20

Societa Italiana di Tossicologia

DISTURBO DA USO DI CANNABIS:
MPLICAZIONI CLINICHE E TERAPEUTICHE

Sarah Vecchio



CANNABIS: DIMENSIONI DEL FENOMENO
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CANNABIS: DIMENSIONI DEL FENOMENO
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CANNABIS: DIMENSIONI DEL FENOMENO

PAST YEAR PAST MONTH ALMOST DAILY

Prevalence of cannabis use in the last year among young adults, by
country
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CANNABIS: DIMENSIONI DEL FENOMENO

Tabella 1.1.1 - Spesa per consumi finali di droga per tipologia di sostanza stupefacente (valori in miliardi di euro)
2016 2017 2018 oo
Eroina 2,9 2,8 31
Cocaina 4,5 4,9 5.1
| Cannabis 6,0 63 63 | e m R g
Altro 17 18 17 R Al
TOTALE 15,0 15,8 16,2

Fonta: [STAT - Anni 2076 - 2018

Figura 3.1.2 - Uso di sostanze psicoattive nella vita Figura 3.1.3 - Consumi di cannabis nella popolazione studentesca: frendpercentuale
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CANNABIS E COVID

-1 24 Trends in drug use during the early stages of the COVID-19 pandemic, as reported by national addiction
medicine professionals, by substance, April-May 2020

Alcohol
Amphetamines
Cannabis
Cocaine
Opiates

Pharmaceutical opioids

Sedatives
0 10 20 30 40 50 &0 70 80 a0 100
Proportion of countries (percentage)
M Decrease M Mo change Hincrease T No answer

Source: Ali Farhoudian and others, “A global survey on changes in the supply, price and use of illicit drugs and alcohol, and related complications during
the 2020 COVID9 pandemic’, Medfxiv (2020).

World Drug Report 2021 (United Nations publication, Sales No. E.21.X1.8)



CANNABIS E COVID

Reasons given by cannabis users for their increased use of cannabis after the onset of the COVID-19

pandemic, May-June 2020

| have more time to use this drug

| am more bored

| am spending more time using this drug with my partner or household
I am more stressed by what's going on (feel more anxious)

| am feeling (more) lonely

| am feeling (more) depressed

The increase is only slight and not a big deal to me

| have larger amounts than usual at home because | stocked up

| am using this drug more as a reward for coping with what's going on
Other reasons

| am using this drug more to cope with being with my partner or household
| have more money to purchase this drug

This drug is now more available or easier to access

I am taking part in more online social events

| am having difficulties accessing other drugs or alcohol

Source: Global Drug Survey, “GDS COVID-19 special edition”.

World Drug Report 2021 (United Nations publication, Sales No. E.21.X1.8)
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CANNABIS E DARKNET

FIG. 48 Distribution of drug transactions on 19 major darknet
markets, by drug, 2011-mid-2017 and mid-2017-2020

THE INTERNET: CLEAR WEB, DEEP WEB AND DARK WEB

NPS [

Infrastructure consisting

of a standardized set of

data transfer protocols for
digital information exchange.

Dark web (darknets)

Darknets, or overlay networks
within the Internet that can

only be accessed with specific
software, configurations, or
authorization, and often use a
unique customized communica-
tion protocol. Two typical darknet
types are social networks (usually

Clear web (surface web)

Content indexed by standard
web-search engines, accessible
to anyene using the Internet.

Content not indexed by standard
web-search engines; content
can be located and accessed

by a direct URL or IP address
but may require a password or
other security access to get past
public-website pages; includes
many very common uses such
as web mail, online banking,
private or otherwise restricted
access content and profiles.
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FIG. 60 Minimum drug sales on nine major global darknet markets,
by drug type, 2019 and 2020

150
W 2019
il W 2020
=2
E 100
5 3
w w
§ n
= 30 o ~
= — ] o~
= = - ~d 5
L : i © = = oo o~ ~
ml ':I‘I ~ 2 {EN - = ﬂl-l Hﬂ I:ilg
n @ a ] n v o = w uy
u - = U a I
s ® S § 2 3l £ £, :z =
= c 3 Q 5 835 g £¥ =
= 8 £ ] O £352 am oL (=
B ] ooH5 M o b
= & 2ey 3 & 3
m— ]
r = =
L)
@

FIG.51 Total minimum sales by the “top" 50 vendors (in terms of sales) operating on 19 major darknet markets,
20M-2020
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World Drug Report 2021 (United Nations publication, Sales No. E.21.X1.8)
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INCREMENTO DELLA DIFFUSIONE DI CANNABIS

ELEVATA ACCETTABILITA SOCIALE

" (Cannabis ad uso ricreazionale

=  Cannabis ad uso terapeutico

=  Cannabis light

" |ndustria della canapa (alimentare, tessile etc)

POLICIES DI DEPENALIZZAZIONE/LEGALIZZAZIONE
NUOVE MODALITA DI CONSUMO
RIDUZIONE DEI PREZZI




CANNABIS: PERCEZIONE DEL RISCHIO

Trends in cigarette smoking, cannabis use and risk perceptions related to smoking cigarettes and the use
of cannabis among adolescents in the United States (10th grade) and Europe (aged 15-16), 1995-2019
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CANNABIS: INCREMENTO DELLA POTENZA (AS-THC)

80
70
60
50
40
30
20
10

Percentage

Potency of cannabis and perception of risk from cannabis use among adolescents, Europe and

United States, 1995-2019

1995

1997

Perception among adolescents of
risk/harm of smoking cannabis regularly

1999

2001

2003

2005

2007

2009

2011

2013
2015
2017
2019

Europe
United states

Percentage

Cannabis potency (A9-THC content)
in cannabis herb

16
14
12

10 e®e®

o N~ o> 0

1995
1997
1999
2001
2003
2005
2007

- Linear trend (Europe)
-« Linear Trend (United States)

World Drug Report 2021 (United Nations publication, Sales No. E.21.X1.8)
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CANNABIS: INCREMENTO DELLA POTENZA (AS-THC)

Percentage of THC and CBD in cannabis samples
seized by the DEA from 1995-2019
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National Institute on Drug Abuse (NIDA). Potency Monitoring Program, Quarterly Report #146



CANNABIS: INCREMENTO DELLA POTENZA (AS-THC)
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CANNABIS: INCREMENTO DELLA POTENZA (AS-THC)

Figura 1.3.2 - Percentuali di principio attivo rilevate sulle sostanze stupefacenti analizzate
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IL MERCATO DELLA CANNABIS

RESIN HERB

Price ur/g) 3 25 Price (Eur/g) 5 —Jl——— 20
Potency (% tHc) 12— 29 Potency (% THc) s —Jl—— 20
20-28 8-13
Indexed trends 262 Indexed trends 156
and potency 100 and potency | |
20.09 2619

Osservatorio europeo delle droghe e delle tossicodipendenze (2021), Relazione europea sulla droga 2021: tendenze e sviluppi, Ufficio delle pubblicazioni dell’Unione
europea, Lussemburgo



CANNABIS: PATTERN DI CONSUMO

a b C Table 2 Heterogeneity in methods of administration of cannabis
products.
Method Route Combined with nicotine or tobacco
Joint Inhaled, combusted Yes/no
Pipe Inhaled, combusted Yes/no
d e f Blunt Inhaled, combusted Yes
Bong Inhaled, combusted Yes/no
Dabbing  Inhaled, combusted Yes/no
Vaporizer Inhaled, vaporized  Yes/no
Vape pen Inhaled, vaporized  Yes/no
Edible (ral No
Liquid Oral No
Country, year Reference  Qutdoor-grown herbal Indoor-grown herbal Resin Concentrates
USA, 2017 [22] 9% THC, < 1% CBD 18% THC, < 1% CBD  46% THC, < 1% CBD  56% THC, < 1% CBD
Australia, 2010-12  [23] 15% THC, < 1% CBD  19% THC, < 1% CBD  — -
UK, 2015-16 [24] 3% THC, < 1% CBD 14% THC, < 1% CBD 6% THC, 2% CBD 78% THC, < 1% CBD
Netherlands, 2015 [25] 5% THC, < 1% CBD 15% THC, < 1% CBD 18% THC, 8% CBD -
France, 2016 [26] - - 23% THC, 4% CBD -
Denmark, 2017 [27] - - 23% THC, 6% CBD -

Freeman TP, Lorenzetti V. 'Standard THC units': a proposal to standardize dose across all cannabis products and methods of administration.

