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Table 4

Management of pain in diabetic neuropathy

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

Increased every 3-7 days as
tolerated to maximum 
100 mg

Increased every 3-7 days as
tolerated to 75 mg
maximum (50 mg elderly)

Increase weekly to 60 mg
BD maximum

Increased weekly by 
300 mg/day to maximum
3600 mg daily

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

Increase weekly by
200 mg/day. 1600 mg/day
total

Comments

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

Potentially better
tolerated in the elderly

GI upset common

Lower doses required in
elderly and renal
impairment

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

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

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

Leeds Assessment of Neuropathic
Symptoms and Signs (LANSS), Pain
DETECT, Id-Pain, Dolouer Neuropathique,4
and the Neurophysiology of Pain
Questionnaire (NPQ).21 

They vary to some degree but have
in common the goal of detecting the
presence of a neuropathic component
to the patient’s presentation. They tend
not to grade pain intensity or the
impact on function and quality of life
that the multidimensional scales
address. The LANSS questionnaire
comprises five simple questions and
two examination findings to give 
a dimensionless score for the pain 
out of 24, with a score ≥ 12 suggesting
a neuropathic component is likely.22

The sensitivity and specificity are 
82-91% and 80-94% respectively.21

There are no specific tools for
measuring neuropathic pain in the
context of diabetes but in the specialist
setting of the chronic pain clinic 

the above tools, particularly the
multidimensional scales, are often
used.

MANAGEMENT OF PAIN
Once the diagnosis has been made
and a biopsychosocial assessment has
indicated the impact on the individual
patient, treatment can be tailored
accordingly. Naturally, tight glycaemic
control should be advocated as it has
been implicated in reducing the
intensity of pain and preventing further
deterioration in symptoms.23

First-line medications that can be
tried include amitriptyline, gabapentin,
pregabalin and duloxetine (see table 4,
below). Duloxetine is advocated as the
best initial option in the context of
diabetic neuropathy. It is the authors’
experience that dose escalations are
carried out slowly (e.g. 30 mg for one
month before increasing) to improve
tolerability. Although some patients

experience gastrointestinal upset,
others experience reduced appetite
which may be beneficial in the obese
patient. 

If treatment fails with first-line
therapy, NICE advises careful
discontinuation and trying one of the
alternative three drugs.24 In the
specialist setting of the pain clinic,
when monotherapy with different
antineuropathic agents has failed or
has not been tolerated at an effective
dose, combination therapy will then be
explored. 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. 

For localised areas of pain, lidocaine
5% plasters (an unlicensed indication)
and capsaicin 0.025% cream can be
trialled. 


