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Editorial

InearlyMarch the International Nar-
cotics Control Board (INCB), a UN
agency, issued its annual report

highlighting – yet again – the plight of
millions of people around the world who
continue to suffer acute and chronic pain
because of insufficient use of analgesics.

How can this still be happening, nearly
a quarter of a century after the World
Health Organization made a concerted
effort to promote pain relief with the
launch of its simple strategy, the ‘three-
step analgesic ladder’?

It’s not all bad news – global con-
sumption of opioids has more than dou-
bled over the past decade. However, this
has occurred mainly in Europe and North
America. In 2006 these two regions,
which contain less than 20% of the
world’s population, accounted for 89%
of the global consumption of morphine.
Even here, the picture is far from perfect.
A survey of nearly 5,000 cancer patients
conducted last year in 11 European coun-
tries found that one in two patients suffer
moderate to severe pain, while more than
10% of those surveyed indicated that their
pain is sometimes so bad that they want
to die (see www.paineurope.com). What
must life be like for cancer patients in the
developing world?

Inadequate knowledge and skills in
pain management are partly to blame,
but so are regulatory impediments and

� Kathy Redmond � EDITOR

economic constraints. Irrational and
entrenched fears about the risk of opioid
addiction among patients and profes-
sionals alike also play a role.

Opioids such as morphine are not
exorbitantly expensive and should be
used, as appropriate, in all cancer patients
who need them. Given all the techno-
logical and scientific advances we can
draw upon, it seems barbaric that anyone
should be left to live with unrelenting
pain or die screaming in agony.

This is an issue of basic human rights.
Governments have amoral responsibility to
ensure that all their citizens can access
appropriate pain control, by identifying
and addressing national impediments to
state-of-the-art pain management, includ-
ing overly bureaucratic regulations gov-
erning the prescription of opioids.

Health professionals also have a moral
responsibility to equip themselves with the
knowledge and skills they need to manage
pain effectively. Anything less would be a
dereliction of duty.

A major effort will be required if we are
to turn around the picture of pain man-
agement presented in future INCB
reports. But it has to be made, to ensure
that the many millions of people diag-
nosed with cancer in years to come aren’t
forced to face the excruciating and life-
sapping pain that is the reality for huge
numbers of cancer patients today.

Shameful
statistics of pain
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Ulrik Ringborg:
tackling the fragmentation of
Europe’s cancer efforts
� Marc Beishon

Ulrik Ringborg remembers a time before pressure on cancer services led Sweden to abandon

a model that combined clinical and research responsibilities. He believes comprehensive

cancer centres, similar to those in the US, are key to restoring that link, and could provide the

backbone to unify efforts to improve cancer care in Europe.

T
he challenge of overcoming fragmen-
tation in theEuropean cancer effort has
been amajor preoccupation among key
players for some time. According to
Ulrik Ringborg, professor of oncology

and director of the Cancer Centre Karolinska, in
Stockholm, building and strengthening compre-
hensive cancer centres (CCCs) – where care and
prevention is integratedwith research andeducation
– will be crucial to any solution, both at a national
and Europe-wide level.As president of the Organ-
ization of European Cancer Institutes (OECI), he
is determined to play his part, and the Karolinska
gives him a very strong base from which to work.

“Cancer is very strong here.We are the only one
outside of the US to make a list of the top 15 most
effective cancer centres – ranking number 12 in a
recent bibliometric analysis,” says Ringborg.
“Karolinska overall is a big organisation with some
18,000 employees, and up to a quarter of the
resources and as many as 120 research groups are
devoted to cancer. But we still have a great deal of
fragmentation among the various clinics, which

meanswe are not carrying out truemultidisciplinary
working for all patients.And are all those research
groups collaborating in an optimal way? Of course
not. The challenge for us – and for all university hos-
pitals around Europe – is how to delineate a com-
prehensive cancer centre that includes advanced
treatment and research.”

Such CCCs cannot exist in isolation, he adds.
Fewhospitals or dedicated cancer institutes, if any,
have the scale of the majorAmerican centres, and
more effective translational research will not hap-
pen around Europe without collaboration both
among research groups and among centres. “We
need to have a common view of what translational
research is,” saysRingborg. “It is not just about bridg-
ing basic and clinical research, but also about struc-
tured implementation into routine care. Thewhole
process goes frombasic to outcome research – but
there is an enormous gap in introducing new
approaches into healthcare systems and evaluating
them. We have especially to bridge the implemen-
tation gap as well as the basic–preclinical divide.”

Pointing to success in rare cancers, such as
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some leukaemias, where cross-border collabora-
tion ismore or less forced on researchers and clini-
cians [see also Spotlight, p42], Ringborgmentions
new pan-European organisational initiatives he
believes will greatly increase such working. Last
November, heads of many of Europe’s top cancer
centres and institutesmet in Sweden and cameup
with the ‘StockholmDeclaration’– amission state-
ment for creating a collaboration platform among
the most active centres and basic/preclinical
research organisations [see alsoGrandRound, p17].

Meanwhile, the OECI is currently piloting
accreditation criteria for CCCs, not least to help
expand the number in Europe – the current mem-
bership of around 60 needs to almost double,
says Ringborg.

Other initiatives he flags up include theNetwork
of Core Institutions (NOCI), a research-oriented
group of élite centres under the auspices of the
European Organisation for Research and Treat-
ment of Cancer (EORTC); the TuBaFrost
biobanking project led by the OECI; and the
Eurocan+Plus project, funded by the European

Commission (EC) to look at how theEuropean can-
cer effort could be improved (Ringborgwas a leader
of one of the work packages).

It is, he says, an encouraging picture, and these
are by nomeans the only promising avenues – links
with the EC’s Innovative Medicines Initiative and
Initiative for Science in Europe are also ongoing.
“We cannot put all our eggs in one basket – but we
do have one message,” he says.

That message emphasises the CCC as the
building block forEurope, andRingborg says his pri-
marymission – and one that he spends at least half
of his time on now – is developing true compre-
hensiveness at the Karolinska.

Ringborgwas not earmarked formedicine at all
– hewas a talented pianist and seemeddestined for
an arts career, but felt hewas being pushed too hard
in this direction. “I was also interested in psychol-
ogy and how the mind works, and went into medi-
cine with an aim of doing brain research.” After
initial training in Gothenburg, he moved to the
Karolinska Institute in the late 1960s,where hewas
able to combine research in cell biology (and landed
aPhDonRNAsynthesis on the salivary gland cells
of midges), with the completion of his internal
medical training.

Hebenefited fromhaving a superbmentor – Jan
Waldenström, one of Sweden’s most famous
medical scientists (who gave his name to a rare type
of non-Hodgkin’s lymphoma, Waldenström’s
macroglobulinaemia).Thus inspired,Ringborg chose
to combine his basic and clinical skills in oncology,
andhewent on to obtain a combinedSwedishqual-
ification in medical oncology and radiotherapy.

It was an age where, at the Karolinska at least,
clinicianswere actively encouraged tobuild research
careers. “The then director, Jerzy Einhorn, under-
stood that to build oncology it is very important to
involve preclinical research, and he recruited peo-
ple with academic backgrounds and provided us
with small labs. Itwas possible then to carry out clin-
ical duties in themorning and research later on–but

“It was possible then to carry out clinical duties in

the morning and research later on – but that’s changed”

CoverStory

6 � CANCER WORLD � MAY/JUNE 2008

ORGANIZATION OF EUROPEAN CANCER INSTITUTES

The Organization of European Cancer Institutes held its first general assembly
in 1980 – some way behind its US equivalent, the Association of American
Cancer Institutes, which was founded in 1959 and currently comprises 91 of the
country’smain academic and freestanding cancer research centres.With around
60 members, the OECI still has long way to go on the membership front, as
Ringborg acknowledges. Its current primary initiative – cancer centre accreditation
– should attract more interest, he says.
In addition toanaccreditation team, theOECI hasworking groups for improving clin-
ical guidelines, education, new technology development and pathobiology, where
themain initiative is the TuBaFrost tissuebankproject. TRANSFOG, aprojectwork-
ing on the systematic identification of novel cancer genes, is also run by theOECI.
Its next scientific conference and general assembly is scheduled for 20–24May
in Genoa. For further information see www.oeci-eeig.org



A prevention programme of note was started in
1987 to identify peoplewith a genetic predisposition
formelanoma, nowcarried out inmost parts of Swe-
den using a standard protocol for collecting data,
held centrally at the Karolinska. Sweden also has a
nationalmelanoma care programme and registry as
a result of work by the Swedish Melanoma Study
Group. “With this kind of structure available to can-
cer centres you can have a dynamic healthcare sys-
tem–but otherwise you are lost,” saysRingborg.He
singles out Scotland andAustralia as other countries
with strong groups in melanoma developing good
patient registers, but says these are lacking in other
countries, notably the US.

In 1992, as the health sector was starting to be
hit by financial restraints, Ringborg reluctantly
stepped up into management, filling the posts
vacated by Jerzy Einhorn of director of the cancer
centre and head of oncology at the hospital. “Swe-
den had been in a privileged position, but budget
cutswere starting to bite then. It wasmy colleagues
whopersuadedme to apply, as I’d decidednot to ini-
tially,” he says.

He took up his newmanagerial responsibilities
within a system of cancer care that had been reor-
ganised in 1974 around oncology centres based at
university hospitals – building dedicated cancer
centres had been deemed too expensive. Each
hospital had themission of integrating cancer care
in its region, and common care programmes were
drawn up, regional registries established and
screening developed.

It had proved to be a good model for evidence-
based care, but the structure has been left wanting,
says Ringborg, due to financial cut-backs and
increasing complexity in oncology, which ‘tradi-
tional organ-oriented clinical specialties’ are ill-
equipped to deal with. The growing numbers of
chronically ill, andmore elderly patients, are putting
the system under further strain, he adds, with the
result that the quality of service is patchy. “Inequal-
ities exist, above all, in themanagement of patients
with recurrent disease.”

of course that’s changed thanks to increased clini-
cal demands and the huge increase in complexity in
cancer research.”

Cancer clinics also had dual clinical/academic
responsibilities,whichwere later split up in the face
of political pressure to deliver hospital services.
Ringborg was among the last to enjoy such dual
working, then common in Swedish university hos-
pitals. Rebuilding the links – but in a way that
accommodatesmodernworking – is a key part of his
work now at the Karolinska.

Ringborg’s ownwork took him into several spe-
cial interests, including head and neck cancers and
sarcomas, but hismain interest is inmelanoma.He
co-founded theSwedishMelanomaStudyGroup as
far back as 1977, and this has provided amodel for
the type of multidisciplinary working that he feels
is essential for delivering that weaker part of many
cancer centres’ activities: implementing innova-
tion in day-to-day practice.

Having amultidisciplinarymelanoma group in
place at theKarolinskamade it far easier andmuch
faster to introduce new findings into clinical prac-
tice, says Ringborg (and Sweden has carried out
important clinicalmelanoma trials on its own part).
“I remember when studies came in showing that it
was not necessary to carry out lymph node dissec-
tion in head and neckmelanomas.Wewere able to
agree that in just sixmonths or sowewould change
our care programme and end all such procedures
in the Stockholm area, as wewere able tomeasure
outcomes and show we were not affecting the
prognosis negatively.”

Another example was implementing a much
smaller surgical margin around thin tumours –
1cm instead of 5cm– and also decreasing surgical
margins on tumours of intermediate thickness.
“When we’d looked at the data we could see we
could change practices almost immediately,” he
says. “Butwithout the right infrastructure to imple-
ment them and evaluate outcomes, it could be
years before change happens, as indeed happens in
many places.”

CoverStory
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“With care programmes and registries you can have

a dynamic healthcare system – otherwise you are lost”



The lack of a national cancer plan makes it harder
to address such inequalities, though plans are
afoot to develop a national cancer strategy. The
country does not yet have the type of networking
initiatives seen in France, Italy and theUK for can-
cer centres and translational research, but of course
it is not the onlyEuropean countrywith such a frag-
mented system. It all adds to Ringborg’s determi-
nation to see the Karolinska playing its part as a
comprehensive cancer centre at both national and
international levels.

Yet Sweden certainly does not languish near the
bottomofEuropean cancer league tables –quite the
reverse. “If you look at the Eurocare data, we have
some of the best figures, such as for breast cancer,
aswehave a good screening programmeand success
in treating primary disease. But all this good work
can be undone if we don’t have the right approach
for the future.”

