
allowed cases of what later became identified as HIV infection
to be distinguished from rare sporadic cases of primary or
secondary T cell immunodeficiency.

Emotional reactions seem to have clouded the fact that at
the moment none of the epidemiological criteria pointing to a
new transmissible agent have been met by these most recent
cases. The null hypothesis remains that they may represent
merely the increasing ascertainment of cases of rare spon-
taneous primary or secondary immunodeficiency disease by
doctors whose awareness has been sharpened by extensive
experience of HIV. Despite a number of sporadic cases over
the past few years,`6 the total number of reported cases
remains low and insignificant when compared with the total of
250 000 cases of AIDS reported so far in the United States.
There is no suggestion of case clustering or of a pattern of
sexual or vertical association of cases, in contrast with what
was apparent in AIDS studies at an early stage. The number
of cases reported has not seemed to be increasing, although a
rapid rise can now be expected as clinical teams report
additional isolated cases for the first time.
Even if epidemiological support appears for a transmissible

agent, its isolation and identification may prove difficult.
Preliminary work suggests that currently classified human
retroviruses have been excluded. The sensitivity and speci-
ficity of the assays used could, however, result in even
relatively closely related strains being missed. Full published
data on attempts at isolating cell lines and reverse transcrip-
tase activity in cultures are awaited with interest. Reports of
viruses isolated from individual patients will need to be
interpreted with caution in view of previous experience of
cross contamination of laboratory cultures and the difficulty
of assigning pathogenicity to any isolates obtained from
immunodeficient people.
The cases already under investigation probably represent a

heterogeneous group with mixed aetiologies. These will
include some cases of primary immunodeficiency not yet
appropriately classified and also some of immunodeficiency
secondary to occult illness such as lymphoproliferative disease
or malignancy. Even cases of primary immunodeficiency
presenting in adults can show evidence of clinical and
immunological progression similar to that described by
Laurence in Amsterdam. Careful collection of epidemio-
logical and clinical data on reported cases will be required to

assess the results of laboratory investigations under way. The
proposal of the Centers for Disease Control and the World
Health Organisation to coordinate reporting and classification
of cases is welcome since any preliminary laboratory findings
must be rapidly confirmed or refuted on the basis of a larger
series of cases.
Answers to questions such as the wider relevance of any

preliminary findings for the safety of national blood supplies
will have to await the full evaluation of work already under
way and the development of sensitive and specific detection
systems for any new pathogens that may eventually be
identified.

It seems that press hunger for a story from a conference on
AIDS that otherwise reported steady slow progress against a
problem of immense dimensions has resulted in renewed
pressure to publicise claims before the peer review system has
established that they are soundly based. Press interest raises
public concern at a stage when objective scientific appraisal is
not possible and results in independent researchers appearing
flat footed and defensive. One lesson that should be learnt
from this experience is the need for the media to understand
the nature and importance of scientific method and to
appreciate that premature exposure of an incomplete investi-
gation is not in their long term interests or those of the general
public or the scientific community.

A G BIRD
Senior Lecturer,
HIV Immunology Unit,
Department of Medicine,
Royal Infirmary,
Edinburgh EH3 9HB
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Vitamin K and childhood cancer

The risk ofhaemorrhagic disease is certain; that ofcancer is not

Many events in early life have been reported to be associated
with the development of cancer in childhood.' One un-
expected finding was the association with vitamin K given
after birth among the 33 children from the national cohort
of children born in April 1970 who developed cancer by
the age of 10.2 In this issue Golding and her colleagues, who
found this association, report a further study, in which they
identified a group of children who developed cancer and
compared them with a larger group born in the same hospitals
but who had not developed cancer.' Again they found an
association between administration of vitamin K and child-
hood cancer, with a relative risk of around 2-0 when the
vitamin K was given intramuscularly. Can this be true, and, if
it is, what does it mean?
The design, method, and conduct of epidemiological

studies all need close scrutiny before their findings can be
used to drive clinical practice. Moreover, epidemiological
associations do not establish causation; the association may
mask another cause. In this case Golding et al looked for
confounding factors but did not find any. An association also
demands more attention if it persists in many studies, and no
doubt this report will provoke such inquiries.

If the association holds it has major implications. Bio-
logically it means that a single injection of a drug at a
vulnerable time doubles the risk of a child developing cancer.
The clinical implications are also considerable. In those
countries where vitamin K is given by injection to all children
a relative risk of 2-0 means that the rate of cancer would be
halved if vitamin K prophylaxis was withdrawn.

In their first study, on the national cohort, Golding et al
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found an association between cancer and vitamin K given by
whatever route; in 1970 most doses would probably have
been by injection. In the second study they distinguished
between oral and intramuscular vitamin K. Only injected
vitamin K was found to be significantly associated with
cancer. This may be a dose effect. The preparation used is
Konakion, which is phytomenadione (vitamin K,) in a vehicle
of polyethoxylated castor oil, propylene glycol, and phenol.
Though it was designed for intramuscular injection, it is also
given orally in the United Kingdom. After a single injection
blood concentrations in the newborn reach peak values at
12 hours of 350-1900 ng/l, while after a single oral dose the
peak is reached at four hours and ranges from 20 to 330 ng/l.4
Vitamin K given orally is not as effective as injected vitamin K
in preventing late onset haemorrhagic disease caused by
vitamin K deficiency.

