Appendix J GRADE profiles and results for individual

adverse effectsf or O al | newropathic pai

A Dizziness or vertigo (pg4)
B  Somnolence (including drowsiness and sedation) (pgl7)
C  Fatigue (or tiredness) (pg29)
D Lethargy (pg38)
E  Constipation (pg41)
F Nausea (pg51)
G  Vomiting (pg63)
H  Pruritus (pg69)
Burning pain (pg73)
J Rash/urticaria/overall erythema (not restricted to site) (pg77)
K Blurred vision (pg82)
L Peripheral oedema (pg89)
M  Oedema (pg93)
N  Confusion (pg99)
O  Cognitive impairment (including impaired attention) (pg103)
P Mood disturbance (including depression and euphoria) (pgl106)
Q  Dry mouth (pglll)
R Urine retention (pg120)

S  Weight gain (pgl126)
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T  Gait disturbance (pg131)
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Summary GRADE profile 3a: dizziness or vertigo

Outcom | Numbe | Limitation | Inconsistenc | Indirectnes | Imprecisio | Qualit | Importanc
e r of S y S n y e
Studies
Dizzines 67
a
sor R_CTS very not serious®> | not serious® | V€Y Very Important
. n=1219 | serious serious low
vertigo 0

T allocation concealment was inadequate in 1 study and unclear in 37 studies; there is uncertainty about
comparability at baseline between groups in 42 studies and there are differences between groups in 7
studies (particularly for use of concomitant drugs); during 34 studies, it was unclear if the same care was
received by each group and in 5 studies the same care was not received (these were usually to do with
concomitant drug and rescue medication use); average baseline severity ranged from 3.9 to 8.8 on a
11-point scale across the network; concomitant drugs permitted varies across the studies in the network

%1% was 41%, 37%, 37%, and 8% for amitriptyline vs placebo, cannabis sativa vs placebo, pregabalin vs
placebo, and capsaicin patch vs placebo, respectively. This may indicate that moderate heterogeneity in
the first 3 comparisons but any heterogeneity might not be important in any of these comparisons;
indirect and direct estimates appear relatively similar

% all aspects of PICO conform to review protocol

4 few head-to-head trials; wide confidence intervals for the effect estimates of most interventions
compared to placebo and for overall rankings within the network

& placebo-controlled trials:

Amitriptyline (n=341): Cardenas et al. (2002), Kalso et al. (1995), Max et al. (1988), Robinson et al.
(2004), Vrethem et al. (1997)

Cannabis Sativa Extract (n=191): Nurmikko et al. (2007), Rog et al. (2005)

Capsaicin Patch (n=1579): Backonja et al. (2008), Irving et al. (2011), Simpson et al. (2008), Webster et
al. (2010), Webster et al. (2010)

Duloxetine (n=1392): Gao et al. (2010), Goldstein et al. (2005), Vranken et al. (2011), Wernicke et al.
(2006), Yasuda et al. (2011)

Escitalopram (n=96): Otto et al. (2008)

Gabapentin (n=1362): Backonja et al. (1998), Bone et al. (2002), Gordh et al. (2008), Hahn et al. (2004),
Levendoglu et al. (2004), Rao et al. (2007), Rice & Maton (2001), Rowbotham et al. (1998), Simpson
(2001)

Imipramine (n=80): Sindrup et al. (2003)

Lacosamide (n=119): Rauck et al. (2007),

Lamotrigine (n=898): Eisenberg et al. (2001), Rao et al. (2008), Vinik et al. (2007), Vinik et al. (2007)
Levetiracetam (n=170): Finnerup et al. (2009), Holbech et al. (2011), Rossi et al. (2009)

Morphine (n=222): Khoromi et al. (2007), Wu et al. (2008)

Nortriptyline, Nortriptyline+Morphine (n=110): Khoromi et al. (2007)

Oxcarbazepine (n=634): Beydoun et al. (2006), Dogra et al. (2005), Grosskopf et al. (2006)
Oxycodone (n=159): Gimbel et al. (2003)

Pregabalin (n=3333): Arezzo et al. (2008), Dworkin et al. (2003), Freynhagen et al. (2005), Guan et al.
(2011), Kim et al. (2011), Lesser et al. (2004), Richter et al. (2005), Rosenstock et al. (2004),
Sabatowski et al. (2004), Satoh et al. (2011), Siddall et al. (2006), Simpson et al. (2010), van Seventer
et al. (2006), Vranken et al. (2008)

Topiramate (n=323): Raskin et al. (2004)

Tramadol (n=256): Harati et al. (1998), Norrbrink & Lundeberg (2009), Sindrup et al. (1999)
Trazodone (n=18): Davidoff et al. (1987)

Venlafaxine (n=80): Sindrup et al. (2003)

Capsaicin Cream (n=143): Watson et al. (1993)

Head-to-head trials:

Amitriptyline vs Gabapentin (n=50): Morello et al. (1999)

Amitriptyline vs Nortriptyline (n=66): Watson et al. (1998)

Amitriptyline vs Pregabalin (n=102): Bansal et al. (2009)

Gabapentin vs Gabapentin+Nortriptyline Gabapentin vs Nortriptyline, Gabapentin+Nortriptyline vs
Nortriptyline (n=112): Gilron et al. (2012),

Gabapentin vs Gabapentin+Oxycodone (n=338): Hanna et al. (2008)
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Imipramine vs Venlafaxine (n=80): Sindrup et al. (2003)

Morphine vs Nortriptyline, Morphine vs Nortriptyline+Morphine, Nortriptyline vs Nortriptyline+Morphine
(n=110): Khoromi et al. (2007)

Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.

Q Placebo

o Amitriptyline

e Cannabis Sativa Extract
° Capsaicin Patch

e Duloxetine

e Escitalopram

a Gabapentin

G Gabapentin+Nortriptyline
e Gabapentin+Oxycodone
@ Imipramine

@ Lacosamide

@ Lamotrigine

@ Levetiracetam

@ Morphine

@ Nortriptyline

@ Nortriptyline+Morphine
Q Oxcarbazepine

@ Oxycodone

@ Pregabalin

@ Topiramate
@ Tramadol

@ Trazodone
@ Venlafaxine
@ Capsaicin Cream

15

Figure 1 dizziness or vertigo - evidence network
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Table 1 dizziness or vertigo - trials included in analysis

<
o t)' % £ (&) ) % E
g Sllly|s| £ |s£|ss| e |B|2|8 2 |24(8|elc|e| |o|g
o > |25 (5|£|58| 5 |58|53| E |El2lg| & | = |5E(3|s|5|8|8|6]|%
8 S |Sc|g|%|s| 2 |2E|28| ¢ 88|55 | & |25|2 (8|5 |8 |8 |2 s
g T |E2(2]2]5| € |8s|88 2 |8|E|8| B | |E8|S 2|8 |a|8 RS
o < |0a|dlald| o |[oF|0oF | E |S|3|8] = zZ |2F|0|0|a R |E|F |3
o ] 5 RCTS7,26,31,42,60
Amitriptyline total n=341
Cannabis 2 RCTs™® ]
Sativa Extract |total n=191
Capsaicin 5 RCTs>*>°1%3%% ] ]
Patch total n=1579
. 5 RCTSI4,17,59,65,67
Duloxetine ;12 h=1302 - 0
Escitalopram 1RCT® - - -
P total n=96
1
. 9 RCTSZ,6,18,21,30,36,40,46,50 RCTSZ
Gabapentin total n=1362 total | T
n=50
1
Gabapentin | ) ) | | |rcT®
+Nortriptyline total
n=112
1
Gabapentin ) ) ) L RCT22_
+Oxycodone total
n=338
Imipramine 1RCT” - - e - -
P total n=80
Lacosamide 1RCT™ - - e - -
total n=119
Lamotrigine |4 RCTs 375857 - B N N B B _
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o < |[0alolald| o |[of |07 | E |S]|83|8)| = z |25 |66 |&|f|= |k |2
total n=898
. 3 RCT812,24,45
Levetiracetam total n=170 - - - - - - - - - - -
. 2 RCTs”"™®
Morphine total n=222 - - S N e - - - -
27 L 62 L 151 15 L 27
A 1 RCT RCT RCT|RCT RCT
Nortriptyline | " “110 total | " |7 total |total | i T | total
n=66 n=112|n=112 n=110
1 1
Nortriptyline |1 RCT*’ i i L L ) ) ) L RCT? |RCTY
+Morphine total n=110 total |total
n=110 |n=110
Oxcarbazepine 3 RCTs>™ - - - - - - - - - - - - - R -
PIN€ otal n=634
1RCT™
OXyCOdone tOta| n=159 - - - - - = - - - - - - - - - -
14 RCT110.13:20,28,29,41,44,47,48,49,52,55,58 1RCT"
Pregabalin total n=3333 total |- - - - - - - - N E - - - -
- n=102
Topiramate 1RCT™ - - - - - - - - e - - N
total n=323
3 RCTSZ3,33,53
Tramadol total n=256 - - - - - - - - - - - - - - - - - - -
1RCT®
Trazodone total n=18 - - e - - - e - - e
. 1RCT™ 1
Venlafaxine total n=80 - - - - - - b b RCT54 - - - - - - - - - - - -
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Placebo
Amitriptyline
Cannabis
Sativa Extract
Capsaicin Patch
Duloxetine
Escitalopram
Gabapentin
Gabapentin
+Nortriptyline
Gabapentin
+Oxycodone
Lacosamide
Lamotrigine
Levetiracetam
Morphine
Nortriptyline
Nortriptyline
+Morphine
Oxcarbazepine
Oxycodone
Pregabalin
Topiramate
Tramadol
Trazodone
Venlafaxine

S| .
o | Imipramine

n=80

Capsaicin 1RCT™

Cream total n=143 ) ) I i i i I i i [ R
(1) Arezzo et al. (2008); (2) Backonja et al. (1998); (3) Backonja et al. (2008); (4) Bansal et al. (2009); (5) Beydoun et al. (2006); (6) Bone et al. (2002); (7) Cardenas et al.
(2002); (8) Davidoff et al. (1987); (9) Dogra et al. (2005); (10) Dworkin et al. (2003); (11) Eisenberg et al. (2001); (12) Finnerup et al. (2009); (13) Freynhagen et al. (2005); (14)
Gao et al. (2010); (15) Gilron et al. (2012); (16) Gimbel et al. (2003); (17) Goldstein et al. (2005); (18) Gordh et al. (2008); (19) Grosskopf et al. (2006); (20) Guan et al. (2011);
(21) Hahn et al. (2004); (22) Hanna et al. (2008); (23) Harati et al. (1998); (24) Holbech et al. (2011); (25) Irving et al. (2011); (26) Kalso et al. (1995); (27) Khoromi et al.
(2007); (28) Kim et al. (2011); (29) Lesser et al. (2004); (30) Levendoglu et al. (2004); (31) Max et al. (1988); (32) Morello et al. (1999); (33) Norrbrink & Lundeberg (2009); (34)
Nurmikko et al. (2007); (35) Otto et al. (2008); (36) Rao et al. (2007); (37) Rao et al. (2008); (38) Raskin et al. (2004); (39) Rauck et al. (2007); (40) Rice & Maton (2001); (41)
Richter et al. (2005); (42) Robinson et al. (2004); (43) Rog et al. (2005); (44) Rosenstock et al. (2004); (45) Rossi et al. (2009); (46) Rowbotham et al. (1998); (47) Sabatowski
et al. (2004); (48) Satoh et al. (2011); (49) Siddall et al. (2006); (50) Simpson (2001); (51) Simpson et al. (2008); (52) Simpson et al. (2010); (53) Sindrup et al. (1999); (54)
Sindrup et al. (2003); (55) van Seventer et al. (2006); (56) Vinik et al. (2007); (57) Vinik et al. (2007); (58) Vranken et al. (2008); (59) Vranken et al. (2011); (60) Vrethem et al.
(1997); (61) Watson et al. (1993); (62) Watson et al. (1998); (63) Webster et al. (2010); (64) Webster et al. (2010); (65) Wernicke et al. (2006); (66) Wu et al. (2008); (67)

Yasuda et al. (2011)
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Table 2 dizziness or vertigo

- relative effectiveness of all pairwise combinations

< IS
5| £ £ 2 S
IS () ) = =
8 |2 |85l 2 |8 | g |g|gg|gs|§ | g |5 |S|£ |E 85| 8|8 |5 |28 |€|8
2 = © %] = = = = T o
S| 2|52 & |5 |5 |5 (88|58 2|8 |E Y| 5|5 (52| |z k|5 |8|8|¢5 8
o < |6a| O a W o |0 |a? | E S S g s zZ |25 |6 |6 | «a P E|E | 3 |0
Placebo N/A N/A  [N/A [N/JA  [N/JA [NJA [N/A - |N/A |N/A - |N/A N/A  [N/A [IN/A  [N/A N/A  [NJA [NJA  [N/A |N/A - [N/A - |N/A |N/A 2/
Amitriptyli | =17 N/
ne (0.55, N/A [N/A IN/A [NJA [NJA |N/A [N/A [NJA |N/A N/A  |[N/A IN/A  [N/A N/A  |N/A IN/A [NJA IN/A IN/A [N/A |N/A A
2.51)
Cannabis [3.14 |2.68 N/
Sativa (.06, |(0.69, N/A  [N/A [N/A  INJA  [N/A |N/A - [N/A [N/A N/A  [N/A [IN/JA  [N/A N/A  [NJA [NJA  [N/A |N/A - [N/A - |N/A |N/A
A
Extract [9.37) (10.09)
Capsaicin 0.84 |0.72 |0.27 N/
Patch (0.35, |(0.22, |(0.07, N/A  [N/A  |N/JA  [N/A [N/A |N/A  |N/A N/A  [N/A  [IN/A  [N/A N/A  [NJA  [NJA  [N/A |N/A - [N/A - |N/A |N/A A
2.05) [2.33) |1.09)
Duloxetin 221 |1.89 |0.70 |2.64 N/
e (2.12, |(0.67, |(0.19,|(0.86, N/A  |[N/A |N/A  |N/A |N/A |N/A N/A  [N/A [IN/A  [N/A N/A  [NJA [NJA [N/A |N/A - [N/A |N/A |N/A A
4.49) [5.37) [2.63) |8.06)
Escitalo r0.34 0.29 |0.11 [0.40 |0.15 N/
am P"(0.03, |(0.02, |(0.01,|(0.03, |(0.01, N/A |N/A - IN/AIN/A - INJA-INJA- INJA-INJA- INJA- INFA- INFA- NJA INIA INJA- INTA- [NTA [NTA |
2.67) |2.60) |1.16) [3.78) |1.36)
Gabapent 3.85 |3.30 |1.23 [461 (1.74 %f??f N/
in P (2.22, |(1.38, |(0.36,|(1.62, |(0.72, 12.60, N/A  IN/A |N/A  |N/A N/A  [N/A  IN/A [N/A N/A  [N/A [N/A [N/A |N/A [N/A - |N/A |N/A A
6.72) |7.91) |4.25) |12.93)|4.18) 0 :
ﬁabapem 3.06 [2.62 [0.97 |3.64 (163189 ?61556 0.80 N/
+Nortriot (0.47, |(0.37, |(0.11,|(0.46, 10’ 10’ 17.76, (0.13, N/A  |[N/A  |N/A N/A  [N/A  IN/A [N/A N/A  [N/A [N/A [N/A - |N/A [N/A - |N/A |N/A A
. PY119.62) 18.03) [8.72) [29.02) |-  14.90)
line ) 0)
Gabapent 17.96 1550 5.80 |21.71 |8.13 |53.73 |4.67 |5.97 N/
in 353 |(265 |©-79(3.35, |(1.40,/(3.77, |(1.02,|(0.56, N/AIN/A-INIA- INJA - INJA-INIA-INJA- INJA-INIA-INIA-INTA- INTA- INJA- INTA |
+Oxycod (353, |(2.65, 42.891140.2 |49.62]949.8 [22.8963.19
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o z |88 8 a g 6 |6F |6F | E S ks 3 s 2 |25 |6 | & & L e | 2|8
one 95.77)[92.04) |) D)) D)) )
410 |353 |1.32 |4.89 |1.84 |12.65 |1.06 |1.40 |0.23
Imipramin|(0.28, [(0.21, |(0.07,|(0.30, |(0.12,|(0.41, |(0.07,{(0.05, |(0.01, N/
e 1455 |133.9 |56.49|187.5 |69.09|804.8 [39.08(72.83[11.30 NIA-—INFA - INIA-INIA-INTA-INIA-INTAINTA-NTA- NI INTAINTAINTA-
0) 0) ) 0) ) 0) ) ) )
L ocosami |87 [160 {0.60 [2.24 0.8 '(5(')5319 0.48 0.62 [0.10 ?64(?1 \/
o (0.35, |(0.26, ((0.08,|(0.33, |(0.14, 1,7 4 |(0.08,](0.05,((0.01, |37 5o NA [NA NIA - NA - INIA[NIA A [NIAT [NIA A NIA(NIA [
10.58) |10.73) |4.64) |15.26) 5.54) |3 [3.06) |7.76) 1.11) |}
Lamotiai |50 |1:29 [0.48 [1.79 |0.68 [4.46 [0.39 [0.49 [0.08 [0.36 [0.80 N
- 9" 1(0.63, |(0.40, |(0.12,[(0.51, |(0.22,|(0.47, |(0.14,|(0.06, |(0.01,|(0.01,|(0.11, NA [NA [NIA - INIA [NA [NIA [NIA[NIA [NIA NIA[NIA |
3.73) [4.18) [1.99) |6.34) [2.09) |56.65)|1.12) |3.94) |0.53) |6.50) |5.26)
Lovetirac 412|353 [1.33 |a.01 (168379 (102586 1.07 (1(')3174 0.23 (160012 221 |2.77 \/
o (1.03, |(0.73, [(0.22,[(0.94, (355c 571 6 (024,76 56 |0-03, |5, o7 /(0.24, |51, NA [NA - NA - NA[NAINIA[NIA NIA [NIA[NIA | X
20.63) 20.32) |8.87) [30.12) |, 7 55 |5.75) |7 2.21) "47%122.12) 117.05)
193 |1.66 [0.62 [231 |0.88 [5.72 |0.50 [0.64 [0.11 ?(')451 1.03 [129 |0.47 \/
Morphine ((0.41, |(0.30, ((0.09,|(0.39, |(0.16,((0.44, |(0.10,(0.06,|(0.01, |1 +'¢1(0.10, |(0.22, [(0.05, NA [NIA A [NIA[NA [NIA [NIA A [NIA- [
9.71) |9.43) |4.33) |14.69)|4.95) |99.54)|2.68) [6.62) [1.00) || 77 |10.53) [8.13) |3.77)
Nortrion 095 [0-82 [0.30 [1.14 [0.43 [2.82 [0.25 [0.31 [0.05 [0.22 051 [0.63 (023 |0.49 N
N P 0.22, (0.17, |(0.05,(0.21, |(0.08,|(0.23, |(0.06, |(0.04,|(0.01,|(0.01, |(0.05, |(0.12, |(0.03,|(0.08, NA NA NIA A [NIA NIA /A INIA |y
3.80) [3.41) [1.81) |5.84) [1.99) |44.29)|0.99) |2.26) |0.40) |4.96) |4.44) |3.21) |1.60) |2.88)
r’:'g"”pty" 0.43 [0.37 |0.13 [0.50 [0.19 |1.21 |0.11 [0.14 |0.02 |0.09 |0.22 |0.28 [0.10 [0.22 |0.45 N/
Morohin |©:01 [(0.01, [(0.00,(0.01, |(0.00,((0.02, ((0.00,|(0.00, (0.00,|(0.00,|(0.00, ((0.01, |(0.00,{(0.01, |(0.01, N/A [NA [NIA [NIA - NIA [NIA [NIA | X
. PN 14 88) |4.53) [2.03) [6.77) [2.50) [37.50)|1.33) |2.79) |0.43) |3.96) [4.50) [3.73) |1.74) |2.39) [5.74)
Oxcarbaz [8.33 [7.15 [2.69 [10.05 [3.80 [25.25 [2.17 [2.80 [0.47 [2.04 451 [5.60 [2.03 |4.35 [8.92 [20.32 Na Ina e Ina s e IV
epine  |(2.57, |(1.75, |(0.53,|(2.25, |(0.95,|(2.33, |(0.59,|(0.30,|(0.06, |(0.05,|(0.55, |(1.27, |(0.29,[(0.60, |(1.40, |(1.30, A
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Placebo

Amitriptyline

Cannabis

Capsaicin Patch

Duloxetine

Escitalopram

Gabapentin

ortriptyline

Gabapentin

Gabapentin
+0Oxycodone

Imipramine

Lacosamide

Lamotrigine

Levetiracetam

Morphine

Nortriptyline

Nortriptyline
+Morphine

Oxcarbazepine

Oxycodone

Pregabalin

Topiramate

Tramadol

Trazodone

Venlafaxine

Capsaicin Cream
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(0.18,
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(0.78,
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(0.11,
13.26

o
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o

(0.02,
1.81)

0.88
(0.02,
19.12

1.93
(0.20,
18.81)

2.43
(0.42

0.87
, [©0.10,

14.38) 7.07)

1.87
(0.21,
16.50)

3.82
(0.51,
31.30)

8.83
(0.49,
408.6
0)

0.43
(0.086,
3.06)

N/A

N/A

N/A

N/A

N/A

Pregabali
n

3.27
(2.23,
4.78)

2.80
(1.21,
6.53)

1.05
(0.32,
3.35)

3.89
(1.49,
10.23)

9.63
(1.19,
105.7

0.85
(0.44,
1.65)

1.07
(0.16,
7.24)

0.18
(0.03,
0.97)

0.80
(0.02,
11.94

1.75
(0.29,
9.73)

2.19
(0.82
5.67)

0.80
, [(0.15,
3.37)

1.69
(0.32,
8.28)

3.42
(0.84,
15.56)

7.65
(0.66,
291.0

0.39
(0.09,
1.34)

0.90
(0.19,
4.09)

N/A

N/A

N/A

N/A

Topiramat
e

1.34
(0.28,
6.68)

1.15
(0.20,
6.95)

0.43
(0.06,
2.99)

1.60
(0.27,
10.07)

3.98
(0.31,
69.89)

0.35
(0.07,
1.89)

0.44
(0.04,
5.26)

0.07
(0.01,
0.73)

0.32
(0.01,
7.21)

0.72
(0.07,
7.11)

0.89
(0.15
5.58)

0.32
, (0.04,
2.82)

0.69
(0.08,
6.39)

1.43
(0.17,
12.41)

3.23
(0.17,
154.9

0.16
(0.02,
1.22)

0.37
(0.04,
3.19)

0.41
(0.08,
2.14)

N/A

N/A

N/A

Tramadol

5.64
(1.75,
20.27)

4.84
(1.19,
21.04)

1.80
(0.36,
9.93)

6.78
(1.55,
31.94)

16.89
(1.51,
246.0
0)

1.48
(0.40,
5.82)

1.86
(0.20,
17.76

0.31
(0.04,
2.43)

1.38
(0.03,
26.78

3.02
(0.37,
24.33)

3.77

1.37

(0.85, |(0.19,
17.96) [9.00)

2.95
(0.40,
21.43)

6.04
(0.98,
39.72)

13.54
(0.86,
597.4
0)

0.67
(0.11,
3.87)

1.56
(0.23,
10.91

1.72
(0.50,
6.61)

4.22
(0.57,
31.79)

N/A

N/A

Trazodon
e

12.90
(0.46,
18390
.00)

11.27
(0.36,
15740
.00)

424
.12,
6440.
00)

15.39
(0.50,
23350
.00)

42.42
(0.71,

.185840

.00)

3.38
(0.11,
4869.
00)

451
(0.09,
7931.
00)

0.74
(0.02,
1268.
00)

3.32
(0.02,
5617.
00)

7.08
(0.16,
11870
.00)

8.84

3.11

(0.26, |(0.07

1353
.00)

0 |5803.
00)

7.02
(0.16,
10290
.00)

14.43
(0.35,
22970
.00)

37.94
(0.45,
93890
.00)

157
(0.04,
2603.
00)

3.62
(0.09,
6109.
00)

3.94
(0.14,
5729
00)

9.90
(0.23,
17130
.00)

2.34
(0.06,
3522.
00)

N/A

Venlafaxi
ne

2.46
(0.14,
101.4
0)

2.13
(0.11,
90.86)

0.80
(0.03,
38.77

2.97
(0.14,
128.9
0)

7.83
(0.20,
528.5
0)

0.64
(0.03,
27.60

0.83
(0.03,
48.95

0.14
(0.00,
7.14)

0.62
(0.05,
6.13)

1.34
(0.05,
74.46)

1.66

(0.08,
73.31)

0.59
(0.02,
32.39

1.31
(0.05,
65.34)

2.71
(0.11,
131.3
0)

6.40
(0.13,
824.9
0)

0.29
(0.01,
13.31

0.68
(0.03,
34.38

0.75
(0.04,
31.39

1.88
(0.07,
99.00)

0.44
(0.02,
21.12

0.17
(0.00
27.2
3)

Capsaicin
Cream

5.05
(0.14,
3388.