And since government funding was curtailed,
the Karolinska Institute generally has been very
successful at raising funds for biomedical research
– indeed it has been dubbed ‘Karolinska Inc’ on
account of its commercial approach to working
with industry and taking advantage of aSwedish rule
that allows scientists to own their own discoveries.
An ‘innovation system’was started in 1996, and the
institute is to be found among the leaders in most
rankings of medical universities for research.

For cancer, Ringborg has a significant set of
achievements to look back on over the 15-plus
years since he took over from Einhorn – especially
in research. “Without doubt the best is building the
Cancer Centre Karolinska research labs next door
to the Radiumhemmet [the first cancer treatment
clinic in Sweden, sited on the main Karolinska
campus]. I helped raise a lot of money for this
building andwe are celebrating its 10th anniversary
this year. It is very important to have researchers
close to the clinic, and it has attracted groups who
havemoved fromelsewhere in theKarolinska cam-
pus and from other institutes.” The CCK, as it is

known, is an independent foundation, and its labs
are at the disposal of staff at both the Karolinska
Institute and the hospital.

Strong research groups include those working
on tumour immunology, the P53 protein, tumour
infrastructure and biomics. Almost half of the
Swedish Cancer Society’s funding already goes to
the Karolinska, and Ringborg says little more
nationalmoney can be expected – so theEuropean
Commission is another important source, and
there are several international research groups
coordinated by his teams.

Other highlights are the establishment of a clin-
ical trials centre, and a rehabilitation centre for
cancer patients –Ringborg reckons this is one of the
few in Europe, and covers both pyschosocial and
physical therapy (he mentions the Montebello
Centre in Oslo as another example).

Ringborg’s ideal of aCCC received a boost four
years ago, when a combined KarolinskaUniversity
Hospital was formed by merging Stockholm’s two
university hospitals – Huddinge hospital in the
south of the city and the Karolinska in the north.
Themany groups involved in cancer are nowbeing
streamlined across the sites, organised in preclini-
cal and basic research and inwider networks based
on disease type. So far 12 networks – on tumours
such as skin, lung, breast, andhead andneck–have
been set up, each aiming to bring together clinical
research, nursing, basic research and epidemiology.
The hospitals had for some time been under the
control of Stockholm county council, and not the
state – and it is the local politicians and theKarolin-
ska Institute, says Ringborg, who put their weight
behind not just the hospitalmerger but also awider
strategy to overcome the divide between the clini-
cal and academic worlds, called the Stockholm
Academic Health Care System, which has cancer
as one of its core health ‘profiles’.

Comprehensive means the four ‘cornerstones’
of prevention, care, research and education –work-
ing in such a way as to create ‘innovation’ – a word

It has been dubbed ‘Karolinska Inc’ on account of its

commercial approach to working with industry
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tissue banks to carry out advanced research.”
While recognising that theUS does have prob-

lems in collaborative working, partly owing to the
diktats of intellectual property policy, Ringborg
considers that theUSNationalCancer Institute has
made great strides in defining the qualities of a
CCC, and the sheer size of most of the centres
means they are more self-sufficient in terms of
infrastructure and competence. “The only way for
European centres to attain the same level of com-
prehensiveness is to collaborate,” he says – and to
participate in accreditation to help ensure that
common standards are practised.

TheOECI’s accreditation initiative ismodelled
on that of a registration methodology for CCCs in
the US, says Ringborg and, suitably adapted, it is
currently being piloted in a few European centres

used a lot by Ringborg. “A CCC is the only place
where you canhave bothhigh-quality care delivered
by multidisciplinary teams and an integrated
research process, from basic science to innovative
outcomes for patients,” he says. “But you do need a
critical mass in terms of size.”

It might seem that, in Stockholm, Ringborg
has all the resources needed to establish a true
CCC. But, as he points out, large though the
Karolinska campus may be, it is relatively small
compared with the giant CCCs in the US, such
as MDAnderson in Houston – indeed, there are
relatively few very large centres in any part of
Europe, he notes. “We now have more than 200
different cancer diagnoses – the subgroups of
patients is rapidly increasing and we need more
patients and technical platforms such as large

CoverStory
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Twelve networks, based on disease type, bring together

clinical and basic research, nursing and epidemiology

Towards a
comprehensive
cancer centre.
Karolinska’s
Radiumhemmet is
the oldest cancer
clinic in Sweden.
Ten years ago,
Ringborg oversaw
the establishment
of the Cancer Centre
Karolinska research
labs right next doorJA
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challenge, andRingborg reports that
just 30% of people go to a major
centre at present, taking France as
an example.

He points out, however, that
dedicated cancer centres, such as
the European Institute of Oncol-
ogy in Milan, and Jules Bordet in
Brussels, do not hold all the advan-
tages. “Increasingly, chronically ill
people with cancer also suffer
from other conditions that require
other specialists to be available.”
Some dedicated centres may also
lack close ties with academic
researchers, he notes. Fragmenta-
tion is also exacerbated by private
healthcare – Ringborg mentions
Germany as a country wheremuch
medicine exists outside of the influ-
ence of public cancer centres.

TheOECI is clearly the ‘glue’that isworking to bring
together the top cancer centres, alongside theEuro-
pean cancer societies and research groups. And
Ringborg, with others who drewup the Stockholm
Declaration, has the ambition to fully realise the
research side in a collaborative translational research
platform that will unite themost activeCCCs and
also basic/preclinical research groups. “Therewould
have been objections to this level of collaboration
10 years ago, but not now, given the challenges we
face,” he says.

Muchdebate has gone on about the divided and
duplicated nature of European cancer research,
and there is some talk about establishing a central
European cancer institute. Ringborg and his col-
leagues believe that a virtual, collaborativemodel is
the only workable solution to unite what most are
agreed are particular European strengths in basic
and preclinical research, at leading centres such as
Heidelberg, Cambridge andAmsterdam.

The aim ties inwith last year’s EuropeanUnion
green paper, The European Research Area: New

Ringborg and his colleagues believe that a virtual,

collaborative model is the only workable solution
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before a launch this November [see also Grand
Round, p16]. It is certainly a searching tool – com-
prising some300 questions – and the aim is that all
OECImembers will be assessed for accreditation.
“It is a methodology by the profession for the pro-
fession – to check yourself and also benchmark
against other centres, and so build a structure for
pan-European quality assurance,” he says.

The test of comprehensiveness involves assem-
bling the kind of multidisciplinary teams that the
Karolinska has had success with, such as for
melanoma.Ringborg recognises, however, that it can
be difficult to unite functions that are often frag-
mented–particularly as themajority of centres have
been carved out of university hospitals.Apart from
the dominance of organ-based surgery, he refers to
imaging andpathology,where cancer is only onepart
of their remit. “But you can only define compre-
hensiveness in terms of teams that provide all the
functions that patients need, preferably in one
place,” he says. Local geography – reaching all can-
cer patients within the centre’s region – is another

A culture of
collaboration. In
2005 Ringborg and
Thomas Tursz,
director of the Institut
Gustave-Roussy in
France, signed up to
a programme for
cooperation.
Ringborg is now
intent on widening
such collaboration
to encompass all of
Europe’s leading
cancer centres



Coleman [see Cancer World Sept–Oct 2006], but
there aredifferences in theuptakeofdrugs and some
indication that the hypothesis of different survival
rates is true.Wecannot saymore than this for now.”

Apart from his organisational work, Ringborg
continues with some input to melanoma research,
anda little teaching, andhechairs aSwedishnational
advisory board on UV radiation protection. He has
also co-written a recent textbookon skin cancer and
acommentaryon the ‘forgotten’problemsofnon-fatal
forms, such as squamous and basal cell carcino-
mas, which have significant management and cost
issues. Cancer centres, he adds, ought to play a
greater role in preventionwork in society.

Ringborg has five children, all grown up now,
and sounds pleased that one is preparing for amed-
ical career. His great pastime, not surprisingly, is
music – he still plays piano to high standard and lis-
tens to a lot ofmusic.Oneoutstanding performance
he mentions was given at the last Nobel Prize cer-
emony by Chinese pianist Lang Lang. Ringborg is
a member of the Nobel Assembly, courtesy of his
position at the Karolinska, and he votes on the
award for the prize formedicine andphysiology, and
takes part in news conferences on awards that
relate to cancer, such as the 2001 prize to Leland
Hartwell, Timothy Hunt and Sir Paul Nurse for
work on cell division. Thatmust be one of themost
privileged ‘extras’ for any job in medicine.

It must be especially poignant to meet the
world’s greatest medical scientists – many respon-
sible for fundamental breakthroughs – and then to
gauge just how far the discoveries have reallymade
it into clinical practice. Attaining the goal of com-
prehensivenesswill, Ringborg says, show funders a
direct correlation with faster and better outcomes.

“Toomany cancer professionals see the difficult
part of the job in obtaining more resources – more
beds, nurses, equipment and so on. These are actu-
ally the easy bits to do. The hard part is persuading
the politicianswe can succeedwith cancer and for
that the profession has to speak with one voice.”

Perspectives, which contends that translational
research is not as effective as elsewhere for all
types of science. “But we have special potential to
develop projects that are difficult to do elsewhere,
such as pan-European biobanking, which could
especially help address rare tumour types and
developmore personalisedmedicine,” he says. “We
need to focus on what Europe can be good at.And
the question for translational research is not that it
isn’t being done, but how to optimise it.”

That iswhere themulti-pronged attack from the
OECI, theStockholmDeclaration,EORTC/NOCI
and thevariousECinitiatives come in, andRingborg
is clearly a consummatenetworker,with knowledge
of, or presence in, nearly all the key projects. There
is lessmoney for cancer in theEU’sSeventhFrame-
workProgramme,he says, buthe is optimistic about
the impact ofEurocan+Plus. “I have the impression
theCommission is interested in aEuropean cancer
platform, and that the negative views some have
had about specific funding for cancer will change.”

Not surprisingly, Ringborg is also a firm sup-
porter of the widest type of European cancer soci-
ety, and finds it difficult to understand why the
European Society for Medical Oncology (ESMO)
chose to opt out of the new European CanCer
Organisation (ECCO), on which he was a board
member.As Håkan Mellstedt, the immediate past
president of ESMO, is based at the Karolinska,
there has been no shortage of discussions on the
issue, he says.

Ringborg’s key mentors go back to Jan Walden-
strömand JerzyEinhorn, bothno longerwithus.But
he is close to a number of his fellow cancer centre
directors, in particular ThomasTursz, head of Insti-
tut Gustave Roussy in Paris, and no doubt shares
with him his chief frustration – local funding diffi-
culties. He considers the controversy created by
the Karolinska Institute report on the relationship
between cancer drug access and outcomes in dif-
ferent countries to be a ‘small one’. “I have no prob-
lemwith thecriticismof themethodologybyMichel
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“The hard part is persuading politicians we can

succeed, and for that we must speak with one voice”



