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Guideline of Neuropathic Pain Treatment and Dilemma
From Neurological Point of View

Chun-Ming Yang', Nan-Cheng Chen', Hsiu-Chu Shen', Chi-Ho Chou', Poh-Shiow Yeh'?,
Huey-Juan Lin"?, Chia-Yu Chang'’, Tain-Junn Cheng'?, Kao-Chang Lin"’

Abstract-

Neuropathic pain is a complicated symptomatic disease as migraine in recent years. Not because the
pain character differed from the nociceptive inflammatory symptoms but because of its complexity of
mechanisms. Though peripheral sensitization, ectopic discharge, central sensitization, central re-organiza-
tion and loss of inhibition play part of roles in mechanisms, however, based on this mechanistic treatment,
the outcome still disappointed physicians and patients, exampled as central post-stroke central pain (CPSP).
The pain reduction is far less than the expectation from patients and physician’s under-treatment frequently
occur due to the fear of adverse effects or off-label use of these anti-neuropathic pain drugs. Therefore, a
multidisciplinary procedure including non-pharmacological management, rehabilitation program, careful
explanation, stepwise pain reduction, daily diary record, and tailored individual planning for medications
are helpful in treating this kind of sufferers. Pharmacological treatment is the mainstream in post-herpetic
neuralgia (PHN), diabetic peripheral neuropathic pain (DPNP), central post-stroke pain (CPSP), trigeminal
neuralgia (TN), complex regional pain syndrome (CRPS), cancer pain, failed back syndrome etc, while
polypharmacy is still the major prescriptions facing such kind of miserable patients. The tricyclic antide-
pressants (TCA), gamma- aminobutyric acid (GABA), voltage-dependent calcium channel blockers, selec-
tive non-epinephrine reuptake inhibitor (SNRI), opioid or morphine etc, are still evidence-based medicines
(EBM) but with different outcome for individuals. Acupuncture is to some extend effective in Taiwanese
people with perceived evidence or placebo. The Taiwan guidance for total pain management and review of
EBM in treating neuropathic pain from neurological point of view will be introduced in this manuscript.
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B—: XM RAERE @R b Fa5lF LRk -

JRE SEBARS IR BURCEA 2 R # (Rene Decartes,
1596~1650) ° Sk L5538 “If for example fire comes
near the foot, the minute particles of this fire, which as
you know move with great velocity, have the power to
set in motion... ." (& KEELTING » K/ Ny F-FEKL -
ANAEFRFIRY - R LU TRA R FE LR H 2 ) © 82t
B RISt ERKI300% 5 0 19795 B B Tt
54 A% (International Association for The Study of Pain-
IASP)HOZH% » IEFURHEIRE 2R " — A AR
B (sensory) 5 5 (emotion) S ES » (RFE E B SETE
[RIER AR SZ EG E RIS -" (la) e WER—EIEM
E20075F > B RE A G B AE - HE DUHRER M5
W7~ B8R ~ BCHA OBRIK 35S RL © 2120084 HiTradee
FAN o BRELEEIE : EIRERE (disease) BUH K
(lesion) s 2 1 JEVE (IS A #f (somatosensory system)HY
i SR o BARERE AT L BEIMHCR A HE -
A J 38 B S o R R ER AR VE RS ~ HIE E
2 BIEHTEAL > R T RDRA FIRIREE o H AT
ERIMHES FARHEELE -

TR BRI BT > 1997 Bennettd H
#11-2% » JREIEE100 ABRE 1-2 AR » H DU
T~ WEIRIA % S 1A RCR S ~ A IRBRIE 1% A RS
FEHI =% ° 1M20084F [ {af i AT {F 362,693 55 A
A o BB AR ERIT AR R A - ERE
AERIEESR b~ WE b~ TER EAER TIEERY
WEwe o IS 9E% B I E M (heterogeneous)

