Indications of cannabinoids for the palliation of cancer-associated symptoms: a systematic review and meta-analysis
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	Table 1S. PRISMA Checklist





1. Two-arm studies (intervention vs placebo/standard of care/no cannabinoid group)


a) Appetite improvement
[image: A close-up of a graph

AI-generated content may be incorrect.]
Figure 1(S). Forest plots for the improvement of APPETITE of cancer patients undergoing cannabinoid treatment; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Intervention (I), Control (C), Standard Deviation (SD), Confidence Interval (CI), Mean Difference (MD), Standardised Mean Difference (SMD).

[image: A screenshot of a computer
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Figure 2 (S). Risk of bias for studies included in the APPETITE analysis; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD).




b) Constipation
[image: A close-up of a diagram

Description automatically generated]
Figure 3(S). Forest plots for the improvement of CONSTIPATION of cancer patients undergoing cannabinoid treatment; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Intervention (I), Control (C), Standard Deviation (SD), Confidence Interval (CI), Mean Difference (MD).

[image: ]
Figure 4. Risk of bias for studies included in the CONSTIPATION analysis; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD).







c) Depression
[image: A close-up of a paper

Description automatically generated]
Figure 5. Forest plots for the improvement of DEPRESSION of cancer patients undergoing cannabinoid treatment; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Intervention (I), Control (C), Standard Deviation (SD), Confidence Interval (CI), Mean Difference (MD).

















d) Fatigue
[image: A close up of a graph

Description automatically generated]
Figure 6. Forest plots for the improvement of FATIGUE of cancer patients undergoing cannabinoid treatment; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Intervention (I), Control (C), Standard Deviation (SD), Confidence Interval (CI), Mean Difference (MD).

[image: ]
Figure 7. Risk of bias for studies included in the FATIGUE analysis; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD).







e) Insomnia
[image: A graph of a patient's test

Description automatically generated with medium confidence]
Figure 8. Forest plots for the improvement of INSOMNIA of cancer patients undergoing cannabinoid treatment; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Intervention (I), Control (C), Standard Deviation (SD), Confidence Interval (CI), Mean Difference (MD).

[image: ]
Figure 9. Risk of bias for studies included in the INSOMNIA analysis; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD).






f) Mobility
[image: A screenshot of a computer
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Figure 10. Forest plots for the improvement of MOBILITY of cancer patients undergoing cannabinoid treatment; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Intervention (I), Control (C), Standard Deviation (SD), Confidence Interval (CI), Mean Difference (MD).
[image: ]
Figure 11. Risk of bias for studies included in the MOBILITY analysis; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD).







g) Nausea
[image: A diagram of a graph

AI-generated content may be incorrect.]
Figure 12. Forest plots for the improvement of NAUSEA of cancer patients undergoing cannabinoid treatment; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Intervention (I), Control (C), Standard Deviation (SD), Confidence Interval (CI), Mean Difference (MD).

[image: A graph with numbers and a line
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Figure 13. Forest plots for the improvement of NAUSEA of cancer patients undergoing cannabinoid treatment; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Intervention (I), Control (C), Standard Deviation (SD), Confidence Interval (CI), Odds Ratio (OR)
[image: A group of colorful dots
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Figure 14. Risk of bias for studies included in the NAUSEA analysis; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD).






















h) Daily opioid consumption
[image: A screenshot of a computer
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Figure 15. Forest plots for the improvement of DAILY OPIOID CONSUMPTION of cancer patients undergoing cannabinoid treatment; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Intervention (I), Control (C), Standard Deviation (SD), Confidence Interval (CI), Mean Difference (MD).

[image: ]
Figure 16. Risk of bias for studies included in the DAILY OPIOID CONSUMPTION analysis; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD).







i) Pain 
[image: A screenshot of a medical test
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Figure 17. Forest plots for the improvement of PAIN of cancer patients undergoing cannabinoid treatment; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Intervention (I), Control (C), Standard Deviation (SD), Confidence Interval (CI), Mean Difference (MD), Standardised Mean Difference (SMD).
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Figure 18. Risk of bias for studies included in the PAIN analysis; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD).







j) Quality of life (QoL)
[image: A screenshot of a computer
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Figure 19. Forest plots for the improvement of QoL of cancer patients undergoing cannabinoid treatment; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Intervention (I), Control (C), Standard Deviation (SD), Confidence Interval (CI), Mean Difference (MD).

[image: ]
Figure 20. Risk of bias for studies included in the QoL analysis; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD).




k) Subject’s global impression of change
[image: A white sheet of paper with numbers and text
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Figure 21. Forest plots for Subject’s global impression of change for cancer patients undergoing cannabinoid treatment; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Intervention (I), Control (C), Standard Deviation (SD), Confidence Interval (CI), Odds Ratio (OR).

1. One-arm studies (baseline vs after intervention)

a) Anxiety
[image: A screenshot of a graph
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Figure 22. Forest plots for the improvement of ANXIETY of cancer patients undergoing cannabinoid treatment; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Standard Deviation (SD), Confidence Interval (CI), Raw or untransformed mean (MRAW), European Organisation For Research And Treatment of Cancer- Core Quality of Life questionnaire (EORTC-QLQ30), Numerical Rating Scale (NRS), Funtional Assessment of Cancer Therapy (FACT), EuroQol (EQ-5D), Edmonton Symptom Assessment Scale (ESAS), Memorial Symptom Assessment Scale Scale (MSAS), Depression, Anxiety and Stress Scale – 21 (DASS-21).
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Figure 23. Publication bias for ANXIETY outcome visualized on funnel plots; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD).










b) Appetite loss
[image: ] 

Figure 24. Forest plots for APPETITE LOSS of cancer patients undergoing cannabinoid treatment; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Standard Deviation (SD), Confidence Interval (CI), Raw or untransformed mean (MRAW), European Organisation For Research And Treatment of Cancer- Core Quality of Life questionnaire (EORTC-QLQ30), Numerical Rating Scale (NRS), Edmonton Symptom Assessment Scale (ESAS), Memorial Symptom Assessment Scale Scale (MSAS).

[image: A graph of a graph
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Figure 24. Publication bias for APPETITE LOSS outcome visualized on funnel plots; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD).
c) Insomnia
[image: A graph with numbers and lines

Description automatically generated with medium confidence]

Figure 25. Forest plots for the effects of cannabinoids on INSOMNIA; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Standard Deviation (SD), Confidence Interval (CI), Raw or untransformed mean (MRAW), European Organisation For Research And Treatment of Cancer- Core Quality of Life questionnaire (EORTC-QLQ30), Numerical Rating Scale (NRS), Edmonton Symptom Assessment Scale (ESAS), Funtional Assessment of Cancer Therapy (FACT), Pittsburgh Sleep Quality Index (PSQI).

