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Grant et al reply:

Dr Bretag's criticisms of the statistical valid-
ity of our paper' are based largely on an
error in fig 5. The 20th point in the placebo
group (missing point) to which he refers, has
been inadvertently removed by the type-
setters of the Journal and this was not noted
by ourselves at the proof reading. This out-
lwr is indeed greater than 5 ms and we have
requested that the original fig 5 be published
in full (fig). The group mean values are cor-
rect as stated in the paper. Five of the 10
patients with myotonic muscular dystrophy
were subjectively improved and felt that the
improvement was worthwhile enough to
continue taking nifedipine. In our objective
tqsts, seven patients taking nifedipine 10mg
tfd and six patients taking nifedipine 20mg
tid had a greater than 10% reduction in
myotonia as demonstrated on dynamometry
.and there was no demonstrable effect on
muscle power as recorded by grip strength
ergometry. As our study had a randomised
crossover design, Dr Bretag's comments on
the familiarity with test procedure are not
valid. The points were not presented graph-
ically as "linked" paired data owing to the
number of points in the graph in total
(n = 80).
The theoretical basis for the use of cal-

cium antagonists in myotonic muscular dys-
trophy is based on the proven generalised
miembrane calcium defect in this condi-
tion,23 supported by the beneficial ther-
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those in dystrophic muscle. In an excellent
review of weakness in myotonic syndromes,
Wiles and Edwards6 demonstrate that
weakness results from defects at more than
one point in the path of muscle activation.
Although relatively little work has been
done on the dystrophy of myotonic mus-
cular dystrophy, there is abundant evidence
in other muscular dystrophies that the cal-
cium content of dystrophic muscle is
significantly increased probably due to an
exaggerated influx of calcium into dys-
trophic muscle.' Intracellular calcium accu-
mulation has been proposed as a mediator
of muscle damage possibly due to mito-
chondrial overload with calcium, by activa-
ting phospholipase A2, by producing free
radicals and by activating proteases.8
Indeed calcium antagonists and nifedipine
in particular has been reported to cause an
increase muscle force in experimental
conditions9 and improve the righting ability
in dystrophic chickens.'0
We agree with Dr Bretag's comments that

* drugs should only be used to treat
troublesome myotonia. We would be cau-

: tious in prescribing nifedipine to patients
with cardiac conduction defects (despite

: studies showing that it has no effect on car-
diac conduction in man"), as of course we
would be wary in prescribing other anti-
myotonic treatments such as phenytoin,

dipine procainamide and carbamazepine which
inn have a more pronounced effect of cardiac

conduction. It is important to try to identify
a good animal for myotonic muscular dys-
trophy but in the interim, as no model exists,
this should not hinder clinical trials or valid
scientific observations.

apeutic effect of calcium antagonists in
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Outcome prediction in comatose patients:
significance of reflex eye movement analysis

Sir: The report by Mueller-Jensen et all cor-
rectly emphasises the importance of reflex
eye movements in predicting outcome from
coma. Reflex eye movements were not
included in the original descriptions of the
Glasgow Coma Scale2 but have been
emphasised for diagnostic purposes since
19663 and for prognostic purposes since
1977.4-6 There are two additional points to
be made.
Although initially absent oculovestibular

responses are a poor prognostic sign, we
agree that by themselves, they do not invari-
ably predict a poor outcome. In our compre-
hensive study of 500 patients in non-
traumatic coma,5 122 lacked oculo-
vestibular responses when first examined,
and 3% of them ultimately improved so that
they were able to live independently. We
also agree that initial absence of both pupil-
lary and oculovestibular responses (or of
pupillary and corneal responses or of
oculovestibular and corneal responses) is
incompatible with the resumption of an
independent life.
Although preserved tonic conjugate

responses to oculovestibular stimulation is a
good prognostic sign early in the course of
coma, it is a bad sign if it persists. We noted
a similar observation in discussing vegeta-
tive patients,7 namely that preserved, spon-
taneous, roving, conjugate eye movements
at 7 days were associated with a 72% chance
of the patient remaining comatose or vegeta-
tive. Similarly, we noted 83 patients who by
7 days still had tonic conjugate responses to
oculovestibular stimulation, and 64% of

them never improved beyond the vegetative
state. The prolonged (1 week) absence of
cortical influences on spontaneous or reflex
eye movements is an ominous sign.

DE LEVY
FRED PLUM

New York Hospital,
Cornell Medical Center,

525 East 68th St,
New York,

NY 10021, USA
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Do white matter changes on MRI and CT
differentiate vascular dementia from
Alzheimer's disease?

Sir: Erkinjuntti et al' report white matter
lesions on MRI in 100% of patients with
multi-infarct dementia (MID) and about
35% of patients with Alzheimer's type
dementia (ATD) (figures extrapolated from
their data).
A number of observations arise from this

paper. They correctly state that Besson et a12
report proton density values in MID to be
lower than in ATD. Proton density values in
ATD are higher than those of controls, and
controls are the same as MID. Erkinjuntti et
al' did not measure proton density. They
are, however, incorrect in their statement
that T, values were lower in both types of
dementia compared with controls. Besson et
al3 demonstrated that white matter T1 was
highly significantly increased in ATD and

Matters arising

MID compared with controls. Erkinjuntti et
all did not examine normal subjects. There
was a tendency for white matter T1 in MID
to be higher than in ATD but this did not
reach statistical significance. These findings
are thus compatible with those of
Erkinjuntti et al.' The differences in instru-
mentation employed in the two studies must
also be borne in mind.
Our first study was carried out on an

004T (1-7MHz) resistive system. We have
since examined another group of patients
with MID, ATD and normal elderly control
subjects using a 0-08T (3 4 MHz) system
with intercalated saturation recovery/
inversion recovery pulse sequence with TR
1000 ms and a tau 200 ms. This study4 shows
that in addition to infarcts, two types of
white matter lesion are observed. These are
periventricular white matter change
(PVWMC) of very high T, value (> 390 ms)
and lower intensity lesions further removed
from the surface of the lateral ventricles than
the PVWMC and of lower T1 intensity (T,
310-390ms) than PVWMC. PVWMC is
present in both types of dementia but the
lower intensity lesions are present in ATD
and correlate positively with age. These
results are therefore compatible with those
of Erkinjuntti et al.'
One of our patients imaged at the age of

63 years, died 3 years later. The image (IR
display) shows areas of increased T1 in white
matter adjacent to the posterior and anteriol
horns of the lateral ventricles (fig 1). T1 mea-

Fig I Inversion recovery image (IR)
showing areas of increased T, in regions of
white matter adjacent to the anterior
(especially left) and posterior horns of r
lateral ventricles
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