18 B4 (validity) B — » BFFE)T XANA] > S AN BCAR
7€ » [N LB BRI i SEAH AR TA SP2 20 105 [mH 1L
R 3 R > SRR H R RS R A e Y A AT
2R NI ARG YE B o B PU B (www.dasp-pain.org) © S5 T Hff
I > A A R AR AR PR B U T 5T 77 14 R B E 2
H—EE - 82t T NG RBY T -
HHE20034F 2 Bk i 5 i & (Market Research.
com) * FRMIREMIFSRERIEEY) » {151 Non-steroid
anti-inflammation drugs(NSAIDs)f% i A7 i42% 3
Roe FEMEE 11 @ (non-narcotics) 1521% » P £
Y)(anti-epileptic drugs-AEDs) (514% » 5855048 F 4
(strong opioids)F54% © H A AT AIHFS R i %
NSAIDs% 802 HEAHY > FET H G R BE Al AT 2 #AE i
JRE LA EIEAE o SRIME] 1720105 B i 53
7 (www.qrxpharma.com) * ZIRIIGEHE » LIS
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B512% > BRSO > DU ERREEY)E R
O o BCET RS RN Sth e S 7 T S5 ) A PR B RA R
AT R BRI » SEF R TRIHR
BEAIE S E - A e Sk 22 52 i i B s
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HEHRERR(E ) » EIRIER R 1-30/mor10)E » Bl
HINSAIDsSCIE il (- Al » BRI E it %4-6
(77 10) & » bl LUfE T 97 55080 il i 45 7] (we ak
opioids) » EIEIEEL T HA7-10% » v LU 38R E I opi-

1 WHO Analgesic Ladder?

Step 3:

Severe pain Strong opioids (e.g. morphine),
with or without non-opioids
Step 2:
Moderate to Mild opioids (e.g. codeine}), with or
severe pain b i y

without non-opioids

/

Step 1:

Mild to Hon-opioids - aspirin, -steroidal

moderate pain anti-inflammatory drugs (NSAIDS) or
paracetamol

wwrw.mydr.com
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EYE R (substance-P [ glutamate) > I/ |
HE(CKA o) » FEEIHHE 4 PR (spino-thalamic tract) {2
£ 1 B8 ] #% #% (ventral posterior nucleus of
thalamus) » 55 E| JHHE i ffi(parietal lobe)SH#E T4 A
Jif 57 & (diffused cerebral cortex) » 57 FIFHE M A& 4=
FET o I B8 ST T o B TR
1. A3 S BURRA b (peripheral sensitization)  FHA 38
GV - 3 R B ) R P AR R T o A
QTR B A A OF A RS T o B0 2 A B I RS
(zoster-associated neuropathic pain)¥ ° ig AHE L
BB RUMEEEAE A 2-3M A A » [R5 FH 28 A 4
AR ~ R[] A R SR A LAY o
2. FAV M FE (ectopic discharge) ° & FHE @ I A5
Hoo R B ARZe g M ~ R ~ R TR B -
FH 2 RS IR E AR e AR REIRE » BRI E 8 ~ SR
MERF R > FAIKY-70~90my o & AR 2 21
AT - Na-KEH/IbE 2 81L > RS EIFEE
(LI R A B AL AR » 2 5 SR AT 1R il e 2 8
i o 2 RAEEY) (0 I Na-+fE - FHE B & ARk - B4
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Ab© o BHBIENE R 2 TR EE LG o BR 12 L
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phenytoin ~ carbamazepine * lamotrigiene=§ * B{HT
DEEREEEE 5 flImexiletine ~ lidocaineS§ o

3. A RS FUEE AL (central sensitization) © X R
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% S -central post stroke pain) » AL (HEIE 1% HEE
J-Post-herpetic Neuralgia) > 75 (#kJf-phantom
pain) » EYI(H ~ @) > WS (alcoholic
polyneuropathy) » {5 H BEIRE ~ FAEEE ~ HIR
My o g% SR (20 SRR LA ~ e ERr ST e ASAR 8
%) > BRBMRERERERRE ~ BHEPRAS) » JiE (R Py
J& JiE [ B -paraneoplastic syndrome) » #f2E B2
(B1 ~ B6 ~ B12) » S LRI 2K (3475 [OE-Fabry dis-
ease) <y » 18 LEARIE G RSB IR IR 2 —  ZERE

Acta Neurologica Taiwanica Vol 21 No 3 September 2012



140
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A A VS (small fiber)fi# » K] GBS B8 1E
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SUHH > SO > AEEIREL A S YA (nerve
biopsy) °