Translating good science
into new treatments

� Hannah Brown

Europe has money, human resources and a basic-science base that produces world-leading

cancer research.Why, then, aren’t these assets being translated into clinical advances?
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With a list of research interests
that includes several types of
vaccine against the carcino-

genichumanpapillomavirus, and a group
that has produced candidate products
waiting for clinical testing, Lutz Giss-
mann, a professor in the Division of
GenomeModifications andCarcinogen-
esis at theGermanCancerResearchCen-
tre inHeidelberg,wasexpecting tohaveno
trouble translatinghis basic research find-
ings into clinical developments.
But despite a firm emphasis on such

translational research from his institu-
tion’s management, Glissman has found
organising phase I clinical tests of prom-
ising vaccinecandidates far fromeasy.His
frustration is palpable. “There is a lot of
high-quality basic research inEurope, but
we are missing the bridge to bring good
ideas from the research lab to the clinic,”
he explains. “Weneed to runphase I clin-
ical trials because, unless we do, we can’t
proceed intophase II–andbigpharmawill
not be interested.”
So if he has institutional support and

good ideas,what is holdingupGlissman’s
research? “Funding, funding, funding,”
he answers. “Not enough funding, and
that which does come is at the wrong
position.” Glissman says the European
Commission, the executive branchof the
EU, is partly toblame for this unfortunate
situation. Its excessively complicatedgrant
application process is ladenwith burden-
some regulations, generating a lot of hard
work for scientists seeking financial sup-
port, and frequently rewarding their efforts
with failure. “It’s good money but it is
tough to get,” he says. But themain prob-
lem behind the financing gap for transla-
tional studies, claims Glissman, is that
while in the US, small to medium-sized

biotechnology companies takeonpromis-
ingproduct candidates at anearly stage, in
Europe they are reluctant to do so.
On the surface, at least, entrenched

attitudes to financial risk on either side of
theAtlantic seemtounderlie this impasse.
According toTomas Jonsson,whoworks in
theEnterpriseDirectorateof theEuropean
Commissionon issues todowithbiotech-
nology firms, companies in Europe are
risk averse because it is more difficult to
raise capital here, so they are less likely to
invest in very early-stage products. But
this, he says, is not the full story.
AnOctober2007meetingat theEuro-

pean Medicines Agency, where pharma-
ceutical and biotechnology companies
were invited to share their opinions on
barriers to product development, drew
out deeper concerns with the European
researchprocess.Rather thancultural dif-
ferencesbeing theobstacle to investment,
there seems to be a more fundamental
problemwith cross-border research: frag-
mentation at almost every level of the
process amongEUMember States.
A heterogeneous mix of 27 nations

with different research standards, equip-
ment, infrastructure andpolicies,Europe
is by no means a natural candidate for
harmonised researchefforts. Andalthough
by encouraging cross-national collabora-
tions, the€50bn budget for science that
is channelled through the central Euro-
pean Framework Programme (FP) has
forced scientists to look outside their
national borders for research partners to
receivea shareofEUfunding, thebureau-
cratic and practical barriers to such work
mean it rarely achieves what the Com-
mission and the scientists had hoped.
This situation isnotonlyprofessionally

unsatisfying for scientists, but cancer out-

comes are also lagging behind as a result.
Jonsson explains: “Europe has academic
excellence in pharmaceuticals and
biotechnology, but there areproblems try-
ing to commercialise these.Wedon’t nec-
essarilyneedmore researchor thecapacity
to invent new biopharmaceutical drugs,
but we do need tomake it a bit smoother
to get to the point where products can go
through clinical trials and be commer-
cialised. This requires improvements in
finance, the patent system, and in collab-
oration between academics.”
Sadly, an extension of the fragmenta-

tion problem within the EU’s governing
structure itself means these issues are
extremely challenging to solve. Transla-
tional research cuts across thedisciplines
of healthcare provision and biomedical
research – responsibilities that are incon-
veniently distributed between national
governments andcentralEuropeanpower.
Politicians juggling the complex issues of
national sovereignty and effective supra-
national government are careful not to
impose toomuch top-down regulationon
Member States wary of giving away their
national flexibility inhealthcare.Butwhere
science is concerned, unless there is a
way to make a more coherent and less
patchy research framework across the
continent, it will be extremely difficult to
address the fact that few, if any, cancercen-
tres are sufficiently large to delivermulti-
disciplinary care and to undertake the
kinds of trials that are now necessary to
advance cancer research.
There is another driving factor behind

the recent awareness of the need to better
coordinate research across the continent:
thedepartureof thepharmaceutical indus-
try tomoreprofitable and lessbureaucratic
shores. “Pharmaceutical companies are

Fragmentation at every level of the research process

is holding back the development of new products
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moving fromEurope to theUSA,” explains
Ulrik Ringborg, a professor in oncology
andpathology at theKarolinska Institute in
Sweden and head of the Organisation of
EuropeanCancerResearch Institutes,who
is advocating for a formalised network of
cancer researchcentres inEuropeas away
to increasewhathe terms “critical research
mass” (seealsoCoverStory, p4). “Whenwe
ask them why they are moving, they say
theywant better collaborationwith acade-
mia inEurope,” he adds. “Specifically, they
want long-term collaborations on transla-
tional research, drug development, and
personalisedmedicine.”
So, if Europe is to continue to make

significant contributions to the advance-
ment of cancer care– andattract thenec-
essary funding from industry –politicians
and scientists alike are now realising that
something has to be done to coordinate
cancer researchmore effectively.What is
more, according toRingborg, sincecurrent
trendspredict thatmoreandmoreclinical
trials will focus on increasingly selected
patient groups, requiring large multina-
tional collaborations and the coordinated
funding to support them, there is anurgent
need for some common ground rules on
standards fordatacollection, tissuestorage,
and sampling. Butwhat form this coordi-
nation should take is far from clear. The
problemis,whileall stakeholders areat last
inagreementover the scaleof theproblem
fragmentation poses, there has not yet
been a successful effort to implement
solutions. Though not for want of trying.

DEFINING THE PROBLEM
Efforts to tackle the fragmentation issue in
cancer research first found a high-level
champion in2001whenEuropeanEnter-

prise Commissioner Philippe Busquin
brought together European cancer
research managers and top cancer
researchers in ameeting aimedatbridging
the research performance gap between
theUSandtheEU.Asa resultof thesedis-
cussions, theEuropeanCancerResearch
Managers Forum was set up to create “a
European vision regarding cancer care
and research.” It is currently headed by
Richard Sullivan, a professor at the Lon-
don School of Economics, and formerly
Director of Clinical Programmes atCan-
cer ResearchUK.
Part of the organisation’s work has

been a series of ongoing studies focusing
on defining a set of criteria for what con-
stitutes a ‘comprehensive cancer research
centre’– a research institutionof sufficient
size and diversity to deliver multidiscipli-
nary care to a largepatient population and
bring together basic scientists and clini-
cians in the quest to advance new treat-
ments throughclinical testing.According
to Sullivan, while there are several such
centres dotted across the EU, the lack of
classification criteriameansother centres
arenotnecessarily aspiring to theaccolade,
so innovation is somewhat stalled.Creat-
ing a labelling system, he reasons, would
generate a methodology to improve the
centres in Europe.
Underlying the proposed accredita-

tion system is the rationale that themain
functionof comprehensivecancer centres
is innovation.Ringborg is also anadvocate
of thepowerof recognising theunique sit-
uationof these institutions: “Inorder tobe
innovative you need cancer care of very
high quality along with integration with
research,”hesays.Anaccreditationsystem
developed by the Organisation of Euro-

peanCancer Institutes,whichheheads, is
now in the final phase of testing. “Wewill
soon have methodology available for
analysing andbenchmarking thecentres,”
he says.Thehope is that the act of bench-
marking centres ashigherqualitywill cre-
ate harmonisation and stimulate
collaboration.
But thisplan is fraughtwithdifficulties.

There is a lot of disagreement over what
constitutes a cancer centre. “We have a
kind of mix and match approach,” says
Sullivan of the current system of classifi-
cations. And he cautions that a compre-
hensivecancercentre ‘club’is only auseful
concept if it solves someof theotherprob-
lems in cancer research – specifically
funding. “Ithasgot tohavea raisond’être,”
he says, “otherwise it is awaste of time. If
it is about lobbying for money from the
Commissionandgettingmoney into trans-
European research projects, then fine,
but otherwise not. You don’t want
researchers focusingonaccreditation, you
want them to do the research.”
There is further doubt – including

from Glissman – over whether such a
classification systemwill actually addany-
thing to the numerous well-run and large
centres performing this function already.
However, according to Ringborg, such
administrative discussions are an impor-
tant precursor to solving another of
Europe’s key fragmentation-related issues:
lackof criticalmass.Hehasbeen strongly
advocating for a formalisedcomprehensive
cancer centre network for several years,
becausehebelieves it is anecessary step to
reflect the changing climate in cancer
research. “If you go10 years back in time,
many people in cancer centres thought
that their institution was good enough,

“We need to link centres of excellence in basic

science and clinical areas to harmonise infrastructure”
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EU,19of themost influential cancer cen-
tres came together to debate the next
steps.The result of their deliberationswas
a document entitled theStockholmDec-
laration, coordinated by Ringborg along
with JulioCelis, director of the Instituteof
Cancer Biology at the Danish Cancer
Society, calling for immediateaction tocre-
ateanetworkofbasic andclinical research
centres to start theprocess towardsgreater
cooperationandharmonisation across the
EU.Oneof thekey tenets of theDeclara-
tion is that, because the infrastructure
alreadyexists, visible improvements should
be possible within a few years.
Perhaps themost important outcome

from these community-wide discussions
about cancer research, says Ringborg, is
that for the first time, all stakeholders in
Europeancancer research seemtohave a

big enough, and that they could do
research well enough. But that has
changed,” he says.
“Wenowneed to link centres of excel-

lence in basic science and clinical areas in
order toharmonise infrastructure:biobanks,
patient data registers, and so on. People
agree very well that we should collect bio-
logical materials in the same way that we
shouldhave technical platformsproducing
results that canbe comparedbetweendif-
ferent centres, thatwe shouldhavepatient
data registers thatcanalsobecomparedand
that we should be able to harmonise out-
comes. But the problem is mainly eco-
nomic.Weare talking about infrastructure
in 15 different areas,” he says.

CONVINCING THE COMMISSION
The reasoning behind Ringborg’s argu-
ment seems tohavehit themainstream in
Europe’s cancer research community.
Since 2005, the InternationalAgency for
ResearchonCancerhasbeenpursuing an
initiative called Eurocan+Plus aimed at
better coordinating cancer research and
care in Europe by thrashing out some of
these issues. Recognising that cancer
research in the EU is fragmented and
frequently duplicative, the project was
set up in 2005 to identify specific barriers
to collaboration and ways to overcome
them.After two years of intense consul-
tations, the final report of theEC-funded
study identified six areas inwhich cancer
research was being held up and chief
among these is the issue of fragmented
infrastructure, funding and priorities.
While the results of Eurocan+Plus

have yet to be made public, many of
those whowere involved in the initiative
have seized on the findings and are
already pushing the agenda forwardwith
the hope of winning the financial and
political support of European Commis-
sioners for rapid change.
In November last year, just as Euro-

can+Plus’ findings were starting to filter
throughto researchersandmanagers in the

common position on the challenge of
improving research outcomes. And this
unprecedented unity should help push
theCommission into supporting the sen-
timents of theStockholmDeclarationand
Eurocan+Plus.Hecautions,however, that
solving the fragmentation problem still
presents a bit of a catch 22 situation. It is
a necessary step to ensure funding from
industry, but a large injection of cash is
needed first to glue these networks
together. “What will be costly is the next
step,” he says – actually bringing about
change. He believes the final sum could
amount to€15–20millionper year over a
number of years. “We are talking big
money,”hesays.Timewill tellwhether this
need for substantial investment is, aswith
many pan-European dreams, too great a
barrier to overcome.

