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Honig et al reply:

Kermode et al raise important issues
concerning the multiple sclerosis patients in
our population who displayed normal brain
MRI studies. This small subgroup is notable,
since in this nascent era of MRI, many
clinicians view areas of increased T2 signal in
the brain as sine qua non for diagnosis of
multiple sclerosis. The group from Queen
Square suggest technical reasons may
explain in part the reported results. Indeed,
employment of what is now relatively thick
10 mm sections, and low 0-35T MRI field
strength were likely factors in the failure to
detect some small lesions, due to partial
volume averaging and suboptimal contrast.
Yet even state-of-the-art MRI does not
reveal the pontine lesion in many patients
with clinically obvious internuclear
ophthalmoplegia, use of cardiac and res-
piratory-gated, flow-compensated 3 mm
slice 1-5 T single echo sequences notwith-
standing.

Despite the technical limitations of our
earlier studies, the major thrust of the report
remains: there is a progressive increase of
brain lesions with duration of multiple
sclerosis. Some of those cases without brain
MRI lesions, noted in almost all studies,
plausibly have plaques too small or subtle to
be detected, while likely others simply do not
have cerebral lesions. The valuable studies of
Miller et al reveal 36% of optic neuritis
patients have normal brain MRI, some of
whom probably will ultimately represent
early multiple sclerosis. Their group also has
shown that most patients with spinal disease
have brain MRI lesions; our data (79%) are
in accord, but among patients without MRI
discernible brain disease 38% display abnor-
mal cord signal.' Spinal cord plaques with-
out cerebral affliction occur in multiple
sclerosis as has been established patho-
logically by Charcot and others.23 Further-
more, anatomical patterns ofinvolvement by
demyelinating disease may vary in frequency
from one geographic location to another, as
with the comparatively high prevalence of
neuromyelitis optica in Japan.

Despite the use of up-to-date MRI
protocols and 0 5 and 15 T MRI machines,
we continue to find normal brain images in
some patients who meet diagnostic criteria
for multiple sclerosis, just as we encounter
patients with white matter lesions who have
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no clinical history of that disease. Useful as also common in Alzheimer's disease and
they are, radiological studies have neither Pick's disease, in which neurofibrillary
100% specificity nor 100% sensitivity. tangles and neuritic plaques or Pick bodies

serve as distinctive markers of disease. In
Referenmes addition, the pathological features of DFT

closely resemble those of the "non-specific"
I Honig LS, Sheremata WA. Magnetic resonance dementias,'"'6 a small but well-established

imaging of spinal cord lesions in multiple group of disorders which, like Pick's disease,
sclerosis. J Neurol Neurosurg Psychiatry (in often are clinically indistinguishable from
press). Alzheimer's disease. Indeed the clinical and

2 Adams RD, Kubik CS. The morbid anatomy of alohime' dieras Ind thecinica adi
the demyelinative diseases. Am J Med pathological overlap among Alzheimer's dis-
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plaques in seventy autopsy cases of multiple form a spectrum of cerebral degenerative
sclerosis in the United States. Neurology disease in which cortical neuronal loss is the
1976;26(Snppl):26-8. fundamental lesion." The reported features

of histologically verified cases of DFT
indicate that this syndrome may occupy a
point along the same continuum.
Dr Neary and colleagues acknowledge the

Dementia of the frontal lobe type possibility that DFT may be a subtype of
Pick's disease. Extending these diagnostic
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