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Perhaps the nearest to this aim, though inevitably still a long
way from perfection, are recent studies of women in a village
in the Gambia.6 These began with an attempt to improve the
quantity of the milk output by substantially supplementing
the diets of a chronically malnourished and overworked group
of women. There was surprisingly little effect on lactation-
probably because supplementation from birth onwards is too
late in the day. The circulating prolactin activities, however,
were substantially altered. In control, unsupplemented, under-
nourished mothers these rose to very high levels in the first
weeks of lactation and fell very slowly thereafter. After 18
months the serum prolactin activities in these women were not
much lower than the highest achieved soon after birth by their
privileged British sisters, even though milk outputs in the two
groups were apparently similar. Dietary supplementation to a
level comparable with the intake of the British women
substantially reduced the Gambian prolactin activities without
there being any change in frequency of breast feeding. Even
higher activities of prolactin occurred in unsupplemented
Gambian mothers when seasonal factors reduced still further
the supply of food. At this time there was a small decrease in
the frequency of feeding compared with nutritionally more
favourable times of year, so that this is unlikely to have been an
important factor.

In a further note the same authors7 claim to have shown
substantially earlier ovulation in dietarily supplemented
mothers, inferred from changes in the circulating concentra-
tions of oestradiol and progesterone; and this seems to be borne
out by the occurrence of earlier conceptions. Here again the
daily number of breast-feeding episodes was unchanged. One
suggestion has been that suckling by the inadequately breast-
fed babies ofthe unsupplemented mothers may have been more
intense, but since the quality of milk is substantially unaltered
by maternal malnutrition, and since its quantity was not
altered by this intervention, this objection is hard to sustain.
Whitehead and his colleagues conclude: "The message

seems clear, there is a real risk that improving the diet of
malnourished lactating women can cause a shortening of birth
intervals and, consequently, a rise in birth rate."7

In the light of such emerging evidence it may be that we in
privileged society will have to be a little less ready to preach
prolonged breast feeding to our less fortunate sisters. No one
doubts that a reasonable degree and duration of breast feeding
are essential for babies in their impoverished predicament, but
would the more reasonable and more positive conclusion not
be that we should concentrate on feeding the mothers as well
as the babies-and help them find a less cruel and potentially
less damaging form of contraception?
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Authors of the world, unite...
"Why don't you editors get together, produce a uniform style,
and save our secretaries retyping all those references ?" authors
ask at meetings. The answer is that they have: five years ago,
meeting at Vancouver, a group of full-time editors of bio-
medical journals produced a set of recommendations which at
a stroke reduced the number of possible reference styles from
2632 to one. Many prestigious journals have adopted the
Vancouver style (or the Uniform Requirements for Manu-
scripts Submitted to Biomedical Journals, to give its official
title); unfortunately, others lag behind and authors still
complain that valuable secretarial time is being wasted. So it
might fairly be asked whether the new style is logical, accept-
able, and workable. Though obviously parti pris, I believe that
the answer to all these questions is yes, that editors should
adopt the style, and that authors should press them to do so.
The principal bone of contention remains the Harvard

system of references (names of authors and dates cited in the
text and the reference system in alphabetical order) versus the
sequential numbering system of references in the text. After
long debate, the decision at Vancouver to follow the second of
these was taken on three main grounds. Firstly, the original
agreements among the 30 American clinical journals used the
numbering system, as did a subsequent agreement among the
editors of a group of biochemical journals. Secondly, by 1977
over two-thirds of American biomedical journals were using
this style, which is based on that used by the Index Medicus.
Thirdly, readers prefer the numbering system to the Harvard
style as it makes their task in finding what they want easier
and quicker.1 Furthermore, the usual so-called advantages of
the Harvard system (knowing the "stable" from which the
article comes) are not necessarily always present, and in any
case intelligence on the part of the author or the subeditor can
convey the same information in an article that uses the
Vancouver system. Take, for example, a hypothetical article
written by nine authors from the liver unit at St Cecilia's
Hospital, with the principal and only well-known investigator,
Professor John Supremo, appearing last. In the text in Harvard
style this might appear as "HLA status was unimportant in the
aetiology of primary biliary cirrhosis (Blocks, Tackles, Nuts,
et al, 1963)," with-given that the three authors were untried
juniors-the article's provenance remaining unknown. In
Vancouver style the passage could read: "as Professor Supremo
and his colleagues showed at St Cecilia's Hospital in 1963,4
HLA status...."
The revised preamble to the Uniform Requirements (p 1766)

emphasises what the document is not: a diktat to editors, who,
provided they accept the numbered system of references, can
change styles and formats to their own taste. In particular,
some editors feel strongly about the position of the date in the
reference list, and they are totally at liberty to place this where
they like. What acceptance does imply is that if authors have
articles styled correctly that are accepted for publication by a
journal that has signed the Vancouver convention, that journal
will not require the author to make changes to fit its own house
style. The legitimate distinction between accepting articles
written in accordance with the recommendations and subse-
quent changes has confused many authors. Thus journals
should indicate in their instructions to authors whether they
will accept articles written in the Vancouver style and also
what elements they will change themselves in the subediting.
The original composition of the International Committee of

Medical Journal Editors was broadly based, and it has been
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extended subsequently. Editors now have organisations for
discussing issues of policy in both Europe (European Associa-
tion of Science Editors2) and the USA (Council of Biology
Editors), and it seems probable that at a meeting to be held in
Australia next month a similar organisation will be formed for
that part of the world. In turn this should mean that the
members of the international committee are better placed to
make recommendations on future policies. Given that the
format of references has been established, then, there are many
opportunities, for example, for standardising abbreviations,
making recommendations about what constitutes dual publica-
tion, and encouraging the use of SI units in those countries
that have not adopted them. Nobody is suggesting that there
should be any conformity in facts or opinion-rather the
reverse, since the existence of conventions frees both authors
and editors to concentrate on content-but one thing is clear:
the present system whereby each editor chooses his own
variation in reference style is wasteful, unnecessary, and has
no advantages. Authors should pressurise editors to adopt a
style which has been well thought out, is already used by many
major journals, and which works.

