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Assessment and management of
chronic pain in the older adult

James W. Cooper and Allison H. Burfield

Abstract

Objective: To review the assessment and recommended management of mild to
moderate chronic pain in the older adult.

Data sources: Medline search using the terms pain, older adult, and analgesics,
current national guidelines, and authors’ case experiences.

Data synthesis: Assessing pain in cognitively intact and impaired older adults
is essential to safe use of psychoactive medications. Following the guidelines of the
American Geriatrics Society for persistent pain in the older adult provides guidance
to the safe use of analgesics and other psychoactive drugs. Dosing of acetaminophen
should be limited to avoid liver toxicity, and topical analgesics are preferred for focal
pain. Full-dose nonsteroidal anti-inflammatory drugs should not be used for more
than short periods, in order to avoid gastrointestinal, renal, and cardiovascular com-
plications. Potentially inappropriate opioid analgesics and safer alternatives are en-
couraged. A description of other psychoactive medications for neuropathic pain and
the role of vitamin D and depression in chronic pain is provided.

Conclusion: The assessment of pain and use of analgesics in the older adult
should benefit and not increase drug-related morbidity and mortality.

Keywords: Pain management, pain (chronic), elderly, opioid analgesics, medica-
tion management, adverse drug effects.
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Learning objectives

Atthe completion of this activity, the pharmacist will be able to:

Review the most common causes and comorbidities of chronic painin the older adult.
Discuss assessment techniques for pain assessment in the cognitively intact and im-
paired older adult.

Differentiate the safest and most effective pharmacologic treatments for chronic pain in
the older adult.

Delineate inappropriate pain medications and detail alternatives to these medications to
minimize the risk of adverse drug reactions to these medications.

Estimate the risk of long-term full-dose NSAIDs and the significance of adverse drug
reactions that occur with these agents.
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Acute versus chronic pain: Overview

Most acute pain in the geriatric patient is from acute trau-
ma (e.g., fall, contusion, incident fracture, fragility fracture,
accident fracture) and may require multiple modalities of
therapy, both pharmacologic and nonpharmacologic. Most
chronic pain is from single to multiple causes, including os-
teoarthritis of hands, shoulders, hips, and knees, rheumatoid
arthritis of the hands and spinal column, peripheral neu-
ropathy from diabetes, peripheral vascular disease (PVD) or
postherpetic neuralgia after acute herpes zoster (shingles)
infection, muscle disuse or myopathy that may be associated
with hypolipidemic agents, or incident/fragility fracture (e.g.,
vertebral compression and collapse sequelae or “failed back”
syndrome).'-

The key first question in chronic pain management is to
determine the frequency with which as-needed analgesics
are used on a daily basis. If they are used, then setting up a
regular schedule of the preferred first-step agent, acetamino-
phen (N-acetyl-p-aminophenol [APAP]), is important (Coo-
per JW, Burfield AH, unpublished observations).' APAP
could be given as 500 to 650 mg four times a day or as 500
mg every 4 hours at 6:00 am, 10:00 am, 2:00 pm, 6:00 pm,
and 10:00 pm, with the sixth dose saved for use if the patient
wakes up during the night. The maximum daily dose should
not exceed 2.6 g. APAP may be taken as eight doses of the
325-mg strength or five doses of the 500-mg strength. Often,
patients or their caregivers state that APAP does not help
their pain; however, a careful history usually will reveal that
patients only took an occasional dose of APAP. When APAP is
taken on a continual basis for 24 to 48 hours, marked relief of
chronic pain typically results.!

At a Glance

Synopsis: The current work reviews the assess-
ment and management of chronic pain in the older
adult. The latest American Geriatrics Society guide-
lines are used as an outline for appropriate medication
use. Avoiding inappropriate drugs or drug combina-
tions is essential to the pharmacists’ role in optimizing
drug use in the older adult.

Analysis: Visual analog scales can be used lo as-
sess pain in coherent patients, whereas nonverbal
scales may be needed for cognitively impaired patients.
Acetaminophen should be considered as initial and on-
going treatment of persistent pain, particularly muscu-
loskeletal pain, because of its demonstrated safety and
effectiveness. Because full-dose oral nonsteroidal anti-
inflammatory drugs markedly increase fluid retention
and blood pressure and risk of congestive heart failure,
myocardial infarction, and stroke risk, they should be
considered rarely and with extreme caution in selected
patients. Potentially inappropriate medications, es-
pecially propoxyphene, should be avoided as much as
possible.
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Case 1 and self-assessment questions

An 81-year-old man with mild to moderate osteoarthritis pain
of the hands, hips, and knees complains to his pharmacist that
he is “not helped at all” by APAP. You suspect that he has only
tried single 325- to 500-mg doses once or twice a day. He is
well oriented to time, place, and person.

Self-assessment questions
1. What do you do as your next step?

a. Inquire about how he has been using APAP and wheth-
er any other analgesics are being used or are available
for his use.

b. Recommend a continual schedule of 500 to 650 mg up
t0 2,600 mg/day for a 24- to 48-hour trial.

c. Ask the patient to call you back after a 2-day trial of
continual APAP and report on how this has helped his
pain.

d. All of the above alternatives are correct.

2. The patient states on recheck in 2 days that he takes
500 mg APAP four to five times a day but still has
pain that has decreased his ability to perform his
activities of daily living, including bathing, dressing,
performing household chores, and walking his dog.
What is your next recommendation?

a. Topical nonsteroidal anti-inflammatory drug (NSAID)
to focal pain areas

b. Glucosamine and chondroitin orally on a continual ba-
sis

c. Alternatives a and b and exercise as tolerated

d. Adding propoxyphene to his APAP

Answerkey: 1. d: 2. ¢
For osteoarthritis-related pain, using daily glucosamine

1,500 mg and chondroitin 1,200 mg may decrease the need

for oral analgesics beyond APAP given on a continual basis,

but this regimen takes several weeks to have an effect. Con-
troversy exists'® regarding whether glucosamine and chon-

droitin are of benefit, which may arise from several areas: a

dearth of literature attesting to the value of glucosamine and

chondroitin, inadequate dosing, inconsistent drug product bio-
availability, and unrealistic patient expectations of how soon
they will experience pain relief from glucosamine and chon-
droitin. Patients should be counseled to adhere to their drug
regimen because results from glucosamine and chondroitin
may take up to 1 month to appear. For focal pain (i.e., not dif-
fuse or over large areas) of joints and muscles, also consider
topical NSAIDs (creams, gels, or lotions [e.g., 1% diclofenac

(Voltaren Gel—Novartis]), then compounded ketoprofen gel

5% to 15% applied topically two to three times daily to focal

affected areas. However, oral NSAID use should be avoided.

