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Updating Recommendation on Neuropathic Pain Management
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KEYWORDS Neuropathic pain is defined as pain caused by lesions or diseases of the somatosensory system.
Neuropathic pain, Management of neuropathic pain is difficult owing to the heterogeneity of underlying causes and
Guideline, absence of objective standards for diagnosis and assessment of neuropathic pain. In this review, we
Antidepressants, reviewed the recently published guidelines regarding the pharmacological management of
Opioid, neuropathic pain including the French recommendations and the German Neurological Association

Tricyclic antidepressants  guidelines, and the American Neurological Association's guidelines for the management of diabetic
polyneuropathy. In general, drugs recommended as the first-line treatment for neuropathic pain include
gabapentinoid, serotonin-norepinephrine reuptake inhibitor (SNRI), and tricyclic antidepressants. As
the second-line treatment, combination of SNRI or tricyclic antidepressant with gabapentinoid could
be recommended. Although tramadol and tapentadol are recommended as the second- or third-line
treatment, caution is required in long-term use of these medications due to the side effects including
dependence and abuse. Besides efficacy, it is necessary to consider the side effects of the medication
and underlying disease of the patient in selecting pharmacological treatment.
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A SF-2-A| 25-150 mg/day, tramadol 100-400 mg/dayo|ct.

[e

AU ofm e B

o

2. SUMAsSHE| 710|=2F21(Guideline of the
German Society of Neurology)

L A (== R
A zof tiet WSS AAISHITE o] T A=t HE
S AmEy oo Al FEX R} Bt
1) 30% o|Fe] T A=, 2) e A 74, 3) 4o d
MA, 4) ALS] Esat B/A G §A4, 5) 2= 589 FA,
6) 7154l W& 7124 FEE AASHTE A1 A QL
OFE9] AL AYYEAZLEEZ(voltage gated calcium
channel) 9] FuR2-dE} At9(02-8-subunit)o]] ZH-&5l= <F
=91 gabapentin®} pregabaling 1X}A|EZ AASFACE A
HEA 0 g2 OoFEO] § k= number needed to treat (NNT)=
Ao, NNT7F 2eas 5% A7 aap} ac 7|2
3]0 A= gabapentin> NNT7} 6.3, pregabalin> NNT7}

£ sl Selelol i AT AT vH5



Seung Woo Kim | Recommendation on Neuropathic Pain Management

772 BaEgck” o2 hdkrlokR o] A2 carbamazepine,
oxcarbazepine, lamotrigine, lacosamide> Hil3}A] Y
S, top-
= A](should not be

(cannot be generally recommended) 0.2 EF3}%
iramate, phenytoin, levetiracetam-> A}
used) 2 EFIHIT. AFAFLLAL 2o Tlo] ez}
AZEUS] AerE abdste] Wt Hpz Werhes
TSAAARE Atk At o= Al A 9
NNT: 2.1 AE& o vrpa B o] 9o’ me o
7t 8] FAE o R XY 7] ol $5A
a7F BB NS sl Stk 2 Thol=akeloflA
= AEARSEAIE 1A 52 ERoIlon, (58T
10-25 mgO 2 AJZste] 35U 7HA S =2 10-25 mg¥ ST
A ISk Aol AREFE 2575 mg A=
olck. RAgom 14, UukE, XA AEE7L Wl
of A%, WA, £RIAo] o] o] el Fel7t Ha
shol, 43 Esol Sl BRI 65A] olAtol A ok A 4
A=A B35 et SNRIS] AL duloxetine2 12} 22
H13k vhH, venlafaxine2 HIi1E] A ¢FS(cannot be recom-
mended) &2 E535}1 T} Duloxetine> NNT7} 5.7 A E0]
H, e AdthAAS & ot AgolA anprt dF
ek B A 3oto| A duloxtineS 30 mg o2 A&
o 125 & 60 mgOo= S AS AAIst om, 51 |
o} 120 mg7}A] kgl 4= Qltkal 314t Venlafaxine &4
eb e} PelEl A EEOIt e RS Aol
A feleit B8 uslent dHEAY Tl i
Ay eA7E A A7 e o] Qloj ?ﬂﬂﬂxl &
Log = E*}Oﬂt}mg E t}E SNRIC] milnacipran®] 73
O 2 HAMES Sulsh TR QR B3RS Ao & mllna01-
pran 100-200 mg-& 9JoF} Blugh dAtoflA AAE Y5t
2] 53191 7] WEof”® AF8-Z2](should not be used)E H=
sttt AEl A A 2 EU x| &<=2) A A|(selective serotonin re-
uptake inhibitor, SSRI)&= THE9] A7} &9 A=
ke WAL, SR Se) A7} o)RolA)A
AAY, aE ASsHA B3] wizel AMg-aA|(should
not be used) = FFSFATE whefd7lEA 9
9 T}Z high-potency opioidE 32X 22 1T 4= ttal
AlAsEAEE ShANE 217, WHH], @4 5o FAR-T WA,
59 7HsA "ol ARgoll Algte] dekar BrElch

