Appendix 2. Forest Plots - Cannabinoids vs. placebo

1. Weight loss/gain

Std. Mean Difference
IV, Random, 95% CI

Std. Mean Difference
IV, Random, 95% CI

Cannabinoids Placebo
Study or Subgroup Mean SD Total Mean SD Total Weight
1.1.1 Cancer
Strasser 2006 0 0 95 0 0 24
Strasser 2006 0 0 100 0 0 24
Subtotal (95% ClI) 195 48

Heterogeneity: Not applicahle
Test for overall effect: Not applicahle

1.1.2 HV

Abrams 2003 3 278 20 1.1 278 10 18.0%
Abrams 2003 32 19 22 1.1 18 10 17.2%
Beal 1995 01 1.2 66 -04 12 64 64.89%
Subtotal (95% ClI) 108 84 100.0%
Heterogeneity: Tau®= 0.02; Chi*= 2.34, df=2 (P=0.31); F=15%
Testfor overall effect: Z= 3.22 (P = 0.001)

Total (95% CI) 303 132 100.0%

Heterogeneity: Tau®*=0.02; Chi*=2.34, df=2 (P=0.31); F=15%
Test for overall effect: Z=3.22 (P = 0.001)
Test for subaroup differences: Not applicable

2. Caloric intake

Placebo
SD Total Weight

Cannabinoids
Study or Subgroup Mean SD Total Mean

Not estimable
Not estimahble
Not estimable

0.66 [0.12,1.45]
1.08 [0.28, 1.88]
0.41 [0.07, 0.76]
0.57 [0.22, 0.92]

0.57[0.22,0.92]

Std. Mean Difference
IV, Random, 95% CI

4 -2 0 2 4
Favours placebo Favours cannabinoids

Std. Mean Difference
IV, Random, 95% CI

1.2.1 Cancer

Brishois 2011 1,726 378 11 1,647 379 10 100.0%
Subtotal (95% ClI) 1 10 100.0%
Heterogeneity: Not applicahle

Test for overall effect: Z= 0.46 (P = 0.65)

1.2.2 HIV

Subtotal (95% CI) 0 0
Heterogeneity: Not applicable

Test for overall effect: Not applicable

Total (95% CI) 1" 10 100.0%

Heterogeneity: Not applicahle
Test for overall effect: Z= 0.46 (P = 0.65)
Test for subaroup differences: Not applicable

3. Appetite

Placebo
SD Total Weight

Cannabinoids
Study or Subgroup  Mean  SD Total Mean

0.20[-0.66, 1.06]
0.20 [-0.66, 1.06]

Not estimable

0.20 [-0.66, 1.06]

Std. Mean Difference
IV, Random, 95% CI

Il I

N N .
Favours placebo Favours cannabinoids

Std. Mean Difference
IV, Random, 95% CI

1.3.1 Cancer

Strasser 2006 06 185 100 0 20 24 202%
Strasser 2006 54 247 95 0 20 24 202%
Johnson 2010 0.06 233 58 -059 233 29 20.2%
Brishois 2011 607 13 11 509 108 10 191%
Johnson 2010 24 007 60 -059 007 30 01%
Subtotal (95% CI) 324 117 79.8%

Heterogeneity: Tau®= 3.84; Chi*=174.15, df= 4 (P < 0.00001); F= 98%
Testfor overall effect. Z=0.81 (P=0.42)

1.3.2HV

Beal 1995 15 1841 43 4 191 33 202%
Subtotal (95% CI) 43 33 20.2%
Heterogeneity: Not applicable

Testfor overall effect. Z=2.41 (P=0.02)

Total (95% CI) 367 150 100.0%

Heterogeneity: Tau®= 2.74; Chi*=175.74, df= 5 (P = 0.00001); F=97%
Test for overall effect: Z=0.87 (P = 0.39)
Test for subgroup differences: Chi*= 0.05, df=1 (P=0.82), F= 0%

0.03 [0.41, 0.48]
0.22 [0.22, 0.67]
0.28 [0.17, 0.72)
0.78 [0.11, 1.68]
348.28 [296.25, 400.32)
0.81 [-1.14, 2.75]

0.57[0.11,1.03]
0.57 [0.11,1.03]

0.65 [-0.82, 2.12]
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4. Nausea and vomiting

