








* Développ

® Et en Belgique?...évidemment...







® Cannabis

® Cannabis indica .
® Cannabis ruderalis







* Blockac d adenyl cyclase

® Activation of K + cho orotein kinase

® Interaction with neurotransmitters (Dopamine> state of wellbeing)
O
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® Positive effe active effects, involved in the
phenomena of addictio

* Adverse effects: tachycardia, vasodilation, cognitive and /or memory impairment




1\\; THE ECS AND RELATED RECEPTORS

THE ENDOCANNABINOID SYSTEM

O HUMAN CANNABINOID RECEPTORS

CB1 a GPR 18 a

Receptors are concentrated in Receptors can be found primarily
the brain & the central nervous in bone marrow, the spleen and
system but are also present in lymph nodes, and to a lesser

some nerves and organs. extend the testes

CB2 o GPR55 (]

Receptors are found in the
bones, the brain, particularly the
cerebellum, and the Jejunum and

Receptors are mostly in peripheral
organs, especially cells associated

with the immune system.
lleum.

TRVP1 GPR 119 a

Receptors are concentrated in Receptors are found
the blood, bone, marrow, tongue, predominantly in the Pancreas

kidney, liver, stomach & overies. and the intestinal tract, in small
amounts

Receptors are concentrated in €) /MCANewZealand/
the skin, muscle, kidney, stomach ) @MCAwarenessNE
i —

& lungs. @® meawarenessnzorg/
MCANZ © :
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Cannabinoid Receptors
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Cannabinoids

Endocannabinoids
(brain derived)

* Anandamide (AEA)
» 2-Arachidonylglycerol (2-AG)

Phytocannabinoids
(plant derived)
* Cannabidiol (CBD)
» Tetrahydrocannabinol (THC)
* Cannabichromene (CBC)
+ Cannabigerol (CBG)
» Many others




Biochemistry

Exocannabinoids (plant-derived)

CH,

Tetrahydrocannabinol
(A9-THC)

Endocannabinoids

v
If

o

Anandamide
(AEA)

Arachidonoylglycerol
(2-AG)

Journal of Pain and Symptom Management 2011 41, 768-778DOI: (10.1016/j.jpainsymman.2010.06.016)
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EXTRACTION

Capitate
glandular

Trichomes
GW Pharmaceuticals

Hemp field
University
of Kentucky

Cannabis flower cw sharmaceuticals

+

Geranyl phosphate: olivetolate geranyltransferase
Hi
Olvetolic acid (S-pentyl resorcinolic acid) Geranyl pyrophosphate

Cannabigerolic acid Pure CBD crystals

BDA synthase Hepatic

metabolism

Decarboxylation 7-hydroxy-cannabidiol
via heat, light,
or aging oH

Strong acid

Cannabidiolic acid Cannabidiol (in vitro only)

Delta-9-tetrahydrocannabinodic acid
synthase [THC)
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PHYTOCANNABINOIDS

Phytocannabinoids

A%-tetrahydrocannabinol
(A°-THC)

annabidiel (CBD)

A?-tetrahydrocannabivarin

annabidivarin (CBDV)

Psychoactive, Most abundant in drug-type plants
Partial agonist CB1 = CB2

Non psychoactive, Most abundant in fiber-type plants, Mot specific antagonist of CB1 ¢ CB2
Inhibitor of AEA uptake and metabolism

Weal CB1 agonist, partial CB2 agonist

AS-THCV antagonizes A9-THC at low doses (<=3 mg'kg)
CB1 agonist at greater doses (10 mg/kg)

Mechanism of action unknown

Selective inhibitor of COX2 TRPA1 and TRPV1 agonist

TRPA1 and TRPV1 agonist
CB agonist; inhibitor of AEA reuptake

TRPAT agonist
Inhibitor of AEA reuptake







P isozymes in vitro,
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Bioo

THCA synthase and CB

monoterpene moiety of CBGA to

and CBD are generated from THCA and CBL

decarboxylation.
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® Cognitive ohoria, hallucinations,

disturbances of attentic s, decreased ability to drive vehicles,

sometimes anhedonia, psychosis?




Pain Rating Scale

Instructions:

Below is a thermometer with various
grades of pain on it from "No pain at all"
to "The pain is almost unbearable.” Put
an X by the words that describe your
pain best. Mark how bad your pain is
at this moment in time.

