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SPECIFIC PARANEOPLASTIC NEUROLOGIC SYNDROMES

PART 7

Figure 122-2 Fluid-attenuated inversion recovery sequence
magnetic resonance imaging of a patient with limbic encephalitis and LGI1 antibodies. Note the abnormal hyperintensity involving
the medial aspect of the temporal lobes.

Oncology and Hematology

history, accompanying symptoms (e.g., anorexia, weight loss), and
type of syndrome dictate the studies and degree of effort needed
to demonstrate a neoplasm. For example, the frequent association of Lambert-Eaton myasthenic syndrome (LEMS) with SCLC
should lead to a chest and abdomen computed tomography (CT)
or body positron emission tomography (PET) scan and, if negative,
periodic tumor screening for at least 3 years after the neurologic
diagnosis. In contrast, the weak association of polymyositis with
cancer calls into question the need for repeated cancer screenings
in this situation. Serum and urine immunofixation studies should
be considered in patients with peripheral neuropathy of unknown
cause; detection of a monoclonal gammopathy suggests the need
for additional studies to uncover a B cell or plasma cell malignancy.
In paraneoplastic neuropathies, diagnostically useful antineuronal
antibodies are limited to anti-CV2/CRMP5 and anti-Hu.
For any type of PND, if antineuronal antibodies are negative,
the diagnosis relies on the demonstration of cancer and the exclusion of other cancer-related or independent neurologic disorders.
Combined CT and PET scans often uncover tumors undetected by
other tests. For germ cell tumors of the testis and teratomas of the
ovary, ultrasound and CT or MRI of the abdomen and pelvis may
reveal tumors undetectable by PET.
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PARANEOPLASTIC ENCEPHALOMYELITIS AND FOCAL ENCEPHALITIS
The term encephalomyelitis describes an inflammatory process with
multifocal involvement of the nervous system, including brain, brainstem, cerebellum, and spinal cord. It is often associated with dorsal
root ganglia and autonomic dysfunction. For any given patient, the
clinical manifestations are determined by the areas predominantly
involved, but pathologic studies almost always reveal abnormalities
beyond the symptomatic regions. Several clinicopathologic syndromes
may occur alone or in combination: (1) cortical encephalitis, which
may present as “epilepsia partialis continua”; (2) limbic encephalitis,
characterized by confusion, depression, agitation, anxiety, severe
short-term memory deficits, partial complex seizures, and sometimes
dementia (the MRI usually shows unilateral or bilateral medial temporal lobe abnormalities, best seen with T2 and fluid-attenuated inversion recovery sequences); (3) brainstem encephalitis, resulting in eye
movement disorders (nystagmus, opsoclonus, supranuclear or nuclear
paresis), cranial nerve paresis, dysarthria, dysphagia, and central autonomic dysfunction; (4) cerebellar gait and limb ataxia; (5) myelitis,
which may cause lower or upper motor neuron symptoms, myoclonus,
muscle rigidity, and spasms; and (6) autonomic dysfunction as a result
of involvement of the neuraxis at multiple levels, including hypothalamus, brainstem, and autonomic nerves (see Paraneoplastic Peripheral
Neuropathies, below). Cardiac arrhythmias, postural hypotension, and
central hypoventilation are frequent causes of death in patients with
encephalomyelitis.
Paraneoplastic encephalomyelitis and focal encephalitis are usually
associated with SCLC, but many other cancers have been implicated.
Patients with SCLC and these syndromes usually have anti-Hu antibodies in serum and CSF. Anti-CRMP5 antibodies occur less frequently; some of these patients may develop chorea, uveitis, or optic
neuritis. Antibodies to Ma proteins are associated with limbic, hypothalamic, and brainstem encephalitis and occasionally with cerebellar
symptoms (Fig. 122-3); some patients develop hypersomnia, cataplexy, and severe hypokinesia. MRI abnormalities are frequent, including those described with limbic encephalitis and variable involvement
of the hypothalamus, basal ganglia, or upper brainstem. The oncologic
associations of these antibodies are shown in Table 122-2.
TREATMENT	

Encephalomyelitis and Focal
Encephalitis

Most types of paraneoplastic encephalitis and encephalomyelitis respond poorly to treatment. Stabilization of symptoms or
partial neurologic improvement may occasionally occur, particularly if there is a satisfactory response of the tumor to treatment. Controlled trials of therapy are lacking, but many experts
recommend treatment initially with glucocorticoids. If there is
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Figure 122-3 Magnetic resonance imaging (MRI) and tumor of a patient with anti-Ma2-associated encephalitis. (A and B) Fluidattenuated inversion recovery MRI sequences showing abnormal hyperintensities in the medial temporal lobes, hypothalamus, and upper
brainstem. (C) This image corresponds to a section of the patient’s orchiectomy incubated with a specific marker (Oct4) of germ cell tumors.
The positive (brown) cells correspond to an intratubular germ cell neoplasm.
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