[image: A graph of a graph
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Figure 26. Publication bias for INSOMNIA outcome visualized on funnel plots; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD).
d) Nausea
[image: A graph with a blue line and black line
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Figure 27. Forest plots for the effects of cannabinoids on NAUSEA; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Standard Deviation (SD), Confidence Interval (CI), Raw or untransformed mean (MRAW).
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Figure 28. Publication bias for NAUSEA outcome visualized on funnel plots; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD).

e) Pain
[image: A screenshot of a graph
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Figure 29. Forest plots for the improvement of PAIN of cancer patients undergoing cannabinoid treatment; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Standard Deviation (SD), Confidence Interval (CI), Raw or untransformed mean (MRAW), European Organisation For Research And Treatment of Cancer- Core Quality of Life questionnaire (EORTC-QLQ30), Numerical Rating Scale (NRS), Brief Pain Inventory (BPI), Funtional Assessment of Cancer Therapy (FACT), EuroQol (EQ-5D), Edmonton Symptom Assessment Scale (ESAS).




[image: A graph with blue lines and green text
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Figure 30. Publication bias for PAIN outcome visualized on funnel plots; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD).











f) Quality of life (QoL)
[image: ]
Figure 31. Forest plots for the improvement of QoL of cancer patients undergoing cannabinoid treatment; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Standard Deviation (SD), Confidence Interval (CI), Raw or untransformed mean (MRAW).
[image: A graph with blue and white lines
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Figure 32. Publication bias for QoL outcome visualized on funnel plots; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD).
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Table 3. Risk of bias for studies included in one-arm studies analysis.
	        Low risk+

	D1=Bias due to confounding

	
	D2=Selection of participants

	        Some risk!

	D3=Classification of interventions

	
	D4-Deviation from intended interventions

	        High risk-

	D5=Missing data

	
	D6=Measurement of outcomes

	
	D7=Selection of reported results







2. Two-arm studies (intervention vs Prochlorperazine)

a) Nausea
[image: A graph with numbers and a bar chart

Description automatically generated]
Figure 33. Forest plots for the improvement of NAUSEA of cancer patients undergoing cannabinoid treatment versus Prochlorperazie treatment; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Standard Deviation (SD), Confidence Interval (CI), Odds Ratio (OR).

b) Vomiting
[image: A graph with numbers and a bar chart
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Figure 34. Forest plots for the improvement of VOMITING of cancer patients undergoing cannabinoid treatment versus Prochlorperazie treatment; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Standard Deviation (SD), Confidence Interval (CI), Odds Ratio (OR).






c) Patient’s preference for intervention
[image: A graph with numbers and a line
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Figure 35. Forest plots for PATIENT’S PREFERENCE FOR INTERVENTION versus Prochlorperazie treatment; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Standard Deviation (SD), Confidence Interval (CI), Odds Ratio (OR).




















3. Side effects

a) Neurological side effects; any type of cannabinoids
(includes confusion, concentration difficulties, coordination problems, dizziness)
[image: A graph with numbers and a number of objects

Description automatically generated with medium confidence]
Figure 36. Forest plots for the odds of NEUROLOGICAL SIDE EFFECTS when using any type of cannabinoids annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Standard Deviation (SD), Confidence Interval (CI), Odds Ratio (OR).

b) Neurological side effects; THC-predominant drugs
(includes confusion, concentration difficulties, coordination problems, dizziness)
[image: A graph of numbers and a graph of numbers

Description automatically generated with medium confidence]
Figure 37. Forest plots for the odds of NEUROLOGICAL SIDE EFFECTS when using THC-predomiant cannabinoids annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Standard Deviation (SD), Confidence Interval (CI), Odds Ratio (OR).

c) Neurological side effects; Balanced THC:CBD drugs
(includes confusion, concentration difficulties, coordination problems, dizziness)

[image: A graph with numbers and a diagram

Description automatically generated with medium confidence]

Figure 38. Forest plots for the odds of NEUROLOGICAL SIDE EFFECTS when using balanced THC:CBD cannabinoids annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Standard Deviation (SD), Confidence Interval (CI), Odds Ratio (OR).

d) Pain; any type of cannabinoids
[image: A graph with numbers and a line

Description automatically generated with medium confidence]

Figure 39. Forest plots for the odds of PAIN, when using any type of cannabinoids annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Standard Deviation (SD), Confidence Interval (CI), Odds Ratio (OR).


e) Psychiatric side effects; any type of cannabinoids
(includes hallucinations, delusion, paranoia, psychosis, nightmares, anxiety, mood swings, paranoia)
[image: A screenshot of a graph
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Figure 40. Forest plots for the odds of PSYCHIATRIC SIDE EFFECTS, when using any type of cannabinoids annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Standard Deviation (SD), Confidence Interval (CI), Odds Ratio (OR).

f) Psychiatric side effects; balanced THC:CBD drugs
(includes hallucinations, delusion, paranoia, psychosis, nightmares, anxiety, mood swings, paranoia)
[image: A graph of numbers and a graph of numbers
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Figure 41. Forest plots for the odds of PSYCHIATRIC SIDE EFFECTS, when using balanced THC:CBD cannabinoids annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Standard Deviation (SD), Confidence Interval (CI), Odds Ratio (OR).




g) Psychiatric side effects; THC-predominant drugs
(includes hallucinations, delusion, paranoia, psychosis, nightmares, anxiety, mood swings, paranoia)
[image: A graph and numbers on a white background
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Figure 42. Forest plots for the odds of PSYCHIATRIC SIDE EFFECTS, when using THC-predominant cannabinoids annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Standard Deviation (SD), Confidence Interval (CI), Odds Ratio (OR).

h) Stoping the cannabinoid treatment due to side effects; any type of cannabinoids
[image: A graph of a graph with numbers and a line

Description automatically generated with medium confidence]
Figure 43. Forest plots for the odds of STOPPING CANNABINOID TREATMENT DUE TO SIDE EFFECTS, any type of cannabinoids; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Standard Deviation (SD), Confidence Interval (CI), Odds Ratio (OR).



i) Stoping the cannabinoid treatment due to side effects; THC-predominant drugs
[image: A graph of numbers and a graph of numbers

Description automatically generated with medium confidence]
Figure 44. Forest plots for the odds of STOPPING CANNABINOID TREATMENT DUE TO SIDE EFFECTS, THC-predominant drugs; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Standard Deviation (SD), Confidence Interval (CI), Odds Ratio (OR).

