Table 39 GRADE profiles — amitriptyline vs nortriptyline as monotherapy

No.of | Design | Ami Nort Relative risk (95% Cl) - @ | Quality

studies (™) (T2) [ARI] w|E|[8|s| 2
NNTH, 95% CI s|8/2|2| E

E128|8) 53
£El2/2|E|88

PRIMARY OUTCOME: Dry mouth (adverse effects)

1 RCT 28/33 26/33 1.08 (0.86, 1.35) N [N [N |VS|N Very

(PHN') (84.8%) | (78.8%) | ARI=6.0% ’ low
NNTH = N/A

PRIMARY OUTCOME: Dizziness (adverse effects)

1 RCT 3/33 1133 3.00 (0.33,27.4) N [N [N |VS|N Very

(PHN) ©.1%) | (3.0%) | ARI=6.1% ’ low
NNTH = N/A

PRIMARY OUTCOME: Drowsiness (adverse effects)

1 RCT 4/33 6/33 0.67 (0.21, 2.13) N [N [N |VS|N Very

(PHN") (12.1%) (18.2%) ARl =-6.1% ’ low
NNTH = N/A

PRIMARY OUTCOME: Any adverse effects: non-specified

1 RCT 31/33 31/33 1.00 (0.88, 1.13) N [N [N |VS|N Very

(PHN") (93.9%) (93.9%) ARl = 0.0% ’ low
NNTH = N/A

Relative risks were calculated in the direction of T1 compared with T2.

T1 = treatment 1; T2 = treatment 2; N = No serious; S = Serious; VS = Very serious

Ami = amitriptyline; Nort = nortriptyline; PHN = post-herpetic neuralgia; N/A = not applicable.

? GDG consensus: if there is only 1 study with total number of adverse effects less than 100, the GDG decided

that the quality should be graded as ‘very low'".
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Table 1

Published randomized placebo-controlled trials in neuropathic pain excluding trigeminal neuralgia, radiculopathies, complex regional pain syndrome, and cancer-related
neuropathic pain. The table indicates the number of positive (+) and negative () trials, combined numbers needed to treat (NNT) (with 95% confidence interval) to obtain one
patient with more than 50% pain relief for drugs or drugs classes where the majority of studies show a pain-relieving effect, and the combined numbers needed to harm (NNH) for
one drop ourt due to adverse effects. Please note that the differences in study design and patient populations preclude a direct comparison of NNT values across drug classes (see

text).
Painful poly- Postherpetic Peripheral nerve HIV Central Mixed neuropathic Combined
neuropathy neuralgia injury”* neuropathy pain pain NNH
Antidepressants
TCAs 11+ 2.1(1.9-2.6) 4+ 2.8 (2.2-3.8) 141- 2- 2+ 2.7 (1.7-6.1) 2+ NA 15.9 (11-26)
SNRIs 5+  5.0(3.9-6.8) 1- 1- 13.1 (9.6-21)
S5RIs 3+1- 6.8 (3.9-27) ns
Anticonvulsants
Gabapentin 3+1- 6.4 (4.3-12) 2+ 43 (3.3-6.1) 1+2— 1- 1+1- 141- 32.5 (18-222)
Pregabalin 5+ 4.5(3.6-5.9) 4+ 42 (3.4-54) 1+ ns 1- 2+ 5.6 (3.5-14) 1+ 3.8(26-7.3) 10.6 (8.7-14)
Lacosamide 1+3- 7.8 (59-12)
Valproate 242 1+ 2.1 (1.4-4.2) 1- ns
Lamotrigine 1+3- 1+1- 1+2— 2- 11.7 (8.5-19)
Topiramate 1+3- 6.3 (5.1-8.1)
Levetiracetam 1- 1- ns
Carbamazepine/
Oxcarbazepine 342 3.7 (2.6-6.4) 1 1+ NA 6.6 (4.9-10)
Opioids
Opioids 2+ 26(1.7-6.0) 2+ 26(2.0-3.8) 2+ 5.1 (2.7-36) 24[1- 2.1 (1.5-3.3) 17.1 (9.9-66)
Tramadol 3+  49(35-80) 1+ 48(2.6-27) 1+ NA 1+ ns 13.3 (8.8-27)
Various
Cannabinoids 1 1+ ns 2+ 3.4 (1.8-23) 2+ 8.3 (45-45) ns
Topical lidocaine 2+ NA 141 1- 1+1- ns
NMDA antagonists 2+1- 3.4 (2.1-9.0) 4- 2- 1- 3- 12.5 (7.5-36)
Mexiletine 1+3- 141 2- 1- 1- ns
Topical capsaicin 3+2— 11 (5.5-316) 2+ 32(22-59) 1+1— 1- 1+ NA 11.5 (8-20)
NGX capsaicin 2+ ns 1+ 6.5 (3.9-20) ns
BTX-A 1+ 23(1.5-4.7) 1+ 3.0(16-22) ns
Nitrate spray 3+ NA ns

