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Navigating the Management of Chronic Pain: A Pharmacist's Guide
Introduction

The general public considers pharmacists the most easily accessible health care
professionals. In most cases, no appointment, prior relationship, or payment is required
before an individual is permitted to approach the pharmacist with a health care concern.
Because of this convenience and accessibility, pharmacists contend with questions ranging
from basic first aid to more complex situations concerning the management ofmultiple
comorbidities. Regardless of the setting, pharmacists are the primary drug information
resource for laypersons and health care professionals alike. A common ailment
pharmacists hear of (often on a daily basis) is the management of chronic pain.

The International Association for the Study ofPain (IASP) has defined pain as, "an
unpleasant sensory or emotional experience." Chronic pain does not serve a biological
purpose; this is in comparison to acute pain, which provides protection by warning of
impending physical damage. Chronic pain has also been defined as pain that persists after
the underlying injury or insult has healed. 1 It may be described as pain that lasts for more
than 4 or 5 weeks, more than 3 months, or more than 6 months. A clinically useful
definition may read as follows: pain that negatively affects patients' daily functioning, pain
that is associated with a chronic condition, or pain that lasts longer than would be
anticipated after the healing process. Chronic pain is also associated with longstanding
conditions that are known to produce persistent pain; a common classic example would be
osteoarthritis.
Incidence

Estimates regarding the prevalence of chronic pain vary widely, depending on the methods
used to capture these data; but, according to most reports, approximately 30% of the
population lives with chronic pain." ' One recent study found a 41% overall prevalence,
with rates that ranged from 23% in those aged 18 to 24 years to 50% among those aged 55
to 64 years. Women report chronic pain more frequently than men and, not surprisingly,
the incidence of chronic pain increases with age. Interestingly, pain patients account for
20% of total primary care visits5 and 50% to 80% ofphysician visits, overall. 6 These
estimates include patients that span the entire age continuum, including children and
younger adults, who are not exempt from experiencing chronic pain. The overwhelming
prevalence of chronic pain is only a brief introduction to its effect on the population as a
whole. In addition to causing physical distress, chronic pain is a major source of disability.
The Joint Commission (formerly JCAHO) estimates that 50 million Americans are
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disabled because ofpain.' Absenteeism is high among those that remain in the workforce;
25% 0fpatients with chronic pain reported lost work time because ofpain and more than
50 million lost workdays each year can be directly attributed to pain. 5

€Costs

Estimates state that the total direct and indirect costs of chronic pain in the United States
(U.S.) exceeds $100 billion per year, but this may be a conservative figure; low-back
pain, alone, is estimated to cost nearly $86 billion annually. In 2005, Americans spent
more than $20.4 billion on over-the-counter (OTC) and prescription analgesics,9 (it is
important to note that this figure does include financial ramifications from adverse events
such as a gastrointestinal [GI] bleed or renal failure); these are attainment costs only.
Sources of Chronic Pain

Determining both the etiology and the best treatment approach for chronic pain begins
with a detailed patient evaluation, including a thorough patient history, a physical exam,
and a review ofdiagnostic studies, as well as a psychological exam, if appropriate. A
complete medication history must also be obtained, including the patient's own assessment
ofprior medications, as a means to develop a rational approach to treatment (Table l). A
careful review may reveal an unexpected source ofpain. In essence, chronic pain has
numerous etiologies; chronic conditions, such as osteoarthritis, fibromyalgia, and low-back
pain, are a few ofthese.I

Table 1: Components of Patient History

Genera? 3st'orssatios Medication-$peii nforxatst

• Patient demographics ( age, Medication allergies
ethnicity, weight, height) • Medication intolerances

• Acute and chronic medical • ALL current prescription medications
problems (include strength, dose, route, frequency,
Pertinent medical history actual use, effect on pain/symptoms,

• Vital signs and other monitoring adverse effects, length of use, prescriber)
information • ALL current nonprescription medications
Pain Diagnosis (include strength, dose, route, frequency,

• Current symptoms (including actual use, effect on pain/symptoms,
impact on mood and sleep) adverse effects, length of use)

• Pain Intensity, location, etc. • Past medications used for pain (include
• Effect of symptoms on activities of strength, dose, route, frequency, actual

daily life use, effect on pain/symptoms, adverse
• Diet effects, length of use, prescriber)
• Exercise/recreation • Home remedies and other types of health

