e-Figures 1- 22

Risk of Bias

Cannabis Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Abrams 2007 5 2.256 25 54 2.032 25 28%  -0.40[1.58, 079 T
Berman 20043 6.1 2256 46 B8 2.032 24 35%  -0.80[1.84,0.24] b
Berman 2004b 6.3 2256 a7 B8 2.032 24 3E%  -0.60[1.64, 0.44] I
Blake 2006 48 25B3 30 5.3 2.4B1 24 23%  -0.50[1.85 085 T
Callin 2010 -1.22 2407 167 -1.14 2399 170 945%  -0.08 [0.58,0.43] -
Caorey-Bloorm 2012 0.834 1.327 30 1152 1.552 30 B1%  -0.32[1.05 0.41] -
de Vries 2017 24 2728 21 38 242 29 24%  -110[F2.41,0.21] a—
Ellis 2009 -1 2734 14 -0.9 2088 14 1.3%  -010[1.90,1.70] I E—
Karst 2003 -1.7 0995 9 0.2 0.968 10 4E% -1890[2.78,-1.02] —
Langford 2013 454 224 167 473 226 172 102%  -019[-067, 0.29] -
Leocani 2015 -0.53 229 15 -1.84 3.8 19  1.0% 1.31 [-0.75, 3.37] —
Malik 2017 375 189 T 885 189 6 1.0% -1.80[3.86 0.26] r
Markova 2018 -3.2 2407 53 1.8 2.389 53 44% -1.40[2.31,-0.49] —
Maotcutt 20043 502 345 6 503 466 B 032%  -0.01[4.70, 4.68]
Maotcutt 2004h 361 391 6 503 466 B 032% -1.42[6.29 3.458]
Motcutt 2004c 404 303 6 503 466 B 032% -0.99[5.44, 3.46]
Murmikka 2007 56 12.835 63 6.6 2.009 62 48% -1.10[1.96,-0.24] i
Rog 2005 3.85 2125 33 496 2.208 32 34%  -1.11[2.16,-0.06] ]
Schimrigk 2017 -1.82 201 124 181 194 114 97%  -0.11 061, 0.39] -
Selvarajah 2010 516 2149 19 6818 24 14 1.48%  -0.03[F1.71,1.68] .
Skrabek 2008 -08 2711 19 075 1.273 18 1.9%  -1.25[2.74,0.24] —
Svendsen 2004 -1 1.509 12 0.3 0.755 12 41% -1.30[2.25,-0.35] —
Toth 2012 -2.81 1.839 13 -1.54 1.883 13 1.9%  -1.27[2.74,0.20 —
Turcotte 2015 445 2183 7 56 2.284 T 08%  -1.10[3.44,1.24] -
van Amerongen 2017 -1.02 2.563 12 -0.21 2.461 12 11%  -0.81[2.82,1.200 e
Wade 20033 38 249 20 4.4 32 7 0E6% -0.60[-3.29 2.09] I
Wade 2003h 38 28 20 4.4 32 7 0B% -080[357,1.77] —
Wade 2003¢ 349 249 20 4.4 32 7 06% -050[3189 219] —
Wade 2004 -1.144 2563 18 -2.017 2.461 18 1.6% 0.87 077, 2.51] b —
Ware 2010 5.4 1.7 22 6.1 1.6 21 39%  -0.70 [1.69, 0.29] i
Wieber 2010 31 2256 14 4 2032 13 1.6%  -080[252 0.72] 1
Wissel 2006 4 2563 11 6 2461 11 1.0%  -2.00[4.10,0.10]
Zadikoff 2011 3.84 2563 7436 2461 7 0E%  -052[3152.11] —
Zajicek 2012 41 29 143 4.7 3 134 B65%  -0.60[1.30,0.10] ]
Total (95% CI) 1218 1127 100.0% -0.63 [-0.85, -0.42] L

Heterogeneity. Tau®= 0.06; Chi®= 3944 df=33(FP=020), F=16%
Testfor overall effect: £=5.73 (P = 0.00001)

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)

(G) Other bias

\
4 2 0 2

Favours [cannabis] Favours [control]

Legend

Low risk of bias

High risk of bias

Unclear risk of bias

e-Figure 1. Forest plot of medical cannabis (intervention) versus placebo (control) for
chronic non-cancer pain (0-10 visual analogue scale, higher score more pain); all
included studies at the longest duration of follow-up.
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e-Figure 2. Funnel plot of medical cannabis (intervention) versus placebo (control) for
chronic non-cancer pain to assess for publication bias); all included studies at the
longest duration of follow-up. Effect estimates (mean difference MD) is on the x-axis,
study precision (standard error, SE) is on the y-axis.



Cannabis Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDEFG
1.1.1 pain (all types) 1-14d

Abrams 2007 5 2256 25 54 2.032 25 3E%  -0.40[1.58, 079 b
Berman 20043 6.1 2256 46 B8 2.032 24 47%  -0.80[1.84,0.24] T
Berman 2004b 6.3 2256 a7 B8 2.032 24 48%  -060[1.64, 0.44] T
Caorey-Bloorm 2012 0.834 1.327 30 1152 1.552 30 9E6%  -0.32[1.05 0.41] T
Ellis 2009 -1 2734 14 -0.9 2088 14 1.6%  -010[1.90,1.70] —
Karst 2003 -1.7 0995 9 0.2 0.968 10 B.E% -1890[2.78,-1.02] i
Langfard 201 3(2w) 525 184 167 545 187 172 297%  -0.20[-062 022 -
Maoteutt 20043 502 355 B 503 466 B 02%  -0.01[4.70, 4.68]

Maoteutt 2004k 361 391 B 503 466 B 02% -1.42[6.29 3.45]

Maoteutt 2004c 404 303 B 503 466 B 03% -0.99[544, 3.46]

Murmikko 2007 (2w) 61 263 63 BE 2.01 62 F.7%  -080[1.32 032] - T
Rog 2006(2w) 349 23 33 5 226 32 42%  -110[F2.21,001] —
Schimrigk 201 7{2w) 516 2266 1324 56 2.032 114 173%  -0.45[098, 0.09] -
Wade 20033 38 249 20 4.4 3.2 7 07% -0.60[-3.29 2.09] . R
Wade 2003h 34 28 20 4.4 3.2 7T 07% -0D80[357,1.77] .
Wade 2003¢c 349 249 20 4.4 3.2 7T 07%  -040[319,219] e E—
Ware 2010 5.4 1.7 22 6.1 1.6 21 53%  -0.70 [1.69, 0.29] —
Weber 2010 31 2256 14 4 2032 13 20%  -080[252 0.72] ——
Subtotal (95% CI) 672 580 100.0% -0.54 [-0.76, -0.31] +

