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Have you heard about 
this cannabis thing?



https://news.gallup.com/poll/263147/americans-say-cbd-products.aspx

Table 1

PURPOSE %
Pain (nonspecific) 40
Anxiety 20
Sleep/Insomnia 11
Arthritis 8
Migraines/Headaches 5
Stress 5
Muscle spasms/Soreness 4
General health (nonspecific) 4
Mental health/PTSD/ADHD/
Neurological disorders

4

Recreational 4
Depression 2
Skin care 2
For pet 1
Gastrointestinal/Digestive issues 1
Inflammation 1
Other 7
No opinion 1

60% pain related
35% anxiety/sleep/stress



1000’s of anecdotal claims



Top 10 Most Common Internet Claims for Cannabis

General pain

Epilepsy


Nausea and vomiting

Cancer

Anxiety


Multiple sclerosis (spasticity)

PTSD

Sleep


Prevent brain damage after stroke/trauma

Alzheimer’s

J Gen Intern Med 2021;36:3611–3614 



“Medical cannabis is unique in that it bypassed the process of due 
diligence required for drug registration and entered the therapeutic 

domain buoyed mostly by advocacy”

“Until the evidence base is strong enough to support sound 
decisions about the use of cannabis as a medical treatment, the 

well-being of patients will continue to come second to profit-
motivated parties.”



Can Fam Phy 2018;64:111-120

Can Fam Phy 2018;64:e78-94



https://elearning.ubccpd.ca/course/view.php?id=320

FREE INTRODUCTION 

PRIMER

HOW TO PRESCRIBE



The Evidence for Cannabinoids
BENEFIT
PAIN

15 RCTs - at least a 30% reduction 
RR = 1.37 (95% CI 1.14 to 1.64) - NNT = 11 - 39% vs 30% - primarily nabiximol and some 
smoked - but larger (>150) and longer (9-15 weeks) trials show no effect 

SPASTICITY
4 RCTs - a + global impression of change - 30% reduction 
RR = 1.45 (1.08 to 1.95) - NNT = 7 - 50% vs 35% 

N and V AFTER CHEMO
7 RCTs - absence of N and V after chemo 
RR = 3.60 (2.55 to 5.09) - NNT = 3 - 47% vs 13% - primarily nabilone and delisted dronabinol 
Compared to neuroleptics - NNT = 7 - patient preference higher than effectiveness

Can Fam Phy 2018;64:e78-94



~20%-30% 
sedation, feeling high, dizziness, speech disorders 

~10-20% 
ataxia/muscle twitching, low blood pressure, euphoria, 
dysphoria 

~5-10% 
impaired memory, withdrawing due to side effects 

~5% 
dissociation/acute psychosis

Adverse effects - above placebo

Can Fam Phy 2018;64:e78-94



Neuropathic 
Pain 

Benefit 
Comparison 

Can	Fam	Physician	2018	Feb.	



Can	Fam	Physician	2018	Feb.	



Possible and actual interactions between cannabinoids and other medication

CMAJ March 02, 2020 192 (9) E206; DOI: https://doi.org/10.1503/cmaj.191097

Some meds may  
1)Increase the effect of THC/CBD 
2)Decrease the effect of THC/CBD 

THC/CBD may 
1)Increase the effect of some meds 
2)Decrease the effects of some meds



WHAT’S NEW?

WHAT’S NEW?