Social substance use (e.g., products used, including herbal and
tobacco/alcohol/caffeine) complementary agents

• llegal substance use or misuse • Concerns or questions about pain therapy
Pertinent laboratory • Assessment of understanding of therapy

• Health beliefs
• Name and location of pharmacies
Financial/insurance/health plan

Osteoarthritis (OA) is a progressive, disabling joint condition that affects 20 million
Americans, 10% ofwhom become totally disabled.'' While OA can present at any age and
involves a progressive deterioration ofthe joint, 70% ofthose affected are between 55 and
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78 years.12 Disability resides primarily in the weight-bearing joints of the hip and knee. It
has been proposed that the rates ofOA will increase as the rates of obesity continue to
rise.13 It was previously believed inflammation was not associated with this condition, but
recent research shows that inflammation, synovitis, and joint effusions are all associated
with the joint erosion found in OA_2» I prior injury, heredity, and faulty healing
mechanisms also play roles in disease progression by hastening cartilage degradation.14

Fibromyalgia translates, literally, as fiber-muscle-pain. It manifests as widespread pain
that occurs on both sides of the body, above and below the waist. Patients report a deep
aching and tiredness. Accompanying the ache are tender spots, or spots that elicit pain
when pressure is applied. The diagnosis is based on the American College of
Rheumatology (ACR) criteria that includes widespread muscle pain for 3 months or more
and pain in at least 11 of 18 potential tender spots.'While other diagnostic criteria have
been suggested, none is as widely accepted as the ACR guidelines. Fibromyalgia affects
2% ofthe population, with higher rates observed for women and the elderly. The
prevalence of fibromyalgia is higher in those with iron deficiency anemia,' irritable
bowel syndrome, depression, and restless legs syndrome, among others.''

Back pain is a common occurrence, ranging from discitis, sciatica, and spinal degradation
to compression fractures and stenosis. More than 10% of the population is estimated to be
living with chronic, incapacitating low-back pain,' and the elderly are disproportionately
affected; 40% ofwomen aged 80 years and older are estimated to have vertebral
compression fractures.19

Neuropathic pain comprises another group ofdiverse pain presentations. Some common
etiologies ofneuropathic pain include postherpetic neuralgia (PHN), which results from
the reactivation of the varicella zoster virus (shingles), painful diabetic peripheral
neuropathy (pDPN), which is caused by hyperglycemia from poorly controlled diabetes,
complex regional pain syndrome type I (CRPS I), and phantom limb pain. Another
condition is painful HIV-associated distal sensory polyneuropathy (HIV-DSP). HIV-DSP
causes numbness and tingling pain in the hands and feet; up to one-third ofpatients with
HIV/AIDS have neuropathic pain attributable to HIV-DSp,2
Individualized Therapy

When you consider the many different ways chronic pain presents itself, the need for
individualized care becomes an evident, but often overlooked, necessity. The primary
focus of treatment for chronic pain is the relief from symptoms, which may result in the
return to normal functionality or an improved quality of life. To facilitate treatment
success, the clinician must be aware of all aspects of the pain experience. This includes
acknowledging both the anxiety and the depression that often accompany chronic pain.
Some older patients will not report the full extent of their pain and the clinician must
actively inquire about symptoms. Treatment ofpain in the older population can be
complex because this segment of the population is more likely to experience an adverse

http://roohit.com/site/showArc.php?shid=36d65

HIGHLY CONFIDENTIAL

11/27/2012
WAGMDL00766958

P-19690 _ 00004



Dkt. No. 13-1 Page 5 of 17 Resp't Ex. 239-B

Navigating the Management of Chronic Pain: A Pharmacist's Guide Page 4 of 16

drug reaction or a drug-drug interaction. Cognizance regarding the impact ofpain
symptoms on daily functioning, family life, and work productivity is the first step to
making rational choices about therapy.

Setting and communicating specific, focused goals is critical to achieving effective pain
management. It is also important to remember that baseline pain intensity can, and usually
does, wax and wane over time. This information is useful clinically, since issues such as
daily activity, exertion, rest, stress, and diurnal variation can all impact the type and
intensity ofpain.
Pathological Differentiation

For purposes of directing therapy, it is useful to classify pain in terms of signaling
differences. In simplistic tenns, pain signals travel via either nociceptive or neuropathic
pathways, and patients with chronic pain often experience components ofboth of these
types ofpain (Figure 1).

