
disease has a characteristic picture of impairment, with a
small number of shared features.'4 At present there are no
simple bedside tests to assess speed of cognition in patients
with subcortical dementia, though more subtle tests of
language, memory, problem solving, and naming objects
represented by pictures may help differentiate it from the
cortical variety.'5

Distinguishing cortical from subcortical dementia may
have some therapeutic value as states of subcortical dementia
(in addition to parkinsonism) may be amenable to treatment
with dopamine agonists and levodopa. Clinically, most
treatable dementias exhibit a subcortical pattern, whereas
Alzheimer's disease remains incurable.'6 Better awareness of
the cognitive deficits associated with particular dementias will
hopefully lead to better management.
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Sex, pregnancy, hormones, and melanoma

Exogenous oestrogens do not seem to have a role in causation

The possible role of exogenous oestrogen in the aetiology of
melanoma has aroused considerable controversy since the late
1970s when a study from the California Kaiser Permanente
Health Plan suggested that oral contraceptives increased the
risk of developing melanoma.' Despite at least 1 1 case control
studies since then the controversy persists, with most reports
concentrating on the role of oral contraceptives rather than
hormone replacement therapy.2 The main reason for the
continuing debate is the difficulty in designing a study that
takes into account important variables such as duration of oral
contraceptive use, histological subtype, and aetiological
factors such as sunlight. Although a link between oral
contraceptive use and superficial spreading melanoma has
been suggested, overall results do not suggest a substantial
effect oforal contraceptive use on the aetiology ofmelanoma.23
Women with melanoma have a significantly better prognosis

than men, with five year survival of77% and 64% respectively.4
Several factors account for this: most women present with
lesions on the legs, which carry a more favourable prognosis,
while men present mainly with lesions on the trunk.4 Further-
more, on presentation the average tumour thickness is
significantly less in women,' although this may reflect the
tendency of women to seek medical attention earlier. The
survival advantage for women, however, persists even after
these factors have been taken into account. 6 7Women's better
prognosis than men might therefore be interpreted as support
for the argument that oestrogens inhibit the growth of
melanoma, and recent studies supports this. In particular,
endogenous oestrogens have an inhibitory effect on mela-
noma.48 Several cases have been reported of melanoma
diagnosed in premenopausal women metastasising many
years later in the postmenopausal period.8 In addition, five
year survival in premenopausal women is significantly better
than that in postmenopausal women.4

If endogenous oestrogens improve the outcome of mela-
noma then might exogenous oestrogens do so as well? The
Melanoma Cooperative Group examined the relation between
oestrogen administration and tumour characteristics in

women with stage I melanoma.9 Women who had taken oral
contraceptive at any time before diagnosis presented with
significantly thinner tumours than women who hadn't, and
women who used oral contraceptive in the year before
melanoma was diagnosed had thinner lesions than those
who had stopped use more than a year before. But oral
contraceptives did not alter survival, probably because users
had a higher incidence of truncal lesions than non users. A
similar trend towards thinner lesions was also seen in those
who used hormone replacement therapy.
The important question that arises from this work is, why

do women who take oral contraceptives present with thinner
lesions. It may not be a direct effect of oral contraceptives but
could be due to oral contraceptive users seeking medical
attention sooner.
Anecdotal reports have been published of rapid progression

of melanoma during pregnancy.'0 Melanomas associated with
pregnancy are significantly thicker than melanomas in non-
pregnant women, but the reason for this is unknown." When
melanomas of identical thickness are compared there is no
effect of pregnancy on survival, and pregnancy does not seem
to increase the risks of recurrence after treatment for
melanoma. "

Although many questions remain unanswered about the
relation between melanoma and the hormonal environment,
several conclusions are possible given the current state of
knowledge. Firstly, there is no evidence that the use of
exogenous oestrogens, either oral contraceptives or hormone
replacement therapy, have a role in the aetiology ofmelanoma.
Secondly, women have a survival advantage over men that
could be due to an inhibitory effect of endogenous oestrogens
on the growth of melanoma. Thirdly, exogenous oestrogens
do not promote progression of the disease in patients with
melanoma, so women who have previously been treated for
melanoma can safely use hormonal supplements. And lastly,
pregnancy seems to carry no adverse effect on survival after
treatment for melanoma. Nevertheless, we advise patients
with thick lesions (>2 mm) to consider delaying pregnancy
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for two to three years as this is when they are at the greatest
risk of relapse.
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Adhesion and the cancer jigsaw

