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Code proposed for use of human tissue

A code of conduct for the bank-
ing and use of human tissue
has been proposed by a group

in the Netherlands. They say such a
code needs to be internationally
accepted to allow the development of
supranational networks of tumour
collections accessible via virtual
tumour banks. The current lack of
code may lead to the introduction of
strict laws on tissue banking which
‘‘will slow the progress of cancer
research, and, in the long term, will
harm patients rather than protect
them’’, they warn (Nature Reviews:
Cancer 2003;3:73^77).
The authors are part of a multi-

disciplinary group including patient
representatives, lawyers, researchers
and clinicians. It has been developing
the ‘‘Code for Proper Secondary Use of

HumanTissue in the Netherlands’’ for
the past 3 years. The code is now
binding for all members of medical
and biomedical research societies in
the Netherlands. The societies have
been encouraged to inform their Eur-
opean counterparts about the code
and the group hopes that it will be
adopted elsewhere.
Strict laws, such as those that exist

in Sweden, require patients to consent
to storage of their tissue and provide
separate consent for each individual
research protocol which would
involve it. At the other extreme, some
European countries have no consent
procedures at all. The Netherlands
code is intended to occupy the middle
ground.
It is based on the principle of allow-

ing patients who object to opt out.
Studies on directly identi¢able tis-
sue2where the researcher can easily

¢nd out the identity of the donor2
still require written informed consent
for each speci¢c researchuse. However,
where samples are indirectly identi¢-
able or anonymous, as longas patients
have been informed that their tissue
could be stored for use in future
research, and given the opportunity
to opt out, their consent is implied.
The code applies particularly to

existing samples in tumour banks
held throughout the world. Many
patients will not have been properly
informed about what could be done
with the tissue. Where re-exami-
nation of tissue has a direct impact on
patient care, for example, a search for

new biomarkers for cancer, consent
can be assumed. The code applies
where research is more esoteric.
Dr Jan Willem Coebergh (Erasmus

University, Rotterdam, The Nether-
lands), an EJC Editor, is co-author of
theNature report.‘‘The issue is fraught
with misunderstandings and mis-
judgements. One of the good things
about developing a code is that when
we de¢ned the issues and problems,
we found everyone could agree on
80^90%, and thenwehad to ¢ndaway
through the rest. In Holland we were
threatened with rather strict legisla-
tion, but since we developed the Code
it has been put on hold.We will be self-
regulating, which is much better than
if we had waited until the law was
introduced, and then had to object.’’
The legal situation varies elsewhere

in Europe. In the UK, the so-called
Alder Hey scandal, inwhich children’s
organs collected at post-mortem were
stored without parents’ consent,
caused a national outcry. Its legacy
has been a tightening of regulations

which, according to Professor Peter
Furness (Leicester General Hospital,
UK), advisor to the Royal College of
Pathologists, is causing enormous
problems to researchers.
Until 1995, patients who had con-

sented to surgery were considered to
have consented to use of their tissues,
unless they speci¢cally objected.
However current guidelines from the
UK Medical Research Council and
Department of Health require any
research project involving stored tis-
sue to be cleared by local ethics com-
mittees. The guidelines suggest that
consent should be obtained ‘‘where
practicable’’.
‘‘The interpretation of this is very

variable. A lot of ethics committees
take it as meaning you can’t do any-
thing without signed consent. An
awful lot of research projects have
been blocked as a result,’’ said Pro-
fessor Furness. He said that renewed
guidance, due out soon, leaves in the
suggestion that consent should be
obtainedwhere it is practical to do so.
Professor Furness said he knows of

two international studies inwhich the
UK arm has collapsed because of the
consent problem.‘‘It went ahead in all
other countries. We really are shoot-
ing ourselves in the foot as far as
research is concerned in this country,’’
he said.
At Peterborough General Hospital,