Nociceptive pain emanates from the activation ofperipheral receptors called nociceptors.
Following activation, the pain signal is transmitted along normal, undamaged neuronal
tissue to the somatosensory cortex. Nociceptive pain is described in terms ofpotential or
actual tissue damage and can be further divided into somatic (well localized) or visceral
(poorly localized; organ or abdominal) pain. Somatic pain is generally described in terms
ofmusculoskeletal pain and involves the skin, soft tissues, muscle, and bone structures.
Somatic pain results from the stimulation ofnormal peripheral nociceptors within the
somatic nervous system. Patients often describe this type ofpain as sharp, aching, and/or
throbbing. Because the muscle, bone, and soft tissues are highly enervated, somatic pain is
easy to localize and the patient can point to the pain when prompted by the physician (i.e.,
easily identify the specific location of the pain). Visceral pain is referred to as an internal
pain and involves organ systems within the thorax, abdomen, and pelvis. Visceral pain is
generated by the stimulation ofnociceptors located in and around the organs; symptoms
may be described as dull, aching, throbbing, or cramping and this type ofpain is often
precipitated by inflammation, stretching, or oxygen deprivation. Some of the visceral
organs (e.g., stomach, bladder, uterus) are highly enervated with sensory neurons and
exquisitely sensitive to pain, but not all organs contain nociceptors (e.g., lung, liver,
kidneys), so pain felt in these areas is usually caused by abnormal functioning systems.
Another distinctive feature of visceral pain is its propensity to radiate. This is because
many of the nociceptors in the visceral system do not have dedicated sensory pathways, so
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it is not easily described in relation to a specific anatomical location.

Neuropathic pain indicates damage to either the central or peripheral nervous system
versus nociceptive pain, which results from ongoing negative stimuli. Very simply,
neuropathic pain originates in damaged neuronal tissue and this damage may occur in
either peripheral or central nervous system tissue, or in both areas simultaneously.
Neuropathic pain is often described as a burning, tingling, numbness, shooting, stabbing,
or electrical pain. Common peripheral neuropathies include pDPN, PHN, and malignant
plexopathies. Examples of central neuropathies include phantom limb pain, poststroke, and
thalamic pain. Patients may experience a mixture ofperipheral and central pain
syndromes; it is important to remember that some types ofneuropathic pain have dual
etiologies. CRPS I and II (previously causalgia or reflex sympathetic dystrophies) are
examples ofmixed etiology neuropathies.

A factor that adds complexity to treating chronic pain is the issue ofbreakthrough pain.
Breakthrough pain can be defined as pain that is either not anticipated or pain that occurs
unexpectedly or at a greater intensity than is considered normal for a particular condition.
Breakthrough pain may occur spontaneously or it may be related to specific triggers, such
as activity, eating, or a change in position. In terms ofpharmacologic treatment for
neuropathic pain, it is important to have different analgesic formulations available (e.g.,
long-acting and short-acting medications) as a means to lesson or alleviate both baseline
and breakthrough pain; focusing treatment without flexibility will foster negative
outcomes. It is extremely important that the patient becomes educated about pain
medications and understands their treatment algorithm. Appropriate use of extended­
release preparations and immediate-release products in combination can significantly
enhance analgesia and quality of life.
Overview of Analgesic Medications for Use in Chronic Pain

Chronic pain embodies a wide variety of diverse conditions and causes, so it is not
surprising that medications used to treat chronic pain comprise a diverse group of
substances. These range from common OTC analgesics such as acetaminophen and
nonsteroidal anti-inflammatory drugs (NSAIDs) to opioids, anticonvulsants,
antidepressants, and prescription NSAIDs. Some of the commonly used prescription
agents do not have U.S. Food and Drug Administration (FDA) labeling for pain.