May help explain metastasis

In 1889 Paget asked "What is it that decides what organs shall
suffer in a case of disseminated cancer?"' More than a century
later this question remains unanswered despite intensive
investigation into tumorigenesis and metastasis. New
research, however, is improving our understanding of the
molecular basis of neoplastic behaviour. Such work may
provide better variables to assess tumour cell biology, which
may, in turn, form the basis of new modalities in the
treatment of cancer.
The concept of adhesive forces holding tumour cells

together and the decrease in this adhesion allowing them to
spread is not new. Fifty years after it was first proposed,2
cellular adhesion (and the molecules that are responsible) is
attracting increasing attention. This has been facilitated
largely by the production of monoclonal antibodies directed
against these cell adhesion molecules and the ability to
introduce alterations into the genetic make up of a cell in order
to study changes in subsequent protein expression.
Two sorts of receptors mediate cellular adhesion-those

that play a part in intercellular interactions and those that
mediate interactions between cells and their surrounding
extracellular matrix (a scaffold of glycoproteins and collagens
supporting the cells). The main receptors responsible are
integrins, cadherins, selectins, and members of the immuno-
globulin superfamily.3 Integrins are the prime mediators
of cell-matrix interactions and cadherins of intercellular
interactions. Apart from being implicated in tumour invasion
and metastasis they have also been implicated in wound
healing, inflammation, coagulation, and embryogenesis.4

Neoplastic transformation results from the loss of normal
controls over the growth and differentiation of cells5; once
transformed, the cells require a reduction in adhesiveness
to detach themselves. For migration to occur the affinity
between cells and endothelium or lymphatic channels needs
to change. For a cell to attach in a particular target organ
further changes in receptor expression, at both the target and
the invading cell, are necessary. A prerequisite for these cells
to form a metastasis is an increase or re-expression of
intercellular adhesion receptors coupled with a capacity to
grow independently.67
Thus, theoretically, at any stage the malignant process may

be interfered with and arrested by modulating adhesion.
Several laboratories have reported experiments in which
dissemination of intravenously injected tumour cells in mouse

tissues has been inhibited by a simultaneous injection of a
peptide containing the protein sequence recognised by many
integrin receptors as their ligand. The loss of adhesion
resulting from the peptide injection may deny the cells
anchorage and traction for growth and migration.8 In vitro
and in vivo studies have shown that in many human tumours
there is a widespread deregulated expression of cell adhesion
molecules,9-" and this has implications for the behaviour of
these neoplasms.

Evidence is now emerging that these molecules not only are
important in adhesion but also transduce signals into cells that
control morphological differentiation, gene expression, and
cell motility.3 The control of cellular morphology through
linkage of the receptor tail to the cytoskeleton has provoked
much interest. As an inverse relation exists between growth of
the tumour and morphological differentiation in many human
cancers" induction of a differentiated phenotype by the
promotion of the activity of cell adhesion molecules has been
proposed as a mode of treatment.'3 This would probably limit
the growth potential of a developing tumour. Modulation of
the expression of integrins and cadherins either by blocking
with monoclonal antibodies'4 or by genetic manipulation with
full length cDNAs or antisense RNAs has produced dramatic
results on the differentiation of tumour cells. Other workers
have found that the invasive and metastatic potential of
neoplastic cells falls when they are subjected to these
treatments.'5 16
Such findings provide another perspective on the metastatic

cascade. The process is, however, much more complex, and
other modifiers of biological responses such as soluble growth
factors and cytokines clearly have some degree of interplay
with adhesion molecules.'7

Clinically, cell adhesion molecules may serve as selective
markers for some tumours. This could be useful for either
diagnosis or prognosis. The location of these molecules (or
their neoplastic isoforms) on the surface may facilitate the use
of specific monoclonal antibodies coupled with drugs or
radioactive markers in tumour imaging and delivery of
drugs. 18 The possibility of altering adhesiveness through
genetic transfection in vivo, however, remains to be explored.
Advances in our understanding of how the function

of adhesion molecules is controlled may lead to their future
incorporation into treatment. The recent cloning and
characterisation of a gene located on chromosome 16q that
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