Clinical Manifestations Onset is usually gradual over a few months or
longer, but in a few cases, the initial attack is indistinguishable from
that of GBS. An acute-onset form of CIDP should be considered when
GBS deteriorates >9 weeks after onset or relapses at least three times.
Symptoms are both motor and sensory in most cases. Weakness of
the limbs is usually symmetric but can be strikingly asymmetric in
multifocal acquired demyelinating sensory and motor (MADSAM)
neuropathy variant (Lewis-Sumner syndrome) in which discrete
peripheral nerves are involved. There is considerable variability from
case to case. Some patients experience a chronic progressive course,
whereas others, usually younger patients, have a relapsing and remitting course. Some have only motor findings, and a small proportion
present with a relatively pure syndrome of sensory ataxia. Tremor
occurs in ~10% and may become more prominent during periods of
subacute worsening or improvement. A small proportion have cranial
nerve findings, including external ophthalmoplegia. CIDP tends to
ameliorate over time with treatment; the result is that many years after
onset, nearly 75% of patients have reasonable functional status. Death
from CIDP is uncommon.
Diagnosis The diagnosis rests on characteristic clinical, CSF, and
electrophysiologic findings. The CSF is usually acellular with an
elevated protein level, sometimes several times normal. As with GBS,
a CSF pleocytosis should lead to the consideration of HIV infection,
leukemia or lymphoma, and neurosarcoidosis. Edx findings reveal
variable degrees of conduction slowing, prolonged distal latencies,
distal and temporal dispersion of CMAPs, and conduction block as
the principal features. In particular, the presence of conduction block
is a certain sign of an acquired demyelinating process. Evidence of
axonal loss, presumably secondary to demyelination, is present in
>50% of patients. Serum protein electrophoresis with immunofixation is indicated to search for monoclonal gammopathy and associated conditions (see “Monoclonal Gammopathy of Undetermined
Significance,” below). In all patients with presumptive CIDP, it is also
reasonable to exclude vasculitis, collagen vascular disease (especially
SLE), chronic hepatitis, HIV infection, amyloidosis, and diabetes mellitus. Other associated conditions include inflammatory bowel disease
and lymphoma.
Pathogenesis Although there is evidence of immune activation
in CIDP, the precise mechanisms of pathogenesis are unknown.
Biopsy typically reveals little inflammation and onion-bulb changes
(imbricated layers of attenuated Schwann cell processes surrounding an axon) that result from recurrent demyelination and remyelination (Fig. 460-1). The response to therapy suggests that CIDP
is immune-mediated; CIDP responds to glucocorticoids, whereas
GBS does not. Passive transfer of demyelination into experimental
animals has been accomplished using IgG purified from the serum
of some patients with CIDP, lending support for a humoral autoimmune pathogenesis. A minority of patients have serum antibodies
against P0, myelin P2 protein, PMP22, or neurofascin. It is also of
interest that a CIDP-like illness developed spontaneously in the
nonobese diabetic (NOD) mouse when the immune co-stimulatory
molecule B7-2 (CD86) was genetically deleted; this suggests that
CIDP can result from altered triggering of T cells by antigenpresenting cells.
Approximately 25% of patients with clinical features of CIDP
also have a monoclonal gammopathy of undetermined significance
(MGUS). Cases associated with monoclonal IgA or IgG kappa usually respond to treatment as favorably as cases without a monoclonal
gammopathy. Patients with IgM monoclonal gammopathy and antibodies directed against myelin-associated glycoprotein (MAG) have
a distinct polyneuropathy, tend to have more sensory findings and a
more protracted course, and usually have a less satisfactory response
to treatment.
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TREATMENT	

Chronic Inflammatory Demyelinating
Polyneuropathy

Most authorities initiate treatment for CIDP when progression is
rapid or walking is compromised. If the disorder is mild, management can be expectant, awaiting spontaneous remission. Controlled
studies have shown that high-dose IVIg, PE, and glucocorticoids
are all more effective than placebo. Initial therapy is usually with
IVIg, administered as 2.0 g/kg body weight given in divided doses
over 2–5 days; three monthly courses are generally recommended
before concluding a patient is a treatment failure. If the patient
responds, the infusion intervals can be gradually increased or the
dosage decreased (e.g., 1 g/kg per month). PE, which appears to be
as effective as IVIg, is initiated at two to three treatments per week
for 6 weeks; periodic re-treatment may also be required. Treatment
with glucocorticoids is another option (60–80 mg prednisone PO
daily for 1–2 months, followed by a gradual dose reduction of 10
mg per month as tolerated), but long-term adverse effects including
bone demineralization, gastrointestinal bleeding, and cushingoid
changes are problematic. As many as one-third of patients with
CIDP fail to respond adequately to the initial therapy chosen; a
different treatment should then be tried. Patients who fail therapy
with IVIg, PE, and glucocorticoids may benefit from treatment with
immunosuppressive agents such as azathioprine, methotrexate,
cyclosporine, and cyclophosphamide, either alone or as adjunctive
therapy. Early experience with anti-CD20 (rituximab) has also shown
promise. Use of these therapies requires periodic reassessment of
their risks and benefits. In patients with a CIDP-like neuropathy who
fail to respond to treatment, it is important to evaluate for POEMS
syndrome (polyneuropathy, organomegaly, endocrinopathy, monoclonal gammopathy, skin changes; see below).

MULTIFOCAL MOTOR NEUROPATHY
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and the Edx findings of acquired demyelination. Most cases occur in
adults, and males are affected slightly more often than females. The
incidence of CIDP is lower than that of GBS, but due to the protracted
course, the prevalence is greater.

Multifocal motor neuropathy (MMN) is a distinctive but uncommon neuropathy that presents as slowly progressive motor weakness
and atrophy evolving over years in the distribution of selected nerve
trunks, associated with sites of persistent focal motor conduction block
in the same nerve trunks. Sensory fibers are relatively spared. The arms
are affected more frequently than the legs, and >75% of all patients are
male. Some cases have been confused with lower motor neuron forms
of amyotrophic lateral sclerosis (Chap. 452). Less than 50% of patients
present with high titers of polyclonal IgM antibody to the ganglioside
GM1. It is uncertain how this finding relates to the discrete foci of
persistent motor conduction block, but high concentrations of GM1
gangliosides are normal constituents of nodes of Ranvier in peripheral
nerve fibers. Pathology reveals demyelination and mild inflammatory
changes at the sites of conduction block.
Most patients with MMN respond to high-dose IVIg (dosages as
for CIDP, above); periodic re-treatment is required (usually at least
monthly) to maintain the benefit. Some refractory patients have
responded to rituximab or cyclophosphamide. Glucocorticoids and
PE are not effective.

NEUROPATHIES WITH MONOCLONAL GAMMOPATHY
MULTIPLE MYELOMA
Clinically overt polyneuropathy occurs in ~5% of patients with the
commonly encountered type of multiple myeloma, which exhibits
either lytic or diffuse osteoporotic bone lesions. These neuropathies
are sensorimotor, are usually mild and slowly progressive but may be
severe, and generally do not reverse with successful suppression of the
myeloma. In most cases, Edx and pathologic features are consistent
with a process of axonal degeneration.
In contrast, myeloma with osteosclerotic features, although representing only 3% of all myelomas, is associated with polyneuropathy
in one-half of cases. These neuropathies, which may also occur
with solitary plasmacytoma, are distinct because they (1) are usually
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