Recent Food and Drug Administration (FDA) warnings on the

liver toxicity from topical NSAIDs can be found at www.fda.gov/

medwatch. For diffuse pain or pain over large areas of the skin,
large amounts of topical NSAIDs should be avoided and opiates
may be needed if pain is moderate to severe. Lidocaine cream

(Lidoderm—Endo, Americaine—Heritage) or patch (Flector—
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0 1< 5 >10
None Mild Moderate Severe Unbearable
Pain

Figure 1. Visual analog scale for pain

King) and capsacin cream (Zostrix—Hi-Tech) also may be use-
ful for focal neuropathic pain, such as that seen in shingles
postherpetic neuralgia and diabetic neuropathy of the hands
and feet.' Do not spread NSAIDs or lidocaine cream, ointment,
or gel over large areas of skin when pain is diffuse (i.e., cover-
ing large areas). Little to no evidence supports using topical
glucosamine, chondroitin, or methylsulfonylmethane for focal
or diffuse chronic pain.'-

Assessing pain

Visual analog scales (VASs; Figure 1) can be used to assess
pain in coherent patients. Nonverbal scales (Figure 2) can
be used for cognitively impaired (i.e., no orientation to time,
place, or person) patients or those with mini-mental state ex-
am* scores less than 15 (possible 30 total) or global deteriora-
tion scale® scores of 5 or more (1-7 scale).

Ask coherent patients to place their finger on the VAS or to
tell you where they are on the VAS in relation to the worst (10)
pain they have ever felt versus the faintest perceptible pain (1)
orno pain (0). Another way to assess pain is that mild pain may
require peripheral analgesics on an occasional basis but does
not impair ones ability to function. Moderate pain requires life-
style modifications and perhaps occasional opioid or narcotic
analgesics. Severe pain is debilitating and requires peripher-
ally acting (oral APAP, topical NSAIDs) and central nervous
system (CNS)-active (narcotic/opioid analgesics) drugs. If the
severe pain has a neuropathic origin (e.g., diabetic or posther-
petic neuropathy), other usually neuroactive medications such
as antidepressants (e.g., selective serotonin reuptake inhibi-
tors [SSRIs]/serotonin—norepinephrine reuptake inhibitors
|SNRIs], duloxetine) and/or anticonvulsants (e.g., pregabalin,
gabapentin) may be needed in addition to the peripherally act-
ing and CNS-active agents.'"

Patients may have mild to moderate or moderate to severe
pain. The VAS may also be used to ascertain patients’ response
to analgesics. For example, patients with osteoarthritis pain
may state that their pain is 4 to 7 when not taking APAP and 2
to 4 when taking APAP.

Check nonverbal signs and symptoms (Figure 2) if patients
have a diagnosis of dementia and are approaching 5 or more
on a1 to 7 global deterioration scale (i.e., little orientation to
time, place, or person and requires assistance with activities of
daily living, especially dressing, feeding, and toileting, or sim-
ply does not have orientation to time, place, and/or person).*

Case 2 and self-assessment questions

An 85-year-old patient with diagnosis of dementia taking me-
mantine and donepezil has a history of osteoarthritis and three
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fractures from falls while taking anxiolytics and antipsychot-
ics that are now stopped. You receive a propoxyphene/APAP
prescription from his caregiver but are reluctant to fill it as a
result of past experiences with patients who get more confused
and delirious when taking propoxyphene, and the drug is also
on the “inappropriate drugs” list for older adults (Table 1).%9

Self-assessment questions
1. Which pain scale should be used?
a. VAS
b. Nonverbal pain scale
c. Either alternative a or b is correct.
d. Neither alternative a nor b is correct.

2. Which analgesic should be started first if chronic
pain is suspected?
a. APAP
b. Oral NSAID
c. Topical NSAID
d. Oral opioid or narcotic
Answerkey: 1. b; 2. a

Guidelines for appropriate assessment and
treatment of pain

The key considerations for safe drug therapy for chronic pain
in the older adult are best summarized by the recent final rec-
ommendations of the American Geriatrics Society (AGS).® The
AGS Panel on Pharmacological Management of Persistent Pain
in Older Persons provided the recommendations listed below.

AGS recommendations for nonopioids

1. APAP should be considered as initial and ongoing pharmaco-
therapy in the treatment of persistent pain, particularly mus-
culoskeletal pain, because of its demonstrated effectiveness
and good safety profile (high quality of evidence, strong recom-
mendation).

Table 1. Inappropriate oral analgesics for the older adult®®

Propoxyphene

Indomethacin®

Ketorolac?

All full-dose NSAIDs for more than several days to 2 weeks
Pentazocine®

Meperidine?

Abbreviation used: NSAID, nonsteroidal anti-inflammatory drug.

2Also inappropriate in injectable dosage forms.
Of note, propoxyphene may be scheduled to be removed from the marketin the United States.”
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For those with cognitive impairment, observe patient at rest and with movement for the following:

1. Vocal nonverbal complaints: groans, moans, cries, gasps, sighs

2. Facial movements: grimaces, winces, furrowed brow, tightened lips, clenched teeth, distorted expressions

3. Bracing or holding on to side rails, bed, walkers, or canes or favoring affected area on movement

4. Restlessness to include constant changing of position, rocking, inability to keep still, akathisia-type movements; rule out
tardive dyskinesia with abnormal involuntary movement scale® if taking metoclopramide or antipsychotics

5. Rubbing or massaging affected areas with or without verbal complaints

6. Vocal complaints of discomfort or pain (e.g.,”ouch,” “that hurts”) or abusive language when moved

7. Agitation and behavioral disturbances

First-step intervention. Acetaminophen intervention as a regularly scheduled medication at 2.5 g/day (e.g., 500 mg every 4
hours [6:00 am, 10:00 am, 2:00 pm, 6:00 pm, and 10:00 pm]) has been shown to markedly decrease CNVPB score, especially

agitation behaviors.