Addiction. 2020 Jul;115(7):1207-1216



CANNABIS: PATTERN DI CONSUMO

® Skunk B Other grass OResin
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Best High Value For Most Paranoid | Memory Preferred Type Most Available
Money Impairment

Freeman TP, Winstock AR. Examining the profile of high-potency cannabis and its association with severity of cannabis dependence.
Psychol Med. 2015 Nov;45(15):3181-9



BUTANE HASH OIL (BHO, Wax...) e DABBING

Butane
Vapor

Bell C et al. Butane Hash Oil Burns Associated with Marijuana Liberalization in Colorado. J Med Toxicol. 2015 Dec;11(4):422-5



VAPING
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Chadi N, Minato C, Stanwick R. Cannabis vaping: Understanding the health risks of a rapidly emerging trend. Paediatr Child Health. 2020 Jun;25(Suppl 1):516-520
Adapa S et al. Cannabis Vaping-Induced Acute Pulmonary Toxicity: Case Series and Review of Literature. J Investig Med High Impact Case Rep. 2020
Boakye E et al. Cannabis vaping among adults in the US: Prevalence, trends, and association with high-risk behaviors and adverse respiratory conditions. Prev Med. 2021



VAPING
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Fig. 2. Endorsement of lifetime modalities of vaporizing cannabis among past-month cannabis vapers (n = 524).
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Morean ME et al. Demographic and substance use-related differences among high school adolescents who vape cannabis versus use other cannabis modalities. Drug
Alcohol Depend. 2021 Sep 27,228:109104



IMPATTO DELLE NUOVE TENDENZE?

Trends in the global nhumber of people who

use cannabis and reported trends in cannabis Sl I DMeIHE A T e
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INCREMENTO RIDUZIONE INCREMENTO INCREMENTO
DELLA PERCEZIONE DELLA DISTURBO DA USO
DIFFUSIONE DEL RISCHIO POTENZA DI CANNABIS (CUD)

World Drug Report 2021 (United Nations publication, Sales No. E.21.X1.8)



CUD: MODELLO MULTIFATTORIALE E GERARCHIA DIAGNOSTICA

Vulnerability

Biological

* Heritability (50-70%)

* Family aggregation

* Dopamine inactivation

* Polymorphism in cannabis
genes

* Epigenetic modification
of DNA

* Age, gender

Severe

Psychological

¢ Traits and temperament
* Mental disorders

* Personality

Social

Shared environment
(family, neighbourhood,
peers, network,
socioeconomic
background, violence
and/or delinquency)

CuD

Childhood

Exposure
Cannabis use

* Cannabinoid profile
(THC:CBD ratio)

*Dose

*Frequency of use

*Route of
administration

* Availability

*Price

Adolescence

Consequences
Modifying factors acute/long term 4

Stressors Brain

* Functional and/or
structural changes

*CB1 receptor
downregulation

* Addiction memory
r A

Physical problems
*Problems during pregnancy

* Negative life events

e Lack of social support

* Mental disorders

® Exposure to and/or
effects of stressors

Protective
* Resources

* Coping skills and/or fetal development

* Family s Testicular cancer

* Socioeconomic *Respiratory and/or lung
background problems

* Resilience *Tolerance

* Personality * Withdrawal

s Temperament *Craving

Mental problems

* Abuse and/or dependence
* Symptoms and diagnoses of
mood disorders, psychoses
and schizophrenia
* Other substance use

disorders

Social problems

*Schooling and/or education

* Family problems

* Employment

¢ Financial difficulties

¢ Delinquency and/or
criminality

Adulthood

Connor JP et al. Cannabis use and cannabis use disorder. Nat Rev Dis Primers. 2021 Feb 25;7(1):16

Trajectories — Transitions — Turning points

Lifespan

Cannabis —
use disorder

(DSM-5)

Cannabis dependence
(ICD-10 apd 11 and DSM-1V)

Capnabis Harmful (pattern of)
abuse cannabis use
(DSM-1V) (ICD-10and 11)

Hazardous cannabis use

Low-risk cannabis consumption

or experimental use

Non-user



DISTURBO DA USO DI CANNABIS (CUD)

Broad domain DSM-5 CUD ‘diagnostic criteria™

Impaired
control

Increasing
priority
resulting in
social and
physical risk

Physiological
dependence

1*Cannabisis takenin larger amounts or over
longer periods than intended

2" There is a persistent desire or unsuccessful
attempts to cut down or control cannabis use

3 A great deal of time spent in activities
necessary to obtain cannabis, use cannabis
or recover from its effects

4 Craving, orastrong desire or urge to use
cannabis

5 Recurrent cannabis use resulting in a failure
to fulfilmajor role obligations at work, school
or home

6 Continued cannabisuse despite having
persistent or recurrent social or interpersonal
problems caused or exacerbated by the effects
of cannabis

7*lmportant social, occupational, or
recreational activities are given up or reduced
because of cannabis use

8 Recurrent cannabis use in situations in which
it is physically hazardous

9 Cannabis use is continued despite knowledge
of having a persistent or recurrent physical or
psychological problem that is likely to have been
caused or exacerbated by cannabis

10* Tolerance, as evidenced by a markedly
diminished effect

11* Withdrawal syndrome, or drinking to
prevent withdrawal

ICD-11 Cannabis dependence ‘description™

“Cannabis dependence is a disorder of regulation
of cannabis use arising from repeated or continuous

use of cannabis. The characteristic feature isa
strong internal drive to use cannabis, which is

manifested by impaired ability to controluse...”

“...increasing priority given to use over other
activities...”

“These experiences are often accompanied by
a subjective sensation of urge or craving to use
cannabis.”

“...and persistence of use despite harm or negative

conseguences.”

“...and persistence of use despite harm or negative

consequences.”

“...increasing priority given to use over other
activities...”

“...and persistence of use despite harm or negative

conseguences.”

“...and persistence of use despite harm or negative

consequences.”

“Physiological features of dependence may also

be present, including tolerance to the effects of

cannabis, withdrawal symptoms following cessation
or reduction in use of cannabis, or repeated use of
cannabis or pharmacologically similar substances

to prevent or alleviate withdrawal symptoms.”

Un pattern problematico di uso di cannabis che
porta a disagio o compromissione clinicamente
significativi, come manifestato da almeno due
delle seguenti condizioni, che si verificano
entro un periodo di 12 mesi

Gravita CUD

= CUD lieve: 2—3 condizioni

= CUD moderato: 4-5 condizioni
=  CUD grave: 26 condizioni

DSM-5 specificatori
= Remissione precoce: 3—12 mesi
=  Remissione protratta: >12 mesi

Connor JP et al. Cannabis use and cannabis use disorder. Nat Rev Dis Primers. 2021 Feb 25;7(1):16



CUD: ASTINENZA

Criteri diagnostici
A. Cessazione dell’'uso di cannabis che e stato pesante e prolungato.
B. Tre (o piu) dei seguenti segni e sintomi, che si sviluppano approssimativamente entro 1 settimana dopo il
Criterio A:
1. Irritabilita, rabbia, aggressivita
2. Nervosismo, ansia
3. Difficolta del sonno (per es., insonnia, sogni inquietanti)
4. Diminuzione dell’appetito o perdita di peso
5. Irrequietezza
6. Umore depresso
7. Almeno uno dei seguenti sintomi fisici causa malessere significativo: dolori addominali, instabilita/tremori,
sudorazione, febbre, brividi, cefalea
C. | segni o sintomi causano disagio clinicamente significativo o compromissione del funzionamento in ambito
sociale, lavorativo o in altre aree importanti.
D. | segni o sintomi non sono attribuibili a un’altra condizione medica e non sono meglio spiegati da un altro
disturbo mentale.