72 systematic reviews


Results were mixed in general, with an inability to draw 
conclusions due to inconsistent findings and a lack of 
rigorous evidence


Adverse effects were reported in ~80% of the reviews
Systematic Reviews 2019 8:320 https://doi.org/10.1186/s13643-019-1243-x



Adult Cancer-related pain  
No effect

BMJ Supportive & Palliative Care 2020;10:14–24


Chronic non-cancer pain  
~0.7 decrease on a 10 point scale 

Clinical Medicine Insights: Arthritis and Musculoskeletal Disorders 2020;13:1-13


 

Chronic cancer and non-cancer pain 
 Medical cannabinoids - 10% more people had reduction in pain versus placebo, 6% improved sleep

 BMJ 2021;374:n2040


Acute pain 
Oral  - no effect on dental or surgical pain 

Cannabis and Cannabinoid Research 2020 DOI: 10.1089/can.2019.0079


Opioid-sparing effects of medical cannabis or cannabinoids for chronic pain 
“Opioid-sparing effects of medical cannabis for chronic pain remain uncertain due to very low certainty 

evidence”

BMJ Open 2021;11:e047717. doi: 10.1136/bmjopen-2020-047717


2019-2021 Systematic Reviews



Mental disorders 
THC-CBD - improved anxiety in patients with chronic non-cancer pain and MS - SMD -0.25

CBD - no effect on social anxiety 

THC - worsened symptoms of psychosis, CBD no effect

THC-CBD - no effect on depression

THC-CBD - no effect on Tourette syndrome

“There remains insufficient evidence to provide guidance on the use of cannabinoids for treating 
mental disorders within a regulatory framework.“


Psychiatric disorders 
“There is currently encouraging, albeit embryonic, evidence for medicinal cannabis in the 
treatment of a range of psychiatric disorders.”

BMC Psychiatry 2020 20:24


PTSD 
“Results from unpooled, high RoB studies showed that cannabis was associated with a reduction 
in overall PTSD symptoms and improved QOL”


AIMS Neuroscience, 8(3): 414–434.


2019-2021 Systematic Reviews



Rheumatic disease pain 
“Findings from those studies concluded that current evidence is lacking in quality, quantity, and in key factors regarding 
the efficacy, tolerability, and safety of cannabidiol for rheumatic disease relief pain” https://cornerstone.lib.mnsu.edu/ etds/
974/ 


“cannabis-derived products and synthetic cannabinoids may slightly reduce disease activity in patients with RA. Its use 
may result in little to no difference in pain reduction and may slightly increase nervous system adverse events”

Journal of Clinical Rheumatology : Practical Reports on Rheumatic & Musculoskeletal Diseases. 2021 Apr. DOI: 10.1097/rhu.0000000000001745. PMID: 33859125.


Sleep 
“Results indicated that there is insufficient evidence to support routine clinical use of cannabinoid therapies for the 
treatment of any sleep disorder given the lack of published research and the moderate-to-high risk of bias identified 
within the majority of preclinical and clinical studies completed to-date.“

Sleep Medicine Reviews 2020;53


Vasomotor symptoms/mood/insomnia/sexuality in peri/postmenopause 
“There is a paucity of literature on the impact of cannabis use in menopause”

Climacteric, 24:6, 572-576, DOI: 10.1080/13697137.2021.1898581


Inflammatory Bowel Disease 
Cannabi(noid)s were not effective at inducing remission. No effect on inflammatory biomarkers. Clinical symptoms 
(abdominal pain, general well-being, nausea, diarrhea, and poor appetite) were improved


Journal of Clinical Gastroenterology, Volume 55, Number 9, 3 October 2021, pp. 798-809(12)


2019-2021 Systematic Reviews



2019-2021 Systematic Reviews

Almost all systematic reviews reported  
increased adverse effects over placebo



15 studies - acute administration of THC and 4 of CBD plus THC


“A single THC administration induces psychotic, negative, and 
other psychiatric symptoms with large effect sizes. There is no 
consistent evidence that CBD induces symptoms or moderates 
the effects of THC”

Lancet Psychiatry 2020;7:344–53



Cannabis withdrawal syndrome
symptoms occur reliably following a specific time course and can be ameliorated by re-
administration of cannabis


40-50% - but varied depending on the population studied

~20% population-based studies, ~50% outpatient studies, ~90% inpatient clinical settings 


symptoms developing within 7 days of reduced cannabis use:

1) irritability, anger, or aggression

2) nervousness or anxiety

3) sleep disturbance

4) appetite or weight disturbance

5) restlessness

6) depressed mood

7) somatic symptoms, such as headaches, sweating, nausea, vomiting, or abdominal pain

JAMA Network Open. 2020;3(4):e202370. doi:10.1001/jamanetworkopen.2020.2370 (Reprinted)



What to Do  
When Patients  
Want to Use  
Questionable  

Alternative 
Medical  

Treatments



Hey Man. 
Do you  

want some 
Philosophy?