Note that a score of 6 or greater or agitation at rest or with movement may indicate need for regular schedule of
acetaminophen intervention. Give 1 point for each “yes,” whether at rest and/or with movement, and no points for “no.”

At rest and/or with movement
. Vocal nonverbal
. Facial expressions ____
. Bracing____
. Restlessness
. Rubbingarea
. Vocal complaints
. Agitation
Total score __ (0-14)

N oo WwN -

Medications currently taken (watch for psychotropics, which may mask pain):

Patient name Date

Assessor name and notes

Figure 2. Checklist of CNVPBs'

Abbreviation used: CNVPB, chronic nonverbal pain behavior.
Figure 2is not copyrighted; pharmacists can use in practice.

A. APAP absolute contraindications: liver failure (high
quality of evidence, strong recommendation). Of important
note, APAP is the leading cause of acute liver failure, espe-
cially in overdose, particularly unintended overdose. An FDA
report from May 2009 suggested that products containing
APAP carry stronger label warnings about the drug’s potential
for liver damage. Despite label changes and public awareness
campaigns during the previous decade, an FDA working group
stated that patients still might not be aware of the danger and
may take multiple products that contain APAP or ingest the
drug with alcohol.

“There is extensive evidence that hepatotoxicity caused by
acetaminophen use may result from lack of consumer aware-
ness that acetaminophen can cause severe liver injury,” ac-
cording to the report. The panel of outside advisers recom-
mended to FDA that the name “acetaminophen” be displayed
prominently on the package of any medication containing it.
The group also suggested that the label warn patients to not
take more than one acetaminophen-containing medication
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(more information available at www.fda.gov/medwatch/acet-
aminophen).

Case 3 and self-assessment questions

A 79-year-old man taking APAP 650 mg four to six times a
day for “joint pain” that was 5 to 6 on a 10-point VAS for pain
(Figure 1) was seen by his community pharmacist on a home
care Vvisit to review his medications. The pharmacist also in-
quired about what the patient was taking for sleep and dis-
covered that he was taking an additional 1,000 mg APAP with
an antihistamine for sleep every night. The patient was noted
by the pharmacist to have some pain under his right rib cage
and suspected liver tenderness and was referred to his prima-
ry care provider (PCP). His PCP discovered that he had early
stages of liver impairment and told the patient to discontinue
the bedtime APAP/antihistamine combination and change his
sleep habits to avoid long naps during the day and caffeine af-
ter noon. He was also encouraged to walk for 15 to 30 minutes
per day.
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The PCP referred the patient back to his pharmacist after
his liver function tests were normal with a prescription for com-
pounded ketoprofen 5% gel to be applied “sparingly” to affected
joints three times a day. The patient was also warned to con-
sume no more than 2,000 mg APAP per day and told to use no
oral alcohol. He was instructed to ask his pharmacist to inquire
about his pain and sleep medication use on each refill of any
prescription or purchase of over-the-counter (OTC) medica-
tions. The patient has done well on ketoprofen gel daily use and
occasional APAP, with pain scores of 1 to 2 on a 10-point VAS
and 7 to 8 hours of sleep every night with few daytime naps. The
patient can now walk up to 1 hour per day with a cane at his lo-
cal mall.

Self-assessment questions
1. This case suggests the need for all health care pro-
viders to

a. Perform a thorough drug history of both prescribed and
OTC medications on each visit.

b. Inquire about pain relief with agents being used and
evaluate need for additional agents if inadequate pain
relief is evident.

¢ Recommend changes in medication agent and/or dos-
age if unsafe use is evident.

d. All of the above alternatives are correct.

2. This patient may derive better pain relief from

a. Aregular schedule of a lower total daily dose of APAP.

b. A topical NSAID to the affected joints.

c. Alternatives a and b are correct.

d. An opioid with no APAP.

Answerkey: 1.d; 2. ¢

B. AGS relative contraindications and cautions for APAP:
hepatic insufficiency, chronic alcohol abuse/dependence (mod-
erate quality of evidence, strong recommendation). Since 1998,
OTC APAP products have carried the warning that if three or
more alcoholic drinks are consumed each day, patients should
ask their physician whether APAP or other pain relievers/fever
reducers should be taken.

According to a May 2009 FDA report, APAP product label-
ing should be strengthened to warn specifically about liver dam-
age risk for those who have three or more drinks a day. In a
study combining data from 22 specialty medical centers in the
United States, APAP-related liver injury was the leading cause
of acute liver failure for 1998 through 2003. According to the
report, from 1991 to 2001, 56,000 emergency department vis-
its, 26,000 hospitalizations, and 458 deaths resulted each year
from APAP overdoses.

C. AGS recommends that the maximum daily recommended
APAP dosages of 4 g per 24 hours should not be exceeded and
must include “hidden sources” such as combination pills (mod-
erate quality of evidence, strong recommendation). The AGS
recommendation has been superseded by an August 2009 FDA
advisory committee report that suggested lowering the maxi-
mum adult daily dose to no more than 2,600 mg (the equivalent
of eight “regular-strength” 325-mg tablets or capsules or five

www.pharmacist.com
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Table 2. Key counseling points for safe APAP use

Advise patients to check all medications for pain, allergy, cold and
cough, and sleep for APAP.

Ensure that the daily dose of APAP does not exceed 2,600 mg if pa-
tients do not have liver problems (e.g., chronic hepatitis, other liver
disease). If patients have liver problems, refer them to their PCP.
Advise patients that they should not drink alcohol with APAP for
the safest use of the drug. Most APAP labels state that consump-
tion of up to three drinks per day is acceptable.

Counsel patients that they will have to take APAP on a regular ba-
sis for best relief of chronic pain state.

APAP may not be safe to use with warfarin. If it is used or started,
a follow-up measure of warfarin effect on the prothrombin time as
measured by INR should be done within 1to 2 weeks after APAP is
started. As few as seven 325-mg APAP tablets per week have been
found to markedly increase INR.™

Abbreviation used: APAP, acetaminophen; INR, international normalized ratio; PCP, primary care
provider.

“extra-strength” 500-mg tablets or capsules). The maximum
was a dose of 4,000 mg (eight extra-strength capsules) per day.
The dose should be even lower than this for patients who con-
sume three or more alcoholic drinks while on the medication. A
more prudent recommendation by the authors may be the total
avoidance of alcohol while using APAP because patients may
misperceive acceptable or safe alcohol use with APAP. Whether
the 2.6-g APAP recommendation will be implemented is unclear
currently.'!