American Psychiatric Association,Manuale Diagnostico e Statistico dei Disturbi Mentali, 2014, Edizione Raffaello Cortina, Milano



CUD: INTOSSICAZIONE ACUTA

Criteri diagnostici

A.
B.

D.

Recente uso di cannabis.

Comportamento problematico clinicamente significativo o cambiamenti psicologici
(per es., coordinazione motoria compromessa, euforia, ansia, sensazione di rallen-
tamento del tempo, capacita critica compromessa, isolamento sociale) che si svilup-
pano durante, o subito dopo, |'uso della cannabis.

. Due (o piu) dei sequenti segni o sintomi, che si sviluppano entro 2 ore dall’uso della

cannabis:

1. Iperemia congiuntivale.
2. Aumento dell'appetito.
3. Secchezza delle fauci.
4. Tachicardia.

| segni o sintomi non sono attribuibili a un‘altra condizione medica e non sono me-
glio spiegati da un altro disturbo mentale, compresa intossicazione da altra sostanza.

Specificare se:

Con alterazioni percettive: Allucinazioni con esame di realta integro o illusioni udi-
tive, visive o tattili che si verificano in assenza di un delirium.

Manuale diagnostico e statistico dei disturbi mentali, Quinta edizione, DSM-5. 2014 Raffaello Cortina Editore



CUD: INTOSSICAZIONE ACUTA

Time trend of cannabis-related cases presenting to emergency departments, children, adults and overall cases,
eCHIRPP, 2011 to 2018*

e = aé = Overall == Edibles === Children O Adults
=
g 0 4 o
& APC 2013 to 2018 (Adults) = 27.9% (13.8-43.8)
% 600 - 0
S 500 A
= — APC 2016 to 2018 (Children) = 35.6% (14.9-60.1)
= 400
g
= 300
=
S 200 -
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o APC 2013 to 2018 (Edibles) = 27.9% (13.8-43.8)
# ] £ 2 = — .. - . . .. .I :
2010 nn 202 013 2014 2015 e mz s 019

Year

Abbreviations: APC, annual percent change; eCHIRPF, electronic Canadian Hospitals Injury Reporting and Prevention Program.
* Records for 2019 were suppressed due to varying entry times in eCHIRPP.

Champagne AS, McFaull SR, Thompson W, Bang F. Surveillance from the high ground: sentinel surveillance of injuries and poisonings associated with cannabis.
Health Promot Chronic Dis Prev Can. 2020 Jun;40(5-6):184-192
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Top 20 drugs involved (number of reports) in Euro-DEN Plus presentations, 2014-2017  Proportions of people within each age group reporting each drug in Euro-DEN Plus
presentations, for selected substances, 2014-17

Drug
identifications
6000 B inicit drugs 45
Unknown 40
5000 . Medicines 35
NPS Presentations
. . 30
4000 with mention
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3000 (percent) 20
15
2000 10
| | | 1 ]
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q’b

European Monitoring Centre for Drugs and Drug Addiction (2020), Drug-related hospital emergency presentations in Europe: update from the Euro-DEN Plus expert
network, Technical report, Publications Office of the European Union, Luxembourg
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Substances reported or analytically detected in combination with cannabis (n).

i Substances Reported Analytically detected
Most common clinical features in the cases with cannabiz alone (M = 186].
Clinical feature COeourrence as Oecurrence with Taotal a]-:uhn] 238 219
the only clinical  other clinical OCOUTENce cocame . . 121 7
feature fentures amphetamine/methamphetamine 45 39
benzodiazepines, sedatives 40 72
Cardiovascular symptoms MDMA /ecstasy 30
Tachycardia (HR = 100 6 60 66 heroin 23
bpm) on arrival LED 21 2
Palpitations 3 A4 47 opicids other than hercin or methadone 12
Chest pain 2 25 a7 methadone g 22
Nausea / vomiting 5 43 48 opiates a1
Anxiety 1 41 42 methylphenidate 7 1
Hzziness o 27 27 peyvchedelic mushrooms 3
Impaired consciousness 5 16 21 neurcleptics 4 3
(GCS 8-14/"drowsy”) ketamine 3 1
an .EI.I.'I.‘i.'I.".EIJ. pPoOppers 2
Agitation / aggression 1 18 19 antidepressants 9 &
Respiratory symptoms antihistamines 1
Dy spnioes 2 17 19 laughing gas 1
Hyperventilation 0 17 17 dextromethorphan 1
Panic ar-tads; 0 14 14 N 1
Psychosis ! 11 12 sildenafil 1
Mydriasis 1] 11 11 b .
Spiures 2 7 9 pmimn !
tizamdine 1
Hallucinations 0 7 7 .
clomethiazole 1
. ) i . . . . i caffeine 1
Number of patients presenting with the clinical features in descending order of . -
. i melatonin (self-reported as “melanin™) 1
frequency. HR: heart rate; bpm: beats per minute; GCS: Glasgow Coma Score. self-reported “smileys” 1
self-reported “synthetic drmigs” 1
unknown substance 10

Schmid Y et al. Emergency department presentations related to acute toxicity following recreational use of cannabis products in Switzerland.
Drug Alcohol Depend. 2020 Jan 1;206:107726



CANNABINOID RYPEREMESIS SYNDROME (CSH

If you are vomiting more than
5 times per day, for a day
or longer, immediately contact
your health care provider or
go to the nearast
emergency department.

If you continue to experience
CHS symptoms and are not
improving as expected, talk
with your health care provider.

Frequent vomiting from use of
cannabis (pot/marijuana)

What is CHS?

People with cannabineid hyperemesis syndrome (CHS) experience
persistent nausea and stomach pain that can lead to frequent and
repetitive vomiting and weight loss. Frequent use of cannabis (at least
once a week for more than a year) can increase therisk.

Treatment

« People with CHS may take a hot shower or bath to help tempaorarily
relieve their symptoms. Caution should be taken as these can cause
dehydration or scald/burn the skin.

= Capsaicin cream {brand name Zostrix) may be prescribed to help
reduce the symptoms of CHS. The cream is to be applied to your
stomach, back. or arms.

- Other medications may be prescribed to relieve nausea and vomiting.
« If you go to the emergency department, let your health care provider
know if you are using cannabis to manage a medical condition. Your

health care provider may do some blood tests. You may be given
fluids intravenously to keep you hydrated and help you feel better.

Prevention

Choosing not to use cannabis is the only way to completely avoid CHS.
If CHS does occur, the symptoms will usually resolve within 2 weeks
after you stop using cannabis. However, if you've had CHS once, even
a small amount of cannabis can cause the symptoms to come back.
If this happens, talk to your health care provider about treatment
options or programs for stopping cannabis use.

Reduce your risk of CHS by following "Cannabis & Your Health: 10 WAYS
to Reduce Risks When Using”. https://bitly/Ircugphac

To access a PDF of this handout visit: safemedicationuse.ca/tools_resources/tips.html

cshp

&

oM

Jse.ca

https.//www.ccsa.ca/public-education
Zhu JW et al. Diagnosis and Acute Management of Adolescent Cannabinoid Hyperemesis Syndrome: A Systematic Review. J Adolesc Health. 2021 Feb,;68(2):246-254

1. Prodromal

Normal eating habits

Continued cannabis use

Duration: months — 1 year

2. Hyperemetic

:g:
, &0

Abdominal pain

Duration: up to 48 hours

Active or
supportive
management

i

Restored eating habits

Relative wellness

Duration: days - months

With cessation of
cannabis use

Asymptomatic period



CANNABINOID HYPEREMESIS SYNDROME (CSH)

50 - ) 70 7
45 4 4% 60 - 59%
40 H 50
e 2] 32%
v 30 40
S 25 1
"d_': 20 s} 30 n
I 2 20%
15 4 I 1% | 3% 20 1 162
10 -+
5 1 101 5%
0 T T 1 D [ I T T T
<! 25 6-10 211 <l 1-3 4-6 Daily
Years Times/wk
Table 1
Rome IV criteria for CHS diagnosis
Category Features
Essential Stereotypical episodic vomiting resembling CVS in

Supportive remarks

terms of onset, duration, and frequency
Presentation after prolonged, excessive cannabis use
Relief of vomiting episodes by sustained cessation of
cannabis use
May be associated with pathologic bathing behavior
(prolonged hot baths or showers)

CHS = cannabinoid hyperemesis syndrome; CV5S = cyclic vomiting syndrome.