The pain is
almost unbearable

Very bad pain

Quite bad pain

Moderate pain

Little pain

No pain at all







® Pas d’implication clinique majeure




J Pain Symptom Manage. 2010 Feb;38(2):167-79. doi: 10.101&/]. jpainsymman. 2008.06.008. Epub 2008 Now 5.

Multicenter, double-blind, randomized, placebo-controlled, parallel-group study of the efficacy, safety, and
tolerability of THC:CBD extract and THC extract in patients with intractable cancer-related pain.

Johnson JE, Burnell-Nugent M, Lossignol D, Ganae-Motan ED, Potts R, Fallon MT.

severn Hospice, Shrewsbury, Shropshire, United Kingdom.

=

® Résults : THC:CBD or to placebo in cancer related pain




J Pain Symptom Manage. 2013 Aug26(2).207-18. doi; 10.1016/) jpainsymman.2012.07.014. Epub 2012 Nov 8.

An open-label extension study to investigate the long-term safety and tolerability of THC/CBD oromucosal spray
and oromucosal THC spray in patients with terminal cancer-related pain refractory to strong opioid analgesics.

Johnson JR, Lossignol D, Burnell-Mugent M, Fallon MT.
Shropshire and Mid-Wales Hospice, Shrewsbury, Shropshire, United Kingdom. jeremyjohnson@severnhospice.org.uk

® Duration :

* AE: nausea, vomiting, fatigue

®* Group THC
* Doses/day: 14.5+16.84
® Durée: 4 — 657d (151d)

/O * AE: fatigue (!)




* A pc en pharmacies, mais

uniquement dans le ¢ lérose en plaques (+spasticité)




Analgesia

Muscle relaxation

Anticonvulsant effects (refractory epilepsy)

Anxiolytic

Antipsychotic effects

Neuroprotection

Anti-inflammatory effects/Cardioprotection?

Graft versus host disease prophylaxis?



Davison S. .JPSM Volume 41, Issue 4, 2011, Pges 768-778




op pro-inflammatory
1 c cytokines (IL-1B, IL-6)

hypothalamus

2 @ norepinephrine

pituitary gland

3 <> neurogenesis
neuroprotection

. - cerebellum
4 @ depression

5 <> sleep

6 @ neuronal activity
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POSSIBLE EFFECTS OF CB1 ANTAGONISM AND FATTY ACID AMID HYDROLASE
(FAAH) INHIBITION ON INFLAMMATION IN THE JOINT

B-lymphocyte
Q synovial fibroblast

@ macrophage

© T-lymphocyte

2 <> norepinephrine TRPViq

i "W cartilage
3 Q a/B adrenergic : P °

demarcation line
invading pannus,

degrading
6 @ cartilage

pro-inflammatory
4 @ cytokines (TNF, IFN-y)
neuropeptide

@ release (substance P,
8 CGRP)

anti-inflammatory
5 cytokines (IL-10)
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Methods of Inhalation

Method
n=153*

Pipe

Vaporizer

Joint

Water pipe/Bong
Other

95 (62)
77 (50)
47 (31)
44 (29)
3 (3)

Methods
n=220*
Both inhalation & ingestion

Ingestion only

Inhale/Smoke only

Topical
Other

89 (40)

65 (30)

64 (29)
6 (3)
2 (1)

Methods of Ingestion

Method
n=154*

Purchased candy/edibles
Butters/oils

Homemade baked goods
Purchased baked goods

Purchased beverages

72 (47)
64 (42)
52 (34)
40 (26)
21 (14)

%
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Figure 3. Reasons for cannabis use among the survey

respondents.

The reasons for use were not mutually exclusive responses.

Overall, the respondents used cannabis for physi- cal symptoms (165 of
219 [75%]), for neuropsychiatric symp- toms (139 of 219 [63%)]),
recreationally (76 of 219 [35%]), and to treat cancer (58 of 219 [26%)]).




endation is limited in

view of insufficient high-quality scientific evidence supporting the use of

THC:CBD in chronic pain patients.




