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NSAIDs
NSAIDs are available in a topical and oral route of
administration.
COX-2 selective NSAIDs were first introduced

several years ago as a safer GI alternative to non-
selective NSAIDs. The risk of serious upper GI
events is reduced by approximately 50%. Celecoxib
is the only COX-2 agent indicated for both
osteoarthritis and rheumatoid arthritis (RA).
Rofecoxib and valdecoxib were discontinued due to
increased cardiac risk. The increased cardiac risk
has been shown to be a NSAID class effect rather
than just a COX-2 effect. Lumiracoxib is the newest
COX-2 NSAID. It is indicated for osteoarthritis of
the knee at a dose of 100 mg q.d.

Corticosteroids

Corticosteroids are used for induction (to be adminis-
tered before the disease modifying agent has become
effective) for maintenance low-dose treatment, or for
rescue treatment (treatment of an acute flare). Usage of
systemic corticosteroids is associated with:
• bone loss,
• accelerated cardiovascular disease,
• glucose intolerance,
• skin thinning and
• a rare risk of avascular necrosis of the hip.
Intra-articular corticosteroids are used as adjunct
therapy.
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Meet Ann

Ann, 35, has had rheumatoid arthritis (RA) for
5 years.

She continues to complain of stiffness and
polyarticular pain that persists for approximately
60 minutes each morning.

This pain has continued despite being on:

• 500 mg of naproxen b.i.d.,
• 10 mg of prednisone q.d.,
• 200 mg of hydroxychloroquine b.i.d.,
• 20 mg of methotrexate weekly,
• 1 mg of folic acid q.d. and
• 20 mg of leuflonamide q.d.

Because of this pain, she is no longer able to
continue her job as a teacher.

On examination she had 12 tender and 10 swollen
joints (Figure 1).

Her rheumatoid factor was very high at 450 iu/ml
(normal is < 40 iu/ml).

Her sedimentation rate was 55 mm/hour (normal
is < 20 mm/hour) and her C-reactive protein was
20 mg/L (normal is < 6 mg/L).

X-rays of her hands and feet show joint space
narrowing and erosions of multiple joints. The
changes have worsened in comparison with x-rays
taken 1 year ago.

What should you suggest to Ann?
Turn to page 23 to find out…

CASE IN...
Rheumatoid Arthritis
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CASE IN...
Rheumatoid Arthritis

Disease-modifying antirheumatic
drugs

Examples of disease-modifying antirheumatic drugs
(DMARDs) include hydroxychloroquine, sul-
fasalazine, methotrexate, leuflonamide, myochrysine
and azathioprine. The newer DMARDs are referred to
as “biologics.” The first generation of biologics are
directed against tumor necrosis factor (TNF), a pro-
inflammatory cytokine. Anakinra is a anti-IL-1 biolog-
ic agent. A second-generation of biologics recently
became available. Rituximab is a genetically-engi-
neered chimeric (mouse) monoclonal antibody that
selectively targets CD20+ B cells. Abatacept is a
recombinant human fusion protein which inhibits cos-
timulation between antigen-presenting cells and T-cells
via the CD80/86:CD28 pathway.

Anti-TNF agents
Infliximab is a chimeric monoclonal antibody
that binds circulating and cell-bound TNF. It is
administered intravenously over three hours. The
dose is 3 mg/kg to 10 mg/kg every four to eight
weeks. Etanercept is a human soluble p75 TNF
receptor inhibitor. Twenty-five milligrams is admin-
istered subcutaneously (SC) twice a week, or 50 mg
once a week. Adalimumab is a human monoclonal
antibody that binds TNF. Forty milligrams is admin-
istered SC weekly or every other week.

Dr. McCarthy is an Assistant Professor,
University of Manitoba and a
Rheumatologist in private practice at the
Manitoba clinic, Winnipeg, Manitoba.

Ann’s case cont’d...

You send Ann back to her rheumatologist for a
reassessment. The wait will be 4 to 6 weeks.

In the meantime, you administer an intramuscular
injection of methylprednisolone acetate (120 mg) to
tide her over until she is seen by her rheumatologist.

You set up an appointment with a physiotherapist
and an occupational therapist.

You explain to Ann there are a number of new
parentral “biologic” agents now available for the
treatment of severe RA.

You obtain a baseline chest x-ray and mantoux skin
test for TB along with her usual regular monitoring
blood tests.

Ann sees her rheumatologist and it is decided that
she start on an anti-tumor necrosis factor agent.

In 4 months she has responded quite well with a
significant reduction in her tender and swollen joint
count.

By this point she has been tapered off prednisone
and only requires naproxen on an as-needed basis.

Leuflonamide has been discontinued.

She continues on 20 mg/week of methotrexate and
hydroxychloroquine.

Ann is now able to return to her job as a teacher.

Figure 1. Female patient with RA.

The increased cardiac
risk has been shown

to be a NSAID class
effect rather than just a
COX-2 effect.
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It is suggested that methotrexate be given with
these agents. There is evidence that the combination
of these drugs is more effective in reducing joint
damage than taking anti-TNF agents alone.
Methotrexate also theoretically reduces the inci-
dence of patients developing neutralizing antibodies
to anti-TNF agents. Five per cent to 10% of patients
on anti-TNF agents develop antibodies.
Anti-TNF agents are associated with a higher

incidence of TB; therefore, a baseline chest x-ray
and manitoux skin test is suggested. The incidence

of infections and developing tumours is higher.
Avoid these agents in multiple sclerosis and conges-
tive heart failure.
Monitoring is the same as the additional

DMARD the patient is on. Otherwise, a complete
blood count one month after starting the biologic
and every three to six months thereafter. Request a
chest x-ray every 12 to 18 months.

Take-home message
1. Be aware of the various newer treatment options

for RA.

2. Understand or recognize the importance of
physiotherapy and occupational therapy.

3. Be able to treat an exacerbation of RA.

4. New “biologic” agents for RA are helpful in the
treatment of patients refractory to treatment with
a combination of other drugs.
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Someday I’ll bring my kids here.

A wish can teach a sick child that anything is possible. 
Even the future. To make your donation or find out more visit
www.makeawish.ca or call us at 1-888-822-9474.
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