j) Stoping the cannabinoid treatment due to side effects; balanced THC:CBD drugs
[image: A graph with numbers and a line
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Figure 45. Forest plots for the odds of STOPPING CANNABINOID TREATMENT DUE TO SIDE EFFECTS, balanced THC:CBD drugs; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Standard Deviation (SD), Confidence Interval (CI), Odds Ratio (OR).






k) Anorexia; any type of cannabinoid
(includes appetite loss, anorexia, weight loss)
[image: A graph with numbers and a line
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Figure 46. Forest plots for the odds of ANOREXIA, when using any type of cannabinoids; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Standard Deviation (SD), Confidence Interval (CI), Odds Ratio (OR).

l) Asthenia; any type of cannabinoid
[image: A graph with numbers and a line

Description automatically generated]
Figure 47. Forest plots for the odds of ASTHENIA, when using any type of cannabinoids; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Standard Deviation (SD), Confidence Interval (CI), Odds Ratio (OR).






m) Asthenia; balanced THC:CBD drugs
[image: A graph with numbers and lines

Description automatically generated]
Figure 47. Forest plots for the odds of ASTHENIA, when using balanced THC:CBD cannabinoids; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Standard Deviation (SD), Confidence Interval (CI), Odds Ratio (OR).

n) Asthenia; THC-predominant drugs
[image: A graph and numbers on a white background
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Figure 48. Forest plots for the odds of ASTHENIA, when using THC-predominant cannabinoids; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Standard Deviation (SD), Confidence Interval (CI), Odds Ratio (OR).









o) Cardiovascular side effects; any type of cannabinoid
(includes tachycardia, hypotension)
[image: A graph of a graph with numbers and a graph

Description automatically generated with medium confidence]
Figure 49. Forest plots for the odds of CARDIOVASCULAR SIDE EFFECTS, when using any type of cannabinoids; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Standard Deviation (SD), Confidence Interval (CI), Odds Ratio (OR).

p) Cardiovascular side effects; balanced THC:CBD drugs
(includes tachycardia, hypotension)
[image: A graph and numbers on a white background

Description automatically generated]
Figure 50. Forest plots for the odds of CARDIOVASCULAR SIDE EFFECTS, when using balanced THC:CBD cannabinoids; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Standard Deviation (SD), Confidence Interval (CI), Odds Ratio (OR).



q) Cardiovascular side effects; THC-predominant drugs
[image: A graph with numbers and a line

Description automatically generated with medium confidence]
Figure 51. Forest plots for the odds of CARDIOVASCULAR SIDE EFFECTS, when using THC-predominant cannabinoids; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Standard Deviation (SD), Confidence Interval (CI), Odds Ratio (OR).

r) Dyspnea; any type of cannabinoids
[image: A graph with numbers and a line

Description automatically generated with medium confidence]
Figure 52. Forest plots for the odds of DYSPNEA, when using any type of cannabinoids; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Standard Deviation (SD), Confidence Interval (CI), Odds Ratio (OR).








s) Gastrointestinal side effects; any type of cannabinoids
(includes diarrhea, constipation, abdominal pain, nausea, vomiting, dry mouth, stomatitis, raised gamma-glutamil-transferase (GGT))
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Figure 53. Forest plots for the odds of GASTROINTESTINAL SIDE EFFECTS, when using any type of cannabinoids; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Standard Deviation (SD), Confidence Interval (CI), Odds Ratio (OR).

t) Gastrointestinal side effects; THC-predominant drugs
(includes diarrhea, constipation, abdominal pain, nausea, vomiting, dry mouth, stomatitis, raised gamma-glutamil-transferase (GGT))
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Figure 54. Forest plots for the odds of GASTROINTESTINAL SIDE EFFECTS, when using THC-predominant cannabinoids; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Standard Deviation (SD), Confidence Interval (CI), Odds Ratio (OR).
u) Gastrointestinal side effects; balanced THC:CBD drugs
(includes diarrhea, constipation, abdominal pain, nausea, vomiting, dry mouth, stomatitis, raised gamma-glutamil-transferase (GGT))
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Figure 55. Forest plots for the odds of GASTROINTESTINAL SIDE EFFECTS, when using balanced THC:CBD cannabinoids; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Standard Deviation (SD), Confidence Interval (CI), Odds Ratio (OR).

v) Hematological side effects, any type of cannaninoid
(includes anemia)
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Figure 56. Forest plots for the odds of HEMATOLOGICAL SIDE EFFECTS, when using any type of cannabinoids; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Standard Deviation (SD), Confidence Interval (CI), Odds Ratio (OR).




w) Neoplasm progression, Nabiximols
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Figure 57. Forest plots for the odds of NEOPLASM PROGRESSION, when using Nabiximols; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Standard Deviation (SD), Confidence Interval (CI), Odds Ratio (OR).

x) Somnolence, any type of cannabinoid
(includes somnolence, drowsiness, sedation)
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Figure 58. Forest plots for the odds of SOMNOLENCE, when using any type of cannabinoids; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Standard Deviation (SD), Confidence Interval (CI), Odds Ratio (OR).




y) Somnolence, balanced THC:CBD drugs
(includes somnolence, drowsiness, sedation)
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Figure 59. Forest plots for the odds of SOMNOLENCE, when using balanced THC:CBD cannabinoids; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Standard Deviation (SD), Confidence Interval (CI), Odds Ratio (OR).

z) Somnolence, THC-predominant drugs
(includes somnolence, drowsiness, sedation)
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Figure 60. Forest plots for the odds of SOMNOLENCE, when using THC-predominant cannabinoids; annotations: Tetrahydrocannabinol (THC), Cannabidiol (CBD), Sample Size (N), Standard Deviation (SD), Confidence Interval (CI), Odds Ratio (OR).

[bookmark: _Hlk194332860]Table 4. Cannabinoid administration particularities

	Nr.
	Author, Year
	Type of cannabinoid
	Concentration
	Form of administration
	Fixed dosage dosage/patient-titrated
	Dosage/24h

	1
	Johnson et al, 2010 (a)
	Balanced THC:CBD extract
	2.7mg:2.5mg/100µl
	oromucosal spray
	patient-titrated
	100-1100 µl 

	2
	Johnson et al, 2010 (b)
	THC-predominant extract
	2.7mg/100µl 
	oromucosal spray
	patient-titrated
	100-1000 µl  

	3
	Portenoy et al, 2012 
	Nabiximols (balanced THC:CBD)
	2.7mg:2.5mg/100µl
	oromucosal spray
	patient-titrated
	100-1600 µl 