Mechamsm

GRADE
rating

The emetogenic and anti-emetic effects of A9-THC and its analogs are mediated through CB-1
receptors (CB1r) and thus underlie the syndrome of CHS [106, 135]

Cannabinoids may bind to CB-1 receptors in the gastrointestinal tract and decrease Gl motlity
and gastric emptying, which may override brainstem-mediated antiemetic effects and
precipitate hyperemesis [9, 92, 05, 132]

Chronic cannabis use may lead to paradoxical and plastic changes in expression and
downstream effects of cannabinoid receptors [133]

Chronic cannabis use leads to desensitization and downregulation of CB1 receptors that
ordinarily have peripheral antiemetic effects, causing rebound vomiting and spasmodic pain
that abates with abstinence and corresponding recovery of CB-1 receptor activity [98, 136,
185]

In chronic cannabis users, cannabinoid metabolites may accumulate in the brain and fatty tissues
inducing a toxic effect [20, 94]

CHS may be caused by a non-THC, cannabinoid-like structure within Cannabis sativa, such as
cannabidiol [96, 186]

Patients susceptible to developing CHS may have genetic variation in their metabolic enzymes
resulting in toxic levels of cannabinoid metabolites [131]

AOQ-THC may act as a partial agonist onCB1 receptors and thus relatively antagonize the effects
of full endogenous agonists on these receptors, thus precipitating sudden withdrawal and
hyperemess in sensitive patients [97, 105]

THC causes dilation of splanchnic vasculature, resulting in CHS. Hot bathing leads to peripheral
venodilation and st blood away from the splanchnic bed, resulting in symptom
improvement [102, 137]

Simonetto DA et al. Cannabinoid hyperemesis: a case series of 98 patients. Mayo Clin Proc. 2012 Feb;87(2):114-9
Zhu JW et al. Diagnosis and Acute Management of Adolescent Cannabinoid Hyperemesis Syndrome: A Systematic Review. J Adolesc Health. 2021 Feb,;68(2):246-254

Sorensen CJ et al. Cannabinoid Hyperemesis Syndrome: Diagnosis, Pathophysiology, and Treatment-a Systematic Review. J Med Toxicol. 2017 Mar;13(1):71-87

Very low

Very low

Very low

Very low

Very low
Very low
Very low

Very low

Very low



CUD: IMPATTO A BREVE E LUNGO TERMINE

Table 1 Common clinical adverse effects associated with cannabinoids use

Psychiatric conditions An increased risk of psychotic disorders following acute and repeated consumption of cannabis in
vulnerable individuals and naive users.2"2&41-44
Anxiety and panic attacks following intoxication especially in naive users.>®
Chronic use is associated with mood disturbances, mania, and depression, 36273940
Cannabis addiction and dependency.9'13

Cognitive and CNS alterations Impairment of a wide range of cognitive functions following cannabis intoxication in a dose-relation
38-42,44,45
manner.
Impaired cognitive function following cannabis consumption was associated with an increased risk of
having a road accident.313°
Chronic use is associated with long-term brain functional and structural alterations.31:32:45-50

Effects on respiratory system Acute cannabis consumption decreases airway resistance.’?
Chronic cannabis use is associated with an increased risk for developing airway diseases and lung
59-66
cancer.
Effect on cardiovascular system An increase of cardiovascular activity, increase of heart rate, and decrease of blood pressure.64 Several

reports have described a temporal relationship between cannabis use and acute myocardial infarction,
cardiomyopathy, and sudden cardiac death.®8~"2

Cohen K, Weizman A, Weinstein A. Positive and Negative Effects of Cannabis and Cannabinoids on Health. Clin Pharmacol Ther. 2019 May;105(5):1139-1147



CUD E PATOLOGIE PSICHIATRICHE

Figure 2. Forest Plot Showing Adjusted Odds Ratio (OR) and 95% Cls for Depression and Anxiety in Young
Adulthood According to Cannabis Use in Individual Studies

Figure 3. Forest Plot Showing Adjusted Odds Ratio (OR) and 95% Cls for Suicidal Ideations
and Attempts According to Cannabis Use in Individual Studies
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Gobbi G. Association of Cannabis Use in Adolescence and Risk of Depression, Anxiety, and Suicidality in Young Adulthood: A Systematic Review and Meta-analysis. JAMA

Psychiatry. 2019 Apr 1,76(4):426-434
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Psychosis risk distribution

OR
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Cannabis Exposure

Marconi A. Meta-analysis of the Association Between the Level of Cannabis Use and Risk of Psychosis. Schizophr Bull. 2016 Sep;42(5):1262-9
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PATTERN DI CONSUMO E PATOLOGIE PSICHIATRICHE
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Di Forti M et al; EU-GEI WP2 Group. The contribution of cannabis use to variation in the incidence of psychotic disorder across Europe (EU-GEI): a multicentre case-
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PATTERN DI CONSUMO E PATOLOGIE PSICHIATRICHE
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Di Forti M et al; EU-GEI WP2 Group. The contribution of cannabis use to variation in the incidence of psychotic disorder across Europe (EU-GEI): a multicentre case-
control study. Lancet Psychiatry. 2019 May,;6(5):427-436; Di Forti M et al. Proportion of patients in south London with first-episode psychosis attributable to use of high
potency cannabis: a case-control study. Lancet Psychiatry. 2015 Mar;2(3):233-8



DISTURBO DA USO DI CANNABIS: RICHIESTA DI TRATTAMENTO

FIG. 20 Trends in the primary drug of concern in people in treatment for drug use disorders, by region,

2010, 2014 and 2019
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DISTURBO DA USO DI CANNABIS: RICHIESTA DI TRATTAMENTO

Consumatori di cannabis che si sottopongono a trattamento

Caratteristiche Frequenza di consumo
nell’'ultimo mese

Eta media al (ﬂ?ﬁan::tr:'li;?:admdl 5,2 giorni
primo consumo
Giornaliero
Eta media all'inizio del
16% 84 % primo trattamento Da 2 a 6 giorni
alla settimana
Utenti gia in carico
62000 g Una volta alla |
Utenti presi in settimana o meno |
carico per la
primavolta Nessun consumo negli ;
56 % 21000 ultimi 30 giorni |

Status sconosciuto
19 %

Tendenze relative agli utenti presi
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Osservatorio europeo delle droghe e delle tossicodipendenze (2021), Relazione europea sulla droga 2021: tendenze e sviluppi
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J. Manthey et al., Public health monitoring of cannabis use in Europe: prevalence of use, cannabis potency, and treatment rates, The Lancet Regional Health - Europe
(2021), https.//doi.org/10.1016/]j.lanepe.2021.100227
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Figura 6.1.5 - Distribuzione degli utenti trattati nei SerD per sostanza primaria
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Figura 6.1.7 - Andamento temporale dei nuovi utenti trattati nei SerD per sostanza (primaria o secondaria)
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CUD: DIMENSIONI DEL FENOMENO
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Santaella-Tenorio J et al. Cannabis use disorder among people using cannabis daily/almost daily in the United States, 2002-2016. Drug Alcohol Depend. 2019 Dec

