 5-HT,, R activation and also demon-—
strates the molecular mechanism of hallucinations for discovering
new drug targets.

Key words: psychedelics; G protein-coupled receptor; 5-HT,,

receptor; signal transduction; signal bias; G protein; B-arrestin 2