Heterogeneity. Tau®= 0.00; Chi*=14.20, df =17 (P = 0.68), F=0%
Testfor overall effect: £=4.62 (P = 0.00001)

1.1.2 pain (all types) 2-8w

Blake 2006 48 2563 30 5.3 24681 24 41%  -0.50([-1.85 0.85] -1
deVries 2017 24 2128 1 35 242 29 43%  -110[2.41,0.21] I
Langford 2013(8w) 445 248 167 488 1487 172 234%  -0.43[-0.92 0.08] -
Leocani 2015 -0.53 229 15 -1.84 3.8 19  1.8% 1.31 [-0.75, 3.37] I

Malik 2017 375 189 7553 188 B 1.8% -1.80[-3.86 0.26] B
Murmikko 2007 (8w) 445 2835 63 6.6 2.009 62 93%  -110[1.96,-0.24] I

Rog 2005(8w) 385 2125 33 498 2208 32 BA%  -1.11[Z.16,-0.08] I
Schimrigk 201 7(8w) 43 2563 124 475 2461 114 156%  -0.45[1.09,0.19] -
Skrabek 2008(8w) -2.04 1.936 15 0B 212 18 39% -1.44[2.83,-0.09] I
Svendsen 2004 -1 1.409 12 0.3 0755 12 7.8% -1.30[2.25-0.39] I
Turcotte 2015(8w) 52 2563 7 6 2461 To11%  -0.80([-3.43 1.83)] —
wan Amerongen 2017 -1.02 2563 12 -0.21 2461 12 19%  -0.81[-2.821.20] -1
Wade 2004 -1.144 2563 18 -2.017 2.461 18  28% 0.87 [F0.F7, 2.51] T
Wissel 2006 4 2563 11 6 2461 11 1.7%  -2.00[-410,010]

Zadikoff 2011 3.84 2563 7436 2481 Tooo11%  -052[-3.15 2.11)] -1
Zajicek 201 2(8w) 41 28 143 4.6 32 134 130% -050[-1.21,0.21] -
Subtotal (95% Cl) 685 677 100.0% -0.68 [-0.96, -0.40] 4

Heterogeneity. Tau®= 0.02; Chi®*=16.22, df=15{F=037), F=8%
Testfor overall effect: Z=4.80 (P = 0.00001)

1.1.3 pain (all types) 2-6m

Collin 2010 -1.22 2407 167 114 2399 170 203%  -0.08 [-0.59, 0.43] -
Langford 2013(6rm) 454 224 167 473 226 17 217% -019 067, 0.29] -
Markova 2018 -3.2 2407 43 -1.8 2.389 53 9.48%  -140[2.31,-0.44] —
Schimrigk 201 7iEm) -1.892 201 124 181 1484 114 207%  -0.11 061, 0.39] -
Selvarajah 2010 516 219 15 419 24 14 3.4%  -0.03[1.71,1.65] 1
Skrabek 2008(6m) -0s 271 15 075 1273 18 42% -1.25[-2.74,0.24] T
Toth 2012 -2.81 1.839 13 -1.54 1.983 13 43% -1.27[F2.74,0.20] T
Turcotte 2015(Em; 445 2183 7 5.6 2.284 Too18%  -110[3.44,1.24] _
Zajicek 201 2{6m) 41 29 143 4.7 3 134 141%  -0.60[-1.30,0.10] ]
Subtatal (95% CI) 704 695 100.0% -0.43[-0.75,-0.10] L ]

Heterogeneity, Tau®= 0.06; Chi*=11.36, df=8 (P=018); F=30%
Testfor overall effect: 2= 2.60 (P = 0.009)

4 20 21 4
Favours [cannabis] Favours [control]

Testfor subgroup differences: Chi*=1.46 df=2 (P =0.48), F=0%
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of paricipants and personnel (performance bias)

(D) Blinding of cutcome assessment (detection bias)

(E) Incomplete cutcome data (attrition bias)

(F) Selective reporing (reporting bias)

(G) Other bias

e-Figure 3. Forest plot of medical cannabis (intervention) versus placebo (control) for
chronic non-cancer pain (0-10 visual analogue scale, higher score more pain) by
duration of follow-up.
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e-Figure 4. Funnel plot of medical cannabis (intervention) versus placebo (control) for
chronic non-cancer pain by duration of treatment, to assess for publication bias. Effect
estimates (mean difference MD) is on the x-axis, study precision (standard error, SE) is

on the y-axis.



Cannabis Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDEFG
2.1.1 pain Oromucosal 1-14d

Berrman 20043 B.1 2256 46 6.8 2032 24 B8%  -0.80[-1.84, 024 —— ?
Berman 2004b 6.3 2.256 a7 6.8 2032 24 BY%  -0.60[1.64, 0.44] b &
Langfard 201 3{2w) 525 184 167 545 197 172 §91%  -0.20[-0.62 0.22] » ?
Motcutt 20043 502 355 6 503 468 B 04%  -0.01[-4.70, 4.68] &
Motcutt 2004k 361 33 B 503 466 B 04% -1.42[6.29, 3.45] o
Motcutt 2004c 404 303 6 503 468 B 05% -0.99[-544 3.46] ?
Murrmikko 2007 (2w) 61 263 63 66 201 62 14.2%  -0.50[1.32 032 — o
Rog 2005(2w) 34 23 33 5 228 32 F8%  -1.10[2.21,001] B @
Wade 2003a 38 249 20 4.4 3z 7 1.3% -0.60[-3.29,2.009] — 1 @
Wade 2003k 34 28 20 4.4 32 7T 1.3%  -080[-357,1.77] e 1 ®
Wade 2003c 34 249 20 4.4 3z 7T 1.3% -0.50[-3.19,2.19] I E— ]
Subtotal (95% CI) 434 353 100.0% -0.43 [-0.74, -0.12] ¢