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.4.1 Cancer
Johnson 2010 0.24 227 58 -0.22 227 29 26.9% 0.20 [-0.25, 0.65] o
Johnson 2010 026 22 60 -0.22 22 30 27.8% 0.22 [-0.22, 0.66] ™
Subtotal (95% CI) 118 59 54.8% 0.21[-0.10, 0.52] »
Heterogeneity: Tau*= 0.00; Chi*= 0.00, df=1 (P = 0.96); F= 0%
Test for overall effect: Z=1.31 (P=0.19)
1.4.2 HIV
Beal 1995 22 908 66 4 908 64  452% 0.20 [-0.15, 0.54] :
Subtotal (95% CI) 66 64 45.2% 0.20 [-0.15, 0.54]
Heterogeneity: Not applicable
Test for overall effect: Z=1.12 (P = 0.26)
Total (95% CI) 184 123 100.0% 0.20 [-0.03, 0.44]

Heterogeneity: Tau®= 0.00; Chi*= 0.00, df=
Test for overall effect: Z=1.72 (P = 0.09)

2(P=1.00)F=0%

Test for subgroup differences: Chi*= 0.00, df=1 (P = 0.96), F=0%

5. Pain reduction > 30%

N SR

NI T T T
Favours placebo Favours cannabinoids

Experimental Control Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.5.1 Cancer
Johnson 2010 12 58 6 29 20.2% 0.00 [-0.18,0.18] I —
Portenoy 2012 23 90 7 300 21.2% 0.02 [-0.15,0.20] I
Portenoy 2012 28 a8 7 30 20.3% 0.08 [-0.10, 0.26) T
Portenoy 2012 32 91 g 31 19.7% 0.09 [-0.08, 0.28) I
Johnson 2010 23 60 B 30 18.5% 0.18 [-0.01,0.37) —
Subtotal (95% CI) 387 150 100.0% 0.07 [-0.01, 0.16] _ g
Total events 118 34
Heterogeneity: Tau®= 0.00; Chi*= 2.32, df=4 (P = 0.68), F=0%
Test for overall effect. Z=1.80 (P = 0.07)
1.5.2 HIV
Subtotal (95% CI) 0 0 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicahle
Total (95% CI) 387 150 100.0% 0.07 [-0.01, 0.16] _ g
Total events 118 34
Heterogeneity: Tau®= 0.00; Chi*= 2.32, df= 4 (P = 0.68); F= 0% =_1 U= 5 B 055

Test for overall effect: Z=1.80 (P = 0.07)

Test for subgroup differences: Not apnlicable

6. Sleeping disorders

Favours placebo Favours cannabinoids

Cannabinoids Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
1.6.1 Cancer
Brishois 2011 -6 5.3 11 -1 5.3 10 20.8% -0.91[-1.81, 0.00] —
Johnson 2010 -0.57 6.99 60 -0.26 6.99 30 39.8% -0.04[-0.48, 0.39]
Johnson 2010 -0.24 0.07 58 -0.26 0.07 29 39.3% 0.28 [-0.16, 0.73] }
Subtotal (95% CI) 129 69 100.0% -0.09 [-0.62, 0.43]

Heterogeneity. Tau? = 0.13; Chi = 5.239, df = 2 (P = 0.07); I* = 63%

Test for owverall effect: Z = 0.35 (P = 0.72)

1.6.2 HIV

Subtotal (95% CI) 0
Heterogeneity. Not applicable

Test for owverall effect: Not applicable

Total (95% CI) 129

69 100.0%

Heterogeneity. Tau? = 0.13; Chi = 5.39, df = 2 (P = 0.07); I = 63%

Test for owverall effect: Z = 0.35 (P = 0.72)

Test for subgroup differences: Not applicable

Not estimable

-0.09 [-0.62, 0.43]
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7. Dizziness