UK, pathologist Dr Chris Wolmack
said patients are generally happy for
their tissue samples to be used. In a
study presented to the CNIO meeting
(Madrid, December, 2002), nurses
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Tamoxifen ‘‘can prevent breast cancer’’
Tamoxifen ‘clearly’ reduces the risk

of oestrogen receptor (ER) positive
breast cancer, according to an over-
view of the chemoprevention trials
(Lancet 2003: 361: 296^300). How-
ever, the drug has so far had no e¡ect
on all-cause mortality and the
authors conclude that, except possi-
bly in women at very high risk with a
low risk of side e¡ects,‘‘tamoxifen can-
not yet be recommended as a pre-
ventive agent’’.
The overview included all ¢ve ran-

domised prevention trials comparing
tamoxifen or raloxifene with placebo.
It also used data from an overview of
adjuvant trials of tamoxifen versus
control.
Overall, the tamoxifen prevention

trials found that it reduced ER-posi-
tive cancers by 48%, but had no e¡ect
on ER-negative cancers. Tamoxifen
more than doubled rates of endo-
metrial cancer, but no increase has
been seen so far with raloxifene. Both
drugs increased venous thromboem-
bolic events.

Further steps that could reduce the
side e¡ects of tamoxifen include use of
a lower dose, concomitant use of low-
dose aspirin, and careful selection of
women to exclude those with risk fac-
tors for thromboembolism and endo-
metrial cancer. Alternatively, the
authors say, ‘‘new agents such as aro-
matase inhibitors, which do not have

these side e¡ects andhave shownearly
promise in preventing contralateral
tumours, need to be investigated.’’
Deaths among the women in the

trials are so far mostly from causes
other than breast cancer, and the ulti-
mate e¡ects on breast cancer deaths
cannot be judged except by modelling.
The tamoxifen groups have a greater
proportion of ER-negative cancers
which suggests that case-fatality may
be higher in the cancers that do arise

in this group, the authors say.
Professor Jack Cuzick (Cancer

ResearchUK, London) led the analysis
and said the overview combined data
on more than 40,000 women. ‘‘It is
clear to us now that the drug can
reduce the chance of high-risk
women developing the disease,’’ he
said.‘‘However, it is crucial that we fol-
low all the trials to their conclusions
and¢ndways to reduce the side-e¡ects
of tamoxifen before we can recom-
mend that high-risk women take the
drug to prevent breast cancer.’’
‘‘The early data on raloxifene looks

very promising: the trial shows that
the drug can reduce the risk of breast
cancer by 64% and cause fewer side-
e¡ects than tamoxifen. We will be
awaiting the results of its direct com-
parison with tamoxifen in the Amer-
ican STAR trial with great interest.’’
‘‘The future challenges for preven-

tion research are to ¢nd ways to
reduce the side e¡ects of tamoxifen
and investigate new agents such as
aromatase inhibitors.’’

‘‘ALLTRIALSMUSTBE
FOLLOWEDTOTHEIR
CONCLUSION’’

Carcinogenic herbal remedies
Herbal remedies such as European

birthwort, which contain plants of the
genus Aristolochia, are carcinogenic
to humans, according to a report from
the International Agency for Research
on Cancer (IARC), Lyons, France. The
IARC report found that cases of
rapidly progressing kidney failure,
tumours of the renal pelvis, ureter
and urinary bladder were caused by
mixtures of aristolochic acids in
Oriental herbs.
‘‘These herbal produces are mar-

keted for uses, for example weight loss

regimens, that were never con-
templated in the traditional healing
systems from which they emerged.
The toxic properties of these prepara-
tions are in most cases not well
known, and in many countries that
import these products herbal medi-
cines are not subject to rigorous stan-
dards with respect to manufacturing,
e⁄cacy, quality and safety,’’according
to a statement from IARC.
The pyrrolizidine alkaloid riddel-

line is found in Senecio riddellii and
other Senecio species, including S.

longilobus, which is used as a herbal
tea. It is clearly carcinogenic in
rodents and classi¢ed as ‘‘possibly car-
cinogenic’’ to humans in the report.
Similarly classi¢ed are anthraquinone
derivatives, which are widely used as
laxatives.They induce tumours in rats.

