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to children under the age of 5 from at-
risk communities.

Taken together, the two papers pub-
lished in this issue of Archives indicate a
widespread insufficiency of vitamin D in
children. Worryingly, from the perspec-
tive of current UK strategies to prevent
vitamin D deficiency, virtually all of the
vitamin D metabolite measured in the
serum of the Manchester cohort was
sunlight derived. Taken together with
the earlier data from Sheffield, there
may be a need to revise our current
approaches to the prevention of vitamin
D deficiency and insufficiency.

For now, however, we need to take
simple, practical measures to reduce the
burden of early bone disease and other
later problems. These measures need to
be part of our routine practice and
recommendations, particularly in the
at-risk groups of infants and young
children from non-white backgrounds.

Children’s medicines

Education is a major part of this.
Paediatricians, obstetricians, midwives,
health visitors, and GPs all need to remind
patients that there is virtually no vitamin
Dinbreast milk, and that totally breast fed
babies should be supplemented (irrespec-
tive of the colour of their skin) until
receiving a full mixed diet. The other
recommendations from the CMO are clear
and simple and should now be applied
universally inrespect of infants and young
children. We do still need to decide how
best to meet the needs of older children
and adolescents in a culture that covers
up, either with clothing or with sunscreen.
Perhaps more exercise outdoors would
help deal with this problem.
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Scottish paediatricians are aware of

the concept of off label prescribing (p
XXX)."' The term off label relates to the
use of a medicine in a manner different
from that recommended by the manu-
facturers in their product licence.” A
formal classification system for the
different types of off label and unli-
censed drug use was described in 1997.
In a period of a few vyears, several
studies confirmed that off label drug
prescribing was a significant problem in
children in hospital,” in neonates,* and
in primary care.’

The main reason for carrying out
these epidemiological studies was to
highlight the fact that medicines used
in children have not been scientifically
cvaluated to the same extent as those
used in adults.®” Groups such as the
European Network for Drug
Investigation in Children have high-
lighted that this is a problem in different
European countries® and subsequent
studies have shown that it is a world-
wide problem.” Off label prescribing is
associated with a greater risk of drug
toxicity.” This is to be expected as the

It is reassuring that the majority of

www.archdischild.com

licensing process is carried out to ensure
the efficacy and safety of medicines.

EUROPEAN LEGISLATION

The political response to the problem of
off label prescribing in children has been
discussed both mnationally and at a
European level. Legislation is currently
being proposed that would hopefully
improve the scientific study of medi-
cines in children." This proposed legis-
lation will offer a financial incentive to
the pharmaceutical industry as it is
accepted that the cost of studying
medicines in children is greater than in
adults. Legislation in the USA has been
successful in ensuring that more medi-
cines are licensed for paediatric use."
Concerns have been raised, however,
that the types of medicines studied are
those that generate the greatest profits
rather than address the clinical needs of
children."”

The proposed European legislation
recognises this point and suggests the
establishment of a paediatric commit-
tee.'" It is essential that the members
of the paediatric committee are advo-
cates of children and ensure that the
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medicines studied are those that will
improve patient care. The majority of
Scottish paediatricians are prepared to
participate in clinical trials." A weakness
of the Aberdeen study, however, is that
it did not try to differentiate between
clinical trials of medicines for condi-
tions where treatment is currently
unsatisfactory and clinical trials of
“me-too” medicines.

A major weakness in the proposed
European legislation is the lack of fund-
ing for Medicines Investigation for the
Children of Europe (MICE). This was in
the original proposal but was unfortu-
nately dropped owing to differences over
who should fund it. The creation of a
fund to ensure research and develop-
ment of off patent medicines would
significantly benefit children.

DEVELOPMENTS IN THE UNITED
KINGDOM

There have been three major develop-
ments within the UK over the last few
years. The publication of the BNF for
Children following on the success of
Medicines for Children will hopefully
result in safer prescribing of medicines.
The establishment of a Medicines for
Children Research Network should
facilitate the performance of clinical
trials. The UK is unique in that it now
has a formally recognised training pro-
gramme in paediatric clinical pharma-
cology.” The first fully accredited
trainee has recently completed her
training. Paediatric clinical pharmacolo-
gists working alongside other paediatric
health professionals have helped to
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ensure that medicines are used more
safely and effectively in children.

TRANSPARENCY

As the number of paediatric clinical
trials increases it is essential that the
information from these trials is made
readily  available. The  European
Commission has already funded a
European Paediatric Clinical Trials
Register (www.dec-net.org)."” This is
the only paediatric clinical trials register
worldwide.’* There is no charge for
investigators who wish to enter their
trial onto the register. The European
Paediatric Clinical Trials Register is
freely accessible to both paediatric
health professionals and the public. It
is essential that information regarding
paediatric clinical trials remains open
and accessible to all. We have seen the
problems associated with the lack of
publication of important clinical infor-
mation by the pharmaceutical indus-
try,'” and paediatric health professionals
have a duty to children to ensure that
this information remains in the public
domain.

SAFETY

It is important to remember that the
rationale for the European legislation
and the establishment of research net-
works to perform clinical trials in
children is to improve the evidence basis
on which medicines are used in chil-
dren. This should hopefully result in the
safer and more effective use of medi-
cines. One needs to be aware that
adverse drug reactions (ADRs) may
occur during the course of a trial."® If

Falling necropsy rates

such ADRs do occur, then it is essential
that consideration is given to stopping
the trial. Many clinical trials incorporate
the establishment of a data monitoring
committee/independent safety monitor-
ing board.” Such a committee has the
responsibility to evaluate suspected
ADRs and also to terminate the trial if
this is felt appropriate. Every single
clinical trial does not require such a
committee but if there is any likelihood
of significant toxicity then the creation
of such a committee is essential. The
responsibility for safe clinical trials in
children rests primarily on paediatric
health professionals rather than on the
pharmaceutical industry or the regula-
tory authorities. These are exciting times
in relation to the development of med-
icines for children but it is essential that
the safety of children in clinical trials is
paramount.
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Falling necropsy rates and risks to

public health
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Perspective on the paper by Verity et al (see page 608)

the results of their continuing

study of progressive intellectual
and neurological deterioration (PIND)
in childhood'. The most surprising
aspect of this study is the low rate of
necropsies in this carefully followed
group of children; only four of the 46

Dr Verity and his colleagues publish

deaths were examined after death. This
is an obstacle to detection of variant CJD
(vCJID). Although most of this group of
children had undergone investigations
in life that allow a “probable”” diagnosis
to be made in the adult population,
detailed neuropathological study
remains the only way to confirm this
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diagnosis. Although the annual inci-
dence of new cases of variant CJD has
declined overall since 1999, more onsets
have been observed in 2004 than in
2003, suggesting that it is premature to
assume that this disease will soon
disappear.” Furthermore, the age speci-
fic incidence of variant CJD has
remained essentially unchanged since
the disorder was first described in 1996,
reinforcing the need for continued
paediatric surveillance.

While this low necropsy rate has
serious implications for public health
and for understanding of the epidemiol-
ogy of vCJID, there are far wider implica-
tions. PIND is heterogeneous and 92
children (almost 10% of the study group)
had no diagnosis; half of these died. They
never will have a diagnosis. How will we
begin to understand the nature of their
disease? How can we prevent it?
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