GrandRound

CANCER WORLD � MAY/JUNE 2008 � 17

THE STOCKHOLM DECLARATION

Signed by 15 leading organisations from10 European countries, the StockholmDeclaration
sets out a shared vision and commitment to tackle the fragmentation of Europe’s cancer
research efforts in order to “accelerate the translation of basic discoveries into clinical appli-
cations” and “improve diagnosis and care of cancer patients”.
The signatories commit themselves to work towards “a collaborative platform comprising
leading CCCs and basic/preclinical research centres in Europe” as the only possible way to
reach a critical mass and sustainability necessary to innovate and deliver in all areas of
cancer research.
While membership of the collaborative platform will be limited to centres fulfilling certain
criteria, the Declaration signals a commitment to help bring in new insitutions by dissemi-
nating knowledge and strategies that would help them fulfill the membership criteria.
The Stockholm Declaration was signed by:
Belgium: Institut Jules Bordet (Dominique de Valeriola), Denmark: Institute of Cancer Biol-
ogy, DanishCancer Society (Julio Celis), France: Institut Gustave-Roussy (Thomas Tursz), Insti-
tut Curie (Sergio Roman-Roman), Germany: German Cancer Research Center, (Otmar D.
Wiestler), Italy: Alliance Against Cancer (Angelo Paradiso), European Institute of Oncology (Gor-
donMcVie), Fondazione IRCCS IstitutoNazionale dei Tumori (MarcoPierotti),Netherlands: Eras-
musUniversityMedical Centre (Alexander Eggermont), theNetherlandsCancer Institute (Anton
Berns), Norway: the Norwegian Radium Hospital Comprehensive Cancer Centre (Anne-Lise
Börresen-Dale),Spain: CNIO (MarianoBarbacid),Sweden: the Karolinska Institute (Ulrik Ring-
borg), UK: CRUK Cambridge Research Institute (Bruce Ponder), Christie Hospital Manches-
ter/Manchester Cancer Research Centre (Chris Harrison), University of Oxford (David Kerr)
Source: The full text of the Stockholm Declaration was published in Molecular Oncology (2008),

doi:10.1016/j.molonc.2008.03.004
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fluorescent hybridisation and tissue
microarrays and the spectacular growth
and potential in fields such as genomics
andproteomics, others have been closed
or are hard to shift, especially themine-
field surrounding issues such as
informed consent and the uses towhich
tissue can be put, which differ widely
aroundEurope.Major scandals such as
the retention of children’s organs by hos-
pitals in theUKwithout the knowledge
of parents have, though, led to new reg-
ulations governing the use of human tis-
sue in theUKand atEuropean level, but
it will be some time before rules and
public views about biobanking are har-
monised around Europe, if at all.
Thathasnot stopped the launchofone

of themost ambitious programmes yet in
world biobanking – the Biobanking and
BioMolecular ResourcesResearch Infra-
structure (BBMRI, www.biobanks.eu),
oneof sixpriorities forbiological andmed-
ical research identified by the European
Strategy Forum on Research Infrastruc-
tures.TheBBMRI is coordinatedbyKurt
Zatloukal, professor of pathology at the
Medical University of Graz, Austria; its

How Europe is taking on
the big biobank challenge

� Marc Beishon

Techniques such as molecular
analysis have the potential to lay
baremany of the deepest secrets

of cancer. But realising that potential
requires access to large-scale, high-
quality repositories of human biological
material, linked to well-documented
clinical histories. Known variously as
biobanks, biospecimen repositories and
tissue banks, there is now a great deal of
activity in setting up the sort of stan-
dardised libraries of human samples that
are necessary for keeping pace with the
demands of researchers.
The terminology can be confusing –

tissue banks are also used to store mat-
erial used in transplants, while the term
‘biobank’ is now being applied to a new
generation of population repositories,
such as the UK BioBank, which will be
taking blood and urine samples ran-
domly from asmany as 500,000 people,
with a view to identifying genetic and
environmental predisposition to a range
of diseases, including cancer. There are
also population biobanks dedicated to
cancer research, but there are more
disease-oriented banks in cancer, where

a variety of specimens are taken during
diagnosis and treatment. The term
‘tumour bank’most accurately describes
this type of repository, which often also
collects unaffected samples for use by
cancer researchers. But the various
terms are used interchangeably, and
‘biobank’seems to be the favouredword
for any type of facility.
There is of coursenothingnewabout

collecting specimens – that goes back to
the dawn of medicine – and for cancer
there are probably thousands of banks
around the world of various sizes and of
vastly varying organisation and quality.
Until recently there has been little con-
certedeffort to laydownstandards for tis-
sue collection and storage for research
purposes, or to unite collections for
greater power in conducting studies.But
the uses for well-organised biobanks are
now compelling, and include the identi-
ficationof biomarkers, identification and
validationof targets indrugdevelopment,
and linkingdisease-based resourceswith
population biobanks and registries.
And while doors have opened with

the introduction of techniques such as
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Cancer research is being held back by a shortage of high-quality, well-documented biological

specimens. However, convincing hospitals to pool their specimens in a regional, national or

international biobank is not always easy, adding to the logistical, technical, ethical, legal and

IT obstacles of such a venture. Little by little, it seems, Europe is getting there.



preparatory phase is being funded by the
European Union’s Seventh Framework
Programme.

EUROPEAN INFRASTRUCTURE
“It is important tonote that this is the first
time theEuropeanCommissionhas con-
sidered research infrastructures for life
sciences, and that this is different than
otherEuropean researchprojects,where
there is participation fromsomemember
countries but no coverage for the whole
of Europe, as has to be case for research

infrastructures,” saysZatloukal. The aim,
he says, is to include as many existing
biobanks andnewprojects as possible, in
order to achieve sufficient sample num-
bers andappropriate coverageofEurope’s
populations.At the time of the project’s
kick off, inFebruary this year, therewere
52 project partners and more than 150
associated organisations from 21 coun-
tries – most with biobanks, some with
other biological resources and tools.
The overriding aim is to generate

much larger sample sizes to power stud-

ies, and while the BBMRI will cover all
diseases, cancerwill be amajor applica-
tion. But the need for the project goes
much further, adds Zatloukal. “Cur-
rently, if you perform a study within a
multinational collaboration, it is very
difficult to know the legal and ethical
contexts across Europe pertinent to the
project partners. If we help establish
this knowledge and provide guidance,
everyonewill benefit. Furthermore, even
if you identified the right biobanks and
got through the regulatory hurdles, you
still have the problem of combining dif-
ferent samples often collected by fol-
lowing different protocols,whichmaybe
a severe problem for your study. Our
aim is also to harmonise quality stan-
dards to ensure materials can be better
combined in research.”
These collaboration and quality

issues are echoed at country level, and
any pan-European initiative will also
need the support of national pro-
grammes to help participating centres to
raise standards to thenecessary levels. In
Austria, Zatloukal says that Graz has
had one of the better organised biobanks
for some time (calledBioResource-Med,
www.bioresource-med.at). “We provide
a centralised pathology service for a
whole region, with good standardisation
and access to patient medical data, and
samples have been processed in one
institute under the same conditions for
more than 24 years. We have tissues of
nearly 800,000people and3million dis-
eased organs. That’s one of the largest in
Europe – although we do not know for
sure, as there is no proper inventory.
Improving knowledge of existing
biobanks in Europe is one of the early
aims of the BBMRI.”
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“Until recently there has been little concerted effort

to lay down standards for tissue collection and storage”

Frozen assets. A tray of specimens from the BioResource-Med tumour bank in Graz, Austria



Just a few years ago most cancer
biobanking activity was isolated and far
less organised than in Graz. Many col-
lections have grown up as a project of
certain researchers, and stored in every-
thing from optimal conditions with
proper documentation down to filing
cabinets in a dusty basement corridor.
Indeed, it is not unusual for somebanks
to bedestroyed or simply forgottenwhen
a researcher dies ormoves on.The emer-
gence of more organised structures has
been led by a number of dedicated peo-
ple, pathologists in the main, but also
others such asmolecular biologist Peter
Riegman, who in 2001 became tissue
resourcemanager for theErasmusMed-
ical Centre Tissue Bank, part of the
molecular diagnostics unit of theDepart-
ment of Pathology, at theErasmusMed-
ical Centre in Rotterdam.
“There was a biobank run by a

pathologist on a volunteer basis, but it
was not professionally organised,” says
Riegman. “Here I found an environment
where I could usemy research expertise,
in combination with my informatics
skills, and found a strong advocate in
Wolter Oosterhuis, the head of the
Pathology Department at the Erasmus
Medical Centre, whose main research
interest is germ cell tumours, and who
had established and explored a bank for
testicular cancer. We got financial sup-
port for a formal bank for the depart-
ment, but I found there was little
information then about how to run one.”
Since then,Riegmanhas built a local

bank in Rotterdam and also become
heavily involved in the international
biobanking community, in particular
leading TuBaFrost, a project set up in
2002withEU funding, and put forward
by theErasmusMedicalCentre together
with the EORTC (European Organisa-
tion forResearch andTreatment ofCan-
cer) and the OECI (Organization of
EuropeanCancer Institutes).TuBaFrost
provides a central European database

specifically of frozen tumour tissues,
with participants that have made major
contributions toEORTCtrials. It is now
under thewing of theOECI, to be used
as a basis for a cancer research platform.
At Erasmus, Riegman says he now

collects about 3,000 frozen samples a
year, and2,500aregivenout,with15,000
as a steady state. Anonymised clinical
data are available for some projects. He
also banks the routine pathology archive
of formalin fixed and embedded tissues,
whichhas accruedabout2millionblocks
over the past 10 years, and he is partici-
pating in a national programme in the
Netherlands,whichwill involve integrat-
ing electronic patient records. Together
withchairingTuBaFrost and involvement
with other forums, Riegman has one of
the best overviews of biobank standards
and how regulation on patient confiden-
tiality andconsent differ aroundEurope.

CENTRALISED OR NETWORKED?
While countries such as the Nether-
lands are still in the process of formalis-
ing national biobank structures, others
have made substantial progress. Two
models appear to be emerging for coun-
try-level cancer tumour banks inEurope
– a national central repository, as in

onCore UK, and a federated network
withno central bank, as runby theSpan-
ish National Cancer Centre (known as
CNIO). The latter is seen by some as
more challenging to run – collaboration
involving remote locations often being
difficult for any project. But the Spanish
National TumourBankNetwork is now
known in biobank circles as a great suc-
cess, not least because of its director,
ManuelMorente.
“As a pathologist, tissue collection,

storing and custodianship have been an
important part ofmy clinical activity for
more than20 years, andworkwithSpan-
ish lymphoma study groups showedme
how important well-preserved samples
and associated data are for research,”
saysMorente. “In 2000 I was invited to
take a position in the newCNIO to cre-
ate a collaborative network of hospital
tumour banks, and I believe it is the
first of its design in the world.”
TheCNIOnetworks both basic and

applied researchers – “It was my first
direct contactwith basic science groups
and I saw how difficult it is for them to
obtain high-quality samples,” he says.
“Every Spanish hospital is invited to col-
laborate, and our network is open to the
entire scientific community. I feel it
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QUESTIONS ONLY BIOBANKS CAN ANSWER

� Is the genetic change I have identified in
cell lines expressed more in cancer
than in normal tissue?

� At what stage is my gene expressed –
early- or late-stage disease?

� Is my gene of interest expressed in one
type of cancer or lots of types?

� Can I detect my object of study using
paraffin material as well as frozen?

� Can I find amolecular or protein pattern
that correlates with clinical outcomes or
response to therapy?

� Can I subdivide my chosen cancer type
on molecular grounds better than I can
with conventional pathology?

� Can I predict from a blood sample
whether someone is likely to develop
cancer?

� Can I detect from a blood sample
whether my patient is going to relapse?

� Is the molecular biology of a particular
type of cancer related to inherited genes,
the age of the patient at diagnosis or
exposure to a particular agent?

Source: Gerry Thomas, director of scientific services, Wales Cancer Bank



works because of the simplicity of the
design and respect for the role of hospi-
tals and pathologists.”
Banks and samples remain with the

hospitals, butMorente says they are now
following the same procedures and qual-
ity control policy under central coordina-
tionusingacomputingplatformdeveloped
for the purpose. “The role of our coordi-
nation office is to promote, coordinate
and harmonise procedures – and to form
relationships with our end users, the
researchers. But the initial challengewas
to obtain cooperation from pathologists
and clinicians, because therewas no pre-
vious expertise in biobanking in Spain.”
Any Spanish cancer research team

can now request samples from the
National Tumour Bank Net-
work. They send a summary
of the project, outlining the
funding sources, alongwith a
completed tissue request
questionnaire. “We also offer
an advisory service to help
researchers, mainly in non-
clinical groups, to designbet-
ter projects,” saysMorente.
Once the participation of

the National Tumour Bank
Network has been approved
by the ethics and scientific
committees at the CNIO,
Morente’s team then finds
sufficient cases in the central
database that suit the project
and arranges to send them
to the research team.
“We carry amirror of each hospital’s

database of tissue samples – thesemake
up our central database,” he explains.
“Hospitals receive details of the proj-

ect, the principal investigator and the
funding agency, and it is their choice
whether they collaborate or not. If they
do, they send the samples to the central
office where they are checked for qual-
ity and anonymised again, if necessary.”
The output from the network has

been growing. “From 2001 to 2007, we
provided support for more than 250
projects, 58 in 2007.
TheSpanishNational TumourBank

Network is now supported mostly by
central government funds, having proved
its worth after getting off the ground
through various other funding sources. It
has also ‘cascaded’ expertise around
Spain –Morente says four regional net-
works are now in place that share the

principles of the central organisation.
Another measure of the Spanish

success is the influence on other
national cancer biobanks that are now
springing up around Europe, and also
further afield. Biobank Ireland, a recent
tumour bank networking project for
both the Irish Republic and Northern
Ireland, ismodelled on the Spanish net-
work, andwill be bringing up to 11 hos-
pitals into the project. Morente is also
involved in a tumour bank platform in
LatinAmerica.
In the UK, a model where tumour

samples are stored centrally is in its early
stages of development. onCoreUK, says
its chief executiveBrianClark, is unusual
in being a standalone, neutral charity.