<o

739~ tramadol

3. O|=2MAntstz|(American Academy of
Neurology) X|& 7}0|=z2t2l

n= Al Tt M= Fie el WSl tie A

2 LjE-Ei 20204 A}
] o) gkt
_7,\_%0:] g HXA—E,—].OEI [¢)

A gof thgk 7P°lEE}° 15 Al&Fsteich Level % ]"r
3t HI(very strong recommendation), Level B+ 73%F H il
(strong recommendation), Level C+= ¢F3t 3l(weak recom-
mendation)E Ju|s}itt 4 diA) oFE2 gabapentin,
pregabalin, mirogabalin 5-2] gabapentinoid, duloxetine, ven-
lafaxine 5-2] SNRI, amitriptyline, nortriptyline, imipramine
=9] ASLASF-L-A), carbamazepine, oxcarbazepine, lamo-
trigine, valproic acid, lacosamide 52 UYEFEZAAA|
(sodium channel blocker), tramadol, tapentadol 5-2] SNRI/
opioid dual mechanism agent® EHF3}ch LA A7} gaba-
pentinoid, SNRI, A&HA &4, HEFEZAA|, SNRI/
opioid dual mechanism agent =5 9]oF thu] F-25H4] 5%
& AN Ao Ut o2 viEtes B sloj=
eRloM e T R B AT S Aol Al
AFSHA| S -2-4), SNRI, gabapentinoid, = YEFEZA
AAE Tkt AL HsktHLevel B). E3E oF59] A
iAo OFEO] Fi(efficacy) Tt TEo] Rakg, BuAE,
4 5 B wF S Ausiickle B). oI &
o viproic i) 5 719 §UF 4 sl 2 ohje}
=4, JAY, AUES )
@ 2 71 Wi 7071 o4l S valproie acidS
g S AL Taskg O nl(Level B), LAl Fe
WA TS Bl delNE Sug 4
o olAF valproic acidts AHESH S A& Puslgict
(Level B). 2FE-3 AR} S3Fsto] 12 o)A+
£ E30] AZEA GAL oFE gl mE
% A% e 2 49 A9 e dnw
lsisiciiLere B). o8 A F ldl 55 47
woll A9 the 7|He] okEe AEairu Wika
WS A8 AL AastgithLevel B). npebdREA 9] A
717ke] A Biks 7 4 AR B7I7E ARG Al
o}
H

ﬁa

|

o8 SO A RAgE 2T 5 9o

> |

i

d
_u

Z o
rh

FeHEAle] vla) AEEI7} S U5 ghehs
Sk uhehA] 2 sbo|Eeelo| Al g4
Zof nloPYNEAE AFBIIA U AS ALl
™(Level B), o]n] mlePRFAE AME S -9 A3
Fepsha ulnfob A AR RIS S-S skt Level
C). Tramadol & tapentadolE’—] ALE 3594, &=, ot
28 5o Aol 9ar AFES ol A7zt 28

it 1l 10

[e:

—Q
L
T

2

ox ot 2 Ho
@
o

ok Hi

N

Korean Journal of Neuromuscular Disorders 2024 7



Korean Journal of Neuromuscular Disorders Vol. 16 No. 1, 2024

She Aol tigr Eprk AZEA Eky] o] SNRY

Conflicts of Interest

. van Hecke O, Austin SK, Khan RA, Smith BH, Torrance N.