Case 4
A 48-year-old nurse taking 3 to 4 g APAP a day for chronic pain
reported also regularly consuming one to three drinks per day.
She complained of right upper quadrant gastrointestinal (GI)
pain to her hospital pharmacist, was noted to be jaundiced on
exam, and was referred to a gastroenterologist who found her
in acute liver failure and in need of a liver transplant. On ques-
tioning by the alcohol and drug intake counselor at the trans-
plant facility, who asked her to show the size of the one to three
drinks she consumed with the APAP, the size was noted to be 8
to 12 oz per drink of distilled spirits. The recommended size for
each standard drink of distilled spirits is 30 to 45 mlL; this pa-
tient had consumed 240 to 360 mL per drink. The pretransplant
diagnosis was alcohol and APAP-induced acute liver failure.
FDA also suggested limiting immediate-release tablets to a
maximum of 325 mg (now 500 mg), which may also reduce in-
tentional overdose. The agency also recommended limiting pe-
diatric liquid formulations to one midstrength dose rather than
the multiple-strength doses currently available. The May 2009
FDA report was issued a month before three advisory commit-
tees recommended to FDA that the warning labels for products
such as Tylenol (McNeil) and Vicodin (APAP with hydrocodo-
ne—Abbott) should be updated. The joint advisory committee
met June 29 and 30, 2009, to help FDA craft a risk minimiza-
tion strategy. This will include a black box warning on all APAP
products.'!
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Table 3. Key points on NSAID use

A matched case—control study of the relationship of NSAIDs and
CHF hospitalization™ found the following:
Use of NSAIDs in the week before admission doubled the risk of a
CHF admission.
Longer half-life NSAIDs (naproxen and piroxicam) were more
likely than shorter half-life agents (ibuprofen) to cause exacerba-
tion of CHF.
More than one in five CHF admissions were associated with
NSAID use.
NSAID use is the most common drug-induced cause of CHF and
exacerbation in the elderly.”
The Rotterdam Study of 7,277 noninstitutionalized older adults
(mean age 70 years, 62% women) found that use of any NSAID (not
low-dose ASA) after diagnosis of CHF increased the relative risk
of CHF relapse by 9.9. Of note, little OTC NSAID use occurred in the
Netherlands at the time the study was conducted.?
Nearly three-fourths (73%) of older patients hospitalized for Gl
bleeds received NSAIDs at some point after their discharge (Rot-
terdam Study), 51% low-dose ASA, 4% NSAID with oral anticoagu-
lant but no antiulcer drug, 35% NSAID with antiulcer drug, and 8%
NSAID with oral anticoagulant and antiulcer drug.?'
When long-term NSAIDs including ASA were stopped, the risk of
Mls in older adults increased.”
Oral glucocorticoids (e.g., prednisone), ASA, clopidogrel, prasug-
rel, oral bisphosphonates (alendronate, risedronate, and ibendro-
nate), and antidepressants increased Gl bleeding risk.*"
Assess ADR risk and importance to ensure informed safe use with
the following:
Fries et al.® NSAID gastropathy hospitalization or death risk
scale. Of note, for non—COX-2 selective inhibitors, risk may be
less than for COX-2 selective inhibitors (e.g., celecoxib).
Gl eventscore
Age (years) x 2 plus
History NSAID adverse effects? (add 50) plus
Disability index (0-3) or American Rheumatology Association
class 1x 10 plus
NSAID dose (% maximum) x 15 plus
Current oral glucocorticoid, ASA, clopidogrel, prasugrel, or oral
bisphosphonate (any/all use add 40) equals
Total score
Hospitalization/death risk per year (score — 100)/40

Abbreviation used: ADR, adverse drug reaction; ASA, aspirin; CHF, congestive heart failure; COX,
cyclooxygenase; Gl, gastrointestinal; MI, myocardial infarction; NSAID, nonsteroidal anti-inflam-
matory drug; OTC, over the counter.

“Nausea, vomiting, anemia, or Gl bleeding.

Additional evidence and guidelines

for APAP use

Both the American Medical Directors Association (www.amda.
com) and the American College of Rheumatology (www.acr.org)
recommend APAP as first-step therapy for osteoarthritis in older
patients. APAP is preferred for noninflammatory pain. The use of
more than 2.6 g per day for several weeks may lead to liver dam-
age.” APAP should not exceed 1 to 1.3 g/day in early alcoholic
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liver disease and should be avoided completely in severe liver im-
pairment (Table 2).

II. Nonselective NSAIDs and cyclooxygenase (COX)-2 se-
lective inhibitors may be considered rarely and with extreme
caution, in highly selected individuals (high quality of evidence,
strong recommendation). The reasons for this strong recom-
mendation are that full-dose oral NSAIDs markedly increase
fluid retention and blood pressure and risk of congestive heart
failure (CHF), myocardial infarction (MI), and stroke. Additional
evidence on NSAIDs is provided below.

A. Patient selection for oral NSAIDs: other (safer) therapies
have failed, evidence of continuing therapeutic goals has not
emerged, and ongoing assessment of risks/complications is out-
weighed by therapeutic benefits (low quality of evidence, strong
recommendation).

B. Absolute contraindications to oral NSAIDs: current ac-
tive peptic ulcer disease (low quality of evidence, strong recom-
mendation), chronic kidney disease (moderate level of evidence,
strong recommendation), and heart failure (moderate level of
evidence, weak recommendation).

C. Relative contraindications and cautions for oral NSAIDs:
hypertension, Helicobacter pylori gut infection, history of peptic
ulcer disease, and concomitant use of corticosteroids or SSRIs
(moderate quality of evidence, strong recommendation).

11I. Older patients taking long-term oral nonselective NSAIDs
should use a proton pump inhibitor (PPI) or misoprostol for
GI protection (high quality of evidence, strong recommenda-
tion).‘““

IV. Patients taking an oral COX-2 selective inhibitor with as-
pirin (acetylsalicylic acid [ASA]) should use a PPI or misoprostol
for GI protection (high quality of evidence, strong recommenda-
tion).lz’”‘

V. Patients should not take more than one nonselective
NSAID/COX-2 selective inhibitor for pain control (low quality
of evidence, strong recommendation). Patients taking ASA for
cardioprophylaxis should not use ibuprofen (moderate quality
of evidence, weak recommendation)—the reason for avoiding
ibuprofen and perhaps other oral NSAIDS is that it prevents the
antiplatelet effects of ASA.'7

VI. All patients taking nonselective NSAIDs and COX-2 se-
lective inhibitors should be routinely assessed for GI and renal
toxicity, hypertension, heart failure, and other drug-drug and
drug—disease interactions (weak quality of evidence, strong rec-
ommendation).

