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HOW DOES CANNABIS PRODUCE ITS EFFECTS?
The modern history of cannabinoid research

Mechoulam isolates and elucidates the structure of A%-THC
Martin describe stereoselective effects of cis/trans - A%>-THC
Johnson and Melvin synthesis potent A>-THC analogues
(CP55,940)

Devane/Howlett show cannabinoid mediated signal transduction
consistent with a receptor



1990 Herkenham maps binding of [3H]-CP55,940 binding in rat brain
1990 Matsuda isolates and clones a neuronal cannabinoid receptor
(CB1)
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The History of Cannabinoid Research
Continued.....

1992 Mechoulam isolates an endogenous cannabinoid — anandamide
from porcine brain

1993 Munro clones a peripheral cannabinoid receptor (CB2)

1995 Second endogenous cannabinoid ligand identified —2AG
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CB1lis a GPCR.

- Medicines with FDA
approval
- >21,000 drug products
- 1,357 unique drugs
- 324 targets

B Rhodopsin-like GPCRs - 266 human targets

[ Nuclear receptors

7 Ligand-gated ion channels

B Voltage-gated ion channels

B Penicillin-binding protein
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3 Sodium: neurotransmitter symporter family |
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THC Is an agonist at CB1

- Agonists bind to the receptor and activate it — so mimicking

the endogenous neurotransmitter.

- Biological response is measured with concentration

response curves to determine POTENCY and EFFICACY

EMAX = efficacy
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THC at the CB1 receptor
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The endocannabinoid system — lots more than just a
CBJ1 receptor
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