431
(0.11,
3217.

1.65
(0.04,
1171.

6.14
(0.15,
4430.

16.52
(0.23,

.116320

1.32
(0.03,
887.6

1.72
(0.03,
1560.

0.30
(0.01,
240.1

1.25
(0.01,
1533.

2.86
(0.05,
2256

3.40

1.26

(0.08, [(0.02,

2516

. 1920.5

2.75
(0.05,
2251.

5.64
(0.11,
4446

14.61
(0.14,
22380

0.60
(0.01,
500.3

1.44
(0.03,
1237.

1.55
(0.04,
1016.

3.89
(0.07,
3024.

0.91
(0.02,
650.5

0.38
(0.00

2.09
(0.01,
2495,

CG173: Neuropathic pain i pharmacological management appendix J

10 of 133




Placebo
Amitriptyline
Cannabis
Sativa Extract
Capsaicin Patch
Duloxetine
Escitalopram
Gabapentin
Gabapentin
+Nortriptyline
Gabapentin
+0Oxycodone
Imipramine
Lacosamide
Lamotrigine
Levetiracetam
Morphine
Nortriptyline
Nortriptyline
+Morphine
Oxcarbazepine
Oxycodone
Pregabalin
Topiramate
Tramadol
Trazodone
Venlafaxine

Capsaicin Cream

0 725. 10

80)

00 00 0

(=]
N

.0 0

Nl
o
o
N
o
N

00) |00) |00

Nl
o
(=]
-
=

00) |00) |00

N
-
N
o
-
-
-
=

00) |00) |00

Nl
(=]
N

00) |00

Values given are hazard ratios.

The segment below and to the left of the shaded cells is derived from the network meta-analysis, reflecting direct and indirect evidence of treatment effects (row versus
column). The point estimate reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. The segment above and to the right of the
shaded cells gives pooled direct evidence (random-effects pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% confidence
intervals.
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Capsaicin Cream ]
Venlafaxine |
Trazodone
Tramadol L
Topiramate L
Pregabalin —
Oxycodone L
Oxcarbazepine L
Nortriptyline+Morphine
Nortriptyline N
Morphine L
Levetiracetam L
Lamotrigine ——
Lacosamide |
Imipramine L
Gabapentin+Oxycodone L
Gabapentin+Nortriptyline L
Gabapentin ——
Escitalopram

Duloxetine —B—

Capsaicin Patch 4.|7
Cannabis Sativa Extract L
Amitriptyline —h—

0.0625 0.25 1 4 16 64 256
B NMA Hazard Ratio -v- Placebo

|
v

A
[

A
|

Figure 2 dizziness or vertigo - relative effect of all options compared
with placebo

(values less than 1 favour the treatment; values greater than 1 favour placebo;
solid error bars are 95% credible intervals while dashed error bars are 95%
confidence intervals)
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Table 3 dizziness or vertigo - rankings for each comparator

Probability best

Median rank (95%ClI)

Placebo 0.001 6(3,9)
Amitriptyline 0.005 7 (2,13)
Cannabis Sativa Extract | 0.000 15 (6, 22)
Capsaicin Patch 0.031 5(, 12)
Duloxetine 0.000 12 (6, 18)
Escitalopram 0.396 2(1,13)
Gabapentin 0.000 17 (11, 21)
Gabapentin+Nortriptyline | 0.007 15 (3, 23)
Gabapentin+Oxycodone | 0.000 23 (16, 24)
Imipramine 0.015 17 (2, 24)
Lacosamide 0.016 11 (2, 22)
Lamotrigine 0.003 9(3,17)
Levetiracetam 0.000 17 (6, 23)
Morphine 0.006 11 (2, 21)
Nortriptyline 0.038 6 (1, 16)
Nortriptyline+Morphine 0.353 2(1,18)
Oxcarbazepine 0.000 21 (13, 24)
Oxycodone 0.001 16 (5, 23)
Pregabalin 0.000 15 (11, 19)
Topiramate 0.027 8 (1, 20)
Tramadol 0.000 19 (10, 23)
Trazodone 0.009 22 (3, 24)
Venlafaxine 0.049 13 (1, 24)
Capsaicin Cream 0.044 18 (1, 24)
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Figure 3 dizziness or vertigo - rank probability histograms

Table 4 dizziness or vertigo - model fit statistics

Residual deviance

Dbar

Dhat pD

DIC tau-squared

153.7

(compared to 157 data-
points)

689.426

566.942 | 122.484

0.371 (95%CI: 0.211,

811.909 0.705)

Table 5 dizziness or vertigo - notes

)l

Logi log (‘cloglog’) model used as the results from this analysis were used

in the health economic model (this is explained in Appendix K)

Random-effects model was used, with 0.5 added to cells of trials with 1 or

more zero cell-count.

50000 burn-ins and 10000 iterations.

For the seven studies which reported both dizziness and vertigo separately,
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the results for dizziness were used (not vertigo) in the synthesis to avoid
possible double counting (reasoning explained in the method section).
These studies were Breuer (2007), Falah (2012), Shaibani (2009), Stacey
(2008), Tolle (2008), Wymer (2009), Zeigler (2010)

1 It was not possible to include the results from Huse (2001) in the synthesis
because the study recorded the intensity of adverse events on a visual
anal ogue scale (from 6not at all 6
patients who reported the event which the majority of the other studies
reported.

1 It was not possible to include results from Rintala (2007) in the synthesis
because the study reported the number of side effects reported in total
(including patients more than once if they reported the event multiple times)
rather than the proportion of patients who reported the event which the

majority of the other studies reported.
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Summary GRADE profile 3b: somnolence (including drowsiness and

sedation)
Numbe
r of Limitation | Inconsisten | Indirectne | Imprecisio | Qualit | Importanc
Outcome .
Studie | s cy Ss n y e
S
Somnolenc
e 66
. . a
(|ndud|ng R_CTs very . serious? not serious® | V€Y . Very
drowsiness | n=1211 | serious serious low Important
and 2
sedation)

" allocation concealment was inadequate in 2 study and unclear in 33 studies; there is uncertainty about
comparability at baseline between groups in 42 studies and there are differences between groups in 4
studies (particularly for use of concomitant drugs); during 32 studies, it was unclear if the same care was
received by each group and in 5 studies the same care was not received (these were usually to do with
concomitant drug and rescue medication use); average baseline severity ranged from 4.15 to 8.8 on a
11-point scale across the network; concomitant drugs permitted varies across the studies in the network

% 1> was 63%, 50%, 49%, 42%, and 31% for venlafaxine vs placebo, lacosamide vs placebo, tramadol vs
placebo, topiramate vs placebo, and oxcarbazepine vs placebo, respectively. This may indicate that any

heterogeneity in the first 2 comparisons may be moderate to substantial, in the third and fourth
comparisons may be moderate, and in the fifth comparison might not be important; indirect and direct
estimates appear relatively similar

% all aspects of PICO conform to review protocol

* few head-to-head trials; wide confidence intervals for the effect estimates of most interventions
compared to placebo and for overall rankings within the network

# placebo-controlled trials:

Amitriptyline (n=243): Graff-Radford et al. (2000), Kalso et al. (1995), Max et al. (1988), Vrethem et al.
(1997)

Cannabis Sativa Extract (n=191): Nurmikko et al. (2007), Rog et al. (2005)

Duloxetine (n=1392): Gao et al. (2010), Goldstein et al. (2005), Vranken et al. (2011), Wernicke et al.
(2006), Yasuda et al. (2011)

Escitalopram (n=96): Otto et al. (2008)

Gabapentin (n=892): Backonja et al. (1998), Bone et al. (2002), Hahn et al. (2004), Levendoglu et al.
(2004), Rice & Maton (2001), Rowbotham et al. (1998), Simpson (2001)

Imipramine (n=80): Sindrup et al. (2003)
Lacosamide (n=587): Rauck et al. (2007), Shaibani et al. (2009)
Lamotrigine (n=129): Breuer et al. (2007), Eisenberg et al. (2001), Luria et al. (2000)

Levetiracetam (n=230): Falah et al. (2012), Finnerup et al. (2009), Holbech et al. (2011), Rossi et al.
(2009)

Morphine (n=222): Khoromi et al. (2007), Wu et al. (2008)
Nortriptyline, Nortriptyline+Morphine (n=110): Khoromi et al. (2007)
Oxcarbazepine (n=493): Beydoun et al. (2006), Dogra et al. (2005)
Oxycodone (n=159): Gimbel et al. (2003)

Pregabalin (n=3997): Arezzo et al. (2008), Dworkin et al. (2003), Freynhagen et al. (2005), Guan et al.
(2011), Kim et al. (2011), Lesser et al. (2004), Richter et al. (2005), Rosenstock et al. (2004),
Sabatowski et al. (2004), Satoh et al. (2011), Siddall et al. (2006), Simpson et al. (2010), Stacey et al.
(2008), Tolle et al. (2008), van Seventer et al. (2006), Vranken et al. (2008)

Valproate (n=84): Agrawal et al. (2009), Kochar et al. (2004)

Topiramate (n=1674): Khoromi et al. (2005), Raskin et al. (2004), Thienel et al. (2004)
Tramadol (n=221): Harati et al. (1998), Sindrup et al. (1999)

Trazodone (n=18): Davidoff et al. (1987)

Venlafaxine (n=355): Rowbotham et al. (2004), Sindrup et al. (2003), Tasmuth et al. (2002)
Head-to-head trials:

Amitriptyline vs Nortriptyline (n=66): Watson et al. (1998)

Amitriptyline vs Pregabalin (n=102): Bansal et al. (2009)

Amitriptyline vs Capsaicin Cream (n=235): Biesbroeck et al. (1995)
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Numbe

EEETE r of Limitation | Inconsisten Indirectne
Studie | s cy ss
S

Imprecisio | Qualit | Importanc

n y e

Gabapentin vs Gabapentin+Nortriptyline, Gabapentin+Nortriptyline vs Nortriptyline (n=112): Gilron et al.

(2012)
Gabapentin vs Gabapentin+Oxycodone (n=338): Hanna et al. (2008)

Gabapentin vs Nortriptyline (n=182): Chandra et al. (2006), Gilron et al. (2012)

Imipramine vs Venlafaxine (n=80): Sindrup et al. (2003)

Morphine vs Nortriptyline, Morphine vs Nortriptyline+Morphine, Nortriptyline vs Nortriptyline+Morphine

(n=110): Khoromi et al. (2007)

Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.

4

o Placebo

9 Amitriptyline

e Cannabis Sativa Extract
° Duloxetine

6 Escitalopram

e Gabapentin

a Gabapentin+Nortriptyline
9 Gabapentin+Oxycodone
9 Imipramine

@ Lacosamide

@ Lamotrigine

@ Levetiracetam

@ Morphine

@ Nortriptyline

@ Nortriptyline+Morphine
@ Oxcarbazepine

@ Oxycodone

@ Pregabalin

@ Valproate

@ Topiramate
@ Tramadol

@ Trazodone
@ Venlafaxine
@ Capsaicin Cream

Figure 4 somnolence - evidence network
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Table 6 somnolence - trials included in analysis
Q
g o £ k=
g ,S0e8| 5 |g5|s8] 2 [2|2)E 2 1208 2l |e] o8
S |23|£|g] E |E2|lEv| £ |E|B|lgl @ | S |S€|R|s|5|& 5|5 | %
2 £ |8%(8|S| & |32|838|E [g|E|E|£ |E |BES|€|8|5|8|5|8(8)|<
8 = c 3 é.t' © S e | T > o 31S |8 o = S5 |® |9 |o|a|l=|E S 8
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- ] 4RCT521,27,35,62
Amitriptyline total =243
Cannabis 2 RCTs™%
Sativa Extract |total n=191
] 5 RCTSI7,20,61,64,66
Duloxetine total n=1392 -
. 1RCT
Escitalopram total n=96 - -
] 7 RCTSJ,/,ZJ,JJAUAbbl
Gabapentin total n=892 - - -
18
Gabapentin ) oL tlotRaICT
+Nortriptyline _
n=112
27
Gabapentin | ) oL tlotRa(I:T .
+Oxycodone _
n=338
Imipramine 1RCT” - - - - - -
total n=80
Lacosamide 2 RCTs™™ - - - - - -
total n=587
- 3 RCTs™**
Lamotrigine total =129 - - - - - - -
] 4 RCTsl4,15,26,44
Levetiracetam total n=230 - - - - - - - -
. 2 RCTs™®
Morphine total n=222 ) T r ) i i T r
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(1) Agrawal et al. (2009); (2) Arezzo et al. (2008); (3) Backonja et al. (1998); (4) Bansal et al. (2009); (5) Beydoun et al. (2006); (6) Biesbroeck et al. (1995); (7) Bone et al.
(2002); (8) Breuer et al. (2007); (9) Chandra et al. (2006); (10) Davidoff et al. (1987); (11) Dogra et al. (2005); (12) Dworkin et al. (2003); (13) Eisenberg et al. (2001); (14)
Falah et al. (2012); (15) Finnerup et al. (2009); (16) Freynhagen et al. (2005); (17) Gao et al. (2010); (18) Gilron et al. (2012); (19) Gimbel et al. (2003); (20) Goldstein et al.
(2005); (21) Graff-Radford et al. (2000); (22) Guan et al. (2011); (23) Hahn et al. (2004); (24) Hanna et al. (2008); (25) Harati et al. (1998); (26) Holbech et al. (2011); (27)
Kalso et al. (1995); (28) Khoromi et al. (2005); (29) Khoromi et al. (2007); (30) Kim et al. (2011); (31) Kochar et al. (2004); (32) Lesser et al. (2004); (33) Levendoglu et al.
(2004); (34) Luria et al. (2000); (35) Max et al. (1988); (36) Nurmikko et al. (2007); (37) Otto et al. (2008); (38) Raskin et al. (2004); (39) Rauck et al. (2007); (40) Rice & Maton
(2001); (41) Richter et al. (2005); (42) Rog et al. (2005); (43) Rosenstock et al. (2004); (44) Rossi et al. (2009); (45) Rowbotham et al. (1998); (46) Rowbotham et al. (2004);
(47) Sabatowski et al. (2004); (48) Satoh et al. (2011); (49) Shaibani et al. (2009); (50) Siddall et al. (2006); (51) Simpson (2001); (52) Simpson et al. (2010); (53) Sindrup et al.
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Vranken et al. (2008); (61) Vranken et al. (2011); (62) Vrethem et al. (1997); (63) Watson et al. (1998); (64) Wernicke et al. (2006); (65) Wu et al. (2008); (66) Yasuda et al.

(2011)

CG173: Neuropathic pain i pharmacological management appendix J 20 of 133




Table 7 somnolence - relative effectiveness of all pairwise combinations
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CG173: Neuropathic pain i pharmacological management appendix J 21 0f 133




Placebo

Amitriptyline

Cannabis
Sativa Extract

Duloxetine

Gabapentin

Gabapentin
+Nortriptyline

Gabapentin
+Oxycodone

Imipramine

Lacosamide

Lamotrigine

Levetiracetam
Morphine

Nortriptyline

Nortriptyline
+Morphine

Oxcarbazepine

Oxycodone

Pregabalin

\Valproate

Topiramate

Tramadol

Trazodone

Venlafaxine

Capsaicin Cream
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> ©
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2.18)

Gabapentin
+Oxycodone
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43.89)

e
)
N
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6.94
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35.77)

12.25
.77,
163.2

5.18
(1.36,
20.59)

1.10
(0.07,
13.44)

Imipramine

0.91
(0.13,
5.36)

0.26
(0.03,
1.80)

0.13
(0.01

1.86)

0.22
(0.03,
1.43)

0.38
(0.02,
6.11)

0.16
(0.02,
1.08)

0.03
(0.0,
0.56)

0.03
(0.0,
0.32)

3.58
(0.89

143

Lacosamide

3.07
(0.81,
14.85)

0.88
(0.19,
4.97)

0.47
(0.03

5.49)

0.75
(0.17,
4.0)

1.34
(0.09,
18.04)

0.56
(0.13,
2.98)

0.12
(0.01,
1.63)

0.11
(0.01

0.92)

3.49
(0.36,
40.87)

Lamotrigine

0.56
(0.12,
2.33)

0.16
(0.03,
0.80)

0.08
(0.0,
0.91)

0.13
(0.03,
0.64)

0.24
(0.01,
2.99)

0.10
(0.02,
0.47)

0.02
(0.0,
0.27)

0.02
(0.0,
0.15)

0.61
(0.0,
6.88)

0.18
(0.02,
1.27)
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m

3.77
(1.53,
9.73)
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(0.31,
3.63)
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(0.04

4.73)

0.91
(0.30,
2.81)

1.62
(0.13,
15.79)
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(0.22,
2.12)

0.14
(0.01,
1.48)

0.13
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0.76)
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1.22
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1.20
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13.0
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(0.35,
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3.54)
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(0.04

2.09)

9.01
(0.98,
95.42)

2.60
(0.34,
17.83)

14.71
(2.08,
112)

2.14
(0.42,
11.59)

0.26
(0.05

1.31)

0.40
(0.10,
1.62)
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Gabapentin

Gabapentin
+Nortriptyline
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Nortriptyline

Nortriptyline
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(0.41,
4.43)

N [Sativa Extract

S ©|Cannabis
SN

o
I

—
[EY
()]
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5.18)

Oxcarbazepi
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4.66)
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20.52)
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4.11
(0.42,
46.59)

1.17
(0.15,
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(0.19,
5.76)

0.45
(0.06,
3.41)

0.76
(0.13

5.08)
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(0.09,
11.61)

Oxycodone

73.14
(8.87,
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0)
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2.27)
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(0.39,
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0.17
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1.46
(0.29,
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(0.13,
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0.94
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, 3.0)
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0.17,
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(0.26,
4.96)

0.06
(0.0,
0.53)

Valproate

4.36
(0.37,
146)

1.24
(0.09,
44.90)

1.06
(0.08,
36.64)

1.93
(0.06,
105)

0.79
(0.06,
27.10)

0.17
(0.01,
9.47)

0.15
(0.01

6.50)

5.04
(0.22,
249.1
0)

1.42
(0.07,
59.02)

8.22
(0.43,
342.2
0)

1.17
(0.08,
42.59)

0.55
(0.03,
22.70)

0.92
(0.06
35.0
2)

1.15
(0.05,
58.62)

1.20
(0.06,
50.74)

0.06
(0.0,
3.53)

0.97
(0.08
325
9)

Topiramate

3.82
(1.75,
8.80)

1.09
(0.35,
3.38)

0.92
(0.34,
2.60)

1.64
(0.14,
15.51)

0.69
(0.25,
1.95)

0.15
(0.01,
1.43)

0.13
(0.02

0.73)

4.25
(0.61,
34.25)

1.24
(0.22,
5.90)

6.93
(1.34,
38.26)

1.01
(0.30,
3.47)

0.48
(0.10,
2.25)

0.80
(0.21

3.17)

0.97
(0.13,
8.35)

1.06
(0.19,
5.01)

0.05
(0.0,
0.51)

0.85
(0.35

2.10)

0.87
(0.02,
12.07)

CG173: Neuropathic pain i pharmacological management appendix J

23 of 133




o £
i3] ) IS £ g
o I S c o o S o | a o | O
= E| o o £ |E= |55 ¢ =) 2 o] c | E o [ Q c g o c
s e x| S S c c2|cg| £ I= = b ) = |= ¢ N 5 = @ ] S c £ =
2| B 8% 8|S | S |82|88|E | s |5 | S| £ |B|Bs|& |2 8|8 |5|8|8 |83
Q E 8| B o) g |gE [g>| 8 A o b s | E |E5]| & o s 5 | = £ S|l & |a
S | E (88| 3 | % |8 |s280| 8 | ¢ | 5 |3 | &8 |&8|g2| % | 2|2 |5 |8 |8 |s|§5|&
o < 0wl a W 0o loflox]| E 3 S 3 s |z |z | 6 O lal|ls> e |le = |1> 10
450 |1.28 ‘()(')607 [L09 |1.93 Jos1 |017 ?61(?2 501 |1.45 |8.15 [1.20 |0.56 ?69149 115 |1.24 |0.06 (1(')030 1.02 (161288
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Values given are odds ratios.

