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gual fasciculations, and bulging eyes, were
rare in German patients.
The clinical profile of the German

patients bearing the Machado-Joseph dis-
ease mutation is indistinguishable from that
of French families described as having
spinocerebellar ataxia type 3 with a gene
locus on chromosome 14q in the vicinity of
the Machado-Joseph disease gene.3 Spino-
cerebellar ataxia type 3 and Machado-
Joseph disease were considered to be
independent diseases, however, because of
clinical differences. Identifying the
Machado-Joseph disease mutation in
German patients with the spinocerebellar
ataxia type 3 phenotype provides good evi-
dence for the hypothesis that Machado-
Joseph disease and spinocerebellar ataxia
type 3 are caused by alterations of the same
gene.

With this initial study we show that the
Machado-Joseph disease mutation is of
major diagnostic importance as it is respon-
sible for about 50% of dominant ataxias in
German families although Machado-Joseph
disease has not been described in Germany
before.
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Oculographic findings in traumatic
unconsciousness: prognostic implica-
tions

The analysis of saccadic eye movements can
assist in the diagnosis and anatomical locali-
sation of several neurological and psychi-
atric disorders. Spontaneous and reflexive
eye movements may also be of value in the
neurosurgical assessment of traumatic brain
injury. Organised spontaneous eye move-
ments require integrity of the brain stem,
and some reflexive movements need recip-
rocal connections with visual and auditory
cortical centres. Traumatic brain injury

results in a graded centripetral disconnec-
tion of cortical and subcortical structures in
a rostrocaudal direction.' Much of the mor-
tality and morbidity associated with head
injury is thought to be due to neural discon-
nection caused by diffuse axonal injury.'
Taking advantage of the standing corneo-
retinal potential of the eye, it is relatively
easy to record orbital movements electro-
graphically with periorbital electrodes.2
Ocular microtremor, which is due to the
constant tonic input of brain stem oculomo-
tor centres, has been correlated with the
clinical state of comatose patients and
related to prognosis.3

With informed consent from the next of
kin, we prospectively studied the electro-
oculograms of 60 comatose patients (47
male and 13 female; age range 1 to 80,
mean 36-4 (SD 19-10) years) after severe,
non-penetrating head injuries (range one to
23 days postinjury, mean 3-2 days). All
patients were sedated with propofol (1-0 to
30 mg/kg/h) and morphine (0-02 to 0-15
mg/kg/h), and mechanically ventilated to
maintain a Paco2 of about 35 mm Hg.
Spontaneous and auditory reflexive eye
movements were recorded electrographi-
cally from bipolar pairs of periorbital
silver/silver chloride electrodes, attached to
the infraorbital margins referenced to F7
and F8 (international 10/20 system of
electrode placement), with a paper speed of
30 mm/s, gain of 50 IN/cm, and filter band-
width of 0 3 to 35 Hz. The spontaneous
and reflexive saccadic eye movements to
speech (a greeting and the patient's first
name) were assessed by visual inspection of
the oculogram and graded according to
abnormality. When present and conjugate
the saccades were classified as "normal";
when present but dysconjugate they were
classified as "asymmetric"; and no move-
ment on the oculogram was classified
as "absent". In 35 patients (58 3%) the
saccades were judged to be normal, in
15 (25 0%) they were asymmetric, and
in 10 (16-7%) they were absent (table).
The patient's Glasgow coma scale scores
were determined at the same time, and they
correlated with the oculogram grading
(Spearman's correlation coefficient, r_ =

0 37, P = 0 007). Patient outcome was
assessed by personal interview at three
months on the five point Glasgow outcome
scale (table 1). Sixteen patients (26 7%)
died, five (8 3%) were in the vegetative
state, 17 (28-3%) were severely disabled, 14
(23-3%) were moderately disabled, and
eight (13-3%) had made good recoveries.
There was a good correlation between ocu-
logram grade and outcome category at three
months (r, = 0 50, P = 0-0003). Of the ten
patients without electrographic eye move-
ments seven died, all of whom had

Oculogram grade against three month Glasgow
outcome scale (GOS)

Oculogram

Normal Asymmetric Absent
n (%) n (%/°) n (o%o)

GOS:
Dead 4(6A7) 5 (8 3) 7 (11 7)

Vegetative 3 (5 0) 1 (1 7) 1 (1 7)
state

Severely 11 (18 3) 5 (8 3) 1 (1 7)
disabled

Moderately 11 (18-3) 2 (3 3) 1 (1-7)
disabled

Good recovery 6 (10-0) 2 (3-3) 0 (0)

histopathological evidence of diffuse axonal
injury involving the upper brain stem;
the absence of eye movement is therefore
significantly associated with non-survival
(z2 = 11 52, P = 0-001).

It is well known that eye movements have
prognostic significance in brain injury, in
particular when spontaneous and reflexive
movements are absent, suggesting midbrain
and brain stem dysfunction respectively.'l
Indeed the clinincal categorisation of eye
movement has been used in the Innsbruck
coma scale for predicting non-survival after
head injury.' This simple electrodiagnostic
test and classification allows quantification
of eye movements, and may assist clinicians
in the objective prediction of outcome after
severe, coma producing traumatic brain
injury. It is relatively easy to include the
technique as part of the routine prognostic
electrophysiological assessment of cerebral
function, and it does not have some of the
limitations or risks associated with eliciting
oculocephalic and oculovestibular reflexes
in patients with trauma affecting the cervi-
cal spine or tympanic membrane. The test
cannot supplant clinical diagnosis, however,
as in our experience its sensitivity is only
43-7% and its specificity is 93-2%, and we
do not know exactly how eye movements
are affected by the level of consciousness.
Because spontaneous and reflexive eye
movements require an intact neural cir-
cuitry, we suggest that their asymmetry or
loss reflect increasingly extensive neural
dysfunction or disconnection. It is possible
that widespread diffuse axonal injury may
provide the pathological substrate for this
loss of functional integrity.
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Limbic system dysfunction
Alzheimer's disease

in

Positron emission tomography studies of
cerebral glucose metabolism in Alzheimer's
disease have shown a pattern of hypofunc-
tion in temporal, parietal, and frontal lobes
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