“A traditional way to set up a
national resource such as a
biobank would be to make a
grant to a lead university and
ask it to set one up, but after
the loss of trustwehad in the
UK over the organ retention
scandal, the funders felt it
was important to set up an
arm’s length, independent
organisation – but of course
our only source of samples
are patients in theNHS.”
onCore UK has con-

tracted a commercial firm to
store tumour samples, which
are collected ‘opportunisti-
cally’ from a network of par-
ticipating hospitals. “We are

taking blood samples, which are
processed intoconstituents suchaswhite
cells and serum, and pieces of cancer
andalsounaffected tissuewherepossible.
We are only taking newmaterials – I am

“It is not unusual for some banks to be destroyed or

simply forgotten when a researcher dies or moves on”
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Co-ordinator in chief. Pathologist Manuel Morente
spearheaded the National Tumour Bank Network
in Spain. It uses a centralised IT system and
harmonised procedures, but specimens are stored
at the hospitals where they were harvested



Information retrieval. Biorepository
technician Gemma Bullock removes
samples from one of the freezers at

onCore UK’s centralised storage
facility, in Hertfordshire

keen to stress thatwe are not taking over
or replacing existing UK biobanks, but
supplementing them. This is not a com-
petitive environment as there just arenot
enough high-quality samples available
for research. It is also a long-termproject
– there are no quick wins in biobanking.
It is a slow and arduous process.”
onCoreUKis amemberof theNCRI

(National Cancer Research Institute)
Confederation of Cancer Biobanks, a
networkingorganisation inBritain,which
aims to share expertise, harmonise stan-
dards and assist access, with a pool of
samples (it recently announced a portal
for searching for samples held by mem-
bers).Anothermember is theWalesCan-
cer Bank, launched in 2004, which is in
theSpanishcampas anetworkedmodel.
IndeedGerryThomas, director of scien-
tific services at theWales Cancer Bank,
contends that a centralised approach
could cause resentment.
“You only have to look
around to see that the
models that work
take the virtual
approach, but they
do have to be served
by a central IT sys-
tem,” he says.

PROMOTING
PARTICIPATION
Participation in either a
networked or centralised
model canbedifficult topro-
mote.At a European level,
Zatloukal comments, “My
view is that evenmorecrit-
ical than trying to bring
together biobanksworking
on varying standards is

addressing the question of why
researchers shouldmake their collections
available in aEuropeancontext. There is
a strong senseof local ownershipby indi-
viduals andorganisations.Wehave to say
very clearly what the benefits of sharing
are and perhaps put forward incentives
such as being a preferred partner for
future studies or for certain funding.”
Riegman also reports problemswith

TuBaFrost, which he says “is not func-
tioning as well as I would want. People
say they are interested, but not many
samples are being put forward.” He is
pleased that the OECI’s accreditation
initiative for cancer centres plans to use,
as a quality benchmark, the requirement
that every centre should have a biobank
that is involved in international exchange
[see alsoGrandRound, p14].
Clark argues that the success of a

biobank is “not thenum-
ber of samples but
the number of

outgoing samples and projects sup-
ported,”which he believes centralised
models are better able to support. He
feels that the BBMRI project, though
laudable, will be very hard to operate
effectively, and considers that onCore
UK’s independent status and participa-
tion in cooperative groups will avoid the
problem of lack of ‘buy in’ from the
research community. “I did not want to
repeat the lack of cooperation that some
decentralised projects have had. I see
onCoreUKas like our blood transfusion
service – a separate organisation that
relies on collection in many places and
with central storage. It is a trusted part-
ner –but that didnot happenovernight.”
onCoreUK, addsClark, also has the

advantage that the NHS is good at col-
lecting routine patient data, and elec-
tronic subsets will be available for
integratingwith tumour samples. “A lim-
itationof some tumourbanks is that asso-
ciatedpatient data is just a snapshot, and
their ability to collect longitudinal data is
very restricted,” he says.
Therearemanyotherbiobankingproj-

ects eitherdirectly related toor associated
with cancer. Smaller groups working on
rare cancers have a particular interest in
international biobank projects. Riegman
mentions EuroBoNet, a cooperative
group working on bone tumours, which
he has been working with, helping to
assemble a virtual bank of tumour spec-
imens andcell lines.Europe’s leukaemia
research groups are also heading in the
direction of pan-European biobanking
[see Spotlight, p42].
Though all this is still at a fairly early

stage, Europe is ahead of the US on
large-scale cancer biobanking, especially
with networked projects, and is likely to
remain in the lead for some time. The
National BiospecimenNetworkmooted
by the National Cancer Institute in the
US is still in a conceptual phase,
although a pilot for prostate cancer has
been launched and there is activity on
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ETHICAL ISSUES
In Europe, the German breast cancer
patient group Mamazone has done
something similar, with the founding of
the Patients Tumorbank of Hope
(PATH). ButEuropean advocacy organ-
isations are also addressing key ethical
questions governing information, con-
sultation and consent. Getting these
right will be key to minimising unnec-
essary red tapewhilemaximising patient
participation.
EuropaDonna, theEuropeanBreast

Cancer Coalition, is canvassing mem-
bers and becoming involved in national
reviews on theuse of samples, such as in
theUKwhen the country’sHumanTis-

fronts such as best practices for biospec-
imens and a specimen locator (see
http://biospecimens.cancer.gov).
The slow progress in the US has led

to advocacy organisations stepping in
with their own initiatives. The Multiple
Myeloma Research Foundation
(MMRF), led by the dynamic advocate
Kathy Giusti, launched its own tumour
bank in 2005. Having first set up a
researchconsortiumamong leading can-
cer centres, such as the Dana-Farber
Cancer Institute, the MMRF set about
obtaining a significant volume of high-
qualitybone-marrowbiopsies andperiph-
eralbloodsamples, andsays ithascreated
the only resource of its kind in theUS.
“It integrates patient tissue samples

with corresponding genomic and clinical
data, enabling researchers to identify
and validate optimal molecular targets
for myeloma and drugs active against
these targets, as well as conduct correl-
ative studies to determine patients’
responses to current and emerging ther-
apies,” reports theMMRF.
One recent use of the bank includes

a genome mapping programme that
reported finding genetic similarities
among certain types of multiple
myeloma, following analysis of nearly
100 tissue samples. These data were
released lastDecember at the same time
as the launch of theMultipleMyeloma
Genomics Portal, said to be aworld first.
Other US groups taking a similar

approach include the Lance Armstrong
Foundation,which is funding a germcell
tumour bank in LosAngeles for national
access, the Inflammatory BreastCancer
Research Foundation, and Mary Ellen’s
Tissue Bank (also for breast cancer).

sue Act was consulted on. But this is
unusual – a survey of members by
Europa Donna revealed that in several
countries there is still a system of pre-
sumed consent, andmany countries do
not yet have legislation specifically cov-
ering tissue banks. Europa Donna’s UK
group also ran a campaign to help explain
tissue banking issues.
Bettina Borisch of the Institute of

Social and Preventive Medicine, Uni-
versity of Geneva, says the public has
fears about being “disposedby an author-
ity outside one’s own will”, and says the
very word ‘bank’ can confer images
of property and profit. She stresses,
however, that bottlenecks in clinical

“There is a strong sense of local ownership. We have

to say very clearly what the benefits of sharing are”
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Thecommercial sector, of course, also has a strong interest in biobanking. Some firms
collect specimens purely for resale to researchers; others are setting up repositories
for their own research. There have beenmanynewentrants in the first camp,mainly
in theUS, but according to Clark of onCoreUK, their number is falling. “I believe
that is because a biobank is more like a civic amenity – it is difficult to make a
commercial model work,” he says, adding that onCore UK offers its services to
pharmaceutical companies.
AstraZeneca is an example of the second camp. Chris Womack, principal clinical
histopathologist in cancer discovery, is very active in biobank circles. “We are look-
ing for biomarkers that will show us proof of mechanism, and we use tissue arrays
and immunohistochemical techniques,” he says. “A lot of the information is already
out there, butwe need to build internal confidence in the published data, aswell as
investigating new targets andmarkers.”
The companyworks closely with hospitals in preference to buying samples in from
commercial suppliers, whichWomack says can be variable in quality (and there are
still plenty of suppliers – he lists 24 in a presentation). “Quality can suffer if sam-
ples have been left too long before being fixed in formalin, or if the formalin pene-
trates poorly.And hospitals have expertise in pathology and immunohistochemistry
we can tap into.”

The private banking sector



als, but the narrowpermission laid down
by the European Clinical Trials Direc-
tive has changed its focus to become a
more open accessmodel for research on
residual tissue left over after diagnosis.
National and international lawyers are
playing a key role in biobanking. “For
TuBaFrost,” adds Riegman, “the advice
is laid down in a Code of Conduct for
residual tissue, that the laws of the
country of origin determine what you
can do with tissue in another country.
Accepting this principal for all human
samples as a rule would cut down red
tape enormously and also respect the
laws from the country of origin and
therewith the general democratic opin-
ion of the donors of the country of origin.
But people know which countries are
‘difficult’ and avoid them.”
At this stage of the evolution of can-

cer biobanks, networking among pro-
fessionals is vital.Morentenotes that the
most important organisation is the Inter-
national Society of Biological and Envi-
ronmental Repositories (ISBER), while
a less formal group is the Marble Arch

research are worrying groups such as
Europa Donna, and they are keen to
support well-conducted studies with a
high degree of transparency, such as the
MINDACT breast cancer trial, which
requires analysis of fresh or frozen tissue.
Another important aspect of

biobanks is computing and bioinfor-
matics. Biobank projects in Sweden are
among the world leaders in the use of
technology – for example in 2004 the
Karolinska Institute partneredwith IBM
to build database structures to integrate
research projects around the country,
and automation such as robotic DNA
extraction systems and sample dispens-
ing systems are inplace. Sweden alsohas
a largenational programmeof population
biobanks and registries, including the
world’s largest twins collection, and sev-
eral long-standing tumour banks.
IBM itself has a strong interest in

biobanking – it has developed a biobank
information management system
designed to integrate research data
originating frommany sources, and has
been running worldwide biobanking
summits. It is also one of the sponsors
of BioBank Central, a US website
(see www.biobankcentral.org), and has
started aWorldCommunityGrid to pro-
vide computing power for analysing the
output from tissuemicroarrays, asman-
ual analysis is anothermajor bottleneck.
Overcoming thesebottleneckswill be

essential to speeding upprogress in can-
cer research. But an equally important
challenge, according to onCore UK’s
Clark, will be getting the basic research
community to shift from non-human
alternatives tomore relevant human tis-
sues. “They often think they can work
faster with othermodels,” he says. Rieg-
man agrees that the red tape for using
human tissues is an obstacle. “People
can simply giveup rather thango through
all the paperwork needed for permission
towork on samples.” TuBaFrost, he says,
wasoriginally designed to also support tri-

InternationalWorkingGroup,which is a
group of international experts in
biobankingmanagement, currentlywith
about 20 representatives worldwide.
There is also a growing discipline in

the management and science of
biobanking, which involves design prin-
ciples, data protection, quality, long-
termstorage, identifyingnew fixatives for
tissue, and the many other issues that
determine what molecular biology
research is possible.Agencies in France
have been working on a national stan-
dard for biobanks based on existing ISO
specifications, which the Marble Arch
group is supporting as a possible model
for an international standard. As Clark
comments, “At present there is no obvi-
ous national or international standard
against which research biobanks can
implement their quality management
system.” The emphasis now, he says, is
rightly on professionalising what has
been a haphazard and low-priority area,
and also securing long-term funding,
dedicated staff and a strategic rather
than a project-based purpose.