	4
	Aviram et al, 2020 (a)
	Medical cannabis (THC-predominant)
	NR
	mixed
	patient-titrated
	NA

	5
	Aviram et al, 2020 (b)
	Medical cannabis (CBD-predominant)
	NR
	mixed
	patient-titrated
	NA

	6
	Aviram et al, 2020 (c)
	Medical cannabis (balanced THC:CBD)
	NR
	mixed
	patient-titrated
	NA

	7
	Chang et al, 2019
	THC-predominant
	NR
	mixed
	patient-titrated
	NA

	8
	Clarke et al, 2022
	Balanced THC:CBD nanoparticle
	1.25 mg:1.25mg/100µl
	oromucosal spay
	fixed dosage
	300-3600 µl 

	9
	Cone et al, 1982
	Nabilone (THC-predominant)
	1 mg
	capsule
	fixed dosage
	2-4 mg

	10
	Cronin et al, 1981
	Levonantradol (THC-predominant)
	0.5 mg
	intramuscular
	fixed dosage
	3 mg

	11
	Awofisayo et al, 2021
	CBD-predominant
	NR
	oral oil
	patient titrated
	NA

	12
	Fallon et al, 2017
	Sativex (Balanced THC:CBD)
	2.7mg:2.5mg/100µl
	oromucosal spray
	patient-titrated
	100-1000 µl  

	13
	Frytak et al, 1979
	THC-predominant
	15 mg
	capsule
	fixed dosage
	45 mg

	14
	Good et al, 2020 (a)
	THC -predominant
	10 mg/ml
	oral oil
	patient-titrated
	2.5-30 mg

	15
	Good et al, 2020 (b)
	CBD-predominant
	100 mg/ml
	oral oil
	patient-titrated
	50-600 mg

	16
	Gulbransen et al, 2020
	CBD-predominant
	NR
	oral oil
	patient-titrated
	40-300 mg

	17
	Hardy et al, 2022
	CBD-predominant
	100 mg/ml
	oral oil
	patient-titrated
	50 mg-200 mg

	18
	Zylla et al,  2021
	Medical Cannabis (Balanced THC:CBD)
	2.5-5 mg:2.5-5 mg
	mixed
	patient-titrated
	40 mg:40 mg

	19
	Zhang et al, 2018
	Marijuana (Balanced THC:CBD)
	NR
	mixed
	patient-titrated
	NA

	20
	Wongkongdech et al, 2022 (a)
	Medical Cannabis (THC-predominant) 
	12.5 mg
	mixed
	patient-titrated
	NA

	21
	Wongkongdech et al, 2022 (b)
	DTAM Ganja Oil (Balanced THC:CBD) 
	 2 mg : 0.5 mg
	mixed
	patient-titrated
	NA

	22
	Wongkongdech et al, 2022 (c)
	Medical Cannabis (Balanced THC:CBD) 
	27 mg : 25 mg
	mixed
	patient-titrated
	NA

	23
	Welsh et al, 1983 
	Levonantradol (THC-predominant)
	0.25 mg-1 mg
	capsule
	fixed dosage
	1.5 mg-6 mg

	24
	Waissengrin et al, 2015
	Medical Cannabis (Balanced THC:CBD)
	NR
	NR
	patient titrated
	NA

	25
	Turcott et al, 2018
	Nabilone (THC-predominant)
	0.5 mg
	capsule
	fixed dosage
	0.5 mg-1 mg

	26
	Sukpiriyagul et al, 2023
	Balanced THC:CBD extract
	2.7 mg:2.5 mg/ml
	oral oil
	fixed dosage
	8.1 mg-7.5 mg

	27
	Strasser et al, 2006 (a)
	Balanced THC:CBD extract
	2.5mg:1mg 
	capsule
	fixed dosage
	5mg:2mg 

	28
	Strasser et al, 2006 (b)
	THC-predominant
	2.5mg
	capsule
	fixed dosage
	5mg

	29
	Stambaugh et al, 1984
	Levonantradol (THC-predominant)
	0.5 mg
	intramuscular
	fixed dosage
	0.5 mg-3 mg

	30
	Pitchard et al, 2019
	Cannabis (Balanced THC:CBD)
	NR
	mixed
	patient-titrated
	NA

	31
	Lichtman et al, 2018
	Nabiximols (Balanced THC:CBD)
	2.7mg:2.5mg/100µl
	oromucosal spray
	patient-titrated
	100-1000 µl  

	32
	Aprikian et al, 2023 (a)
	Medical cannabis (THC-predominant)
	NR
	mixed
	patient-titrated
	NA

	33
	Aprikian et al, 2023 (b)
	Medical cannabis (Balanced THC:CBD)
	NR
	mixed
	patient-titrated
	NA

	34
	Aprikian et al, 2023 (c) 
	Medical cannabis (CBD-predominant)
	NR
	mixed
	patient-titrated
	NA

	35
	Nathan et al, 2023
	Medical Cannabis (Balanced THC:CBD)
	NR
	mixed
	patient-titrated
	NA

	36
	Schloss et al, 2021
	Medical cannabis (Balanced THC:CBD)
	4.6mg:4.8mg/ml and 15mg:3.8mg/ml)
	mixed
	patient-titrated
	10.35-27 mg: 10.8- 6.8 mg 

	37
	Duran et al, 2010
	Whole plant cannabis-based medicine (Balanced THC:CBD)
	2.7mg:2.5mg/100µl
	oromucosal spray
	patient-titrated
	100-3200 µl  