Acetaminophen

Acetaminophen is one of the most widely used analgesics in the world. It is available OTC
both as a single-agent product and as a combination product, in OTC cough and cold
preparations. It is also available in prescription fonnulations when mixed with opioids.
Acetaminophen products are available in oral and rectal dosage forms; total daily
acetaminophen use should not exceed 4 grams because dosing past this level may be
hepatotoxic, even in healthy patients. Patients with excessive alcohol intake, hepatic or
renal insufficiency, or poor nutritional status may benefit from lower daily dosing.
Acetaminophen has an analgesic ceiling as well, doses in excess of4 grams in a 24-hour
time period do not provide additional analgesia.
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The mechanism of action for acetaminophen remains elusive and is often described as
unknown in the medical literature. It has been suggested that some ofthe activity may be
related to cyclooxygenase-3 (COX-3) inhibition, and even some COX-2 inhibition, in the
central nervous system (CNS)21,22 2 other potential mechanisms include central
inhibition ofnitric oxide (NO) and inhibition of substance P.24 Although acetaminophen is
an effective antipyretic agent, and is commonly recommended to treat fever, it does not
appear to have any clinically significant anti-inflammatory properties.

NSAIDs

In addition to being the patient's first choice for self-treating pain, NSAIDs are often front­
line prescription therapy as well. As the name implies, NSAIDs have substantial anti­
inflammatory properties. They inhibit the COX-2 enzyme system and the resulting
prostaglandin suppression is primarily responsible for their analgesic, anti-inflammatory,
and antipyretic activity; there is also a central mechanism responsible for analgesia in
some types ofpain.25 NSAIDs are available as OTC medications (e.g., aspirin, ibuprofen,
naproxen) as well as in prescription formulations (e.g., celecoxib, indomethacin,
ketorolac). Similar to acetaminophen, NSAIDs are often used in combination with opioids
for synergy and can reduce opioid requirements.26 With the vast number ofNSAIDs
available (currently more than 20), a common consideration is which product to choose.
The interpatient variability in terms ofresponse to different agents has been well described
in the literature?Tput guidance with the choice of available options remains scarce. At
this time, there is no reliable way to predict how a patient will respond to a given agent.
One rational approach is to base the decision on the expected adverse events profile. As
with acetaminophen, all NSAIDs have an analgesic ceiling, which should not be exceeded.
Unlike acetaminophen, the range of available dosage forms is expanded with NSAIDs.
Several NSAIDs are available in topical formulations; ketorolac is even available
parenterally.

All NSAIDs have a significant adverse events profile that affects most often the
gastrointestinal (GI) tract and kidneys. Because ofconcerns over toxicity, the ACRnow
recommends that osteoarthritis patients use proton-pump inhibitors (PPis) when taking
NSAIDs long-term.29 Much ofthe toxicity is related to the nonselective inhibition of the
COX-1 enzyme. COX-2 selective agents were developed with the hope of eliminating, or
at least greatly diminishing, these problems. While the more selective COX-2 inhibitors
have fewer GI complications, the FDA removed several drugs in this class (i.e., rofecoxib,
valdecoxib) from the market after they were shown to be associated with a significant
increase in cardiovascular events." >l In addition to concerns surrounding COX-2
selective agents, an increase in cardiovascular risk has also been demonstrated in relation
to the overall use ofNSAIDs.'The FDA has added wording to NSAID labels that warns
of the risk for cardiovascular events.'' NSAIDs administered topically will have reduced
toxicity as compared with traditional systemic dosing; patients must be made aware that,
with improper or excessive use, even topical preparations have substantial systemic
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absorption that can lead to toxicity.14

Opioids

Full agonist opioid analgesics are the most potent and effective analgesics available, and a
central component of the analgesic ladder for moderate-to-severe cancer pain, established
by the World Health Organization (WHO) ? Full agonist opioids exert their analgesic
effects by acting as agonists at the mu receptor; they have a potentially unlimited dose
response and, thus, a theoretically unlimited dosing ceiling. In practice, however, patients
often experience significant adverse effects as opioid doses increase. (Table 2) These
adverse effects result in a functional dose ceiling that can limit the utility of these agents,
as dose requirements increase. Opioid- induced side effects are common and should be
anticipated by clinicians. Fortunately, most opioid adverse effects can be managed with
careful planning and patient education. Older patients are usually more sensitive to both
the analgesic and the adverse effects of opioids than other patients. In a departure from
previous guidelines, The American Geriatrics Society (AGS) now recommends a trial of
opioids be considered for older patients with moderate-to-severe pain.°°