1,205:107621; Compton WM et al. Marijuana use and use disorders in adults in the USA, 2002-14: analysis of annual cross-sectional surveys. Lancet Psychiatry. 2016
Oct;3(10):954-964
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Montanari L et al. Cannabis Use among People Entering Drug Treatment in Europe: A Growing Phenomenon? Eur Addict Res. 2017,;23(3):113-121
Mennis J et al. Young adult cannabis use disorder treatment admissions declined as past month cannabis use increased in the U.S.: An analysis of states by year, 2008-
2017. Addict Behav. 2021 Dec;123



CUD: BARRIERE AL TRATTAMENTO

Factor Sought Treatment in Lifetime (n = 126) Mever sought Treatment in Lifeime (n = 225) Total (n = 351)
% (SE) % (SE) % (SE)
PREDISPOSING
Fear of Stigma/Social Consequen ces
Too embarrassed to discuss it 3215 (5.91) 2432 (2.79") 27.23 (2.80")
Afraid of what others would think 27.96 (5.82) 17.63 (3.21) 21.47 (2.99)
Hated answering personal questions 12.91 (3.56) 13.38 (2.63) 13.20 (2.06)
Afraid would lose job 13.15 (3.82) 866 (2.30) 10.33 (2.22)
Was afraid children would be taken away 4.36 (L63) 6.14 (1.34) 5.48 (1.01)
Family member objected 0.95 (0.94) 0.98 (0.53) 0.97 (0.49)
Fear of Treatment
Afraid would be put into the hospital 17.92 (4.60) 1514 (3.01) 16.17 (2.51)
Afraid of the treatment 15.62 4.25) 10.93 (3.28) 1267 (2.46)
Treatment Pessimism
Did not think anyone could help 27.85 (5.06) 1L62 (2.41) 17.66 (2.73)
Tried to get help before and it didn't work 17.83 (3.84) 748 (2.17) 11.33 (2.08)
ENABLING
Financial
Could not afford to pay 19.07 (4.63) 1819 (2.87) 18.52 (2.76)
Health insurance didn't pay for it 20,01 (4.48) 13.99 (3.47) 16.23 (2.75) - %
Could not arrange child care 0.66 (0.49) 161 (1.12) 1.26 (0.73)
Logistical/Structural
Did not know any place o go for help 10.89 (3.23) 13.86 (2.70) 1275 (2.10)
Did not have time 15.50 (4.29) G681 (2.06) 10,04 (2.21)
Did not have a way to get there 10.46 (3.77) 491 (1.33) 6.97 (LG65)
Had to wait too long 8.10 (3.22) 245 (0.93) 4.55 (1L.40)
Inconvenient howurs 4.70(217) 191 (1.17) 2.95 (L10)
Could not arrange child care 0.66 (0.49) 161 (1.12) 1.26 (0.73)
Cannot speak English well 2.51 (248) 0.29 (D.29) 111 (D.94)
PERCEIVED NEED
Self-Reliance /Minimizing Problems
Thought should be strong enough to handle it alone 47.96 (6.27) 44.38 (4.56) 45.71 (3.94)
Thought the problem would get better by itself 41.34 (6.43) 39.36 (3.84) 40.10 (3.41)
Wanted to keep using 37.85 (5.86) 3114 (3.33) 33.64 (3.05)
Didn't want to go 36.38 (4.93) 3159 (3.52) 33.38 (3.19)
Thought problem was not serious enough 23.17 (5.11) 27.30 (3.44) 25.77 (2.97)
Stopped wsing on my own 16.43 (4.24) 26.64 (3.58) 2285 (2.59)
Did not think it was necessary (despite fami ly requests)  23.78 (4.72) 10,34 (2.45) 15.34 (2.50)

Kerridge BT et al. Predictors of treatment utilization and barriers to treatment utilization among individuals with lifetime cannabis use disorder in the United States.
Drug Alcohol Depend. 2017 Dec 1;181:223-228



CUD: TRATTAMENTO FARMACOLOGICO

TABLE 3 Summary of Placebo-Controlled Clinical Trials of Medications for CUD Treatment

Medication(s) Mechanism of action Reasoning for CUD Utility in CUD treatment Publications
treatment
Bupropion MNE+DA reuptake inhibition Withdrawal Limited, if any Haney et af, 2001 (L)
Cannabis use Carpentar et al, 2009 (T)
Penetar et al, 201 2 (T)
Mefazodone ME reuptake inhibition Withdrawal Limited, if any; no longer asailable in the Haney et al, 2003 (L)
Cannabis use United States Carpentar et al, 2009 (T)
Atomoxetine® MNE+DA reuptake inhibition Cognitive symptoms (similarities Limited, if any McRae-Clark et al (2010) (T)
with ADHD), +ADHD
Wenlafaxine® MNE+5HT reuptake inhibition CUD+MDD Limited, potentially exacerbates cannabis Levin et df, 2013 (T)
use
Mirtazepine MNE+5HT reuptake inhibition Withdrawal Spedfic withdrawal symptoms of Haney et af, 2010 (L)
Cannabis use insomnia and food intake
Buspirone SHT 1A partial agonist Cannabis use, anxety Limited, if any, particularly in women McRae-Clark et dl, 20059 (T)
McRae-Clark et d, 2015 (T)
Escitalopram SHT reuptake inhibition Cannabis use, withdrawal, Limited, if any Weinstein et al, 201 4 (T)
anxiety, depression
Vilazodone S5HT 1A partial agonist+5HT reuptake Cannabis use Limited, if any McRae-Clark et dl, 2016 (T)
inhibition
Divalproex Blodes voltage-dependent Ma channels, Withdrawal, iritability Limited, if any Haney et al, 2004 (L)
increases GABA Cannabis use Levin et df, 2004 (L)
Lithiurm Mot fully known, mood stabilizer with Withdrawal Limited, if any Johnston et all 2014 (T/)
carbonate impact of depression, stimulates Treatrment completion
oxytocin release
Quetiapine SHT2A, DAZ, HI, al a2 antagonism; Withdrawal Spedfic withdrawal symptoms, including Cooperetal 2013 (L)
SHT 1A partial agonism; MNE reuptake Cannabis use sleep, food intake, and weight loss;
inhibition concerns about increases in craving need
to be considered
Badofen GABA-B agonism Withdrawal Limited, if any Haney et af, 2010 (L)
Cannabis use
Zaolpidem GABA-A agonism Withdrawal, insomnia Withdrawal-related deep disturbances Vandrey et dl, 201 | (L)

Brezing CA, Levin FR. The Current State of Pharmacological Treatments for Cannabis Use Disorder and Withdrawal. Neuropsychopharmacology. 2018 Jan;43(1):173-194



CUD: TRATTAMENTO FARMACOLOGICO

Gabapentin

Topiramate:

Dronabinel

Dronabinol
+lofexidine

Mabilone

Mabilone
+zolpidem

Mabixmols

Cannabidiol

Rimonabant

Maltrexone

MN-acetylcysteine

Onoytocin

Brezing CA, Levin FR. The Current State of Pharmacological Treatments for Cannabis Use Disorder and Withdrawal. Neuropsychopharmacology. 2018 Jan;43(1):173-194

Blodks a2d subunit on voltage gated MNa
channels, indirect GABA modulator;
restores brain CRF-mediated
homeaostasis

Blodes Ma and Ca channels, potentiates
GABA-A; AMPAkinate glutamate
antagonism

CB-| aponist

CB-| agonist+al agonist

CB-1 aponist

CB-| agonist+GABA-A activity

CB-| agonist+multi functions (through

CBDO)
Multifunctional

CB-1 antagonism
Mu opioid antagonism
Cysteine prodrug (cysteine—glutamate

exchanger)

Meural roles in prosocial behavior

Withdrawal, cognitive
performance, cannabis use,
problems secondary to cannabis

Cannabis use

Withdrawal
Cannabis use

Withdrawal
Cannabis use

Withdrawal
Cannabis use

Withdrawal, withdrawal-related
deep disturbance, cannabis use

Withdrawal
Cannabis use

Cannabis use

Cannabis use
Cannabis use
Cannabis use

Cannabis use (indirectly by
enhancing psychosocial
treatment)