IARC Monographs on the Evaluation
of Carcinogenic Risks to Humans,Vol 82
‘‘Some Traditional Herbal Medicines,
some Mycotoxins, Naphthalene and
Styrene is available from IARC Press.
Contact press@ iarc.fr’’

interviewed patients pre-operatively
and asked for consent for surplus tis-
sue to be stored and used by biomedi-
cal companies. The rate of consent
was 98.8%, even though the tissues
were to be used solely for commercial
purposes. ‘‘It is uncommon to get an
adverse comment. Patients are posi-
tive about what we are trying to do,
especially where passing their tissue

on could lead to a potential advance
in diagnostics or therapeutics in their
disease.’’
Dr Coebergh says this does not les-

sen the urgency of dealing with the
legal and ethical issues.‘‘Patients may
be happy for us to use their tissues,
but this doesn’t count in law. There
are higher things at stake. The law
and the rule makers have to protect
patients who may not completely

understand or could be manipulated.
And with the new sciences of genetics
and proteomics, we will have so
much detail about human biology.We
need a way of dealing with this new
situation.’’

The‘‘Code for Proper Secondary Use of
HumanTissue in the Netherlands’’can be
viewed in Dutch or English at
www.fmwv.nl

Proposed code (continued)
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The Future of Stem Cell Research in Europe
After much dispute and many

attempts at compromise, the Eur-
opean Council of Ministers approved
the 6th Research Framework Pro-
gramme (FP6) on 30 September,
2002. Their approval included an
unexpected one-year moratorium on
funding for embryonic stem cell
research.
In a report due to be published in

the spring, the European Commission
is expected to recommend limited
therapeutic use of cloned stem cells.

However, the Commission report is
also likely to recommend that Mem-
ber States have the ¢nal say on whe-
ther any kind of stem cell research,
including EU-funded projects, will be
allowed in their countries.
If this is the case, and if the Eur-

opean Parliament is happy with the
report, it will end a lengthy chapter of
accusations of undue pressure and
threatening behaviour, which has
exercised many MEPs and Commis-
sion o⁄cials over the past two years.
The Council2the central decision-

making body of the EU2and the Par-
liament had reached an agreement in
June 2002 which permitted EU fund-
ing of embryonic stem cell research in
Member States where it was allowed.
However, this agreement was not in
writing, and the Council, at its meet-
ing in July, adopted the one-year mor-
atorium instead. Italy was the only
country to oppose the proposal,
which came from the Danish Pre-
sidencyof the EU.
The agreement caused uproar

among somemembers of the Industry,
External Trade, Research and Energy
Committee, which takes the lead on
discussions of EU research pro-
grammes. The chairman, Carlos Wes-
tendorp y Cabeza, MEP, expressed
heavy criticism of the Danish Pre-
sidency and claimed that Parliament
would block the entire budget for

research if the moratorium went
aheadwithout consultation.
Dr Peter Liese, a German Christian

Democrat MEPand former rapporteur
of the Parliament’s working party on
bioethics and biotechnology said:
‘‘This threat is absurd. The Parliament
lost its possibility to determine these
rules when adopting the Research
Framework Programme without any
clearly de¢ned rules on this topic. The
Council of Ministers is completely free
to determine rules for research on
embryos and embryonic stem cells.’’
The threat prompted further nego-

tiations and eventually it was agreed
that a new proposal on stem cell
research, based on an in-depth tech-
nical, ethical, and political study,
would be presented by the Commis-
sion to the Parliament for consulta-
tion. A policy is expected to be agreed

before the end of 2003. Until then,
there is agreement that ‘‘the Commis-
sion will not proposed to ¢nance such
research projects, unless they involve
already established banked or isolated
human embryonic stem cells in cul-
ture.’’
Ethical issues have always been a

