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responded to high doses of prednisone, the development of new
weakness may be related to steroid myopathy or to disease activity that either will respond to a higher dose of glucocorticoids or
has become glucocorticoid-resistant. In uncertain cases, the prednisone dosage can be steadily increased or decreased as desired:
the cause of the weakness is usually evident in 2–8 weeks.
2. 
Other immunosuppressive drugs. Approximately 75% of patients
ultimately require additional treatment. This occurs when a
patient fails to respond adequately to glucocorticoids after a
3-month trial, the patient becomes glucocorticoid-resistant,
glucocorticoid-related side effects appear, attempts to lower the
prednisone dose repeatedly result in a new relapse, or rapidly
progressive disease with evolving severe weakness and respiratory failure develops.
  The following drugs are commonly used but have never been
tested in controlled studies: (1) Azathioprine is well tolerated,
has few side effects, and appears to be as effective for longterm therapy as other drugs. The dose is up to 3 mg/kg daily. (2)
Methotrexate has a faster onset of action than azathioprine. It is
given orally starting at 7.5 mg weekly for the first 3 weeks (2.5 mg
every 12 h for 3 doses), with gradual dose escalation by 2.5 mg
per week to a total of 25 mg weekly. A rare side effect is methotrexate pneumonitis, which can be difficult to distinguish from
the interstitial lung disease of the primary myopathy associated
with Jo-1 antibodies (described above). (3) Mycophenolate mofetil
also has a faster onset of action than azathioprine. At doses up to
2.5 or 3 g/d in two divided doses, it is well tolerated for long-term
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use. (4) Monoclonal anti-CD20 antibody (rituximab) has been
shown in a small uncontrolled series to benefit patients with DM
and PM, but a controlled study did not show differences between
patients randomized 8 weeks apart. (5) Cyclosporine has inconsistent and mild benefit. (6) Cyclophosphamide (0.5–1 g/m2 IV
monthly for 6 months) has limited success and significant toxicity.
(7) Tacrolimus (formerly known as Fk506) has been effective in
some difficult cases of PM especially with interstitial lung disease.
3. 
Immunomodulation. In a controlled trial of patients with refractory DM, IVIg improved not only strength and rash but also the
underlying immunopathology. The benefit is often short-lived
(≤8 weeks), and repeated infusions every 6–8 weeks are generally
required to maintain improvement. A dose of 2 g/kg divided over
2–5 days per course is recommended. Uncontrolled observations
suggest that IVIg may also be beneficial for patients with PM.
Neither plasmapheresis nor leukapheresis appears to be effective
in PM and DM.

Chapter 388 Polymyositis, Dermatomyositis, and Inclusion Body Myositis

Figure 388-5 Cross-sections of a muscle biopsy from a patient with inclusion body myositis demonstrate the typical features of vacuoles
with lymphocytic infiltrates surrounding nonvacuolated or necrotic fibers (A), tiny endomysial deposits of amyloid visualized with crystal violet
(B), cytochrome oxidase–negative fibers, indicative of mitochondrial dysfunction (C), and ubiquitous major histocompatibility complex class I
expression at the periphery of all fibers (D).

The following sequential empirical approach to the treatment
of PM and DM is suggested: Step 1: high-dose prednisone; Step 2:
azathioprine, mycophenolate, or methotrexate for steroid-sparing
effect; Step 3: IVIg; Step 4: a trial, with guarded optimism, of one
of the following agents, chosen according to the patient’s age,
degree of disability, tolerance, experience with the drug, and
general health: rituximab, cyclosporine, cyclophosphamide, or
tacrolimus. Patients with interstitial lung disease may benefit from
aggressive treatment with cyclophosphamide or tacrolimus.
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