The segment below and to the left of the shaded cells is derived from the network meta-analysis, reflecting direct and indirect evidence of treatment effects (row versus
column). The point estimate reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. The segment above and to the right of the
shaded cells gives pooled direct evidence (random-effects pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% confidence

intervals.
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Capsaicin Cream
Venlafaxine

Trazodone

Tramadol

Topiramate

Valproate

Pregabalin

Oxycodone
Oxcarbazepine
Nortriptyline+Morphine
Nortriptyline

Morphine

Levetiracetam
Lamotrigine
Lacosamide

Imipramine
Gabapentin+Oxycodone
Gabapentin+Nortriptyline
Gabapentin
Escitalopram
Duloxetine

Cannabis Sativa Extract
Amitriptyline

0.0002441 0.0019531 0.015625

m NMA
O Direct pairwise

<

<

v

0.125 1

Odds Ratio -v- Placebo

512

Figure 5 somnolence - relative effect of all options compared with

placebo

(values less than 1 favour the treatment; values greater than 1 favour placebo;
solid error bars are 95% credible intervals while dashed error bars are 95%

confidence intervals)
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Table 8 somnolence - rankings for each comparator

Probability best

Median rank (95%ClI)

Placebo 0.000 4 (2, 6)
Amitriptyline 0.000 11 (5, 19)
Cannabis Sativa Extract | 0.000 17 (4, 24)
Duloxetine 0.000 12 (6, 19)
Escitalopram 0.000 7 (2, 22)
Gabapentin 0.000 16 (9, 20)
Gabapentin+Nortriptyline | 0.000 22 (10, 24)
Gabapentin+Oxycodone | 0.000 22 (17, 24)
Imipramine 0.001 4 (2, 15)
Lacosamide 0.000 9(3,21)
Lamotrigine 0.001 22,7
Levetiracetam 0.000 11 (5, 20)
Morphine 0.000 19 (7, 23)
Nortriptyline 0.000 14 (6, 21)
Nortriptyline+Morphine 0.000 12 (3, 22)
Oxcarbazepine 0.000 11 (4, 22)
Oxycodone 0.000 24 (19, 24)
Pregabalin 0.000 14 (8, 19)
Valproate 0.000 13 (2, 24)
Topiramate 0.000 12 (5, 20)
Tramadol 0.000 13 (5, 21)
Trazodone 0.000 19 (3, 24)
Venlafaxine 0.000 11 (5, 20)
Capsaicin Cream 0.998 1(1,1)
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10 10 1.0
08 08 08
06 06 06
0.4 0.4 0.4
0.2 0.2 0.2
0.0 - 0.0 +rr—r——mmEEEn 0.0 -,
12345678 9101112131415161718192021222324 12345678 9101112131415161718192021222324 12345678 9101112131415161718192021222324
10 Duloxetine 10 Escitalopram 10 Gabapentin
08 0.8 08
0.6 0.6 0.6
0.4 0.4 0.4
0.2 0.2 0.2
0.0 4= m B R e e ey 0.0 +-mEEEn, 0.0 -,
12345678 9101112131415161718192021222324 12345678 9101112131415161718192021222324 12345678 9101112131415161718192021222324
10 Gabapentin+Nortriptyline 10 Gabapentin+Oxycodone 10 Imipramine
08 08 0.8
0.6 0.6 0.6
0.4 0.4 04
0.2 0.2 0.2
0.0 =, 0.0 -, 0.0 -,
12345678 9101112131415161718192021222324 12345678 9101112131415161718192021222324 12345678 9101112131415161718192021222324
10 Lacosamide 10 Lamotrigine 10 Levetiracetam
08 08 08
0.6 0.6 06
04 04 04
0.2 0.2 0.2
0.0 mE 0.0 = 0.0 4
12345678 9101112131415161718192021222324 12345678 9101112131415161718192021222324 12345678 9101112131415161718192021222324
10 Morphine 10 Nortriptyline 10 Nortriptyline+Morphine
08 08 08
0.6 0.6 06
0.4 0.4 0.4
02 02 0.2
00 milin. 0.0 ] 0.0
12345678 9101112131415161718192021222324 12345678 9101112131415161718192021222324 12345678 9101112131415161718192021222324
10 Oxcarbazepine 10 Oxycodone 10 Pregabalin
08 08 08
06 06 06
0.4 0.4 0.4
0.2 0.2 0.2
0.0 0.0 = 0.0 =uEiEEn
12345678 9101112131415161718192021222324 12345678 9101112131415161718192021222324 12345678 9101112131415161718192021222324
10 Valproate 10 Topiramate 10 Tramadol
08 08 08
06 06 06
0.4 0.4 0.4
0.2 0.2 0.2
0.0 0.0 mmE 0.0
12345678 9101112131415161718192021222324 12345678 9101112131415161718192021222324 12345678 9101112131415161718192021222324
10 Trazodone 10 Venlafaxine 10 Capsaicin Cream
08 08 08
0.6 0.6 0.6
0.4 04 04
0.2 0.2 0.2
0.0 e 0.0 A= mm 0.0
12345678 9101112131415161718192021222324 12345678 9101112131415161718192021222324 12345678 9101112131415161718192021222324
Figure 6 somnolence - rank probability histograms
Table 9 somnolence - model fit statistics
Residual deviance Dbar Dhat pD DIC tau-squared
157.7
. (959 : 0.
(Compared to 159 data- 696.756 | 578.142 | 118.615 | 815.371 8 ggg) 95%Crl 0.127,
points)

Table 10 somnolence - notes

1 Random-effects model was used, with 0.5 added to cells of trials with 1 or
more zero cell-count.
30000 burn-ins and 50000 iterations.

1 It was not possible to include results from Rintala (2007) in the synthesis
because the study reported the number of side effects reported in total
(including patients more than once if they reported the event multiple times)
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rather than the proportion of patients who reported the event which the
majority of the other studies reported.
1 Model convergence: poor autocorrelation for capsaicin cream and

oxycodone 1 both are only connected with one study.

Summary GRADE profile 3c: fatigue (or tiredness)

Outcom | Numbe | Limitation | Inconsistenc | Indirectnes | Imprecisio | Qualit | Importanc
e r of S y S n y e
Studie
s
Fatigue
(and 25 a | Very L2 .3 | very Very
) RCTs At serious not serious Y 4 Important
tiredness — serious serious low
) n=6397

T unclear about allocation concealment in 12 studies; there is uncertainty about comparability at baseline
between groups in 17 studies and there are differences between groups at baseline in 4 studies
(particularly for use of concomitant drugs); during 12 studies, it was unclear if the same care was
received by each group and in 3 studies different care was received (these were usually to do with
concomitant drug and rescue medication use); patients who completed the trials were not comparable
between groups in 9 studies and in 4 studies it was unclear if they were comparable; mean baseline
severity ranged from 3.9 to 7.4 on a normalised 11-point scale across the studies in the network;
concomitant drugs permitted varies across the studies in the network

2 1> was 73% for duloxetine vs placebo, 61% for gabapentin vs placebo, 38% for gabapentin vs
nortriptyline which may indicate substantial heterogeneity between the studies that form the
comparisons in the first two and moderate or no heterogeneity between the studies that make the last;
appears to be consistency between direct and indirect estimates

%all aspects of PICO conform to review protocol

4 few head-to-head trials; more than half of the links had only one trial; wide confidence intervals for the
effect estimates of most interventions compared to placebo and for overall rankings within the network

# placebo-controlled trials:

Cannabis Sativa Extract (n=191): Nurmikko et al. (2007), Rog et al. (2005)

Capsaicin Patch (n=307): Simpson et al. (2008)

Duloxetine (n=549): Gao et al. (2010), Wernicke et al. (2006)

Gabapentin (n=470): Gordh et al. (2008), Rao et al. (2007)

Lacosamide (n=1195): Shaibani et al. (2009), Wymer et al. (2009), Ziegler et al. (2010)
Lamotrigine (n=125): Rao et al. (2008)

Levetiracetam (n=60): Falah et al. (2012)

Morphine, Nortriptyline, Nortriptyline+Morphine (n=110): Khoromi et al. (2007)
Oxcarbazepine (n=493): Beydoun et al. (2006), Dogra et al. (2005)

Pregabalin (n=269): Stacey et al. (2008)

Topiramate (n=1674): Khoromi et al. (2005), Raskin et al. (2004), Thienel et al. (2004)
Tramadol (n=166): Harati et al. (1998), Norrbrink & Lundeberg (2009)

Head-to-head trials:

Amitriptyline vs Pregabalin (n=102): Bansal et al. (2009)

Gabapentin vs Gabapentin+Nortriptyline, Gabapentin+Nortriptyline vs Nortriptyline (n=112): Gilron et al.
(2012)

Gabapentin vs Gabapentin+Oxycodone (n=338): Hanna et al. (2008)
Gabapentin vs Nortriptyline (n=182): Chandra et al. (2006), Gilron et al. (2012)
Morphine vs Nortriptyline, Morphine vs Nortriptyline+Morphine (n=110): Khoromi et al. (2007)

Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.
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Figure 7 fatigue (or tiredness) - evidence network
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Table 11 fatigue (or tiredness) - trials included in analysis
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@ = c 3 0 = I c £ T > a [} b S = = = © g £
2 E |85 | 8 |2 | ¢ |82 /88| ¢ | & | s |§ |5 |88| & |85
o < own O [a) o OF o F 4 — - = 2 ZF O o |+
Amitriptyline |-
Cannabis 2 RCTs™™®
Sativa Extract |total n=191
Capsaicin 1RCT?
Patch total n=307
Duloxetine 2 RCTs>*
total n=549
. 2RCTs®P
Gabapentin total n=470
Y4
Gabapentin ) tlotRa?T
+Nortriptyline n=112
9
Gabapentin ) tlotRa?T i
+Oxycodone _
n=338
] 3 RCT519,24,25
Lacosamide total n=1195 . ) )
Lamotrigine 1RCT™ - - -
9 total n=125
Levetiracetam 1RCT® - - -
total n=60
. 1RCT™
Morphine total n=110 . . )
- 1 RCTY 2 1 RCT’ 1 RCT*
Nortriptyline -
Pty total n=110 RCTs*’ |total total
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total n=112 n=110
n=182
12 12
Nortriptyline |1 RCT* ] ) ) ) ) ) ) ) ) ) tlog?-r tlog?-r
+Morphine total n=110 _ _
n=110 (n=110
. [2RCTS™*
Oxcarbazepine total n=493 - - - - - - - - - - - - -
1 RCTZ 1RCT"
Pregabalin _ total - - - - - - - - - - - - -
total n=269 n=102
] 3 RCTsll,17,22
Toplramate total n:l674 - - - - - = = = = = = - - - -
2 RCTs™F
Tramadol total nN=166 - - - - - - - - - - - - - - - -

(1) Bansal et al. (2009); (2) Beydoun et al. (2006); (3) Chandra et al. (2006); (4) Dogra et al. (2005); (5) Falah et al. (2012); (6) Gao et al. (2010); (7) Gilron et al. (2012); (8)

Gordh et al. (2008); (9) Hanna et al. (2008); (10) Harati et al. (1998); (11) Khoromi et al. (2005); (12) Khoromi et al. (2007); (13) Norrbrink & Lundeberg (2009); (14) Nurmikko
et al. (2007); (15) Rao et al. (2007); (16) Rao et al. (2008); (17) Raskin et al. (2004); (18) Rog et al. (2005); (19) Shaibani et al. (2009); (20) Simpson et al. (2008); (21) Stacey
et al. (2008); (22) Thienel et al. (2004); (23) Wernicke et al. (2006); (24) Wymer et al. (2009); (25) Ziegler et al. (2010)
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Table 12 fatigue (or tiredness) - relative effectiveness of all pairwise combinations
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2.28 0.72 2.18 1.36 1.63 0.48 7.25 0.38 0.58 0.58 1.86 6.97 1.57 11.96
Placebo - (0.87, [(0.13, |(0.47, |(0.47, |- - (0.82, |(0.04, |(0.82, |(0.07, |(0.13, [(0.13, [(0.79, [(0.90, |(1.11, |(2.59,
5.99) [4.03) [10.12) [3.92) 3.24) |5.48) |64.46) [2.03) |2.54) |2.54) |4.36) |54.15) |2.24) |55.20)
305.20 0.08
Amitriptyline  |(6.97, - - - - - - - - - - - - - (0.00, |- -
309900.00) 1.53)
. 2.24 0.01
Cannabis (0.69, (0.00, - - - - - - - - - - - - - - -
Sativa Extract 7.66) 0.40)
- 0.79 0.00 0.35
g:&ia'c'” .11, (0.00, |(0.04, - - - - - - - - - - - - - -
7.35) 0.22) |4.51)
2.33 0.01 1.04 2.96
Duloxetine (0.94, (0.00, |(0.23, |(0.27, - - - - - - - - - - - - -
6.21) 0.39) |4.88) [25.67)
1.24 0.00 0.55 1.56 0.53 2.08 2.49 1.53
Gabapentin ~ |(0.51, (0.00, |(0.12, |(0.14, [(0.14, (0.36, |(1.27, |- - - - (0.18, |- - - - -
2.69) 0.19) [2.22) [|12.50) |1.74) 11.83) |4.87) 13.18)
Gabapentin 1.23 0.00 0.54 1.53 0.53 0.99 1.56
+Nortfi wine |©-20, (0.00, [(0.06, [(0.09, |(0.07, [(0.19, - - - - - (0.42, |- - - - -
Py 6.55) 0.26) |4.12) [20.71) |3.52) |5.01) 5.86)
Gabapentin 3.14 0.01 1.40 3.94 1.35 2.54 2.57
+Ox (E)odone (0.73, (0.00, |(0.21, |(0.29, |(0.23, |(0.84, |(0.36, - - - - - - _ _ ) )
y 12.01) 0.58) [8.29) |42.49) |6.74) |7.87) [18.94)
1.70 0.01 0.76 2.16 0.73 1.39 141 0.54
Lacosamide ((0.77, (0.00, |(0.18, |(0.21, |[(0.21, |(0.45, |((0.22, |(0.11, - - - - - - - - -
4.09) 0.28) [3.33) [17.93) [2.57) [4.81) |10.48) |2.99)
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0.39 0.00 0.17 0.47 0.16 0.32 0.31 0.12 0.22
Lamotrigine  |(0.01, 0.00, |(0.00, [0.01, |(0.00, [(0.01, |(0.01, |(0.00, [(0.01, ; ; ; - - ; ; -
6.33) 0.15) [3.57) |14.94) [3.10) [5.93) [9.05) [2.91) [4.19)
10.07 0.03 4.56 13.09 [4.35 8.36 8.70 3.32 5.94 28.88
Levetiracetam |(1.13, (0.00, |(0.36, [(0.57, |(0.39, |(0.80, |(0.48, |(0.24, |(0.54, [(0.73, ; ; - - ; ; -
333.90) |4.93) |177.00)|663.40)|157.40)|295.40) |404.40)|135.90)|213.50) [3779.00)
0.48 0.00 0.21 0.58 0.20 0.39 0.39 0.15 0.28 1.24 0.04 1.53 1.53
Morphine (0.05, 0.00, [(0.02, [(0.03, [(0.02, |(0.04, |(0.03, |(0.01, |(0.03, [(0.03, |(0.00, (0.25, |(0.25, |- ; ; -
2.90) 0.11) |1.84) [8.94) |156) [2.64) |4.05) |142) [2.04) |70.17) |0.85) 9.53) |9.53)
1.22 0.00 0.54 1.53 0.53 0.99 1.00 0.39 0.71 3.17 0.12 2.52 1.00
Nortriptyline  |(0.35, 0.00, |0.10, [0.12, |©0.10, |(0.31, |(0.21, |(0.08, |(0.16, |(0.15, |(0.00, |(0.42, 0.19, |- ; ; -
3.99) 022) [2.87) |15.33) [2.31) [3.26) [5.14) |1.98) |[3.00) |144.20) |1.49) [22.94) 5.19)
Nortriotvline 0.77 0.00 0.34 0.96 0.33 0.63 0.63 0.25 0.45 1.99 0.07 1.62 0.64
ot (011, (0.00, |(0.04, [(0.05, |(0.04, |(0.09, |(0.06, |(0.03, [(0.06, |(0.06, [(0.00, |(0.19, [(0.10, - ; ; -
P 4.10) 0.17) [2.70) |12.77) [2.23) [3.77) [5.97) [2.03) [2.93) [113.70) |1.25) |16.60) |3.47)
1.99 0.01 0.89 2.52 0.85 1.62 1.64 0.64 1.16 5.29 0.19 4.25 1.64 2.62
Oxcarbazepine|(0.71, 0.00, |(0.18, [(0.23, |(0.21, |(0.45, |(0.23, |(0.12, [(0.30, |(0.26, |(0.01, |(0.52, [(0.35, (0.3, ; ; -
6.07) 0.34) |4.46) [23.94) [3.61) |6.81) |13.92) |4.04) |4.64) [217.00) |[2.40) |49.09) |8.96) [|23.29)
9.45 0.04 4.26 12.48 |4.09 7.80 8.01 3.10 5.64 27.18 0.94 21.39 |7.97 13.00 |4.83
Pregabalin  |(1.31, (0.00, |(0.41, |(0.60, |(0.45, |(0.91, |(0.57, |(0.27, |(0.63, |(0.77, [(0.02, |(1.26, |(0.76, |(0.86, |(0.48, ; -
230.10) [0.67) |121.20)[440.30)|109.20)[210.60) |283.50)|96.96) |143.00)|2720.00)|41.36) |913.50)|231.70) |482.00) |127.40)
1.64 0.01 0.73 2.09 0.70 1.32 1.34 0.52 0.96 4.26 0.16 3.44 1.34 2.14 0.82 0.17
Topiramate  |(0.90, 0.00, |(0.19, [0.21, |(0.23, [(0.50, |(0.23, |(0.12, [(0.34, |(0.24, |(0.00, |(0.52, |(0.36, |(0.36, [(0.24, |(0.01, -
3.15) 0.25) [2.84) |16.26) [2.17) [4.12) [9.41) [2.64) [2.69) [170.00) |1.64) |34.93) |5.64) |16.23) [2.82) [1.42)
14.47 0.05 6.61 18.41 1|6.25 11.84 |12.17 |4.69 8.45 40.14 1.43 31.46 |(11.96 (19.45 |[7.30 1.51 8.77
Tramadol (.74, 0.00, |(0.80, |(1.20, [(0.91, |(1.89, |(1.12, |(0.55, |(1.32, |(1.40, [(0.03, |(2.58, |(1.56, |(1.71, |(0.99, [(0.05, |(1.49,
111.10) [3.59) |65.30) |295.50)|56.16) |106.50)(177.20)|54.72) |75.21) [2390.00)[29.20) |609.70)|128.50)[310.50)|69.25) |26.37) |73.56)

Values given are odds ratios. The segment below and to the left of the shaded cells is derived from the network meta-analysis, reflecting direct and indirect evidence of
treatment effects (row versus column). The point estimate reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. The segment
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above and to the right of the shaded cells gives pooled direct evidence (random-effects pairwise meta-analysis), where available (column versus row). Numbers in parentheses
are 95% confidence intervals.
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Tramadol
Topiramate
Pregabalin
Oxcarbazepine

Nortriptyline+Morphine
Nortriptyline

Morphine

Levetiracetam

Lamotrigine
Lacosamide
Gabapentin+Oxycodone

Gabapentin+Nortriptyline
Gabapentin
Duloxetine

Capsaicin Patch

Cannabis Sativa Extract
Amitriptyline

n—

m NMA 0.03125 0.125

0.5 2 8 32 128
Odds Ratio -v- Placebo

512

Figure 8 fatigue (or tiredness) - relative effect of all options compared

with placebo

(values less than 1 favour the treatment; values greater than 1 favour placebo;
solid error bars are 95% credible intervals while dashed error bars are 95%

confidence intervals)

Table 13 fatigue (or tiredness) - rankings for each comparator

Probability best | Median rank (95%ClI)
Placebo 0.004 5(2,9)
Amitriptyline 0.000 18 (16, 18)
Cannabis Sativa Extract | 0.003 11 (3, 16)
Capsaicin Patch 0.137 4 (1, 15)
Duloxetine 0.001 12 (5, 15)
Gabapentin 0.005 7(2,12)
Gabapentin+Nortriptyline | 0.044 7 (1, 15)
Gabapentin+Oxycodone | 0.002 13 (4, 16)
Lacosamide 0.002 9(3,14)
Lamotrigine 0.421 2 (1, 15)
Levetiracetam 0.001 16 (6, 18)
Morphine 0.264 2(1,12)
Nortriptyline 0.009 7 (2,14)
Nortriptyline+Morphine 0.105 4 (1, 14)
Oxcarbazepine 0.002 11 (3, 15)
Pregabalin 0.001 16 (7, 17)
Topiramate 0.001 9 (4, 14)
Tramadol 0.000 16 (12, 18)
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Figure 9 fatigue (or tiredness) - rank probability histograms

Table 14 fatigue (or tiredness) - model fit statistics

Residual deviance Dbar Dhat pD DIC tau-squared

65.31

. 284.883 | 235.738 | 49.145 | 334.029 | 0.010 (95%CI: 0.005, 0.629)
(compared to 64 data-points)

Table 15 fatigue (or tiredness) - notes

1 Random-effects model was used, with 0.5 added to cells of trials with 1 or
more zero cell-count.
10000 burn-ins and 50000 iterations.
Since we were unable to include lethargy in this synthesis (for reasons
stated in the methods section), the results from Watson (1998) which

classifiedanevent as 01 et h warggngtindudel infeithér thig u
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or the lethargy synthesis.