inabinoid-

rol lipase
ng antinociceptive
effects in m athic pain models. Emerging
clinical studies show that | | 1abis or cannabinoid-based medications
relieve pain in human diseases such as cancer, multiple sclerosis, etc. »



https://www.ncbi.nlm.nih.gov/pubmed/?term=Donvito G[Author]&cauthor=true&cauthor_uid=28857069
https://www.ncbi.nlm.nih.gov/pubmed/?term=Donvito G[Author]&cauthor=true&cauthor_uid=28857069
https://www.ncbi.nlm.nih.gov/pubmed/?term=Donvito G[Author]&cauthor=true&cauthor_uid=28857069
https://www.ncbi.nlm.nih.gov/pubmed/28857069
https://www.ncbi.nlm.nih.gov/pubmed/28857069

pioid
and the
ole of the EC
suppression and
exacerbatio orebrain-limbic circuitry in pain

states in humans will aid the ¢ 'uture analgesic strategies, especially with

respect to targeting particular populations of patients.



https://www.ncbi.nlm.nih.gov/pubmed/?term=Woodhams SG[Author]&cauthor=true&cauthor_uid=28625720
https://www.ncbi.nlm.nih.gov/pubmed/28625720







What is already known about this topic

Parachutes are widely used to prevent death and major injury after gravitational challenge
Parachute use is associated with adverse effects due to failure of the intervention and iatrogenic injury
Studies of free fall do not show 100% mortality

What this study adds

No randomised controlled trials of parachute use have been undertaken
The basis for parachute use is purely observational, and its apparent efficacy could potentially be

explained by a “healthy cohort” effect
Individuals who insist that all interventions need to be validated by a randomised controlled trial need to
come down to earth with a bump




Joption

We radical protagonists
of evidence based n 1 and participated in a double

blind, randomised, placebo controlled, crossover trial of the
parachute.







eeded to manage the

ipation and nausea.

® Perhaps between 1 in 10 and 2 in 10 people treated with opioids will find these
adverse events intolerable, leading to a change in treatment.




methadone in




ulpride 800 mg / D)




is, found no

« wer psychotic symptoms

(Morgc

O It has been suggested ffects, but a Cochrane systematic review of

cannabis and schizophrenia noted that studies were limited, and that “currently evidence is

insufficient to show cannabidiol has an antipsychotic effect” (McLoughlin 201 4).
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® Furthermore, the diol is also highlighted, in

particular in neurological diseases and cancer.
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onent plays a

* Epilepsy: CBD a date among phytocannabinoids as

an anti-epileptic drug, more randomized controlled trails are urgently needed and

S warranted to characterize its safety profile and true efficacy.

%
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Future trials may wair . , sscalation and formulations with

improved bioavailability.
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outcome female and larger

animals, with o
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2015 Nov;50:178-81.

« ASS d were observed in
this conver > management of sleep

disturbances. Controlle 0 better characterize the impact that
specific components of cannabis have c

%



https://www.ncbi.nlm.nih.gov/pubmed/?term=Belendiuk KA[Author]&cauthor=true&cauthor_uid=26151582
https://www.ncbi.nlm.nih.gov/pubmed/?term=Babson KA[Author]&cauthor=true&cauthor_uid=26151582
https://www.ncbi.nlm.nih.gov/pubmed/?term=Vandrey R[Author]&cauthor=true&cauthor_uid=26151582
https://www.ncbi.nlm.nih.gov/pubmed/?term=Bonn-Miller MO[Author]&cauthor=true&cauthor_uid=26151582
https://www.ncbi.nlm.nih.gov/pubmed/?term=Bonn-Miller MO[Author]&cauthor=true&cauthor_uid=26151582
https://www.ncbi.nlm.nih.gov/pubmed/?term=Bonn-Miller MO[Author]&cauthor=true&cauthor_uid=26151582
https://www.ncbi.nlm.nih.gov/pubmed/26151582

gy, Ribeirdo Preto Medical

2018 Apr 5;9:315

The present finding normal sleep architecture.
Future studies should addre D on the sleep-wake cycle of patient
populations as well as in clinical trials Wlth larger samples and chronic use of different doses

of CBD. Such studies are desirable and opportune.

%


https://www.ncbi.nlm.nih.gov/pubmed/29674967

2017 Apr;19(4):23



https://www.ncbi.nlm.nih.gov/pubmed/?term=Babson KA[Author]&cauthor=true&cauthor_uid=28349316
https://www.ncbi.nlm.nih.gov/pubmed/?term=Sottile J[Author]&cauthor=true&cauthor_uid=28349316
https://www.ncbi.nlm.nih.gov/pubmed/?term=Morabito D[Author]&cauthor=true&cauthor_uid=28349316
https://www.ncbi.nlm.nih.gov/pubmed/28349316




2diated
plasma

Clarification utcome requires re-
assessment of tri ated with clobazam, or the
conduction of further studies c nfounding effect of this interaction ».