Table 2: Adverse Effects of Opioid Medication

• Almost universal
• Tolerance rare
• Manage with

stimulant
laxatives (e.g.,
senna, bisacodyl)

• Stool softeners
(e.g., docusate
sodium) are not
usually effective
by themselves,
butmay be useful
if patients have
hard, dry stools

• Tolerance develops
within first few days

• Effective treatments
include
prochlorperazine,
haloperidol, &
metoclopramide

• Iftreatment is not
effective patient
may require a
change in opioid

8es&aion &; Mes&«i
.Sos«fig

• Tolerance develops
within first7 10
days following
initiation or dose
escalation

• May result from
poor sleep

• May require change
in opioid
Ifchange is not an
option, may benefit
from use of a
psychostimulant
(e.g., methyl­
phenidate)

Ag$&«ti3x, {Csf$±es4s,
3akxeixats9sss.
Nigkstsa?es &
yo#sass

• Less common
• Generally

indicates too much
opioid is being
administered

• May imply poor
renal elimination
and toxic
metabolite
accumulation

• Patient may
benefit from
change in opioid

In contrast to full agonist opioids, partial agonist and mixed agonist-antagonist opioids are
known to have an analgesic ceiling. While both of these opioid classes interface with the
mu receptor, their activity results in either partial activation of the receptor or blocked
activity at the mu receptor, respectively. As doses for these agents near or exceed their
analgesic ceiling, substantial adverse effects (e.g., psychomimetic effects) can occur. There
is little to no value from these agents for the vast majority ofpatients with chronic pain.

Another issue that impedes opioid use, is the fact that many clinicians harbor concerns
about addictive behaviors, as well as the mistaken belief that these medications are not
effective for the relief ofcertain types ofpain (primarily neuropathic pain). Patients and
clinicians, alike, have various fears and prejudices associated with the use of opioid
analgesics, which seems to unnecessarily limit the use of this class ofmedications. The
term opiophobia has been coined to refer to these fears, which may be a result, at least in
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part, ofmisunderstandings regarding the concepts of addiction, physical dependence, and
tolerance (Table 3). By virtue of achieving adequate pain control, many of the adverse
behavioral aspects of opioid therapy may be avoided. A good understanding of terms such
as pseudoaddiction and pseudotolerance will assist clinicians with educating colleagues
and patients about the proper use of these analgesics.

Table 3: Terms Associated With Opioid Use

Addieti Opioid use that causes the user harm, yet the user continues to use
the opioid.

Psea&dos&diet&ss Patients using opioids have inappropriate drug seeking behavior for
the purpose of pain relief, and not for abuse or substance misuse.
This occurs when patients request more opioid for analgesic
purposes, but exhibit behaviors attributed most often to addiction
(e.g., anger, hostility).

3o$erase Pharmacological phenomenon where a patient's routine exposure to
an opioid causes an adaptation in the central nervous system, which
results in a decrease in the response to the opioid over time.
Analgesic tolerance with opioid analgesics is variable and is more
pronounced with acute and subacute administration.

ses&stokeranese Behavior where opioid dose escalation appears consistent with
tolerance, After careful assessment, this behavior is better attributed
to other issues: These may include progressive disease, new
pathology, changes in physical activity, nonadherence, drug
interactions, or medication diversion.

In general, opioids are considered effective for most types ofnociceptive and neuropathic
pain, even though they are typically not considered a first-line treatment for neuropathic
pain. When opioids have been designated as the appropriate choice for analgesia,
scheduling a long-acting agent for around-the-clock (RTC) analgesia and an immediate­
release formulation for breakthrough pain is usually the best approach (Table 4). A variety
of long-acting oral opioids are available, including a new subgroup of long-acting oral
agents that contain an abuse deterrent component. Similar to the partial and mixed agonist­
antagonist opioids, several of the available full agonist opioids do not have a place in
chronic pain therapy. These agents are codeine, propoxyphene, and meperidine. Codeine
provides poor pain relief and, because a large proportion of the population does not
convert it to morphine (the active component), predicting response is difficult.
Propoxyphene is often prescribed to older patients with the misguided belief that it
minimizes adverse effects because it is a weak opioid. In actuality, it is so weak that its
analgesic effects are comparable to acetaminophen alone, but it does share other opioids'
adverse effects ofnausea, drowsiness, and constipation. Meperidine is never appropriate
for long-term use because of the risk of seizures caused by the metabolic product
normeperidine. Normeperidine is neurotoxic and can accumulate in patients with renal
impairment. In addition, it is a short-acting drug and the risk ofCNS adverse effects
outweighs its efficacy as an analgesic.

