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Medical use of cannabis & cannabinoids

Medical cannabis: “describes products derived from the whole cannabis plant or its extracts
that contain a variety of active connabinoids and terpenes, which patients administer for
medical purposes, after consulting with and obtaining outhorization from a health care
provider”
3 types of cannabinoids: phytocannabinoids (feg THC, CBD), endocannabinoids, and synthetic
cannabinoids (eg nabilone)
Mot a single entity but a class of compounds with a variety of potentially pharmacologically active
Components

Main active components in cannabis plant products are THC
[rfelt2-9-tetrahydrncannabimnl) and CRD (ranna hidiab)
o Each chemical variety or chemowar (e strain’) vares in the relative amounts of cannabinoids

THC:CBD

Each cannabis product will
contain THC and CBD, however
the THC: CBD ratio will differ
depending on the product

hitps_*errer_pharmacsis Ca'cpha-ca/asssE Fieicpha-o
A-ihe-ssusc/iedcalCannais FAQ Final paf

MacCallum, C and Bells F. Greenleal Medical CHnic
-Padient Guite o Medical Cannabic [Sep 2017)

64



The endocannabinoid system

Endocannabinoid signaling at CB1
receptors
o Mediates ability of
endocannabinoids to reduce pain
sensitivity and possibly modulates
the emotional component of pain

THC has clear tarpet: CB1 receptors

CBD however, influences a host of
different receptors and systems

Lack of CB1 receptors in the brainstem
cardiorespiratory centres
o Norecorded overdose deaths
attributed to medical or
recreational cannabis use

Medical vs. recreational cannabis?

&  Medical cannabis:
o Patients generally use cannabinoids to alleviate symptoms while mimimizeng mtoxication
o CBD-predominant chemovars with the lowest concentration of THC
# Recreational cannabis:
o Users may use cannabis for euphoric effects
» (Critical to maintain a two-stream system for recreational and medical cannabis
o Patients may have to pay sales or “sin” taxes on cannabis
o Insured reimbursement of product costs for medical users may be an issu=
Medical chemovar availabilities may decrease as commercial producers wiould have more financial
imcentive to produce recreational strains’
Lack of medical supervision increases risk of adverse events
Funding for medical cannabis research may be negatively impacted
Possible stigmatization for healthcare providers who authorize cannabis and for patients who
actually have an appropriate indication for medical cannabis
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Obtaining medical cannabis in Canada

# Patients do not obtain medical cannabis from pharmacies
o Must be ordered ondine from a Health Canada approved licensed producer, which is then mailed
directly tothe patient’s residence , or
Patients must register with Health Canada to produce a limited amount of cannabis for their own
medical purposes, or
Patients designate another individual to produce a limited amount of cannabas for their own
miedical use

s Eachlicensed producer has amedical authorization form that requires completion by a
physician or nurse practitioner (prescribing regulations vary by province)
o Authorization document must be completed annualky, at 2 minimum

Pharmacy profession and medical cannabis

Currently, pharmacists in Canada are not involved in dispensing medical cannabis, nor
hawve the opportunity to provide formal clinical oversight

o However, some pharmacists are getting involved in providing counselling and support to patients
wiho wse medical cannabis

Canadian Pharmacists Association (CPhA):

o "Ewen though pharmacists are not dispensing medical cannabis at this time, it is important for
pharmacists to understand how their patients may use and access medical cannabis in order to
provide effective medication management Pharmacists may provide counselling on areas such as
contraindications, drug interactions, management of side effects, alternative therapies, potential
addictive behaviour, and appropriate use.”

