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europathic pain has recently been defined as “pain arising as a direct consequence of a

lesion or disease affecting the somatosensory system”. Neuropathic pain is a debilitating
chronic condition that remains very difficult to treat and challenging to manage. Tricyclic anti-
depressants (amitryptiline, nortriptyline, imipramine), selective serotonin and norepinephrine
reuptake inhibitors (duloxetine, venlafaxine), anticonvulsants (gabapentin, pregabalin), and 5%
lidocaine patches have demonstrated efficacy in neuropathic pain and are recommended as
first-line medications. In patients who fail to respond to these first-line medications alone and/or
in combination, opioid analgesics or tramadol can be used as a second-line treatment alone or
in combination with one of the first-line medications. Opioid analgesics and tramadol can also be
considered for first-line use in selected clinical circumstances. Other pharmacological thera-
peutic options include selective serotonin reuptake inhibitors, antiepileptic drugs (levetiracetam,
lacosamide, lamotrigine, valproic acid), cannabinoids, high concentration capsaicin patch, and
botulinum toxin A. Medication selection should be individualized, with side effects taken into
consideration as well as potential beneficial or deleterious effects on comorbidities, and whether

or not prompt onset of pain relief is necessary.
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Table 1. Classifications of neuropathic pain

Classfications of neuropathic pain

Location
Peripheral (nerve, plexus, dorsal root ganglion, and root)
Central (spinal, brainstem, thalamus, and cortex)

Etiology
Trauma
Ischemia or hemorrhage
Inflammation
Neurotoxic
Neurodegenerati on
Paraneoplasti ¢
Metabolic
Vitamin deficiency
Cancer
Symptoms and signs
Pain quality
Sensory loss
Sensory gain
Mechanisms
Ectopic discharges
Loss of inhibition
Peripheral sensitization
Central sensitization
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Table 2. First-line medications to treat neuropathic pain

Drugs Dosage Side Effects Advantages Precausion
Nortriptyline, 25-150 mg Anticholinergic side Well-established efficacy, Cardiac disease,
desipramine effects, sedation, once daily dosing, glaucoma, suicide risk,
arrhythmia inexpensive, helpful for  seizure disorder,
sleep disturbances and  concomitant use of
depression tramadol
Duloxetine 30-120 mg Nausea, rare hepatoxicity Effective for depression, Hepatic dysfunction,
anxiety, and neuropathic renal insufficiency,
pain alcohol abuse,
concomitant use of
tramadol
Venlafaxine 375-225mg Gl side effect, increased Effective for depression, Concomitant use of
HR and BR ECG anxiety tramadol, cardiac
abnormalities (rare) disease, withdrawal
syndrome with abrupt
discontinuation
Gabapentin 900-3,600 mg Dizziness, somnolence, Improvement of sleep Renal insufficiency
headache, diarrhea, disturbance, no clinically
confusion, nausea, significant drug
peripheral edema, interactions
weight gain
Pregabalin 1560-600 mg Somnolence, dizziness, Faster, simpler titration ~ Renal insufficiency

edema, weight gain

5% lidocaine patch Up to 3 patches Local irritation

Opioid agonists Variable Sedation, constipation,
nausea, vomiting,
hypogonadism,
immunologic changes,

possible hyperalgesia

Tramadol 50-400 mg Nausea, vomiting,
sweating, dizziness,

sedation,

compared with
gabapentin,
Improvement of sleep

disturbance and anxiety,
no clinically significant

drug interactions

Negligible systemic
absorption

None

Quick onset, effective for History of substance

many different types of

pain, good efficacy

abuse, suicide risk,
driving impairment
during treatment
initiation

Quick onset of pain relief, History of substance

less abuse potential
than strong opioids,
helpful for many
different types of pain

abuse, suicide risk,
driving impairment
during treatment
initiation, seizure
disorder, concomitant
use of SSRI, SSNRI, or
TCA

Gl, gastrointestinal; HR, heart rate; BR, blood pressure; ECG, electrocardiogram; SSRI, selective serotonin reuptake inhibitor; SSNRI, selective

serotonin and norepinephrine reuptake inhibitor; TCA, tricyclic antidepressant.
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