HIV-Related Progressive Polyradiculopathy An acute, progressive lumbosacral polyradiculoneuropathy usually secondary to CMV infection can develop in patients with AIDS. Patients present with severe
radicular pain, numbness, and weakness in the legs, which is usually
asymmetric. CSF is abnormal, demonstrating an increased protein
along with reduced glucose concentration and notably a neutrophilic
pleocytosis. EDx studies reveal features of active axonal degeneration.
The polyradiculoneuropathy may improve with antiviral therapy.
HIV-Related Multiple Mononeuropathies Multiple mononeuropathies
can also develop in patients with HIV infection, usually in the context of AIDS. Weakness, numbness, paresthesias, and pain occur in
the distribution of affected nerves. Nerve biopsies can reveal axonal
degeneration with necrotizing vasculitis or perivascular inflammation.
Glucocorticoid treatment is indicated for vasculitis directly due to HIV
infection.
HIV-Related Sensory Neuronopathy/Ganglionopathy Dorsal root ganglionitis is a very rare complication of HIV infection, and neuronopathy
can be the presenting manifestation. Patients develop sensory ataxia
similar to idiopathic sensory neuronopathy/ganglionopathy. NCS
reveal reduced amplitudes or absence of sensory nerve action potentials (SNAPs).
HERPES VARICELLA-ZOSTER VIRUS
Peripheral neuropathy from herpes varicella-zoster (HVZ) infection
results from reactivation of latent virus or from a primary infection
(Chap. 217). Two-thirds of infections in adults are characterized
by dermal zoster in which severe pain and paresthesias develop in a
dermatomal region followed within a week or two by a vesicular rash
in the same distribution. Weakness in muscles innervated by roots
corresponding to the dermatomal distribution of skin lesions occurs
in 5–30% of patients. Approximately 25% of affected patients have
continued pain (postherpetic neuralgia [PHN]). A large clinical trial
demonstrated that vaccination against zoster reduces the incidence of
HVZ among vaccine recipients by 51% and reduces the incidence of
PHN by 67%. Treatment of PHN is symptomatic (Table 459-6).
CYTOMEGALOVIRUS
CMV can cause an acute lumbosacral polyradiculopathy and multiple mononeuropathies in patients with HIV infection and in other
immune deficiency conditions (Chap. 219).
EPSTEIN-BARR VIRUS
EBV infection has been associated with GBS, cranial neuropathies,
mononeuropathy multiplex, brachial plexopathy, lumbosacral radiculoplexopathy, and sensory neuronopathies (Chap. 218).
HEPATITIS VIRUSES
Hepatitis B and C can cause multiple mononeuropathies related to
vasculitis, AIDP, or CIDP (Chap. 362).

NEUROPATHIES ASSOCIATED WITH MALIGNANCY
Patients with malignancy can develop neuropathies due to (1) a direct
effect of the cancer by invasion or compression of the nerves, (2)
remote or paraneoplastic effect, (3) a toxic effect of treatment, or (4) as
a consequence of immune compromise caused by immunosuppressive
medications. The most common associated malignancy is lung cancer,
but neuropathies also complicate carcinoma of the breast, ovaries,
stomach, colon, rectum, and other organs, including the lymphoproliferative system.
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PARANEOPLASTIC SENSORY NEURONOPATHY/GANGLIONOPATHY
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Paraneoplastic encephalomyelitis/sensory neuronopathy (PEM/SN)
usually complicates small-cell lung carcinoma (Chap. 122). Patients
usually present with numbness and paresthesias in the distal extremities that are often asymmetric. The onset can be acute or insidiously
progressive. Prominent loss of proprioception leads to sensory ataxia.
Weakness can be present, usually secondary to an associated myelitis,
motor neuronopathy, or concurrent Lambert-Eaton myasthenic syndrome (LEMS). Many patients also develop confusion, memory loss,
depression, hallucinations or seizures, or cerebellar ataxia. Polyclonal
antineuronal antibodies (IgG) directed against a 35- to 40-kDa protein
or complex of proteins, the so-called Hu antigen, are found in the sera
or CSF in the majority of patients with paraneoplastic PEM/SN. CSF
may be normal or may demonstrate mild lymphocytic pleocytosis and
elevated protein. PEM/SN is probably the result of antigenic similarity
between proteins expressed in the tumor cells and neuronal cells, leading to an immune response directed against both cell types. Treatment
of the underlying cancer generally does not affect the course of PEM/
SN. However, occasional patients may improve following treatment
of the tumor. Unfortunately, plasmapheresis, intravenous immunoglobulin, and immunosuppressive agents have not shown benefit.