1 It was not possible to include the results from Huse (2001) in the synthesis
because the study recorded the intensity of adverse events on a visual
anal ogue scale (from 6not at all 6
patients who reported the event which the majority of the other studies
reported.

1 It was not possible to include results from Rintala (2007) in the synthesis
because the study reported the number of side effects reported in total
(including patients more than once if they reported the event multiple times)
rather than the proportion of patients who reported the event which the
majority of the other studies reported.

1 Model convergence: amitriptyline and pregabalin have poor autocorrelation

because they have only one study with low event rates for placebo.

Summary GRADE profile 3d: lethargy

Numbe
Outcom | r of Limitation | Inconsistenc | Indirectnes | Imprecisio | Qualit | Importanc
e Studie | s y S n y e

S

3 ver ver Ver
Lethargy | RCTs® Y 1 not serious? not serious® y 4 | y

n=792 serious serious ow Important

' randomisation method and allocation concealment were unclear in all 3 studies; there is uncertainty
about comparability at baseline between groups in all 3 studies (particularly for use of concomitant
drugs); during 2 studies, it was unclear if the same care was received by each group (these were usually
to do with concomitant drug and rescue medication use); concomitant drugs permitted varies across the
studies in the network

% 1> was 0% for pregabalin vs placebo which may indicate no heterogeneity between the studies that
form this comparison (heterogeneity not possible for duloxetine vs placebo since there is only one trial
for this comparison); no loops so no possibility of inconsistency between direct and indirect estimates
%all aspects of PICO conform to review protocol

* no head-to-head trials; one of the two links has only one study; wide confidence intervals for the effect
estimates of both interventions compared to placebo and for overall rankings within the network

% Duloxetine (n=215): Gao et al. (2010)
Pregabalin (n=577): Guan et al. (2011), Stacey et al. (2008)
(all compared to placebo)

Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.

CG173: Neuropathic pain i pharmacological management appendix J 37 of 133




e G Placebo
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Figure 10 lethargy - evidence network

Table 16 lethargy - trials included in analysis
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) 1RCT!
Duloxetine total n=215
) 2 RCTs?®
Pregabalin total n=577 )

(1) Gao et al. (2010); (2) Guan et al. (2011); (3) Stacey et al. (2008)

Table 17 lethargy - relative effectiveness of all pairwise combinations

Placebo
Duloxetine
Pregabalin

3.04 2.74

Placebo (0.94, 9.87) (0.86, 8.77)

Duloxetine 3.32 -
(0.02, 524.40)

3.29 1.00

Pregabalin (0.10, 143.10) (0.00, 543.30)

Values given are odds ratios.

The segment below and to the left of the shaded cells is derived from the network meta-analysis,
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals.
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95%
confidence intervals.
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Figure 11 lethargy - relative effect of all options compared with placebo

(values less than 1 favour the treatment; values greater than 1 favour placebo;
solid error bars are 95% credible intervals while dashed error bars are 95%

confidence intervals)

Table 18 lethargy - rankings for each comparators

Probability best Median rank (95%Cl)
Placebo 0.666 1(1,3)
Duloxetine 0.194 2(,3)
Pregabalin 0.140 2(,3)
Placebo Duloxetine Pregabalin

0.8 0.8 0.8 - 9

0.6 0.6 0.6 -

0.4 0.4 0.4 -

0.2 0.2 0.2 -

0.0 0.0 0.0

1 2 3 1 2 3 1 2 3

Figure 12 lethargy - rank probability histograms

Table 19 lethargy - model fit statistics

Residual deviance Dbar Dhat pD DIC tau-squared

27.233 | 21.326 | 5.907 | 33.14 | 0.002 (95%Crl: 0.006, 21.659)

6.677
(compared to 7 data-points)

Table 20 lethargy - notes

1 Random-effects model was used, with 0.5 added to cells of trials with 1 or
more zero cell-count.
10000 burn-ins and 50000 iterations.
Removed Morello from the synthesis because it was not connected to the

network
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Summary GRADE profile 3e: constipation

Outcome Numbe | Limitation | Inconsisten | Indirectnes | Imprecisio | Qualit | Importanc
r of S cy S n y e
Studie
S

Constipatio 34 a | Very L2 .3 | very Very

n RCTs serious? serious not serious serious® low Important
n=5172

" there is uncertainty about comparability at baseline between groups in 22 studies and there are
differences between groups in 5 studies (particularly for use of concomitant drugs); during 21 studies, it
was unclear if the same care was received by each group and in 3 studies the same care was not
received (these were usually to do with concomitant drug and rescue medication use); average baseline
severity ranged from 3.4 to 7 on a 11-point scale across the network; concomitant drugs permitted
varies across the studies in the network; insufficient follow-up in 18 studies

% 1> was 53%, 52%, 50%, and 40% for gabapentin vs nortriptyline, duloxetine vs placebo, amitriptyline vs
placebo, and levetiracetam vs placebo, respectively. This may indicate that any inconsistency in the first
three comparisons may be moderate to substantial and that the last comparison could be moderate
heterogeneity or that any heterogeneity might not be important; indirect and direct estimates appear
relatively similar

® all aspects of PICO conform to review protocol

* the majority of links in the network have only one trial; few head-to-head trials; wide confidence
intervals for the effect estimates of most interventions compared to placebo and for overall rankings
within the network

# placebo-controlled trials:
Amitriptyline (n=149): Cardenas et al. (2002), Kalso et al. (1995), Robinson et al. (2004)

Duloxetine (n=1392): Gao et al. (2010), Goldstein et al. (2005), Vranken et al. (2011), Wernicke et al.
(2006), Yasuda et al. (2011)

Imipramine (n=80): Sindrup et al. (2003)

Lacosamide (n=119): Rauck et al. (2007)

Lamotrigine (n=36): Breuer et al. (2007)

Levetiracetam (n=138): Falah et al. (2012), Holbech et al. (2011)
Morphine (n=222): Khoromi et al. (2007), Wu et al. (2008)
Nortriptyline, Nortriptyline+Morphine (n=110): Khoromi et al. (2007)
Oxycodone (n=159): Gimbel et al. (2003)

Pregabalin (n=1547): Lesser et al. (2004), Richter et al. (2005), Rosenstock et al. (2004), Satoh et al.
(2011), Siddall et al. (2006), van Seventer et al. (2006)

Topiramate (n=82): Khoromi et al. (2005)

Tramadol (n=256): Harati et al. (1998), Norrbrink & Lundeberg (2009), Sindrup et al. (1999)
Trazodone (n=18): Davidoff et al. (1987)

Venlafaxine (n=110): Sindrup et al. (2003), Tasmuth et al. (2002)

Head-to-head trials:

Amitriptyline vs Gabapentin (n=50): Morello et al. (1999)

Amitriptyline vs Nortriptyline (n=66): Watson et al. (1998)

Amitriptyline vs Pregabalin (n=102): Bansal et al. (2009)

Gabapentin vs Gabapentin+Nortriptyline, Gabapentin+Nortriptyline vs Nortriptyline (n=112): Gilron et al.
(2012)

Gabapentin vs Gabapentin+Oxycodone (n=338): Hanna et al. (2008)
Gabapentin vs Nortriptyline (n=182): Chandra et al. (2006), Gilron et al. (2012)
Imipramine vs Venlafaxine (n=80): Sindrup et al. (2003)

Morphine vs Nortriptyline, Morphine vs Nortriptyline+Morphine, Nortriptyline vs Nortriptyline+Morphine
(n=110): Khoromi et al. (2007)

Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.
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0 Placebo

e Amitriptyline

e Duloxetine

° Gabapentin

e Gabapentin+Nortriptyline
e Gabapentin+Oxycodone
a Imipramine

e Lacosamide

@ Lamotrigine

@ Levetiracetam

@ Morphine

@ Nortriptyline

@ Nortriptyline+Morphine
@ Oxycodone

@ Pregabalin

@ Topiramate
@ Tramadol

@ Trazodone
@ Venlafaxine

Figure 13 constipation - evidence network

CG173: Neuropathic pain i pharmacological management appendix J 41 of 133




Table 21 constipation - trials included in analysis

Placebo

Amitriptyline

3 RCTs> 1%

Amitriptyline

Duloxetine

total n=149
] 5 RCTS 7,10,30,32,34
Duloxetine total n=1392
Gabapentin |-
Gabapentin

+Nortriptyline

Gabapentin

Gabapentin
+Nortriptyline

Gabapentin

+Oxycodone

Imipramine

Lacosamide

Lamotrigine
Levetiracetam

Gabapentin |
+Oxycodone
_ . 1 RCT”'
Imipramine total n=80
. 1RCT?
Lacosamide total n=119
Lamotrigine 1RCT”
9 total n=36
Levetiracetam 2 RCTs™™
total n=138
_ 2 RCTs™®
Morphine iotal n=222 ]
— [1RCT® 1RCT®
Nortriptyline total n=110 total

Morphine

CG173: Neuropathic pain i pharmacological management appendix J

42 of 133

Nortriptyline

Nortriptyline
+Morphine

Oxycodone

Pregabalin

Topiramate
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Trazodone
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g g8 |2 28|28 5 | g |2 |E|£ |2 |88 8 |2 |5 |% |s
8 = 3 g |85 |8x| & 3 2 5 s | 5§ |E5]| ¢ S £ £ S
= = = « | &= | 80 | £ 8 g o S s |8z | X o & g g
o < [a) (O] O+ O F E — — | = p Z + O o — — -
total total n=112 total
n=66 n=182 n=110
1 1
Nortriptyline |1 RCT*® ) ) ) ) ) ) ) ) ) RCT* |RCT*
+Morphine  |total n=110 total  [total
n=110 (n=110
1RCT’
OXyCOdone tOta| n:159 - - - - - - - - - - - -
6 1RCT"
Pregabalin  |RCTs!"?12324%5 8ot |- - - - - . . . . . . .
total n=1547 n=102
. 1RCT®
Topiramate total n=82 - - - - - - - - - - - - i, -
3 RCTSlZ,lQ,ZG
Tramadol total n=256 - - - - - - - - - - - - - - -
1RCT’
Trazodone total n=18 - - - - - - - - - - - - - - - -
1
Venlafaxine 2 RCTs*"*® - - - - - RCT - - - - - - - - - - -
total n=110 total
n=80

(1) Bansal et al. (2009); (2) Breuer et al. (2007); (3) Cardenas et al. (2002); (4) Chandra et al. (2006); (5) Davidoff et al. (1987); (6) Falah et al. (2012); (7) Gao et al. (2010); (8)
Gilron et al. (2012); (9) Gimbel et al. (2003); (10) Goldstein et al. (2005); (11) Hanna et al. (2008); (12) Harati et al. (1998); (13) Holbech et al. (2011); (14) Kalso et al. (1995);
(15) Khoromi et al. (2005); (16) Khoromi et al. (2007); (17) Lesser et al. (2004); (18) Morello et al. (1999); (19) Norrbrink & Lundeberg (2009); (20) Rauck et al. (2007); (21)
Richter et al. (2005); (22) Robinson et al. (2004); (23) Rosenstock et al. (2004); (24) Satoh et al. (2011); (25) Siddall et al. (2006); (26) Sindrup et al. (1999); (27) Sindrup et al.
(2003); (28) Tasmuth et al. (2002); (29) van Seventer et al. (2006); (30) Vranken et al. (2011); (31) Watson et al. (1998); (32) Wernicke et al. (2006); (33) Wu et al. (2008); (34)
Yasuda et al. (2011)
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Table 22 constipation - relative effectiveness of all pairwise combinations

) 2 Q ) ) % ) ) )
£ @ = £E= | £5 Q o c ] c S o e c & ® e
=, £ c c 2 c 5 £ k= S Q ) = = € ) = © ° < <
g | 2|5 |8 |88|ag]| & s |§ | £ |£| B |BE|E |2 |5 |8 |8 |¢&
[} =] x © o £ © > o 3 o < S = = s o = £ o ©
s | E | 3 | 8 |82 |88 | £ g S| s |3 |58 |83 5| & |8|&g|¢g ¢
o < a o |0f |0F E 3 s 3 s z |25 | & a 2 = = >
7.55 1.02
2.54 1.92 0.19 0.13 3.17 0.95 12.32 |3.86 15.14 |4.47 2.36 (0.38 472 |(1.00 (0.25
Placebo (0.70, |(0.87, |- - - (0.01, (0.01, (0.12, |(0.15, (4.20, ((0.77, |(3.33, [(2.06, |(1.23, 15'0 8 (1.92, {(0.02, ’
9.23) |4.24) 4.09) 2.64) 83.17) |6.05) |36.11)|19.51) |68.89)(9.69) |4.54) "N 11.62) |55.80) 2.11)
2.35 1.83 1.69 1.53
Amitriptyline |(0.88, - (0.39, |- - - - - - - (0.61, |- - (0.24, |- - - -
6.59) 8.67) 4.67) 9.57)
1.97 0.84
Duloxetine |(0.88, ((0.22, - - - - - - - - - - - - - - - -
4.42) [2.96)
1.82 0.77 0.92 1.00 5.77 4.43
Gabapentin [(0.30, |(0.15, [(0.13, (0.06, |(2.80, |- - - - - (0.23, |- - - - - - -
11.16) [3.90) [6.72) 16.39) [11.91) 85.75)
Gabapentin (3.09 1.32 1.56 1.72 1.00
+Nortriptylin |(0.07, |(0.03, [(0.03, [(0.04, - - - - - - (0.06, |- - - - - - -
e 83.83) (32.08) |46.26) [39.19) 16.39)
Gabapentin (10.83 |4.61 5.51 6.01 3.55
+Oxycodon {(0.98, |(0.46, [(0.44, |[(1.14, |(0.10, - - - - - - - - - - - - -
e 132.80)|48.71) |76.87) |32.58) [205.40)
3.08
0.12 0.05 0.06 0.06 0.04 0.01 (0.12
Imipramine [(0.00, [(0.00, |(0.00, [(0.00, {(0.00, |(0.00, - - - - - - - - - - - ,
3.19) [1.58) [1.80) [2.91) |5.89) |0.68) 77.8
0)
0.07 0.03 0.03 0.03 0.02 0.01 0.52
Lacosamide [(0.00, [(0.00, |(0.00, |(0.00, |(0.00, [(0.00, |{(0.00, - - - - - - - - - - -
1.68) [0.82) [0.93) [1.50) [3.12) |0.34) |464.20)
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583 [251 [299 (333 [219 | . [62.39  [12150
Lamotrigine [©13: [(005, |(0.06, |(0.05, |(@.01, |¢5F |(0.30, |05, ] ] ] ] ] ]
9n€ 12442.0 |1079.0 {1299.0 17190 18310 (-0 o) [246500.0 |451800.00
0) 0) 0) 0) 0) —77N0) )
 ovetiracem|094 [0.40 (047 (051 (031 (009 [8.08 1520  |0.15
e (0.16, |(0.05, |0.07, |(0.04, |(0.01, |©0.00, |0.18, |(0.35,  |(0.00, ; ; - - -
536) [2.93) [3.24) |6.28) [19.38) |1.71) [3933.00) |8448.00) [10.70)
1629 [6.96 [8.27 [9.03 [533 [1.51 (1;'2'240 (276%3?0 274 |1755 030 |117
Morphine |(4.05, |(1.43, |(1.65, (117, |©.18, |00, |O8% H7AS  ho.o1, |wss, ©0.11, |(053, |- .
72.01) [35.08) |45.64) (71.66) (252.30)[21.14) |} 000 | 001170 10)|177.60) 0.79) |2.58)
572 243 [200 (312 |1.83 [0.52 ?ffg 9081  [096 613 [0.35 3.92
Nortriptyline [(1.49, |(0.68, [(0.61, |(0.67, |0.09, |©.05, [$53% k259, |©0.00, |©0.68, |(0.08, (1.49, |- .
23.55) [8.88) |14.85) (15.97) |68.97) [530) (47O |49500.00) |58.32) |59.63) |1.64) 10.28)
Nortrptyiine [20:19 [B61 [10.25 (1114 |658  |1.86 (147 ?’250 ?723.(;30 334 [21.69 [1.24 |[355
Morohne. |(3:66, |(L40, (L7, |(L26, |21, |(@.12, |[geof o0 O 0 10.01, |18, [(0.24, |(0.66, - -
120.70)[54.02) |73.31) |102.40)[335.40) 28.77) |, ) 237.30)|265.90) |6.38) |18.79)
460 196 [233 (254 |151 [0.42 ?35; 73.95 077 |492 028 |o81 |023
Oxycodone |(0.85, (0.27, |0.37, 021, |(0.04, [(002, |05 |80, |(0.00, [(0.44, |(0.03, |(0.09, |(0.02 -
25.42) |13.83) (15.58) [20.87) [92.93) [819) |°%7%% |43000.00) |51.47) |58.28) [253) [6.94) |250)
286 [1.22 |145 |158 093 |0.26 (25.;12 44.56 049 [307 (018 |050 [0.14 [0.62
Pregabalin |(1.29, |(0.36, |(0.47, |(023, |(0.03, [(0.02, [\%8%. = l(156, |©0.00, |0.45 |(0.03, |(0.10, |(0.02, |(0.10,
6.69) |4.03) |472) [10.78) [44.42) [329) |90 |2202000) |2452) |2215) |0.88) |235) [0.99) |4.16)
_ 1578 [6.79 |[8.12 [9.08 |591 |1.56 |178.90 [34330 |2.90 |17.80 [0.98 |2.80 |0.81 |3.60 |5.54
Topiramate [(0.58, [(0.21, |(0.26, |(0.20, |(0.05, |(0.02, |(1.07, |10,  |(0.00, |(0.40, |(0.03, |(0.07, |(0.02, [(0.08, |(0.18,
9676.0 |4340.0 |5163.0 |6728.0 |8425.0 |1356.0 |885500.0 |1496000.0 |4023.0 |12610.0 |683.8 |1908.0 [580.7 |2561.0 |3549.0
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0) 0) 0) 0) 0) 0) 0) 0) 0) 0) 0) 0) 0) 0) 0)
537 228 [273 297 |176 050 ?153533 8562 091 578 033 |0.94 |026 |1.17 |1.88 [0.33
Tramadol |(1.56, |(0.46, |(0.63, |(0.33, |0.05, |(0.03, |33 |255  |0.00, |(0.68, |(0.05, |(0.14, |(0.03, |(0.14, |0.42, |(0.00, ;
21240.00
19.74) |1152) [1259) [27.07) [s6.29) [7.72) [1240%0 |46180.00) |52.36) [51.75) [222) [6.03) |226) [9.73) [B6L) [1231)
096 [040 [049 (052 [032 [0.09 (965(;10 (15'0115 014 |1.01 006 017 |005 |021 (033 |0.05 (()dlgo
Trazodone [(0.00, [(0.00, |(©.00, [©.00, |©.00, |(©.00, |00 KOOL .00, |(0.00, |0.00, (0.00, |0.00, (0.00, |(@.00, |(0.00, |%0%
725.30) [322.50)|386.00) |486.10) 621.80)|92.95) : 001359.80)|941.80) |48.80) |143.80) |42.14) |186.60)|263.00)|81.58) | -+°"
) ) 0)
096 041 |049 053 [031 |0.09 |7.86 1560 |06 |1.03  [006 [017 [0.05 |021 [033 |0.06 |0.18 (1(')080
Venlafaxine |(0.17, |(0.05, |(0.07, |(0.04, |0.01, |(0.00, |(0.29, |0.36.  |0.00, [(0.09, [(0.01, |(0.02, |(0.00, |(0.02, |(0.05, |(0.00, |(0.02, |{%:00:
12480
5.48) [2.04) [329) [634) |10.60) [171) |339100) 8930.00) |1080) |1233) [055) [L50) [0.54) [2.33) [2.25) [2.65) |L50) |4

Values given are odds ratios.

The segment below and to the left of the shaded cells is derived from the network meta-analysis, reflecting direct and indirect evidence of treatment effects (row versus
column). The point estimate reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. The segment above and to the right of the
shaded cells gives pooled direct evidence (random-effects pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% confidence

intervals.
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Figure 14 constipation - relative effect of all options compared with

placebo

(values less than 1 favour the treatment; values greater than 1 favour placebo;
solid error bars are 95% credible intervals while dashed error bars are 95%

confidence intervals)

Table 23 constipation - rankings for each comparators

Probability best | Median rank (95%Cl)
Placebo 0.000 5(3, 8)
Amitriptyline 0.000 9 (5, 14)
Duloxetine 0.000 8 (4, 13)
Gabapentin 0.002 8 (3, 15)
Gabapentin+Nortriptyline | 0.019 11 (2, 19)
Gabapentin+Oxycodone | 0.000 16 (6, 19)
Imipramine 0.333 2(1,11)
Lacosamide 0.478 21,7
Lamotrigine 0.010 14 (2, 19)
Levetiracetam 0.012 5(2,13)
Morphine 0.000 17 (12, 19)
Nortriptyline 0.000 13 (8, 17)
Nortriptyline+Morphine 0.000 17 (12, 19)
Oxycodone 0.000 13 (5, 18)
Pregabalin 0.000 10 (6, 15)
Topiramate 0.001 17 (4, 19)
Tramadol 0.000 13 (7, 18)
Trazodone 0.136 5(1, 19)
Venlafaxine 0.007 5(2, 14)
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Figure 15 constipation - rank probability histograms

Table 24 constipation - model fit statistics

Residual deviance Dbar Dhat pD DIC tau-squared
86.02

. 335.552 | 271.288 | 64.264 | 399.815 | 0.337 (95%Crl: 0.110, 1.433)
(compared to 82 data-points)

Table 25 constipation - notes

9 Random-effects model was used, with 0.5 added to cells of trials with 1 or

more zero cell-count.