FEBEYIG BN A B[] B (biofeedback) ~ THFAIRZL
(relaxation) ~ BEREIGHE ~ K8 57 B8 AT (transcuta-
neous electrical nerve stimulation-TENS) ~ BERAIE L
%% (cognitive-behavior therapy)%¥ » F i R BEJm TEFG A
RO o SR A A PP B R VR o RGP
fifee> o LBk H R kIR HE HIRER - 28
)8 R o Cochrane review 220114 1E:A
{E L 77 H 2 W 9% »
cochranelibrary.com) ° TMF] 4% ~ 2 AL E R
I > FER A EANE o FHMelzack and Wall 2
1965442 HH A I P 2H i (brain-gate theory) * & K ~
7 INHERAE [ TR 9 B MR - /[ NBAE (C-fiber T 2 {E1ELIX
T ) & o AABAE R I > RIS < 2 g B/
LTSI » BT St Jol (B BR ~ 7 % iy R ARG g &
ifi#%Melzack and Wall[2 1982 & E1% " » MIA T /&
HIEEE » RBLRHEE ) 0 a ~ sELD IR B
P EIETR) o BT AL ~ 2EIERIRI ST - BT T
H¥%(James H. Austin)/i2 1998 [k —3 (Zen and the
Brain) (2010 A REERENFE S < TR B - 35
R LAEE ~ It B GIEREH - FTAARF - ISP a B &
$EX30-70H gamma( 7 )I » [F2E AL .2 [ - [A]
IRF R AT B EE Z IR > DI < 28 e m g
FT AR [RIIRE > 7 7R E 2 KK FR AT 34 T 212 s BT 35 35t

H i R AR R A (www. the-

W - g i H R - B & BUELT & EH R meY
DA TR HE N8 o MESRANIL - DCEIRIE AN AR
REMETT » AMEMERIER Y - HATRHAE
EREIRIEEYRG R » TEILYIER B R
TR 2168 - A fRAT AR R 4 > BERFZH
7o SRR E R ST ~ ERIRRRSURHRRET - K
AN[FI AR S HERS - R EERANESA B~ C U MMTARS
AR HERE - URSEE ISR A e » JEREGBE -
1.PHN(Post-Herpetic Neuralgia-FiiRKEZ 1% (i#8 )
— KR 3 E A DR R & 9% T B F
RERZ = o IHTEHELEY) » EBIAAN 20044
RE ZUEH]
patch ~ pregabalin ~ oxycondone ~ X TCA —IR{/1#
Hil o Hrh 2B EEY) B E R (FDA)YE S R =
# © 1M0.075% capsaicin ~ intrathecal methylpred-
nisolone F5BHEEE F# » Mcamabazepine ~ methyl-
prednisolone B USEHK » JE®EG A - 20055 B
EENSHYHEH] » {3 LITCA(E B amitriptyline) ~
gabapentin ~ pregabalin ~ 5 5%lidocaine patchf;+
(A) » HXFHopioid ~ tramadol0.075% capsaicin
(B) ° filE/EHIE » LINMDAE BT 5 mexeletineZKiA
FRPHNE HEAUHI(A) » A FERZ (L il ketamin iR
FER ISR © Tfilidocaine patch NMEE3F /K
i ELAS P 1 2/ NRF A A HE SR pRE Bk k5% - H
AT AAN 52 EFNS il R BHTPHNE G5 44 41CH -
2. DPNP(Diabetic Painful Neuropathic Pain-f /K% 5%
PERIRCPI ) - R L2 BiDPNPARIBATEFR IR
1 HEPRIA-BR AT = 126mg » BR1%2/\RF=200mg 5 2.4
ACAEE Y B RS 5 3R IB A S 2
B 5 4 HEBRIEFE RGN GRS o JB S LR G R
4 > 2006 Mayo ClinicHJ /LR 7 fduloxetine
(cymbalta) ~ oxycodone CR ~ pregabalin ~ TCA °
3 Z BT & > opioid I~ E 56 —#% » [KILk2011
FAANFEIERHERIE LR F £ © pregabalin300-
600mg(A) * gabapentin 900-3600mg ~ venalfaxine