thorny problem on the EU stage, but
this one seems to have been particu-
larly di⁄cult partly because of the
complicated nature of stem cell
research. Research Commissioner
Busquin, most of the members of the
Industry and Research Committee,
and a majority of the Member States
represented in the Council felt it was
not possible to create de¢ned ethical
limits for this research.
However, some feel that a sledge-

hammer is being used to crack a nut.
‘‘It is worth looking at the ¢gures that
Busquin has mentioned’’, says Peter
Liese. ‘‘The Commission was said to
have received 15,000 expressions of
interest in FP6. But the proposals con-
cerning human stem cells research

focus on adult and umbilical cord
stem cells. Only nine are concerned
with embryonic stem cells. Why
couldn’t he simply have said that he
would not consider those nine propo-
sals? That would have been the solu-
tion to a big problem.’’
Recent claims by the Raelian sect

that cloned babies have been born in
the US and Europe are likely to
in£ame the debate further. Commis-
sioner Busquin has already a⁄rmed
his opposition to reproductive cloning
and his support for the Franco-Ger-
man initiative for a world convention
banning the reproductive cloning of
human beings. ‘‘Reproductive cloning
of human beings must be condemned,
not only on obvious ethical grounds
and on the basis of common human
values, but also because it is an
entirely irresponsible practice from
the scienti¢c point of view: experience
with animals has shown that cloning
involves a huge number of risks and
uncertainties’’, he said in January.
Such cloning is already banned

under FP6. Speci¢cally outlawed are
any research activity aimed at human
reproductive cloning, at making per-
manent alternations to the human
genetic heritage and making such
changes hereditary, and at creating
human embryos solely for research.
Commission spokesmen have

denied that the report due to be pub-
lished in the spring would tackle the
issue of reproductive cloning, but
recent events are bound to muddy the
waters for all stem cell research.Whe-
ther, this time, reaching an agreement
will be more complicated as a result
remains to be seen. But just as stem
cells seem to be showing promise in
treating patients with advanced leu-
kaemia and lymphoma, it would be a
shame if the research became a poli-
tical football, and a decision made on
the basis of an instinctive reaction
against something which has most
likely not happened at all.

MaryRice
Brussels

‘‘ONLY 9OF15000 RESEARCH
PROPOSALSCONCERNED

STEMCELLS’’

‘‘A POLICYISEXPECTEDTOBE
AGREEDBEFORE THEENDOF

2003’
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Pioneers in Transgenics win Award
The Charles Rodolphe Brupbacher

Prize for Cancer Research, 2003, has
been awarded jointly to Professor
ErwinWagner (Institute of Molecular
Pathology, Vienna, Austria) and Pro-
fessor Rudolf Jaenisch (Whitehead
Institute of Biomedical Research,
Cambridge, Massachusetts). The prize,
awarded by the Swiss-based Charles
Rodolphe Brupbacher Foundation, is
awarded every other year. Recipients
are selected by an advisory board of
scientists, and will each receive
100,000 Swiss Francs.
Professor Wagner was chosen ‘‘for

his contribution to our under-

standing of the role of oncogenes of
the fos and jun family in development
and in cancer’’; Professor Jaenisch‘‘for
his contribution to our understanding
of the role of epigenetic DNA modi¢-
cation, in particular cytosine methyl-
ation in genomic stabilityand cancer.’’
Over the past 15 years, Professor

Wagner has analysed oncogene func-
tion in the intact mammalian organ-
ism, with particular emphasis on the
transcription factor complex AP-1
(c-fos and c-jun), and signalling mol-
ecules such as the EGF-receptor. He
discovered the EGF-receptor’s role in
the development of skin tumours and
contributed to studies on growth con-
trol of endothelial cells.
Professor Wagner was always con-

scious that oncogenes do not exist for
the purpose of bestowing cancer on
us and sought to identify their physi-
ological functions. He used transgenic
and knockout mice to demonstrate
that cancer and control of develop-
mental pathways are two sides of the

