


1) Cannabinoid receptors and their typical
effects in the brain
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CB,-Rezeptoren im menschlichen Gehirn:
PET-Untersuchung mit [18F]MK-9470
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disorderliness — CB, receptor Psychiatry 66:196-204, 2009




2) Synthetic cannabinoids



Synthetic cannabinoids from Sterling Winthrop
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Svynthetic cannabinoids from John Willlam Huffman:
JWH-compounds
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3) Methods



Patch-Clamp-Setup

\ / Verstarker
Rollguetschpumpe /

\ Objektiv
Patch-Pipette
Teflonschlauch
.
—s
f/’-'

Begasung mit Carbogen
(95% O,; 5% CO,)

OOO/
& >

Becherglas mit ACSF




Cerebellum: microscopic vViews
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4) Synthetic cannabinoids inhibit synaptic
transmission



WIN55212-2 inhibits GABAergic synaptic transmission
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sIPSC frequency [% of PRE]

sIPSC cumulative amp. [% of PRE]

JWH-018 inhibits GABAergic synaptic transmission
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JWH-210 Iinhibits GABAergic synaptic transmission
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5) Synthetic cannabinoids interfere with
endocannabinoid-mediated retrograde signal
transmission



Retrograde signaling by cannabinoids
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Depolarisation-induced suppression of inhibition (DSI)
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JWH-210 occludes DSI
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Effects of synthetic cannabinoids, identified in smoked

herbal products, on synaptic transmission in the brain

) The synthetic aminoalkylindole cannabinoids WIN5512-2, JHW-018 and JWH-210
inhibit GABAergic synaptic transmission in the cerebellar cortex

) The basis of the inhibition is very likely inhibition of GABA release from the presynaptic

axon terminals

3) The synthetic cannabinoids occlude
endocannabinoid-mediated retrograde signal

transmission between neurons, indicating that they & ;
basket

can interfere with elementary neuronal learning

processes
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