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New Pain Guidelines Take Aim at NSAIDs
B Y  PAT R I C E  W E N D L I N G

C H I C A G O —  An updated guideline
addressing persistent pain in older peo-
ple takes a tough stance on the use of
nonsteroidal anti-inflammatory drugs.

The American Geriatrics Society
(AGS) guideline recommends that ac-
etaminophen be considered for initial
and ongoing treatment of persistent
pain, particularly musculoskeletal pain.
But in a significant departure from its
2002 guideline, the AGS recommends
that nonselective NSAIDs and cyclooxy-
genase-2 (COX-2) selective inhibitors “be
considered rarely, and with extreme cau-
tion, in highly selected individuals.”

The AGS had recommended that se-
niors use over-the-counter or prescrip-
tion NSAIDs (such as aspirin or ibupro-
fen) or COX-2 inhibitors before being
prescribed an opioid. The current rec-
ommendation reflects recent good evi-
dence that this is a risky strategy in old-
er people, panel member Dr. James Katz
said at the society’s annual meeting,
where the guidelines (“Pharmacological
Management of Persistent Pain in Old-
er Persons”) were released.

Conventional NSAIDs are associated
with adverse gastrointestinal events in
20% of patients, with 107,000 hospital-
izations and 16,500 deaths attributed year-
ly to NSAID-related GI complications. 

COX-2 inhibitors seem to produce
fewer upper GI events than do other
NSAIDs, but “all nonsteroidals, whether
they are [COX-2 inhibitors] or not, have
a significant portfolio of adverse effects
that is noteworthy for the elderly popu-
lation,” said Dr. Katz, director of
rheumatology at George Washington
University in Washington. “They can ag-
gravate hypertension, they can cause re-
nal impairment by a variety of mecha-
nisms, [they can cause] edema [and]
gastrointestinal problems, and now we
know cardiovascular and cerebrovascular
disease can be attributed to nonsteroidal
interaction.”

Last year’s study of 336,906 commu-
nity-dwelling Medicaid beneficiaries by
the VA Tennessee Valley Healthcare Sys-
tem extended concerns about COX-2 se-
lective inhibitors to cerebrovascular dis-
ease, said Dr. Katz. The study suggested
an increased risk of stroke with rofecox-
ib (Vioxx) and valdecoxib (Bextra), com-
pared with the effects of nonselective
agents (Stroke 2008;39:2037-45). The
finding was not statistically significant,
he noted, but both drugs have been with-
drawn from the market.

Recent evidence also showed that
combining a conventional NSAID with
low-dose aspirin therapy increases the
risk of GI bleeding beyond that of the
NSAID alone (Curr. Opin. Rheumatol.
2008;20:239-45). In 2006, the Food and
Drug Administration warned against tak-
ing aspirin and ibuprofen together be-
cause ibuprofen interferes with aspirin’s
acetylation effect. 

More research is needed to determine
whether other NSAIDs interfere with
the cardioprotective benefits of low-dose

aspirin, said Dr. Katz, who was part of a
panel unveiling the guidelines at the
meeting. Panel members also said that
more data are needed on the safety of
topical preparations of NSAIDs.

The revised guideline recommends
the eradication of Helicobacter pylori pri-
or to initiating NSAIDs for pain, and the
use of a proton pump inhibitor or miso-
prostol for gastrointestinal protection in
older persons taking nonselective

NSAIDs or in patients taking a COX-2 se-
lective inhibitor with aspirin.

The guideline recommends that physi-
cians consider opioid therapy for pa-
tients with moderate to severe pain, pain-
related functional impairment, or
diminished quality of life because of
pain. People with continual or frequent
daily pain may be treated with around-
the-clock, time-contingent dosing aimed
at achieving steady-state opioid therapy,

said Dr. Perry Fine of the pain manage-
ment center at the University of Utah,
Salt Lake City.

He noted the guideline’s caution con-
cerning methadone, and recommended
that only clinicians who are well versed
in its use and risks initiate and titrate the
drug. “That doesn’t mean you don’t do
it,” said Dr. Fine, “but hook yourself up
to someone who has a lot of experience
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A SMALL POPULATION. A SIGNIFICANT PROBLEM
For a small population of gout patients, the clinical 
manifestations of gout progress when the benefits 
of conventional urate-lowering therapies are not 
achievable.1,2 This advanced stage of disease—
treatment failure gout—results in significant morbidity, 
disability, and diminished quality of life and has virtually 
no available treatment options.1