opioid dual mechanism agentE AFE-3}1A] &2 A& @ilsh
AtHLevel C). The author has no conflicts of interest.
- R= REFERENCES
H 2 Mdo|A 15 7to|Egtel® ol g} T2 HIoto| 1. Murnion BP. Neuropathic pain: current definition and review of
L]— MIE]'E&} - ?;jﬂ ]IH /1\1 Aé%‘% ] EHB_H %_‘?_ZLO‘ drug treatment. Aust Prescr 2018;41:60-63.
74

£y
QAR ATAL 1 8 520 DA 742 o
gabapentinoid, SNRI, AF3HA&}-o-& 7|0t Gabapent1n01d
o] A= gabapentin©] pregabalin®] B3] 2= ¢ 24 =
Zo] =0, SNRI £9j|A]= duloxetine©] venlafaxine©] H]
off 2A o] =k ARAT Al B2 NNTE 7H4
oloq. ;<];<4 ?:}u}_a le]xio} tﬂu] o}x]el /\B:]X]—OH

So] wzkgo] 97| Wil E3] wQlof s FolE ast
o} 22} B 1EE 4 gl oFEO SNRI E= AlslAg)

9249} gabapentinoidE H-8-3l= WHHo|th Tramadol B
+ tapentadolZ} -2 SNRI/opioid dual mechanism agent7} 2
2} B= 325 E YiEE AeE Wt g oFEo] 7
S AR NG A4S O, HE SO RAgo] U
B ohe} 55 A7 w3t 9] T vleleky obgo] w3
SUsiThs ol AFEA o] uhgo] AMgo] Folrt
2 9 3}c}. GabapentinoidS A 2|3t sz FEE 9] A&

TRE EL AR Hojoly] o] T /|7
A kgl wgol g A9 58 Alejshns dugom
AFgo] ALEA] =t AFHAFES M toll of
9] B8 ohlet 914 7144 FAE 5 W

elote] A4Sl AHT ofRE W

2T A FTHAIACE s, 85k = o=
125 JEo] 53 7|7bEst AMEE Sk Aol Rt
2|2 3o &= tapentadol, mirogabalin 5 2FE9] G52

A SFHA] HARR-S 0] thofal ekA|So| ]
of AHg 7hset FEsa 11 7ol gk A5AQl HAd
s}go] Basih

Acknowledgements

This work was supported by the National Research Foundation
of Korea (NRF) grant funded by the Korea government
(MSIP) (2019R1C1C1009875).

11.

12.

13.

Neuropathic pain in the general population: a systematic review
of epidemiological studies. Pain 2014;155:654-662.

. Moisset X, Bouhassira D, Avez Couturier J, Alchaar H, Conradi

S, Delmotte MH, et al. Pharmacological and non-pharmacological
treatments for neuropathic pain: Systematic review and French
recommendations. Rev Neurol (Paris) 2020;176:325-352.

. Schlereth T. Guideline "diagnosis and non interventional therapy
of neuropathic pain" of the German Society of Neurology
(deutsche Gesellschaft fiir Neurologie). Neurol Res Pract 2020;
2:16.

. Price R, Smith D, Franklin G, Gronseth G, Pignone M, David
WS, et al. Oral and topical treatment of painful diabetic
polyneuropathy: Practice guideline update summary: Report of
the AAN guideline subcommittee. Neurology 2022;98:31-43.

. Enomoto H, Yasuda H, Nishiyori A, Fujikoshi S, Furukawa M,

Ishida M, et al. Duloxetine in patients with diabetic peripheral
neuropathic pain in Japan: a randomized, doubleblind, noninferiority
comparative study with pregabalin. J Pain Res 2018;11:1857-1868.

. Gao Y, Guo X, Han P, Li Q, Yang G, Qu S, et al. Treatment of

patients with diabetic peripheral neuropathic pain in China: a
double-blind randomised trial of duloxetine vs. placebo. Int J
Clin Pract 2015;69:957-966.

. Schukro RP, Oechmke MJ, Geroldinger A, Heinze G, Kress HG,
Pramhas S. Efficacy of duloxetine in chronic low back pain with a
neuropathic component: A randomized, double-blind, placebo-
controlled crossover trial. Anesthesiology 2016;124:150-158.