My Simple Philosophy 
 on Treatments

These sorts of terms are uniformly uninformative - allopathic, conventional, mainstream, 
Western medicine, complementary, alternative, integrative, naturopathy, Chinese 
medicine, homeopathy, herbal


We all treat people with “things” - oral/IV/IM/topical, nutrition, surgery, talk, physical 
manipulations etc


I don’t care HOW treatments work,  I care IF treatments work

We need to figure out if treatments “work” = have an effect above what happens in the 
placebo group


The placebo group response can vary from 0% (general anesthesia) to close to 40-50% 
(anxiety, depression etc) - however, with the exception of pain, there is very little true 
placebo effect



If you think there is a great new medication…

THINK AGAIN
THINK AGAIN



The Bullshit Asymmetry 

The amount of energy needed to refute 
bullshit is an order of magnitude bigger 

than to produce it.



Most new things aren’t,
unfortunately, 

much or any better than what 
we already have



Golden Pill Award
Major advance (1) Clear advance (7) Modest improvement (13)

2011 0 0 0
2012 0 0 2

abiraterone (prostate CA), boceprevir (Hep C)

2013 0 0 1
meningococcal conjugate vaccine (infant immunization) 

2014 1
cholic acid (hereditary bile acid deficiency)

3
imatinib (ALL), artesunate (malaria), sofosbuvir (HepC) 

1
sodium phenylbutyrate coated granules (urea cycle disorders)

2015 0 1
propranolol (severe infantile hemangioma) 

2
permethrin (scabies), ketoconazole HRA (endogenous Cushing’s syndrome) 

2016 0 0 2
nivolumab (inoperable melanoma), trametinib (inoperable melanoma)

2017 0 1
asfotase alfa (perinatal and infantile forms of hypophosphatasia)

2
pertuzumab (metastatic breast cancer), emtricitabine/tenofovir (HIV transmission)

 

2018 0 2
sebelipase alfa (lysosomal acid lipase deficiency), naloxone nasal spray 

(emergency treatment of opioid overdose)

3
lidocaine + prilocaine combination (primary premature ejaculation), naloxone IM kit 

(emergency treatment of opioid overdose), arsenic trioxide (acute promyelocytic leukaemia)

2019 0 3
emicizumab (prophylaxis of bleeding episodes in patients with haemophilia 
A and "factor VIII inhibitors”), tisagenlecleucel  (B-cell acute lymphoblastic 

leukaemia), axicabtagene ciloleucel (large B-cell lymphomas)

3
ruxolitinib (symptomatic myelofibrosis), trastuzumab emtansine (HER2-positive inoperable 

breast cancer), pembrolizumab (metastatic non-small cell lung cancer)

Available from: URL: https://english.prescrire.org/en/115/1985/ReportList.aspx.



2% 
3% 
13% 
82%

Patented Medicine Prices Review Board. Annual report 2017. 2018 July 
Available from: URL: http://www.pmprb-cepmb.gc.ca/view.asp?ccid=1380&lang=en.