CPha has developed evidence-based education and resources (eg. evidence guide,
product monograph on cannabinoids) to help pharmacists in providing safe and effective
education to patients

allf CaANADIAN ASSOCIATION DS
& o < ks i L
¥ T HARMACISTS  FHARKACIESS

E ASSOCIATION  DLF CARNAD,

66



b i g

R

e L

e e e

ETmagy

Mz oy e Clrmesd

T iy

Crnage and Sdrre rrviee

Wi S B L

Cannabis

cmwak

Lanranink

Tk ionogrph

Dan of Pragansa - gt Wil

Bt Fod

Tris rosoprest Nas s sonacies by 0P, and e Ths ressier i b

Satrd ¥

e T e

Iniraciicinn

st THS

AR B
B
e

T 1o P o i ) 00 T P i) WO i Mt 10
a5 el el g6 ). § e ] b Ry

a HFHIS

81 i

Tipies -t e mrmrasbsscd [TV meet e bk

D 0 T AL e (SN il ] i Vil
e ey 5 BN O B | i

et ey cadscarch

il o e 0 et Y

ht s raflos i
adsSdormmentsPain-Condd-mam
ik padf

cfpln

ereriTHADE

[P o —

THE

skt e
P s

it e s e ot 3 T
i, £

67



Our role as pharmacists
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Safety

+« Contraindications and precautions:
o Patients under the age of 25
m  """Exception: indication for CBED in treatment-resistant seizures (patients under the age of
25 may still access medical cannabis in Canada)

Personal history or strong family history of psy

Current or past canmabis use disorder

Active substance wse disorder (SLUID]

Uncontrolled cardiovascular {angina, penipheral vascular disease, cerebrovasoular disease,

hmia) or respiratory disease
Pregnant or breastfeeding
Cannabis-induced hyperemesis syndrome

s Substance use disorder/addiction:
o Mota true contraindication in cancer patients {may reduce cravings in some 5UDs and reduces risk
of opioid overdose deaths in jursdictions where cannabis has been legalized)

Adverse Events

Table 4
Adwors: evenly assoclated with cannabls-based medicines

Side effect Ielost commen
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Drug interactions

Most drug interactions with cannabis are associated with concurrent use of other CNS
depressants
Clinically significant drug interactions with cannabis are rare but more drug interaction
studies need to be conducted
THC is primarily metabolized in the liver by oytochrome P450 isoenzymes 2C9, 2C19,
and 3A4

o Serum levels may increase with inhibitors or decrease with inducers

m  Theoretically possible drug interactions

There is an interaction between dobazam and high dose CBD:

o Results inimcreased levels of a sedating metabolite, N-desmethyl clobazam

o Requires dose reduction of clobazam

Routes of administration

Tahle 1
Al mimdstrarion (ocbors in mesbe defivery methods.
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WacCium CA, Russo EB. Practcal conskiersions in medical cannabis adminisiration and
dosing. Eropean Joumal of Infemal Medicne [2018).
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Helping patients & physicians complete
authorization forms

The medical document authorizing patient access to cannabis must be completed with the
following information:

Phiy=ician's green name and sumame, business address and telephone number, the province in

whech they are authonzed to practce and the nmber assigned by the provance to that

authonzaton, and their fax number and email address (if applicable]

Pat en name, surname, and date of birth

Address of the kncation at which the patient consulted with the physician

Dtahy gquantity of dried cannabes, expressed in grams, that the physician authorizes for the patient

Perod of use. expressed as 3 number of days, weeks or months whach must not exceed one year
Patient application form is completed by the patient and must indlude patient’s first and
last name. date of birth, gender, physical and mailing addresses, and phone number/email
address

hedical Document

( Cﬂl"IITI-I Ed . iﬂplun H;Tl?lr:l i ﬂi"fnl.

i Fng 55191 ABTH
Far. L1 BT
misad

Er= T =
Fatane b BB HIH-AND

71



LLTILRAY B LaTILRAY

Medical Document
R s b Application to be a Tlray Patiant
e Petont irfommation

Prey was
[

Fomrd i i
o Farperin

Hanhk Cara Pructitisnr informatio

LU PR PP S PR Y P -

Patient case -CB

Patient 5b year old female with central neuropathic pam (NP secondary toa spinal cord mjury from a motor
wehicle accident: in 2016