Cannabinoids Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.7.1 Cancer
Brishois 2011 1 24 2 20 99% -0.06[-0.21,010] 1
Johnson 2010 7 60 2 30 16.0% 0.05[-0.07,0.17] -
Johnson 2010 7 58 1 29 204% 0.09[-0.02,0.19] T
Portenoy 2012 10 91 4 31 128%  -0.02[0.15012] I
Portenoy 2012 20 90 4 30 105% 0.09 [-0.06, 0.24] T
Portenoy 2012 21 a7 4 30 102% 0.11 [-0.04, 0.26] T
Strasser 2006 ] 95 3 24 11.1%  -0.03[-0.18,0.11) e
Strasser 2006 11 100 4 24 9.0% -0.06[-0.22, 010 .
Subtotal (95% CI) 605 218 100.0% 0.03 [-0.02, 0.08] »>
Total events 86 24
Heterogeneity: Tau®= 0.00; Chi*=6.34, df=7 (P = 0.50); F=0%
Testfor overall effect: Z=1.19 (P =0.23)
1.7.2 HV
Subtotal (95% CI) 0 0 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicahle
Total (95% CI) 605 218 100.0% 0.03 [-0.02, 0.08] L 2
Total events 86 24
Heterogeneity: Tau®= 0.00; Chi*= 6.34, df= 7 (P = 0.50); F= 0% ?_1 _0?5 3 0?5

Test for overall effect: Z=1.19 (P =0.23)
Test for subaroup differences: Not applicable

8. Mental health symptoms

Favours placebo Favours cannabinoids

Cannabinoids Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.8.1 Cancer
Brishois 2011 0 24 1 22 58% -0.05[-0.186,007]
Johnson 2010 1 58 0 29 206% 0.02 [-0.04, 0.08] ™
Johnson 2010 4 60 1 30 94% 0.03[-0.06,0.12] e
Portenoy 2012 1 91 2 il 96% -0.05[-0.14,60.04] T
Portenoy 2012 6 90 2 30 72% 0.00[-0.10,0.10] o
Portenoy 2012 1 a7 1 30 165%  -0.02[-0.09,0.05) =
Subtotal (95% CI) 410 172 69.1%  -0.01[-0.04,0.03]
Total events 13 7
Heterogeneity: Tau®*= 0.00; Chi*= 3.06, df=5 (P = 0.69); F= 0%
Test for overall effect: Z=0.40 (P = 0.69)
1.8.2 HIV
Abrams 2003 1 25 0 11 37% 0.04 [-0.10,0.18] I
Abrams 2003 1 21 0 21 51% 0.05[-0.07,0.17] T
Beal 1995 4 72 0 67 221% 0.06 [-0.00,0.11] -
Subtotal (95% CI) 118 99  30.9% 0.05[0.00, 0.10] 2 2
Total events 3} 0
Heterogeneity: Tau®= 0.00; Chi*= 0.05, df=2 (P =0.98);, F= 0%
Test for overall effect: Z= 2.06 (P = 0.04)
Total (95% CI) 528 271 100.0% 0.01 [-0.02, 0.04] ’
Total events 19 7
Heterogeneity: Tau®= 0.00; Chi*= 6.86, df= 8 (P = 0.55); F= 0% ?_1 _0?5 3 0?5

Test for overall effect: Z=0.81 (P =0.42)
Test for subgroup differences: Chi*= 3.76, df=1 (P = 0.05), F=73.4%

Favours placebo Favours cannabinoids



9. Health-related quality of life

Experimental Control

Std. Mean Difference

Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.9.1 Cancer

Brishois 2011 985 202 11 1018 202 10 4.5% -0.16[-1.01,0.70] —
Johnson 2010 56 576 58 477 576 29 16.8% 0.14 [-0.30,0.59] e
Johnson 2010 723 915 60 477 915 30 17.3% 0.27 [0.17,0.71] T
Strasser 2006 51 212 100 3 195 24 16.8% 0.10 [-0.35, 0.55)
Strasser 2006 1.1 192 95 3 185 24 16.7% -0.10[-0.55, 0.35] T
Subtotal (95% CI) 324 17 721% 0.09 [-0.13, 0.30] »>
Heterogeneity: Tau®*= 0.00; Chi*=1.67, df=4 (P=0.80); F=0%

Testfor overall effect Z=0.80 (P=0.42)

1.9.2 HIV

Beal 1995 -2.5 1054 66 0 1054 63 27.9% -0.24 [-0.58,0.11] =T
Subtotal (95% CI) 66 63 27.9% -0.24 [-0.58, 0.11] L 3
Heterogeneity: Not applicable

Testfor overall effect Z=1.33 (P=0.18)

Total (95% ClI) 390 180 100.0% -0.00 [-0.19,0.18]

Heterogeneity: Tau®= 0.00; Chi*= 4.09, df=5 (P = 0.54); F= 0%
Test for overall effect: Z=0.02 (P = 0.98)