Encouraging for use in withdrawal,
reductions, craving, cognitive functioning,
and improvement in problems

Encouraging for its reduced use in
adolescents, not well tolerated, slower
titration may help

Encouraging for reductions in global
withdrawal symptoms

Lofexddine adds no benefit and is poorly
tolerated to dronabinol monotherapy

Encouraging for its reductions in
withdrawal and cannabis use

Encouraging for reductions in withdrawal
and cannabis use

Encouraging for use in withdrawal

Limited, if any
Limited if any due to discontinued use/
safety risk

Encouraging for reductions in use when
chronically dosed

Encouraging for reductions in use in
adolescents; limited use in adults

Encouraging for enhancement of
psychosocial treatment

Maszon et al, 2012 (T)

Miranda et al, 201 6 (T)

Haney et o, 2004 (L)
Budney et al, 2007 (L)
Levin et a, 2011 (T}

Haney et d, 2008 (L)
Levin et dl, 2016 (T)

Haney, 2013b (L)

Hermnann et dl, 2016 (L)

Allsop et al, 2014 [T/}

Haney et dl, 2016 ()

Huestis et al, 2001 (L)
Huestis et al, 2007 (L)

Cooperand Haney, 2010 (L)
Haney et dl, 2015 (L)

Gray et o, 2012 (T)
Gray, 2017 (T)

Sherman et d, 2017 (T)



CUD: TRATTAMENTO FARMACOLOGICO

Targets and Off-label Medications for Cannabis Use Disorder Treatment

Abstinence Initiation Relapse Prevention
(acute phase) (subacute & maintenance phases)
. S/ L
IS Cannabis Cannabis Associated Behaviors &
l‘—:E Withdrawal Use Consequences
_ M - Topiramate® - Nabilone F‘sgchcrﬂ']erapy

* Craving? Zolpidem - Gabapentin - Naltrexone ?Oxytocin

* Sleep disturbances Nitrazepam -NAC* - Psychotherapy +

* Poor appetite Mirtazapine Oxytocin

* Anxiety Quetiapine

* Mood disturbances
(eg: depression, irritability)

| Dronabinol
» Bodily symptoms — Global Nabilone
* Headache withdrawal |-MNabixmols
* G| (nausea, stomach ache) Gabapentin

* Autonomic (eg: sweating, hot flashes)
* Restlessness
* Tension

*medications are in adolescents

Brezing CA, Levin FR. The Current State of Pharmacological Treatments for Cannabis Use Disorder and Withdrawal. Neuropsychopharmacology. 2018 Jan;43(1):173-194



CUD: TRATTAMENTO FARMACOLOGICO

(%) Cochrane
/o Library

Cochrane Database of Systematic Reviews

Pharmacotherapies for cannabis dependence (Review)

Nielsen S, Gowing L, Sabioni P, Le Foll B

AUTHORS' CONCLUSIONS
Implications for practice

Studies undertaken to date on pharmacotherapies for cannabis dependence are insufficient

to guide clinical practice. There is incomplete evidence for all of the pharmacotherapies
investigated in this review.

At this point in time, psychological approaches such as MET and cognitive-behavioural
therapy remain the mainstay of treatment for cannabis use disorders.

Nielsen S, Gowing L, Sabioni P, Le Foll B. Pharmacotherapies for cannabis dependence. Cochrane Database Syst Rev. 2019 Jan 28;1(1):CD008940



CUD: TRATTAMENTO APPROCCIO PSICOSOCIALE

Psychosocial Description and mechanisms Treatment sessions®, Effectiveness (0.2 Confidence in . .

approaches typical duration®, and small; 0.5 medium; evidence® SOC' a I S U p pO rt CO U n Se | I I n g
format 0.8 large)® . .

Cogni_tive Cc:nsin_:lers cannE!bis use disc:_rder (CUD}._; learnt ) 1-14 sessions over Medium Moderate to high D r u g e d u Cat I O n CO u n S e | I I n g

behavioural behaviour and aims to identify and modify dysfunctional ~ 12-18 weeks; delivered

therapy (CBT)  thoughts (cognition) and actions (behaviour). Involves the  inface-to-face oronline

therapist and patient working collaboratively to identify
triggers for cannabis use. Addresses cognitive, affective
and interpersonal triggers for cannabis use by increasing
cannabis refusal self-efficacy, identifying and modifying
cannabis use outcome expectancies, improving
problem-solving skills and developing more effective
coping strategies, including relaxation approaches

format, in inpatient,
outpatient or community
setting; in individual or
group format

Relapse prevention
Mindfulness Meditation
Mutual help programmes

Motivational Apatient-centred approach to enhance motivation 1-4 sessions over Medium (zero to Moderate to high
enhancement  to change unhealthy behaviour using a collaborative 4-14 weeks; delivered small effectsfor (low for brief MET)
therapy (MET)  therapeutic relationship that encourages patients face-to-face or online, brief MET) .. .
to recognize and resolve theirambivalence towards ininpatient, outpatient _ _
cannab?s use, Strategies include therapist empathy, or community setting; in I n d |V| d u a |I g ro u p b a S e d a n d fa m | Iy b a S e d
respect and a non-judgemental pers pective, in individual or group format
conjunction with collaborative identification of
discordance between the patient’s present and desired Number of studies examining each type of psychotherapy in the two reviews
health (goal-status discrepancy), recognizing resistance combined
to change and assisting the patient to assess the pros and i
cons for change. In later stages, the therapist helps the Type of Number of studies Reference of studies
patient to recognize risk factors and increase personal . .
self-efficacy to change. MET offered iniits briefest form ps-v':h.[)therapy focusmg (.m this
(one session) may not be as effective aslonger forms examined Intervention
Contingency  Based on operant theory, contingency management 9-12 sessions for Medium (when Moderate as SS 2 [20,23]
management  uses tangible reinforcers, such as money or vouchers, to 0-12 weeks; delivered applied as an an adjunctive MM 1 [29]
increase positive cannabis treatment outcomes (such in aface-to-face formatin  adjunctive treatment; more DC 2 [27,31]
as session attendance, therapy-related ‘homework’ outpatient or community  treatment to CET, dataare required to DC+CBT 1 (30]
completion and abstinence). The incentives or setting, inanindividualor MET or CBTand assess contingency DC+CM 1 1271
reinforcers can be modified by the therapeutic team to group format MET) management as
increase compliance, e.g. by changing the immediacy astand-alone CM alone 3 [26,28,35]
and/or the magnitude of the incentive. Contingency treatment; requires MET 7 [17,19,24,25,36,39,40]
management strategies that reward are more effective more translatable MET+CM 1 [22]
than those that punish evidence CBT 5 [18-20,23,28]
CBTandMET  Combination of CBT and MET. MET is used in the early 2-14 sessions for Medium: some Moderate to high CBT+CM 2 [26,28]
stages of treatment to engage patients and assistingoal ~ 4-56 weeks; delivered evidence that MET +CBT 9 [17.21,27,32-35,37 38]
setting and is then followed by CBT face-to-face or online,in MET and CBT MET+CBT+CM 5 [17,21,27,35,37]

inpatient, outpatient or interventions

CM: Contingency management; CBT: Cognitive-behavioral therapy; DC: Drug
counseling; MET: Motivational enhancement therapy; MM: Mindfulness-based
meditation; SS: Social support.

community setting;canbe outperformed MET
delivered in anindividual  or CBT alone
or group format

Connor JP et al. Cannabis use and cannabis use disorder. Nat Rev Dis Primers. 2021 Feb 25;7(1):16
Pouliquen M et al. Psychotherapeutic interventions for cannabis use disorder. What do we know and what should we do? Encephale. 2021 Oct 5:50013-7006(21)00176-7



THC: UNITA” STANDARD

Tabk: 3 Exisling proposals for standard cannabis unils/standardized measures of quantily.