Chief complaint | Severe constant newropathic pain (B - 9 out of 10] in her left leg with characteristics of shooting, burning, [
and stabbing. amd which is especally worse in the evening {starting at around 2 100 hurs)
Pain is affecting her sleep (difficulty falling asleep and waking up every 2 howrs from pain] and her
appetite has decreased significantly (lost ~5 kg in the past month)

History of Jamuary 2018: patient had a 3 month follow-up appointment with her physician and reported
presenting illness neuropathic paim in left leg averaged 5 -6 out of 10 (moderate severity)
March 201 8: booked an earfier appointment with physician as pain worsened (as abowve] and drug
therapy was ineffective in controlling her pain

Central neuropathic pain

Insomnia

Diepression

Irritable bowel syndrome -Constipation {185 -C)
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Patient case -CB

Current
medications

Past medications

Allergies

Social history

Mabikonie 0 5 mg TID and 2 mg HS "**patient reports ladk of effectiveness and wishes to dsoontmnse™"
Pregabalin 150 mg BID

Drulgmetane {

Amrriptylne

: ¢ 2017 duse to constipation])
Acetamunophen caffeme J00/30/15 mg: 2 tablets Q1D idscontinued Jun 2017 due to
constipation and daytme sedabion)

Treed other opsoed medscations but discontinued due to constapation and daytime sedatson

Mo known drug allerges

Caffewne 1 cup of colffee/day

Abcchol none

Smker none

Recreational druguse currently started purchasing cannabes products from an unauthonsed Cannabe
store (e inllowng dhche)

Cannabis products CB uses

Comatose

S1.00 —$275.00
[ TR

Calepber i
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Drug therapy problems

CB's neuropathic painis uncontrolled (severes intensity, shooting/burning/stabbing)
secondary to ineffective drug therapy, which has also significanthy worsened her sleep
(difficulty falling asleep, waking up several times at night) and decreased her appetite (lost
~ 5kg in the past month). She benefits from a reassessment of her drug therapy regimen.

CB is at risk of experiencing adverse effects (eg. fungal infections in the lungs, G
complications, long-term adverse effects due to unregulated growing conditions of
cannabis) secondary to using unregulated cannabis products from an unauthorized
source. She benefits from discontinuing use of unregulated cannabis and reassessment of
her cannabis use for chronic neuropathic pain.

Canadian guidelines for chronic NP

Figure 1. Algorithm far the pharmacolegic management of neumpathic pain

Gabapentinoids <—s  TCAs  <—& mm|

Congkler adding adeitional
agenls sequentially If
there & partial but
Insdfequate pain relief
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Mu A, Weinborg E, Mouin DE, Clarke H Pharmacologic
maagoment of dronic nomogsthic pain, Canadian Famsly
Phoysician AD1T,63844-52.
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Addressing effectiveness of CB's drug therapy

CB started nabilone in Jan 2018 (0.5 mg BID) but her dose was increased to 0.5 mg TID
and 2 mg HS over the past month due to worsening neuropathic pain

CB reports minimal improvement in pain (reduced by =1 point on the numeric pain scale)
despite the increase in her nabilone dose

A friend of CB's suggested she try cannabis, which she purchased about 2 weeks ago and
self-administered. CB reported that her pain improved by 2 to 3 points after using the
flower (fast-acting) and oil (long-acting) products

CB wishes to continue using cannabis products and she would like to discontinue nabilone
due to a reported lack of effectiveness

Addressing safety of CB's drug therapy

Cannabis products from unauthorized distributors increases the risk of patients
experiencing adverse effects as growing conditions are unregulated (eg. bacterial fungal
growth, pesticide use, etc)

Concentrations and proportions of THC and CBD are not standardized and can vary
significantly

CB understands these risks and is interested in switching to using medical cannabis
sourced from a Health Canada authorized licensed producer
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CanniMed medical cannabis products for CB

After a meeting with CB and her physician,
an informed decision was made for CB to
trial the CanniMed 1-20 Od and 1010 Oil to
help with her pain, sleep, and appetite.
o Pabent prefermed not to use vaporzed
caninabes [Fower) yet