Test for subaroup differences: Chi*= 242, df=1(P=012), F=58.7%

10. Tolerability: Drop out due to adverse events

Cannabinoids Placebo

Risk Difference

.
2 -1 1 2
Favours placebo Favours cannabinoids

Risk Difference

Study or Subgroup Events Total Events Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.10.1 Cancer

Brishois 2011 ] 24 8 22 21% 0.01 [-0.27,0.29] I S—
Johnson 2010 10 60 2 30 95% 0.10[-0.03,0.23] T
Johnson 2010 7 58 1 29 14.0% 0.09[-0.02,0.19] T
Portenoy 2012 13 91 6 3 6.6% -0.05[-0.21,0.11] 71
Portenoy 2012 25 90 5 30 61% 0.11 [-0.05, 0.27] T
Portenoy 2012 15 a7 5 30 B67% 0.01 [-0.15, 0.16] T
Strasser 2006 g 95 2 24 105% 0.00[0.12,012] I
Strasser 2006 11 100 3 24 T76% -0.01[0.16,013] —
Subtotal (95% CI) 605 220 63.0% 0.04 [-0.01, 0.09] »
Total events 98 32

Heterogeneity: Tau®= 0.00; Chi*=4.72,df=7 (P=0.69); F= 0%

Testfor overall effect Z=1.52 (P =0.13)

1.10.2 HIV

Abrams 2003 1 21 0 10  B1% 0.05[-0.11,0.21] I
Abrams 2003 2 25 0 11 6.3% 0.08[-0.08,0.24] T
Beal 1995 B 72 3 67 246% 0.04[-0.04,0.12] ™
Subtotal (95% CI) 118 88 37.0% 0.05[-0.02, 0.11]

Total events 9 3

Heterogeneity: Tau®= 0.00; Chi*=0.21,df=2 (P =0.90); F=0%

Test for overall effect: Z=1.40 (P = 0.16)

Total (95% CI) 723 308 100.0% 0.04 [0.00, 0.08] [ 2

Total events 107 35

Heterogeneity: Tau®= 0.00; Chi*= 4.96, df=10 (P = 0.89), F= 0% 5_1 0: 5 5 055

Test for overall effect. Z= 2.06 (P = 0.04)

Testfor subgroup differences: Chi*=0.03, df=1 {P=0.85), F=0%

Favours placebo Favours cannabinoids



11. Safety: Serious adverse events

Cannabinoids Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.11.1 Cancer
Brishois 2011 B 24 ] 22 28% -0.02[-0.28,0.23] e
Johnson 2010 13 60 4 30 T1% 0.08[-0.08,0.24] T
Johnson 2010 13 58 3 289 T7% 0.12[-0.03,0.27] T
Portenoy 2012 35 91 8 3 5.4% 0.13 [-0.06, 0.31] T
Portenoy 2012 28 90 8 30 53% 0.04 [-0.14,0.23] e
Portenoy 2012 18 a7 7 30 61%  -0.03[0.20,015] .
Strasser 2006 33 100 ] 24 40% -0.04[0.26,017] . m—
Strasser 2006 32 95 8 24 41% 0.00[0.21,0.21] — S—
Subtotal (95% CI) 605 220 42.5% 0.05[-0.02, 0.11] »
Total events 178 53
Heterogeneity: Tau®= 0.00; Chi*= 3.64,df=7 (P=0.82); F=0%
Testfor overall effect. Z=1.44 (P=0.15)
1.11.2 HIV
Abrams 2003 0 21 0 10 96% 0.00[-0.14,0.14]  —
Abrams 2003 1 25 0 11 8.8% 0.04[-0.10,0.18]  —
Beal 1995 B 72 0 67 391% 0.08[0.01,0.15] -
Subtotal (95% CI) 118 88 57.5% 0.06 [0.01,0.12] &
Total events 7 0
Heterogeneity: Tau®= 0.00; Chi*=1.24,df=2 (P=0.54); F=0%
Test for overall effect: Z=2.18 (P = 0.03)
Total (95% CI) 723 308 100.0% 0.06 [0.01, 0.10] L2
Total events 185 53
Heterogeneity: Tau®= 0.00; Chi*=4.99, df=10 (P =0.89), F= 0% 1_1 0: 5 5 055

Test for overall effect: Z= 2.60 (P = 0.009)

. i Favours placebo Favours cannabinoids
Testfor subgroup differences: Chi*=0.11, df=1 {P=0.74), F=0%



