COMMENTS TO DR. H. PETIT’S COMMUNICATION
ON REFSUM'’S DISEASE AND REFSUM’S SYNDROME
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The difference between the two clinical pictures, heredopathia atactica polyneuritiformis and
“Refum’s syndrome” is stressed, together with their individual variability. A review of the
literature clearly shows that in none of the cases of “‘Refsum’s syndrome” described so far have
any biochemical errors been identified.
The cases with a symptomatology similar to heredopathia atactica polyneuritiformis represent
a challenge to further intensive studies.

Accumulation of phytanic acid appears to be specific for heredopathia atactica polyneuri-
tiformis. To my knowledge no case with all the typical symptoms and signs of this disease
and without any atypical clinical features, has yet been reported without a concomitant dis-
turbance of phytanic metabolism. Conversely, serum from patients with a wide variety of
neurological diseases have all yielded normal (trace) levels of phytanic acid (Try 1969).

The view that the phytanic acid which accumulates in heredopathia atactica polyneuritifor-
mis is of exogenous origin led to attempt a treatment with a phytanic acid low diet (Eldjarn
et al. 1966). This has been proved to be beneficial in several cases (Eldjarn et al. 1973).

Concordance between clinical diagnosis and phytanic acid storage has been established in
at least 48 cases thus far, according to review of the literature which I made just before this
congress (Refsum 1975). Dr. Petit now reports 2 further cases of heredopathia atactica poly-
neuritiformis with accumulation of serum phytanic acid, and he has kindly called my attention
to a recently reported case of heredopathia atactica polyneuritiformis by Gautier et al. (1973).
An increased level of serum phytanic acid was found in this patient. A loading test with a
large dose of oral phytol was performed in the grandson of the patient and a significantly
increased level of phytanic acid was subsequently demonstrated. The authors propose that
the grandson is a heterozygous carrier of the disease and that such a loading test may be
used to identify heterozygotes.

A total of 51 patients with heredopathia atactica polyneuritiformis and proved increase
of serum phytanic acid level has thus been reported up to the present moment.

The term ‘‘ Refsum’s syndrome” — a term about which I am not particularly happy —
has been used to designate clinical conditions which fulfill some or most of the clinical criteria
for classification as heredopathia atactica polyneuritiformis, but without concomitant
disturbance of phytanic acid metabolism.

A much quoted case is the patient reported by Kolodny et al. (1965) and by Baum et al.
(1965) in whom no phytanic acid could be demonstrated either in plasma or in liver biopsy.
However, this patient presented some unusual features: No night-blindness was noted. He
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had a bilateral corneal dystrophy which to my knowledge previously has never been reported
in heredopathia atactica polyneuritiformis. He further presented bilateral ptosis and pre-
sented a marked dysarthria as a fairly early sign. The EEG was very abnormal. This pa-
tient was republished by Kayden et al. (1973) under the title Diffuse cerebral sclerosis erro-
neously reported as Refsumi’s syndrome.

At post-mortem the patient did not show any of the stigmata of Refsum’s disease (H.A.P., phy-
tanic acid storage disease). The neuropathological finding was a patchy, electively demyelinating form
of sudanophilic diffuse cerebral sclerosis.

One girl observed by Skre et al. (1969) manifested several of the usual clinical criteria for
a diagnosis of heredopathia atactica polyneuritiformis, but no phytanic acid could be demon-
strated in the serum. However, the deep reflexes were of average strength, the protein con-
tent of the cerebrospinal fluid was normal, the electrocardiogram was normal, and there was
a mild steatorrhea. The sister of the patient suffered from retinitis pigmentosa, but other-
wise presented no neurological deficits.

An interesting case, probably belonging to the group Refsum’s syndrome, according to
the author, because of lack of increase of phytanic acid, has been described by Solcher (1973).
The presenting symptom in the 30-year-old patient was bilateral ptosis. Some months later
disturbances of sensation of the limbs and ‘‘general loss of reflexes’ suddenly occurred.
A year later again sudden onset of disturbances of sensation, weakness and unsteadiness of
gait. Examination revealed: atypical tapetoretinal degeneration, reduced vision, paralysis
of vertical conjugate movements, strabismus convergens, bilateral ptosis, neurogenic hearing
loss, disturbances of sensation of arms and legs, and ataxia. The patellar and Achilles reflexes
were absent. The speech was markedly dysarthric, slow with *“ Silbenverschlucken . Striking
was the indolence and carelessness of the patient. The protein content of the cerebrospinal
fluid was 70 mg/100 ml. There was a progressive enlargement of the heart and increasing
arhythmia and the patient succumbed during an Adam-Stokes attack.

The brain showed extensive status spongiosus, diffuse glial proliferation and in the brain
stem some glial nodules. The authors emphasized that such an extensive brain involvement
is not yet known in heredopathia atactica polyneuritiformis. The frontal pole was examined
post-mortem by Professor Klenk with regard to phytanic acid, but with negative result.

From clinical point of view there are objections to the diagnosis of heredopathia atactica
polyneuritiformis. Ptosis is extremely unusual in heredopathia atactica polyneuritiformis
and has hardly been reported in any biochemically verified case. The same is the case with
paralysis of vertical conjugate movements. Whether or not night-blindness was present
is not mentioned. Mental changes appear to have been prominent in this patient.

In reviewing all the described cases of ‘“ Refsum’s syndrome > which have not showed
any disturbance of phytate metabolism, it seems clear to me that none of them have presented
the complete and typical clinical picture of heredopathia atactica polyneuritiformis. All
of them have also presented additional atypical or unusual features even if the symptomatol-
ogy sometimes appears to have been very similar to heredopathia atactica polyneuritiformis.
In only two such cases have post-mortem examinations been performed (Kayden et al. 1973,
Solcher 1973). In none of these cases did the histological changes correspond to the ones
recorded in heredopathia atactica polyneuritiformis.

In none of the cases of ““ Refsum’s syndrome ” have, to my knowledge, as yet any bio-
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chemical errors been identified. The cases with a symptomatology similar to heredopathia
atactica polyneuritiformis therefore represent a challenge to further intensive studies, and
clinical, genetic, physiological, pathological, and biochemical studies ought to be reported in
detail.
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