same coin. For example, in AP-1 func-
tion, he identi¢ed c-fos as a key reg-
ulator in bone development, and
discovered the role played by c-jun
and jun-phosphorylation in stress-
induced apoptosis. His gene replace-
ment and genetic complementation
analyses demonstrated that JunB can
act as a tumour suppression gene in
mice.
‘‘Erwin Wagner is not only a

remarkably productive scientist, but
also a gifted teacher who has been
able to pass his scienti¢c philosophy
and his rigorous, intensely focused
approach to biological problems on to
his students and co-workers,’’ the
awards committee noted. ‘‘The trans-
genic models of abnormal di¡erentia-
tion and growth pioneered by Erwin

Wagner have led to many insights into
the biology of cancer. It is to be expec-
ted that the wealth of paradigms that
he has created in the past years will
pose new questions, and yield many
additional answers, in time to come.’’
In his early work, Dr Rudolf Jae-

nisch pioneered the use of transgenic
mice as model systems of human
malignancy. He showed that animals
carrying a hypomorphic allele of the
major cytosine DNA transferase,
Dnmt1, were substantially less prone
to acquiring intestinal polyps in a
tumour-predisposing genetic back-
ground. It implied that cytosine
methylation promotes the transfor-
mation of the intestinal epithelium.
More recently, he has demonstrated

that DNA hypomethylation leads to
genomic instability and thus also to
cancer, predominantly lymphomas,
which suggests that DNA methylation
protects lymphocytes and other cells
from transformation.
Theawards committee stated,‘‘Taken

together, Dr Jaenisch’s studies demon-
strate that cytosine methylation plays
di¡erent roles in the genesis of cancer.
It is to be anticipated that the model
systems developed in his laboratory
over the years will substantially fur-
ther our understanding of the tissue-
speci¢c transformation process and
thus help in the development of more
e¡ective cancer treatment.’’

IVF link to retinoblastoma?
Children born as a result of in-vitro

fertilisation may be at increased risk
of retinoblastoma, say researchers
from the Netherlands (Lancet 2003;
361: 309^310). They note in a
research letter that, between Novem-
ber 2000 and February 2002, they
diagnosed retinoblastoma in 5
patients born after IVF.
Previous studies have suggested

that IVF babies do not have a heigh-
tened risk of cancer. However, they
calculated that if 1^5% of births in
the Netherlands are as a result of IVF,
the relative risk of retinoblastoma
among these children is almost 5-fold.
If 1% of births result from IVF, the
relative risk is increased 7-fold. ‘‘This
possible association of an increased
risk of retinoblastoma in a population-

based study needs to be established,’’
they say.
A commentary on the paper (Lancet

2003; 361: 273^274) points out that
most mothers of children with malig-
nancies do not volunteer information
about undergoing IVF. If 3.0% or 3.5%
of children born in the period studied
were born as a result of IVF, the rela-
tive risks of retinoblastoma would be
much lower than those recorded, it
states.
‘‘Whatever the ‘true’ incidence of

retinoblastoma is after IVF, there is
little doubt that a heightened
awareness and a multidisciplinary
approach with a closer follow-up of
children conceived with assisted
reproductive technologies are needed,’’
it concludes.

Professor Rudolf Jaenisch

Professor ErwinWagner
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Why economics matter
Professor Ralph Crott is head of the
EORTC’s Health Economics Unit. He
trained in applied economics, technology
assessment and clinical epidemiology, and
worked on economic evaluation of drugs,
before becoming Professor of Pharmacoeco-
nomics at the University of Montreal. He is
co-chairing the EORTC’s 3rd European Con-
ference on the Economics of Cancer (Brus-
sels,7^9 September 2003).

How important are health
economics?
Increases in health care expenses are
generally growing faster than economic
growth and state revenue. Even allowing
for needed increases in health care bud-
gets, there will always be a limit to ¢nan-
cial and manpower resources as demand
forhealthcare is potentially in¢nite. Some
choices will always have to be made.

