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How should patients with WM related peripheral neuropathy be evaluated?

Shirley D’SA, University College London Hospitals NHS Trust, London UK

Introduction: IgM paraprotein-associated neuropathies, which may occur in the MGUS or
Waldenstrom context, are heterogeneous disorders whose exact prevalence is unknown.
The clonal disease may be causative, e.g. IgM antibodies against known neural targets,
direct neural infiltration, or damage from amyloid deposition or cryoglobulins. Steady

progression with accumulating disability should prompt action.

History and examination: The nature of the symptoms, speed of onset, clinical course, rate
of change, effect on functional abilities, involvement of motor, sensory and autonomic

systems all guide decision making.

Laboratory testing should screen for unconnected causes of PN such as diabetes, B12
deficiency and rheumatological disease, as well as IgM-specific tests including anti-MAG,
anti-ganglioside (GQ1b, GM1, GD1a, GD1b, SGPG) antibodies, cryoglobulin, and, if amyloid
is suspected, serum NT-pro BNP, urinary albumin and Congo red staining of tissue samples.
CSF shows significantly elevated protein (>1.0 g/L) in up to 80% of inflammatory
neuropathies. Where infiltration of the peripheral nerves/ CNS is the cause, the IgM index
(CSF: serum ratio) may provide evidence for intrathecal IgM synthesis. Multiparameter flow

cytometry and molecular testing may identify clonal lymphocytes.

Nerve conduction tests and EMG confirm the presence of a large fibre neuropathy and
provide clues regarding the neural pathology. Clinical features suggestive of amyloid, direct
infiltration or vasculitis should direct further analysis including immunohistochemistry and

Congo red staining where appropriate.

Imaging is indicated in cases of suspected neural compression or leptomeningeal infiltration
or where peripheral and CNS features are present. MRI (with Gadolinium) should be
performed prior to a diagnostic lumbar puncture, to avoid false-positive leptomeningeal

enhancement.
A sensory nerve biopsy is may be required if the diagnosis remains elusive in the presence

of progressive and debilitating PN, and/or amyloidosis, vasculitis or direct nervous system

invasion is suspected.
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Rasch-built Overall Disability Score (R-ODS): Owing to the limitations of complex
neuropathy scales that are subjective and hard to reproduce, a patient-based, linearly
weighted scale that captures limitations of activity and social participation is under
development as part of the IMAGINe study under the auspices of the European
Neuromuscular Center (ENMC) international workshop, with the aim of developing an IgM-
specific R-ODS.

Conclusions: Evaluation of IgM-related neuropathies requires a comprehensive set of
assessments in an orderly sequence such that unnecessary and invasive testing is
minimised, and a causal connection between the paraprotein and neuropathy is not

overlooked.
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