Additional evidence and recommendations for
safe use of NSAIDs

For NSAIDs, long-term use (i.e., >2 weeks) of all full-dose oral
agents should be avoided. Particularly, indomethacin (Indocin—
Merck) should be avoided, as Gl adverse effects are more seri-
ous with indomethacin than with other NSAIDs. CNS effects of
lightheadedness and headache are also more common with in-
domethacin. Oral and injectable ketorolac should be avoided.
Avoid use of all NSAIDs, both non—-COX-2 and COX-2 selective in-
hibitors (celcoxib), for full-dose use greater than 7 to 14 days or
sustained-release form. Other prescription and OTC oral NSAIDS

www.pharmacytoday.org



should be avoided, especially ibuprofen with ASA because ibu-
profen may decrease ASA effect on platelet adhesion.'” The
American Heart Association also has recommended avoiding all
NSAIDs because of higher risk of fluid retention, CHF, MI, and
stroke or cerebrovascular accident (CVA) risk and recurrence.

Oral NSAIDs have a high incidence of gastropathy (heartburn
and gastroesophageal reflux disease [GERD], gastritis, peptic
ulcer disease, lower GI bleed, and perforation). Non—-COX-2 se-
lective NSAIDs cause anemia in one-half and GI bleed in 20% or
more of chronic users, usually within the first 3 to 6 months.'> All
NSAIDs affect clotting, water retention, and kidney function and
may cause constipation.' If NSAIDs must be used for short peri-
ods, an H, blocker (e.g., ranitidine) may prevent duodenal ulcers.
PPIs (e.g., omeprazole) may prevent gastric or duodenal ulcers,
and misoprostol may prevent gastric ulcers but is less effective
than PPIs. Antacids and sucralfate do not prevent gastritis.

Gastroprotection costs

Gl-protected older NSAIDs with PPI use may cost $200 or more
per month. Unprotected full-dose NSAID use may cost up to
$2,000 per month as a result of NSAID gastropathy-related hos-
pitalizations.'®'¢ Again, patients should not use full-dose NSAIDs
for longer than 7 to 14 days, especially if they have medications
for high blood pressure, angina pectoris, MI, or CVA protection.
NSAIDs should not be used with low-dose ASA, clopidogrel, or
prasugrel without H. pylori eradication and continuous PPI. Nev-
er use ASA and clopidogrel or prasugrel with an NSAID. This may
lead to a Gl bleed in every 3 patient-months of use.'® See the gas-
tropathy risk assessment below for estimation of adverse drug
reaction (ADR) risk. Relabeling changes for all prescription and
OTC NSAIDs are available at www.fda.gov/nsaids.

Cardiovascular and cerebrovascular effects

Weight should be monitored because a gain (3-5 Ib or more)
could indicate fluid retention and will increase blood pressure as
a result of NSAIDs affecting the kidneys, especially for patients
taking angiotensin-converting enzyme inhibitors or angiotensin
receptor blockers for diabetes and for those who already have
high blood pressure, CHF, a history of angina pectoris, or a his-
tory of MI (Table 3).

Case 5 and self-assessment questions

An 80-year-old man has a history of NSAID gastritis and MI and
a disability index of 3. He is prescribed 2,400 mg/day ibuprofen
(100% of maximum dose) and is also taking 5 mg/day predni-
sone and 325 mg/day ASA. Applying the Fries et al.** risk scale,
the patient’s risk is 80 x 2 = 160 + 50 + 20 + 15 + 40 = 285 -
100/40 compared with 0 for non-NSAID users.

Self-assessment questions
1. What risk do you calculate?

a. 2.6
b. 4.6
c. 6.6
d. 8.6
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Table 4. Algorithm for ADR significance assessment*

ADR events Yes (+1) No (0)
Appropriate temporal sequence Yes (+2) No (1)
Known ADR Yes (+1) No (0)
Alternative explanation available Yes(-1) No (+2)
Objective evidence of ADR Yes (+1) No (0)
Appropriate serum level or lab value Yes (+1) No (0)
Dechallenge improvement Yes (+1) No (0)
Rechallenge relapse Yes (+2) No (1)
Total score

Abbreviation used: ADR, adverse drug reaction.
Scoring: Doubtful, <1; possible, 1-4; probable, 5-8; definite, 9-10.
#|f rechallenge is not performed, value assigned is 0.

2. What actions do you take as his pharmacist?
a. Recommend that he not take ibuprofen; regular-sched-
ule APAP preferred
. Question the need for prednisone
c. Suggest gastroprotection if the takes ASA and check
his hemoglobin/hematocrit
d. All of the above alternatives are correct.
Answerkey: 1. b; 2. d
The algorithm for ADR significance assessment by Naranjo
et al.>* is used to establish the significance of clinical problems
when an ADR caused by starting or withdrawing a drug is sus-
pected (Table 4).

Case 6 and self-assessment questions

A T7-year-old woman starts naproxen 500 mg twice a day for
osteoarthritis. During the next month, her hemoglobin and he-
matocrit decrease from 12 g/dL and 36% to 10 g/dL and 30%,
respectively (normal 12-14 g/dL. and 36-42%) and she has
black tarry stools and persistent heartburn. She states that she
has had three previous admissions to the hospital from taking
6 to 15 tablets a day of ASA 325 mg and piroxicam because of
Gl bleeds. Her celecoxib was stopped 1 month ago as a result of
“dropsy” (CHF). The temporal sequence is logical (+2), and it is
a known ADR (+1); there is no alternative explanation (such as
use of concurrent alcohol, oral glucocorticosteroids, or ASA)
(+2). Objective evidence of an ADR (+1) is present, and two lab
tests are used to confirm ADR (+1). Dechallenge improvement
is seen as her hemoglobin and hematocrit stabilized and in-
creased to 11 g/dL and 33%, respectively, after celecoxib was
stopped (+1), as well as no heartburn and rechallenge (+2) af-
ter the ASA ADR.