Table 4: Long-Acting Oral Opioids

• Levorphanol (Levo-Dromoran)] Morphine Sulfate (Kadian,
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• Methadone (DOLOPHINE) Morphine ER, MS Contin,
ORAMORPH SR"
Oxycodone (OxyContiny

• Oxymorphone (OPANAER)

kssssea&ks#y $g-&ti;gg
with Abase $Metes33see

Morphine sulfate with
naltrexone hydrochloride
(EmbedaTM)

When opioids are dosed properly, with an RTC long-acting medication and an adequate
adjunct medication for breakthrough pain, most chronic pain is manageable for those that
respond well to opioid treatment. This method can maintain consistent opioid serum
concentrations and decrease the incidence of episodic breakthrough pain.34 For the ease of
evaluation and to decrease the potential for addictive adverse effects, the short-acting agent
should be the same medication as the long-acting opioid, whenever possible. Breakthrough
doses should be determined according to the total long-acting daily dose. Generally, each
breakthrough dose should be in the range of 5% to 15% of the total daily long-acting dose
and administered according to the duration of action (i.e., every 3 to 4 hours, as needed).
For those that routinely require more than 2 or 3 daily rescue doses, consider increasing
the long-acting dose; add the amount ofbreakthrough medication that has been required to
the current dose (e.g., RTC dose+ BT doses= new RTC dose).34 Another approach is to
increase the long-acting dose by 50% after steady-state serum concentrations are
achieved+a
Adjuvant Therapy

As previously noted, chronic pain requires a di verse group of agents to provide adequate
pain relief. Historically, the nontraditional agents have been lumped into a category known
as adjuvant analgesics, which include anticonvulsants and antidepressants; these agents are
commonly recommended for treatment ofneuropathic pain.

Using antidepressants to manage chronic pain can be beneficial from 2 completely
different perspectives: these medications will treat concomitant depression while they help
to manage pain symptoms. This is an important distinction because an estimated 70% of
patients with chronic pain may also have a mood disorder. 35 From an analgesic standpoint,
the 2 primary classes of antidepressants are the tricyclic antidepressants (TCAs) and the
serotonin-norepinephrine reuptake inhibitors (SNRis). Their analgesic activity appears to
be related to the regulation ofboth serotonin and norepinephrine, independent of
antidepressant action36; this becomes evident when you consider that the dose ofa TCA
prescribed for pain is usually substantially lower than the dose prescribed for depression.
The starting dosage of TCAs prescribed for pain is 10 to 25 mg/day administered orally,
and the dosage for pain will not typically exceed 100 mg/day33; for many patients, TCA
doses may be 2 to 3 times higher when prescribed for depression. 36a
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Currently, there is no evidence that any one TCA is more effective than another for pain
control, so classifying these medications according to their side-effect profile is a
convenient dosing aid. For example, tertiary amines have significantly more
anticholinergic effects than secondary amines, therefore nortriptyline or desipramine may
be the preferred agents. Please note, TCAs have a significant number of sexual side
effects, and drug interactions, as well as being considered cardiotoxic because they
prolong the QTc interval.

Duloxetine and milnacipran are SNRis that have been FDA-approved and indicated for
pain. Duloxetine is approved to treat both diabetic peripheral neuropathy and fibromyalgia;
milnacipran is indicated for the treatment of fibromyalgia. Both agents are generally well
tolerated and may be useful for patients with chronic pain conditions. Both agents carry
black- box warnings to indicate the increased risk of suicidal ideation and behavior.

Anticonvulsants have long been used to manage neuropathic pain. The primary agents in
use are gabapentin and pregabalin. Gabapentin is approved for postherpetic neuralgia; and
pregabalin is approved for peripheral diabetic neuropathy, postherpetic neuralgia, and
fibromyalgia.37 The effects of other anticonvulsants on chronic pain have been studied but
the evidence demonstrating their efficacy is limited.

