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are particularly problematic in elderly patients, and several are
additive to the side effects of opioid analgesics. The selective serotonin reuptake inhibitors such as fluoxetine (Prozac) have fewer and
less serious side effects than TCAs, but they are much less effective
for relieving pain. It is of interest that venlafaxine (Effexor) and
duloxetine (Cymbalta), which are nontricyclic antidepressants that
block both serotonin and norepinephrine reuptake, appear to retain
most of the pain-relieving effect of TCAs with a side effect profile
more like that of the selective serotonin reuptake inhibitors. These
drugs may be particularly useful in patients who cannot tolerate the
side effects of TCAs.

PART 2
Cardinal Manifestations and Presentation of Diseases

ANTICONVULSANTS AND ANTIARRHYTHMICS
These drugs are useful primarily for patients with neuropathic pain.
Phenytoin (Dilantin) and carbamazepine (Tegretol) were first shown
to relieve the pain of trigeminal neuralgia. This pain has a characteristic brief, shooting, electric shock–like quality. In fact, anticonvulsants seem to be particularly helpful for pains that have such a
lancinating quality. Newer anticonvulsants, gabapentin (Neurontin)
and pregabalin (Lyrica), are effective for a broad range of neuropathic pains. Furthermore, because of their favorable side effect profile, these newer anticonvulsants are often used as first-line agents.
CHRONIC OPIOID MEDICATION
The long-term use of opioids is accepted for patients with pain
due to malignant disease. Although opioid use for chronic pain
of nonmalignant origin is controversial, it is clear that, for many
patients, opioids are the only option that produces meaningful pain
relief. This is understandable because opioids are the most potent
and have the broadest range of efficacy of any analgesic medications. Although addiction is rare in patients who first use opioids
for pain relief, some degree of tolerance and physical dependence
is likely with long-term use. Furthermore, animal studies suggest
that long-term opioid therapy may worsen pain in some individuals. Therefore, before embarking on opioid therapy, other options
should be explored, and the limitations and risks of opioids should
be explained to the patient. It is also important to point out that
some opioid analgesic medications have mixed agonist-antagonist
properties (e.g., butorphanol and buprenorphine). From a practical
standpoint, this means that they may worsen pain by inducing an
abstinence syndrome in patients who are physically dependent on
other opioid analgesics.
With long-term outpatient use of orally administered opioids,
it is desirable to use long-acting compounds such as levorphanol,
methadone, sustained-release morphine, or transdermal fentanyl
(Table 18-1). The pharmacokinetic profiles of these drug preparations enable the maintenance of sustained analgesic blood levels,
potentially minimizing side effects such as sedation that are associated with high peak plasma levels, and reducing the likelihood
of rebound pain associated with a rapid fall in plasma opioid concentration. Although long-acting opioid preparations may provide
superior pain relief in patients with a continuous pattern of ongoing
pain, others suffer from intermittent severe episodic pain and experience superior pain control and fewer side effects with the periodic
use of short-acting opioid analgesics. Constipation is a virtually universal side effect of opioid use and should be treated expectantly.
As noted above in the discussion of acute pain treatment, a recent
advance for patients is the development of peripherally acting opioid antagonists that can reverse the constipation associated with
opioid use without interfering with analgesia.
Soon after the introduction of a controlled-release oxycodone formulation (OxyContin) in the late 1990s, a dramatic rise in emergency
department visits and deaths associated with oxycodone ingestion
appeared, focusing public attention on misuse of prescription pain
medications. The magnitude of prescription opioid abuse has grown
over the last decade, leading the Centers for Disease Control and
Prevention to classify prescription opioid analgesic abuse as an
epidemic. This appears to be due in large part to individuals using
a prescription drug nonmedically, most often an opioid analgesic.
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TABLE 18-3 Guidelines for Selecting and Monitoring Patients
Receiving Chronic Opioid Therapy (COT) for the Treatment
of Chronic, Noncancer Pain
Patient Selection
• Conduct a history, physical examination, and appropriate testing, including
an assessment of risk of substance abuse, misuse, or addiction.
• Consider a trial of COT if pain is moderate or severe, pain is having an
adverse impact on function or quality of life, and potential therapeutic
benefits outweigh potential harms.
• A benefit-to-harm evaluation, including a history, physical examination,
and appropriate diagnostic testing, should be performed and documented
before and on an ongoing basis during COT.
Informed Consent and Use of Management Plans
• Informed consent should be obtained. A continuing discussion with the
patient regarding COT should include goals, expectations, potential risks,
and alternatives to COT.
• Consider using a written COT management plan to document patient and
clinician responsibilities and expectations and assist in patient education.
Initiation and Titration
• Initial treatment with opioids should be considered as a therapeutic trial to
determine whether COT is appropriate.
• Opioid selection, initial dosing, and titration should be individualized
according to the patient’s health status, previous exposure to opioids,
attainment of therapeutic goals, and predicted or observed harms.
Monitoring
• Reassess patients on COT periodically and as warranted by changing circumstances. Monitoring should include documentation of pain intensity
and level of functioning, assessments of progress toward achieving therapeutic goals, presence of adverse events, and adherence to prescribed
therapies.
• In patients on COT who are at high risk or who have engaged in aberrant
drug-related behaviors, clinicians should periodically obtain urine drug
screens or other information to confirm adherence to the COT plan of care.
• In patients on COT not at high risk and not known to have engaged in
aberrant drug-related behaviors, clinicians should consider periodically
obtaining urine drug screens or other information to confirm adherence to
the COT plan of care.
Source: Adapted with permission from R Chou et al: J Pain 10:113, 2009.

Drug-induced deaths have rapidly risen and are now the second
leading cause of death in Americans, just behind motor vehicle fatalities. In 2011, the Office of National Drug Control Policy established
a multifaceted approach to address prescription drug abuse, including Prescription Drug Monitoring Programs that allow practitioners
to determine if patients are receiving prescriptions from multiple
providers and use of law enforcement to eliminate improper prescribing practices. This increased scrutiny leaves many practitioners
hesitant to prescribe opioid analgesics, other than for brief periods
to control pain associated with illness or injury. For now, the choice
to begin chronic opioid therapy for a given patient is left to the individual practitioner. Pragmatic guidelines for properly selecting and
monitoring patients receiving chronic opioid therapy are shown in
Table 18-3.
TREATMENT OF NEUROPATHIC PAIN
It is important to individualize treatment for patients with neuropathic pain. Several general principles should guide therapy:
the first is to move quickly to provide relief, and the second is to
minimize drug side effects. For example, in patients with postherpetic neuralgia and significant cutaneous hypersensitivity, topical
lidocaine (Lidoderm patches) can provide immediate relief without side effects. Anticonvulsants (gabapentin or pregabalin; see
above) or antidepressants (nortriptyline, desipramine, duloxetine,
or venlafaxine) can be used as first-line drugs for patients with neuropathic pain. Systemically administered antiarrhythmic drugs such
as lidocaine and mexiletine are less likely to be effective; although
intravenous infusion of lidocaine can provide analgesia for patients
with different types of neuropathic pain, the relief is usually transient, typically lasting just hours after the cessation of the infusion.
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