KABIyN 110 AVEIG EGIGAGYIT
TR OgpaiTeIUGHNOVOUTERIMA™

JPBEOPOG MAPHEYA

- ®appakevtiky Kavvapn
H emavaoraon otnv AvTigdeTomion Tov NMovou




Chronic #HFPFPFFTPFEEPRIPIIEPREEPEEPIEITIID ¢ EEPIRIII 4T
Q. O 100 ekatop. HMA in TR mmmnmnmrmnmmmrm

75 ekatopn Evpwnn

U [ [
HE Xpovuo lovo

» 497 Us TIoOVo TIou 6;(!9;/_2;1
Ve @iiiereV e EoVe

. Y7, e /:Jf,)é:. OLV OVE ML
OKAAEI AVATTAPIC

ETTIOKEYPEWY OTA EEWTEPIKA E€oba ¢povTiéac Yysiag
IATPEIO ATTWALIA €1I006NUATOC
ATTWAEIA TTAPAYWYIKOTNTAC
[Tpoypauuara Avarnpeiag

American Academy of Pain Medicine (2015) www.painmed.org
Institute of Medicine. 2011 Relieving Pain in America. Washington D.C



Acute and Chronic Pain Management:
Individualized, Multimodal, Multidisciplinary

2 _ i Behavioral C:u-mpleme-ntary
Restorative Interventional & . =
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\_O Inconsistencies, and Recommendations. Retrieved from U. S. Department of Health and Human
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Almost all parts of the Cannabis plant can be used in one or more ways A |

EDUCATION

Seeds

Their oil is rich in essential fatty

acids (Omega-3 and Omega-6)

- Used directly as food and
animal feed

Inflorescence and leaves

Accumulates phytocannabinoids

" Used for medical purposes 3 i
- Used for recreation s Seed c“! “"Sﬂd n ff’ﬂd and
cosmetic industries
- Source of biofuel

Stem

Produce fibers and hurd

Roots . - Used in textile industry
- Used for making ropes
= Used for paper making

Hawve high tolerance to

heavy metals

- Makes cannabis
potentially useful in
bioremediation of soils
contaminated with heavy
metals

David Charles Simiyu. Plants May 2022



AvEavopevn vouIhoTtToinon

KAIMGKOUVEVN XPNON ATTO TOLC
AOBOEVEIC

EANEIYN ekTTaiSeLONG OTN XPNON TNG

IOTPIKNG KAVVAPRNC
&kavvapivoelbwyv oTtn Siapkeia
Baoikwyv oTToLEWY

YOYXLON OXETIKA PE TO POAO TNC laTPIKNG
Kavvapnc otn Beparreia Tov Xpoviou Movou




Medical cannabis legalization in Europe > PAIN

A7 EDUCATION
Sales
The European cannabis market is expected
to reach $37 billion (USD) by 2027
Most legal spending is expected to be
_ driven by Germany, the UK, and France. -

Established Medical
Use Market

Use Permitted Under
Specific Conditions
(Test/Trial or Pilot Programs)

Cannabis is Prohibited

GMP Certified Provider

NOMOZ YIT APIOM. 4523 ®EK A" 41/07.03.2018
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HMNA S PAIN

H kavvapn oe emimedo
Opoomovsiag dgv £xel vouipoTToInOEi

latpikn xpnon Kavvapng
VOMIMN o€ 38 TTOAITEIEG

4 h .
L . s . '_'I‘

Legality of cannabis in the United States

Youxaywyikn xpnon Kavvapng Il Legal for recreational use

VOUIUN o€ 23 TTOAITEIEG [ Legal for medical use
lllegal

lE]ﬂ

D Decriminalized




RECEIVED FEBRUARY 20, 1064

THE DANIEL SIEFF RESEARCH INSTITUTE
WEIZMANN INSTITUTE OF SCIENCE
REHOVOTH, ISRAEL

Isolation, Structure, and Partial Synthesis of an
Active Constituent of Hashish! THC