Self-assessment questions

1. The total score and significance of the ADR for this
case are

<1 and doubtful.

1-4 and possible.

5-8 and probable.

9-10 and definite.

/oo
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2. What analgesic do you recommend for her osteoar-

thritis pain?

a. APAP

b. Other oral NSAIDs

c. Propoxyphene

d. Meperidine
Answerkey: 1.¢; 2. a

Of note, SSRIs (e.g., escitalopram, citalopram, sertraline,
paroxetine), SSRIs/SNRIs (e.g., venlafaxine, duloxetine), and
mirtazapine have recently been relabeled with a warning that
they increase the risk of GI bleeds, especially when used with
NSAIDs (see black box warning in product labeling for each
agent).

Concurrent ASA use

A recent review confirmed previous assertions that ASA doses
greater than 75 to 81 mg/day are not beneficial for the prima-
ry or secondary prevention of cardiovascular disease.?® Doses
greater than 75 to 81 mg/day do not enhance cardiovascular dis-
ease prevention efficacy but increase the risk of hemorrhagic
events, primarily NSAID gastropathy and intracranial hemor-
rhages and, to a lesser extent, stroke and PVD. Preventive doses
of ASA may be greater than 81 mg/day, but the risk of hemor-
rhagic events will be increased.

Pharmacists should always question ASA doses more than
81 to 325 mg/day and check hemoglobin periodically by physical
assessment of lower eyelid redness and blood hemoglobin (>12
g/dL).

Related non-ASAs are less expensive but because of risk of
salicism at low dose, they are not preferred over APAP. GI blood
loss is a concern in most patients taking ASA who have a his-
tory of GERD and/or peptic ulcer disease history and those with
borderline anemia. Do not use hematinic without determination
of anemia causation. The antiplatelet effect of ASA may also be
of benefit in preventing recurrent MI and transient ischemic at-
tack-related thrombotic strokes (CVA). Doses of as little as 81
mg daily or every other day, up to 325 mg/day, are acceptable.

Enteric coating does not decrease the chance of anemia and
gastropathy. To prevent anemia to Gl bleed, a regimen of ASA
and clopidogrel is more gastropathic than PPI alone.'® Low-dose
ASA may lose its antiplatelet effect if low-density lipoprotein is
not reduced to less than 100 to 130 mg/dL.%

Opioids per AGS guidelines

VIIL. All patients with moderate to severe pain, pain-related
functional impairment, or diminished quality of life resulting
from pain should be considered for opioid therapy (low quality
of evidence, strong recommendation); this does not include pro-
poxyphene, pentazocine, or meperidine.®® The discussion of oth-
er opioids is beyond the scope of this article. Recently, removing
propoxyphene from the U.S. market was recommended.*’

Case 7 and self-assessment questions

A new patient (69-year-old woman) complains of osteoarthritis-
related pain and is taking as-needed propoxyphene napsylsate/
APAP combination (60 doses dispensed); she was to take one
tablet every 6 hours as needed for pain and refill as needed.
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She has a history of alcohol abuse and poor orientation to time,
place, and person. Her VAS score for pain is 7 to 9. She also has
a history of angina and MI but is not taking low-dose ASA. Lack
of redness in her lower eyelid indicates anemia. She admits to a
long-term dependence on propoxyphene and to taking three to
five tablets per day.

Self-assessment questions
1. Regarding her propoxyphene, what do you recom-
mend?

a. Determine whether she is willing to give up her propoxy-
phene; if she is willing:

b. Recommend a tapering of a daily dose per week and re-
place each dose with 325 to 500 mg APAP up to 2.6 g/
day until she is totally off the propoxyphene in 3 to 5
weeks.

c. Check for cognitive improvement as the propoxyphene
is tapered and suggest oral glucosamine/chondroitin,
topical NSAID gel, anemia assessment and treatment,
and low-dose ASA, with PPI for gastroprotection after
anemia is resolved.

d. All of the above alternatives are correct.

2. Which is the safest analgesic to use in this patient?
a. APAP
b. Celecoxib
¢. Naproxen
d. Ibuprofen

3. If celecoxib is used, how long should it be used with
blood pressure and weight monitoring?

a. 1-2days

b. 1-2weeks
c. 1-2 months
d. Continually

4. Is a patient with a history of GI bleeds from any cause
at risk for recurrent GI bleeds with any NSAID, even
low-dose ASA and/or clopidogrel?

a. Yes
b. No

5. The newest guidelines for APAP use recommend what
maximum daily dose in adults with no history of liver
disease or alcohol use?

a. 1g
b. 2¢g
c. 26¢g
d 4g

6. If daily oral iron is used to replenish blood lost, how
long should therapy last?
a. Until hemoglobin is 11-12 g/dL, then discontinue
b. 1-2weeks
c. Forever
d. 1-2 months
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Answer key: 1. d; 2. a; 3. b; 4. a; 5. ¢; 6. a

IX. Patients with frequent or continuous pain on a daily
basis may be treated with around-the-clock, time-contingent
dosing aimed at achieving steady-state opioid therapy (low
quality of evidence, weak recommendation). A recent review
focused on opioids and their adverse effects.?’

X. Clinicians should anticipate, assess, and identify po-
tential opioid-associated adverse effects (moderate quality of
evidence, strong recommendation).

XI. Maximal safe doses of APAP or NSAIDs should not be
exceeded when using fixed-dose opioid combination agents
as part of an analgesic regimen (moderate quality of evi-
dence, strong recommendation).

XII. When long-acting opioid preparations are prescribed,
breakthrough pain should be anticipated, assessed, prevent-
ed, and/or treated using short-acting immediate-release opi-
oid medications (moderate quality of evidence, strong recom-
mendation).

XIII. Methadone should be initiated and titrated cautious-
ly only by clinicians well versed in its use and risks (moderate
quality of evidence, strong recommendation).

XIV. Patients taking opioid analgesics should be reas-
sessed for ongoing attainment of therapeutic goals, adverse
effects, and safe and responsible medication use (moderate
quality of evidence, strong recommendation).

AGS guidelines for adjuvant drug therapy®
XV. All patients with neuropathic pain are candidates for ad-
juvant analgesics (strong quality of evidence, strong recom-
mendation); this may include antidepressants and anticon-
vulsants, as well as vitamin D. Specific agents are beyond the
scope of this article; however, antidepressants and vitamin D
are discussed below.