4 %1 /& gabapentin ~ 5% lidocaine

75-225mg ~ sodium valproate 500-1200mg ~ duloxe-
tine 60-120mg.5¢(B)"Y o & {E 4= & H A {E % U4k
duloxetine (cymbalta-—4fif) 3 & A &€ - 75 60-
120mg ° 20104 B EFNS ¥ HIFTAANTE] » B& T
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tramadol ~ opioidsdtf5 55 —#R &% [ o BH{LIAY 4%
HER > A TASP(IER i SERH AR S CPS (1%
RIEREEE) » ATEHAT B2 -
.TN (Trigeminal Neuralgia- — Y f{{&JF) o HIGE/F £
2007 € HOSCRRAT LR = AR (classic TN)
ZETEHE RS © A BEEVE (paroxysmal )& TRFEE » F
FE B —F 2/ oy 8 - 28 = s — sl —
UL b SR - HAF G EHEB KX C < BUXTR
OB T IR 1LBIZN ~ 8 ~ R
o 2R I | B AR 515 o CRARAIRE A
ME » KR F R RER[E 7E (stereotyped )Y © D.
A HHE DI RERR IR RRETR © EJERR AR HAthR
F o THE (1 = A8 (symptomatic TN) » F %1
7 1) 2% ) EL fth s 4 S ek g JRR S R o [ I A
R~ U TEEIME £ ¢ R AR s =X
PSR~ N EHBFLIR S S (blinking reflex) © &
B Bl =F » LAL PRS2 i 2 i SRR
o B FERE - EYIRENE - VIZRE =
H 0 BUREAE - DREVFRAEEHEE" o HATAR
= N AR e S EE YR R ANam SR ~ BRI
Bl > A Llcarbamazepine 58 J5(A) » oxycabaze-
pine X (B) ° FE[FHFDA %R Ecabamazepine ° H'E
YNGR LRI > Allbaclofen ~ lamotrigiene
~ gabapentin¥ o {H{F—EHYE > HIS G AR
RARE - HEERT L ZH e HEHLA-B 1502 32 2 1
I HE 2 w50 ) > DT Ibb 7 A B0 35 25 0 AR A 2 B
(Steven-Johnson Syndrome)i?J L5 » 7 AG BELK 5
H o RIRAREEBSELE™ -
.CPSP (Central Post-Stroke Pain-FH 8 r) o LLIH
VI8 15 i B AP A T B G ) — > R
FH S P A e HL AN o (e D RE MR RS 7 5 B
FAEP IR ~ Bl > RCE Rz B R R o
AW R TR I 25 Bz EE R SRR o T FFE
PERE T o 28 5 AR RS S A M O (structure
change) » & HBDIREVESRAL o SR A1 L RHE R
B e It B > I T Sl A B — S ] DUJEE U2 7RI o
201 1R B #rH8 51 2% (www.ebrsr.com) > ZE) L)
TCA -~ lamotrigine ~ opioidsf5 B #l 2 iR (A2
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YEFESHI4E) » SSRIFTEER ~ BEBAMRIHR i (tran-
scranial magnetic stimulation) ~ #% 8 #8186 2
(passive range of motion exercise)f%CFH i
Ik R Lllamotrigine (R 1EH » & £200mg
{ELLTRAE NEI & (25mg) B G N » kG s 255 2E
REMEREZRIE o 35 pregabalin300-600mg/i> R
(TR~ TERISE) B WE A - B A #E - #930-
70% 132012, Neuro-talk in Beijing) © —fi%1 5 *
B MHIE % (negative symptoms) A A ~ J&E kK
F o WA D HWRSCEBOR -

5.CRPS (Complex Regional Pain Syndrome-#& &4 /5
PR IRAENREE) o HEEREEEET ~ B ~ I -
=5 5E - Iy A o B R SR — U S 4 A i
8 I 5 K85 JiE (Reflex Sympathetic Dystrophy) * i
KA o — 38R 2 R ak i 2 (5 AR B2
KRG - BER MEABIHIDIRE » 368 (L i A JR
RS » 35 R R AR RS PR R I ke - BRI E
FEEINE - EASESERUE o B IR b ] R = ER
KIE ~ RS A S FLEUR (allodynia) % o HR152002
FInternational Coalition of NEuropathic Pain-ICNeP)
FEPSYESF 4 B ik sk - MR R T A
7 o ARCREER Ty - S LIZEY) o TEEY) W] LLE A
pregabalin ~ gabapentin ~ opioids ~ TCAS » (& f
1B » 5% [Espinal cord stimulation ° #EFR20104
Perez<¢ \NH& HHICRPS — BRI IR HE 2% » % By
FECE B » SEVIEIZ I HEE - EISTEERY
e FETWEIT R 7R RCRPS — BIRYEA:
H 500mg A i an C Al LUBE T » SE#RERaB » L
TP EG R AT A 2 < 58 A N 1) B
(causalgia) » KK 52 GHE B SR 2 o B
RSB LU fit e B2 A MR » HL% T Rk A & A
S -