Common side effects ofboth gabapentin and pregabalin are somnolence and generalized
fatigue; these are usually transient, and can often be managed with appropriate dose
initiation and titration. Gabapentin should be initiated at 300 mg/day (usually in 2 to 3
divided doses) and slowly increased by 300 mg every 3 to 5 days to the normal effective
dose range of900 to 1800 mg daily. For older patients and those with renal impairment,
the initial dose ofgabapentin is typically 100 mg, with subsequent dose increases of l00
mg every 3 to 5 days. Pregabalin is usually initiated at 150 mg/day, 2 to 3 divided doses,
and increased to 300 mg/day after the first week. Future dose increases can be considered,
in a similar fashion, to a maximum of 600 mg/day. Patients with compromised renal
function (creatinine clearance (CrCl) < 60 mL/min) should be limited to a daily maximum
dose of 300 mg. Like antidepressants, anticonvulsants, as a class, have been linked with
suicidal ideation and behavior; a recent publication specifically linked gabapentin to this
rist.3
Topical Therapies

Patients with well-localized pain may benefit from the use of topical analgesics. These
products can be divided into several main categories: rubefacients, topical NSAIDs,
capsaicin, and lidocaine. While rubefacients act through vasodilation to create a warming
sensation, capsaicin (although it does create a feeling ofheat) acts by depleting substance
P.

Capsaicin initially causes excitation ofthe nociceptors (creating the burning sensation),
followed by an insensitive refractory period after repeated applications (productmust be
applied 3 to 4 times each day). Patients must be warned of the irritant properties associated
with capsaicin products and instructed to wash their hands immediately after application.
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Randomized, controlled trials with capsaicin have demonstrated its efficacy, when
compared with placebo, for both neuropathic and musculoskeletal pain.39

Topical salicylate is structurally similar to both aspirin and NSAIDs, but it acts as a
rubefacient when applied topically. In the few randomized trials that evaluated topical
salicylates for use treating chronic pain, a 50% pain reduction was achieved in 7 tol4 days.
This is an important counseling point for your patients who may expect a faster effect from
these products."

While topical NSAIDs (e.g., ketoprofen, diclofenac, piroxicam) are often used to reduce
systemic exposure to a medication, it is important to note that efficacy depends on
medication reaching the site of action at concentrations high enough to reduce
inflammation, implying at least some systemic absorption. This holds true experimentally:
while there is systemic absorption oftopically applied NSAIDs, the plasma concentrations
are typically less than 5% that of orally administered products. Interestingly, cartilage
concentrations are higher with topical use versus that of oral administration.41
Randomized trials comparing topical with oral NSAIDs for the treatment ofchronic pain
had similar outcomes at 2 weeks: 37% of subjects achieved a 50% reduction in pain and
topical NSAIDs were clearly more effective than placebo for pain relief.There is no
evidence that topical NSAIDs share the GI toxicity oforal NSAIDs.

The lidocaine patch offers a useful approach for patients with a variety of chronic well­
localized pain conditions. It is the only FDA-approved topical product for treating
postherpetic neuralgia. It has also proven effective in a number ofpain syndromes besides
postherpetic neuralgia. The lidocaine patch has been studied in diabetic neuropathies, low­
back pain, and myofascial pain and demonstrated little systemic absorption and few
adverse events.
Management

The World Health Organization (WHO) has developed a simple 3-step approach to the
management of cancer pain; the WHO pain relief ladder.'- while the WHO pain treatment
process was initially designed to manage patients with cancer pain, this simple and well­
validated approach is now commonly employed across all pain populations. This approach
provides for the use of simple analgesics, such as acetaminophen or NSAIDs for mild pain
and transitions to opioid-based pharmacotherapy for moderate-to-severe pain when
appropriate. For pain that does not respond well to traditional pain therapies, the WHO
advocates the use of adjuvant analgesics, regardless ofpain intensity. While use of the
analgesic ladder may be too simplistic for all types of chronic pain, it does provide a useful
introduction for the many clinicians who do not specialize in pain management.

