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PART 15
Immune-Mediated, Inflammatory, and Rheumatologic Disorders

As mentioned earlier, methotrexate is the DMARD of first
choice for initial treatment of moderate to severe RA. Failure to
achieve adequate improvement with methotrexate therapy calls
for a change in DMARD therapy, usually transition to an effective
combination regimen. Effective combinations include: methotrexate, sulfasalazine, and hydroxychloroquine (oral triple therapy);
methotrexate and leflunomide; and methotrexate plus a biological. The combination of methotrexate and an anti-TNF agent, for
example, has been shown in randomized, controlled trials to be
superior to methotrexate alone not only for reducing signs and
symptoms of disease, but also for retarding the progression of
structural joint damage. Predicting which patients will ultimately
show radiologic joint damage is imprecise at best, although some
factors such as an elevated serum level of acute-phase reactants,
high burden of joint inflammation, and the presence of erosive
disease are associated with increased likelihood of developing
structural injury.
In 2012 a joint task force of the ACR and EULAR updated the
treatment guidelines for RA. They do make a distinction between
patients with early RA (<6 months of disease duration) and patients
with established RA. These guidelines highlight the need to switch
or add DMARD therapy after 3 months of worsening or persistent moderate/high disease activity. If disease still persists after 3
months of intense DMARD therapy, addition of a biologic agent is
warranted. Treatment with a biologic agent or aggressive combination DMARD therapy was also recommended as initial therapy
in certain patients with high disease activity and poor prognosis.
However, it has not been clearly established that this more intensive
initial approach is superior to starting with methotrexate alone and,
in the absence of an inadequate therapeutic response, moving rapidly to combination therapy.
Some patients may not respond to an anti-TNF drug or may
be intolerant of its side effects. Initial responders to an anti-TNF
agent that later worsen may benefit from switching to another antiTNF agent. The 2012 guidelines recommend that with loss or lack
of effectiveness of anti-TNF after 3 months, one should switch to
another anti-TNF or non-TNF biologic agent. In patients with high
disease activity and a serious adverse event from an anti-TNF agent,
a non-TNF drug should be used.
Studies have also shown that oral triple therapy (hydroxychloroquine, methotrexate, and sulfasalazine) is a reasonable first step
for the treatment of early RA, including its use as a step-up strategy
where treatment is initiated with methotrexate alone and then combined at 6 months with hydroxychloroquine and sulfasalazine if the
disease is not adequately controlled.
A clinical state defined as low disease activity or remission is
the optimal goal of therapy, although most patients never achieve
remission despite every effort to achieve it. Composite indices, such
as the Disease Activity Score-28 (DAS-28), are useful for classifying states of low disease activity and remission; however, they are
imperfect tools due to the limitations of the clinical joint examination in which low-grade synovitis may escape detection. Complete
remission has been stringently defined as the total absence of all
articular and extraarticular inflammation and immunologic activity related to RA. However, evidence for this state can be difficult
to demonstrate in clinical practice. In an effort to standardize and
simplify the definition of remission for clinical trials, the ACR and
EULAR developed two provisional operational definitions of remission in RA (Table 380-3). A patient may be considered in remission
if he or she (1) meets all of the clinical and laboratory criteria listed
in Table 380-3 or (2) has a composite SDAI score of <3.3. The SDAI
is calculated by taking the sum of a tender joint and swollen joint
count (using 28 joints), patient global assessment (0–10 scale),
physician global assessment (0–10 scale), and CRP (in mg/dL). This
definition of remission does not take into account the possibility of
subclinical synovitis or that damage alone may produce a tender
or swollen joint. Ignoring the semantics of these definitions, the
aforementioned remission criteria are nonetheless useful for setting

HPIM19_Part15_p2103-p2250.indd 2148

TABLE 380-3 ACR/EULAR Provisional Definition of Remission in
Rheumatoid Arthritis
At any time point, patient must satisfy all of the following:
Tender joint count ≤1
Swollen joint count ≤1
C-reactive protein ≤1 mg/dL
Patient global assessment ≤1 (on a 0–10 scale)
OR
At any time point, patient must have a Simplified Disease Activity Index score
of ≤3.3
Source: Adapted from DT Felson et al: Arthritis Rheum 63:573, 2011.

a level of disease control that will likely result in minimal or no
progression of structural damage and disability.
PHYSICAL THERAPY AND ASSISTIVE DEVICES
All patients should receive a prescription for exercise and physical
activity. Dynamic strength training, community-based comprehensive physical therapy, and physical-activity coaching (emphasizing
30 min of moderately intensive activity most days a week) have all
been shown to improve muscle strength and perceived health status. Foot orthotics for painful valgus deformity decrease foot pain
and resulting disability and functional limitations. Judicious use of
wrist splints can also decrease pain; however, their benefits may be
offset by decreased dexterity and a variable effect on grip strength.
SURGERY
Surgical procedures may improve pain and disability in RA—most
notably the hands, wrists, and feet, typically after the failure of
medical therapy with varying degrees of reported long-term success. For large joints, such as the knee, hip, shoulder, or elbow, total
joint arthroplasty is an option for advanced joint disease. A few surgical options exist for dealing with the smaller hand joints. Silicone
implants are the most common prosthetic for MCP arthroplasty
and are generally implanted in patients with severe decreased arc of
motion, marked flexion contractures, MCP joint pain with radiographic abnormalities, and severe ulnar drift. Arthrodesis and total
wrist arthroplasty are reserved for patients with severe disease who
have substantial pain and functional impairment. These two procedures appear to have equal efficacy in terms of pain control and
patient satisfaction. Numerous surgical options exist for correction
of hallux valgus in the forefoot, including arthrodesis and arthroplasty, as well as primarily arthrodesis for refractory hindfoot pain.
OTHER MANAGEMENT CONSIDERATIONS
Pregnancy Up to 75% of female RA patients will note overall improvement in symptoms during pregnancy, but often will
flare after delivery. Flares during pregnancy are generally treated
with low doses of prednisone; hydroxychloroquine and sulfasalazine are probably the safest DMARDs to use during pregnancy.
Methotrexate and leflunomide therapy are contraindicated during pregnancy due to their teratogenicity in animals and humans.
The experience with biologic agents has been insufficient to make
specific recommendations for their use during pregnancy. Most
rheumatologists avoid their use in this setting; however, exceptions
are considered depending on the circumstances.
Elderly Patients RA presents in up to one-third of patients after the
age of 60; however, older individuals may receive less aggressive treatment due to concerns about increased risks of drug toxicity. Studies
suggest that conventional DMARDs and biologic agents are equally
effective and safe in younger and older patients. Due to comorbidities, many elderly patients have an increased risk of infection. Aging
also leads to a gradual decline in renal function that may raise the risk
for side effects from NSAIDs and some DMARDS, such as methotrexate. Renal function must be taken into consideration before
prescribing methotrexate, which is mostly cleared by the kidneys.
To reduce the risks of side effects, methotrexate doses may need to
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