20107 H1 B o B2 58 LAY 22 )7 R I B B 25 5
ZEE - WETH 7 H5EE HERNRER - g3
ik 0 2 BRI 58 (painful polyneuropathy)f#if
FZ5F5TCA, pregabalin, gabapentin(A) » HZXSNRI
(duloxetine ~ venalfaxine) ~ tramadol > lamotrigine
(B) : MMcapsaicin > mexiletine > oxcarbazepine *
SSRI ~ topiramatefifé & MEAL(A) o HHETEZTE (central
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pain) LATCA ~ lamotrigine ~ gabapentin * pregabalin
(B) * opioidf5CEMAERE 5 valproate ~ mexiletine H/E
Y (B) o ORI 2 & MR (PHN) LLITCA »
gabapentin ~ pregabalin ~ lidocaine patch (A) * cap-
saicin > tramadol (B) ; mexiletine ~ lorazepam ~
NMDAFREE B (A) © = XAHFEIFH(TN) carbamazepine
(A) * oxcarbazepine (B) ; ZE/Abaclofen ~ lamotriginef#¥
BORA] » FRUSERR ©

ZRHKIZRLEER
LLRO ~ B~ £ A 4 e 5
7 > AIRIR N () o B SRR T R %
RO R R AR FE = A — A a8

Table 1.

BRSPS - P TCARIER R » BLEBEH ~ [
¥~ HOLHR ~ PRIGHTRE ~ DEAE ~ HERLT
BEGEF BRI NG » RHEF AN o IR B
TR R > BN (R 17 SNRIFTE I » it
SIS P (DR RIS 5 S I M 1o fok P 5 1L
7 (pregabalin ~ gabapentin) {8 /0 8% o [ fifE L%
Yo &2 55 F-BEHET (Ca++ channel blocker) » %
1E R B A f A Bl 38 (@ 2 0) » PEHINRR -
DEEEYE RN - LOERRINHIECR - W& BIE
FHET £ A He P DR (E - 20 g ~ SH ~ D REAS
2 ~ MESE o HHipregabalin BT — IR - &I{EH]
K - HESU 2RI E IR 6% - I H ATECE R 5 %
LA 2285 X gabapentin FH A2 #HAS T8 © HLOTIR
A #hEfE-F-BHEN I (4l cabamazepine ~ phenytoin) * gluta-

Taiwan guideline(2010)
European revised guideline (2010)
AAN (2004, 2008 )

st .
1" recommendation of drugs

d .
2" or 3" recommendation of drugs

PHN (Post-Herpetic Neuralgia) Gabapentin®**

, Pregabalin*", Lidocaine

ab.c

Capsaicin®, Opioids*®, Tramadol*, Vaproate*,

patch®™, TCA*", Oxcondone or

morphine sulfate, controlled release*

Aspirin in cream or oitment‘, Methylprednisolone

intrathecal®

TN (Trigeminal Neuralgia)

ab.c ab.c

Oxcabazapine**, Carbamazepine

ab.c

Surgery

CP (Central pain)

ab

Amitriptyline**, Gabapentin®’, Pregabalin
TCA®

>

Cannabinoids (MS)*", Lamotrigine*®, Opioids®®,
Tramadol (SCI)°

PPN (painful polyneuropathy) or
DPNP (Diabetic painful polyneuroapthy)

Gabapentin®®, Pregabalin*’, TCA™",

Venalfaxine®, Duloxetine®

Lamotrigine, Opiates, SNRI, Tramadol®, Opioids®

AAN guideline (2011)

Level A

Level B

DPNP (Diabetic painful polyneuroapthy)

Pregabalin 300-600mg/d

Gabapentin 900-3600mg/d, Amitriptyline 25-
75mg/d, Venalfaxine 755-225mg/d, Duloxetine 60-
120mg/d, Sodium vaproate 500-1200mg/d,
Tramadol 210mg/d, Capsaicin 0.075% qid,
Detromethophran 400mg/d. (Oxcabazapine,

Lamotrigine are not recommended)

1. Adapted from TOPMANa (Total Pain Management by Advisory Committee in Taiwan, 2010), Europeb (European Federation of
Neurological Society, 2010), and AANc (American Academic Neurology, 2004 and 2008).

2. TCA-tricyclic antidepressant, SNRI-serotonin and non -epinephrine reuptake inhibition, MS-multiple sclerosis, SCI-spinal cord injury.

3. Level A as Ist recommendation and level B as 2nd or 3rd recommendation inn AAN guideline. (AAN did not have central pain treatment

guideline).
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