	38
	Lynch et al, 2014
	Nabiximols (Balanced THC:CBD)
	2.7mg:2.5mg/100µl
	oromucosal spray
	patient-titrated
	100-1200 µl  

	39
	Meiri et al, 2007
	Dronabinol (THC-predominant)
	2.5 mg
	capsule
	patient-titrated
	20 mg

	40
	Bar-Sela et al, 2013
	Medical cannabis (Balanced THC:CBD)
	NR
	mixed
	patient-titrated
	NA

	41
	Chang A. et al, 1979
	THC-predominant
	10mg/m2
	mixed
	fixed dosage
	50 mg/m2

	42
	Chang A. et al, 1981
	THC-predominant
	10mg/m3
	mixed
	fixed dosage
	51 mg/m2

	43
	Côté et al, 2016
	Nabilone (THC-predominant)
	0.5 mg
	capsule
	fixed dosage
	0.5mg-2mg

	44
	Anderson et al, 2019
	Medical cannabis (Balanced THC:CBD)
	NR
	mixed
	patient-titrated
	NA

	45
	Donovan et al, 2019
	THC-predominant
	NR
	mixed
	patient-titrated
	NA

	46
	Schleidera et al, 2018
	Medical cannabis (Balanced THC:CBD)
	NR
	mixed
	patient-titrated
	NA

	47
	Lane et al, 1991
	Dronabinol (THC-predominant)
	10 mg
	capsule
	fixed dosage
	40 mg

	48
	Neidhart et al, 1981
	THC-predominant
	10 mg
	capsule
	fixed dosage
	80 mg

	49
	Hutcheon et al, 1988
	Levonantradol (THC-predominant)
	0.5-1 mg
	intramuscular
	fixed dosage
	2-4 mg

	50
	Ahmedzai et al, 1983
	Nabilone (THC-predominant)
	1 mg
	capsule
	fixed dosage
	4 mg

	51
	Chan et al, 1986
	Nabilone (THC-predominant)
	1 mg
	capsule
	fixed dosage
	4 mg

	52
	Crawford et al, 1986
	Nabilone (THC-predominant)
	1 mg
	capsule
	fixed dosage
	2 mg

	53
	Cunningham et al, 1988
	Nabilone (THC-predominant) and Prochlorperazine
	2mg +5mg
	capsule
	fixed dosage
	4mg+10mg

	54
	Dalzell et al, 1986
	Nabilone (THC-predominant)
	0.5 mg
	capsule
	fixed dosage
	3 mg

	55
	Einhorn et al, 1982 (a)
	Nabilone (THC-predominant)
	2 mg
	capsule
	fixed dosage
	4-8 mg

	56
	Einhorn et al, 1981
	Nabilone (THC-predominant)
	2 mg
	capsule
	fixed dosage
	8 mg

	57
	Gerhartz et al, 1983 (a)
	Levonantradol (THC-predominant)
	0.5 mg
	intramuscular
	fixed dosage
	2 mg

	58
	Grimison et al, 2020
	Balanced THC:CBD extract
	2.5mg:2.5mg
	capsule
	patient-titrated
	10mg:10mg

	59
	Herman et al, 1979
	Nabilone (THC-predominant)
	1 mg
	capsule
	fixed dosage
	6 mg

	60
	Johansson et al, 1982
	Nabilone (THC-predominant)
	2 mg
	capsule
	fixed dosage
	4 mg

	61
	Jones et al, 1982
	Nabilone (THC-predominant)
	2 mg
	capsule
	fixed dosage
	4 mg

	62
	Wada et al, 1982
	-predominant
	2 mg
	capsule
	fixed dosage
	4 mg

	63
	Underleider et al, 1985
	Compazine (THC-predominant)
	7.5 mg for body surface area<1.4 m2; 10 mg for body surface area 1.4 m2- 1.8 m2; 12.5 mg for body surface area >1.8 m2
	capsule
	fixed dosage
	30-50 mg

	64
	Sallan et al, 1975
	THC-predominant
	15 mg-20 mg
	capsule
	fixed dosage
	45mg - 60 mg

	65
	Orr et al, 1980 (a)
	THC-predominant
	7 mg/m2
	capsule
	fixed dosage
	42 mg/ m2

	66
	Niiranen et al, 1985
	Nabilone (THC-predominant)
	1 mg
	oral
	fixed dosage
	2 mg

	67
	Heim et al, 1984
	Levonantradol (THC-predominant)
	0.5 mg
	im
	fixed dosage
	1mg

	68
	Levitt et al, 1982
	Nabilone (THC-predominant)
	NR
	NR
	NR
	NA

	69
	Mccabe et al, 1988
	THC-predominant
	15mg/m2
	capsule
	fixed dosage
	90mg/m2

	70
	Jatoi et al, 2002
	Dronabinol (THC-predominant)
	2.5 mg
	capsule
	fixed dosage
	5 mg

	71
	Lucraft et al, 1982
	Levonantradol (THC-predominant)
	0.5 mg- 0.75 mg
	NR
	fixed dosage
	0.5 mg- 0.75 mg

	72
	Dominikak et al, 2023
	CBD-predominant
	150 mg
	oral
	fixed dosage
	300 mg

	73
	Heim et al, 1982
	Levonantradol (THC-predominant)
	1 mg
	intramuscular
	fixed dosage
	3 mg

	74
	Neiderle et al, 1986
	Nabilone (THC-predominant)
	2 mg
	capsule
	fixed dosage
	4 mg

	75
	Kasvis et al, 2022
	Medical Cannabis (THC-predominant, Balanced THC:CBD, CBD-predominant)
	NR
	mixed
	patient-titrated
	mixed