Y. GaoxnN:
R. MECHOULAM

s molecules
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SCIENCE DECEMBER 1992

Isolation and Structure of a Brain Constituent
That Binds to the Cannabinoid Recentor
ANANTAMIDE
William A. Devane,*t Lumir Hanus, Aviva Breuer,
Roger G. Pertwee, Lesley A. Stevenson, Graeme Giriffin,
Dan Gibson, Asher Mandelbaum, Alexander Etinger,
Raphael Mechoulamt

Mauro Maccarrone

Editorial

Tribute to Professor Raphael Mechoulam, The Founder of
Cannabinoid and Endocannabinoid Research




Yrodoxeic Kavvapivoeldav > BEAIN
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Apdoeic TV KavvapivoelSov péow T1ev CB1 & CB2 > BRI

CNS
. Increased Appetite Cardiovascular System
ez ™ Increased Cerebral Dilation Decreased Heart Rate 2
Endogenous Cannabinoids ." Decrease Core body Temperature Decreased Blood Pressure DAeypovn
e 0

Decreased Myocardial Contractility
; Increased Coronary Dilation

PUBuLon névou Anandamide ¢
g Y Skin

Increased Antioxidant Enzymes
) CB1R Decreased Lipid Peroxidation

NS — - s Decreased Keratinocyte Proliferation
Activation

Liver/Adipose Tissue/Skeletal Muscle AwaBeon/ pviun
Increased Lipogenesis

Increased insulin and leptin resistance

Decreased Apdiponectin

Decreased HDL Cholesterol

Decreased Glucose Tolerance

‘EAgyX0G Kivnong

Gastrointestinal Tract

Decreased LES Relaxation Nevponpootacia
Decreased Gastric Acid Secretion
Decreased Gastric Motility

Decreased Visceral Pain

Leukocytes and Immune Cells

Awatpodikn cupnepidpopd s * Peripheral Immune Tissues Decreased Activity of Mast Cells

Increased/Decreased Activity of Macrophages, Neutrophils
Decreased Th1 cytokines (IL-2, IFN, TNFa)
Increased Th2 cytokines (IL-5, IL-10)

Haspula D, et al. Cannabinoid Receptors: An Update on Cell Signaling, Pathophysiclogical Roles and Therapeutic Opportunities in Neurclogical, Cardiovascular, and Inflammatory Diseases. Int J Mol Sci. 2020 Oct 17;21(20):76%93.

Increased Hematopoiesis
Increased Hematopoietic Stem Cell Mobilization
Increased Immune modulation




Kavvapivoeidn >ERAIN

Evéokavvapivoedn Outokavvapvoedn ZuvBeTika :
" " kavvaBwvoeldn
MNapayovtatl puoLkd amno ATtopovwvovTtol oo To JUVOETLKA popla T
ToV avBpwrivo dUTO NG KAVVOPBNG OTto L0l TP AYOVTOL OTO
OpYAVLOUO (Cannabis sativa L) EPYOOTAPLO

3 ] 3

Anandamide THC, CBD Nabilone ( THC)

Dronabinol (THC)
2-AG CBG, CBDV, THCV, CBC, Nabiximol
CBN, THCVA etc. (SATIVEX THC /CBD)

Pertwee (2006), Koppel (2014)
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durokavvapivoeidn S PAIN

CBD puikpni ouyyéveia ye CB1 kair CB2
CBD cival AiyoTepo-puxXodpacTIKO
KavvaBIVOEIDEC

AVTIQAEYHOVWOEG, AVTIOZEIOWTIKO,

OVTIETTIANTITIKO, AYXOAUTIKO,
AvVOAynTIKO, VEUPOTTPOOTATEUTIKO

THC etvotl to mAovV

Aiéyepon CB1Rs, odnyei o¢:
YmoOeppia
YmoKivnTiIKOTNTA

> OeTIKA TROTTC

. - EAGTTWON TWV YUXO0OPACTIKWY
KaraAnyia EVEPYEIWV TNG

ANAATHIIA - AUENON KAIVIKAC OTTOTEAECPATIKOTNTOC
Kal OIAPKEING WPENINWY OPATEWY TNG

S.Narouze .American Society of Regional Anesthesia & Pain Medicine 2020.



