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Antidepressants and Anticonvulsants
I.

Antidepressants (Magni 1991; Onghena and van Houdenhove 1992; Carette et al. 1994; Max 1994;
McQuay et al. 1996; Sindrup and Jensen 1999; Kunz et al. 2000; Semenchuk et al. 2001; Sindrup 2003;
Sindrup et al. 2003).
A. Know the indications for the use of antidepressants.
1. Be aware of those pain conditions for which support for the use of these drugs derives from
controlled studies (e.g., migraine prophylaxis, tension headache, postherpetic neuralgia, diabetic
and other painful polyneuropathies, postmastectomy pain syndrome, poststroke pain).
2. Be aware of indications supported by empirical evidence (cancer pain with a neuropathic
component).
3. Be aware that antidepressants have an analgesic effect independent from their antidepressant
effect, i.e., antidepressants are useful in pain patients both with depressed and normal mood.
B. Know the specific drugs used for the treatment of pain.
1. Know the different classes of antidepressants used in pain treatment (tricyclic antidepressants,
serotonin and norepinephrine reuptake inhibitors, selective serotonin reuptake inhibitors).
2. Know the major pharmacological differences between commonly used antidepressant drugs.
3. Know which tricyclic antidepressants have analgesic efficacy proven by controlled trials
(amitriptyline, desipramine, nortriptyline, imipramine, clomipramine, and maprotiline).
4. Know the usefulness of serotonin norepinephrine reuptake inhibitors in painful polyneuropathy
(venlafaxine) or in patients with different peripheral neuropathic pains (bupropion), and of some
selective serotonin reuptake inhibitors (paroxetine and citalopram) in painful diabetic
polyneuropathy.
5. Know the major hypotheses to explain the efficacy of antidepressants in pain treatment.
C. Know the principles of dosing antidepressants in the treatment of pain.
1. Know the usual dosage range of different antidepressants in pain treatment.
2. Know the difference between the antidepressant and analgesic dosage range for tricyclic
antidepressants.
3. When available, understand the value of drug blood levels in assessing optimum dose, potential
toxicity, and compliance with therapy.
4. Know that blood levels of tricyclic antidepressants vary greatly in patients taking identical doses.
5. Be able to choose an appropriate endpoint for dosing, recognizing its empiric nature, e.g.,
intolerable side effects or drug blood levels in the toxic range.
6. Understand the potential value in switching from one drug to another in the case of therapeutic
failure.
7. Know demographic, metabolic, or disease-related factors that may affect drug selection or dosage
titration (e.g., age; cardiac, renal, or hepatic disease)
8. Know important drug interactions with antidepressants (e.g., two drugs with serotonergic effect
should not be combined due to the risk of serotonergic syndrome)
D. Know the contraindications for different antidepressants (e.g., cardiac conduction disturbances,
cardiac decompensation, recent myocardial infarction, and epilepsy for tricyclic antidepressants).
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E. Know the common side effects of the antidepressant drugs used in the treatment of pain (e.g.,
sedation, dry mouth, memory impairment, urinary retention, orthostatic hypotension, and cardiac
conduction abnormalities with tricyclic antidepressants).
II.

Anticonvulsant drugs (McQuay et al. 1995; Backonja et al. 1998; Rowbotham et al. 1998; Sindrup and
Jensen 1999)
A. Know the indications for the use of anticonvulsant drugs.
1. Know those syndromes for which the use of these drugs is supported by controlled studies (e.g.,
trigeminal neuralgia, painful diabetic neuropathy, postherpetic neuralgia, and central poststroke
pain).
2. Know the other neuropathic pain syndromes in which these drugs are used, often with little hard
evidence (including chronic postoperative pain, sciatica, peripheral nerve damage, and spinal cord
injury).
B. Know the relative efficacy and adverse effects of the variety of available anticonvulsants, to include
carbamazepine, phenytoin, valproate, clonazepam, gabapentin, lamotrigine, pregabalin, and other ion
channel blockers.
C. Know the appropriate dosing regimen for each anticonvulsant used as an analgesic.
1. Understand the similarity between dosing for analgesic purposes and anticonvulsant dosing.
2. Have titration schedules in mind for the drugs, understanding the importance of low initial dosing
and gradual upward titration to reduce adverse effects.
3. Understand the arguments for and against therapeutic drug monitoring (TDM) for anticonvulsants
(value of blood levels in monitoring patient compliance, levels associated with effective analgesia,
potential explanations for therapeutic failure versus cost or unavailability of TDM).
D. Know the potential toxicities of these drugs and how to advise the patient and other health care
professionals what they should expect and how to deal with it.
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