30000 burn-ins and 50000 iterations.

It was not possible to include the results from Huse (2001) in the synthesis

because the study recorded the intensity of adverse events on a visual
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anal ogue scale (from 6not at all 6
patients who reported the event which the majority of the other studies
reported.

1 It was not possible to include results from Rintala (2007) in the synthesis
because the study reported the number of side effects reported in total
(including patients more than once if they reported the event multiple times)
rather than the proportion of patients who reported the event which the
majority of the other studies reported.

1 Model convergence: topiramate and trazodone have poor autocorrelation
because there is only one study with low event rates for these

interventions.
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Summary GRADE profile 3f: nausea

Outcom | Numbe | Limitation | Inconsistenc | Indirectnes | Imprecisio | Qualit | Importanc
e r of S y S n y e
Studies
56
a
Nausea R_CTS Very serious® not serious® | V¢V Very Important
n=1176 | serious serious low
9

" allocation concealment was inadequate in 1 study and unclear in 30 studies; there is uncertainty about
comparability at baseline between groups in 31 studies and there are differences between groups in 4
studies (particularly for use of concomitant drugs); during 23 studies, it was unclear if the same care was
received by each group and in 6 studies the same care was not received (these were usually to do with
concomitant drug and rescue medication use); average baseline severity ranged from 3.9to 7.7 on a
11-point scale across the network; concomitant drugs permitted varies across the studies in the network;
insufficient follow-up in 18 studies

%1% was 63%, 48%, 34%, and 27% for pregabalin vs placebo, duloxetine vs placebo, amitriptyline vs
placebo, and capsaicin patch vs placebo, respectively. This may indicate that any heterogeneity in the
first comparison may be moderate to substantial, in the second comparison may be moderate, and in
the third and fourth might not be important; indirect and direct estimates appear relatively similar

% all aspects of PICO conform to review protocol

* few head-to-head trials; wide confidence intervals for the effect estimates of most interventions
compared to placebo and for overall rankings within the network

% placebo-controlled trials:
Amitriptyline (n=94): Kalso et al. (1995), Vrethem et al. (1997)
Cannabis Sativa Extract (n=191): Nurmikko et al. (2007), Rog et al. (2005)

Capsaicin Patch (n=1918): Backonja et al. (2008), Clifford et al. (2012), Irving et al. (2011), Simpson et
al. (2008), Webster et al. (2010)

Duloxetine (n=1344): Gao et al. (2010), Goldstein et al. (2005), Wernicke et al. (2006), Yasuda et al.
(2011)

Gabapentin (n=559): Backonja et al. (1998), Bone et al. (2002), Hahn et al. (2004), Levendoglu et al.
(2004), Rao et al. (2007), Simpson (2001)

Imipramine (n=80): Sindrup et al. (2003)

Lacosamide (n=1314): Rauck et al. (2007), Shaibani et al. (2009), Wymer et al. (2009), Ziegler et al.
(2010)

Lamotrigine (n=1125): Eisenberg et al. (2001), Rao et al. (2008), Simpson et al. (2003), Vinik et al.
(2007), Vinik et al. (2007)

Levetiracetam (n=158): Falah et al. (2012), Holbech et al. (2011), Rossi et al. (2009)
Morphine (n=222): Khoromi et al. (2007), Wu et al. (2008)

Nortriptyline, Nortriptyline+Morphine (n=110): Khoromi et al. (2007)

Oxcarbazepine (n=634): Beydoun et al. (2006), Dogra et al. (2005), Grosskopf et al. (2006)
Oxycodone (n=159): Gimbel et al. (2003)

Pregabalin (n=892): Freynhagen et al. (2005), Rosenstock et al. (2004), van Seventer et al. (2006),
Vranken et al. (2008)

Valproate (n=84): Agrawal et al. (2009), Kochar et al. (2004)
Topiramate (n=1592): Raskin et al. (2004), Thienel et al. (2004)

Tramadol (n=381): Boureau et al. (2003), Harati et al. (1998), Norrbrink & Lundeberg (2009), Sindrup et
al. (1999)

Venlafaxine (n=355): Rowbotham et al. (2004), Sindrup et al. (2003), Tasmuth et al. (2002)
Capsaicin Cream (n=143): Watson et al. (1993)

Head-to-head trials:

Amitriptyline vs Gabapentin (n=50): Morello et al. (1999)

Amitriptyline vs Nortriptyline (n=66): Watson et al. (1998)

Gabapentin vs Gabapentin+Oxycodone (n=338): Hanna et al. (2008)

Imipramine vs Venlafaxine (n=80): Sindrup et al. (2003)

Morphine vs Nortriptyline, Morphine vs Nortriptyline+Morphine, Nortriptyline vs Nortriptyline+Morphine
(n=110): Khoromi et al. (2007)
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Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.

o Placebo

e Amitriptyline

e Cannabis Sativa Extract
° Capsaicin Patch

e Duloxetine

e Gabapentin

o ﬂ Gabapentin+Oxycodone

e Imipramine
e Lacosamide
12 @ Lamotrigine

@ Levetiracetam

14 ,
@ Morphine
@ Nortriptyline

2 6 @ Nortriptyline+Morphine
13

@ Oxcarbazepine
7 @ Oxycodone
@ Pregabalin

@ Valproate

@ Topiramate
@ Tramadol

@ Venlafaxine
@ Capsaicin Cream

10

Figure 16 nausea - evidence network
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Table 26 nausea - trials included in analysis
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© = c S X © T > o aQ [S) = 5 = =2 S 8 © = < ©
s} = ezl & o o a X = S 4 = = £ 9 e > o S 1S =
< S S| © S [ sO | £ 3 % 3 S <} S s g < o < s o o
o < [ON?) (@) &) O O F £ 4 4 | = =z Z+ (@) (@) o > [ [ >

L 2 RCTs™™®
Amitriptyline
Pty total n=94

Cannabis 2 RCTs*"**
Sativa Extract |total n=191

Capsaicin 5 RCTSS /203951 ]
Patch total n=1918
. 4 RCT512’14’52’55
Duloxetine total n=1344 :
6
Gabapentin RCTg25:16:242837
total n=559
Gabapentin i
+Oxycodone
i : 1RCT"
Imipramine total N=80
. 4 RCT331,36,54,56
Lacosamide total n=1314 B
5
Lamotrigine RCTSQ,29,38,45,46
total n=1125
. 3 RCTSlU,19,34
Levetiracetam total n=158
. 2 RCTSZZ,bd
Morphine total n=222
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o < |0a| O | A o |07 | E | S | S |8 s z 25|86 |6 |a | S |8 | |32
1 1
Nortriptyline 1RCT® RCT* - - - - - - - - RCT*
total n=110 total total
n=66 n=110
1 1
Nortriptyline {1 RCT? ) ) ) ) ) ) ) ) ) RCT? |RCT?
+Morphine total n=110 total |[total
n=110 |n=110
Oxcarbazepine 3 RCTs™™ - - - - - - - - - R R -
PNl tal n=634
1RCT®
OXyCOdone tOtal n:159 - - = - - = - - - - - - -
] 4 RCTsll,33,44,47
Pregaballn tOtal n=892 - - - = - - - - - - - - - - -
2 RCTs™®
Valproate total n:84 - - - - - - = = = = = - - - - -
Topiramate 2 RCTs™™ - - - - - - - - - - - - - R R -
P total n=1592
4 RCTSb,lB,ZbAU
Tramadol total n=381 - - - - - - - - - - - - - - - - -
1
Venlafaxine |3 RCTs*>*4? ) ) ) ) ) RCT*| ) ) ] ] ] ) ) ] ] ] ]
total n=355 total
n=80
Capsaicin 1RCTY ] i i i i i i . . i . . . . . . . . -
Cream total n=143

(1) Agrawal et al. (2009); (2) Backonja et al. (1998); (3) Backonja et al. (2008); (4) Beydoun et al. (2006); (5) Bone et al. (2002); (6) Boureau et al. (2003); (7) Clifford et al.

(2012); (8) Dogra et al. (2005); (9) Eisenberg et al. (2001); (10) Falah et al. (2012); (11) Freynhagen et al. (2005); (12) Gao et al. (2010); (13) Gimbel et al. (2003); (14)
Goldstein et al. (2005); (15) Grosskopf et al. (2006); (16) Hahn et al. (2004); (17) Hanna et al. (2008); (18) Harati et al. (1998); (19) Holbech et al. (2011); (20) Irving et al.
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(2011); (21) Kalso et al. (1995); (22) Khoromi et al. (2007); (23) Kochar et al. (2004); (24) Levendoglu et al. (2004); (25) Morello et al. (1999); (26) Norrbrink & Lundeberg
(2009); (27) Nurmikko et al. (2007); (28) Rao et al. (2007); (29) Rao et al. (2008); (30) Raskin et al. (2004); (31) Rauck et al. (2007); (32) Rog et al. (2005); (33) Rosenstock et
al. (2004); (34) Rossi et al. (2009); (35) Rowbotham et al. (2004); (36) Shaibani et al. (2009); (37) Simpson (2001); (38) Simpson et al. (2003); (39) Simpson et al. (2008); (40)
Sindrup et al. (1999); (41) Sindrup et al. (2003); (42) Tasmuth et al. (2002); (43) Thienel et al. (2004); (44) van Seventer et al. (2006); (45) Vinik et al. (2007); (46) Vinik et al.
(2007); (47) Vranken et al. (2008); (48) Vrethem et al. (1997); (49) Watson et al. (1993); (50) Watson et al. (1998); (51) Webster et al. (2010); (52) Wernicke et al. (2006); (53)
Wu et al. (2008); (54) Wymer et al. (2009); (55) Yasuda et al. (2011); (56) Ziegler et al. (2010)
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Table 27 nausea - relative effectiveness of all pairwise combinations

-1 S e o
Q © =
) a o Qo ) ) ] [4) ) o )
S |eR| g | & s |25 2 El5 |8 |e | = |22|8% E 1|l |8 |3 | €E

S E|E| & |s |8 (85|28 |t |8 |58 |5 (588|288 |28 58|58 |5 k¢

o < |66 |0 |a | o |0 | E | S | S |38 |s= z |26 |06 |&a | S | B |E |3 Do
Placebo N/A N/A  [NJA [NJA [NJA INJA INJA IN/A IN/A IN/A [N/JA |N/A N/A  [N/JA  [N/A [NJA [NJA INJA  INJA  |IN/A ":/
Amitriptytin |2:84 N/
e (0.13, N/A  |[N/A - IN/A IN/A IN/A - INJA - [NJ/A - [NJA - INJA - |INJA - |N/A N/A  [N/A - IN/A - IN/A IN/A  INJA  [NJA  [N/A A

2.97)
Cannabis |1.94 |3.06 N/
Sativa (0.64, |(0.47, N/A  [N/A [NJA [NJA INJA INJA IN/A - IN/A IN/JA  |N/A N/A  [N/A  [N/A [NJA [NJA INJA INJA  |IN/A A
Extract 5.82) |20.37)
Capsaicin 1.48 [2.38 0.77 N/
PatF::h (0.77, |(0.43, |(0.21, N/A  [NJA [NJA [NJA  INJA IN/A IN/A [N/A - |N/A N/A [N/A  [N/A [NJA [NJA INJA INJA  |IN/A A

2.96) [12.86) [2.77)

3.71 |5.81 191 (249 N/
Duloxetine |(2.18, |(1.16, |(0.57, |(1.05, N/A  [N/JA  [NJA [NJA  [NJA  [INJA INJA  IN/A N/A  [N/A  [N/A [NJA [NJA INJA INJA  |IN/A A

6.58) |(31.63) |6.65) |5.96)
Gabapenti 1.15 [1.82 0.59 |0.76 |0.31 N/
n P (0.51, |(0.36, |(0.15, |(0.27, |(0.11, N/A  [N/A [NJA [NJA INJA INJA - IN/A N/A  [N/A  [N/A [NJA [NJA INJA - INJA  IN/A A

2.61) (9.28) [2.36) [2.24) (0.83)
Sabape”“ 302 |477 |156 [2.02 [0.82 [2.63 N/
+Oxvcodon (0.80, |(0.71, |(0.28, |(0.47, |(0.19, |(0.94, N/A [N/A [N/A |[NJA  INJA IN/A N/A [N/A [N/A [NJA [NJA INJA  INJA  |IN/A A
. y 11.29)|33.40) |8.80) |8.76) |3.41) |7.54)

2.82 |4.44 146 (190 |0.76 |2.46 0.93 N/
Imipramine |(0.58, |(0.51, |(0.21, |(0.33, |(0.14, |(0.41, |(0.12, NA INA - INA-INIAINIA- INJAINFAINFAINFA INIA- [NTA [NIA|NTA |

14.01) |42.59) |9.86) [10.73) |4.20) |15.20) |7.57)
Lacosamid 1.76 [2.80 091 |1.19 |(0.47 |1.54 |0.58 |0.63 N/
. (0.94, |(0.53, |(0.26, |(0.46, |(0.20, |(0.56, |(0.14, |(0.11, NA |NA - [NA - INA- INJA[NAINIA[NIA INIA- INIA [NIA (NA {1

3.44) |15.43) (3.31) |2.99) [1.12) |4.44) |2.58) |(3.47)
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Lamotrigin 1.08 |1.71 0.56 |0.73 |0.29 |0.95 |[0.36 |0.38 |0.61 N/
e 9 (0.60, |(0.32, |(0.16, |(0.29, |(0.13, [(0.34, |(0.08, |(0.07, |(0.25, N/A  |[NJA  |N/A N/A  [N/A - IN/A IN/A IN/A  INJ/A  [NJA  [N/A A
1.96) |9.26) |(1.92) [1.77) |0.65) [2.55) [1.52) |2.09) |1.47)
Levetiracet 2.00 |3.19 1.05 [1.35 |0.54 |[1.75 |0.67 |0.72 |1.14 |1.84 N/
am (0.55, |(0.42, [(0.19, |(0.31, [(0.13, |(0.38, |(0.11, |(0.09, |(0.27, |(0.45, NA - INA - [NIAINAIN/AINJA-INAINIA- INIA NTA- |
8.83) [29.22) |6.56) [6.70) [2.57) |9.08) |4.62) |6.14) |5.74) [9.53)
4.67 |7.65 248 |3.16 (1.27 |4.13 |1.58 |[1.71 |(2.68 |4.34 |2.30 N/
Morphine |(0.84, |(0.74, [(0.31, |(0.49, |(0.21, |(0.59, |(0.17, |(0.16, |(0.42, |(0.70, |(0.25, NA  INA |N/AINJAINIAINJAINAAINIA- INIA |
38.87) (91.42) |25.89)(27.69) [10.95) [37.94) |18.31) |22.33) |23.92) |38.14) [28.29)
Nortriotvlin 0.27 10.43 0.14 |0.18 |0.07 |0.23 |0.09 |(0.09 |0.15 |0.25 |0.13 |0.06 N/
o PYIN10.01, [0.01, [(0.00, |(0.00, |(0.00, |(0.01, |(0.00, |(0.00, |(0.00, [(0.01, |(0.00, |(0.00, NA  INA - INIA- INIA- INIA INIAINIA INIA |
3.73) |5.76) [2.32) [2.77) [1.04) |3.63) |1.68) [2.06) |2.37) |3.66) [2.56) |0.88)
Nortriptylin |2.36 |3.90 1.23 (158 |0.64 |2.07 |0.79 |0.83 |1.33 |2.17 |[1.13 |0.52 |8.93 N/
e (0.12, (0.13, [(0.05, |(0.07, |(0.03, |(0.09, |(0.03, |(0.03, |(0.06, |(0.10, |(0.05, |(0.03, |(0.27, NA |NA - INJA - (N/AINIA-INIA- INIA- |
+Morphine [38.78) |82.31) |23.85) |27.61) |10.69) |36.70) |16.35) |20.25) [23.80) |39.17) |26.81) |4.50) |600.80)
Oxcarbaze 232 |3.71 1.20 (156 |0.63 |2.03 |[0.77 |0.82 |1.32 |2.15 |(1.16 |0.49 |8.75 1.00 N/
ine (0.87, |(0.61, [(0.28, |(0.47, |(0.20, |(0.58, |(0.15, |(0.13, |(0.40, |(0.69, |(0.19, |(0.05, |(0.50, {(0.05, NA |NA - INA - INIA - INA-INIA |
P 6.62) [23.31) |5.39) |5.45) |2.04) |7.64) |4.15) |5.58) |4.43) |7.08) |6.23) [3.69) [361.80)|24.37)
5.89 (9.43 3.06 |3.98 (1.60 |5.16 |1.95 |[2.10 |(3.35 |545 |2.93 (1.24 (fo; 252 |2.53 N/
Oxycodone (.73, |(1.30, ((0.59, |(0.97, |(0.41, |(1.19, |(0.32, |(0-27, |(0.84, |(1.38, |(0.45, |(0.11, |2’ 1(0.12, |(0.51, NA INIA - INIA-INIA-INIA- |
22.18)|70.37) |16.89) |17.15) |6.64) |24.28)|12.84)|16.73) |14.68) |23.60) |19.03) |11.09) 0) " |64.31) |13.25)
1.08 |1.71 056 |0.72 |0.29 |0.94 |0.36 |[0.38 |0.61 |[1.00 |0.53 |0.23 |4.08 0.46 |0.46 |0.18 N/
Pregabalin |(0.51, [(0.31, [(0.15, |(0.26, |(0.11, |(0.31, |(0.08, |(0.07, [(0.22, |(0.39, |(0.10, |(0.02, |(0.25, |(0.03, |(0.13, |(0.04, NA - |NA - INIA - INA- |
2.29) (9.65) |2.10) |1.94) [0.73) |2.84) |1.61) [2.19) |1.66) |2.54) |2.42) [1.53) |162.30)|9.88) [1.59) |0.77)
3.63 |5.86 192 (247 098 |3.20 [1.22 (1.31 |2.05 |3.40 (1.82 |0.78 |14.42 |1.59 |1.56 |[0.62 |(3.42 N/
Valproate [(0.53, |(0.48, |(0.20, |(0.31, |(0.13, |(0.39, |(0.12, |(0.10, |(0.27, |(0.43, |(0.16, |(0.04, |(0.47, |(0.05, |(0.17, |(0.06, |(0.41, NA - |NA - INIA ()
40.95) |101.70)|26.39) [28.92) |11.83) [38.95) |17.77) |21.89) |25.95) |41.31) [26.33) |14.76) |912.90)|69.11) |21.76) |9.33) |43.19)
Topiramate|1.75 (2,76 |0.91 |1.18 |0.47 (153 |0.58 |0.62 [0.99 |1.62 |0.87 |[0.37 |[6.59 |0.75 |0.75 [0.30 |[1.62 |0.48 N/A |N/A N/
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(0.88, |(0.51, |(0.24, [(0.44, |(0.19, |(0.51, |(0.13, |(0.11, |(0.38, |(0.66, |(0.17, |(0.04, |(0.43, |(0.04, |(0.22, |(0.07, |(0.59, |(0.04, A
3.52) |15.56) [3.36) |3.06) |1.14) |4.45) |2.63) [3.39) |2.55) |4.04) |3.84) |2.48) |255.50)|16.34)|2.52) |1.22) |4.53) |3.84)
417 1|6.67 2.16 |2.80 |1.13 |(3.67 |1.39 |(1.48 |2.37 |3.87 [2.08 |0.89 (1597 |1.78 |(1.79 |0.70 |3.87 |1.15 |2.38 N/
Tramadol [(1.94, [(1.17, [(0.57, |(1.00, |(0.43, |(1.17, |(0.29, |(0.25, |(0.85, |(1.44, |(0.39, |(0.09, |(0.99, |(0.10, |(0.49, |(0.15, |(1.31, |(0.09, |(0.86, 7SN
9.54) [37.32) [8.71) [8.08) [3.02) |11.37)|6.67) |8.85) |6.66) |10.69)|9.85) |6.07) |620.10)(42.09)|6.52) |3.12) [11.87)(9.71) |7.02)

Venlafaxin 2.79 |4.43 1.46 |1.88 |[0.75 |2.45 |(0.93 |0.99 |(1.60 |2.58 |1.40 |0.59 |10.53 [1.20 |1.22 |(0.47 |2.60 |0.76 |1.61 |0.67 N/
; (1.12, |(0.76, |(0.35, |(0.61, |(0.26, |(0.72, |(0.19, |(0.23, |(0.51, |(0.87, |(0.24, |(0.06, |(0.65, [(0.07, |(0.31, |(0.10, |(0.81, [(0.06, [(0.51, |(0.20, N
7.45) [28.88) [6.16) [6.09) [2.33) [8.59) |4.76) |4.48) |5.07) [8.12) [7.05) |4.23) |420.00)|27.27)|4.64) |2.35) |8.82) |6.91) |5.27) |2.29)

9.25 |(15.02 |4.83 |6.23 |2.50 |8.18 (3.15 |3.40 |5.22 |8.68 (4.69 |1.97 |38.11 [4.23 |4.05 |[1.63 |8.70 (258 |5.36 |(2.25 |3.36
Capsaicin |(0.43, |(0.46, |(0.18, |(0.27, |(0.11, |(0.32, |(0.11, |(0.10, |(0.22, |(0.37, |(0.14, |(0.04, |(0.56, [(0.06, |(0.15, |(0.05, |(0.36, |(0.05, [(0.22, [(0.09, |(0.12,
Cream 6354. [13370. |3828. |4544. |1724. |6076. |2597. |2990. |3671. |5765. |3135. [1688. |69710. |4826. (2851. |1228. [6231. |2926. [3936. |1519. [2505.

00) [00) [00) [00) [00) [00) [00) [00) [00) [00) [00) [00) [00)  |00) |00) |00) |00) [00) |00) |00)  |0O)

Values given are hazard ratios.

