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Topic 35: Managing neuropathic
pain: a stepwise approach
Neuropathic pain is a very common component of a wide
range of pain states, usually resulting from neural damage,
including acute and chronic post-operative pain and pain
secondary to advanced malignancy. It is a complex condition
which often has profound negative physical, psychological
and social impacts.
Management is universally acknowledged as extremely challenging,1,2 and there is
a lack of clear and specific treatment guidelines. Evidence suggests the condition is
underdiagnosed and treatment is often sub-optimal which may reflect the complex
pathophysiology of neuropathic pain.2-5
This brief focuses on the therapeutic management of neuropathic pain and highlights
the importance of accurate diagnosis, early intervention and regular clinical reviews.
It is a guide to treatment options.

recognise neuropathic pain
attempt to ascertain the
underlying cause/s
assess pain and functional
limitations due to the pain
identify comorbidities and possible
coexisting depression, anxiety
and/or sleep disturbances
assess the impact of the condition
on work, family and social life.2
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Key points
Treat early to prevent
transition to persistent pain
Consider a step-wise
approach to management:
• commence with one
medicine
• titrate to attain maximum
benefit or maximum dose
tolerated

Diagnosis and assessment
The aim of diagnosis and
assessment is to:

Inside

Appropriate investigation and
characterisation of underlying pathology,
along with early intervention, is critical to
avoid subsequent transition to a chronic
pain state.1
The Australian Immunisation
Handbook recommends a single
dose of zoster vaccine for people
aged 60 years and over who have
not previously received a dose, to
reduce the symptoms of herpes
zoster and the prevalence of postherpetic neuralgia. (The zoster
vaccine has been shown to be less
effective in people aged 80 years
and over).6

• allow adequate trial period
to assess response
• if response is inadequate,
or side effects experienced,
consider changing medicine
or adding a new class of
medicine
Conduct regular clinical
reviews (include HMRs)
Refer to specialist or pain
clinic if:
• patient fails to respond to
treatment options
• patient presents with
complex pain issues.
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Neuropathic pain can be broadly classified as peripheral or central. Box 1 describes
some of the many causes of non-malignant neuropathic pain. Because neuropathic pain
can be caused by several overlapping disease processes, a patient may experience pain
arising from mixed aetiologies including both peripheral and central mechanisms. It is
also possible to experience both nociceptive and neuropathic pain simultaneously.7

Box 1: Some causes of nonmalignant neuropathic pain1,7,8
Peripheral disorders
Painful polyneuropathies
(diabetic and non-diabetic)
Post-herpetic neuralgia
(may have mixed mechanisms)
Trigeminal neuralgia
Brachial plexus injury and limb
amputation (phantom limb pain)
Post-surgical and post-traumatic
neuralgias
Complex regional pain syndromes
Radiculopathy

Central disorders
Post stroke pain
Spinal cord injury
Multiple sclerosis

Neuropathic pain can be difficult to
diagnose as there is no standard
diagnostic procedure and laboratory
tests do not always identify the cause
of pain. A comprehensive evaluation
of the patient’s history, physical and
neurological symptoms (Box 2) and
psychosocial issues are the most reliable
indicators of the existence and intensity
of neuropathic pain.1 The two following
tools may be useful diagnostic aids.
• LANSS (The Leeds Assessment of
Neuropathic Symptoms and Signs).9
http://www.palliativecareswo.ca/
Regional/LondonMiddlesex/The%20
Leeds%20Assessment%20of%20
Neuropathic%20Symptoms%20
and%20Signs.pdf
• DN 4 (The Douleur Neuropathic en 4)
questions.9 http://dn4.ca/local/files/
pdf/en/questionnaire.pdf

Principles of care
The principal aim is to improve the
patient’s quality of life by attaining pain
relief whilst minimising adverse drug
effects and improving physical function.
Measures of physical function may
range from basic activities such as
walking, eating and grooming, to more
complex activities such as shopping,
work and leisure/social activities.1,11,12
Many of the drugs used to treat
neuropathic pain, including tricyclic
antidepressants, gabapentin, pregabalin,
duloxetine and opioids are associated
with adverse effects that patients
find burdensome. These include
somnolence, dizziness, motor imbalance
and cognitive impairment.1,12,13 These
adverse effects may significantly
restrict the patient’s independent living
activities, increasing the risk of falls,
limiting the ability to drive a car or
be actively involved in daily living.

