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Neuropathic Pain Condition !

: i Annualized Incidence : i Prevalence Range
Range (Best Estunate)

(Best Estimate) Population

Painful diabetic penpheral 15.3/100,000
neuropathy

11—40/100000
,(11/100000)

Postherpetic neuralgia

HIV-associated distal sym-: Inadequate data
metrical polyneuropathy

§4J~263/10u000
i (5-8/100,000)

Trigeminal neuralgia

'105-276/100000
(170/100000)

Multiple sclerosis-associated | Inadequate data
central neuropathic pain

Spinal cord mjury~assocnated i Inadequate data
neuropathic pain

..........................................................................................................................................

..........................................................................................................................................

....................................................................

.....................................................................

.....................................................................

.....................................................................

.....................................................................

.....................................................................

.....................................................................

.....................................................................

.....................................................................

.....................................................................

....................................................................

..........................................................................................................................................

11% to 26% (15%) | PI’ODOI‘thIl of patients
wnth diabetes

7% to 27% ‘Inmdence is in general
i population, prevalence is
proportlon of patients

i with herpes zoster

30% to 63% (35%) | Proportion of HIV-positive
,patlents

.................................................................

Inadequate data | Proportion of general
| population
{ Proportion of general
' ! population

Inadequate data

i Proportion of patients
{ with amputations

Inadequate data | Proportion of general

i ! population
2% t0 16% (3%) | Proportion of general
{ population
Proportlon of patients
‘having stroke
23% to 58% (23%) Propoftldh of patients
{ with multiple sclerosis
10% to 80% (40%) | i Proportion of patients
w1th spinal cord injury

For episodic conditions that may be characterized by pain—free intervals, incidence rates likely provide the best esti-
mate in the absence of adequdte prevalence data. Where no range is given, value is based on a single study
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Trigemi- Spinal
neuralgia trauma

.. .. Non- .
PHN Diabetic Diabetic Nerve Plexus Amputa- Radicu-

2l H .
PPN PPN trauma® avulsion tion lopathy

(n=49) (n=35) (n=53) (a=110) (n=23) (n=10) (n=43) (n=18) (n=25) (n=32) (n=40) (n=31)

MS  Syrinx  Stroke

ﬁ:i; M0 898 628 585 511 652 60 651 167 76 562 75 743
Deeppain 285 686 623 58 652 70 512 222 74 625 60 645
g::xysm 632 628 623 663 913 100 72 899 72 656 65 58

Evoked pain 91.9 515 641 76 478 70 42 611 70 75 625 74

Paraesthesia/
dysaesthiésia
Univariate analyses confirmed all the associations between dimensions and aetiologies identified by MCA (proportions in
bold type).

PHN : postherpetic neuralgia, PPN : painful polyneurepathy, MS : multiple sclerosis.

a) Nerve trauma included surgical trauma

30 829 849 86 913 70 814 33 80 844 875 839
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Leading complaint

Pain distribution neurcanatomically plausible
and
History suggests relevant lesion or disease

l Yes
Waorking hypothesis;

Possible neurcpathic pain,) ¢

Confirmatory tests:
: Negative or positive sensory signs, confined to
innervation territory of the lesioned nervous structure

No

— Unlikely tobe ™

History

Examination

: Diagnostic test confirming lesion or disease

Ne'th. e Unconfirmed as
neuropathic pain

explaining neuropathic pain

Bothl lOne

—~Definite ™~ _~Probable
neuropathic > (  neuropathic )
pain “~_pain__~~
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RE HREEMABICHTIEWERN NS 1 (ASP) (L#R20 X h5IH)
5-1 1 RRESLUFEF 1 FOMRERAE

Medication class

Starting dosage

Titration

Maximum dosage

Duration of
adequate trial

Nortriptyline,
desipramine”

(use a tertiary amine
TCA only if a second-
available)

SSNRIs

Duloxetine

Venlafaxine

Gabapentin®

Pregabalin®

Topical lidocaine
5% lidocaine patch

Opioid agonists®

Morphine, oxycodone,
methadone,
levorphanol®

Tramadol®

ary amine TCA is not

Secondary amine TCAs

25 mg at bedtime

30 mg once daily

37.5mg once or
twice daily

Calcium channnel a2-8 ligands

100-300 mg at
bedtime or
100-300 mg three
times daily

50 mg tid or 75 mg
bid

Maximum of 3
patches daily for a
maximum of 12h

10-15mg morphine

Increase by 25mg
daily every 3-7 days
as tolerated

Increase to 60 mg
once daily after one
week

Increase by 75mg
each week

Increase by
100~-300 mg three
times daily every
1-7 day as tolerated

Increase to 300 mg
daily after 3-7 days,
then by 150 mg/d
every 3-7 days as
tolerated

None needed

After 1-2 weeks,

every 4 h or as need- cotivert total daily

ed (equianalgesic
dosages should be

dosage to long-
acting opioid

used for other opioid analgesic and

analgesics)