XVI. Patients with fibromyalgia are candidates for a trial
of approved adjuvant analgesics (moderate quality of evi-
dence, strong recommendation).

XVII. Patients with other types of refractory persistent
pain may be candidates for certain adjuvant analgesics (e.g.,
back pain, headache, diffuse bone pain, temporomandibular
disorder) (low quality of evidence, weak recommendation).

XVIII. Tertiary tricyclic antidepressants (amitriptyline,
imipramine, and doxepin) should be avoided because of
higher risk for adverse effects (e.g., anticholinergic effects,
cognitive impairment, falls) (moderate quality of evidence,
strong recommendation).®

XIX. Agents may be used alone, but often the effects are
enhanced when used in combination with other pain analge-
sics and/or nondrug strategies (moderate quality of evidence,
strong recommendation).

XX. Adjuvant therapy should begin with the lowest possi-
ble dose and increased slowly based on response and adverse
effects, with the caveat that some agents have a delayed on-
set of action and therapeutic benefits are slow to develop. For
example, gabapentin may require 2 to 3 weeks for onset of
efficacy (moderate quality of evidence, strong recommenda-
tion). Gabapentin levels should be assessed if the dose is no
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more than 900 to 1,200 mg/day and an elevated serum creati-
nine (i.e., >1.5 mg/dL) or creatinine clearance less than 50
ml/minute is evident.

XXI. An adequate therapeutic trial should be conducted
before discontinuing a seemingly ineffective treatment (weak
quality of evidence, strong recommendation).

Other drugs?®

XXII. Long-term systemic corticosteroids should be reserved
for patients with pain-associated inflammatory disorders or
metastatic bone pain. Osteoarthritis should not be consid-
ered an inflammatory disorder (moderate quality of evidence,
strong recommendation). This area is beyond the scope of the
current review.

XXIII. All patients with localized neuropathic pain are
candidates for topical lidocaine (moderate quality of evi-
dence, strong recommendation).

XXIV. Patients with localized nonneuropathic pain may
be candidates for topical lidocaine (low quality of evidence,
weak recommendation).

XXV. All patients with other localized nonneuropathic
persistent pain may be candidates for topical NSAIDs (mod-
erate quality of evidence, weak recommendation); this is dis-
cussed above.

XXVI. Other topical agents may be considered for region-
al pain syndromes, including capsaicin or menthol (moderate
quality of evidence, weak recommendation).

XXVII. Many other agents for specific pain syndromes
may require caution in older patients and merit further re-
search (e.g., glucosamine, chondroitin, cannabinoids, botu-
linum toxin, alpha-2 adrenergic agonists, calcitonin, vitamin
D, bisphosphonates, ketamine) (low quality of evidence,
weak recommendation).

Low vitamin D levels predispose to more
chronic pain

Patients with chronic pain who have inadequate levels of vi-
tamin D require almost twice the pain medications as similar
patients who have adequate levels of vitamin D, according to
arecent article in Pain Medicine.?® Patients with levels of 20
ng/mL or less were considered to have inadequate levels of
vitamin D, whereas patients with levels greater than 20 ng/
mL were considered to have adequate levels of vitamin D. All
patients who had inadequate levels of vitamin D were given
vitamin D supplementation. Low 25-hydroxyvitamin D lev-
els are common in adults. This study suggests a relationship
between low vitamin D levels and pain perception, resulting
in the need for higher narcotic doses. Based on the findings
of this study, recommending vitamin D supplementation to
better manage chronic pain might seem prudent. However,
results of double-blind studies have been disappointing.
Chronic diffuse pain can be a symptom of osteomalacia, and
vitamin D supplementation may be beneficial in this setting.
Low vitamin D levels increase the likelihood of osteoporosis,
and supplementation should be considered in patients with
low levels 282

MAY 2010 ¢« PHARMACY TODAY 39




REVIEWS CHRONIC PAIN IN OLDER ADULTS

Explain to patients that there are three primary sources of
vitamin D: sunlight, diet, and supplements. Generally speak-
ing, 10 to 15 minutes of sun exposure three times per week is
enough to maintain adequate vitamin D levels. Patients should
also be encouraged to consume recommended daily allowanc-
es through foods that contain vitamin D (e.g., dairy products,
fish, oysters, fortified cereals, margarine). Vitamin D supple-
ments should only be considered for patients who do not get
necessary vitamin D through sunlight and diet.?®?* A minimal
daily dose of 1,000 to 1,500 units vitamin D, may be needed if
supplements are given.?%2"

Treating depression and chronic pain in old-
er primary care patients

Depression and pain are the most common mental and physi-
cal syndromes, respectively, found in older primary care pa-
tients. Researchers compared outcomes from an intervention
and usual care in 250 patients from community-based or De-
partment of Veterans Affairs clinics with pain (>3 months of
lower back, hip, or knee pain) and depression (at least mod-
erate severity). Intervention recipients received 12 weeks of
optimized antidepressant treatment of depression, followed
by six biweekly instructional sessions on the behavioral man-
agement of pain, then 6 months of relapse prevention. A nurse
care manager, supervised by a psychiatrist, optimized anti-
depressant selection and dose (SNRI/venlafaxine or an SSRI/
citalopram) in 93% of patients and led the behavioral ses-
sions. At 12 months, considerably more intervention than con-
trol patients responded on a depression measure (>50% im-
provement; 37% vs. 16%), a composite pain measure (>30%
reduction in pain and disability; 42% vs. 17%), and both
measures (26% vs. 8%). Intervention recipients averaged 2.5
in-person contacts and 11.5 telephone contacts. They were
more likely than control patients to use antidepressants (98%
vs. 43%), to use antidepressants for longer periods (9 vs. 2
months), and to have an antidepressant switched or added
(35% vs. 17% of a usual-care subgroup with medical record
data).

In this collaborative care study, a short-term intervention
optimizing antidepressants and providing brief behavioral
pain treatment had sustained effects at 12 months on both
depression and pain. Regarding depression response, the
number needed to treat (NNT) was 4.8. This is comparable
with the NNTSs in studies of depressed patients without pain,
but the absolute rates are closer to those found in medically
ill depressed patients. Although a 30% reduction in pain is a
modest threshold, the NNT of 4.1 also is excellent.?® Of note,
antidepressants increase the Gl bleed risk of NSAIDs.