Use of acetaminophen to treat chronic pain remains a viable option for many patients with
mild pain. The ACR guidelines for the treatment ofosteoarthritis lists this as first-line
therapy for patients with mild pain." While acetaminophen can be useful, it is not without
complications. This is an important consideration, especially since many patients perceive
that because it is available OTC, it must be benign. Patients should be counseled each time
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they receive a product containing acetaminophen about the risks ofunintentional overdose.
Since so many OTC and prescription products contain this ingredient, it is easy for a
patient to inadvertently exceed the maximum dose. In fact, concern surrounding
acetaminophen has been so widespread that the FDA convened a hearing that voted
overwhelmingly to include a black-box warning on all prescription products that contain
acetaminophen.

The suitability ofNSAIDs for chronic pain remains a difficult subject because ofthe
potential for end-organ toxicity. Considering that many patients have significant
comorbidities, long-term NSAID use may not be appropriate for many patients, especially
older patients who are more prone to experience the adverse effects ofNSAIDs.

Opioids have considerable potential to treat persistent, moderate-to-severe pain. They are
the mainstay of the WHO pain reliefladder and are also recognized as an option in other
treatment guidelines, such as the ACR osteoarthritis guidelines. One ofthe appealing
aspects of this class ofmedications is that, unlike the other analgesic classes, opioids do
not have any end-organ toxicity. Unfortunately, they can cause significant adverse
reactions, not the least ofwhich is the potential for substance abuse. Misuse and abuse has
become a focus in recent years; the FDA now requires that all new drug applications for
long-acting opioids have a risk evaluation and mitigation strategy (REMS).

Ongoing clinical evaluation and management can promote proper opioid use. The
Federation of State Medical Boards (FSMB) has published a model policy for the
management of chronic pain, which includes opioids and other controlled substances.43
The central theme of these guidelines is patient assessment, reassessment, and appropriate
written documentation of care, including the medication history process. Written treatment
plans, along with a record of current and past substance abuse and informed consent (e.g.,
opioid agreements) are touted as necessary processes for patients using opioids long-term.
A key component of success is limiting patients to only receiving opioid prescriptions
:from one physician and filling prescriptions at one pharmacy. This enhances the
patient/practitioner relationship, while decreasing the risk of doc shopping-defined as the
situation where a patient gets multiple prescriptions from multiple providers, usually
without the others' knowledge. Where prescription-monitoring programs exist on a patient
level, clinicians should consider taking advantage ofthis information.
Summary

Chronic pain is a national health concern that affects each ofus. Appropriate
pharmacotherapy can help to diminish much ofthe negative impact chronic pain has on
society as a whole. Understanding the multiple factors associated with prescribing any one
ofthe various agents used to treat chronic pain is an essential step in promoting
appropriate analgesic use. Regardless ofthe setting, pharmacists can assist in multiple
ways, by providing detailed medication histories, as well as dosing recommendations and
drug information. It is essential that pharmacists and other clinicians understand the range
of issues associated with these agents and how an interdisciplinary approach to managing
drug therapy can improve patient outcomes.
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Case

• Mrs. Turner is a female, 63 years of age, who has been patronizing your pharmacy for
years. You notice that during the past several months she has been filling prescriptions
for propoxyphene/acetaminophen # 180 each month. She complains that she has been
quite constipated and is still waking up in the middle ofthe night with pain.

• After talking with Mrs. Turner, you find that she has been having severe low-back pain
that interferes with her daily activities. She complains that she is not able to participate
in her church choir anymore and that even making it to weekly bingo is becoming
difficult. What issues other than chronic pain may be affecting Mrs. Turner?

• Speaking with her primary care physician, you find that Mrs. Turner has been less than
forthcoming about her pain to her practitioner - she simply mentioned to Dr. Kaiser
that her back "hurts a bit." What patient-specific issues are complicating her therapy?

• Mrs. Turner now returns to your pharmacy with a prescription for both extended­
release morphine, 30 mg every 12 hours, and immediate-release morphine,10 mg to be
used as needed every 3 to 4 hours. She is concerned about becoming addicted. What is
your response?

• Mrs. Turner has had a good response to the morphine but, even though she is using a
stimulant laxative, she continues to have constipation. Her friend Irma uses a topical
rub for her knee pain, so Mrs. Turner would like to know if there are any topical
products that might work for her back pain and allow her to decrease the dose of
morphine.
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