50 mg once or twice
daily

continue short-
acting medication
as needed

therease by
50-100 g daily in

150 mg daily ©

if blood level

of active medication
and its metabolite
is below 100 ng/m/
(mg/ml), continue
titration with caution

60 mg twice daily

225 mg daily

3,600 mg daily

(1,200 mg three times
daily) ; reduce if
impaired renal
function

600 mg daily (200 mg
three times or 300 mg
twice daily) ; reduce
if impaired renal
function

Maximum of 3
patches daily for a
maximum of 12-18 h

No maximum dosage
with careful titration ;
consider evalution by
pain specialist at
relatively High
dosages

(e.2.,120-180 mg
morphing daily ;
equighalgesic dosages
should be used for
othet opioid
analgesics)

400 mg daily (100 mg
four times daily) ;

divided doses every in patients older than

3-7 days as
tolerated

75,300 mg daily

6-8 weeks
with at least
2 weeks at
maximum
tolerated
dosage

4 weeks

4-6 weeks

3-8 weeks for
titration plus
2 weeks at
maximum
dosage

4 weeks

3 weeks

4-6 weeks

4 weeks

TCA : tricyclic antidepressants, SSNRI : selective serotonin and norepinephrine reuptake inhibitor.

a) Consider lower starting dosages and slower titration in geriatric patients
b) First-line only in certain circumstances

¢) Consider lower starting dosages and slower titration in geriatric patients : dosages given are for short-acting for-

mulation

N9 UZ v Vol.30 No.10 (2009.10)




5-2 BMRIRFOEZRER

use of SSRL, SSNR],
TCA

Medication class Th.e rap ea';l tic  Major side Precautions Other benefits Cost”
index’ effects
Secondary amine TCAs
Nortriptyline, + Sedation, dry  Cardiac disease, Improvement of §
desipramine (use a mouth, blurred glaucoma, suicide risk, depression,
tertiary amine TCA vision, weight  seizure disorder, improvement of
only if a secondary gain, urinary  concomitant use of insomnia
amine TCA is not retention tramadol
available)
SSNRIs
Duloxetine® + + Nausea Hepatic dysfunction, Improvement of $$
renal insufficiency, depression
alcohol abuse,
concomitant use of
tramadol
Venlafaxine + Nausea Concomitant use of  Improvement of $/8$
tramadol, cardiac depression
) disease, withdrawal
syndrome with abrupt
discontinuation
Calcium channel 20 ligands
Gabapentin ++ Sedation, Renal insufficiency Improvement of $/$%
dizziness, sleep disturbance,
peripheral no clinically
edéma significant drug
interactions
Pregabalin® + + Sedation, Renal insufficiency Improvement of $$
dizziness, sleep disturbance,
petipheral improvement of
edéma anxiety, no
clinically
significant drug
interactions
Topical lidocaine + + Lotal erythema, None No systemic side $$ (patch)
rash effects $ (geD
Opioid agohists”
Motphing, oxycotlone, + Nausea/ History of substance Rapid onset of $/8%
methadone, vomiting, abuse, suicide risk, analgesic benefit
levorphanol constipatlon, driving impairment
drowsiness, during treatment
dizziress initiatioh
Tramadol + Naukea/ Histoty of substance Rapid onset of  $/$$
vothiting, abuse, sdici’de risk, analgesic benefit
constlpation,  drivitig impairment
drowsiness, during treatment
dizzirless initiation, seizure
sefzures disotdet, concomitant

TCA : tricyclic antidepressants, SSNRI : selective serotonin and norepinephrine reuptake inhibitor, SSRI : selective

serotonin reuptake inhibitor.

a) Refers to the likelihood of pain relief relative to the likelihood of side effects, with “+ +" being more favorable.
b) Cost varies by region but is estimated on the basis of availability and cost of generic formulations, with “$$” be-

ing relatively more expensive.

¢) Lack long-term clinical experience and safety data because new to market.
d) First-line only in certain circumstances
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M. 2 Therapeutic Confirmatory Studies

Target population :

The population enrolled in the clinical studies should be in accordance with the claimed indica-
tion. The currently most well established neuropathic pain clinical situations are postherpetic
neuralgia, painful diabetic neuropathy, trigeminal neuralgia and post-stroke pain. Other types of
peripheral and central neuropathic pain situations are also acceptable if adequately characterised
in study protocol and justified. Clinical situations with mixed pain origins (e. g. somatic and neu-
ropathic) could be considered in non-pivotal supportive studies. Studies conducted in only one
pain clinical situation can only support an indication restricted to the specific condition (e. g.
postherpetic neuralgia, post-stroke pain syndrome). For the claim “peripheral neuropathic pain”,
the efficacy of the tested drug should be shown in more than one clinical situation of peripheral
neuropathic pain (e. g. postherpetic neuralgia, painful diabetic neuropathy), for the claim “general
neuropathic pain”, the efficacy of the tested agent should be shown in a central pain model (e. g.
post-stroke pain) in addition because although central mechanisms could be involved in periph-

eral neurophatic pain, peripheral mechanisms are not involved in central neuropathic pain.
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