The segment below and to the left of the shaded cells is derived from the network meta-analysis, reflecting direct and indirect evidence of treatment effects (row versus
column). The point estimate reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. The segment above and to the right of the
shaded cells gives pooled direct evidence (random-effects pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% confidence

intervals.
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Capsaicin Cream L >
Venlafaxine ——
Tramadol ——
Topiramate T+
Valproate L
Pregabalin ——
Oxycodone L
Oxcarbazepine +——
Nortriptyline+Morphine B
Nortriptyline «—l}
Morphine L
Levetiracetam L
Lamotrigine ——
Lacosamide T—
Imipramine L
Gabapentin+Oxycodone L
Gabapentin ——
Duloxetine ——
Capsaicin Patch ——
Cannabis Sativa Extract L
Amitriptyline L
0.0625 0.25 1 4 16 64
H NMA Hazard Ratio -v- Placebo

Figure 17 nausea - relative effect of all options compared with placebo

(values less than 1 favour the treatment; values greater than 1 favour placebo;
solid error bars are 95% credible intervals while dashed error bars are 95%

confidence intervals)
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Table 28 nausea - rankings for each comparator

Probability best

Median rank (95%ClI)

Placebo 0.006 5(2,8)
Amitriptyline 0.154 2 (1, 15)
Cannabis Sativa Extract | 0.008 11 (2, 20)
Capsaicin Patch 0.005 9 (3, 16)
Duloxetine 0.000 17 (12, 21)
Gabapentin 0.020 6 (2, 14)
Gabapentin+Oxycodone | 0.002 15 (4, 22)
Imipramine 0.009 15 (2, 22)
Lacosamide 0.001 10 (4, 17)
Lamotrigine 0.021 6 (2,12)
Levetiracetam 0.013 12 (2, 21)
Morphine 0.001 18 (4, 22)
Nortriptyline 0.631 1(1, 16)
Nortriptyline+Morphine 0.064 13 (1, 22)
Oxcarbazepine 0.002 13 (4, 20)
Oxycodone 0.000 20 (10, 22)
Pregabalin 0.032 6 (1, 13)
Valproate 0.014 17 (2, 22)
Topiramate 0.002 10 (4, 17)
Tramadol 0.000 18 (11, 22)
Venlafaxine 0.000 15 (6, 21)
Capsaicin Cream 0.017 21 (2, 22)
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0.6 0.6 0.6
0.4 0.4 0.4
0.2 0.2 0.2
0.0 4 = 0.0 = 0.0
12345678 910111213141516171819202122 12345678 910111213141516171819202122 12345678 910111213141516171819202122
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0.6 0.6 0.6
0.4 0.4 0.4
0.2 0.2 0.2
0.0 4 0.0 0.0 4
12345678 910111213141516171819202122 12345678 910111213141516171819202122 12345678 910111213141516171819202122
08 Lamotrigine 08 Levetiracetam 08 Morphine
0.6 0.6 0.6
0.4 0.4 0.4
0.2 0.2 0.2
0.0 o, 00 0.0
12345678 910111213141516171819202122 12345678 910111213141516171819202122 12345678 910111213141516171819202122
08 Nortriptyline 08 Nortriptyline+Morphine 08 Oxcarbazepine
0.6 06 0.6
04 0.4 0.4
0.2 0.2 0.2
0.0 00 -, 00 -,
12345678 910111213141516171819202122 12345678 910111213141516171819202122 12345678 910111213141516171819202122
08 Oxycodone 08 Pregabalin 08 Valproate
0.6 0.6 0.6
0.4 0.4 0.4
0.2 0.2 0.2
0.0 =, 00 = 0.0
12345678 910111213141516171819202122 12345678 910111213141516171819202122 12345678 910111213141516171819202122
08 Topiramate 08 Tramadol 08 Venlafaxine
0.6 06 0.6
04 0.4 04
0.2 0.2 0.2
0.0 = -, 00 - 00
12345678 910111213141516171819202122 12345678 910111213141516171819202122 12345678 910111213141516171819202122
08 Capsaicin Cream
0.6
0.4
0.2
0.0 =,
12345678 910111213141516171819202122

Figure 18 nausea - rank probability histograms

Table 29 nausea - model fit statistics

Residual deviance

Dbar Dhat pD

DIC

tau-squared

138.5

594.372 | 498.29 | 96.082 | 690.453 | 0.148 (95%Cl: 0.054, 0.436)

(compared to 140 data-points)

Table 30 nausea - notes

9 Logi log (‘cloglog’) model used as the results from this analysis were used
in the health economic model (this is explained in Appendix K).

1 Random-effects model was used, with 0.5 added to cells of trials with 1 or
more zero cell-count.

1 30000 burn-ins and 50000 iterations.
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1 It was not possible to include the results from Huse (2001) in the synthesis
because the study recorded the intensity of adverse events on a visual
anal ogue scale (fr om ¢erthan the propartioh @
patients who reported the event which the majority of the other studies
reported.

1 It was not possible to include results from Rintala (2007) in the synthesis
because the study reported the number of side effects reported in total
(including patients more than once if they reported the event multiple times)
rather than the proportion of patients who reported the event which the
majority of the other studies reported.

1 Model convergence: there was poor autocorrelation for capsaicin cream
since there was one study with small event rates and for nortriptyline,
morphine and nortriptyline+morphine because the data for these

interventions came mostly from one 3-armed trial with low event rates.
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Summary GRADE profile 3g: vomiting

Outcom | Numbe | Limitation | Inconsistenc | Indirectnes | Imprecisio | Qualit | Importanc
e r of S y S n y e
Studie
S
19 very 2 3 | very Very
iy a . .
Vomiting 5512853 serious? not serious not serious™ | 1o 4 low Important

T allocation concealment was unclear in 9 studies and inadequate 1 study; there is uncertainty about
comparability at baseline between groups in 9 studies and in 4 there were differences in groups at
baseline (particularly for use of concomitant drugs); during 11 studies, it was unclear if the same care
was received by each group and in 2 studies different care was received in each group (these were
usually to do with concomitant drug and rescue medication use); mean baseline severity ranged from
3.95 to 8.8 on a normalised 11-point scale across the studies in the network; concomitant drugs
permitted varies across the studies in the network

% 1> was 40% for duloxetine vs placebo which may indicate that any heterogeneity between the studies
that make this comparison might not be important; appeared to be consistency between direct and
indirect estimates

% all aspects of PICO conform to review protocol

“ only one head-to-head trial; most links have one study; wide confidence intervals for the effect
estimates of most interventions compared to placebo and for overall rankings within the network

% placebo-controlled trials:
Cannabis Sativa Extract (n=191): Nurmikko et al. (2007), Rog et al. (2005)

Capsaicin Patch (n=1424): Backonja et al. (2008), Irving et al. (2011), Simpson et al. (2008), Webster et
al. (2010)

Duloxetine (n=553): Gao et al. (2010), Yasuda et al. (2011)
Gabapentin (n=270): Levendoglu et al. (2004), Rao et al. (2007)
Lacosamide (n=825): Shaibani et al. (2009), Ziegler et al. (2010)
Lamotrigine (n=125): Rao et al. (2008)

Oxcarbazepine (n=146): Dogra et al. (2005)

Oxycodone (n=159): Gimbel et al. (2003)

Pregabalin (n=146): Rosenstock et al. (2004)

Tramadol (n=131): Harati et al. (1998)

Venlafaxine (n=245): Rowbotham et al. (2004)

Head-to-head trials:

Gabapentin vs Gabapentin+Oxycodone (n=338): Hanna et al. (2008)

Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.
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e Placebo

9 Cannabis Sativa Extract
e Capsaicin Patch

o Duloxetine

e Gabapentin

e Gabapentin+Oxycodone
ﬂ Lacosamide

Q Lamotrigine

@ Oxcarbazepine

@ Oxycodone

@ Pregabalin

@ Tramadol

@ Venlafaxine

Figure 19 vomiting - evidence network
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Table 31 vomiting - trials included in analysis

. S o
Q © =
E o c c g (©] Q Q )
o X £ ,E € €3 E %n ﬁ 5 %
2 g w g ° g 23 I i= o ° a
@ [t g g x © © g‘ (%2} ° a o I}
5} = o o o o)
S c = o o Q o X o e o = D
QO T © o] > © < O I I X X It
o (O] (@) [a) O] O F | | (@) (@) o
Cannabis 2 RCTs™?
Sativa Extract total n=191
4 1,7,16,17
. RCTs™"™™
Capsaicin Patch total
n=1424
Duloxetine 2 RCTs™” -
total n=553
. 2 RCTs*
Gabapentin total n=270
Gabapentin ) 1RCT
+Oxycodone total n=338
Lacosamide 2 RCTs™™ -
total n=825
Lamotrigine 1RCT™ -
9 total n=125
} 1RCT?
Oxcarbazepine total n=146 -
1RCT*
Oxycodone total n=159 .
. 1RCT®
Pregabalin total n=146 -
1RCT®
Tramadol total n=131 .
. 1RCT"
Venlafaxine total n=245 -

Tramadol
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Placebo

Cannabis

Sativa Extract

Capsaicin Patch

Duloxetine

Gabapentin

Gabapentin
+Oxycodone

Lacosamide

Lamotrigine

Oxcarbazepine

Oxycodone

Pregabalin

Tramadol

(1) Backonja et al. (2008); (2) Dogra et al. (2005); (3) Gao et al. (2010); (4) Gimbel et al. (2003); (5) Hanna et al. (2008); (6) Harati et al. (1998); (7) Irving et al. (2011); (8)
Levendoglu et al. (2004); (9) Nurmikko et al. (2007); (10) Rao et al. (2007); (11) Rao et al. (2008); (12) Rog et al. (2005); (13) Rosenstock et al. (2004); (14) Rowbotham et al.
(2004); (15) Shaibani et al. (2009); (16) Simpson et al. (2008); (17) Webster et al. (2010); (18) Yasuda et al. (2011); (19) Ziegler et al. (2010)

Table 32 vomiting - relative effectiveness of all pairwise combinations

<
Q © =
© o 2 ) w =3 )
.- < 2 & 25 2 S < 5
2 sy 3 3 g g8 S 5 £ 3 g E £
Q c 3 ] x © T > o o ] o £ <
g 55 5 = E 85 g S 2 < g g 5
on O o $) a o O F S S o o a = >
2.87 1.83 2.18 0.56 5.53 0.64 2.27 9.81 2.84 7.45 9.96
Placebo (0.81, (0.43, (0.62, (0.11, - (0.74, (0.10, (0.20, (2.18, (0.29, (0.38, (0.57,
10.18) 7.72) 7.71) 2.70) 41.21) 4.00) 25.59) 44.06) 27.92) 147.11)  |173.26)
Cannabis 3.26
Sativa Extract (0.57, . . . ) . . ) ) ) ) )
22.41)
2.35 0.73
Capsaicin Patch |(0.70, (0.08, - - - - - - - - - -
8.33) 6.07)
2.43 0.74 1.03
Duloxetine (0.63, (0.07, (0.17, - - - - - - - - -
10.69) 7.31) 7.02)
0.47 0.14 0.20 0.19 2.42
Gabapentin (0.05, (0.01, (0.02, (0.01, (0.97, - - - - - - -
3.62) 2.07) 2.15) 2.18) 6.04)
Gabapentin 1.21 0.37 0.51 0.49 2.54 - - - - - - -
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+Oxycodone (0.07 (0.01 (0.02, (0.02, (0.41,
17.72) 8.93) 9.91) 9.70) 15.61)
8.32 2.68 3.65 3.50 19.07 7.72
Lacosamide (1.14, (0.15, (0.34, (0.29, (.01, (0.24, - - - - -
571.00) 234.00) 283.70) 271.60) 1866.00) [1113.00)
0.59 0.18 0.25 0.24 1.26 0.49 0.06
Lamotrigine (0.04, (0.01, (0.01, (0.01, (0.05, (0.01, (0.00, - - - -
6.84) 3.67) 3.87) 4.03) 33.89) 20.60) 1.62)
2.82 0.87 1.21 1.17 6.16 241 0.32 5.01
Oxcarbazepine |(0.14, (0.02, (0.05, (0.04, (0.17, (0.04, (0.00, (0.10, - - -
146.10) 66.62) 78.07) 70.84) 528.50) 300.20) 26.88) 577.40)
12.25 3.83 5.24 5.07 26.37 10.38 1.42 21.49 4.43
Oxycodone (1.52, (0.22, (0.45, (0.39, (1.49, (0.35, (0.01, (0.81, (0.05, - -
146.80) 77.10) 81.63) 83.42) 701.60) 451.80) 34.46) 750.50) 197.30)
3.71 1.16 1.59 1.55 8.22 3.26 0.43 6.64 1.32 0.30
Pregabalin (0.23, (0.04, (0.07, (0.07, (0.26, (0.07, (0.00, (0.16, (0.01, (0.01, -
152.20) 71.50) 77.70) 81.61) 584.70) 331.60) 29.95) 613.90) 154.10) 22.71)
16.02 5.22 7.07 6.78 38.07 15.44 1.83 30.79 6.04 1.37 4.53
Tramadol (0.62, (0.10, (0.21, (0.19, (0.70, (0.18, (0.01, (0.42, (0.04, (0.02, (0.03,
6010.00) |2403.00) [2840.00) [2901.00) |[16650.00) |7934.00) |1040.00) [16670.00) (4040.00) |686.00) 2607.00)
22.81 7.18 9.90 9.71 51.31 20.73 2.62 42.42 8.92 1.91 6.45 1.48
Venlafaxine (1.26, (0.21, (0.41, (0.36, (1.32, (0.35, (0.02, (0.87, (0.06, (0.04, (0.06, (0.00,
8102.00) |3018.00) [3551.00) [3842.00) |(22700.00) |11340.00) |1307.00) [22510.00) (5944.00) |973.60) 3872.00) |975.10)

Values given are odds ratios.

The segment below and to the left of the shaded cells is derived from the network meta-analysis, reflecting direct and indirect evidence of treatment effects (row versus
column). The point estimate reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. The segment above and to the right of the
shaded cells gives pooled direct evidence (random-effects pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% confidence
intervals.
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Venlafaxine

Tramadol

Pregabalin

Oxycodone
Oxcarbazepine
Lamotrigine
Lacosamide
Gabapentin+Oxycodone
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Duloxetine

Capsaicin Patch
Cannabis Sativa Extract
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0.0625

[
r

[ |
v

ry
a

o n

0.25

1 4 16 64
Odds Ratio -v- Placebo

256 1024

Figure 20 vomiting - relative effect of all options compared with placebo

(values less than 1 favour the treatment; values greater than 1 favour placebo;
solid error bars are 95% credible intervals while dashed error bars are 95%

confidence intervals)

Table 33 vomiting - rankings for each comparators

Probability best | Median rank (95%Cl)

Placebo 0.033 4 (1, 6)
Cannabis Sativa Extract | 0.011 8 (2,12)
Capsaicin Patch 0.006 7 (2, 10)
Duloxetine 0.008 7(2,11)
Gabapentin 0.392 2(1,7)
Gabapentin+Oxycodone | 0.066 4 (1, 11)
Lacosamide 0.002 10 (4, 13)
Lamotrigine 0.350 2 (1, 10)
Oxcarbazepine 0.075 7 (1, 13)
Oxycodone 0.002 11 (5, 13)
Pregabalin 0.043 8 (1, 13)
Tramadol 0.009 11 (3, 13)
Venlafaxine 0.002 12 (5, 13)
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Placebo

Cannabis Sativa Extract

Capsaicin Patch
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Figure 21 vomiting - rank probability histograms
Table 34 vomiting - model fit statistics
Residual deviance Dbar Dhat pD DIC tau-squared
45.09
. 166.659 | 132.781 | 33.878 | 200.537 | 0.001 (95%CI: 0.001, 2.606)
(compared to 43 data-points)

Table 35 vomiting - notes

)l

more zero cell-count.

30000 burn-ins and 50000 iterations.

Random-effects model was used, with 0.5 added to cells of trials with 1 or

It was not possible to include results from Rintala (2007) in the synthesis

because the study reported the number of side effects reported in total

(including patients more than once if they reported the event multiple times)
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rather than the proportion of patients who reported the event which the
majority of the other studies reported.
1 Poor autocorrelation for lacosamide, tramadol, venlafaxine because small

numbers of events in the single studies with each intervention.

Summary GRADE profile 3h: pruritus

Outcom | Numbe | Limitation | Inconsistenc | Indirectnes | Imprecisio | Qualit | Importanc
e r of S y S n y e
Studie
s
1 very 2 3 | very Very
. a . .
Pruritus 5531'1527 serious’ not serious not serious serious® low Important

" unclear about randomisation method in 7 studies; there is uncertainty about comparability at baseline
between groups in 6 studies and there are differences between groups at baseline in 2 studies
(particularly for use of concomitant drugs); during 6 studies, it was unclear if the same care was
received by each group and in 2 studies different care was received (these were usually to do with
concomitant drug and rescue medication use); concomitant drugs permitted varies across the studies in
the network

% 1> was 0% for capsaicin patch vs placebo which may indicate no heterogeneity between the studies
that form this comparison (heterogeneity not possible for comparisons with only one trial); no loops so
no possibility of inconsistency between direct and indirect estimates

® all aspects of PICO conform to review protocol

* no head-to-head trials; most links have one study; wide confidence intervals for the effect estimates of
most interventions compared to placebo and for overall rankings within the network

# Capsaicin Patch (n=2074): Backonja et al. (2008), Clifford et al. (2012), Irving et al. (2011), Simpson et
al. (2008), Webster et al. (2010), Webster et al. (2010)

Duloxetine (n=215): Gao et al. (2010)
Lacosamide (n=468): Shaibani et al. (2009)
Oxycodone (n=159): Gimbel et al. (2003)
Tramadol (n=131): Harati et al. (1998)
Capsaicin Cream (n=80): Low et al. (1995)
[all compared to placebo]

Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.

Q Placebo

Q Capsaicin Patch
e Duloxetine

0 Lacosamide

a Oxycodone

e Tramadol

ﬂ Capsaicin Cream

Figure 22 pruritus - evidence network
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Table 36 pruritus - trials included in analysis

Placebo

Capsaicin Patch

Duloxetine

Lacosamide

Oxycodone

Tramadol

Capsaicin Patch

RCTSl,2,6,9,10,11

total n=2074
. 1RCT®
Duloxetine total N=215 -
Lacosamide 1RCT” - -
total n=468
1RCT”
Oxycodone total n=159 ) ) )
1RCT’
Tramadol total n=131 | ) ) )
N 1RCT’
Capsaicin Cream total n=80 - - - -

(1) Backonja et al. (2008); (2) Clifford et al. (2012); (3) Gao et al. (2010); (4) Gimbel et al. (2003); (5)
Harati et al. (1998); (6) Irving et al. (2011); (7) Low et al. (1995); (8) Shaibani et al. (2009); (9) Simpson
et al. (2008); (10) Webster et al. (2010); (11) Webster et al. (2010)

Table 37 pruritus - relative effectiveness of all pairwise combinations

ey
(8]
g o
o % 'E E g S r_%
gl S 9] s B 3 T
(2]
3 2 3 <) S £ a5
R & E S < S TQ
o (@) o) 4 @] — [ON@)
161 0.37 3.70 3.82 9.73 2.11
Placebo 000,143 |©49 |44, (051 (036,
(0.94,2.76 Dl 27.90) [10.11) |184.50) [12.24)
Capsaicin 1.62 ) i ) ) i
Patch (0.96, 2.81)
Duloxetine 0.34 0.20 - - - -
(0.06,1.62) |(0.03, 1.09)
Lacosamide 703 3.10 16.07 ] ] ]
(0.77, 126.90) |(0.44, 83.11) |(1.24, 579.90)
0.79
4.04 2.48 12.27
Oxycodone |1 14 1588) |(0.62, 10.68) |(1.59, 110.80) go.zgz), - -
18.45 11.48 60.05 3.70 4.71
Tramadol (1.11, (0.64, .17, (0.05, |(0.20, -
6585.00) 4132.00) 26400.00) 1722.00) |1766.00)
Capsaicin 2.33 1.42 7.08 ?(')451 ?65085 ?61020
Cream (0.30,2315) |(0.17,1512) |(0.56,120.70) |1 |77 |z.08)

Values given are odds ratios.

The segment below and to the left of the shaded cells is derived from the network meta-analysis,
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals.
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95%
confidence intervals.
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Capsaicin Cream \!,

Tramadol o e >
7
Oxycodone |7 g _______
Lacosamide n.
A4
Duloxetine -\
A4

Capsaicin Patch

0.03125 0.125 0.5 2 8 32 128 512
O Direct pairwise

m NMA

Odds Ratio -v- Placebo

Figure 23 pruritus - relative effect of all options compared with placebo

(values less than 1 favour the treatment; values greater than 1 favour placebo;
solid error bars are 95% credible intervals while dashed error bars are 95%
confidence intervals)

Table 38 pruritus - rankings for each comparator

Probability best | Median rank (95%Cl)
Placebo 0.059 2,4
Capsaicin Patch | 0.004 3(2,5)
Duloxetine 0.870 1(1,3)
Lacosamide 0.008 6(2,7)
Oxycodone 0.003 5@3,7)
Tramadol 0.004 73,7
Capsaicin Cream | 0.052 4(1,7)
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Figure 24 pruritus - rank probability histograms

Table 39 pruritus - model fit statistics

Residual deviance

Dbar

Dhat

pD

DIC

tau-squared

27.31
(compared to 28 data-points)

123.145

103.492

19.653

142.798

0.000 (95%CI: 0.000, 0.880)

Table 40 pruritus - notes

 Random-effects model was used, with 0.5 added to cells of trials with 1 or

more zero cell-count.

30000 burn-ins and 50000 iterations.

Not possible to include Gilron (2009) and Morello (1999) in the synthesis

because they were not connected to the any interventions in the network.

