Living Legend

The second series of 10 brains of the backlog,
which were processed macroscopically, included
one from an HD patient who had committed
suicide, and whose father had died of the dis-
ease. On gross examination of the coronal slices,
the rostral part of the neostriatum appeared
normal. However, the body of the caudate
nucleus was half the expected thickness, and the
tail was barely distinguishable. The globus pal-
lidus was unremarkable. Microscopic examina-
tion revealed neuronal loss and gliosis involving
the dorso-paraventricular region of the head of
the caudate nucleus, the nearby caudo-putami-
nal gray bridges, and the dorsal third of the
putamen, although no volume loss was notice-
able on gross examination. Furthermore, subto-
tal neuronal loss involved the tail of the caudate
nucleus and, to a lesser extent, the body.
Evidently, this brain displayed changes involving
the neostriatum that were detectable in the early
stage of the illness. Thus, the question was raised
whether this gradient of neuronal loss and glio-
sis reflected the temporo-spatial, selective vul-
nerability of the HD striatum. Our interpreta-
tion of the findings was that the dorsal third of
the rostral neostriatum is especially prone to
degenerate in contrast to the relatively preserved
ventral third including the nucleus accumbens.
That the transition third exhibited the micro-
scopic features of its two flanked zones support-
ed the claim. Thus, within the degenerated part,
reactive astrocytes were the predominant cells,
while neurons were virtually absent. In contrast,
the relatively preserved area displayed the nor-

mally expected cellular population, and was dis-
tinguishable from the intercalated zone, in
which a mixture of apparently normal or degen-
erating neurons and reactive astrocytes were
identifiable. The initial awareness of the region-
al heterogeneity of the cellular population of the
neostriatum at different periods of the toxic
process needed to be confirmed. The serial pro-
cessing of a pool of brains from carefully cate-
gorised HD patients according to a strictly
applied protocol did indeed allow reliable com-
parison of changes at different stages of the
same disease.” Concomitant to these evolving
observations, a group of basic scientists includ-
ing Dr Nancy Wexler, James Gusella, and Marcy
MacDonald were deeply involved in the search
for the gene causing HD. Close interaction with
members of the group contributed to the con-
solidation and improvement of the grading sys-
tem, which has 5 grades (0-4) of severity of stri-
atal involvement. The awareness of the dynamic
research on HD steadily increased the donation
of brains, which was coordinated by Tom
Stevens, among others. Thus, the spectrum of
the disease became gradually evident and was
critically and constructively verified and
improved by collaborators such as Drs. Robert
Ferrante, Marian DiFiglia, and Tessa Hedley-
Whyte. Dr Eric Myers assessed the hereditary
and clinical features pertaining to the brains
evaluated, and analysed the correlations
between them and the grade assigned to the
brains.* When the candidate genes became avail-
able long before the actual gene was identified,

the samples that were most suitable for the tests
were those from patients whose anterior neos-
triatum (e.g., at the level of the nucleus accum-
bens) was moderately involved. Indeed, these
samples displayed within the same section the
three previously mentioned zones of the neos-
triatum: one that was gliotic and devoid of neu-
rons dorsally; an intermediary one less involved
than the dorsal one; and the relatively preserved
nucleus accumbens, which provided a kind of
internal control.

The widely used grading system has helped
to identify the earliest histopathological and
biochemical changes in HD. For example, the
analysis of low-grade HD striatum showed that
immunoreactive encephalin-containing neu-
rons projecting to the external segment of the
globus pallidus were more affected than the
substance P-containing neurons projecting to
the internal segment. It established that the stri-
atal degeneration in HD appears to move
simultaneously in a caudo-rostral direction and
in a dorso-ventral/medio-lateral direction.
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Conference Report

Primary Care Neurology Society Meeting

Birmingham, UK, 17 May, 2007.

he Primary Care Neurology Society
I (P-CNS; www.p-cns.org.uk) seeks to
develop links between primary and sec-
ondary care in order to optimise the care and
management of patients with neurological disor-
ders. A select audience (GPs and specialist nurses
vastly outnumbering neurologists) converged on
the Birmingham Hippodrome to hear presenta-
tions on a variety of topics of mutual interest and
concern, including dementia, stroke and TIA,
Parkinson’s disease, epilepsy and headache.

A number of talks focused on how much GPs
can and/or should do before involving secondary
care, particularly in light of NICE or expert
guidelines; for example whether or not to give a
trial of medication in suspected Parkinson’s dis-
ease prior to the recommended referral to an
‘expert’ for diagnosis (Paul Morrish), or diagnos-
ing dementia and using the dreaded ‘D’ word
(Louise Robinson). A study suggesting an aver-
age four year delay from first GP-recorded symp-
toms of dementia to actual diagnosis (Fam Pract
2007;24:108-16) may reflect, at least in part,
diagnostic and therapeutic nihilism in this area,
although with the latest (2006) NICE guidance
on cholinesterase inhibitor use (and non-use)
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such reticence may not necessarily seem inap-
propriate. Interestingly, an absolute criterion for
referral to the speaker’s clinic was GP perform-
ance of the MMSE, whereas we have found that
less than 20% of referrals to a dedicated
Cognitive Function Clinic report this as having
been done. There was no firm guidance to GPs
on the best screening or assessment tool for
dementia, the MMSE being described as “the
best of a bad lot”. P-CNS would seem ideally
placed to investigate this further, and provide
advice. On the other hand, it might perhaps be
seen as odd that the subject of dementia should
be on the conference agenda when NICE/SCIE
guidance essentially envisages no role for neurol-
ogy in the diagnosis and management of this
condition, despite its being the archetypal dis-
ease of higher brain function.

In a discussion on TIA/stroke (Ganesh
Subramanian) it was suggested that any cere-
brovascular neurological event lasting longer
than one hour, rather than the current twenty-
four hours, should be regarded as a stroke rather
than TIA, and the ABCD2 risk stratification for
TIA was promoted for wider use. Practical
advice was on hand for the management of dif-
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ficult problems, including neuropathic pain
(Chris Wells), for which codeine is apparently
worse than placebo. Delegates were urged to
consider the possibility of a neuropathic com-
ponent to many chronic pain syndromes,
including low back pain, with the therapeutic
options that this may open up. The recognition
of epilepsy syndromes was covered (Richard
Hills) with the aid of illustrative video-EEGs,
but some eyebrows were raised when the find-
ings of the recently published SANAD trial (see
ACNR 7(2): 39-40) were called into question on
methodological grounds. A talk on the diagno-
sis and management of headache (Andrew
Dowson) prompted lively debate. The need to
recognise concurrent anxiety, depression, and
social phobias which may drive the illness
behaviour in chronic headache was emphasised,
a point also relevant to neuropathic pain.

The need for a collaborative approach
between neurologists and GPs is self-evident and
will hopefully engage more practitioners, espe-
cially neurologists, in future P-CNS meetings.

CAH Fisher, Marches Surgery, Leominster
AJ Larner, WCNN, Liverpool, UK.