First author,

Standard

Limitations: does not account

Ijear Reference  cartriahis wnit Deseription Strengths: accouriis for or
Wetherill, |61] Gram vears Number of daily grams Some dilferent methods of  Variation in quantities of
2016 consumed, multipliad by administration THC peer gram of
vears of cannabis use cannabis; other methods of
administration (e.g.
vaporizer, vape pen, edible,
ligy aied)
Casajuana- |62] Standard joint lunit =1 joint, or0.25 g The most common method  Variation in quantities of
Kigel, 2017 Ll cannahis, or ol administraton in Europe  THC per joint; othe
7 mg THC, or 1 Euro meLhods of
administralion (e.g. pipe,
blunt, bong, dabbing,
vaporizer, vape pen, edible,
ligy aied)
Zigsser, 2012 [63] Standard joint 1 standard joinl =0.3 g Some different Varialion in quantities of

Norberg, 2012 |[64]

Hindocha, | &3]
7

Cannabis unit

THC/CBD

ralios

canmabis,
10 pulls, or 5 bong hils, or
5 pipe hils

1 unit =0.25 grams
cannahis, or

1 paper joint or 1 Hunt, or
2 skinny paper joinisbhant,
or

3 conesfwaler pipes/bongs/
bucket bongs

High THC & low CED (eg.
1 unit =0.25g|)

Equal THC & (BD je.g 1
unii = (.30 g)

High (BD & low THC (eg.
1 unit =0.75 g}

administration methods

and/or number of pulls

Some dilffrent sizes of joinl
and methods of

adrministral ion

Variation in THC/CBED ratios

THC: other methods of
administration (eg. blunt,
dabbing, vaporizer, vape
pen, edible, liquid)
Variation in quantities of
THC; other methods of
administralion (eg. pipe,
dabbing, vaporizer, vape
pen, edible, liquid)

Complele varation in
quaniities of THC per gram
of cannabis; other methods
of adminisiradon (e.g
vaporizer, vape pen, edible,
liq ueiad)

Panel: Summary of guidance on the standard THC unit

The standard THC unit:

.

is defined as any formulation containing 5 mg of THC;
applies to both natural and synthetic THC formulations;
is specific to THC and does not apply to other cannabis
constituents for which standard units have not been
established;

should be used to report the dose of THC administered to
or consumed by research participants; pharmacokinetic
parameters should be reported using conventional units
(eg, ng/mL or ng-h/mL).

Additionally:

Examples of reporting are as follows: 10 mg THC =2
standard THC units, 16 mg THC =3.2 standard THC units;
a suggested abbreviation is STU.

Research studies can administer more (or less) than 5 mg
THC as necessary, but results should be expressed in
multiples (or fractions) of the standard THC unit.
Investigators are expected to report the standard THC unit
in funding applications, progress reports, and
dissemination of results through publications, posters,
and other materials. This does not preclude additional
reporting of results using other measures (eg, mg of THC).
There is no requirement to report any other new
information other than the standard THC unit.

Other cannabis constituents can be reported as they
typically would be, if relevant.

If it is not possible to report the standard THC unit,
researchers should provide justification for this

(eg, a specific dataset or survey instrument might not
provide the necessary information needed to convert the
amount of THC into standard THC units).

Freeman TP, Lorenzetti V. 'Standard THC units': a proposal to standardize dose across all cannabis products and methods of administration.

Addiction. 2020 Jul;115(7):1207-1216; Freeman TP. Lorenzetti V. A standard THC unit for reporting of health research on cannabis and cannabinoids. Lancet Psychiatry.

2021 Sep 7:52215-0366(21)00355-2



RIDUZIONE DEL DANNO: Lower-Risk Cannabis Use Guidelines

General Precaution A: People who use cannabis (PWUC)
need to know that there is no universally safe level of
cannabis use; thus, the only reliable way to avoid any risk
for harm from using cannabis is to abstain from its use

General Precaution B: Frequent cannabis use, and
especially intensive use over longer periods, can lead to a
‘cannabis use disorder’ (CUD) or cannabis dependence,
that may require treatment

General Precaution C: PWUC should exercise social
consideration and responsibility in avoiding cannabis use
that may result in harm-to-other

Recommendation #1: The initiation of cannabis use
should be delayed until after late adolescence, or the
completion of puberty, to reduce development-related
vulnerabilities for harm

Recommendation #2: PWUC should use ‘low-potency’
cannabis products, i.e., cannabis products with ideally
lower total THC content, or a high CBD/THC content ratio

Recommendation #3: All main available modes-of-use
options come with some risk for harm; PWUC should
refrain from cannabis ‘smoking” and employ alternative
routes-of-use for pulmonary health protection

Recommendation #4: If use occurs by inhalation, PWUC
should avoid “deep inhalation”, prolonged breath-
holding, or similar inhalation practices

Recommendation #5: PWUC should refrain from frequent
(e.g., daily or near-daily) or intensive (e.g., binging)
cannabis use, and instead limit themselves to less
frequent or occasional use

Recommendation #6: Where circumstances allow, PWUC
should use legal and quality-controlled cannabis products
and use devices

Recommendation #7: PWUC who experience impaired
cognitive performance should consider temporarily
suspending or substantially reducing the intensity (e.g.,
frequency/potency) of their cannabis use

Recommendation #8: PWUC should avoid driving a
motorvehicle or operating machinery while under the
influence of cannabis because of acute impairment and
elevated risk of crash involvement, including injury or
death; however, the severity and duration of impairment
vary depending on multiple factor

Recommendation #9: It is prudent for people who intend
to procreate and for women who are pregnant or
breastfeeding to abstain from cannabis use towards
reducing possible risks for reproduction and of health
harm to offspring, respectively

Recommendation #10: PWUC should exercise general
caution in combining other psychoactive substances with
cannabis use

Recommendation #11: Some specific groups of people
are at elevated risk for cannabis use-related health
problems because of biological pre-dispositions or co-
morbidities. They should accordingly (and possibly on
medical advice as required) avoid or adjust their cannabis
use

Recommendation #12: The combination of risk-factors for
adverse health outcomes from cannabis use further
amplifies the likelihood of experiencing severe harms and
should be avoided

Fischer B et al. Lower-Risk Cannabis Use Guidelines (LRCUG) for reducing health harms from non-medical cannabis use: A comprehensive evidence and recommendations

update. Int J Drug Policy. 2021 Aug 28:103381




PREVENZIONE E RIDUZIONE DEL DANNO

A Guide to Cannabis
for Older Adults

at Is Cannabis?

Cannabis, commonly called marijuana, pot or waad,
is a product made from the cannabis plant. It is
often used for non-medical purposes because of
its intoxicating effects or the “high” it produces.
iCannabis can also be used for medical purposas.
Howewer, for most health conditions, mon resaarch
is still neaded to determine whather it is effective.
Cannabis contains over 100 chemical compounds
called cannabinoids. The two best-known
cannabinoids are:

+ Tetrahydrocannabinol (THC) is the primary
“psychoactive™ component of cannabis. it
is the ingredient in cannabis that producaes

What Can | Expect
When Using Cannabis?
Cannabis affects everyone differently.

Smcking, vaping or eating cannabis
products can lead to feslings of euphoria
(happiness) and relaxation. It can also
cause impairment, which can includa:

the high. Ressarch suggests that THC might « Concentration and memory
have some mednca] benefits for cartain problems
health conditions. + Impaired motor skills and slowar

+ Cannabidiol (CBD) doas not producs a high,
but can causs drowsiness. Scientists are also
studying CBD for its medical applications.

iCannabis comes in many forms, including drisd
cannabis, cannabis extracts and cannabis topicals.
Edible cannabis products, commonly known as
edibles, are cannabis-infused food (2.g., chocolate)
and drinks [e.g., tea).

reaction time that can increase
the risk of falls and injury

Cannabis can impair
your ability to drive safely.
Cannabis-impaired driving iz illegal.