	76
	Davies et al, 1974
	THC-predominant
	10 mg
	oral
	fixed dosage
	10 mg

	77
	Brisbois et al, 2011
	Dronabinol (THC-predominant)
	2.5 mg
	capsule
	fixed dosage
	5 mg

	78
	Eliott et al, 2016
	Medical cannabis (Balanced THC:CBD)
	NR
	NR
	NR
	NA

	79
	Diasio et al, 1981
	Levonantradol (THC-predominant)
	0.5 mg-1 mg
	NR
	fixed dosage
	70 mg

	80
	Aviram et al, 2022
	Medical cannabis (Balanced THC:CBD)
	NR
	NR
	NR
	NA

	81
	Bar Sela et al, 2018
	Medical cannabis (Balanced THC:CBD)
	NR
	NR
	NR
	30 mg

	82
	Elder et al, 2015
	Dronabinol (THC-predominant)
	NR
	NR
	NR
	NA

	83
	Abrahamov et al, 1995
	Delta 8-THC-predominant
	18 mg/m2
	oral
	patient-titrated
	90 mg/m2

	84
	Lee et al, 2023
	Medical cannabis (Balanced THC:CBD)
	NR
	NR
	NR
	NA

	85
	Laszlo et al, 1961
	Levonantradol (THC-predominant)
	0.5 mg- 2 mg
	oral
	fixed dosage
	14 mg

	86
	Joss et al, 1982
	Levonantradol (THC-predominant)
	NR
	NR
	NR
	NA

	87
	Johnson et al 2013 (a)
	Balanced THC:CBD extract
	2.7mg:2.5mg/100µl
	oromucosal spray
	patient-titrated
	480 µl 

	88
	Johnson et al 2013 (b)
	THC-predominant extract
	2.7mg/100µl 
	oromucosal spray
	patient-titrated
	481 µl 

	89
	Lucas et al, 1980
	THC-predominant
	5 mg- 15 mg/m2
	oral
	fixed dosage
	75 mg

	90
	Macari et al, 2020
	Medical cannabis (Balanced THC:CBD)
	NR
	NR
	NR
	NA

	91
	Niiranen et al, 1987
	Nabilone (THC-predominant)
	2 mg
	oral
	fixed dosage
	4 mg

	92
	Meghani et al, 2021
	CBD-predominant
	NR
	NR
	NR
	NA

	93
	Maida et al, 2008
	Nabilone (THC-predominant)
	NR
	NR
	NR
	NA

	94
	Pasawarat et al, 2020
	Medical cannabis (Balanced THC:CBD)
	NR
	NR
	NR
	NA

	95
	McClure et al, 2023
	Medical cannabis (Balanced THC:CBD)
	NR
	NR
	NR
	NA

	96
	Nielsen et al, 2022
	Medical cannabis (Balanced THC:CBD)
	NR
	NR
	NR
	NA

	97
	Nelson et al, 1994
	THC-predominant
	2.5 mg
	oral
	fixed dosage
	5 mg- 7.5 mg

	98
	Polito et al, 2018
	Nabilone (THC-predominant)
	NR
	NR
	NR
	NA

	99
	Pomeroy et al, 1986
	Nabilone (THC-predominant)
	1 mg
	oral
	fixed dosage
	3 mg

	100
	Saadeh et al, 2018
	Medical cannabis (Balanced THC:CBD)
	NR
	NR
	NR
	NA

	101
	Underleider et al, 1982
	THC-predominant
	7.5 mg for body surface area<1.4 m2; 10 mg for body surface area 1.4 m2- 1.8 m2; 12.5 mg for body surface area >1.8 m2
	capsule
	fixed dosage
	30-50 mg

	102
	Scheidler et al, 1984
	Levonantradol (THC-predominant)
	1 mg
	intramuscular
	fixed dosage
	4 mg

	103
	Zutt et al, 2006
	Dronabinol (THC-predominant)
	2.5
	oral
	fixed dosage
	5 mg

	104
	Zaki et al, 2017
	Medical cannabis (Balanced THC:CBD)
	NR
	NR
	NR
	NA

	105
	Waissengrin et al, 2021
	Medical cannabis (Balanced THC:CBD)
	NR
	NR
	NR
	NA

	106
	Sweet et al, 1981
	THC-predominant
	5 mg/m2
	oral
	fixed dosage
	15 mg/m2



NR=not reported, NA=not applicable, THC=tetrahydrocannabinol, CBD=cannabidiol



















Table 5. GRADE assessment

	Certainty assessment
	№ of patients
	Effect
	Certainty
	Importance

	№ of studies
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	cannabinoids
	placebo
	Relative
(95% CI)
	Absolute
(95% CI)
	
	

	Quality of life (assessed with: NRS; Scale from: 0 to 10)

	8
	randomised trials
	very serious
	not serious
	seriousa
	not serious
	none
	559
	512
	-
	MD 0.16 points more
(0.02 fewer to 0.35 more)
	⨁◯◯◯
Very lowa
	CRITICAL

	Pain (assessed with: NRS scale; Scale from: 0 to 10)

	7
	randomised trials
	serious
	seriousb
	seriousa
	not serious
	none
	592
	632
	-
	SMD 0.1 SD lower
(0.58 lower to 0.39 higher)


	⨁◯◯◯
Very lowa,b
	CRITICAL

	Appetite (assessed with: NRS; Scale from: 0 to 10)

	7
	randomised trials
	serious
	very seriousc
	serious
	not serious
	none
	331
	290
	-
	SMD 0.46 SD higher
(0.29 lower to 1.2 higher)
	⨁◯◯◯
Very lowc
	CRITICAL

	Constipation (assessed with: NRS; Scale from: 0 to 10)

	5
	randomised trials
	serious
	seriousb
	not serious
	not serious
	none
	454
	452
	-
	MD 0.19 points lower
(0.68 lower to 0.3 higher)




	⨁⨁◯◯
Lowb
	IMPORTANT







	Opioid consumption (Daily maintenance opioid intake) (assessed with: mg ; Scale from: 0 to indefinite)

	5
	randomised trials
	serious
	seriousb
	not serious
	very seriousd
	none
	414
	452
	-
	MD 0.09 mg higher
(9.95 lower to 10.13 higher)
	⨁◯◯◯
Very lowb,d
	IMPORTANT

	Depression (assessed with: NRS; Scale from: 0 to 10)

	3
	randomised trials
	serious
	very seriousc
	seriousa
	not serious
	none
	383
	389
	-
	MD 0.6 points higher
(0.65 lower to 1.86 higher)




	⨁◯◯◯
Very lowa,c
	IMPORTANT







	Fatigue (assessed with: NRS; Scale from: 0 to 10)

	5
	randomised trials
	very serious
	very seriousc
	seriousa
	seriousd
	none
	228
	237
	-
	MD 0.3 points higher
(1.24 lower to 1.83 higher)
	⨁◯◯◯
Very lowa,c,d
	IMPORTANT

	Mobility (assessed with: NRS; Scale from: 0 to 10)

	6
	randomised trials
	very serious
	seriousb
	seriousa
	not serious
	none
	237
	246
	-
	MD 0.05 points lower
(0.42 lower to 0.32 higher)




	⨁◯◯◯
Very lowa,b
	IMPORTANT







	Nausea and vomiting (assessed with: Complete response)

	6
	randomised trials
	very serious
	seriousb
	seriousa,e
	very seriousd
	none
	139/272 (51.1%) 
	388/774 (50.1%) 
	OR 2.18
(0.79 to 6.00)
	185 more per 1,000
(from 59 fewer to 356 more)
	⨁◯◯◯
Very lowa,b,d,e
	CRITICAL

	Nausea (assessed with: NRS; Scale from: 0 to 10)

	6
	randomised trials
	very serious
	very seriousb
	seriousa
	not serious
	none
	252
	264
	-
	MD 0.08 points higher
(0.49 lower to 0.65 higher)



	⨁◯◯◯
Very lowa,b
	IMPORTANT

	Insomnia (assessed with: NRS; Scale from: 0 to 10)

	6
	randomised trials
	very serious
	not serious
	not serious
	not serious
	none
	648
	693
	-
	MD 0.27 points lower
(0.47 lower to 0.08 lower)
	⨁⨁◯◯
Low
	IMPORTANT

	Nausea (assessed with: NRS; Scale from: 0 to 10)

	4
	non-randomised studies
	serious
	seriousb
	very seriousa,e
	not serious
	none
	932
	
	-
	MD 0.75 lower
(1.8 lower to 0.3 higher)





	⨁◯◯◯
Very lowa,b,e
	CRITICAL

	Appetite loss (assessed with: NRS; Scale from: 0 to 10)

	3
	non-randomised studies
	serious
	very seriousc
	very seriousa,e
	very seriousd
	none
	849
	
	-
	MD 1.88 lower
(6.23 lower to 2.46 higher)
	⨁◯◯◯
Very lowa,c,d,e
	CRITICAL

	Anxiety (assessed with: NRS; Scale from: 0 to 10)

	9
	non-randomised studies
	very serious
	very seriousc
	very seriousa,e
	seriousd
	none
	1039
	
	-
	MD 1.03 lower
(2.22 lower to 0.39 lower)