Veterans’ Medicines Advice and Therapeutics Education Services

Box 2: Common symptoms
suggestive of neuropathic pain2
Allodynia

Pain initiated or made
worse by touch or
stimulus that would not
normally cause any pain

Hyperalgesia

Severe pain from a
stimulus or touch that
would normally only
cause slight discomfort

Hypoalgesia

Diminished pain or
numbness from a
painful stimulus

Paresthesia

Pain or discomfort when
there is no stimulus
or touch at all, can be
spontaneous or evoked

Hypoesthesia

An altered tactile or
thermal sensitivity –
decreased sensitivity to
warm or cold objects

Dysesthesia

A spontaneous or
evoked abnormal
unpleasant sensation

Having your patient complete the
S-LANSS Pain Score may provide further
valuable information.10

Management
Given the potential individual and
unpredictable patient response to these
medications, an important aim of care
is to consider the efficacy and safety,
balanced with the tolerability, especially
in elderly and frail people.1,11,12
Global assessment should include
pain levels; physical, psychological,
environmental and behavioural factors;
and patient reports of improvement and
satisfaction.1 It should be undertaken
as often as 3 to 4 weekly in response
to triggers such as altered pain control,
medication adjustment, emergence
of possible adverse effects, concerns
expressed by patients or other
significant alterations in the overall
clinical state.
Refer to a pain clinic if your patient fails
to respond to treatment or experiences
complex pain issues.1,11

Research indicates on average, only
half of patients treated with any one
modality achieve a clinically significant
reduction in pain, and this is not always
accompanied by improvement in
function.14 Integrating a combination of
treatment modalities is recommended.
Cure and elimination of pain are unlikely.
In acknowledging the complex nature
of neuropathic pain, discuss with the
patient realistic treatment goals and
expectations.1,11,14 Ensure your patient
understands the cause and possible
treatments and feels supported. Talk
to your patient about concurrent nonpharmacological methods of coping
with pain, such as cognitive behavioural
and other psychological, physical and
occupational therapies.11,14
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Approach pharmacological treatment in
a step-wise trial and error process that
identifies the most appropriate medicine
or combination of medicines that provide
meaningful pain relief with the least
number of adverse effects (see Box 4:
Step-wise process).1,11 Data are limited
on comparative efficacy of medicines
used in neuropathic pain and there is no
clear choice in treatment.
Simple analgesics, including nonsteroidal
anti-inflammatory drugs and paracetamol
are usually not effective, unless a
component of the pain is due to
nociceptive stimulation. Carbamazepine
is the first drug of choice for treating
trigeminal neuralgia and other atypical
facial pain but is not recommended for
other neuropathic pain conditions.7,8
The characteristics of individual
medicines may impact upon their
clinical use.
Failure of one medicine to attain pain
relief does not mean that others will
also fail (even those medicines in
the same class). Patient response is
often individual and unpredictable, so
dose escalation and changing/adding
medicines is frequently necessary.8,11

Box 3: Factors to consider when
selecting a pain medicine for a
given patient11
Efficacy for specific pain type
Tolerability - adverse effects and potential
adverse outcomes
Drug interactions – e.g. serotonin toxicity
may result when serotonergic agents are
used together
Patient comorbidities – e.g. diabetes
(renal function)
Patient’s ability to adhere to a potentially
complex medication regime
Risk of medication abuse*

Box 4: Step-wise process to follow
Commence with ONE medicine8,15
• Consider initiating with amitriptyline: commence with 10-25mg at night. Titrate every 7
days to a maximum of 150mg at night (lower dose for elderly patients).
IF UNSUITABLE
• Gabapentin can be considered: initiate 100-300mg at night. Titrate every 3-7 days
according to response from once per day to 3 times per day. Maximum dose is usually
2400mg/day. Gabapentin is only available on the RPBS (authority required) for the
treatment of refractory neuropathic pain not controlled by other drugs.
OR
• Pregabalin can be considered: initiate 75mg daily, increase to twice daily after 2-3 days.
Titrate to a maximum 300mg twice daily. Pregabalin is available on the PBS and the
RPBS (authority required) for the treatment of neuropathic pain refractory to other drugs.
OR
• Duloxetine can be considered: initiate 30mg daily, increase after 7 days to 60mg daily.
Titrate to a maximum dose 60mg twice daily if tolerated. Duloxetine is only available on
the PBS (restricted benefit) for major depressive disorders.