Summary

The current work has considered the assessment and treat-
ment of chronic pain in the older adult, emphasizing the safe
use of first-step agents, per recently revised guidelines of
AGS. Appendix 1 (electronic version of this article, available
online at www.japha.org) provides other resources for phar-
macists to consider and pass on to patients.
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Assessment questions
Instructions: The assessment test for this activity must be taken online; please see “CPE processing” below for further

instructions. There is only one correct answer to each question. This CPE will be available at www.pharmacist.com no later
than May 31, 2010.

. Most chronic pain in the older adult results from

a. Single causes.

b. Multiple causes.

c. Single to multiple causes.

d. None of the above alternatives is correct.

. Acetaminophen (APAP) use in the older adult may be

a. Underused.

b. Overused as a result of patients not reading labels of
multiple over-the-counter medications.

¢. Misused because of patient failure to realize the need
for a regular schedule for chronic pain relief.

d. All of the above alternatives are correct.

Pain in older patients who are taking drugs for de-
mentia will more than likely need to be assessed by
which of the following?

a. Visual analog scale

b. Nonverbal pain behavior scale

The first-step analgesic for most older adults should

be a regular schedule of

a. Propoxyphene.

b. APAP.

¢. Tramadol.

d. Full-dose
(NSAIDs).

nonsteroidal anti-inflammatory  drugs

Inappropriate analgesics for the older adult include
a. Meperidine.

b. Pentazocine.

¢. Propoxyphene

d. All of the above alternatives are correct.

Liver toxicity from APAP may result from

a. Failure to check labels of all medications taken.
b. Concurrent alcohol use.

¢. A daily maximum dose that is too high.

d. All of the above alternatives are correct.

Controversy exists regarding whether glucosamine

and chondroitin are of benefit, possibly as a result of

a. Inadequate dosing of these agents.

b. Inconsistent drug product bioavailability.

c. Unrealistic patient expectations of how soon they can
get pain relief from glucosamine and chondroitin.

d. All of the above alternatives may be correct.
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8.

10.

11.

12.

13.

NSAIDs other than low-dose aspirin (ASA) should be
used in the older adult for chronic focal pain only by
which of the following routes?

a. Topical

b. Oral

c. Injectable

d. NSAIDs are not safe by any route.

The maximum daily APAP dose per recently revised
Food and Drug Administration guidelines in those
with no liver problems or alcohol intake is

a. 4g.
b. 3g.
c. 2.6g.
d. 2g.

Full-dose oral NSAIDs may markedly increase the
risk of fluid retention leading to or worsening

a. High blood pressure.

b. Congestive heart failure.

¢. Myocardial infarction (MI) and stroke.

d. All of the above alternatives are correct.

All patients taking long-term oral full-dose NSAIDs
may, in addition to developing cardiovascular and
cerebrovascular problems, develop or worsen which
of the following gastrointestinal (GI) problems?

a. Gastroesophageal reflux disease

b. Peptic ulcer disease

c. Constipation

d. All of the above alternatives are correct.

If one must use any oral NSAID for short periods,

which of the following are true?

a. An H, blocker (e.g., ranitidine) may prevent only duo-
denal ulcers.

c. PPIs (e.g., omeprazole) may prevent gastric or duode-
nal ulcers, and misoprostol may prevent gastric ulcers
but is less effective than PPIs.

¢. Antacids and sucralfate do not prevent gastritis.

d. All of the above alternatives are correct.

When long-term NSAIDs, including ASA, are stopped,
an increased risk of Mis in older adults may resuit.
a. True

b. False
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14. Which of the following increase Gl bleeding risk? 18. Long-term systemic corticosteroids should be re-
a. Oral glucocorticoids (e.g., prednisone) served
b. ASA, clopidogrel, prasugrel, oral bisphosphonates a. For pain-associated inflammatory disorders (e.g.,
(alendronate, risedronate, and ibendronate), and anti- polymyalgia rheumatica).
depressants b. For metastatic bone pain from cancer.
c. Antidepressants c. For osteoarthritis.
d. All of the above alternatives are correct. d. Alernatives a and b are correct.

15. A recent review confirmed previous assertions that 19. Tertiary tricyclic antidepressants (amitriptyline,
daily ASA doses greater than which of the following imipramine, and doxepin) should be avoided in older
are not beneficial for the primary or secondary pre- adults because of higher risk for adverse effects
vention of cardiovascular disease and may increase such as
Gl bleeding risk? a. Anticholinergic effects on heart rate.

a. 75-81 mg b. Cognitive impairment.
b. 81-160 mg c. Falls.
c. 160-325mg d. All of the above alternatives are correct.
d. >325mg
20. The preferred class(es) of antidepressant drugs to
16. Methadone should be initiated and titrated cautious- treat depression in chronic pain in the older adult is
Iy only by clinicians well versed in its use and risks. a. SNRI.
a. True b. SSRI.
b. False c. Alternatives a and b are correct.
d. Neither alternative a nor b is correct.

17. Adjuvant drugs for chronic pain relief may include
a. Anticonvulsants.
b. Antidepressants.
¢. Vitamin D and glucosamine/chondroitin.
d. All of the above alternatives are correct.

CPE Information
To obtain 2.0 contact hours of CPE credit (0.2 CEUs) for this activity, complete the CPE exam and submit it online at www.pharmacist.com/education.
A Statement of Credit will be awarded for a passing grade of 70% or better. You will have two opportunities to successfully complete the CPE exam.
Pharmacists who successfully complete this activity before May 1,2013, can receive credit.

Your Statement of Credit will be available online immediately upon successful completion of the CPE exam.

CPE instructions: Get your documentation of credit now! Completing a posttest at www.pharmacist.com/education is as easy as 1-2-3.
1. Go to Online CE Quick List and click on the title of this activity.
2. Login. APhA members enter your user name and password. Not an APhA member? Just click “Create one now” to open an account. No fee is
required to register.
3. Successfully complete the CPE exam and evaluation form to gain immediate access to your documentation of credit.
Live step-by-step assistance is available Monday through Friday 8:30 am to 5:00 pm ET at APhA Member Services at 800-237-APhA (2742) or by
e-mailing InfoCenter@pharmacist.com.
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