. Vollmer TL, Robinson MJ, Risser RC, Malcolm SK. A
randomized, double-blind, placebo-controlled trial of duloxetine
for the treatment of pain in patients with multiple sclerosis. Pain
Pract 2014;14:732-744.

. Robertson K, Marshman LAG, Plummer D, Downs E. Effect of

gabapentin vs pregabalin on pain intensity in adults with chronic

sciatica: A randomized clinical trial. JAMA Neurol 2019;76:28-34.

Baron R, Martin-Mola E, Miiller M, Dubois C, Falke D,

Steigerwald 1. Effectiveness and safety of tapentadol prolonged

release (PR) versus a combination of tapentadol PR and

pregabalin for the management of severe, chronic low back pain
with a neuropathic component: A randomized, double-blind,
phase 3b study. Pain Pract 2015;15:455-470.

Vinik Al, Shapiro DY, Rauschkolb C, Lange B, Karcher K,

Pennett D, et al. A randomized withdrawal, placebo-controlled

study evaluating the efficacy and tolerability of tapentadol

extended release in patients with chronic painful diabetic
peripheral neuropathy. Diabetes Care 2014;37:2302-23009.

Finnerup NB, Attal N, Haroutounian S, McNicol E, Baron R,

Dworkin RH, et al. Pharmacotherapy for neuropathic pain in



14.

15.

16.

17.

18.

19.

Seung Woo Kim | Recommendation on Neuropathic Pain Management

adults: a systematic review and meta-analysis. Lancet Neurol
2015;14:162-173.

Goldstein DJ, Lu Y, Detke MJ, Lee TC, Iyengar S. Duloxetine vs.
placebo in patients with painful diabetic neuropathy. Pain
2005;116:109-118.

Raskin J, Pritchett YL, Wang F, D'Souza DN, Waninger AL,
Iyengar S, et al. A double-blind, randomized multicenter trial
comparing duloxetine with placebo in the management of
diabetic peripheral neuropathic pain. Pain Med 2005;6:346-356.

Sultan A, Gaskell H, Derry S, Moore RA. Duloxetine for painful
diabetic neuropathy and fibromyalgia pain: systematic review of
randomised trials. BMC Neurol 2008;8:29.

Durand JP, Deplanque G, Montheil V, Gornet JM, Scotte F, Mir
O, et al. Efficacy of venlafaxine for the prevention and relief of
oxaliplatin-induced acute neurotoxicity: results of EFFOX, a
randomized, double-blind, placebo-controlled phase III trial. Ann
Oncol 2012;23:200-205.

Rowbotham MC, Goli V, Kunz NR, Lei D. Venlafaxine extended
release in the treatment of painful diabetic neuropathy: a
double-blind, placebo-controlled study. Pain 2004;110:697-706.

Derry S, Phillips T, Moore RA, Wiffen PJ. Milnacipran for

20.

21.

22.

23.

24.

neuropathic pain in adults. Cochrane Database Syst Rev 2015;
2015:CD011789.

Krebs EE, Gravely A, Nugent S, Jensen AC, DeRonne B,
Goldsmith ES, et al. Effect of opioid vs nonopioid medications on
pain-related function in patients with chronic back pain or hip or
knee osteoarthritis pain: The SPACE randomized clinical trial.
JAMA 2018;319:872-882.

Zeng C, Dubreuil M, LaRochelle MR, Lu N, Wei J, Choi HK, et
al. Association of tramadol with all-cause mortality among
patients with osteoarthritis. JAMA 2019;321:969-982.

Vosburg SK, Severtson SG, Dart RC, Cicero TJ, Kurtz SP,
Parrino MW, et al. Assessment of tapentadol API abuse liability
with the researched abuse, diversion and addiction-related
surveillance system. J Pain 2018;19:439-453.

Bates D, Schultheis BC, Hanes MC, Jolly SM, Chakravarthy KV,
Deer TR, et al. A comprehensive algorithm for management of
neuropathic pain. Pain Med 2019;20(Suppl 1):S2-S12.

Di Stefano G, Di Lionardo A, Di Pietro G, Cruccu G, Truini A.
Pharmacotherapeutic options for managing neuropathic pain: A
systematic review and meta-analysis. Pain Res Manag 2021;2021:
6656863.

Korean Journal of Neuromuscular Disorders 2024 9