STEPHEN LOCK
Editor,
British Medical Journal
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Treatment of unresectable
pancreatic cancer
Adenocarcinoma ofthe pancreas is a disease of late presentation
and appalling prognosis-and its incidence is increasing. The
five-year survival rate of less than 2% reflects the fact that
almost all patients have overt or occult spread of tumour
at the time of diagnosis.1 2 New methods of investigation have
led to welcome improvements in the accuracy of diagnosis,
but no therapeutic benefits will be possible so long as surgeons
see only patients with symptomatic disease. Radical surgery is
unlikely to cure more than a handful of patients and even in
skilled hands morbidity and mortality remain distressingly
high.2

Until recently chemotherapy or radiotherapy or both had
shown little or no promise as alternatives or supplements to
palliative surgery. Interpretation of the results of these
treatments was (and to some extent remains) hampered by
lack of histological confirmation of diagnosis, absence of
randomised control trials, difficulty in objective measurement
of tumour response, and failure to define or adhere to strict
treatment protocols.

Just over a year ago Mallinson and colleagues3 reported the
results of a prospective randomised controlled trial of multiple
chemotherapy in 40 patients with inoperable pancreatic
cancer, some of whom appeared to have only local disease at
laparotomy while others had overt metastases. Their treatment
consisted of a five-day initiation course of fluorouracil, metho-
trexate, vincristine, and cyclophosphamide within one
month of diagnosis, followed by intravenous bolus injection
of fluorouracil and mitomycin given daily on five consecutive
days at six-weekly intervals until death or for two years.
The incidence of side effects was acceptably low, and confined
mostly to reversible bone marrow depression and transient

nausea. The lack of histological confirmation of the diagnosis in
14 patients reflects reluctance on the part of referring surgeons
to undertake biopsy of the pancreas, an attitude that is still
common despite the safety and accuracy of methods now
available to obtain material for histological or cytological
examination.4- These considerations aside, Mallinson et al
reported a median survival of 44 weeks in treated patients as
opposed to nine weeks in controls.

Early claims for the efficacy of palliative radiotherapy7
were weakened by poor trial design and inconsistent adminis-
tration of chemotherapy to some patients. One early prospective
double-blind controlled study from the Mayo Clinic8 compared
the effect of moderate doses of radiation (35-37 grays (Gy) or
3500-3700 rads) with that of a combination of radiotherapy and
5-fluorouracil in 64 patients with locally unresectable tumours.
The group receiving combination treatment had a longer mean
survival time (10.4 months) than their counterparts receiving
radiation plus placebo (6-3 months), and radiation alone was
thought unlikely to have had any influence on survival. More
recently, Moertel and colleagues9 have reported a prospective
randomised comparison of high-dose radiotherapy (60 Gy
(6000 rads)) alone, moderate-dose radiotherapy (40 Gy
(4000 rads)) plus 5-fluorouracil, and high-dose radiotherapy
(60 Gy) plus fluorouracil in the treatment of unresectable
pancreatic cancer. All their patients had histological con-
firmation of the diagnosis, were without evidence of distant
metastases at laparotomy, and had regional disease en-
compassed by a 400-cm2 radiation field. Seven institutions
took part in the trial and 194 patients were available for assess-
ment. Radiotherapy was given in two-week courses of 20 Gy
(2000 rads) with a two-week rest period between them. The
5-fluorouracil was given as an intravenous bolus on the first
three days of each course of radiotherapy and thereafter was
given weekly for two years or until progression of the tumour
was evident. Nausea and vomiting were common complica-
tions, though seldom severe; marrow depression was also
common (particularly when 5-fluorouracil was combined with
radiotherapy), but mucocutaneous complications were rare.

Radiotherapy alone proved inferior to either combination of
radiotherapy and chemotherapy and was abandoned after 106
patients had been entered. Though patients randomised to
receive high-dose radiotherapy with 5-fluorouracil had a longer
median interval before tumour progression (33.7 versus 23-3
weeks) and a longer median survival (49.4 versus 36-5 weeks)
than their counterparts receiving moderate-dose radiation
with 5-fluorouracil, neither difference was statistically signifi-
cant; and by 15 months the two groups had overlapping survival
curves. As 5-fluorouracil has very weak activity against pan-
creatic adenocarcinoma and as its administration did not appear
to affect the frequency with which distant metastases were the
first indication of recurrence, the authors suggest that its
primary effect was enhancement of the local effect of radio-
therapy.
These results were achieved in patients with locally un-

resectable pancreatic cancer without overt distant metastases-
a clinical picture found in about one-third of patients at diagno-
sis. Moertel and colleagues9 are laudably cautious in pointing
out that the therapeutic gain can hardly be considered sub-
stantial. Median survival was increased by only a few weeks,
many of which were taken up by treatment-an important
aspect of trials of chemotherapy and radiotherapy in malig-
nant disease.
Many important questions are as yet unanswered. For ex-

ample, is the combination of radiotherapy with chemotherapy
superior to chemotherapy alone in treatment; can the results of
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