
13

(In trigeminal neuralgia, carbamazepine
is used first line with specialist referral if
this fails.27)

If there is no improvement in pain or
function it is important not to continue
treatment. Compliance should always
be checked before making changes to
treatment.23 If treatment fails with 
first-line therapy, NICE advises careful
discontinuation and a trial of one of the
other three drugs.25 

NICE does not currently recommend
any combination treatments for
neuropathic pain owing to the lack of
trial evidence comparing the clinical 
and cost effectiveness and tolerability 
of different drug combinations.25

However, combination therapy of an
antidepressant with an anticonvulsant
may be advocated. This requires gradual
titration of the second drug once the
first drug dose is optimised. Analgesic
efficacy is increased with combination
therapy but so are side effects. Hence, it
is only an option for patients who
tolerate the drugs well.28 Further details
and suggested doses for these
medications are listed in table 3, below.  

Guidance for the prescription of
opioids is available from the British Pain
Society.29 Their use for patients with 
non-malignant pain remains
controversial as neuroendocrine and »

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 reduction26

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%

management specialist in the following
cases: severe pain; pain with a significant
impact on function or sleep; patients
whose underlying health condition has
deteriorated.25 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. 

PHARMACOLOGICAL
TREATMENT
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
is essential. It is important to advise the
patient on dosage titration and the
titration process and that regular review
possibly including a trial cessation of
therapy is mandatory.25 It is also
paramount to explain that treatment
does not work immediately; it
commonly takes weeks to titrate up to
an effective dose, with an effective
treatment being considered as a 30%
reduction in pain score and/or improved
function.23

First-line medications include
amitriptyline, gabapentin, pregabalin
and duloxetine, except in trigeminal
neuralgia, see table 3, below. 

non-neuropathic chronic pain.24 

Pain management programmes
generally comprise a course of 
10-12 sessions run on an outpatient basis,
with input from the psychology, medical,
nursing and physiotherapy services
focusing on non-pharmacological
coping strategies for dealing with
persistent pain and improving sleep,
mood and quality of life as a result. There
are also specific programmes for certain
conditions and programmes for
inpatients with significant disability.

Over recent years the categorisation
of some commonly used pain drugs has
been changed with both tramadol
(2014) and gabapentinoids (2019) now
listed as Schedule 3 controlled drugs. It is
worth noting that the NICE guidelines
only recommend the use of tramadol as
a short-term rescue medication in
neuropathic pain.25 NICE does not define
the duration of short-term use for
tramadol. However, the authors consider
it would usually entail 2-4 weeks of
treatment. Advice can be sought by
phone from the pain clinic if the patient is
still waiting to be seen. If GPs choose to
prescribe opioids, they should follow
guidelines from the British Pain Society
(rcoa.ac.uk/faculty-of-pain-
medicine/opioids-aware).

NICE recommends referral to a pain