Consuming too much cannabis or
cannabig with higher levels of THC can
lead to over-intoxication. Symptoms
can include:

Did You Know? . ﬁg;di@tﬁf-tsﬁﬂic and elevated
Concentrations of THC in driad cannabis have N Naus.sr; and vomitin
increased over the past few decades. In 1285, « Paranoia and chgsis
dried cannabis contained about 4% THC. Pl 1?“ e Al
Mowadays, it averages about 15-20% THC. fLe., hallucinations usions)
Some cannabis extracts, called concantrates, If you or someone you know has
can contain more than 80% THC. CO“S'I-_':;‘?C' to?mel'Fh ﬂ'l"ab's
al IS NOT Teal y

Theare are also cannabis products that ar soaek madical atr:gntinn_
made up mostly of CBD and contain only small
amounts of THC.

Always read the label to check the amount

and concentrations of THC and CBD.

Ganalan Gentre
L) & on Substance Use
and Addiction

.
Esitanca. Bagupurmant bnpact.

& Camadian Caniro.on Subshnm Uss mnd AddicSon 0.

https.//www.ccsa.ca/public-education

COVID-19 and CANNABIS

How to reduce your risk

If you plan to use or are using cannabis, there are things
you can do to help reduce the spread of COVID-19 and

the risks to your health.

Don't share joints, vaping devices, pipes or bongs.
= COVID-18 spreads through respiratony droplets released when peopie speak, cough of sneaze.
*¥ou can pick It L ¥ you put Hems contaminated by dropiats — wilch can Include joints, veporizers,
pipes and bongs — I your Mouih of touch tham end then touch your eyes, nosa or mouth.

‘Wash your hands before putting any cannabis product to your mouth.

= Wash your hands often with 20ep and water for at least 20 seconds. F s0ap snd water sre not
Svalanie, LEe Sicono-Dasad hand sanitizer.

If you plan to smoke or vape cannabis, know that it can negatively affect
your lung health.

+ Try b ITit Cannais Smoking or vEpng 1o once & wesk, If possie.

» Awoid smoking or vaping cannabi [ you Teal sick.

« Aok tEKINg dsep Inhalations and try nat 1o hokd your Dresth.

+ Lisa products et contsEn o mare than 100 mgdg (10%) THS content.

= Follow Canada’s Lower-Risk Cannabls Use Guidelines o reduce your risk of

Expariencing Namms whian UEing cannabis.

Purchase your cannabis from licensed and regulated retailers.
= Purchasing cannabls fom llegal Soursss has negative heaitn and safety risks, 25 the qualty of
ihe product cannot be guarantesd and it can ba coniaminated wih ofner substances (metals,
pesticides, fungl, ofher drugs, etc).

Cannabis can interact with your medication and negatively
affect your health.
» [ you take medications, whether prescribed or over the countar, talk to your heathcars
provider balore Lsing cannahis.
» [ you are using cannable for medical reesons, talk to your heathcane provider about your
wse during the COVID-18 pandemic.

00 6 C¢C

)’,( Canadian Gentre For more information, visit our GOVID-19 resources page at
L) # on Substance Use
4 and Addiction www.ccsa.ca

& Ganadian Gentra on Substanca Lisa and Addiction 2020

Cannabis and
Your Medication

Cannabis can interact with your medications and affect your health.
For more information, talk to your healthcare provider.

Medications that can interact with cannabis

ANTIBIOTIC and
ANTIFUNGAL medications

@ PAIN @ Drugs to treat

medications HIV/AIDS

ANTI-SEIZURE ADHD
medications medications
ANTI-
DEPRESSANTS COoLD
and ANTI-ANXIETY E-mli FI_-U
medications medications

HEART
medications
and BLOOD
THINNERS

ALLERGY
medications

Leamn sbout the haath
affects of cannabis at

cesa.calcannabis and
canada.ca/cannabis

SLEEPING . HEARTBURN
Canadian Centre i i
PILLS ) o an e medications
and Addiction
L] & Canadan Canire on Bubsbanos Usa and Addotion 2080



PREVENZIONE E RIDUZIONE DEL DANNO

How To Safely Store
Your Cannabis

Labels on all
cannabis products

* All legal cannabis products will
have a label

* Make sure the label is always
clearly visible

¢ If you make your own
edible cannabis products,
be sure to properiy label them

Label examples

Store in child-safe

containers

* All legal cannabis products must
be in child-resistant packages

* Make sure they are appropriately
re-sealed after use

* Consider investing in a lockbox

aoonzavws

Keep out of reach and

sight of children and pets

\. * Make sure you properly store and
° dispose of cannabis products in a

place that is not easily visible and

accessible by children or pets
Stay informed

ccsa.ca/cannabis
canada.ca/cannabis

Canadian Centro
> <. on ium'\u Use

EvtbarcnaErmpugsmmatbrpact

https.//www.ccsa.ca/public-education

Cannabis and
Other Substances

Cannabis used with other substances can
lead to negative impacts on your health.

ALCOHOL

t?é

Using cannabis with alcohol

- can increase your risk of
\ " your sty o dive sy =
r ability to
A - A
== = D

Smoking cannabis with . o
tobacco increases exposure Using cannabis with :h-uga
to chemicals that can further _[e.g-. MOMA, cocaine,

opicids, haroin, etc.) can lead

your risk of developing 2 .
lung and heart disease. to interactions that can be
dangerous to your heafth.

If you choose to use cannabis, be aware of the risks of mixing with other substances.

.
' Canadian Centre: Learn about the heakh effects of cannabis at
l) <¢ on Substance Use ccsa.calcannabis and canada.ca/cannabis
and Addiction
© Canadian Cantra on Substance Uss and Addiction 2020

Know the Health Risks
of Cannabis

i~

—

e

[Be

Mental Health

Daily or near-daily use of cannabis
can contribute to dependence and
mental health problems over time.

Driving

Cannabis can impair your motor
coordination, judgment and other
skills required for safe driving.

Respiratory Effects

Toxic and carcinogenic chemicals
found in tobacco smoke are also
found in cannabis smoke, and can
affect the lungs and airways.

Pregnancy

Substances in cannabis are
transferred from mother to child
and can affect your baby. Not
using cannabis if pregnant or
breastfeeding is the safest option.

Edible Cannabis

Consuming too much THC can lead
to over-intoxication, which includes
intense anxiety, vomiting and
symptoms of psychosis (parancia).

Cannabis Extracts
Cannabis extracts with high THC
content increase the risk of over-
intoxication and addiction.

Stay Informed
ccsa.ca/cannabis
canada.ca/cannabis

Canadian Centre
@ on Substance Use
and Addiction

Evidence, Engagement, fnpact,



PREVENZIONE E RIDUZIONE DEL DANNO

DOWNLORD DRUIE

| Y=
) N -

neuroscience research & impairment evaluation tool ~

Available in the App Store and Google Play
www.DRUIDapp.com

https://slidetodoc.com/testing-cannabis-impairment-with-the-druid-appproof-of/



CONCLUSIONI

Trends in attitudes toward cannabis legalisation and perceptions about cannabis

Support for cannabis legalisation N
Perceived harmfulness of cannabis use @

Trends in cannabis prices and potencies

Prices of legal cannabis \ 7
Potencies of cannabis products N
The impact of cannabis legalisation on prevalence of cannabis use and CUD

Adolescent cannabis use MIXED
Adolescent cannabis use disorder N/
Adult cannabis use N
Adult cannabis use disorder MIXED
Adult subgroups (gender, race, socioeconomic status, marital status) and Specific populations (pregnant, older, disabled) N
The impact of cannabis legalisation on prevalence of related adverse health effects

Cannabis-related motor vehicle accidents MIXED
Cannabis-related health service presentations N
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CONCLUSIONI

Fenomeno In aumento e In mutamento
Nuove modalita di consumo

Nuovi approcci di ricerca

ndividuare le traiettorie psico-patologiche
ndividuare il target del trattamento
Nuovi strumenti di trattamento

Nuove modalita di presa in carico trattamento

Attivita di riduzione del danno