Chapter 459 Peripheral Neuropathy

HIV-Related Inflammatory Demyelinating Polyradiculoneuropathy Both
AIDP and CIDP can occur as a complication of HIV infection. AIDP
usually develops at the time of seroconversion, whereas CIDP can
occur any time in the course of the infection. Clinical and EDx features are indistinguishable from idiopathic AIDP or CIDP (discussed
in Chap. 460). In addition to elevated protein levels, lymphocytic
pleocytosis is evident in the CSF, a finding that helps distinguish this
HIV-associated polyradiculoneuropathy from idiopathic AIDP/CIDP.

NEUROPATHY SECONDARY TO TUMOR INFILTRATION
Malignant cells, in particular leukemia and lymphoma, can infiltrate cranial and peripheral nerves, leading to mononeuropathy,
mononeuropathy multiplex, polyradiculopathy, plexopathy, or even a
generalized symmetric distal or proximal and distal polyneuropathy.
Neuropathy related to tumor infiltration is often painful; it can be the
presenting manifestation of the cancer or the heralding symptom of a
relapse. The neuropathy may improve with treatment of the underlying leukemia or lymphoma or with glucocorticoids.
NEUROPATHY AS A COMPLICATION OF BONE MARROW TRANSPLANTATION
Neuropathies may develop in patients who undergo bone marrow
transplantation (BMT) because of the toxic effects of chemotherapy,
radiation, infection, or an autoimmune response directed against the
peripheral nerves. Peripheral neuropathy in BMT is often associated
with graft-versus-host disease (GVHD). Chronic GVHD shares many
features with a variety of autoimmune disorders, and it is possible
that an immune-mediated response directed against peripheral nerves
is responsible. Patients with chronic GVHD may develop cranial
neuropathies, sensorimotor polyneuropathies, multiple mononeuropathies, and severe generalized peripheral neuropathies resembling
AIDP or CIDP. The neuropathy may improve by increasing the
intensity of immunosuppressive or immunomodulating therapy and
resolution of the GVHD.
LYMPHOMA
Lymphomas may cause neuropathy by infiltration or direct compression of nerves or by a paraneoplastic process. The neuropathy can be
purely sensory or motor, but most commonly is sensorimotor. The
pattern of involvement may be symmetric, asymmetric, or multifocal,
and the course may be acute, gradually progressive, or relapsing and
remitting. EDx can be compatible with either an axonal or demyelinating process. CSF may reveal lymphocytic pleocytosis and an
elevated protein. Nerve biopsy may demonstrate endoneurial inflammatory cells in both the infiltrative and the paraneoplastic etiologies.
A monoclonal population of cells favors lymphomatous invasion. The
neuropathy may respond to treatment of the underlying lymphoma or
immunomodulating therapies.
MULTIPLE MYELOMA
Multiple myeloma (MM) usually presents in the fifth to seventh decade
of life with fatigue, bone pain, anemia, and hypercalcemia (Chap. 136).
Clinical and EDx features of neuropathy occur in as many as 40% of
patients. The most common pattern is that of a distal, axonal, sensory,
or sensorimotor polyneuropathy. Less frequently, a chronic demyelinating polyradiculoneuropathy may develop (see POEMS, Chap. 460).
MM can be complicated by amyloid polyneuropathy and should be
considered in patients with painful paresthesias, loss of pinprick and
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