LOOKING FOR THE BIG PICTURE

A project that is linking both population and tumour biobanks with cancer registries is
Cancer Control using Population-based Registries and Biobanks (CCPRB), an EUSixth Frame-
work Programme, and one of the largest initiatives of its type. Coordinated by Joakim Dill-
ner, professor of virology andmolecular epidemiology at LundUniversity, Sweden, it has linked
large biobank projects with up to 30 years of follow-up andmore than 60,000 prospectively
occurring cancer cases, with cancer registries that have more than 40 years of population-
based registration. There are 18 partners in the project from nine European countries.
Research highlights include a linkage of the Swedish cancer registry andmultigeneration reg-
istry for assessment of familial risks for many cancers; a number of large-scale association
studies within the participating biobanks for familial or sporadic breast cancer and colon can-
cer; and a linkage of maternity cohort biobanks with cancer registries, which has identified
a large study base (more than 1,000 cases and 2million controls) for intrauterine exposures
and risk of childhood leukaemia.
Apart frommedical research, the project has helped establish quality standards for linking
biobanks and health data registries, and also the first formal graduate school in biobank-
based epidemiology, as part of the European Programme in Public Health and Epidemiology.
This is organised by the Public Health School at Tampere University in Finland.
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The people’s pharmacologist
� Anna Wagstaff

Silvio Garattini gave up a glittering academic career to found his own set-up where research

could be carried out free from commercial or political agendas. Today, the Mario Negri Insti-

tute and its founder play a vital role on the European scene, championing a ‘rational approach’

to drugs, and a research culture based on collaboration and transparency and led by patient need.

SilvioGarattini was only 33 years oldwhen he
led an exodus from theUniversity ofMilan’s
Department of Pharmacology to found a

fiercely independent institute for pharmacological
research, named after its financial sponsor, Mario
Negri. The yearwas 1961, andGarattinimust have
known he was in for a bumpy ride.

Apart from robbing theUniversity of some of its
brightest andmostmotivated pharmacologists, the
young upstart was consciously breaking rankswith
a powerful medical and academic establishment
that he saw as a closed fraternity, cut off from the
needs of ordinary people, heavily dominated by
political patronage, and quite incapable of fostering
world-class scientific research.

Garattini and his colleagues were determined
that theMario Negri Institute would be different.

From the outset the foundingmembers decided
they would publish only in English, thereby locat-
ing the institute firmly in theworld of international
research– and guaranteeing opprobrium from Italy’s
citadels of academia, who saw it as a snub not just
to them but to the whole country.

But they reached outwards towards the Italian
people. Breakingwith a long cultural tradition that
excluded themedia and lay audiences, the founders

ofMario Negri defined ‘dissemination of informa-
tion’ as one of three main areas of work, alongside
research and training. Today, aged 80, Garattini
still spends around 50 evenings a year addressing
public forums, helping ordinary people and patient
advocates understand and play a role in the
processes that govern the way medical research is
carried out and new treatments aremade available.

They committed themselves to high levels of
transparency – every piece of research undertaken
would be published in its entirety. When Italy
finally recognised drug patents in 1978, Mario
Negri decided, in the same spirit, that it would not
seek patents on anything developedwithin itswalls.

They took a stand against the hierarchic power
structures and career paths of the academicworld.
Researchers at Mario Negri keep no time sheets,
and there is a pervading atmosphere of informality.
Garattini himself dons a tie for no one.Whether he
is busy with his prolific output of articles, at a for-
mal ceremony to accept an award,making one of his
frequent television appearances, or even showing
the Italian President his new premises, he will be
wearing his hallmark white poloneck jumper.

Above all, Mario Negri was to be independent
– free from the political patronage and internal
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to possess in spades: an exceptional academic
standing, unflinching self-belief, a strong and infec-
tious motivation, and a talent for communication.

ACADEMIC HEAVYWEIGHT
When Garattini convinced 21 of his colleagues to
wave goodbye to the status and security of an aca-
demic career to embark on theMarioNegri adven-
ture, he himself was in line to become Italy’s
youngest professor at the highly respectedUniver-
sity of Milan. Having arrived at medical school

politicking of the universities and free from the
profit-making agenda of industry. To avoid becom-
ing reliant on any single source of funding, they
decided to limit the amount of any grant or contract
to nomore than 10% of overall income, condemn-
ing themselves to the constant pressure of finding
a wide range of backers.

Thiswas a vision so ambitious, it borderedon the
audacious.And SilvioGarattini was one of the few
people who could have hoped to pull it off. What
was requiredwas amix of qualities that hehappened

Masterpiece
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with a fully-fledged qualification in chemistry, he
had soon come to the attention of the head of the
Department of Pharmacology. “Every year the pro-
fessor asks the students if any of themwouldbewill-
ing to give a lecture. I gave a lecture, I remember, on
anti-histamines. I took advantage of my chemical
background. I could show all sorts of structures
showingwhichwere the groups that showed activ-
ity, and the professor was relatively impressed and
said, ‘Why don’t you come and work here?’”

Garattini was propelled at speed up the ranks,
andwithin a few yearswas second in command and
effectively running the department – his boss had
been elected to Italy’s national parliament andwas
almost permanently tied upwith political commit-
ments. By 1961 therefore, despite his tender years,
Garattini was already an academic heavyweight
with a strong following.

His rise to prominencewas all themore impres-
sive because he hadmade it as an outsider, and this

no doubt contributed to his
strong self-belief.Hewas the
first in his family to attend
university –his fatherworked
in a bank, supporting him,
his two brothers and his
severely disabled mother.
Lacking the money to go to
university, heopted for a voca-
tional school inBergamo that
offered a technical qualifica-
tion in chemistry. “Thiswas a
real education. In the morn-
ing you had all the academic

stuff, Italian, mathematics etc. In the afternoon
you had to work in the lab, and youwere judged on
the basis of the precision of your analysis. This was
themost important degree I got inmy life.”

His most important role model was his dad,
who had himself been forced to make his own way
in life, having lost bothmother and father when he
was only two years old. “He taughtme to think crit-
ically, and not believe everything you see.”

As for hismotivation,Garattini talks not of a life-
long desire to help people or cure disease.Hewants
to do and facilitate excellent research aimed at pro-
viding solutions to real problems, unhampered by
ulterior agendas. This drivewas evident even in his
first job quality checking the output of a local steel
works inBergamo. “Iwas in reality interested to see
an analysis throughout the whole production
process, butmyboss said, ‘You are not being paid for
that.Don’t do extra things.’” That jobhelped finance
him throughmedical school.
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“If we are serious about doing this research, either

we go to the US or we do something different here”

A rising star. Garattini aged 30,
with Daniel Bovet, winner of the
1957 Nobel Prize for Medicine
(right) and Emilio Trabucchi,
head of the Department of
Pharmacology at Milan University
(left). This is the last known
picture of Garattini in a tie



RESEARCH AS A PROFESSION
But it was not until he travelled to America, in
1957, that his vision for the Mario Negri began to
take shape. “Iwas impressedby the fact that research
was a profession. In Italy, if you were at the univer-
sity youdid research and youpublishedbecause this
was a way to get promoted. If you were in industry,
of course you did research the industry required.”

Hecameback to Italy burstingwith enthusiasm.
“I had a group of about fifteen to twenty people
around me, and I said, ‘If we are serious about
doing this research, eitherwe go to theUSorwe do
something different here. And the idea was to do
something in our country. With a lot of naivety, I
asked all the persons and groups that might be
interested, ‘Why don’t you help me establish a
foundation?’ Some people laughed. Some people
were not interested. Some said: you are too young,
you should stay at the university.”

In the end, itwas an Italian industrialistwhohad
made a fortunemanufacturing affordable jewellery
who gaveGarattini the backing he required.Mario
Negri had investedpart of his fortune in small phar-
maceutical companies, and came to Garattini for
advice on the logistics of getting a new drug
approved. They got talking, and theupshotwas that
Negri agreed to support the idea of a research foun-
dation. Before anything concrete had been settled,
Negri was diagnosed with liver cancer.A couple of
weeksbeforehedied,he rangGarattini, assuringhim
that the project they had discussed would be pro-
vided for.And sure enough, when thewill was read
out, 900mn lira had been set aside to establish the
MarioNegri Institute forPharmacologicalResearch.
Garattini was named in the will as director.

The new kid on the block received a frosty
reception. “We had a lot of hostility from the aca-
demic milieu. This was the first time the universi-
ties had to deal with something that was not a
university, and they predicted that no young people
would come to us – which turned out to be com-
pletely wrong.”

That Mario Negri survived its first decade was
largely thanks largely to generous grants fromabroad
– theWellcome Trust in the UK, the USNational
Institutes of Health, the USArmy, Navy and even
theUSDepartment ofAgriculture.When the insti-
tutewanted to offer degree courses, no Italian uni-
versity would partner them – so young researchers
at the institute now study for a PhD in pharmacol-
ogy from theOpenUniversity in the UK.

PIONEERING INNOVATIONS
The Mario Negri has grown into a world class
research institute. It haspublishedmore than10,000
articles in international scientific journals and trained
more than 3,000 young scientists. Four of the 50
most frequently cited Italian scientific researchers
(across all disciplines) are based there. The original
group of 22 has grown to more than 900 spread
between the headquarters in Milan, Garattini’s
home townofBergamo, andAbruzzi, southern Italy.
Last September, Garattini and his colleagues bade
a fond farewell to their oldheadquarters, andmoved
to a new building accommodating 24,000m2 of
state-of-the-art laboratories.An inaugural visit by the
President of the Republic indicates the pride Italy
now takes in theMarioNegri.

IainChalmers, editor of the JamesLindLibrary
andoneof the founding spirits behind theCochrane
Collaboration, argues that the influence and
achievements of theMarioNegri cannot bemeas-
ured only by what goes on within its own walls.

He says that the non-profit, patient-needs-
drivenmodel championed byGarattini has enabled
MarioNegri to help bring about a number of impor-
tant innovations in medical research. “It was the
MarioNegri Institute that organised the firstmega
trial of a treatment, the GISSI I study, which
demonstrated that streptokinasedecreasedmortality
in patients with myocardial infarction. This study
covered 90% of coronary care units in Italy –
thousands and thousands of patients. They don’t get
proper credit for that.”

“The universities predicted no young people would

come – which turned out to be completely wrong”
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“At that time very little research was being
done in cancer. It was generally not consid-
ered suitable for drug therapy. So one of the
reasons for establishing this group was to
raise interest in industry.”As it happens, he
says, industryquickly twigged that thereare
bigprofits tobemade incancer, because it
is suchanemotivedisease. “Inmanycases
drugs are promoted even if they are of lit-
tle activity – it’s enough that a couple of
newspapers say: why is it not available?”
His big concern is that many diseases

fail toattract that sortof interest.Asimilar ini-
tiative for collaboration in the field of

atherosclerosis, failed to stand the test of time.
“I tried also other things, but theydidn’t function.

I think cancer is an essential area, but I have wide-
spread interests. I amvery interested in rarediseases
and orphan drugs, because I believe this is part of
equity. It isnot good thatpeoplewith rarediseasesare
left to their owndevices.”Sixteenyears agoGarattini
helped address this unmet need by adding to the
MarioNegri a centre for clinical research in raredis-
eases,namedafter its sponsors,AldoandCeleDaccò.
Located inBergamo, it is the first suchcentre ever to
combine education, information and research.

PROMOTING INNOVATIVE DRUGS
Theuniquemodel of theMarioNegri has provided
Garattini with an independent base to argue for
‘rational’ approaches to developing, regulating and
reimbursing medicines. He has sat on countless
national and international committees, and every-
where he goes he argues for certain key principles.

One of these is that it is a moral and scientific
imperative that all data from all clinical trials –
negative as well as positive – should bemade pub-
lic, and that a failure to do so results in patients being
prescribed ineffective drugs. This issue recently hit
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“I am very interested in rare diseases and orphan

drugs, because I believe this is part of equity”

A source of national pride. Garattini showed President Giorgio
Napolitano round the state-of-the-art laboratories at Mario

Negri’s new headquarters last December

He also credits the Institute with fostering the
development of the methodology for studying
adverse effects once a drug is in use. “The Institute
convened ameeting of all the international pioneers
in the field. The report –Epidemiological Evaluation
of Drugs, published in 1977 (Colombo et al.) – is a
seminal book, which we celebrate in the James
Lind library.”

Looking back at the development of the Euro-
peanmedical research scene over the past decades,
there are few people who have had such wide-
spread influence as Garattini. Indeed, he remem-
bers as little more than aminor footnote his role in
founding the European Group on Cancer
Chemotherapy (now theEuropeanOrganisation for
Research and Treatment of Cancer), in 1962,
together with two great pioneers, Georges Mathé,
from the InstitutGustaveRoussy inParis andHenri
Tagnon, from the Institut Jules Bordet in Brussels.



the headlines (again) with respect to selective sero-
tonin response inhibitors (SSRIs).Another is thatnew
drugs shouldonlybe approved for themarket ifwell-
designed studies –preferably at least oneofwhich is
conducted by an independent trials group – show
they are better than what is already available. He
wants to see an end to non-inferiority trials.