Heterogeneity. Tau®= 0.00; Chi®= 3.58, df=10 (P = 0.96); F= 0%
Testfor overall effect Z=2.71 (P =0.007)

2.1.2 pain Oral 1-14d

karst 2002 -1.7 0.995 9 0.2 0968 10 3545%  -1.90[2.78 -1.07] —&—
Schimriok 201 7{2w) 518 2256 124 56 2032 114 423%  -045[-0.99 0.09] -
Wieber 2010 31 2256 14 4 2032 13 222% -090[252 077 —
Subtotal (95% CI) 147 137 100.0%  -1.07 [-2.11, -0.02] -

Heterogeneity: Tau® = 0.59; Chi*=7.49, df=2 (P =0.02); F=73%
Testfor overall effect £=2.00 (P =0.04)

2.1.3 pain Smoked 1-14d

Ahrams 2007 5 2.256 24 5.4 2.032 25 18.0%  -0.40[-1.59,0.79] —
Corey-Bloom 2012 0834 1.327 30 1.1482 1.852 30 478%  -0.32[1.05 0.41] -
Ellis 2009 -1 2734 14 -0.8 2088 14 7.49%  -010[1.90,1.70] T
Ware 2010 5.4 1.7 22 6.1 1.6 21 26.3%  -0.70[-1.69, 0.29] —=T
Subtotal (95% CI) 91 90 100.0%  -0.42[-0.92,0.09] L

Heterogeneity: Tau®=0.00; Chi*= 051, df= 3 (P=092); F=0%
Testfor overall effect £=1.61 (P=0.11)

,
4 2 0 2 4
Favours [cannabis] Favours [control]

Testfor subgroup differences: Chi*=1.37, df= 2 (P = 0.50), F= 0%
Risk of bias legend

(A)Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

e-Figure 5. Forest plot of medical cannabis (intervention) versus placebo (control) for
chronic non-cancer pain (0-10 visual analogue scale, higher score more pain) at 1-14
days follow-up, stratified by route of administration.
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e-Figure 6. Funnel plot of medical cannabis (intervention) versus placebo (control) for
chronic non-cancer pain at 1-14 days follow-up by route of administration, to assess for
publication bias. Effect estimates (mean difference MD) is on the x-axis, study precision

(standard error, SE) is on the y-axis.



Cannabis Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDEFG
2.2.1 pain Oromucosal 2-8w
Blake 2006 48 25B3 30 5.3 2.4B1 24 127%  -0.50[1.85, 0.858) i
Langfaord 201 3(3w) 445 253 167 488 187 172 321%  -0.43[-0.82 0.08] 5
Leocani 2015 -0.53 229 15 -1.84 3.8 19  B.E% 1.31 [-0.75, 3.37] I e —
Murmikko 2007 (8w) 55 2835 63 B.E 2.009 2 21.6% -1.10[1.96,-0.24] —
Rog 2005(8w) 3.85 2125 33 496 2208 32 174% 1.1 [2.16,-0.08] ]
Wade 2004 -1.144 2563 18 -2.017 2461 18 945% 0.87 077, 2.51] o
Subtotal (95% CI) 326 327 100.0%  -0.46 [-1.04, 0.11] e
Heterogeneity: Tau®= 021, Chi*= 886, df=5{F=0.11); F= 44%
Testfor overall effect. Z=1.88(F=0.11)
2.2.2 pain Oral 2-8w
de Vries 2017 24 228 21 38 242 9 TE%  -110F2.41,0.21] —
Malik 2017 375 189 T 885 189 B 31%  -1.80[-3.86, 0.26] r
Schimrigk 201 7{8w) 43 2563 124 475 2461 114 321%  -0.45[1.09,019] —=r
Skrabek 2008(8w) -2.04 1.936 149  -06 2121 18 6.8% -1.44 [2.83,-0.08] ——
Svendsen 2004 -1 1.509 12 0.3 0.755 12 14.4% -1.30[2.25,-0.35] —
Turcotte 2015(8w) 52 1563 7 6 2.461 T 18%  -0.80[-3.43 1.83] —
van Amerongen 2017 -1.02 2.563 12 -0.21 2.461 12 32%  -0.81[2.821.200 I
Wissel 2006 4 2563 11 6 2.461 11 3.0%  -2.00[4.10,0.10]
Zadikoff 2011 3.84 2563 7436 2461 Too18% -052[3152.11] e
Zajicek 201 2{8w) 41 28 143 4.6 32 134 260%  -050[1.21,021] =T
Subtotal (95% CI) 359 350 100.0% -0.81[-1.17,-0.45] +
Heterogeneity. Tau®= 0.00; Chi*=6.11, df=9 (P=073), F=0%
Testfor overall effect: £= 438 (P = 0.0001)
, , ,
} t }

,
4 20 1 4

) i Favours [cannabis] Favours [control]
Testfor subgroup diferences: Chi®= 098 df=1 {FP=032), F=0%

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

e-Figure 7. Forest plot of medical cannabis (intervention) versus placebo (control) for
chronic non-cancer pain (0-10 visual analogue scale, higher score more pain) at 2-8

weeks follow-up, stratified by route of administration.
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e-Figure 8. Funnel plot of medical cannabis (intervention) versus placebo (control) for
chronic non-cancer pain at 2-8 weeks follow-up by route of administration, to assess for
publication bias. Effect estimates (mean difference MD) is on the x-axis, study precision

(standard error, SE) is on the y-axis.