	⨁◯◯◯
Very lowa,c,d,e
	CRITICAL

	Quality of life (assessed with: NRS; Scale from: 0 to 10)

	5
	non-randomised studies
	very serious
	very seriousc
	very seriousa,e
	very seriousd
	none
	1387
	
	-
	MD 0.73 higher
(1.17 lower to 2.64 higher)
	⨁◯◯◯
Very lowa,c,d,e
	CRITICAL

	Pain (assessed with: NRS; Scale from: 0 to 10)

	16
	non-randomised studies
	very serious
	very seriousc
	very seriousa,e
	not serious
	none
	2591
	
	-
	MD 1.22 lower
(1.92 lower to 0.52 lower)


	⨁◯◯◯
Very lowa,c,e
	CRITICAL

	Insomnia (assessed with: NRS; Scale from: 0 to 10)

	5
	non-randomised studies
	serious
	very seriousc
	very seriousa,e
	not serious
	none
	940
	
	-
	MD 1.08 lower
(2.48 lower to 0.33 higher)
	⨁◯◯◯
Very lowa,c,e
	CRITICAL


CI: confidence interval; MD: mean difference; OR: odds ratio; SMD: standardised mean difference
Explanations
a. Different THC/CBD content
b. Moderate heterogeneity
c. High heterogeneity
d. High CI range
e. Differences in population 



Table 6. Summary of findings table

	Outcomes
	Anticipated absolute effects* (95% CI)
	Relative effect
(95% CI)
	№ of participants
(studies)
	Certainty of the evidence
(GRADE)
	Comments

	
	Risk with placebo
	Risk with cannabinoids
	
	
	
	

	Quality of life
assessed with: NRS
Scale from: 0 to 10
	The mean quality of life was 0 points
	MD 0.16 points more
(0.02 fewer to 0.35 more)
	-
	1071
(8 RCTs)
	⨁◯◯◯
Very lowa
	

	Pain
assessed with: NRS scale
Scale from: 0 to 10
	-
	SMD 0.1 SD lower
(0.58 lower to 0.39 higher)
	-
	1224
(7 RCTs)
	⨁◯◯◯
Very lowa,b
	

	Appetite
assessed with: NRS
Scale from: 0 to 10
	-
	SMD 0.46 SD higher
(0.29 lower to 1.2 higher)
	-
	621
(7 RCTs)
	⨁◯◯◯
Very lowc
	

	Constipation
assessed with: NRS
Scale from: 0 to 10
	The mean constipation was 0 points
	MD 0.19 points lower
(0.68 lower to 0.3 higher)
	-
	906
(5 RCTs)
	⨁⨁◯◯
Lowb
	

	Opioid consumption (Daily maintenance opioid intake)
assessed with: mg 
Scale from: 0 to indefinite
	The mean opioid consumption (Daily maintenance opioid intake) was 0 mg
	MD 0.09 mg higher
(9.95 lower to 10.13 higher)
	-
	866
(5 RCTs)
	⨁◯◯◯
Very lowb,d
	

	Depression
assessed with: NRS
Scale from: 0 to 10
	The mean depression was 0 points
	MD 0.6 points higher
(0.65 lower to 1.86 higher)
	-
	772
(3 RCTs)
	⨁◯◯◯
Very lowa,c
	

	Fatigue
assessed with: NRS
Scale from: 0 to 10
	The mean fatigue was 0 points
	MD 0.3 points higher
(1.24 lower to 1.83 higher)
	-
	465
(5 RCTs)
	⨁◯◯◯
Very lowa,c,d
	

	Mobility
assessed with: NRS
Scale from: 0 to 10
	The mean mobility was 0 points
	MD 0.05 points lower
(0.42 lower to 0.32 higher)
	-
	483
(6 RCTs)
	⨁◯◯◯
Very lowa,b
	

	Nausea and vomiting
assessed with: Complete response
	501 per 1,000
	687 per 1,000
(443 to 858)
	OR 2.18
(0.79 to 6.00)
	1046
(6 RCTs)
	⨁◯◯◯
Very lowa,b,d,e
	

	Nausea
assessed with: NRS
Scale from: 0 to 10
	The mean nausea was 0 points
	MD 0.08 points higher
(0.49 lower to 0.65 higher)
	-
	516
(6 RCTs)
	⨁◯◯◯
Very lowa,b
	

	Insomnia
assessed with: NRS
Scale from: 0 to 10
	The mean insomnia was 0 points
	MD 0.27 points lower
(0.47 lower to 0.08 lower)
	-
	1341
(6 RCTs)
	⨁⨁◯◯
Low
	

	Nausea
assessed with: NRS
Scale from: 0 to 10
	The mean nausea was 0
	MD 0.75 lower
(1.8 lower to 0.3 higher)
	-
	932
(4 non-randomised studies)
	⨁◯◯◯
Very lowa,b,e
	

	Appetite loss
assessed with: NRS
Scale from: 0 to 10
	The mean appetite loss was 0
	MD 1.88 lower
(6.23 lower to 2.46 higher)
	-
	849
(3 non-randomised studies)
	⨁◯◯◯
Very lowa,c,d,e
	

	Anxiety
assessed with: NRS
Scale from: 0 to 10
	The mean anxiety was 0
	MD 1.03 lower
(2.22 lower to 0.39 lower)
	-
	1039
(9 non-randomised studies)
	⨁◯◯◯
Very lowa,c,d,e
	

	Quality of life
assessed with: NRS
Scale from: 0 to 10
	The mean quality of life was 0
	MD 0.73 higher
(1.17 lower to 2.64 higher)
	-
	1387
(5 non-randomised studies)
	⨁◯◯◯
Very lowa,c,d,e
	

	Pain
assessed with: NRS
Scale from: 0 to 10
	The mean pain was 0
	MD 1.22 lower
(1.92 lower to 0.52 lower)
	-
	2591
(16 non-randomised studies)
	⨁◯◯◯
Very lowa,c,e
	

	Insomnia
assessed with: NRS
Scale from: 0 to 10
	The mean insomnia was 0
	MD 1.08 lower
(2.48 lower to 0.33 higher)
	-
	940
(5 non-randomised studies)
	⨁◯◯◯
Very lowa,c,e
	

	*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95% CI).

CI: confidence interval; MD: mean difference; OR: odds ratio; SMD: standardised mean difference

	GRADE Working Group grades of evidence
High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.
Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect, but there is a possibility that it is substantially different.
Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the effect.
Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the estimate of effect.