One of his more high-profile public roles was
thrust upon him in 1993, following amajor scandal
that sawmany drug company officials, civil servants
and even the Italian health minister jailed for cor-
ruption over drug reimbursements. Garattini was
appointed to a committee to review the entire list of
drugs on Italy’s national health service formulary.
“Together with others, we cleaned the whole thing
up. We removed all the products for which there
was no scientific evidence and decreased the
expenses of the state by 4000 bn lira – from
13,000 bn lira to 9000 bn lira.”

Denying patients access to obsoletemedicines
proved a tricky business, anddoctors –withno small
encouragement from the industry – put up strong
resistance.Garattini respondedby taking his case to
the public. “I did a sort of tour of Italy to explainwhy
there was this change, and participated in a large
number of debates. It was very interesting.”

Timing, he recognises,was thekey tohis success.
“The public was ready for a change, because they
were indignant about the corruption. If it wasn’t for
that, it would probably have been impossible to
change. Youmust pick the right time to do things.”

When control over which drugs gained entry to
the Italianmarketwas ceded to theEuropeanMed-
icines Agency (EMEA), Garattini took his argu-
ments onto theEuropean stage. The current set-up,
he argues, favours the interests of industry over
patients. “I would like to see EMEA under the
control of DG SANCO, where they talk about
health,while today it is under the control of theDG
for Enterprise and Industry, which is illogical.”

He is also strongly critical that newdrugs can be
approved even if they are no better, or even less

good, thanwhat is already available. “There should
be legislation that favours the approval of useful
drugs, not the approval of anything that shows
quality, efficacy and safety. It would take only two
words to be inserted in the legislation: new drugs
must show ‘added value’– this could be greater effi-
cacy or less toxicity or better compliance,whatever.
You could make a rule to say you have to compare
against the optimum treatment available.”

He has backed up his arguments with studies
showing that themajority of cancer drugs approved
byEMEA in its first 10 years failed to show the level
of evidenceof efficacy requiredevenbyEMEA’s own
guidelines.Despite these arguments, recent changes
to the regulations, which introduced the option of
‘conditional approval’, lowered the bar yet further.

HasGarattini finallymet hismatch?He doesn’t
seem to think so. Despite his advanced age, he
argues that time is on his side. Sooner or later, he
says, Europe’s health services will no longer be
able to cope with a constant stream of new drugs
that add little benefit and cost the earth. Earlier this
year hehelped launch apan-European collaboration
“for the rational use ofmedicines”.Hosted inPiper-
ska, Stockholm, by theKarolinska Institute, Stock-
holm County Council and key personnel from
MarioNegri and theUniversities ofHeidelberg, Liv-
erpool andMarseilles, it was attendedbyhealthcare
professionals from nine EU countries.

“We will issue a paper, and go back to govern-
ments to argue the case. You have to continu-
ously spread the idea. I repeat it everywhere. Little
by little there will be somebody else, and then
something will happen.”

Timing, asGarattini has learnt, is key. “I believe
that people and organisations in general are not very
rational. You need to have some special event that
will shock the people and determine a change. I am
waiting for themomentwhen the systembecomes
unsustainable, which will probably not take much
time. That is themoment atwhich you say, ‘OK you
have to change.’”

“It would take only two words to be inserted in the

legislation: new drugs must show ‘added value’ ”
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“There’s a shadow
in your head”

Eric Baumann, a healthy 34-year-old, in love with life and his new girlfriend, had just started

as the newLondon correspondent for the Swiss dailyTages-Anzeigerwhenhewas diagnosedwith

brain cancer.His description, republished here, of the seven tumultuous days that changed every-

thing, and howhe still manages to retain his love of life, won him aBestCancer ReporterAward.

Wednesday 29 December
2004. I’m lyingonabed in the
emergency room of Zurich

University hospital. It’s just before mid-
night. In a fewminutes I’ll turn34.A salty
solution is flowing into my arm. I wait
impatiently for the result of the X-ray.
Hopefully this fusswill soonbeover.Then
I will celebrate my birthday with some
friends. It can’t be anything dramatic.
Pulse,bloodpressure, reflexes–allOK. It’s
just that headache.

I see fourdoctors coming towardsme.
Their faces are gloomy. “There is a shadow
in your head,” one says. “It could be an
infection – or a brain tumour.” My girl-
friend squeezesmyhand, shocked. Iwant
to wake up from this nightmare, but I am
already awake.

I’monly supposed tobe inZurich for a
couple of days. In early December, I flew
to London to start a new job as a corre-
spondent for the Swiss Tages-Anzeiger. It
was tough at first. Finding a flat seemed
impossible. Above all, I missed my girl-
friend –we hadmet inAugust.

One week after arriving, bad headaches
woke me up in the night. It was not a
hangover and I never had migraines. I
thought the new environment and the
distance to my fresh love was to blame.
Painkillers brought relief for a couple of

hours. I wrote articles and found a small
flat inLondon’sEastEnd.Thefirst evening
Iwanted to inauguratemynewplacewith
a glass of wine in the bath. A headache
attack gotme out of thewater.

Headachewasnot theonly symptom.
Since July, several times I had completely
lostmy ability to speak for a fewminutes.
I knew what I wanted to say, but I
couldn’t catch thewords, they just danced
aroundme. Iblamed it onstress andheavy
partying. Months later doctors told me
this is called ‘speecharrest’– verycommon
with brain tumours.

Around Christmas I flew back to
Switzerland.OnChristmasday Iwent to
seemygeneralpractitioner.Heconfirmed
the headache could be linked tomy disc
damage.He prescribed a tranquiliser.

In the evening, I went tomy brother
and his wife, we celebrated together
with my father. It was the third Christ-
mas without my mother. She died of
cancer in 2002.

When I had woken up on this
Wednesday, linesappeared in zigzagonmy

Eric Baumann
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“The eye specialist seemed to think I was a

hypochondriac. He prescribed some drops”

left eye. I bookedanappointmentwith an
eye specialist. Then I went to have lunch
with a friend.Theheadachecameback, I
felt dizzy. I asked for the bill – when the
waitress came I saw her twice.

The eye specialist seemed to think I
was a hypochondriac. He said the eye
problemand the headachewere not con-
nected, and prescribed some drops.

I felt a bit better in the afternoon, but
my girlfriend urgedme to go to the emer-
gency unit. There they X-rayedmy head.

Thursday 30 December 2004. Six in
themorning.A nurse opens the curtains.
It’s still dark outside. At night they had
pushedme througha tunnel systemto the
neurosurgicalward.That’swhen Ibecame
a patient for the first time.

I get up, rubbing my eyes. My room-
mate is an old man – he’s in good spirits:
“Breakfast is the highlight of the day!” I
would like to hide somewhere.

I’m glad when they come to pick me
up. I’mwheeled through thehospital com-
plex, from one test to the next. I still can’t
believewhat’s goingon. I’m so shockedby
it all and befuddled by medication that I
haven’t yet worked out what impact this
will haveonmy life.Willmygirlfriend stay
withme?Howwillmy friends react?Who

tellsmyoffice?Howlongwill Ihave to stay
inhospital?But I’maware that this is sobig
I can be happy just to be alive.

I have to get into a tube for anMRI.
The machine cuts my head into virtual
layers and turns them into negatives.
When I see them, I choke. On the left
temporal lobe I can easily spot the long,
white shadowadoctorhadmentioned the
day before. An enormous swelling sur-
rounds it, trying to protect my brain.
However, space in a head is limited. Its
content isbeing squashed to the right.No
doubt, it’s a brain tumour, says the senior
doctor. Its diameter is four centimetres
and it is spreading in all directions. I need
an operation as soon as possible.

On the magnetic resonance image, I
see my birth date: 30-12-1970, and the
date of the picture: 30-12-2004.

Until nowIused to think, ‘how tragic’,
when I heard of diseases like this. I con-

sideredmyself tobeso fit andhealthy Iwas
convinced Iwouldneverhave to face such
a fate.NowIhave todealwith anexpand-
ing growth inmy body, withmy own cells
revolting againstme. It’s happening inmy
brain, the centre ofmy personality.

I’m too exhausted to deal with all the
people trying to contact me and ask me
questions.Yet it’s so important formetosee
they care. Their support gets me through
these days. My girlfriend is the biggest
help.Shespendsasmuch timewithmeas
possible; shewaits this and every evening
in the hospital roomuntil I’m asleep.

Friday 31 December 2004. I’m being
pushed tomore tests in awheelchair.Cor-
tisone reduced the swelling in my head.
Thepain is gone.Even the zigzag lines are
less visible.

In the afternoon I am informed about
the operation. It will take place in three



“The word ‘latency’will always remind me of the days

in hospital that turned my life into before and after”
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days: January 3rd, Monday morning.
YashuroYonekawa, director of the neuro-
surgical clinic,will do it. For the first time
I hear that I won’t be fully anaesthetised.
Maybe I got somethingwrong.

Sunday2 January2005. If the situation
were different, I would return to London
today. Instead, Ihaveanappointmentwith
the surgeon. He tells me I’ll be awake
during the operation. So I did get it right.
If it’s not clearwhether cells arepart of the
tumour, amildelectric shockwill beputon
them and I will be asked questions at the
sametime. If I answer lateornotat all, they
are important.Thisway theycanavoidcut-
ting toomuch out.

To think of my skull being opened is
scary enough.Witnessing itmakes things
worse. At least the surgeon has an inter-
national reputation, I’m told. Imust sign a
contract listingmeticulously all the risksof
the operation. I don’t feel like reading it.

The night shift nurse tells us some
nasty anecdotes from theoperation room.
I don’t mind. Hemakesme laugh several
times and makes it feel as if I am on the
staff side and not a patient. Later I take a
sleeping pill for the first time inmy life.

Monday 3 January 2005.Woken at six
again.Under the shower I think this is the
last privatemoment beforemyexecution.
Before the operation, a speech therapist
testsmetocheckhowlongI take toanswer
questions under ‘normal’ circumstances.

Adoctorputs acatheter intomychest.
He injects pain killers and a mild anaes-
thetic. I can’t feel that my head is being
screwed onto the operation table. Nor
that somebody is cutting ahalfmoon into
the skin on the left side of my skull. The

cut part is laid over my ear.A quadrangle
the size of aplaying card is sawnout of the
bone,wrapped up in gauze and put into a
chromiumbowl.

During theoperation, Idoze. It feels as
if there is an empty box in my head and
somebody is poking at it with a spoon. In
fact it’s the surgeon, removing tumour
cells with amini vacuum cleaner.

The closer the surgeon moves to the
braincellswithhisdevice, themore impor-
tant theworkof the speech therapist gets.
She asks me to count from 1 to 20 and
then backwards, from20 to 1. She shows
me drawings, for example of a comb or a
table. I have to name them. Sometimes I
hearher say “latency”. It usually stands for
the time span between a trigger and its
reaction.During theoperation,however, it
means that I take too long to respond or
that my answer is not correct. Which
shows the surgeon he has to take special
care, otherwise I might lose the ability of
counting or rememberingwords.

The word ‘latency’will always remind
me of the days in the hospital that turned
my life into a ‘before’ and an ‘after’.

The team in the theatre manages to
remove almost all the tumour cells in the
three-hour operation.The sawnoutpiece
is reattached to the skull with titanium
screws, thepiece of skin sewnon the cut-
ting line. I’mpushed to the intensive care
room. I think the stress is over. It’s just as
well I don’t yet knowwhat’s still to come.

Iwant to sleep for a very long time.No
chance.A nurse wakesme up every hour
tomake sure I’mnot in a comaand Idon’t
have a haemorrhage. He shines a torch
into my eye, I have to tell him my name
and my birth date and I have to push my
feet against his hands.

I’m starting to feel the pain and I ask the
nurse for a strongermedicine.Hegivesme
Vilan, a drug similar to morphine. The
effectquicklywearsoff. I ask formore.The
nursegives it tome.Thepainkiller loses its
once intense effect. Hour after hour the
same kind of torment. I just want to get
away fromhere.

Tuesday 4 January 2005. At lunch
time I can finally leave intensive care. I
don’t feel like eating. My jaw hurts. A
nurse explains that my chewing muscles
werecut in theoperating roomtohavebet-
ter access to the tumour.Later onadoctor
sewed them together.