Kavvapn : Chemovars (Xnueiorurrol) SPAIN

EDUCATION

Chemotype variants (xnueiototmol): H tTafivounon TV puTWYV AVAAOYA UE TNV
TTEPIEKTIKOTNTA TOLC OTA puTOKAVVAPRIvoeldn A?-THC kair CBD.

« Chemovar I: YynAn mrepiektikotnta o€ A9-THC
« Chemovar ll:'lon avaioyia A9-THC ka1 CBD
« Chemovar lll: YynAn mmepiektikotnta o CBD

ANNA

Daiveral OTI TA TTEPICCOTEPA €i6N AEN Ta&ivopouvvTal pe akpipeia oTIC
KATNYOPIEC AVTEG




Kavvapn kai KavvaBivoeidn:Oeparmeunkes Apaoag — PAIN
Yrnapxa KAOWEIOTIKN / OLOIACTIKN TEKHNEIWON 6T kavvapn n 1a

kavvapivoeidn eival amoTeAeouanka:
[0 TN Bepartreia Tov O€ EVNAIKEC

AVTIEUETIKO OTN BeOaTTEId TOL

(oral cannabinoids)

[1a TN BEATICOON TNG (oral cannabinoids)

Ymapxel |.IéTpICI T£K|JI'|piODO' N omn n kavvaPn / Ta kavvaPivoedn givai
ATTOTEAECHATIKA:

BeATicdon BTTVOL O¢ ATOUA HE COVSPONO ATTOPPAKTIKAG LTIVIKNG ATIVOIAG,
lIvopvaAyia,xpovio Tovo, Kail TTOAAATTAR OKARPLvVOon




Conditions of medical cannabis patients in Europe >PAIN

Epilepsy/Seizure @ Anorexia ~ @ Cancer/Chemotherapy @ PTSD Other Anxiety Spasticity @ Pain

100%
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0%
GERMANY DENMARK CZECHIA UK USA

BfArM (2020), Danish Ministry of Health (2022), SAKL (2020), Project Twenty21 (2022),

Boehnke et. al (2018).. The European Cannabis Report 2022



THC ka1 CBD: OgparmeuTika ogpeAN EAIN

THC/CBD balanced

THC-predominant (1:1)

CBD-predominant

(chemotype I) (chemotype Ill)

(chemotype Il)

e Chronic pa!n re!ief (mainly e Adjunct for . {\nxio!ytic ef.fect (r.nainly
neuropathic pain) in social anxiety disorder)

» Appetite stimulation in HIV e Seizure control (drug-

spasticity in MS

and cancer patients e Cancer pain resistant epilepsy)

e Improves sleep quality ( in * Neuroprotection

- PTSD improves nightmare (traumatic brain injury) :

frequency) e Anti-inflammatory

e Reduces CINV e Antioxidant

e Depression as a symptom e Ongoing research for
associated with chronic substance use disorder
conditions (low doses only, (OuUD)
high doses have reported e Psychotic symptoms in
negative effects) Parkinson's disease

Bar-Lev Schieider L, Mechoulam et al.(2022) Adherence, Safety, andEffectiveness of Medical Cannabis and Epidemiological

Characteristics of the Patient Population: A ProspectiveStudy. Front. Med.



KavvaBivoeidr: AvTiapOpITIKEG IBIOTNTEG S>PAIN

;. \ Cannabis Inhibits Proliferation
Th17 I
Cell

Synovial Fluid__ggmee -

” Synovial Fibroblasts
S Cartilage / / l -
= Damage \ ,- TNF« -
k= \ / IL-6 -
o w1 T »
® iINOS
= Cannabis Inhibits q
] ' Secretion
IL-17 1
Chondrocytes l IL-6  IL-8
TNFo L6
Osteoblast
Damage I
T-cell

Preclinical in vitro and in vivo studies show promising results regarding the anti-arthritic properties of
cannabinoids, psychoactive and non-psychoactive cannabinoids alike.

