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terms of quantities such as volume, surface area and number
or size of components. While morphometric analysis of struc-
tures visible to the naked eye has a long history, the application
of such techniques to structural details of the cell is relatively
recent. The quantitative data so obtained can be subjected to
statistical analysis to provide more reliable evidence of
alterations compared to purely descriptive methods. Several
of the recent advances in morphometric techniques have
been devised or imported from other disciplines.

This article attempts to study the normal human colorectal
mucosa using morphometric techniques. However, studying
normal human tissue has certain limitations. The presence of
a moderate number of infiltrating leucocytes in the lamina
propria raises a doubt as to whether the tissues studied were
actually normal.

As the authors have used routinely processed and stained
tissues, the results can be used for comparison with patho-
logical material. Morphometric changes were observed in
the epithelial cells during differentiation and migration.
These could be of importance' in relation to abnormal
differentiation processes such as anaplasia and dysplasia.
Since routine qualitative assessment and grading of dys-
plastic lesions is highly subjective, quantitative morphometric
measurements could play an important role in discerning
subtle differences which could facilitate diagnosis. 1,2
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SUMMARY
Thirty-eight centres from Ireland, Italy, The Netherlands and
the United Kingdom took part in a prospective study to assess
the role of androgens as an adjunct to ALG in the treatment of
AA. The trial was coordinated by the European Bone Marrow
Transplant Severe Aplastic Anaemia (EBMT SAA) working
party and included 134 newly diagnosed patients, agedI to
70 years with acquired aplastic anaemia. All patients at
commencement were given ALG with methylprednisolone.
They were then randomized to receive or not to receive
oxymetholone from day +6 until day + 120. Patients responding
at 120 days were offered either a bone marrow transplant if a
suitable donor was available; or a second course of ALG with
androgens,if not given in the first course. The response rate at
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Although sometimes even very simple morphometric data
such as cell diameters using a simple ocular micrometer can
help clinch a diagnosis.! more elaborate studies using an
image analyser (as in the present study) make the task easier
and quicker.

The authors did not find any regional differences in the
right and left side of the large bowel. This may be due to the
very small number (three from the right colon) of specimens
studied. As suggested by them, this needs further investiga-
tion in view of the marked differences in cancer incidence
reported between the right and left colon.'
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120 days was significantly greater in patients receiving androgens
(56% v. 40%, p=0.04). 111 patients with less than 0.5x109/L
neutrophils the response rate was significantly lower without
androgens than with androgen treatment (p=0.05). There was a
significant advantage for females with less than 0.5 x 109/L
neutrophils who were in the androgen group.

COMMENT
Bone marrow transplant (BMT) is the treatment of choice ~
for acquired aplastic anaemia. However, BMT demands
specialized care which includes the HLA typing of patients
and potential donors and intensive support until haemato-
logical reconstitution has been achieved. Further, a number
of patients are not candidates for BMT because of a lack
of HLA identical siblings who can donate' marrow. ALG
has been used as an alternative first-line treatment either
alone or in combination with anabolic steroids and/or
corticosteroids.I-? Success rates of 50% to 80% have been
reported? and studies have shown that females have a
significantly poorer response. Different androgens have
been used in both high as well as low doses.'

There has been concern about the side-effects of anabolic
steroids especially in females and this randomized trial has
helped to demonstrate that androgens used together with
ALG provide a significant improvement in response rate at
4 months in females with severe AA. The overall response at
4 months was better in the group receiving androgens and
results after cross-over at 120 days showed that patients
starting with androgens were less likely to respond to the
second course when androgens were included. The authors
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conclude that androgens should be given with ALG and
prednisolone in the first course and not as salvage treatment.

Severe aplastic anaemia is associated with a high mortality
and a number of different treatment schedules are currently
under evaluation. Results with androgens alone are poor.
The role of therapeutic agents such as cyclosporin A and
recombinant haemopoietic growth factors has not yet been
clearly identified. The findings of this study make it possible
to recommend the use of androgens together with ALG and
methylprednisolone.
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SUMMARY
The authors studied the association between physical fitness and
mortality (overall and cardiovascular) over 16 years in 1960
Norwegian men aged 40 to 59 years. The participants were
recruited from five companies in Oslo from 1972 to 1975 and
excluded 54 men with pre-existing disease or ill-health. Base-
line information included a medical history, physical examination,
blood tests, phonocardiography, chest X-ray, spirometry,
electrocardiography and a symptom-limited bicycle-exercise
tolerance test (the exercise continued until the subjects became
exhausted). They were then analysed by fitness quartiles
(quartile 1 being the lowest level of fitness and quartile 4 the
highest). Subsequently deaths were identified from the
Norwegian Central Bureau of Statistics. Complete information
on all the subjects was obtained by 31 December 1989and deaths
were categorized into cardiovascular or non-cardiovascular
events. After an average follow up of 16 years there had been
271 deaths, 53% of them from cardiovascular disease. The
cardiovascular mortality for quartile 4 compared to quartile
1 was 0.41 (95% CI: 0.20 to 0.84; p=O.013) after adjustment for
age, smoking, systolic blood pressure, cholesterol, triglycerides,
vital capacity, glucose tolerance, resting heart rate, body mass
index (BMI) and physical activity level. The overall mortality
for quartile 4 compared to quartile 1 after adjustment for the
same variables was 0.54 (95% CI: 0.32 to 0.89; p=0.015), for
quartile 3 it was 1.0 (95% CI: 0.71 to 1.41; p=0.92) and for
quartile 2 it was 0.92 (95% CI: 0.66 to 1.28; p=0.58). The
authors claim to have demonstrated 'a graded, inverse associa-
tion between physical fitness and mortality from cardiovascular
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causes over a period of 16 years that is independent of age and
conventional coronary risk factors'.

COMMENT
Exercise has always been thought to be 'a good thing' but it is
only recently that the' focus has changed from encouraging its
uptake by a minority of people who were 'good' at it to
involving the whole community. Consequently the modern
message in developed countries is that regular physical
exercise is enjoyable, contributes to health and fitness for
everyone, and should be part of the daily routine.

The health benefits of aerobic exercise are not conclusive'
and this prospective cohort study examined the evidence on
this by grading subjects into varying risk categories based on
their physical fitness and then following them over a period
of time. The authors had previously reported results after
7 years- and are now reporting them after 16 years.

Their paper is one of two original papers on exercise in the
same issue of the New England Journal of Medicine. In the
second paper Paffenbarger et al.3 studied the exercise levels
of middle-aged and older men who had been at Harvard
College and their subsequent mortality. Their conclusions
too were that regular leisure exercise protects against
coronary heart disease and all-cause mortality. .

Both papers are discussed by Curfman in an editorial' who
accepts their usefulness in the debate on the health benefits
of exercise, but also notes that there is a paucity of data about
exercise and health in women. Curfman points out that in the
Sandvik study 'a high exercise capacity does not necessarily
mean that a person exercises regularly'. Further, the expla-
nation for their findings may be either that exercise does
indeed protect against cardiovascular disease, or that fit men
live longer because they ,were healthier at the start of the
study. ,

Despite these criticisms, Sandvik et al. have carried out an
important study which also highlights the need to extend our
epidemiological knowledge in this field including studies on
women. It also demonstrates the use of a reliable and valid
information system (deaths recorded. by the Norwegian
Central Bureau of Statistics).

The benefits of exercise are thought to exist for all age


