








580

adult blood pressure, and fetal growth can therefore be
linked with hypertension, a known risk factor.*
Experiments on animals have shown that infant feeding
programmes lipid metabolism throughout life.*?

Our results suggest that greater early growth will reduce
deaths from ischaemic heart disease. In England and Wales
past trends in infant mortality, an indicator of infant growth
and health, correlate with subsequent trends in ischaemic
heart disease in the same generations.'® The large falls in
cardiovascular mortality in the United States, Canada,
Australia, and New Zealand during the past twenty years
may also have resulted from improved child growth and
health, reflected in the fall in infant mortality sixty and more
years ago."’

The benefits associated with postnatal growth are greatest
for babies with below average birthweight (fig 1): heavier
weight at onc year is accompanied by large reductions in
death rates. Promotion of infant growth in babics of below
average birthweight may therefore be a priority. Among
babies with above average birthweight the risk of ischaemic
heart disease is below average, irrespective of infant growth.
Measures that promote infant growth may have additional
benefit. Birthweight is strongly influenced by maternal
height,'® which is itself largely determined by growth in
early childhood.!® Increased growth of infant girls may lead
to improved prenatal growth in their babies and may further
reduce deaths from ischacmic heart disease.

We are grateful 1o Hertfordshire County Archives, who preserved the
records and allowed us to use them; to the University of Southampton
Archives, who stored the records during data abstraction; and to the staff at
the NHSCR, Southport, and OPCS, London, who traced the men. Maire
Dudleston, Carot Mincher, Sunita Parhar, and Julie Stevens computerised
the data. The Milk Marketing Board gave a grant to assist tracing.
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Summary Granulocyte-macrophage colony-

stimulating factor (GM-CSF), given to
accelerate recovery from cytopenia induced by high-dose
(7 g/fm?) cyclophosphamide, reproducibly brought about a
dramatic increase (up to 1000-fold) in the number of
peripheral blood granulocyte-macrophage colony-forming
units (CFU-GM). These circulating progenitors were
harvested by leucapheresis and reinfused, together with
autologous bone marrow cells, in seven patients with cancer
after total body irradiation and melphalan. Complete
haemopoietic recovery occurred in all seven transplanted
patients in a very short time: mean (SD)9-1 (0-9) days (range
8-11) to achieve more than 0-5 x 10%/1 neutrophils, 9-9 (1-7)
days (range 8-13) to over 1 x 10°1 neutrophils, 10-7 (2+6)
days (range 9-16) to over 0-5 x 10/ platelets, and 13-6 (4-2)
days (range 13-21) to over 1:0 x 10"/l platelets. A reduction
in the severity of mucositis was also observed. The rapid
haematological recovery made possible by this approach
promises to increase the therapeutic index of high-dose
chemoradiotherapy regimens and to widen their role as
treatment for chemoradiosensitive tumours.

Introduction

THE availability for clinical use of haemopoietic growth
factors will profoundly affect chemotherapy-induced
cytopenia, which is the main factor contributing to
morbidity, mortality, and underdosing in cancer treatment.
Several clinical trials have shown beneficial effects of
granulocyte-macrophage  and  granulocyte  colony-
stimulating factors (GM-CSF and G-CSF) on bone
marrow function in patients who had received standard-
dose chernotherapy for tumours' and subjects accidentally
exposed to caesium-~137 radiation.® Cancer patients treated
with high-dose combination chemotherapy and autologous
bone marrow support who received GM-CSF showed
faster myeloid recovery than similarly treated historical
controls.®” Although the time to achieve a granulocyte count
of 0-5 x 10°/1, was shorter in patients receiving GM-CSF,
the effect was most pronounced during GM-CSF infusion.
After discontinuation of the growth factor leucocyte counts
in treated patients fell to control levels,® suggesting that an
important component of the observed response was
probably due to demargination of cells and mobilisation of
mature cells from the bone marrow.*®* Moreover, no
consistent effect on platelet count was noted.®”

GM-CSF could be useful in the setting of autologous
bone marrow transplantation in a different, indirect way.
Socinski and colleagues® showed that GM-CSF, given alone
or after cytotoxic chemotherapy, expands the circulating
pool of haemopoietic progenitor cells by approximately
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