These anti-arthritic properties are mediated by anti-inflammatory effects of canna-binoids, including
inhibiting the production of pro-inflammatory cytokines and nitric oxide, as well as the proliferation of
S ovial fibroblasts

"” > Paland N, et al. Cannabis and Rheumatoid Arthritis: A Scoping Review Evaluating the Benefits, Risks, and Future Research Directions. Rambam

“®» Maimonides Med J 2023
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Adherence, Safety, and Ef&ctiveness of Medical Cannabis and
Epidemiological Characteristics of the Patient Population:
A Prospective Study

Cannabis Clinic Israel

KAIvika dedoueva 2015-2018

9.985 aoOeveig

ErmttAoyn) cannabis chemovars

TIOLKIAEC OUYKEVIPWOELC KOVVOBLVoELSwV

< -

19

» “» Bar-Lev Schleider L, Mechoulam R,Sikorin |, Naftali T and Novack V(2022) Front. Med. 9:827849.
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Total Cancer Non- PTSD Autismm Epilepsy PD IBD MS Compas Tourette Others
(8,560) (4,205) specific (551) (311) (232) (215) (190) (79) sionate synckome (159)
pain (55) (48)
(2,515)
Mean age 546 611 570 414 12.2 16.6 719 380 474 35.4 a4 440
(SD) (20.9) (16.2) (187) (13.7) (&.1) (13.4) (9.6) (14.4) (11.3) (27.8) (13.2) (26.7)
Gender 4,379 1,908 1,287 382 261 122 124 103 34 35 36 a7
(male), no. % (51.1) (45.4) (51.2) (69.3) (83.9) (52.6) (57.7) (54.2) (43.0) (63.6) (75.0) (54.7)
Working 2,017 £93 765 266 3 36 17 122 35 20 27 32
(Yes), no. % (23.5) (16.4) (30.4) (48.2) (0.9) {(15.5) (7.9) (64.2) (44.3) (36.3) (56.2) (20.1)
Driving a car 4165 2008 1,403 389 0 5 55 161 b3 13 2Q 4Q
¢ {(48.6) (47.7) (55.7) (70.5) (0.0) (2.1) (25.5) (84.7) (67.0) (23.6) (60.4) (30.8)

0

s experience
abis

44
(54.2)

(27.8)

2,081 743 204 272 1 16 22 50 26 4 16 27
! (24.3) (17.6) (35.9) (49.3) (0.3) (6.8) (10.2) (263) (32.9) (7.2) (33.3) (16.9)
Median pain scale 0-10 8 7 Q 5 0 0 8 8 8 0 0 5

(IQR) (0-8) (0-9)




XpRon Zuvtayoypa@ouuevwy Dapuakwy

Drug class

Opioids

Antidepressants
Antiepileptics

Drugs for peptic ulcer and
lgastroesophageal reflux
ldisease (GERD)
lAntithrombotic agents
LAnxiolytics

Lipid modifying agents
Hypnotics and sedatives

Other analgesics and antipyretics

Ace-inhibitors

Blood glucose lowering
agents, excluding insulin
Selective calcium channel blocker
with mainly vascular effects
Corticosteroids for systemic use
Beta blocking agents

Antipsychotics

Thyroid preparations

Total
responders

Same dose

Stopped
consuming
this medication

Dose
decreased

increased

>PAIN

EDUCATION

Patients who
started taking
a drug that
was not taken
during intake
session

Dosage Other*

1,216
1,232

553 (45.5)
815 (66.2)
680 (61.9)

568 (79.7)

606 (86.9)
496 (75.5)
565 (83.2)
386 (64.3)
285 (60.5)
298 (85.1)

270 (83.3)

258 (86.3)

159 (65.7)
220 (86.3)

9 (61.2)
222 (89.5)