Cannabis Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDEFG
2.3.1 pain Oromucosal 2-6m
Collin 2010 -1.22 2407 167 -1.14 2399 170 34.6% -0.08 [-0.59, 0.43] i Ll . B ...
Langfard 201 3(6m) 454 224 167 473 226 172 364%  -019[067,029] Q00008
Markowa 2018 =32 2407 53 -1.8 2.399 53 206% -1.40[-2.31,-0.49] = -1 . i . -1
Selvarajah 2010 216 218 15 518 241 14 86% -0.03[1.71,1.69] T 122072000
Subtotal (95% CI) 402 409 100.0%  -0.39 [-0.93,0.15] L
Heterogeneity: Tauw®= 0.15; Chi*= 6.96, df= 3 (P = 0.09); F= 54%
Testfor averall effect: £=1.40{F=0.16)
2.3.2 pain Oral 2-6m
Schimrigk 201 F(6m} -1.82 201 124 181 1584 114 498% -0.11 061, 0.39] L3
Skrabek 2008{6m;) -0.5 2711 18 0.7 1.273 18 7.9% 1251274, 0.24] T
Toth 2012 -2.81 1.8349 13 -1.54 14983 13 8.2% -1.27 2,74, 0.20] T
Turcotte 2015(6m) 445 2183 7 56 2.284 T33% -110[-3.44,1.24] — —
Zajicek 201 2{6m) 41 29 143 47 3 134 308% -0.60 [-1.30, 0.10] —iH
Subtotal (95% CI) 302 286 100.0% -0.48 [-0.91, -0.05] L 2
Heterogeneity: Tau?=0.03; ChifF=4.52 df=4 (P=034), F=11%
Testfor overall effect Z=217 (P=0.03)

G2 b 1 4

Test for subgroup differences: Chi*=0.07, df=1 {(F=0.80), F=0%
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

Favours [cannabis]

Favours [control]

e-Figure 9. Forest plot of medical cannabis (intervention) versus placebo (control) for

chronic non-cancer pain (0-10 visual analogue scale, higher score more pain) at 2-6

months follow-up, stratified by route of administration.
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e-Figure 10. Funnel plot of medical cannabis (intervention) versus placebo (control) for
chronic non-cancer pain at 2-6 months follow-up by route of administration, to assess for
publication bias. Effect estimates (mean difference MD) is on the x-axis, study precision

(standard error, SE) is on the y-axis.
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Cannabis Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDEFG
3.1.1 Neuropathic/chronic pain other than MS 1-14d

Abrarns 2007 5 2256 25 54 2032 25 93%  -0.40[-1.58,0.79] T
Berman 2004a 6.1 2.256 46 6.8 2032 24 121%  -0.80[-1.84,024] I
Berman 2004k 6.3 2.286 47 6.9 2032 24 122%  -0.60[1.64, 0.44] T
Ellis 2009 -1 2734 14 -0.8 2088 14 41%  -0.10[-1.90,1.70] .
Karst 2003 -1.7 0.995 g 0.2 0968 10 16.8% -1.90[2.78,-1.02] —

Motcutt 20043 502 355 6 503 468 6 06% -0.01[4.70, 4.68]

Motcutt 2004k 361 38 6 503 468 B 06% -1.42[6.29, 3.45]

Motcutt 2004c 404 303 B 503 468 B 07% -0.99[-544 3.46]

Murrmikko 2007 (2w 61 263 63 66 201 G2 19.6%  -0.50[-1.32 032 T
Wade 2003a 3.8 249 20 4.4 32 7 1.8% -0.B0[-3.29,2.009] I —
Wade 2003h 34 28 20 4.4 3z 7T 1.8% -080[-3.57,1.77] —— —
Wade 2003c 3.4 249 20 4.4 32 7 1.8%  -0.50[-3.19, 2.19] T
Wiare 2010 5.4 1.7 22 6.1 1.6 21 135%  -0.70[-1.69,0.29] —
Weher 2010 31 2258 14 4 2032 13 50% -080[252 072 ——
Subtotal (95% CI) 318 232 100.0% -0.82[-1.18, -0.46] +

Heterogeneity: Tau®=0.00; Chi*= 791, df=13 (P=0.88); F=0%
Testfor overall effect: 2= 4.43 (P = 0.00001}

3.1.2 Multiple sclerosis pain 1-14d

Corey-Bloom 2012 0834 1.327 30 1.152 1.852 30 15.8%  -0.32[-1.05, 0.41] =
Langford 201 3(2w) 525 184 167 545 197 172 488%  -020[-062 022] =
Rog 2005 (2w) 34 23 33 5 126 32 69%  -1.10[2.21,001] B
Schimrigk 2017 {2w) 516 2286 124 5.6 2032 114 285%  -045[-0.99 009] -
Subtotal (95% CI) 354 348 100.0%  -0.35 [-0.64, -0.06] 4

Heterogeneity: Tau®=0.00; Chi*= 239, df=3 (P=049); F=0%
Testfor overall effect: Z=2.37 (P =0.02)

4 20 2 4
Favours [cannabis] Favours [control]

Testfor subgroup diferences: Chi*=3.90, df=1 (P =008, F=74.4%
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

e-Figure 11. Forest plot of medical cannabis (intervention) versus placebo (control) for
chronic non-cancer pain (0-10 visual analogue scale, higher score more pain) at 1-14

days follow-up, stratified by pain condition.
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e-Figure 12. Funnel plot of medical cannabis (intervention) versus placebo (control) for
chronic non-cancer pain at 1-14 days follow-up by pain condition, to assess for
publication bias. Effect estimates (mean difference MD) is on the x-axis, study precision

(standard error, SE) is on the y-axis.
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Cannabis Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDEFG
3.2.1 Neuropathic pain other than MS 2-8w

de Vries 2017 24 228 7 35 247 29 205%  -1.10[F2.41,0.21] —= @r0000"
Malik 2017 375  1.89 7 555 1.89 6 8.3%  -1.80[3.86,0.26] —_— 27
Murmikka 2007 (Bw) 55 2835 A3 6.6 2008 62 47.7% -1.10[1.96, -0.24] -+ 2000082
Skrabek 2008(Ew) 204 1936 15 -06 2121 18 18.4%  -1.44 [2.83,-0.05] —= ? 222
Zadikof 2011 384 2563 7 436 2461 T 51%  -0.52[315 2.11] —_—r 092200
Subtotal (95% CI) 113 122 100.0% -1.19[-1.79, 20.60] ® 3

Heterogeneity: Tau®= 0.00; Chi*= 077, df=4 (P=0.94), F= 0%
Test for overall effect: Z=3.93 (P = 0.0001)