%
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© ‘ ximend this botanical

remedy to the d evidence of its therapeutic

potential despite the paucity of results from randomized placebo-controlled

clinical trials to appreciate that it is both safe and effective and really does

not require a package insert ».
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be excluded”



(Marcu et al., 2010; Scott et al., 2014; Torres et al., 2011).




(« modérées » et — au pire

Cherchez I'erreur...







public

onclusions related to

cannabis or cc janizing these into 5 categories:

conclusive, substantial, moderate, limited, and no/insufficient evidence.

%




»n of the
VADA)

* (*) They enhance sports performance, they have potential health risks and

violates the spirit of the sport

%




ared

rer state-level

® Further investigation is 1e how medical cannabis laws may

interact with policies aimed at preventing opioid analgesic overdose.
@

%




Neuroprotective

Reduces
inflammation

Reduces
tumoral
angiogenic

process

Reduces cancer
cell growth

Causes

Antioxidant vasorelaxation

Relieves pain

Relieves anxiety

Antidepressant







® Cot

* (*) ou Miglyol (dispandieux), ou huile d’olive ou huile de sésame







Répartition de la consommation sur I'ensemble des consultations

Patients consommant des dérivés cannabinoides

Patients n'en consommant pas




Syndrome des jambes san:

Fibromyalgie

Douleurs




Initiateurs de la consommation

propre initiative
famille
M médecin

amis



Répartition de la provenance

Boutique CBD

Site internet

B Pharmacie Belgique

Pharmacie Pays-Bas

Pays-Bas

Suisse

B France







The various

Natural plants vs specific molecules? (confusing data from medical literature)
CBD > THC?

Ignorance of some "decision-makers" needs to be corrected




aarch is to

Jules Bordet, Nobel Prize




esting review on the pharmacology of the

37-842. A review on controlled studies using cannabis preparations for

Davison SN, Davison
* Hill KP, Palastro MD, Johnson B, Ditre J
Miller RJ, Miller RE. Is cannabis an effective treatment for joint pain. E e of cannabinoids in rheumatology.

Johnson JR, Burnell-Nugent M, Lossignol D, Ganae-Motan ED, Potts R, Fallon MT. Multicenter, double-| andomized placebo-controlled, parallel group study of the efficacy, safety, and tolerability of THC:CBD extract and RHC extract in patients with intractable cancer-related pain. J Pain Sympt Manage 2010
39:167-179

Blake A, Wan BA, Malek L, DeAngelis C, Diaz P, Lao N, Chow E, O’Hearn S.A selective review of medical cannabis in cancer pain management. Ann Pallait Med 2017, 6 (Suppl.2): S 215-S 222

Johnson JR, Lossignol D, Burnell-Nugent M, Fallon M. An open-label extension study to investigate the long-term safety and tolerability of THC/CBD oromucosal spray in patients with terminal cancer-related pain refractory to strong analgesics. J Pain Symptom Manage 2013, 46: 207-218

** Pergam SA, Woodfield MC, Lee CM, Cheng GS, Baker KK, Marquis SR, Fann JR. Cannabis use among patients at a comprehensive cancer center in a state with legalized medicinal and recreational use. Cancer 2017 123: 4488-4497. An impressive analysis on the use of cannabis among cancer patients. The
study describes the various routes of administration of cannabinoids and the perceived benefits among 926 eligible patients.




annabis among cancer patients. The

Duan N, Kravitz RL, Schmid

** Wiffen PJ, Wee B, Derry S, Bell RF, Moore 3.CD012592.pub2 . A provocative review on the use of opioids in cancer-related pain.
Derry S, Wiffen PJ, Moore RA, McNicol ED, Bell RF, Mcltyre M, Wee B. Oral nol abase of Systematic Reviews 2017 DOI: 10.1002/14651858.CDO12638.pub2

Woodhams SG, Chapman V, Finn DP, Hohmann AG, Neugebaver V. The cannabinoid system and pain. Neuropharmacology, 2017, 124:105-120

** Fragas-Sanchez Al, Torrez-Suarez Al. Medical use of cannabinoids. Drugs 2018, 29: 1-31. A review on specific indications for the use of cannabinoid in various clinical states. The endocannabinoid system is potential therapeutic target and a promising field of research.

Mechoulam R. Cannabis- the Israeli perspective. J Basic Clin Physiol Pharmacol 2016; 27: 181-187

Etc.