Why are costs increasing so steeply?
Newmedical technology, including drugs
and diagnostic equipment, is generally
more expensive than old technology and
is driving the growth of expenses along
with greater demand by patients and an
aging population. On the other hand, it
leads to better medical care and
improved clinical results.

How keen are health professionals
to enter this debate?
There is a worldwide reluctance among
healthcare professionals. As students,
theyare never taught about the structure
or ¢nancing of the system in which they
will be working. They face issues of cost

every day of their working lives, but they
have no preparation for it. The US and
Canada are more cost conscious than
elsewhere, partly because of how their
healthcare systems are ¢nanced. Where
closed budgets are introduced, such as in
the UK, cost consciousness is raised
because choices have to be made. Health
professionals tend to be in general less
cost-conscious in countries where they
are paid on a fee-per-patient basis, with
no budgetaryconstraints.

Who should conduct economic
evaluations?
We need a combination of expertise in
statistics, economics, clinical epidemiol-
ogy and clinical medicine. In Europe,
groups are mostly academic and run by
economists; in the US and Canada the
work is more often carried out in phar-
macy schools or Schools of Public
Health. There is an urgent need for inte-
grated multidisciplinary teams working
on de¢ned projects in independent
research organizations.
Medical assessment boards or groups

tend to work from the perspective of the
health system or insurers. The EORTC is
exceptional in that it is a non-pro¢t-mak-
ing organisation, independent of govern-
ment or industry with an international
approach. There are few cooperative
groups like this anywhere in the world.

How accurate are economic
evaluations?
Ideally, you need a large database linking
the health records of patients, initial hos-
pital treatment received, toxicity, care
received after discharge, including com-
munity care and re-hospitalisation,
appointments with GPs and nurses, and
the outcome of treatment.
In Europe, few databases like this exist

and until we have this detailed data we
will only have a partial picture.We need
to know about the downstream e¡ects of
treatments in every day practice.

Are the issues in cancer di¡erent
from those in other diseases?
The complexity of care with its interac-
tion between disciplines makes follow-up
di⁄cult, but that is the same in other
complex diseases likeAIDS or diabetes.

Should economic evaluation be an
integral part of clinical trials?

Clinical trials are not always the best way
of assessing e¡ectiveness. They may be
too short or designed to look mainly at
survival and disease progression.We are
also concerned with other aspects of care
like Quality of Life and follow-up and
end-of-life care. Health economic evalua-
tions need to answer requirements by
health authorities for drug registration,
but are also academic research on ther-
apeutic approaches with registered com-
pounds. A clinical trial tells you what
happens in a controlled environment.
But there is a need to check up on what
happens afterwards, whether things that
work in trials actually work in everyday
clinical practice and to optimise every-
day treatment strategies.

How transferable are economic
assessments?
They need to be conducted locally. Every
European country has a di¡erent health
care system and di¡erent costs. Analysis
of a procedure in Sweden could have a
quite di¡erent outcome to one carried
out in Germany.This is the attractiveness
of an organization like the EORTC with
its unique European focus.

What developments do you expect
over the next10 years?
Increasing momentum for evaluations to
be carried out by 3rd parties. And, I hope,
increasing involvement by clinicians. Not
all, but some must engage in this process.
In general, good medical care is good
economics; optimal medical care is cost
e¡ective. Diagnostic or follow-up tests
that don’t alter medical practice are best
avoided from both points of view.

What do you hope the conference in
September will achieve?
It will bring together all health econo-
mists in the ¢eld of cancer, and be an
exchange forum where we can learn
from each other on methods and data-
bases. There will be presentations on the
advances in methodology over the past 3
to 4 years, and on links with clinical ana-
lyses. We’re inviting a panel of o⁄cers
from medical and drug assessment
boards. Economic analyses are not being
used su⁄ciently by policy decision-
makers, often because committee mem-
bers don’t understand the statistics. This
needs to be addressed.

Professor Ralph Crott

News/EuropeanJournal of Cancer 39 (2003) 551^555 555


