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management services which outlined a
strategy for constructively tackling this
increasing healthcare burden.22

Pharmacological treatment
The principles of pharmacological
treatment include regular clinical review
to assess the effect of any new
medication on the patient’s pain,
function, and psychological state, and
the presence of side effects and the
need for continuation of therapy.

First-line medications for neuropathic
pain that can be tried include
amitriptyline, gabapentin, pregabalin
and duloxetine, except in trigeminal
neuralgia, see below. If treatment fails
with first-line therapy, NICE advises
careful discontinuation and a trial of one
of the other three drugs.21 

Combination therapy of an
antidepressant with an anticonvulsant is
also advocated. This requires gradual
titration of the second drug once the
first drug dose is optimised. Analgesic
efficacy is increased with combination
therapy, but side effects are also
increased, so it is only an option with
patients who tolerate drugs well. Further
information about these antidepressant
and anticonvulsant medications and
suggested doses employed are
shown in table 3, below. »

Table 3

Antidepressant and anticonvulsant treatments for neuropathic pain

Medication
Amitriptyline

Nortriptyline

Duloxetine

Gabapentin

Pregabalin

Carbamazepine

Initial dose
10 mg nocte

10 mg nocte

30 mg od

100 mg tds or 
300 mg nocte

75 mg bd

100 mg daily

NNT for 50%
pain reduction28

3.6

3.6

6.4

7.2

7.7

-

Titration
Increase every 3-7 days as tolerated
to maximum 100 mg

Increase every 3-7 days as tolerated
to 75 mg maximum (50 mg in the
elderly)

Increase weekly to 60 mg bd
maximum

Increase weekly by 300 mg/day to
maximum 3,600 mg daily

Increase weekly by 150 mg/day to
600 mg/day maximum

Increase weekly by 200 mg/day.
1,600 mg/day total

Duration of trial
6-8 weeks with at least
2 weeks at maximum
tolerated dose

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

4 weeks

3-8 weeks for titration
followed by 2 weeks at
maximum tolerated
dose

4 weeks

6-8 weeks

Comments
Morning sedation/hangover
effect can be negated by
taking earlier in the evening
e.g. 7 pm

Potentially better tolerated
in the elderly

GI upset common

Lower doses required in 
the elderly and in renal
impairment

More linear absorption
profile compared with
gabapentin. Similar side
effects of sedation and
weight gain

Leukopaenia (10%), with
neutropaenia in 1-10%

physiotherapists and pain psychologists
if required, and the use of specialist
treatments such as neuromodulation
where indicated. 

NICE recommends referral to a pain
management specialist in the following:21

•Severe pain
•Pain with a significant impact on
function or sleep
•Patients whose underlying health
condition has deteriorated

We appreciate that the provision of
specialist pain services in some areas 
of the UK is such that GPs are often
required to undertake the initial months
of treatment. This issue has recently
been highlighted in an article detailing
the challenges facing chronic pain

pain is outside the scope of this article
but can be found in the literature.16-20

INVESTIGATION
Unfortunately there are no conclusive
investigations which can prove the
diagnosis which is frequently heavily
reliant on the history and clinical
examination. That said, any investigation
which proves an underlying disorder
associated with neuropathic pain
supports the diagnosis. Of the
laboratory investigations available
(nerve biopsy, evoked potentials,
quantitative sensory testing, confocal
corneal microscopy) none are used
routinely in clinical practice and these
serve more as research tools at present.14

MANAGEMENT
The pervasive nature and chronicity of
neuropathic pain make it difficult to treat.
Often it is poorly responsive to
conventional analgesia with the
mainstay of pharmacological treatment
being anticonvulsant and antidepressant
medication. In order for significant
rehabilitation to take place,
multidisciplinary assessment and
management in the specialist setting of
the pain clinic is often required. This
allows management tailored to the
individual with input from specialist pain

‘After a general 
and neurological
examination 
the focus should
turn to the affected
pain area using 
an unaffected body
part as a control’