120 Oil {inflammation, pain)
THC 1 Dmgfml & CBD 200 mg/ml
10:10 Ol [newropathic pain, insomnia):
THLC 78 m!;_.rnL &CBD?% I1'Ii_‘_.'|'|'||_

Medical cannabis dosing and titration

There is currently no established, evidence-based dosing guideline for medical cannabis
o "Start low, go slow, stay low”’ zpproach is recommended
CanniMed
“Patients new to cannabis oil should begin their dose at less than 0.5 mL"
Cannabinoids: Prescribing Considerations (RxFiles, Oct 2018)
o Initiak 2 o 3 mg of CBD +/- THC po HS (cannabinosd-naive patients)
Usual: uncertain due to kack of randomized trials; titrate showhy
Practical considerotions in medicel cannabis administration and dosine (MacCallum CA and
Russo EB)
o THC [at bedtime): start at 2 5 mg THC-equivalent QHS (125 mg if young, elderly, or other
concerns) and mcrease by 1 23to0 2 5 mg THC after 1-2 days if previows dose tolerated, or
THC [daytime): start at 2.5 mg THC-equivalent 0D, then increase to 2.5 mg BID after 1-2 days,
and increase as needed and as tolerated to 15 mg THC-equivalent divided BID-TID
o CBD:start at 5 to 25 mg per day divided BID to TID
Mo available information on dosage adjustment for renal 'hepatic impairment
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Tapering and discontinuing nabilone

* A tapering schedule was suggested for CB to discontinue nabilone and to start the
CanniMed 120 and 10010 oils
CB's current dose of nabidons was 0.5 mg at 0900, 1200, 1500, and 2 mg at 2100

& There is no established evidence-based tapering regimen for nabilone
Patients should avosd abrupt discontinuation due to risk of withdrawal symptoms

DAY 1to DAY 3

Mabilone | 0.5 mg at 1200 and 1500 ***stop doses at 0900 and 2100

1:20 cannabis oil | 025 mL at 0200
1010 cannabis oil | 025 mL at 2100
DAY 3 to DAY &

Mabilone | 0.5 mgat 1200

| 1:20 cannabis oil 0:25 miL at 0200 and 1500

| 10-10 cannabis oal 025t 0.5ml at 2100
DAY 7 and ONWARDS
Mabilone Dscontinued

1:20 cannabis oil | 0:25 mL at 0700 . 1200, and 1500
10-10 cannabis ol | 0.5 to 0.75 ml at 2100
| = —
***paticnt to imcresse cannabis oil dose i pain s mot sdequately manapesd (7 by 0025 mil TID for 1-2000d, 1 by 0225 mil HS for 10:10
oil 3= todorated until pain poal achicwed )™
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Monitoring and follow-up

Effcctivencss Weck1 2 Weck 3 4

Reduction in pain | Reductionin pain to ~7/10 | Reduction in pain to ~5-6/10

Improvement in sleep Quicker tofall asleep but waking . Less difficulty in falling asleep
up every 3-4 hours and waking up < 2X during the
night
Improvement in appetite | Some improvement Closer to baseline

Safety ' Week 1-2 ' Week 3-4
Drowsiness/fatigue | Absent |
Dizziness | Absent

Cardiac effects (eg.
tachycardia, postural
hypotension)

Ongoing care for CB

& (CB's pain severity at weeks 3-4follow-upwas ~5-6/10 (moderate) and she reported

improvement in the shooting/burning/stabbing symptoms

o CB's pamn goal 3-4/10
There was still room to increase her dose as she had tolerated both the 1:20 and 10010
cannabls olls very well

o Suggested she could increaseher dose by 0.25 to 0.5 mL every 3 days until pain manageable and

goal reached

Most patients use 1 to 3 gof herbal cannabis per day (<5% use = 5 g per day)

o 1g=éml of cannabas oil

o 3 g= 18 mLof cannabis oil
Patients do not develop tolerance to benefits and dose escalation over time is usually not
observed
Continue monitoring for adverse effects with CB increasing her doses and monitor for
signs and symptoms of cannabis use disorder
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