1 Model convergence: autocorrelation problems for lacosamide and tramadol

because both interventions had only one study connecting them to the

network and they had low event rates.
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Summary GRADE profile 3i: burning pain

Outcom | Numbe | Limitation | Inconsistenc | Indirectnes | Imprecisio | Qualit | Importanc
e r of S y S n y e
Studie
S
Burning 12 a | very L2 .3 | very Very
pain n=1470 | Serious serious low

T unclear about randomisation method in 6 studies and allocation concealment in 8 studies; there is
uncertainty about comparability at baseline between groups in 6 studies and there are differences
between groups at baseline in 2 studies (particularly for use of concomitant drugs); during 10 studies, it
was unclear if the same care was received by each group (these were usually to do with concomitant
drug and rescue medication use); mean baseline severity ranged from 3.95 to 8.4 on a normalised 11-
point scale across the studies in the network; concomitant drugs permitted varies across the studies in
the network

% 1> was 28% for capsaicin patch vs placebo which may indicate no heterogeneity between the studies
that make this comparison; no loops so no possibility of inconsistency between direct and indirect
estimates

% all aspects of PICO conform to review protocol

“ only one head-to-head trial; most links have one study; wide confidence intervals for the effect
estimates of most interventions compared to placebo and for overall rankings within the network

% placebo-controlled trials:
Cannabis Sativa Extract (n=66): Rog et al. (2005)
Capsaicin Patch (n=462): Simpson et al. (2008), Webster et al. (2010)

Capsaicin Cream (n=707): Bernstein et al. (1989), Donofrio & Capsaicin study (1992), Low et al. (1995),
McCleane (2000), Scheffler et al. (1991), Tandan et al. (1992), Watson & Evans (1992), Watson et al.
(1993)

Head-to-head trials:
Amitriptyline vs Capsaicin Cream (n=235): Biesbroeck et al. (1995)

Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.

o Placebo

e Amitriptyline

e Cannabis Sativa Extract
o Capsaicin Patch

e Capsaicin Cream

Figure 25 burning pain - evidence network
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Table 41 burning pain - trials included in analysis

e
-+ 8
o > 2 0 5 S
8 i=t T g T T £
8 = S > g 9
< IS Q 5] S
o < ow O] (ONG]
Placebo ) 0.30 3.53 5.25
(0.01,7.75) |(0.94,13.33) |(3.37,8.19)
Amitriptyline 0.06 i i 78.20
Pty (0.01, 0.43) (18.44, 331.65)
Cannabis 0.18 2.97 i i
Sativa Extract (0.00, 7.10) (0.00, 237.60)
24.61
- 4.12 73.45
Capsaicin Patch (0.43, -
(0.89, 29.94) |((5.68, 1504.00) 18920.00)
32.46
. 5.76 95.64 1.40
Capsaicin Cream (0.78,
(3.25,11.23) |(15.52, 973.60) 21770.00) (0.18, 7.51)

(1) Bernstein et al. (1989); (2) Biesbroeck et al. (1995); (3) Donofrio & Capsaicin study (1992); (4) Low
et al. (1995); (5) McCleane (2000); (6) Rog et al. (2005); (7) Scheffler et al. (1991); (8) Simpson et al.
(2008); (9) Tandan et al. (1992); (10) Watson & Evans (1992); (11) Watson et al. (1993); (12) Webster et

al. (2010)
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Table 42 burning pain - relative effectiveness of all pairwise
combinations

e
— 8
: : &
o E‘ g ﬁ g %
Rs) o S ‘© © E
8 = c > g 9 3
S € c @ 5 g 9
o < Oown O OO
Placebo ) 0.30 3.53 5.25
(0.01, 7.75) (0.94,13.33) |(3.37,8.19)
Amitriptyline 0.06 ) i 78.20
(0.01, 0.43) (18.44, 331.65)
Cannabis 0.18 2.97 . .
Sativa Extract (0.00, 7.10) (0.00, 237.60)
24.61
. 4,12 73.45
Capsaicin Patch (0.43, -
(0.89, 29.94) |(5.68, 1504.00) 18920.00)
32.46
. 5.76 95.64 1.40
Capsaicin Cream (0.78,
(3.25,11.23) |(15.52, 973.60) 21770.00) (0.18, 7.51)

Values given are odds ratios.

The segment below and to the left of the shaded cells is derived from the network meta-analysis,
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals.
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95%
confidence intervals.

Capsaicin Cream _0._
Capsaicin Patch G.
Cannabis Sativa Extract = o
Amitriptyline L
B NMA 0.01:5625 0.02325 O.'25 1 :1 1'6 6'4 2é6
O Direct pairwise Odds Ratio -v- Placebo

Figure 26 burning pain - relative effect of all options compared with
placebo

(values less than 1 favour the treatment; values greater than 1 favour placebo;
solid error bars are 95% credible intervals while dashed error bars are 95%
confidence intervals)
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Table 43 burning pain - rankings for each comparator

Probability best | Median rank (95%Cl)
Placebo 0.001 3(2,4)
Amitriptyline 0.666 11,2
Cannabis Sativa Extract | 0.332 2(,5)
Capsaicin Patch 0.001 4(3,5)
Capsaicin Cream 0.000 5(4,5)
0.8 - Placebo 0.8 Amitriptyline 0.8 Cannabis Sativa
Extract
0.6 4 0.6
0.4 4 0.4
0.2 4 0.2
0.0 4 0.0
1 2 3 4 5 1 2 3 4 5 1 2 3 4 5
0.8 Capsaicin Patch 0.8 Capsaicin Cream
0.6 4 0.6 4
0.4 4 0.4 4
0.2 1 0.2 4
0.0 — 0.0 .
1 2 3 4 5 1 2 3 4 5

Figure 27 burning pain - rank probability histograms

Table 44 burning pain - model fit statistics

Residual deviance Dbar Dhat pD DIC tau-squared

24.29

. 104.988 | 85.961 | 19.028 | 124.016 | 0.000 (95%CI: 0.001, 2.107)
(compared to 24 data-points)

Table 45 burning pain - notes

1 Random-effects model was used, with 0.5 added to cells of trials with 1 or
more zero cell-count.

9 30000 burn-ins and 50000 iterations.

1 Model convergence: poor autocorrelation for lacosamide and tramadol due

to one study with low event rates for both interventions.
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Summary GRADE profile 3j: Rash/urticarial/overall erythema (not

restricted to site)

Outcome Numb | Limitatio | Inconsiste | Indirectne | Imprecisi | Quali | Importan
er of ns ncy Ss on ty ce
Studie
S

Rash/urticarial/ov | 16

erall erytr_lema RCTs® Ver_y L serious? not . very . Very Important

(not restricted to n=336 | serious serious serious low

site) 0

 unclear about randomisation method in 8 studies and allocation concealment in 10 studies; during 9
studies, it was unclear if the same care was received by each group and in 1 study different care was
received (these were usually to do with concomitant drug and rescue medication use); mean baseline
severity ranged from 4.5 to 8.4 on a normalised 11-point scale across the studies in the network;

concomitant drugs permitted varies across the studies in the network

% 1> was 90% for pregabalin vs placebo which may indicate substantial heterogeneity between the
studies that make this comparison; no loops so no possibility of inconsistency between direct and

indirect estimates

% all aspects of PICO conform to review protocol

“* no head-to-head trials; half of the links had only one trial; wide confidence intervals for the effect
estimates of most interventions compared to placebo and for overall rankings within the network

& Amitriptyline (n=68): Vrethem et al. (1997)
Capsaicin Patch (n=1373): Clifford et al. (2012), Irving et al. (2011), Simpson et al. (2008), Webster et

al. (2010)

Gabapentin (n=230): Rao et al. (2007)

Lamotrigine (n=1201): Breuer et al. (2007), Eisenberg et al. (2001), Luria et al. (2000), Rao et al. (2008),
Simpson et al. (2003), Vinik et al. (2007), Vinik et al. (2007)

Tramadol (n=131): Harati et al. (1998)
Capsaicin Cream (n=357): Donofrio & Capsaicin study (1992), Low et al. (1995)
(all compared to placebo)

Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.

Q Placebo

Q Amitriptyline

e Capsaicin Patch

o Gabapentin

e Lamotrigine
e Tramadol

a Capsaicin Cream

Figure 28 Rash, urticaria, erythema - evidence network
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Table 46 Rash, urticaria, erythema - trials included in analysis

S
IS
£ o s 2
= £ £ g =
o = © o O 3
Q 2 ] Q. = <
g = 2 s S £
o € [ I} % I
o < (@) ) | =
L 1RCT®
Amitriptyline total n=68
. 4 RCTSZ,G,lZ,lG
Capsaicin Patch total n=1373
. 1RCT’
Gabapentin total =230 -
7
Lamotrigine RCTsh#810.11.13.14 . .
total n=1201
1RCT®
Tramadol total n=131 ) ) -
. 2 RCTs™’
Capsaicin Cream total n=357 - - - .

(1) Breuer et al. (2007); (2) Clifford et al. (2012); (3) Donofrio & Capsaicin study (1992); (4) Eisenberg
et al. (2001); (5) Harati et al. (1998); (6) Irving et al. (2011); (7) Low et al. (1995); (8) Luria et al.
(2000); (9) Rao et al. (2007); (10) Rao et al. (2008); (11) Simpson et al. (2003); (12) Simpson et al.
(2008); (13) Vinik et al. (2007); (14) Vinik et al. (2007); (15) Vrethem et al. (1997); (16) Webster et al.

(2010)

Table 47 Rash, urticaria, erythema - relative effectiveness of all pairwise
combinations

e
£
<
2 p £ e _ c
o 2 S T 2 3 5
Re) o 5] Q = I} © &
3 = g 3 g (S ]
< € © < 3 o g 2
o < ®) ) - ~ (ON®)
0.94 7.19 9.73
1.59 1.48 2.69
Placebo (0.02, (0.37, (0.51,
48.92) (0.26,9.91) 140.72) (0.94, 2.33) 184.50) (0.88,8.17)
0.98
Amitriptyline (0.00, - - - - -
684.10)
1.53
. 1.50
Capsaicin Patch (0.00, - - - -
(0.52, 3.70) 913.40)
16.52 21.42 11.32
Gabapentin (0.62, (0.01, (0.38, - - -
9249.00) [99360.00) |6660.00)
1.86
. 1.79 1.19 0.11
Lamotrigine (0.00, - -
(0.88, 4.19) 1076.00) (0.38, 4.92)((0.00, 3.35)
19.53 24.46 13.18 1.19 10.85
Tramadol (0.86, (0.02, (0.52, (0.00, (0.42, -
9062.00) [121700.00)|6683.00) (1090.00) |5149.00)
Capsaicin Cream (209587 ?Ol(?o (109372 ?(')1070 7.76) (106265 ?61050 5.64)
17.64) 2110.00) (16.44) 1 710.92) RS
Values given are odds ratios.
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The segment below and to the left of the shaded cells is derived from the network meta-analysis,
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals.
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95%
confidence intervals.

Capsaicin Cream g
Tramadol o i >
Lamotrigine __(}.—
Gabapentin o i >
Capsaicin Patch 5
Amitriptyline & . >
H NMA 0.02525 0.'25 1 4'1 1'6 6'4 2é6
O Direct pairwise Odds Ratio -v- Placebo

Figure 29 Rash, urticaria, erythema - relative effect of all options
compared with placebo

(values less than 1 favour the treatment; values greater than 1 favour placebo;
solid error bars are 95% credible intervals while dashed error bars are 95%
confidence intervals)

Table 48 Rash, urticaria, erythema - rankings for each comparator

Probability best | Median rank (95%ClI)
Placebo 0.312 2(1,4)
Amitriptyline 0.482 21,7
Capsaicin Patch | 0.099 3(1,5)
Gabapentin 0.027 6(1,7)
Lamotrigine 0.021 4 (2, 6)
Tramadol 0.016 6(2,7)
Capsaicin Cream | 0.043 5@,7)
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Amitriptyline Capsaicin Patch
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Figure 30 Rash, urticaria, erythema - rank probability histograms

Table 49 Rash, urticaria, erythema - model fit statistics

Residual deviance Dbar Dhat pD DIC tau-squared

37.97

. 150.689 | 122.659 | 28.029 | 178.718 | 0.000 (95%CI: 0.030, 1.700)
(compared to 38 data-points)

Table 50 Rash, urticaria, erythema - notes

1 Random-effects model was used, with 0.5 added to cells of trials with 1 or
more zero cell-count.

1 30000 burn-ins and 50000 iterations.
It was not possible to include results from Rintala (2007) in the synthesis
because the study reported the number of side effects reported in total
(including patients more than once if they reported the event multiple times)
rather than the proportion of patients who reported the event which the

majority of the other studies reported.
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Summary GRADE profile 3k: Network meta-analysis for blurred vision

Outcom | Numbe | Limitation | Inconsistenc | Indirectnes | Imprecisio | Qualit | Importanc

e r of S y S n y e
Studie
s

Blurred 16 a | Very ) .3 | very Very

vision RCTS” | serious® serious notserous™ | oo ous? low Important
n=2365

T more than half of studies are crossover studies; unclear about allocation concealment in 9 studies;
there is uncertainty about comparability at baseline between groups in 13 studies and in 2 there were
differences in groups at baseline (particularly for use of concomitant drugs); during 7 studies, it was
unclear if the same care was received by each group and in 2 studies, different care was received in
each group (these were usually to do with concomitant drug and rescue medication use); mean baseline
severity ranged from 3.4 to 8.8 on a normalised 11-point scale across the studies in the network;
concomitant drugs permitted varies across the studies in the network; insufficient follow-up in 9 studies

2 1> was 75% for pregabalin vs placebo which may indicate substantial heterogeneity between the
studies that make this comparison; appeared to be consistency between direct and indirect estimates

® all aspects of PICO conform to review protocol

* small proportion of head-to-head trials; most links have one study; wide confidence intervals for the
effect estimates of most interventions compared to placebo and for overall rankings within the network

# placebo-controlled trials:

Amitriptyline (n=123): Cardenas et al. (2002), Robinson et al. (2004)
Gabapentin (n=40): Levendoglu et al. (2004)

Imipramine (n=80): Sindrup et al. (2003)

Lacosamide (n=468): Shaibani et al. (2009)

Lamotrigine (n=36): Breuer et al. (2007)

Levetiracetam (n=138): Falah et al. (2012), Holbech et al. (2011)
Morphine (n=110): Khoromi et al. (2007)

Nortriptyline (n=110): Khoromi et al. (2007)

Nortriptyline+Morphine (n=110): Khoromi et al. (2007)
Oxcarbazepine (n=146): Dogra et al. (2005)

Pregabalin (n=774): Siddall et al. (2006), Stacey et al. (2008), van Seventer et al. (2006)
Topiramate (n=82): Khoromi et al. (2005)

Venlafaxine (n=80): Sindrup et al. (2003)

Head-to-head trials:

Amitriptyline vs Gabapentin (n=50): Morello et al. (1999)

Gabapentin vs Gabapentin+Nortriptyline, Gabapentin vs Nortriptyline, Gabapentin+Nortriptyline vs
Nortriptyline (n=112): Gilron et al. (2012)

Imipramine vs Venlafaxine (n=80): Sindrup et al. (2003)
Morphine vs Nortriptyline, Morphine vs Nortriptyline+Morphine (n=110): Khoromi et al. (2007)

Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.
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e Placebo
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e Gabapentin

o Gabapentin+Nortriptyline
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@ Nortriptyline+Morphine
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@ Pregabalin

@ Topiramate
@ Venlafaxine

Figure 31 blurred vision - evidence network
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Table 51 blurred vision - trials included in analysis

) 8 [0} % () [0} %’_
c £ c = ) ° 2 > c c o [0 c ]
= = = c = = = = =
o 2 5 58 £ E S g 2 > == 8 s 2
8 g & g E g 2 5 g £ g ge 5 g g
2 E | § | 82| & | ¢ 5 5 s | & | 2% | § P8
o < O OF E — - 2 = zZ Z 5 (@] o [
L 2 RCTs™™
Amitriptyline total =123
. 1RCT’ 1RCT
Gabapentin total n=40 [total n=50
Gabapentin ) )
+Nortriptyline
. . 1RCT
Imipramine total n=80
. 1RCT"
Lacosamide total n=468 |
Lamotrigine 1RCT"
9 total n=36
Levetiracetam 2 RCTs™® -
total n=138
. 1RCT
Morphine total n=110 | . ) . ) ) )
8 1RCT° [1RCT
Nortriptyline ,[10;?;:—_110 - total total - - - -
B n=112 n=112
Nortriptyline 1RCT® | ) ) ) ) ) )
+Morphine total n=110
. 1RCT’
Oxcarbazepine total n=146 | - - - - - -
Pregabalin g CTse151| - - - - - -
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total n=774
Topiramate 1RCT' - - - - - - - - - R R .
P total n=82
. 1RCTH 1 RCTY®
Venlafaxine - - - - - - - - - - R B
total n=80 total n=80

(1) Breuer et al. (2007); (2) Cardenas et al. (2002); (3) Dogra et al. (2005); (4) Falah et al. (2012); (5) Gilron et al. (2012); (6) Holbech et al. (2011); (7) Khoromi et al. (2005); (8)
Khoromi et al. (2007); (9) Levendoglu et al. (2004); (10) Morello et al. (1999); (11) Robinson et al. (2004); (12) Shaibani et al. (2009); (13) Siddall et al. (2006); (14) Sindrup et

al. (2003); (15) Stacey et al. (2008); (16) van Seventer et al. (2006)
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Table 52 blurred vision - relative effectiveness of all pairwise combinations

(]
) 2 © % o ) g.
S | £ |83 2 | 2| £ |8 | . S | f2 | § | g | 8 | ¢
2 | B | & |82 | § | g | 5 | £ | ¢ g2 |88 | ¢ | £ | § | ¢
[) = © c £ o 8 o ] S = = = S = ks
& E g £3 2 g = 5 5 £ 58 2 3 5 5
o < 0} OF E 3 3 et = b z 75 o a e >
0.88 1.00 3.08  |4.18 1.00 3.09  |0.65 0.14 0.32 112 357  |3.07  |3.08
Placebo 0.02, [(0.02, |- (0.12, |(0.24, |(0.02, |31, |©0.10, |(0.01, .03, [(0.07, (099, [©0.12, |(0.12,
37.42) |52.85) 77.80) |71.50) |53.12) [30.45) |4.08)  [2.68) 3.19)  |18.22) [12.84) |77.69) |77.80)
0.88 0.48
Amitriptyline  [(0.10, .04, |- - - - - - - - - - - -
8.86) 5.65)
045  |0.52 1.00 0.33
Gabapentin (0.02, (0.02, (0.06, - - - - - (0.01, - - - - -
9.47)  |9.09) 16.39) 8.21)
—— J0.42 048  |0.93 0.33
cabapenth 1001, [0.01, (002, - : : - - 001, |- : : : :
Pl 32.52) |35.45) [33.72) 8.21)
554  |6.55 1336 |15.02 1.00
Imipramine (0.07, (0.04, (0.06, (0.03, - - - - - - - - - (0.06,
4882.00) |7575.00) |19550.00)|39800.00) 16.56)
825  |9.82 1954  [23.09 |1.58
Lacosamide  [(0.31, (0.16, (0.20, (0.09, (0.00, - - - - - - - - -
3967.00) |6185.00) |16810.00)[34530.00)|2894.00)
101|114 [2.19 2.42 0.15  |0.10
Lamotrigine  |(0.00, |(0.00, |(0.00,  [(0.00,  |(0.00, |(0.00, - - - - - - - -
788.70) |1197.00) |3291.00) |6431.00) |463.10) |205.40)
439  |5.08 10.10  |11.24 |0.78  |049  |4.78
Levetiracetam [(0.23, |(0.12, |(0.14,  [(0.06,  |(0.00, [(0.00,  [(0.00, - - - - - - -
195.60) [383.40) |1214.00) (3372.00) [267.90) |82.17) |11480.00)
069  |0.78 1.52 1.63 011  |0.08  |0.67 0.15 0.19 0.49
Morphine 0.03, [(0.02, [(0.02, [©0.01, [(©.00, |0.00, [(©0.00, |(0.00, (0.01, .04, |- - - -
14.49) [27.99) [84.19) |243.50) [24.62) |7.26)  |1358.00) |10.43) 4.11) 5.58)
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0.09 0.10 0.19 0.20 0.01 0.01 0.08 0.02 0.12 3.06
Nortriptyline  |(0.00,  [(0.00, |(0.00, [(0.00, |(0.00, |(0.00, |0.00, |(0.00, [(0.00, ©0.12, |- - -
191) [301) [5.05)  [10.78) [346) |1.03) |155.20) |1.44)  |4.92) 76.64)
Nortriptvline 0.36 0.41 0.78 0.85 0.06 0.04 0.35 0.08 0.52 4.16
ToePine .01, (001, [(001,  |(0.00, [(0.00, |(0.00, [(0.00, |©.00, |©.01,  |(0.08, - - -
P 854) |16.32) [48.68) |140.30) |15.30) |422) |72850) [6.02) |16.11) [439.60)
1.08 1.23 2.39 2.58 0.17 0.11 1.10 0.23 1.58 13.93 3.11
Oxcarbazepine[(0.01, |0.01, |0.01, |0.01, |©000, 000, |©.00, |00, |0.01, |(0.06, (0.01, - -
102.10) |178.10) |537.50) |1398.00) |108.30) |36.56) |3744.00) |53.91) |404.70) [5422.00) |[895.80)
4.62 5.37 10.54 11.64 0.84 0.55 4.79 1.07 6.93 57.85 13.32 4.39
Pregabalin  |(0.75, (028, 030, [0.10, [(©.00, [(©.00, |©00, 002, |0.20, |(1.52, 0.35,  |(0.03, -
42.77) |111.30) |445.50) |1557.00) |113.70) |30.12) |6981.00) |41.19) |337.40) |6082.00) |843.50) |623.40)
5.42 6.45 12.93 14.72 0.96 0.61 6.51 1.27 8.66 76.30 16.89 5.88 1.17
Topiramate  [(0.07, |(0.04, [0.06, |(0.03, [©0.00, |(0.00, |©.00, [©.00, [(0.04 |(0.30, ©0.07, |(0.01, |0.01,
4935.00) |7467.00) {19300.00)|36600.00)(2861.00) |1072.00) |82330.00)|1749.00) |{13500.00)(161800.00){29990.00)|13770.00)(1247.00)
5.62 6.47 13.12 14.97 1.01 0.62 6.66 1.29 8.84 76.27 17.49 5.84 1.20 1.04
Venlafaxine  [(0.07, |(0.04, [0.06, [(0.03, [0.02, |(©0.00, |©.00, [©.00, |(0.04  |0.32, ©0.07, |(0.01, |©0.01, |(0.00,
4955.00) |7334.00) {19580.00)|36180.00)(44.71) 1347.00) {65360.00)|1794.00) {13440.00)|179300.00)(30000.00)|15700.00)|1249.00) |2714.00)

Values given are odds ratios.