It is breast fed infants who suffer from bleeding caused by
vitamin K deficiency; the condition is rare in formula fed
infants. Most infant formulas are now fortified with vitamin
K, but even before they were they were reported to be
protective. There is no evidence that formula fed babies are
more likely to develop cancer than those who are breast fed. In
the first 30 days of life infants fed on formula may receive as
much as 1-5 mg of vitamin K, whereas breast fed infants
receive a tenth of that amount.6 While we await confirmation
or otherwise of the association between vitamin K and
childhood cancer it seems reasonable to develop a programme
of oral administration for all infants at birth, followed by
vitamin K supplementation of breast fed infants over subse-
quent weeks. When the oral route is not available a small dose

(100 Mtg) could be given by injection. There are, however,
problems with the products available, and the British
Paediatric Association and the Department of Health recently
convened a meeting of experts to consider the issues in detail
and make recommendations.

Vitamin K is given to prevent haemorrhagic disease of the
newborn (which occurs in infants aged up to 7 days) and late
onset bleeding due to vitamin K deficiency (which occurs
from 7 days to 6 months). Late onset bleeding is rare (4 to 8
cases per 100 000),7 but 30-50% of those affected die or are left
with severe brain damage. This is certain; the risk of cancer is
not. Before we change our practice we must be confident that
any programme of oral administration will be as effective as
injected vitamin K and that all infants who need it will receive
it.
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Understanding schizophrenia

Structural andfunctional abnormalities of the brain are present in the condition

As we know little of the aetiology of the condition and have
failed to identify any consistent structural or physiological
abnormalities in those possessing the familiar symptoms, the
only defining characteristic available to us is the syndrome
itself.

Kendall

In the 20 years since this was written neuroscientific
research has put the brain back into schizophrenia. Research
is proliferating and providing ever more evidence of organic
dysfunction in schizophrenia. What are the relevant findings,
and what do they tell us about neural functioning and
aetiology in schizophrenia?

Neuropathology had little to offer in the early part of this
century. The findings were so conflicting as to be uninterpret-
able, and research on the subject was nearly abandoned
because of the many methodological difficulties in clinical,
epidemiological, and technical research.2 Modern techniques
of neuroimaging, better diagnostic methods, and rigorous
neuropathological studies have combined to resurrect the
topic,' and an extraordinary research effort is yielding some
consistent necropsy findings. Brains from some (though not
all) schizophrenic patients are lighter and smaller than those
from controls.4" Enlargement of the lateral ventricles has been
described repeatedly, particularly in the anterior and tempo-
ral horns.4" Reductions in the volume of the medial temporal
cortex structures (hippocampus and parahippocampal gyrus)
have been reported in studies comparing schizophrenic
patients with non-schizophrenic controls and normal con-

trols.47 Neuronal loss has been found in the hippocampus and
entorhinal cortex89 and in other cortical areas, including the
prefrontal cortex and the cingulate and motor cortices.'°
Disarray in cerebral cytoarchitecture has also been noted. 2
The evidence that the medial temporal cortex is affected is

consistent enough for one authority to conclude that "it is
probable that all schizophrenics have abnormalities in the
medial temporal lobe which differ in degree but not in kind,"'"
but the aetiological importance of this finding is unclear.
Cellular loss and disarray in the absence of gliosis strongly
implicate aberrant neurodevelopment, but reports of wide-
spread focal cerebral lesions in some cases is more suggestive
of postnatal neurodegenerative processes.6

Imaging techniques that show the brain's structure (com-
puted tomography and magnetic resonance imaging) and
function (positron emission tomography and single photon
emission tomography) have revolutionised investigation of
these questions. Johnstone et al first used computed tomo-
graphy to substantiate early pneumoencephalographic find-
ings of enlarged ventricles in schizophrenic patients,' and
their findings renewed interest in postmortem research. A
flood of imaging studies has provided further evidence of
subtle non-progressive ventricular enlargement and reduced
cortical volume particularly affecting the temporal lobe and
the hippocampus.'4'6 The structural abnormalities have been
correlated with various neuropsychological deficits and poor
clinical outcome in some patients.'7 Interestingly, however,
studies of identical twins discordant for schizophrenia have

BMJ VOLUME 305 8 AUGUST 1992 327

 on 24 M
ay 2023 by guest. P

rotected by copyright.
http://w

w
w

.bm
j.com

/
B

M
J: first published as 10.1136/bm

j.305.6849.326 on 8 A
ugust 1992. D

ow
nloaded from

 

http://www.bmj.com/