3.2.2 Multiple sclerosis pain 2-8w

Langford 2013(8w) 445 248 167 488 197 172 250%  -0.43[-0.92 0.06] "
Leocani 2015 -0.53 229 15 -1.84 38 19 3.0% 1.31 [-0.74, 3.37] T
Rog 2005(8w) 385 2125 33 486 2208 a2 98%  -1.11 216, -0.06] ]
Schimrigk 2017 (3w) 43 2563 124 475 2461 114 197%  -0.45[1.09,0.19] -
Svendsen 2004 -1 1.409 12 03 0755 12 11.58%  -1.30[F2.25,-0.35) -
Turcotte 2015(8w) 5.2 2563 7 6 2461 7 1.9%  -0.80[3.43 1.83] -
van Amerongen 2017 -1.02 2.563 12 -0.21 2.461 12 32%  -0.81 F2.82,1.200 -1
Wade 2004 -1.144 2863 18 -2.017 2461 18 4 6% 0.87 [0.77, 2.51] 1T
Wissel 2006 4 24562 11 6 2461 11 209%  -2.00[4.10,010] —
Zajicek 2012{8w) 41 28 142 46 22134 173%  -050[1.21,0.21] -7
Subtotal (95% CI) 542 531 100.0% -0.57 [-0.94, -0.19]

Heterogeneity, Tau®= 008, ChiF=11.73,df =9 (P=023); F=23%
Test for overall effect: =298 (F=0.003)

3.2.3 Rheumatoid arthritis pain 2-8w

Blake 2006 48 2563 3 83 2461 24 100.0%  -0.50[1
Subtotal (95% CI) 30 24 100.0%  -0.50 [1.
Heterogeneity: Mot applicable

Test for overall effect Z=073 (P =047)

85 t 079072002
85]

4 2 0 2 4
. i Favours [cannabis] Favours [control]
Testfor subgroup diferences: Chif= 318, df=2 (P=0.20), F=371%

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

e-Figure 13. Forest plot of medical cannabis (intervention) versus placebo (control) for
chronic non-cancer pain (0-10 visual analogue scale, higher score more pain) at 2-8
weeks follow-up, stratified by pain condition.
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e-Figure 14. Funnel plot of medical cannabis (intervention) versus placebo (control) for
chronic non-cancer pain at 2-8 weeks follow-up by pain condition, to assess for
publication bias. Effect estimates (mean difference MD) is on the x-axis, study precision

(standard error, SE) is on the y-axis.
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Cannabis Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDEFG
3.3.1 Neuropathic pain other than MS 2-6m
Selvarajah 2010 516 219 15 519 241 14 280% -0D03[F1.71,1.69] —— 722072000
Skrabek 2008(Em) -0s 2T 15 075 1.273 18 35.5%  -1.25[2.74,0.24] — & »Y 4 L.
Toth 2012 -2.81 1.8349 13 -1.54 1.4983 13 366% =127 [2.74,0.20] —&— 5 .. ? ...
Subtotal {95% CI) 43 45 100.0% -0.92 [-1.80, -0.03] <
Heterogeneity: Tau®*=0.00; Chi*=1.48, df=2 (P=0.48); F= 0%
Testfor averall effect: 2= 2.02 {F = 0.04)
3.3.2 Multiple sclerosis pain 2-6m
Collin 2010 -1.22 2407 167 -1.14 2399 170 229% -0.08 [-0.59, 0.43] -
Langfard 201 3(6m) 454 224 167 473 226 172 245% -019 067, 0.29] -
Markowa 2018 -3.2 2407 53 -1.8 2.399 53 11.0% -1.40[-2.31,-0.49] —
Schimrigk 201 7(8m) -1.82 201 124 181 1894 114 234% -0.11 061, 0.39] L
Turcotte 2015(6m) 445 2183 7 56 2.284 Too24%  -110[-3.44,1.24] -
Zajicek 201 2{6m) 41 29 143 47 3134 161% -0.60 [-1.30, 0.10] T
Subtotal (95% CI) 661 650 100.0% -0.36 [-0.71, -0.02] L]
Heterogeneity: Tau®= 007, Chif= 818 df=5 (P =0.158), F=39%
Testfor overall effect Z=2.05 (F=0.04)

, , ,

Testfor subgroup differences: Chi*=1.28, df=1 {P=026), F=221%

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

4 -2 0 2
Favours [cannabis]

Favours [control]

e-Figure 15. Forest plot of medical cannabis (intervention) versus placebo (control) for

chronic non-cancer pain (0-10 visual analogue scale, higher score more pain) at 2-6

months follow-up, stratified by pain condition.
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e-Figure 16. Funnel plot of medical cannabis (intervention) versus placebo (control) for
chronic non-cancer pain at 2-6 months follow-up by pain condition, to assess for
publication bias. Effect estimates (mean difference MD) is on the x-axis, study precision

(standard error, SE) is on the y-axis.
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Cannabis Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean S0 Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDEFG
2.1.1 pain Ajulemic acid 1-14d
Karst 2003 A7 0895 9 02 0868 10 100.0%  -1.80[2.78,-1.07] ! L LT LT Bl
Subtotal (95% CI) 9 10 100.0% -1.90[-2.78, -1.02]
Heterogeneity: Mot applicable
Test for averall effect: 2=4.21 (P = 0.0001)
2.1.2 pain THC&CBD 1-14d
Berman 2004a 6.1 2.256 46 6.9 2032 24 10.0% -0.80 [-1.84, 0.24] T
Langfard 201 3(2w) 525 184 167 545 197 172 B289%  -020[062, 027 [ ]
Motcutt 2004c 4.04 303 6 503 466 G 0.6% -0.99 [5.44, 3.46]
Murmikko 2007 (2w) 6.1 263 B3 BB 201 62 16.2% -0.580 [-1.32, 0.32] T
Rog 2005(2w) 3.9 2.3 33 5 226 32 8.9% 110 F2.21, 0.01] ]
Wade 2003c 3.9 249 20 14 3.2 T 1.5% -0.80 [-3.19, 2.19] —
Subtotal (95% CI) 335 303 100.0% -0.40 [-0.73, -0.07] 4
Heterogeneity: Tau? = 0.00; Chi®= 311, df=5 (P =0.68), F=0%
Testfor overall effect Z=2.36 (FP=0.02)
2.1.3 pain THC 1-14d
Abrams 2007 A 2.2568 25 5.4 2032 25 14.0% -0.40 [-1.59, 0.79] T
Berman 2004h 6.3 2256 47 6.9 2032 24 18.5%  -DBO[1.64, 0.44] T
Corey-Bloom 2012 0.834 1327 30 1.142 1.552 0 3T3% -0.32 1.0, 0.41] —
Ellis 2009 -1 2734 14 -09 2088 14 B1%  -010[1.90,1.70] . —
Motcutt 2004k 361 391 6 503 466 G 0.8% -1.42 [-6.29, 3.49]
Wade 2003k 3.8 28 20 44 3.2 7 28%  -090[3.57,1.77] —
Ware 2010 5.4 1.7 22 6.1 1.6 21 20.5% -0.70 [-1.69, 0.29] —T
Subtotal (95% CI) 164 127 100.0% -0.47 [-0.92, -0.03] ’
Heterogeneity: Tau®= 0.00; Chi®= 086, df=6 (P =0.99); F= 0%
Testfor overall effect: 2= 2.07 (P=0.04)
2.1.4 pain CBD 1-14d
Motcutt 2004 5.02 355 6 503 466 6 248% -0.01 [4.70, 4.68]
Wade 2003a 3.8 249 20 14 3.2 T OTA2% -0.60 [-3.29, 2.09] —.'—
Subtotal (95% CI) 26 13 100.0% -0.45[-2.79,1.88] i
Heterogeneity: Tau®= 0.00; Chi®= 005, df=1 (P =0.83), F=0%
Testfor overall effect Z=038(F=070)
2.1.5 pain Dronabinol 1-14d
Schimrigk 2017¢2w) 515 2286 124 66 2.0327 114 908%  -0.45[0.89 009] [ | 00000
Weher 2010 a1 2256 14 4 2032 13 102%  -0.80 252, 073 —— L 11 1 B B
Subtotal (95% CI) 38 127 100.0%  -0.50 [-1.01, 0.02] &
Heterogeneity, Tau®= 0.00; Chi*= 027, df=1 {P=061), F=0%
Test for averall effect: £=1.88 (P = 0.068)