My Simple Philosophy 
 on Treatments

IMHO there are only 2 classes of treatments - those that 
have been shown to work (or not work) and those that 
haven’t been properly studied  


IMHO the vast majority of treatments CAN and SHOULD 
be evaluated by an RCT


HOWEVER, to see if a treatment works for symptoms  in a 
specific person you can only tell by trying it - “N of 1 trial"



= what happens in the placebo group



% Psychosis Erectile 
dysfunction OCD

N+V 
after 

chemo
Gout Dementia Menopausal 

symptoms
Neuropathic 

pain Depression Overactive 
bladder

Anxiety 
(chronic 

pain)
PTSD Heartburn

Acute 
MSK 
pain

Knee 
osteo-

arthritis
Spasticity Panic 

disorders
ADVERSE 
EFFECTS

100
95
90
85
80
75
70
65
60
55
50
45
40
35
30
25
20
15
10
5

To figure out if something works you need to know what happens in the placebo group



Erectile 
dysfunction UTI Strep throat Acute 

bronchitis
Acute 

sinusitis Depression Overactive 
bladder Dementia Neuropathic pain Knee 

osteoarthritis
Acute 
MSK 
pain

Gout Asthma COPD Smoking 
cessation Heart burn

Sildenafil Antibiotic Antibiotic Steroid Antibiotic SSRI Anticholinergic Donepezil
Gabapentin, 

opioids, duloxetine, 
pregabalin, 
venlafaxine

Amitriptyline Cannabinoids Steroid 
injection

Topical 
NSAIDs

Low dose 
colchicine

Inhaled 
steroids

LABA/LAMA 
vs LABA/
LAM/ICS

LABA vs 
LABA/

LAMA/ICS

Nicotine/
bupropion H2RA PPI

% Succesful  
Intercourse

Asymptomatic 
day 3

No pain 
at 3 
days

Complete 
pain relief 
24 hours

No cough 
at follow-

up

Cure/
improvemmen 
at 7-15 days

No longer 
depressed/
improved

Cure or 
improve

ADAS-COG 
change of 4 30% reduction in pain score

Pain reduction 
target or global 
improvement 

>50% 
reduction in 

pain at 24-48h

>50% 
reduction in 
pain at 24h

No 
exacerbation No exacerbation Not smoking 

at 1 year No symptoms

100
95
90
85
80
75
70
65
60
55
50
45
40
35
30
25
20
15
10
5
0



When a medication has “worked”, 
if you were a betting person you 
would bet that it probably wasn't 
because the medication worked.



ALL TREATMENTS

Solid evidence of the 
benefit and the harm

Discuss benefits and 
harms

Shared decision-
making

Weaker evidence of the 
benefit and the harm

Many Rx products 
Some “off label” use 
Some supplements 

Almost no food items

Some Rx products 
Some “off label” use  
Some supplements 
Some food items 

Solid evidence = typically RCTs - placebo controlled trials looking at 
clinically important endpoints 
Weaker evidence = RCTs looking at surrogate markers or cohort studies 
No evidence = no evidence or just evidence of a “mechanism” 
Harm = almost never have solid evidence for long-term or rare harms

Discuss benefits and 
harms and caveats

Shared decision-
making

Evidence 
of no 

benefit

Patient decision

A few Rx products 
Some “off label” use  
Most supplements 
Most food items 

All nonsense stuff

Discuss caveats

If the condition is 
imminently fatal 
or “nothing” has 

“worked”

ALL BETS 
ARE OFF

Everything

If pretty sure no harm say nothing  
other than be happy if patient thinks it works

No 
evidence 
of benefit

Evidence of harm

Actively intervene
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LOG DOSE

Dose Response

% of patients 
responding 

OR 
% of the 
response

“Drugs are often introduced 
at a dose that will be 

effective in around 90% of 
the target population" 

Herxheimer, Lancet 1991
"a systematic flaw in pre-

marketing dosage evaluation; it 
has been common practice ... to 

undertake phase III trials 
evaluating drug effectiveness at or 
near maximum-tolerated dosages" 

Cross et al, Pharmacoepi Drug Safety 2002

McCormack J. A dose of reality [video clip]. 2020 Mar 21. Available from: URL: https://www.youtube.com/watch?v=lXK2j1Qxb4U.



I totally hope I am


