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Medical Memoranda

Neuropathy, IgM Paraproteinaemia, and
Autoantibodies in Hypernephroma

British Medical Journal, 1970, 4, 474
In a recent review of 72 patients (Croft and Wilkinson, 1969)
neurological symptoms preceded the finding of malignancy in
49%, the mean interval before discovery of the neoplasm
being two years. In the case reported here neurological symp-
toms preceded diagnosis of hypernephroma by four and a half
years.

CASE REPORT
A 58-year-old timber salesman had been in good health until

1964, when he developed weakness of his left hand associated
with numbness of the ring and little fingers. A few weeks later he
noticed weakness of his right foot and intermittent paraesthesia
over the dorsum of his left foot.
On examination he was normotensive and had a left ulnar

nerve paresis, a right lateral popliteal palsy, absent reflexes in the
legs, and flexor plantar responses; vibration sense was diminished
at both ankles. The clinical signs were those of mononeuritis mul-
tiplex in the context of a more generalized peripheral neuropathy.
All investigations performed at that time were normal.

In July 1967 he was admitted to hospital for further assessment.
Apart from the development of wasting, his physical signs
remained unchanged, but investigations showed several new fea-
tures. His E.S.R. had risen to between 42 and 60 mm. in the first
hour and the C.S.F. protein to 80 mg./100 ml. All other investiga-
tions, including biopsy of the right sural nerve and underlying
muscle, were normal.

During the next 18 months there was progressive deterioration
with increasing weakness and general malaise. Examination in
October 1968 disclosed bilateral wasting of the interossei muscles
and hypothenar eminences associated with generalized weakness
of the arms, most pronounced distally. There was global wasting
of the right leg with gross distal weakness and associated foot
drop. Power in the left leg was normal. All the reflexes were
absent except the left triceps reflex, which was brisk; the left
plantar response was extensor and the right plantar response
produced fanning of the toes. A sensory loss in the territory of
the ulnar nerve was present in both hands, and there was impair-
ment of vibration and joint position sense at both ankles. Rom-
berg's sign was positive and his gait ataxic.
Investigations.-Haemoglobin 11202%; E.S.R. 68-71 mm. in the

first hour; C.S.F. protein 70 mg./100 ml.-immunoelectrophoresis
normal. Serum electrophoresis showed a non-specific increase in
gammaglobulins-total globulin 4.1 g./100 ml.-and immunoelec-
trophoresis an IgM paraproteinaemia. TgG 1,280 mg./100 ml., IgM
74% of standard, IgA 136% of standard. Sternal marrow aspirate
showed a hypercellular picture with evidence of iron deficiency;
staining with fluorescent anti-human IgM showed no significant
uptake of the antibody. The titre of organ-specific anti-brain

antibodies was 1: 1,024. A barium-meal examination was per-
formed. The films showed an enlarged left kidney, and a large
vascular tumour in the lower pole was demonstrated by aorto-
graphy.

Exploration was performed by Mr. Dawson Edwards and a
large hypernephroma removed. At operation blood samples were
taken from both renal artery and renal vein for immunoglobulin
estimations; no significant difference was found. The tumour was
also stained with fluorescent anti-human IgM, but no convincing
uptake of the fluorescent stain occurred.

COMMENT
Though neurological syndromes associated with renal

tumours have been previously described in the literature
(Swan and Wharton, 1963; Madanagopalan and Saratchandra,
1966) this association is uncommon.
IgM paraproteinaemia has been reported in association

with malignancy, and in this patient it was initially consid-
ered whether the paraprotein represented an antibody
response to antigens in the hypernephroma. Immunofluores-
cent studies with the use of labelled anti-human IgM, how-
ever, failed to show any uptake of the patient's IgM by the
tumour, and the IgM paraproteinaemia was thought to be of
the essential monoclonal benign type (Waldenstrom, 1952).
Complement-fixing organ-specific anti-brain antibodies have

previously been reported in four cases of sensory neuropathy
and one with a neuromyopathic syndrome, all associated with
carcinoma of the bronchus (Wilkinson, 1964). It is of interest
that in this patient the autoantibodies were in the IgM frac-
tion of the immunoglobulins and that they occurred in a high
titre of 1:1,024. The IgM anti-brain antibodies could also be
detected by immunofluorescence to a titre of 1:160. These
titres, though significant, are not high enough to enable one
to conclude that the IgM paraprotein was specifically
directed against brain tissue. The relationship between the
patient's neurological symptoms, autoantibodies, and hyper-
nephroma remains obscure.
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