Testfor subgroup differences: Chi*=9.82 dfi=4 {(P=004), F=59.7%

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

-4

Favours [cannabis]

,
2 0 2 1
Favours [control]

e-Figure 17. Forest plot of medical cannabis (intervention) versus placebo (control) for
chronic non-cancer pain (0-10 visual analogue scale, higher score more pain) at 1-14

days follow-up, stratified by type of drug.
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e-Figure 18. Funnel plot of medical cannabis (intervention) versus placebo (control) for
chronic non-cancer pain at 1-14 days follow-up by type of drug, to assess for publication
bias. Effect estimates (mean difference MD) is on the x-axis, study precision (standard

error, SE) is on the y-axis.
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Cannabis Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean 5D Total Mean §D Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDEFAG
4.2.1 pain THC&CBD 2-8w
Blake 2006 48 25B3 30 5.3 2.4B1 24 127%  -0.50[1.85, 0.858) i
Langfaord 201 3(3w) 445 253 167 488 187 172 321%  -0.43[-0.82 0.08] 5
Leocani 2015 -0.53 229 15 -1.84 3.8 19  B.E% 1.31 [-0.75, 3.37] I e —
Murmikko 2007 (8w) 55 2835 63 B.E 2.009 2 21.6% -1.10[1.96,-0.24] —
Rog 2005(8w) 3.85 2125 33 496 2208 32 174% 1.1 [2.16,-0.08] ]
Wade 2004 -1.144 2563 18 -2.017 2461 18 945% 0.87 077, 2.51] o
Subtotal (95% CI) 326 327 100.0%  -0.46 [-1.04, 0.11] e
Heterogeneity: Tau®= 021, Chi*= 886, df=5{F=0.11); F= 44%
Testfor overall effect. Z=1.58(F=0.11)
4.2.2 pain THC 2-8w
de Vries 2017 24 228 21 38 242 29 206%  -110[F2.41,0.21] =T
van Amerongen 2017 -1.02 2.563 12 -0.21 2.461 12 8.8%  -0.81[2.821.20 71
Zajicek 201 2(8w) 41 28 143 4.6 32 134 TFOE%  -0480[1.21,021] i
Subtotal (95% CI) 176 175 100.0% -0.65[-1.25, -0.05] . J
Heterogeneity. Tau®= 0.00; Chi*= 065, df=2 (F=072), F=0%
Testfor overall effect. Z=2.14 (F=0.03)
4.2.3 pain Nabilone 2-8w
Skrabek 2008(8w) -2.04 1.936 149  -06 2121 18 58.4% -1.44[2.83,-0.058] ——
Turcotte 2015(8w) 52 1563 7 6 2.461 7 1632%  -0.80[-3.43 1.83] e
Wissel 2006 4 2563 11 6 2.461 11 254%  -2.00[4.10,0.10] . —
Subtotal (95% CI) 33 36 100.0% -1.48[-2.54,-0.42] -
Heterogeneity. Tau®= 0.00; Chi*= 050, df=2 (P=0.78), F=0%
Testfor overall effect: £=2.74 (P = 0.008)
4.,2.4 pain Dronabinol 2-8w
Malik 2017 375 1.89 T 5535 189 B BE%  -1.80[-3.86 0.26] E—
Schimrigk 201 7{8w) 43 2563 124 475 2461 114 B01%  -0.45[-1.09,019] i
Svendsen 2004 -1 1.509 12 0.3 0.755 12 292% -1.30[2.25,-0.35] ——
Zadikoff 2011 3.84 2563 7436 2461 Too41%  -052[315 2.11] -1
Subtotal {95% CI) 150 139 100.0% -0.79 [1.33, -0.26] L 2
Heterogeneity. Tau®= 0.02; Chi*= 314, df=3 (P=037), F=5%
Testfor overall effect: £= 2.90 (P = 0.004)
} } t }
-4 -2 0 2 4
) i Favours [cannabis] Favours [control]
Testfor subgroup differences: Chi®= 285 df=3(FP=042), F=0%