Initiate at a low dose and titrate accordingly8,15
• Especially in older patients until maximum benefit or maximum dose is achieved or
adverse effects become troublesome.
• Allow adequate time to assess the response for each medicine (approximately 2-8 weeks
with 2 weeks at the maximum tolerated dosage).
• Be alert to the possibility of adverse effects (for example, falls, urinary retention and
cognitive impairment).

Monitor closely and re-assess regularly11,12,17
• Assess pain and overall improvement, adverse effects, mood, quality of sleep and the
ability to conduct daily activities, such as working or driving a car.
• Initiate a Home Medicines Review (HMR). (refer to topic 29: Home Medicines Review)
Multiple comorbidities are often present in many elderly patients with neuropathic pain,
frequently resulting in complex drug regimens.

Consider changing to another medicine if initial medicine is inadequate11 ,15,17
• Rather than abrupt cessation, ensure dosage tapering when changing medicines.
• Gradual dose reduction over 7 days is recommended for gabapentin and pregabalin
to avoid anxiety, insomnia, nausea, pain and sweating. Gradual dose reduction over
at least 2 weeks is recommended for duloxetine. Dose reduction of amitriptyline is
recommended gradually over 4-7 days to avoid cholinergic rebound symptoms.

Consider adjuvant therapy8,11,15
• When a medicine provides partial but inadequate pain relief and is well tolerated,
consider adding a second medicine.
• Introduce at low doses and titrate to maximum dose required or adverse effects
are problematic.

Risk of intentional or accidental overdose

*Recent reports suggest there is
potential for risk of abuse, dependence
or withdrawal symptoms with the
use of pregabalin and gabapentin.
Careful consideration is required when
prescribing pregabalin or gabapentin,
especially to patients with a history of
addictive – related behaviours.16
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Re-evaluate regularly11,14
• Re-evaluate pain status, physical and emotional issues, cognition and coordination regularly.
• Encourage physical activity and treat co-existing psychological issues such as sleep
disturbances, anxiety and depression.
• Involve a multidisciplinary healthcare team and trial non-pharmacological therapies,
especially if the patient is not improving.
• Initiate a subsequent HMR.
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Where do opioids fit?
Tramadol and the stronger opioids
(morphine, oxycodone and methadone)
are not routinely considered as first
line treatment options.8,18,19 There are
concerns about their long term safety
relative to the first line treatment
options and adverse effects (see Box 5).
Opioids may have a place in pain
control in the following: severe
disabling neuropathic pain, episodic
exacerbations of severe neuropathic
pain, and when titrating another
medication requiring immediate pain
relief is required.11
If pain management is to include
opioids, a comprehensive evaluation
of the patient including potential risk
of abuse/misuse or irregular behaviour
in conjunction with close monitoring
to gauge efficacy, adverse effects and

Box 5: Adverse effects of regular opioid use
Some common early onset adverse
effects of regular opioid use15,18,20

Some long term adverse effects of
regular opioid use15,18,20

Constipation, nausea and vomiting

Dependence

Drowsiness

Opioid misuse

Impaired cognition

Hypogonadism

Impaired psychomotor function
(such as driving a car or playing sport)

Immunologic changes

Respiratory depression

Constipation

Urinary retention

Opioid - induced hyperalgesia11

improved ability to attend to activities of
daily living is recommended.1,21 Opioid
doses should not exceed the suggested
maximum dosage without specialist
advice. Withdraw treatment if there is
no benefit after a trial of 2-4 weeks.
ORT (the Opioid Risk Tool) may be
useful in assessing patients.21

The paucity of data involving elderly
people and the safety of opioids for
neuropathic pain control suggests
caution in this group. Consider the
tolerability profile of opioids if initiating
in the elderly or frail as drowsiness,
dizziness and motor imbalance can have
serious consequences (for example falls
and motor vehicle accidents).15,20
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