TCAs: tricyclic antidepressants; SMRIs: serotonin noradrenaline reuptake inhibitors; S5Rls: selective serotonin reuptake inhibitors; BTX-A: Botulinum Toxin Type A; NA:
dichotomized data are not available; ns: absolute risk difference not significant.
? Includes postamputation pain and brachial plexus avulsion.
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Table 1
Combined numbers needed to treat (with 95% confidence interval) to obtain one patient with more than 50% pain relicf
Neuropathic Central pain Peripheral pain ~ Painful poly- Post-herpetic Peripheral Trigeminal HIV neuropa- Mixed neuro- NNH in neu-
pain® neuropathy neuralgia nerve injury neuralgia thy pathic pain ropathic pain

Antidepressanis

TCA 3.1(27-3.7) 4.0 (2.6-8.5) 23(2.1-2.7) 2.1(1.9-2.6) 28(2.2-3.8) 2.5 (14-11) ND ns NA 14.7 (10-25)

S5RI 6.8 (34-441) ND 6.8 (3.4-441)  68(34-441) ND ND ND ND ND ns

SNRI 5.5 (3.4-14) ND 5.5 (3.4-14) 5.5 (3.4-14) ND NA ND ND ND ns

DNRI 1.6 (1.3-2.1) ND ND ND ND ND ND ND L6 (1.3-2.1) ns

Antidepressants 33(29-38)  40(26-85) 312737 33740 28(22-38)  25(1L4-11) ND ns 1.6(1.3-2.1) 16.0 (12-25)
Anticomvulsants

Carbamazepine 2.0(1.6-2. 5} 34(1.7-105)  23(1.6-39) 23(1.6-39) ND ND L7(13-22) ND NA 21.7(13-79)

Phenytoin ND 2.1(1.5-3.6) 2.1(1.5-3.6) ND ND ND ND ND ns

Lamotriging ns 4.0(2.1-42) 4.0 (2.1-42) ND ND 21(1.3-6.1) 5.4 (3.1-20) ns ns

Valproate 28 {2 142  ns 24 (18-34)  25(1841)  21(1442) ND ND ND ND ns

Gabapentin, 4.7 (4.0-5.6) NA 43(3.3-52) 39(3.2-51) 4.6 (3.7-6.0) NA ND ND B.0 (4.8-24) 17.8 (12-30)

pregabalin

Topiramate 74 (4.3-28) ND 74 (4.3-28) 74 (4.3-28) ND ND NA ND ND 6.3 (5-8)

Anticonvulsants 4.2 (3.8-4.8) ns 4.1 (3.6-4.8) 393347 44 (3.6-5.6) NA L7(14-22) 5.4 (3.1-20) 10,0 (5.9-32) 10,6 (9-13)
Opioids

Opioids 2.5(2.0-3.2) ND 2.7 (2.1-3.6) 2.6 (1.7-6.0) 2.6 (2.0-3.8) 3.0(1.5-74) ND ND 2.1(1.5-33) 17.1 (10-66)

Tramadol 39(2.7-6.7) ND 39(2.7-6.7) 35 (24-64) 4.8 (2.6-27) ND ND ND ND 9.0 (6-18)
NMDA antagonisis

Dextrometherphan 4.4 (2.7-12) ND 3.4 (22-7.6) 2.5(1.6-54) ns ND ND ND ns B8 (6-21)

Memantine ns ND ns ns ns ns ND ND ND ns

NMDA antagonists 7.6 (4.4-27) ND 5.5 (3.4-14) 29 (1566 s ns ND ND ns 12,5 (8-36)
Various

Mexiletine 7.8 (4.0-129) NA 5.2 (29-26) ns ND 22(1.3-87) ND ns NA ns

Topical lidocaine 4.4 (25-17) NI} NA ND NA ND ND NA 4.4 (2.5-17) ns

Cannabinoids ns 34(1.8-23) ND ND ND ND ND ND 9.5 (4.1-=) ns

Topical capsaicin 6.7 (4.6-12) ND 6.7 (4.6-12) 11(55-317) 32{(22-59) 6.5 (3.4-69) ND NA NA 11.5 (8-20)
NNH, combined numbers needed to harm (95% cnnfdl:ntc interval) lnuhtsln one pnucnls Ic| withdraw because of side effects. TCA, tricyclic antidey SNRI, i drenaline reuptake inhibi
SSRI lecti in reuptake inhibi DNRI, i p i ND, no studies done; NA, dichotomized data are not available; ns, relative risk not significant,
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Evidence-based recommendations., Pain 132, 237-251, 2007 (3CH#k 26)
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Overview and Literature Update, Mayo Clin. Proc., 85(3), S3-S14, 2010 (SC#k 1)
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