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

e-Figure 19. Forest plot of medical cannabis (intervention) versus placebo (control) for
chronic non-cancer pain (0-10 visual analogue scale, higher score more pain) at 2-8
weeks follow-up, stratified by type of drug.
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e-Figure 20. Funnel plot of medical cannabis (intervention) versus placebo (control) for
chronic non-cancer pain at 2-8 weeks follow-up by type of drug, to assess for publication
bias. Effect estimates (mean difference MD) is on the x-axis, study precision (standard

error, SE) is on the y-axis.
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Cannabis Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDEFG
2.3.1 pain THC&CBD 2-6m
Caollin 2010 -122 2407 167 -114 2399 170 346%  -0.08 [-0.59,0.43] 777008
Langford 201 2(6m) 454 2724 167 473 226 172 2EA%  -018[067,0.29] LI LT T 1T B
Markova 2018 -32 2407 &3 18 2393 53 Z06% -1.40[2.31,-0.49] —-— 7@ @72 2
Selvarajah 2010 516 219 15 4619 241 14  8E%  -0.03[F1.71,1.64) — 27202000
Subtotal (95% CI) 402 409 100.0%  -0.39 [0.93,0.15] L
Heterogeneity: Tau®= 0.15; Chi®= 6.56, df= 3 (P =0.09); I*= 54%
Testfor overall effect Z=1.40 (P =016}
2.3.2 pain THC 2-6m
Zajicek 201 2({6m) 41 28 143 a7 3134 100.0%  -0.60 [-1.30,0.10] ! 000000
Subtotal {95% CI) 143 134 100.0%  -0.60 [-1.30,0.10]
Heterogeneity: Mot applicable
Test for overall effect Z2=1.69 (P = 0.05)
2.3.3 pain Nabilone 2-6m
Skrahek 2008(6m) -05 271115 075 1273 18 41.0%  -1.25[F2.74,024] ——
Toth 2012 2281 1838 13 -154 18983 13 423%  -1.27[2.74,0.20] ——
Turcotte 2015¢6m) 45 2183 7 5B 2284 7O1ET%  -1.10[3.44,1.24] —
Subtotal {95% CI) 35 38 100.0% -1.23[-2.19, -0.28] <O
Heterogeneity: Tau®= 0.00; Chi®=0.02, df= 2 (P =0.949);, F= 0%
Test for overall effect 2= 253 (P=0.01)
2.3.4 pain Dronabinol 2-6m
Schimrigk 201 7(Bm)  -1.92  2.01 124 -1.81 1.84 114 100.0%  -0.11 -0.61,0.39] ! @e-00000
Subtotal (95% CI) 124 114 100.0%  -0.11[-0.61, 0.39]

Heterogeneity: Mot applicable
Testfor overall effect Z=0.43 (P = 0.67)

43
. . Favours [cannabis]
Testfor subgroup differences: Chi*=4 .51, di=3 (P =0.21), F=335%

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

0

Favours [control]

e-Figure 21. Forest plot of medical cannabis (intervention) versus placebo (control) for
chronic non-cancer pain (0-10 visual analogue scale, higher score more pain) at 2-6

months follow-up, stratified by type of drug.
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e-Figure 22. Funnel plot of medical cannabis (intervention) versus placebo (control) for
chronic non-cancer pain at 2-6 months follow-up by type of drug, to assess for
publication bias. Effect estimates (mean difference MD) is on the x-axis, study precision

(standard error, SE) is on the y-axis.
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e-Tables 1 and 2

e-Table 1 - MEDLINE Database specific search strategy

1. exp pain/

2. exp chronic pain/

3. pain$.mp.

4. (chronic or intractable or refractory or persistent).mp.

5.1o0r3

.4and 5

.20r6

6
7
8. fibromyalgia.mp.
9

. fibrositis.mp.

10.
11.
12.
13.
14.
15.
16.
17.
18.
19.
20.
21.
22.
23.
24,
25.
26.
27.
28.
29.

arthriti$.mp.

back pain.mp.

neck pain.mp.

exp musculoskeletal diseases/
exp joint diseases/

exp back pain/

exp multiple sclerosis/
multiple sclerosis.mp.
allodynia.mp.
sciatics.mp.
neuralgia.mp.
neuropath$.mp.

or/7-21

cannabis.mp.

exp cannabis/
cannabinoid$.mp.

exp cannabinoids/
tetrahydrocannabinol.mp.
exp dronabinol/

cannabidiol.mp.

23



30.
31.
32.
33.
34.
35.
36.
37.
38.
39.
40.
41.
42.
43.
44,
45,
46.
47.
48.
49,
50.
51.
52.
53.
54,

exp cannabidiol/
sativex.mp.

exp medical marijuana/
nabiximols.mp.
thc.mp.
nabilone.mp.
cesamet.mp.
marinol.mp.
marihuana.mp.
marijuana.mp.
hashish.mp.
or/23-40

22 and 41

randomized controlled trial.pt.

controlled clinical trial.pt.
randomized.ab.
placebo.ab.

drug therapy.fs.
randomly.ab.

trial.ab.

groups.ab.

or/43-50

42 and 51

exp animals/ not humans/

52 not 53
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e-Table 2 — Demographic and treatment arm details for included studies

25

Author Route of No. of
. Country RCT Type Participants Group No./ arm
(Year) admin .
randomized
(1) Cannabis (3.56% THC) 27
,(Azt())rg;r;f I(er:;lig d) United States Parallel RCT 55
(2) Placebo 28
Ball (1) Dronabinol (Synthetic delta-9 THC, 3.5-28mg/day) 332
(2015)? Oral United Kingdom  Parallel RCT 498
(2) Placebo 166
(1) Nabiximol (THC 27mg/ml:CBD 25mg/ml) 46
(Bzeor(r)r;z;lan SOprrgar;ucosal United Kingdom  Crossover RCT 48 (2) THC only (THC 27mg/ml) 47
(3) Placebo 48
(1) Nabiximol (THC 27mg/ml:CBD 25mg/ml) 31
(legg:) 4 ;)r:)amucosal United Kingdom  Parallel RCT 58
pray (2) Placebo 27
(1) Cannabis Extract capsule (THC 2.5mg/CBD 19
C;gézlls Oral United Kingdom  Crossover RCT 19 1.25ma 5 to 25ma/dav)
( ) (2) Placebo 19
Coliin Oromucosal  Czech Republic (1) Nabiximol (THC 27mg/ml:CBD 25mg/ml) 167
(2010)° spra United Kingdom &allel RCT 337
pray 9 (2) Placebo 170
United States Crossover RCT 37 (1) Cannabis (4.0% THC) 30