The segment below and to the left of the shaded cells is derived from the network meta-analysis, reflecting direct and indirect evidence of treatment effects (row versus

column). The point estimate reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. The segment above and to the right of the

shaded cells gives pooled direct evidence (random-effects pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% confidence

intervals.
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Figure 32 blurred vision - relative effect of all options compared with

placebo

(values less than 1 favour the treatment; values greater than 1 favour placebo;
solid error bars are 95% credible intervals while dashed error bars are 95%

confidence intervals)

Table 53 blurred vision - rankings for each comparators

Probability best | Median rank (95%Cl)

Placebo 0.001 7 (4,11)
Amitriptyline 0.012 7 (2,13)
Gabapentin 0.040 5(1, 12)
Gabapentin+Nortriptyline | 0.108 5(1, 14)
Imipramine 0.017 12 (2, 15)
Lacosamide 0.003 13 (4, 15)
Lamotrigine 0.161 7 (1, 15)
Levetiracetam 0.005 11 (3, 15)
Morphine 0.033 6 (1, 13)
Nortriptyline 0.400 2(1,8)
Nortriptyline+Morphine 0.104 4 (1, 12)
Oxcarbazepine 0.079 8 (1, 15)
Pregabalin 0.000 11 (6, 15)
Topiramate 0.020 12 (2, 15)
Venlafaxine 0.017 12 (2, 15)
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Figure 33 blurred vision - rank probability histograms

Table 54 blurred vision - model fit statistics

Residual deviance Dbar Dhat pD DIC tau-squared
43.04

. 132.434 | 100.281 | 32.153 | 164.587 | 0.023 (95%Crl: 0.016, 6.605)
(compared to 41 data-points)

Table 55 blurred vision - notes

9 Random-effects model was used, with 0.5 added to cells of trials with 1 or

more zero cell-count.

30000 burn-ins and 50000 iterations.

Model convergence: poor autocorrelation for lacosamide due to one study

with zero events in the placebo arm.
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Summary GRADE profile 3I: Network meta-analysis for peripheral
oedema

Outcom | Numbe | Limitation | Inconsistenc | Indirectnes | Imprecisio | Qualit | Importanc
e r of s y S n y e

Studie

S
Peripher | 19 very , . .
al RCTs® ; not serious not serious serious low Important
oedema n=5179 | SEMous P

T unclear about allocation concealment in 11 studies; there is uncertainty about comparability at baseline
between groups in 13 studies (particularly for use of concomitant drugs); during 9 studies, it was unclear
if the same care was received by each group and in 2 study, different care was received in each group
(these were usually to do with concomitant drug and rescue medication use); concomitant drugs
permitted varies across the studies in the network

% 1> was 37% for pregabalin vs placebo and 32% for gabapentin vs placebo which may indicate moderate
or no heterogeneity between the studies that make this comparison; appears to be consistent direct and
indirect estimates

% all aspects of PICO conform to review protocol

4 only one head-to-head trial; most links have one study; wide confidence intervals for overall rankings
within the network

% placebo-controlled trials:

Capsaicin Patch (n=494): Clifford et al. (2012)

Gabapentin (n=563): Rice & Maton (2001), Rowbotham et al. (1998)
Lacosamide (n=468): Shaibani et al. (2009)

Pregabalin (n=3552): Arezzo et al. (2008), Dworkin et al. (2003), Freynhagen et al. (2005), Kim et al.
(2011), Lesser et al. (2004), Richter et al. (2005), Rosenstock et al. (2004), Sabatowski et al. (2004),
Satoh et al. (2011), Simpson et al. (2010), Stacey et al. (2008), Tolle et al. (2008), van Seventer et al.
(2006), Vranken et al. (2008)

Head-to-head trials:
Amitriptyline vs Pregabalin (n=102): Bansal et al. (2009)

Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.

Q Placebo
e Amitriptyline
e Capsaicin Patch

° Gabapentin
9 Lacosamide

G Pregabalin

Figure 34 peripheral oedema - evidence network
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Table 56 peripheral oedema - trials included in analysis

e
2
5]
£ pe £ o
o E‘ © ch S
« 2 '© Q a
8 = a S <}
< IS 5 S g
o < O] O] 4
Amitriptyline -
- 1RCT’
Capsaicin Patch total n=494 -
. 2 RCTs"™
Gabapentin total N=563 - -
Lacosamide LRCT™ - - -
total n=468
14
Pregabalin RCTs!45679.10121315161718.19|1 RCT? ) )

total n=3552

total n=102

(1) Arezzo et al. (2008); (2) Bansal et al. (2009); (3) Clifford et al. (2012); (4) Dworkin et al. (2003); (5)
Freynhagen et al. (2005); (6) Kim et al. (2011); (7) Lesser et al. (2004); (8) Rice & Maton (2001); (9)
Richter et al. (2005); (10) Rosenstock et al. (2004); (11) Rowbotham et al. (1998); (12) Sabatowski et al.
(2004); (13) Satoh et al. (2011); (14) Shaibani et al. (2009); (15) Simpson et al. (2010); (16) Stacey et al.
(2008); (17) Tolle et al. (2008); (18) van Seventer et al. (2006); (19) Vranken et al. (2008)

Table 57 peripheral oedema - relative effectiveness of all pairwise

combinations

<
3]
g Y £ 3 c
5, S € IS T
3 s o S S i
3 = 2 = S =
ko] IS © © 8 o
o < O O] 4 o
blacebo ] 0.38 4.96 053 247
(0.10, 1.45) |(0.97, 25.38) |(0.14, 1.96) |(1.61, 3.79)
5.20
N 0.26
Amitriptyline - - - (0.24,
(0.00, 7.64) 111.09)
1.45
. 0.36
Capsaicin Patch (0.03, - - -
(0.06,1.98) |geg )
6.45 25.60 17.95
Gabapentin ’ (0.63, (2.08, - -
(1.70,31.12) |1 4920.00)  |184.80)
2.19
. 0.54 1.51 0.08
Lacosamide (0.05, -
(0.10,3.55) |136770g)  |(0:13,18.75) (0.01,0.82)
10.30
. 2.72 7.47 0.42 5.04
Pregabalin (1.73, 4.50) (59{2;00) (1.31, 46.73)|(0.08, 1.76) |(0.74, 30.01)

Values given are odds ratios.

The segment below and to the left of the shaded cells is derived from the network meta-analysis,
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals.
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95%

confidence intervals.
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Figure 35 peripheral oedema - relative effect of all options compared

with placebo

(values less than 1 favour the treatment; values greater than 1 favour placebo;
solid error bars are 95% credible intervals while dashed error bars are 95%
confidence intervals)

Table 58 peripheral oedema - rankings for each comparators

Probability best | Median rank (95%Cl)
Placebo 0.007 4(2,4)
Amitriptyline 0.508 1(1,6)
Capsaicin Patch | 0.310 2(1,4)
Gabapentin 0.000 6 (4, 6)
Lacosamide 0.175 2(1,5)
Pregabalin 0.000 5 (4, 6)
10 - Placebo 10 Amitriptyline 10 Capsaicin Patch
0.8 4 0.8 0.8
0.6 4 0.6 0.6
0.4 4 0.4 0.4
0.2 + 0.2 0.2
0.0 4 0.0 0.0
1 2 3 4 5 6 1 2 3 4 5 6 1 2 3 4 5 6
10 - Gabapentin 10 Lacosamide 10 - Pregabalin
0.8 1 0.8 0.8 1
0.6 1 0.6 0.6 1
0.4 4 0.4 0.4 4
0.2 4 0.2 0.2 4
0.0 4 0.0 0.0 4
1 2 3 4 5 6 1 2 3 4 5 6 1 2 3 4 5 6

Figure 36 peripheral oedema - rank probability histograms
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Table 59 peripheral oedema - model fit statistics

Residual deviance Dbar Dhat pD DIC tau-squared
54.46 (compared to 54 data- 0.284 (95%Crl: 0.097,
points) 233.937 | 195.325 | 38.612 | 272.55 | 1.129)

Table 60 peripheral oedema - notes

1 Random-effects model was used, with 0.5 added to cells of trials with 1 or

more zero cell-count.

9 30000 burn-ins and 50000 iterations.

1 It was not possible to include results from Rintala (2007) in the synthesis

because the study reported the number of side effects reported in total

(including patients more than once if they reported the event multiple times)

rather than the proportion of patients who reported the event which the

majority of the other studies reported.

1 Model convergence: autocorrelation poor for lacosamide and gabapentin

due to one study for each intervention with low event rates.
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Summary GRADE profile 3m: Network meta-analysis for oedema

Outcom | Numbe | Limitation | Inconsistenc | Indirectnes | Imprecisio | Qualit | Importanc
e r of S y S n y e
Studie
S
15 very 2 3 | very Very
a . .
Oedema rF]{:CsTZs37 serious? not serious not serious serious® low Important

" unclear about allocation concealment in 8 studies; there is uncertainty about comparability at baseline
between groups in 10 studies and in 2 there were differences in groups at baseline (particularly for use
of concomitant drugs); during 10 studies, it was unclear if the same care was received by each group
and in 1 study, different care was received in each group (these were usually to do with concomitant
drug and rescue medication use); mean baseline severity ranged from 4 to 8.8 on a normalised 11-point
scale across the studies in the network; concomitant drugs permitted varies across the studies in the
network

% 1> was 39% for pregabalin vs placebo which may indicate moderate or no heterogeneity between the
studies that make this comparison; the network is not susceptible to inconsistency because the only
loop is from a multi-armed trial

% all aspects of PICO conform to review protocol

* only two head-to-head trials; most links have one study; wide confidence intervals for the effect
estimates of most interventions compared to placebo and for overall rankings within the network

% placebo-controlled trials:

Capsaicin Patch (n=818): Backonja et al. (2008), Irving et al. (2011)
Gabapentin (n=40): Levendoglu et al. (2004)

Lacosamide (n=370): Wymer et al. (2009)

Lamotrigine (n=36): Breuer et al. (2007)

Levetiracetam (n=78): Holbech et al. (2011)

Pregabalin (n=1595): Arezzo et al. (2008), Guan et al. (2011), Kim et al. (2011), Siddall et al. (2006),
Tolle et al. (2008), van Seventer et al. (2006)

Topiramate (n=82): Khoromi et al. (2005)

Head-to-head trials:

Amitriptyline vs Gabapentin (n=50): Morello et al. (1999)

Gabapentin vs Gabapentin+Nortriptyline vs nortriptyline (n=112): Gilron et al. (2012)

Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.

0 Placebo

e Amitriptyline

e Capsaicin Patch
o Gabapentin

e Gabapentin+Nortriptyline
6 Lacosamide

ﬂ Lamotrigine

Q Levetiracetam
9 Nortriptyline

@ Pregabalin

@ Topiramate

Figure 37 oedema - evidence network
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Table 61 oedema - trials included in analysis

S
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Amitriptyline -
. 2 RCTs™’
Capsaicin Patch total =818 -
. 1RCTY 1RCTH
Gabapentin total n=40 total n=50 )
Gabapentin ] ] ] 1RCT
+Nortriptyline total n=112
Lacosamide 1RCT™ - - - -
total n=370
Lamotrigine 1RCT - - - - -
9 total n=36
Levetiracetam 1RCT’ - - - - - R
total n=78
vs vs
Nortriptyline - - - 1 RCT_ 1 RCT_ - - -
total n=112  |total n=112
6
Pregabalin RCTs"™91213.14) - - - - - . .
total n=1595
Topiramate 1RCT’ - - - - - - - - -
P total n=82

(1) Arezzo et al. (2008); (2) Backonja et al. (2008); (3) Breuer et al. (2007); (4) Gilron et al. (2012); (5) Guan et al. (2011); (6) Holbech et al. (2011); (7) Irving et al. (2011); (8)
Khoromi et al. (2005); (9) Kim et al. (2011); (10) Levendoglu et al. (2004); (11) Morello et al. (1999); (12) Siddall et al. (2006); (13) Tolle et al. (2008); (14) van Seventer et al.
(2006); (15) Wymer et al. (2009)
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Table 62 oedema - relative effectiveness of all pairwise combinations
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Placebo - ?é4;4 32.17) ?d'zfo' - ?672“52 2.49) ?62093 3.14) (16086 16.58) || (21.?018' ?(59172'
24, 32.17) 1169.90) 22, 2. 03, 3. -06, 16. 7.34) 77.69)
Amitriptyline 10.79 - 1.57 - - - - - - -
(0.08, 14860) (0.24, 10.30)
13.87 131
Capsaicin Patch (1.96, (0.00, - - - - - - - -
159.00) 332.70)
: 16.70 1.68 1.24 1.00 0.48
Gabapentin (0.41, 13570) |(0.08, 38.75) |(0.01, 1192) (0.24, 4.21) ) ] (0.08,2.74) | ]
Gabapentin 17.85 (1665‘3 1.28 0.98 ] ] ] 0.48 ] ]
+Nortriptyline (0.16, 21750) [0 (0.01, 1848) |(0.06, 14.74) (0.08, 2.74)
| cosamide 0.79 0.07 0.06 0.04 0.04 ] ] ] ] ]
(0.06, 10.66) |(0.00, 18.86) |(0.00, 1.43) |(0.00, 4.28) |(0.00, 9.33)
oo 0.22 0.02 0.01 0.01 0.01 0.26 ] ] ] ]
9 (0.00,5.66) |(0.00,7.85) |(0.00,0.67) [(0.00,1.90) |(0.00,3.93) [(0.00,17.09)
L ovetiracetam |102 0.09 0.07 0.05 0.05 (162(?1 5.07 ] ] )
(0.01,74.67) (0.00, 63.84) |(0.00,7.77) ~[(0.00, 16.83) |(0.00, 32.37) [joedy (0.02, 1737)
Nortriptyline (766026 9749) ?67011 48.60) ?5050' ?64022 7.19) ?64(?2 7.54) (969024 18350) ?8'1%), ?60(?1 26410) - -
06, -01,48.60) 1841 10) 02, 7. 02, 7. 04, 130600) 01,
breqabalin 3.08 0.29 0.22 0.18 0.17 3.01 1457 56069’4 ‘()(')4010 ]
g (1.04,9.50) |(0.00, 45.51) |(0.02, 2.11) |(0.00,8.69) |(0.00, 21.63) |(0.23, 63.54) |(0.45, 988.40) |(0:0% 00,
236.10) 59.01)
Topiramate 5.44 0.53 0.39 0.31 0.32 7.18 29.40 6.02 0.75 1.77
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(0.08, 3601) (0.00, 1644) |(0.00, (0.00, (0.00, (0.05, 6997) |(0.13, 49640) |(0.01, 10700) |(0.00, 2066)|(0.02,
334.70) 498.60) 799.00) 1263)

Values given are odds ratios.

The segment below and to the left of the shaded cells is derived from the network meta-analysis, reflecting direct and indirect evidence of treatment effects (row versus
column). The point estimate reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals. The segment above and to the right of the
shaded cells gives pooled direct evidence (random-effects pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95% confidence
intervals.
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Figure 38 oedema - relative effect of all options compared with placebo

(values less than 1 favour the treatment; values greater than 1 favour placebo;
solid error bars are 95% credible intervals while dashed error bars are 95%

confidence intervals)

Table 63 oedema - rankings for each comparators

Probability best | Median rank (95%Cl)

Placebo 0.018 4(2,7)

Amitriptyline 0.035 8(1,11)
Capsaicin Patch 0.000 8 (5, 11)
Gabapentin 0.001 9 (4, 11)
Gabapentin+Nortriptyline | 0.011 9(2,11)
Lacosamide 0.125 31,9

Lamotrigine 0.532 1(1,8)

Levetiracetam 0.183 4 (1, 11)
Nortriptyline 0.045 7(1,11)
Pregabalin 0.001 6 (3, 10)
Topiramate 0.050 7(1,11)
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Figure 39 oedema - rank probability histograms
Table 64 oedema - model fit statistics
Residual deviance Dbar Dhat pD DIC tau-squared
38.06 (compared to 35 data- 0.017 (95%Crl: 0.019,
points) 128.09 | 108.211 | 29.879 | 167.969 | 4.97)

Table 65 oedema - notes

1 Random-effects model was used, with 0.5 added to cells of trials with 1 or
more zero cell-count.

9 30000 burn-ins and 50000 iterations.

1 Model convergence: poor autocorrelation for amitriptyline, gabapentin,
nortriptyline and gabapentin+nortriptyline. This is likely to do with low event
rates and because much of the data for 3 of these interventions came from

the same 3-armed trial.
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Summary GRADE profile 3n: Network meta-analysis for confusion

Outcom | Numbe | Limitation | Inconsistenc | Indirectnes | Imprecisio | Qualit | Importanc

e r of S y S n y e
Studie
s

Confusio 11 a | very .2 .3 | very Very

n RCTs serious not serious not serious™ | (1o 4 low Important
n=3070

" unclear about allocation concealment in 8 studies; there is uncertainty about comparability at baseline
between groups in 6 studies (particularly for use of concomitant drugs); concomitant drugs permitted
varies across the studies in the network

% 1> was 0% for pregabalin and gabapentin vs placebo which may indicate that any inconsistency in the
studies that form these comparisons might not be important (heterogeneity not possible for comparisons
with only one trial); no loops so no possibility of inconsistency between direct and indirect estimates

® all aspects of PICO conform to review protocol

4 only one head-to-head trial; most links have one study; wide confidence intervals for the effect
estimates of most interventions compared to placebo and for overall rankings within the network

# placebo-controlled trials:
Duloxetine (n=48): Vranken et al. (2011)
Gabapentin (n=465): Backonja et al. (1998), Gordh et al. (2008), Simpson (2001)

Pregabalin (n=1186): Dworkin et al. (2003), Lesser et al. (2004), Stacey et al. (2008), van Seventer et al.
(2006), Vranken et al. (2008)

Topiramate (n=1269): Thienel et al. (2004)
Head-to-head trials:
Amitriptyline vs Pregabalin (n=102): Bansal et al. (2009)

Abbreviations: PICO, patient intervention comparator outcome; RCT, randomised controlled trial.

0 Placebo

Q Amitriptyline
e Duloxetine
e Gabapentin

6 Pregabalin
@ Topiramate

Figure 40 confusion - evidence network
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Table 66 confusion - trials included in analysis

2 o £ c
= c c =
2 g 5 g g
3 b= 3 s S
ke € S [ g
o < o @] o
Amitriptyline -
. 1RCTH
Duloxetine total n=48
. 3RCTs™"*
Gabapentin total n=465 -
Pregabalin 5 RCTs*>"™% |1 RCT* -
9 total n=1186 |total n=102
. 1RCT®
Topiramate total n=1269 ) ) )

(1) Backonja et al. (1998); (2) Bansal et al. (2009); (3) Dworkin et al. (2003); (4) Gordh et al. (2008); (5)
Lesser et al. (2004); (6) Simpson (2001); (7) Stacey et al. (2008); (8) Thienel et al. (2004); (9) van
Seventer et al. (2006); (10) Vranken et al. (2008); (11) Vranken et al. (2011)

Table 67 confusion - relative effectiveness of all pairwise combinations

.OE) Q S = g
= £ c = ©
3 g g 2 2 5
I s 3 © g =
8 € S 3 o s
o < o O o -
7.98
7.93 2.95 4.15
Placebo - (0.39,
163 33) (2.55, 24.66) |(1.26, 6.90) |(1.47, 11.71)
Amitriptyline 0.66 - - 3.06 -
(0.00, 30.05) (0.12, 76.88)
16.90 33.37
Duloxetine (0.69, (0.16, - - -
5799.00)  |112600.00)
14.54
. 9.11 0.53
Gabapentin (2.34, 44.58) 2%52'00) (0.00, 19.71) - -
5.29
. 3.53 0.21 0.39
Pregabalin (1.39, 10.13) (203';:"00) (0.00, 6.05) (0.06, 2.18) -
Topiramate 4.48 (760141 0.26 0.49 1.27
P (1.04,2268) [3577 7o) |(0.00,9.72) {(0.06,4.01) {(0.20,8.12)

Values given are odds ratios.

The segment below and to the left of the shaded cells is derived from the network meta-analysis,
reflecting direct and indirect evidence of treatment effects (row versus column). The point estimate
reflects the mean of the posterior distribution, and numbers in parentheses are 95% credible intervals.
The segment above and to the right of the shaded cells gives pooled direct evidence (random-effects
pairwise meta-analysis), where available (column versus row). Numbers in parentheses are 95%
confidence intervals.
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Topiramate | _______ 6. _______
Pregabalin _G.—
Gabapentn O. ________
Duloxetine o = g
Amitriptyline < L
0.01:5625 0.02325 O.'25 1 ;f 1'6 6'4 2é6

H NMA

O Direct pairwise

1024

Odds Ratio -v- Placebo

Figure 41 confusion - relative effect of all options compared with

placebo

(values less than 1 favour the treatment; values greater than 1 favour placebo;
solid error bars are 95% credible intervals while dashed error bars are 95%
confidence intervals)

Table 68 confusion - rankings for each comparator

Probability best | Median rank (95%Cl)
Placebo 0.394 2(1,3)
Amitriptyline | 0.571 1(1,6)
Duloxetine 0.022 6 (2, 6)
Gabapentin | 0.001 53, 6)
Pregabalin 0.001 3(2,5)
Topiramate | 0.011 4 (2, 6)
Placebo 0.6 Amitriptyline Duloxetine

1 2 3 4 5 6

0.6

0.4 4

0.2 4

0.0 4

Gabapentin

1 2 3 4 5 6

0.6

0.4 4

0.2 4

0.0 4

1 2 3 4 5 6

Pregabalin

1 2 3 4 5 6

0.6

0.4 4

0.2 4

0.0 4

1 2 3 4 5 6

Topiramate

1 2 3 4 5 6

Figure 42 confusion - rank probability histograms
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