FAILURE TO CONTROL URIC ACID
Treatment failure gout can be defined as symptomatic gout 
in patients who have failed to normalize serum uric acid 
with current urate-lowering therapies or for whom current 
therapies are contraindicated.1 This failure to normalize 
uric acid leads to the ongoing deposition of monosodium 
urate crystals, resulting in progressive signs and 
symptoms of gout.3,4

UNCONTROLLED SIGNS AND SYMPTOMS
Patients with treatment failure gout experience flares 
of increasing intensity and frequency, chronic synovial 
inflammation, and unrelenting deposition of monosodium 
urate crystals in and around joints and soft tissues.3,4 
These crystalline deposits accumulate, leading to tophi,  
bone erosion, and joint destruction.5 In a longitudinal, 
observational study, tophi were seen in 70% of patients 
with treatment failure gout, and may lead to significant 
clinical morbidity.1 Tophaceous deposits may result in 
chronic pain, loss of joint function, chronic drainage, 
infection, and potentially amputation.6,7 Further, chronic 
hyperuricemia may be associated with urolithiasis and 
renal insufficiency.8,9

LACK OF TREATMENT CHOICES: LOOKING FORWARD
Current treatment of hyperuricemia with xanthine 
oxidase inhibitors is inadequate in treatment failure 
gout. Goals of future therapies in this complicated and 
unserved population should include robust and sustained 
normalization of uric acid levels (<6 mg/dL), management of 
complications from urate deposition, and treatment of signs 
and symptoms—including flares of increasing intensity 
and frequency, tophaceous deposits often resulting in joint 
deformity and bone erosion, and progressive functional 
impairment and decreased quality of life.10,11

DISCOVERING THE  
PATIENT IN NEED

 Failure to control uric acid
 –  Failed adequate trial with conventional  

urate-lowering therapy1

 – Contraindication to urate-lowering therapy1

Uncontrolled signs and symptoms 
 –  Flares of increasing  

intensity and frequency3,4

 –  Tophaceous deposits,  
often resulting in  
joint deformity and  
bone erosion3-5

 –  Progressive functional  
impairment and decreased quality of life1

Lack of treatment choices

 

in this when you believe this drug is in-
dicated, if you don’t already have the ex-
perience.” 

Methadone-related deaths during pain
treatment have risen up to eightfold in
the past few years. This is largely because
methadone is attractive as a relatively in-
expensive drug, but it has an unpre-
dictable and long half-life. That the drug
stays active is a blessing, but that quality
is also a problem because it accumulates
in the body, Dr. Fine said. 

Earlier this year, the American Pain So-
ciety and the American Academy of Pain
Medicine released clinical guidance on
the management of opioid therapy for
chronic noncancer pain ( J. Pain
2009;10:113-30). Like the AGS guide-
lines, that document stressed the need
for clinicians to regularly assess patients
for pain intensity, functional status, side
effects, and safe and responsible use.

The updated AGS guideline gives new
references and discussions on the use and
limitations of newer adjuvant, topical,
and other drugs for recalcitrant pain.

“Persistent pain isn’t a normal part of
aging and should not be ignored,” Dr.
Cheryl Phillips, AGS president, said in a
statement. “As seniors become suscepti-
ble to more complex health ailments, the
need for a clear and precise pain man-
agement plan is key.”

The AGS published its first pain guide-
line in 1998. To arrive at the 2009 rec-
ommendations, a panel of experts con-
ducted a systematic review of 2,400
abstracts and 240 data-based, full-text ar-
ticles. The panel focused on pharma-
cotherapy because it is the most com-
mon strategy used for pain management
among elderly people, as well as the
area of greatest risk, said Dr. Bruce Fer-
rell of the University of California, Los
Angeles, who chaired the panel. The
2009 update is to be published in an up-
coming issue of the Journal of the Amer-
ican Geriatrics Society.

Dr. Katz disclosed that he has served as
a paid consultant in the last 12 months for
the American Academy of CME Inc. and
for UCB Pharma Inc. Dr. Fine said he is
a paid consultant or speaker for numerous
pharmaceutical companies and has com-
mercial interests in Johnson & Johnson
and Cephalon Inc. Dr. Ferrell disclosed no
relevant conflict of interest. ■

Members of the American
Geriatric Society panel on the

pharmacologic management of
persistent pain in older persons

include (from left to right)
Dr. Bruce Ferrell, Dr. Perry Fine,

Dr. James Katz, Dr. F. Michael
Gloth III, and Lori Reisner,

Pharm.D., shown discussing the
release of the guidelines at the

AGS annual meeting. P
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