Corey-Bloom

Inhaled

(2) Placebo 30
(2012Y’ (smaked)
_ (1) Namisol (Synthetic delta-9 THC, 3mg TID x 5d, 30
?;O\]{;I;S Oral Netherlands Parallel RCT 65 5ma TID x 5d. then 8ma TID)
(2) Placebo 32
Ellis Inhaled . (1) Cannabis (1-8% THC) 34
9 United States Crossover RCT 34
(2009) (smoked) (2) Placebo 34
Hagenbach _ (1) Dronabinol (Synthetic delta-9 THC, 2.5-10mg/tab) 6
(2007)1° Oral Switzerland Parallel RCT 13
(2) Placebo 7
(1) Ajulemic acid, CT3 (Synthetic THC-11, 20mg BID x 21
é%rgts)ll Oral Germany Crossover RCT 21 4 days, then 40mg BID x 3 days)
(2) Placebo 21
(1) Dronabinol (Synthetic delta-9 THC, 2.5-10mg/tab) 16
Kl”enSI(z?ln oral Netherlands Crossover RCT 16 (2) Cannabis Extract capsule (THC 2.6mg/CBD 20to 14
(2002) 209%) 1in to 10ma/dav
(3) Placebo 16
Canada . (1) Nabiximol (THC 27mg/mI:CBD 25mg/mi) 167
Czech Republic
Langford Oromucosal
13 France Parallel RCT 339
(2013) spray .
Spain (2) Placebo 172
United Kingdom
Leocani Oromucosal (1) Nabiximol (THC 27mg/ml:CBD 25mg/ml) 44
" Italy Crossover RCT 44
(2015) spray (2) Placebo 44
Malik Oral United States Parallel RCT 13 (1) Dronabinol (Synthetic delta-9 THC, Smg BID x 4 7

26

weeks)




(2017)%

(2) Placebo 6
Markova Oromucosal  Czech Republic (1) Nabiximol (THC 27mg/ml:CBD 25mg/ml) 53
2018)1° spray Austria Parallel RCT 106
( (2) Placebo 53
(1) Nabiximol (THC 2.5mg:CBD 2.5/spray) 24
Notcutt Oromucosal . _ (2) THC only (THC 2.5mg/spray) 24
2004)7 spray United Kingdom  Crossover RCT 34
( (3) CBD only (CBD 2.5mg/spray) 24
(4) Placebo 24
Ict:azl‘;‘:h Republic (1) Nabiximol (THC 27mg/ml:CBD 25mg/mi) 124
Novotna Oromucosal 5 nd Parallel RCT 241
(2011)% spray Spai
pain (2) Placebo 117
United Kingdom
Nurmikko Oromucosal  Belgium (1) Nabiximol (THC 27mg/ml:CBD 25mg/ml) 63
2007)%° spray United Kingdom Parallel RCT 125
( (2) Placebo 62
Rog Oromucosal . _ (1) Nabiximol (THC 27mg/ml:CBD 25mg/ml) 34
2005)° spray United Kingdom  Parallel RCT 66
( (2) Placebo 32
(1) Dronabinol (Synthetic delta-9 THC, 7.5mg to
Schimrigk 15mg/day x 4 weeks) 124
(2017)219 Oral Germany Parallel RCT 240 giday
(2) Placebo 116
United Kingdom  Parallel RCT 30 (1) Nabiximol (THC 27mg/ml:CBD 25mg/ml) 15
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Selvarajah

Oromucosal

(2) Placebo 15
(201Q)22 spray
Canada
Serpell Orom I Belgium (1) Nabiximol (THC 27mg/ml:CBD 25mg/ml) 128
erpe 23 OMUCOSA czech Republic  Parallel RCT 246
(2014) spray .
Romania
United Kingdom (2) Placebo 118
(1) Nabilone (Synthetic Cannabinoid, 0.5 - 1.0mg BID x 20
Skrabek 4 weeks)
(2008) Oral Canada Parallel RCT 40
(2) Placebo 20
(1) Dronabinol (Synthetic delta-9 THC, 5mg BID x 20 o4
(Sz\geonégff n Oral Denmark Crossover RCT 24 days)
(2) Placebo 24
(1) Nabilone (Synthetic Cannabinoid, 1.0 - 4.0mg/day x 13
Toth | llel 9 weeks)
(2012) Ora Canada Parallel RCT 26
(2) Placebo 13
(1) Nabilone (Synthetic Cannabinoid, 0.5 - 1.0mg BID x 8
'(I'zuorig;t; Oral Canada Parallel RCT 15 61 davs)
(2) Placebo 7
van (1) Namisol (Synthetic delta-9 THC, 16mg/day x 4 12
Amerongen Oral Netherlands Parallel RCT 24 weeks)
(2017)* (2) Placebo 12
(1) CBD only (CBD 2.5mg per spray) 24
Wade Oromucosal . .
(2003)° spray United Kingdom  Crossover RCT 24 (2) THC only (THC 2.5mg per spray) 24
(3) Nabiximol (THC 2.5mg:CBD 2.5mg per spray) 24
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(4) Placebo 24
Wade Oromucosal . _ (1) Nabiximol (THC 27mg/ml:CBD 25mg/ml) 80
2004)% spray United Kingdom  Parallel RCT 160
( (2) Placebo 80
I 0,
Ware Inhaled (1) Smoked cannabis (9.4% THC) 23
2010)% (smoked) Canada Crossover RCT 23
( (2) Placebo 23
(1) Dronabinol (Synthetic delta-9 THC, 5mg BID x 2 27
V;Igi)graz Oral Switzerland Crossover RCT 27 weeks)
( ) (2) Placebo 27
. (1) Nabilone (Synthetic Cannabinoid, 1.0mg/day x 4 13
V;I:)s; g |33 Oral Austria Crossover RCT 13 weeks)
( ) (2) Placebo 13
(1) Dronabinol (Synthetic delta-9 THC, 2.5-15mg/day x 9
(Zzaodlllf))g Oral Canada Crossover RCT 9 3 weeks)
(2) Placebo 9
(1) Cannabis Extract capsule (THC 2.5mg/CBD 219
B 1.25ma. 5 to 25ma/dav)
(ZZ%ISSC;S Oral United Kingdom  Parallel RCT 657 (2) Marinol (Synthetic delta-9 THC, 3.5-28mg/day) 216
(3) Placebo 222
(1) Cannabis Extract capsule (delta-9 THC 5 to
Zajicek . . 144
(2012)% Oral United Kingdom  Parallel RCT 279 25mg/day x 12 weeks)
(2) Placebo 135

Notes: THC = tetrahydrocannabinol; CBD = cannabidiol.
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