472 (38.8)
310 (25.2)
282 (25.7)

167 (13.7)
83 (6.7)
110 (10.0)

19 (16.7)

37 (12.4)

65 (26.9)
27 (10.6)
64 (23.2)
16 (6.5)

63
93
61

61

38
17
22
27
22
10

2]




Cannabis and Cannabinoid Research " " - N
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ICRS®  wmrime ol Clinical Practice Guidelines for Cannabis
' and Cannabinoid-Based Medicines in the Management

“CANMA

of Chronic Pain and Co-Occurring Conditions

Alan D. Bell,' Caroline MacCallum,” Shari Margolese,” Zach Walsh,* Patrick Wright,” Paul J. Daeninck,®’

Enrico Mandarino,*® Gary Lacasse,”” Jagpaul Kaur Deol,” Lauren de Freitas,' Michelle St. Pierre,” Lynne Belle-Isle,”
Marilou Gagnon,'' Sian Bevan,'” Tatiana Sanchez* Stephanie Arlt,'® Max Monahan-Ellison,'? James O'Hara,'
Michael Boivin,'” and Cecilia Costiniuk'®'®*; and External Review Panel’

All patients considering CBM should be educated on risks and adverse events.
Patients and clinicians should work collaboratively to identify appropriate
dosing, titration, and administration routes for each individual







The Global Commission on Drug Policy 2019 > PAIN
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Alcohol
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Heroin

Crack cocaine
Methamphetamines
Cocaine

Tobacco
Amphetamines
L=
GHB
Benzodiazepines
Ketamine
Methadone
Mephedrone
Butane

Anabolic steroids
Khat

Ecstasy

LsSD

Buprenorphine

Mushrooms

HARMS TO THE CONSUMER

Mortality
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P Damaga
g He dthvrabasad harms sach aa corhoss fram alcohs
use (drugspecticl and egposure to bicod-bome
viruse s idrug-reloted)

Dependance
) Fropensty/urge to mntmue use despre adverse

COR e Qe Oe

Impairment of mental functioning
Resiiting fraom e idrog-specdicior, =g . mood
deporo re (deug-related)

Loss of tangibles

w0 o, educslionad stfrve e s, Fages onenen

m Loss of relationships

CLASSIFICATION
OF PSYCHOACTIVE
SUBSTANCES

WHEN SCIENCE WAS
LEFT BEHIND

HARMS TO OTHERS

-'- Crme and injury
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FDA Review Supports
Reclassifying Marijuana as
Less Risky Drug

By HealthDay

Jan. 15, 2024, at 8:03 a.m.

Federal Scientists
Recommend Easing
Restrictions on Marijuana

In newly disclosed documents, federal
researchers find that cannabis may
have medical uses and is less likely to

cause harm than drugs like heroin.

>PAIN
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The documents show that scientists at

the FDA and the National Institute on Drug Abuse
have recommended that the

Drug Enforcement Administration

make marijuana a Schedule Il drug,

alongside the likes of ketamine and testosterone,
which are available by prescription.

The review by federal scientists found

that even though marijuana is the most

frequently abused illicit drug, “it does not

produce serious outcomes compared to

drugs in Schedules | or II.”

Marijuana abuse does lead to physical dependence,
the analysis noted, and some people develop

a psychological dependence.

“But the likelihood of serious outcomes is low,” the
review concluded.




1000-popEC LYNAOTEON ATTO TNV ATTOTEAECUATIKN 00N

SnA oe avBpwTtio 70 kg eival 280,000 mg THC
AKATOPOWTO YE KATAVAAWON
ATTO TOL OTOHATOG
ME KATTVIOHA N
HE CLOKELN ATHIOHATOC

World HealthOrganization 2012 . Bhaskar et al. Journal of Cannabis Research (2021)



The Quebec Cannabis Registry: > BEAIN

Investigating the Safety and Effectiveness of
Medical Cannabis

2991 aocOeveig (=18 eTwv)