Explanations
a. Different THC/CBD content
b. Moderate heterogeneity
c. High heterogeneity
d. High CI range
e. Differences in population 


Table 7. Search key
	Database
	Search Key

	
PubMed

CENTRAL Cochrane

	(“Cancer” OR Cancer* OR “Neoplasia” OR “Neoplasm” OR Neoplas* OR “Tumor” OR “Tumors” OR “Tumour” OR “Tumours” OR “Malignancy” OR “Malignancies” OR Malignan* OR “Carcinoma” OR Carcin* OR Oncolog* OR “Adenocarcinoma” OR Adenocarcin* OR “Squamous cell carcinoma” OR “Chondrosarcoma” OR Ewing* OR “Histiocytoma” OR “Osteosarcoma” OR “Rhabdomyosarcoma” OR “Leiomyosarcoma” OR “Myxosarcoma” OR “Fibrosarcoma” OR “Fibromyxoid” OR “Myxofibrosarcoma” OR “Liposarcoma” OR “Angiosarcoma” OR “Kaposi” OR Sarcom* OR “Astrocytoma” OR “Glioma” OR “Oligodendroglioma” OR “Ependymoma” OR “Glioblastoma” OR “Medulloblastoma” OR “Neuroblastoma” OR “Blastoma” OR “Retinoblastoma” OR “cholangiocarcinoma” OR “Hepatocarcinoma” OR Hepatocarcinom* OR “Hepatocellular carcinoma” OR “Hepatocellular” carcinom* OR “Carcinoid” OR “Gastrointestinal stromal tumor” OR “Germ cell tumor” OR “Gestational trophoblastic tumor” OR “Wilms tumor” OR “nephroblastoma” OR “teratoma” OR “germinoma” OR “dysgerminoma” OR “seminoma” OR “gonadoblastoma” OR “Melanoma” OR Melanom* OR “Mesothelioma” OR Mesotheliom* OR “non small cell lung cancer” OR “small cell lung cancer” OR “Thymoma” OR leukem* OR leukaem* OR “leukemia” OR “leukaemia” OR lymphoma* OR “leucocythaemia” OR “myelodysplastic syndrome” OR “myelodysplastic syndromes” OR “myeloproliferative” OR Hodgkin*) AND (“Cannabinoids” OR “cannabis” OR cannabi* OR “phytocannabinoid” OR “sativa” OR “indica” OR “bhang” OR “ganja” OR “charas” OR “hashish” OR “hemp” OR “marihuana” OR “marijuana” OR “cannabinol” OR “cannabidiol” OR “CBD” OR “cannabigerol” OR “cannabichromene” OR “cannabigerivarin” OR “cannabidivarin” OR “cannabielsoin” OR “cannabichromevarin” OR “tetrahydrocannabinol” OR tetrahydrocannabi* OR “THC” OR "9 THC" OR “9” tetrahydrocannabi* OR "delta 9 THC" OR “delta 9” tetrahydrocannabi* OR “nabilone” OR “cesamet” OR “canemes” OR “cannador” OR “dronabinol” OR “palmidrol” OR  “dexanabinol” OR “levonantradol” OR “nabiximols” OR “epidiolex” OR “Marinol” OR “Sativex” OR endocannabinoid*)


	Embase

	((‘Cancer’ OR Cancer* OR ‘Neoplasia’ OR ‘Neoplasm’ OR Neoplas* OR ‘Tumor’ OR ‘Tumors’ OR ‘Tumour’ OR ‘Tumours’ OR ‘Malignancy’ OR ‘Malignancies’ OR Malignan* OR ‘Carcinoma’ OR Carcin* OR Oncolog* OR ‘Adenocarcinoma’ OR Adenocarcin* OR ‘Squamous cell carcinoma’ OR ‘Chondrosarcoma’ OR Ewing* OR ‘Histiocytoma’ OR ‘Osteosarcoma’ OR ‘Rhabdomyosarcoma’ OR ‘Leiomyosarcoma’ OR ‘Myxosarcoma’ OR ‘Fibrosarcoma’ OR ‘Fibromyxoid’ OR ‘Myxofibrosarcoma’ OR ‘Liposarcoma’ OR ‘Angiosarcoma’ OR ‘Kaposi’ OR Sarcom* OR ‘Astrocytoma’ OR ‘Glioma’ OR ‘Oligodendroglioma’ OR ‘Ependymoma’ OR ‘Glioblastoma’ OR ‘Medulloblastoma’ OR ‘Neuroblastoma’ OR ‘Blastoma’ OR ‘Retinoblastoma’ OR ‘cholangiocarcinoma’ OR ‘Hepatocarcinoma’ OR Hepatocarcinom* OR ‘Hepatocellular carcinoma’ OR (Hepatocellular carcinom*) OR ‘Carcinoid’ OR ‘Gastrointestinal stromal tumor’ OR ‘Germ cell tumor’ OR ‘Gestational trophoblastic tumor’ OR ‘Wilms tumor’ OR ‘nephroblastoma’ OR ‘teratoma’ OR ‘germinoma’ OR ‘dysgerminoma’ OR ‘seminoma’ OR ‘gonadoblastoma’ OR ‘Melanoma’ OR Melanom* OR ‘Mesothelioma’ OR Mesotheliom* OR ‘non small cell lung cancer’ OR ‘small cell lung cancer’ OR ‘Thymoma’ OR leukem* OR leukaem* OR ‘leukemia’ OR ‘leukaemia’ OR lymphoma* OR ‘leucocythaemia’ OR ‘myelodysplastic syndrome’ OR ‘myelodysplastic syndromes’ OR ‘myeloproliferative’ OR Hodgkin*) AND (‘Cannabinoids’ OR ‘cannabis’ OR cannabi* OR ‘phytocannabinoid’ OR ‘sativa’ OR ‘indica’ OR ‘bhang’ OR ‘ganja’ OR ‘charas’ OR ‘hashish’ OR ‘hemp’ OR ‘marihuana’ OR ‘marijuana’ OR ‘cannabinol’ OR ‘cannabidiol’ OR ‘CBD’ OR ‘cannabigerol’ OR ‘cannabichromene’ OR ‘cannabigerivarin’ OR ‘cannabidivarin’ OR ‘cannabielsoin’ OR ‘cannabichromevarin’ OR ‘tetrahydrocannabinol’ OR tetrahydrocannabi* OR ‘THC’ OR ‘9 THC’ OR (9 tetrahydrocannabi*) OR ‘delta 9 THC’ OR (delta 9 tetrahydrocannabi*) OR ‘nabilone’ OR ‘cesamet’ OR ‘canemes’ OR ‘cannador’ OR ‘dronabinol’ OR ‘palmidrol’ OR  ‘dexanabinol’ OR  ‘levonantradol’ OR ‘nabiximols’ OR ‘epidiolex’ OR ‘marinol’ OR ‘sativex’ OR endocannabinoid*)):ab,kw,ti 
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