2015- 2019

12 pnveg mapakoAovobnon

MNpoiovra Kavvapng (dried, oil, n aAA0) ayopd atmo adeiodoTnuEVO TTAPAYWYO
Kavvapng otov Kavada

KAivika onuavrikn BeAtioon otnv aAAnAemidpaon
He Tov MNMovo,Kommwon,Ayxog kai Eveia

79 AE (77 aoBeveig)
16 oPapig AE
8 AEs mOavov va ocvvééovral ye Tnv larpikn xpnon Kavvapng

latpikn Kavvapn ka®odnyovuevn Ao YIATPOLS
Aocpalng kal AmoteAeopartikn Na moAAég latpikeg Eveieig .

Antonio Vigano et al. Cannabis and Cannabinoid Research 2022



dappakevtikn Kavvapn

0 Ti EXOLUE OTN XWPA HAC oNUEPA
CBD 13%/THC 9%
Ta 100 mg Enpov avBou neptexouv 9 mg THC kauw 13 mg CBD

MIDNIGHT TIKUN B -
—€EKIVG evTOG 5-10 AeTTTWV.,

H didpkeia dpaong eival 2-4 wPEG  E—

IpKEIG OpAong Sa — e MAROXIM
MEeTG TNV €1I0TTVON, OI MEYIOTEG TUYKEVTPWOEIG MIDNIGHT TIKUN B i osinboste

Tflg THC ml Tng CBD aTo 'ITA(IO'}.IG _ koot b oot oy

»
>

MIDNIGHT TIKUN

artgs mt S g sbe

S —— e
ey aal e e

~ MAROX

Uhdahapa Lyt dvbles, gute:

Avtevoeielg CBD: 13% / THC: 9% MAROXIM

Obéadnpe {npé ovbog gurad eavveing

Ze moudLa kat edprifouc. loooponnuévn avahoyia THC:CBD
2e aoBevelc mou Exouv uTtEpevVaLOBNn Ol Suokevaoie 5gr & 10gr

OTLC SPAOTLKEC OUOLEG.

Katd tnv kUnon Kot tn yoAouxia

Y& aoBeveic mou mpoypappatilouv va TEKVOTIOLooUV. MIDNIGHTTIKUN 5g

2€ Q0OEVELG e LOTOPLKO PUXWOLKNG CUVEPOUNG. MIDNIGHTTIKUN 10g | 165,91 €



2UOKEUN Xopnynong >BEAIN

laTpIKA EYKEKPINEVOG
atpotroinTnNS Mighty Medic



/9 THC 19%/CBD <1%

Ta 100 mg £€npol avOou neptexouv 19mg THC kat 1mg CBD

EREZ TIKUN = T -

EREZ TIKUN Chbudnps Lnpd GvBog @pu = Vs

s el e - g — .

EREZ TIKUN

-

— d ~ EREVR

TR TR, AFS I A . B gy OM ii‘]p—c} EI"“."!} !]QQ';.‘-'; o

EREVRON

CBD: 196/ THC: 199% : ' OAorAngpo Engs ovBog SuTos =

YywnAn nepieknikornrTa THC
2Zuokesuaoieg Sgr & 10gr

EREZ TIKUN 59
EREZ TIKUN 10g




2UUTTEPACHATO >BEAIN

Xopnynon €TTi evoeicewy

ApXilw XOPNNAG-TTAW apya-PEVW XapnAa
ECaTouIKEUPEVN Xopnynon

[TapakoAouBnon — ouvepyaaoia ye Tov aoBevni

ETraypuTtrvnon yia TTEPIOTATIKA KATAXPNONGS




HOIKO X0€OC TOL YIATOOL EIVAl
n Ogpareia Tov YIToPEPEIV TTOOC TO
ATOUIKO OPEAOC TOL ACBEVOLC

H Kavvapn kal ta KavvaPivoeldbry armoteAoLV
LEOOC TOL BEPATTELTIKOL OTTAOCTACIOL PAC
OTAV XPNOCIMOTTOIOLVTAl OWOTA
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