In the afternoon I’m asleep on the
ward.Aphonecall fromthehospital recep-
tionwakesmeup.Myhealth insurance is
refusing to pay for the operation because
I had officially left Switzerland. The hor-
rible news pumps adrenaline throughmy
blood. I hadmade sure before I left that I
would remain insured. Even if the cata-
strophicmessage is correct, Iwould rather
deal with it later. It turns out to be just a
misunderstanding at a bad time.

I fall asleep again. Inmydreams Iplay
a videogameagainst a friend. If youhit the
other player on his chest, you steal his
force. I beat him forcefully.Myopponent,
screaming, turns into a creature covered
witha shell full ofbristles.Withagroan,he
falls into my arms and breathes his last. I
tremblewhen I wake up.

I realise I might soon be dead. I don’t
want to thinkabout it toomuch, Iprefer to
imagineahappy futurewithmygirlfriend.

Wednesday5 January2005.Thepres-
sure in my head had been building up in
themonthsbefore theoperation–now it’s



CANCER WORLD � MAY/JUNE 2008 � 39

BestReporter

“Nobody knows if the tumour will one day become

immune to the remedy and carry on growing”

gone. It feels as if happiness
hormoneshavebeenpoured
intomy brain.Mybody sur-
prises me too. I’m fed up
withhospital food, I long for
fresh vegetables and pasta
cooked al dente.

Despite eating double
portions, I lose several kilos.
AndIcan’t evengo to the toi-
let. Later, a medical expert
explains that phenomenon:
the operationweakenedmy
body so much that my
metabolism just can’t get
enough nourishment.

Anurse takes the intravenousdripout
of my wrist. Finally I can shower again
without a plastic bag aroundmy arm.

In the evening, a few friends pass by
– in their car. I make my escape for two
hours. Putting on jeans feels adventurous.
I cover the bandage overmy left ear with
awoollenhat.Wego to a bar full of young
people.Despite the heat, I leavemyhead
covered. The skin around my eye is
swollen and purple. I look like I have
been beaten up. People stare. But I
almost jump to the ceiling from the sheer
joy of being back in life.

Thismakes it a particularly hard land-
ingwhen they tellme the results a couple
of days later. The cancer is a glioblastoma
multiforme.There isnobrain tumourwith
a faster growth rate.After its removal, a few
leftover cells are enough to cause a new
outbreak. Life expectancy: on average
barelyoneandahalf years.Anurse tellsme
secretly thatpatientswith thisdiagnosis are
nicknamed “poor bastards” in the clinic.

“Forget about an old age pension,” a
speech therapist tells me in a shrieking
voice, four days after the operation. I just

need to relax, but she does an ultra-heavy
test with me. She’s not satisfied with the
results: “A journalist should be smarter.”
There is a timebombticking, shesays, and
I should think carefully about what to do
with the limitedamountof timeIhave left.

The love of my girlfriend more than
makes up for such a lack of empathy. But
the brain tumour is threatening some-
thing fundamental in me. I’m generally
brain focused. Journalism ismyprofession
– also a vocation. The cancer is spreading
in my speech centre. Providence or co-
incidence? Shall I take it as a sign, and
devotemyself to other things?

Despite radiotherapy the tumour is
back a few months later. Without treat-
ment, I’m told, the growthwill double in
size everymonth. I begin chemotherapy,
againstmy previous convictions.Accord-
ing tomydoctor, this iswhy I’m still here.

The cure is a curse and a blessing.
Temozolomide is the name of this drug –
it arrived on the market a few years ago.
The long-termeffects areunknown. I take
it in a four-weekcycle, swallowingpills for
five days and then taking a break for 23

days. I also need constant
medication topreventepilep-
tic fits causedby the tumour.

The immediate reaction
to this kill-or-cure remedy is
better thanmight be feared.
My appetite, my hair, my
senseofbalance– it’s allhere.
I soften side-effects with
alternative therapies, but
despiteacupuncture, anthro-
posophic medicine and
Qigong, I feel sick during
each pill cycle. My white-
blood-cell count falls and I
need a sleep during the day.

I carry onwith chemotherapy.The last few
tests have showngood results.My tumour
has not disappeared, but it’s shrunk. My
doctors warnme not to miss even a single
chemo cycle, but nobody knows if the
tumourwill onedaybecome immuneto the
remedy and carry on growing.

The idea of taking on a job in London
is out of my mind. It is better to stay in
my home country. I write articles again
every now and then.My girlfriend and I
are still very happy.

Itmay soundcorny, but I live everyday
as if it were the last one. Small things
makemehappy, like the special way sun-
light looks on a winter day. At the same
time, I behave as if I didn’t have to fear an
end.For instance Ibook travel a long time
ahead. That way I keep hope alive.

More than three years after his operation, Eric

Baumann remains well and has reduced his

medication from every 4 weeks to every 8 weeks.

� This is an abridged version of an article that was

first published in Das Magazin, the weekend

supplement to the Swiss national daily Tages-

Anzeiger, 23 December 2006



European Leukemia Network: making
fragmentation a thing of the past

� Marc Beishon

Efforts to improve the care of Europe’s leukaemia patients have been boosted by a highly-

motivated, well-focused network that is integrating thework of trial groups and partner groups,

involving diagnostics, treatment, registries and guidelines.

W
hile debate about
how to fix the frag-
mented nature of
European cancer
research continues,

there is one group that has been
quietly getting on with the job of trans-
national collaboration. The movers
behind the European Leukemia Net-
work (‘EuropeanLeukemiaNet’orELN;
www.leukemia-net.org), now in its fourth
year, have a justifiable claim to be run-
ning one of themost far-reaching oncol-
ogy networks to date.As of January this
year it has brought together national
leukaemia study groups comprising 147
institutions in 28 countries, more than
1,000 researchers – and potentially tens
of thousands of patients.

So far, achievements include an
annual symposiumwith a growing atten-
dance, implementation of new treat-
ment guidelines, progress with
standardising monitoring techniques

and the start of a number of clinical
trials and registries for certain leukaemias.

However, the ELN is a product of
the European Commission’s Sixth
Framework Programme and has lim-
ited funding – the challenge will be to
secure cash to sustain it after the official
project end in 2010. The signs are that
it may succeed, thanks to partnerships
with industry and other funding sources
– as evidenced by a tie-up with Novar-
tis for one of the most advanced cate-
gories, chronic myeloid leukaemia
(CML). Progress so far has been all the
more notable because the initial pro-
posal to the EC for a ‘network of excel-
lence’ wasmetwith only a fraction of the
funding asked for – €6million instead
of€30million.

TheELN is coordinated by Rüdiger
Hehlmann, professor ofmedicine at the
MannheimMedical Faculty of theUni-
versity ofHeidelberg, and aCMLexpert.
It is modelled on a German Compe-

tence Network for acute and chronic
leukaemias, funded to the tune of almost
€12million since 1999 by the country’s
Ministry of Research and Education.

The Competence Network – there
are two others for cancer in Germany,
for lymphomas and paediatric oncology
– was formed to address a number of
deficiencies in research and care,
including incomplete identification of
the country’s population of leukaemia
patients, duplication and fragmenta-
tion of clinical trials (andmissed oppor-
tunities to recruit into trials), and lack
of definitions and standards for diag-
nostics and therapeutic criteria.

As Hehlmann and colleagues wrote
in an editorial in Leukemia (2004,
18:665–669), the aim of the Compe-
tence Network is to support excellence
in care and research, and also “incorpo-
rate insights from gene array research
into clinical practice…and to migrate
rapidly to molecular classification of
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Fitting the pieces together.
The ELN connects 95
leukaemia trial groups
covering 147 institutions,
and 102 interdisciplinary
partner groups involved in
diagnostics, treatment,
registries and guidelines
for six different types of
leukaemia across 28
countries, offering an
impressive role model
for those aiming at
a more general
integration of Europe’s
cancer research efforts

leukaemias…Thenetwork offers a com-
petitive advantage for participating doc-
tors and scientists from Germany and
neighbouring countries.”Now,with the
ELN, that advantage looks to be spread-
ing tomanymore countries, and it is just
the kind of collaboration for less com-
mon tumour types that many senior
oncologists feel Europe is uniquely able
to exploit.

For the relatively low funding the
ELN started with, the programme
looks hugely ambitious. In keeping
with EuropeanCommission parlance,
it comprises a number of ‘work pack-

ages’ – 16 in total – with the initial
objective of integrating 95 leukaemia
trial groups covering all leukaemia
types, their 102 interdisciplinary part-
ner groups (involving diagnostics,
treatment, registries and guidelines)
and industry.

There are sixwork packages for clin-
ical trials for the disease types – acute
lymphoblastic leukaemia (ALL), acute
myeloblastic leukaemia (AML), chronic
myeloid leukaemia (CML), chronic lym-
phoblastic leukaemia (CLL), chronic
myeloproliferative diseases (CMPD)
andmyelodysplastic syndromes (MDS).

The other packages support interdisci-
plinary topics such as registries, gene
profiling and guidelines. In addition,
there is a network management centre
and support for communications and
information technology.

A CRITICAL MASS
According toSusanneSaussele, ahaema-
tologist-oncologist at the University of
Heidelberg, and the ELN’s scientific
networkmanager, the roots of theproject
also lie in existingEuropeangroups, such
as that for CML, but the ELN has
widened thenumber of countries taking
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part. “We have over 20 now for CML,
more than double the original number,
and thenewparticipants include several
from eastern Europe,” she says. Indeed,
the ELN as a whole also embraces par-
ticipants fromRussia, Turkey and Israel
as members.

There has beenmore long-standing
international cooperation generally in
rarer cancers because of the need to
assemble a criticalmass of patients and
knowledge, says Saussele. Each disease
group operates independently and is a
network in its own right. Leadership of
thework packages is distributed around
Europe, although the core activities,
including the network management
centre, are based in Germany.

The various leukaemia groups have
continued existing trials and started
new pan-European ones using com-
mon data sets, response criteria and
diagnostic standards established by the
ELN (although as Saussele comments,
the different national interpretations of
the European Trials Directive has
slowed progress).

There is a strong focus on the diag-
nostic and treatment side, such as the
growing use of molecular monitoring
and gene profiling, and a number of
therapeutic guidelines have been pub-
lished. Cooperation with other bodies,
such as the European Organisation for
the Research and Treatment of Cancer
(EORTC) and the EuropeanGroup for
Blood and Marrow Transplantation
(EBMT), is ongoing. A European
leukaemia registry is an ultimate goal of
the ELN, andmost registry progress so
far has been with CML andMDS.

The CML group has received a
major boost with a joint ELN/Novartis

European Treatment and Outcome
Study (EUTOS). This, as the name sug-
gests, is aimed at improving and stan-
dardising treatment ofCML inEurope,
given the effectiveness of the Novartis
‘blockbuster’ drug, Glivec (imatinib).

The challenge with CML is to treat
it before it enters an acute, often fatal
stage, which, without treatment, almost
everyone with the disease will progress
to. Some 5,000–10,000 people in
Europe are diagnosed each year with
CML, and about 60,000 are living with
the disease.

The dramatic improvement in out-
comes for CML came about once the
mechanism of the Philadelphia chro-
mosome abnormality was understood,
and five-year survival rates have
increased to 90% with Glivec’s inhibi-
tion of the process of leukaemia cell
proliferation – up from the 60% achiev-
able with interferon or bone marrow
stem cell transplantation. Today, all
patients with a major molecular
response – eliminating virtually all the
tumour cells – are alive after five years.

The challenge now is to raise the bar
in treatment standards across Europe,
including routine use of PCR (poly-
merase chain reaction) testing, which is
the molecular test for determining
whether minute levels of cancer cells
remain in the blood, and ismore precise
than cytogenetic testing frombonemar-
row or blood samples, which in turn is
superior to basic blood analysis.

Building a network of labs that can
carry out tests to a reference standard is
one of the aims of EUTOS. These tests
could includemonitoring blood levels of
Glivec – not least for adherence with
taking this expensive drug. Building a

European registry of CML patients is
also part of the project. Among other
aims, this will help quantifymuchmore
accurately just how many cases there
really are, and answer patients’questions
on outcomes withmore certainty. Edu-
cation for healthcare professionals is
another part of EUTOS (as it is for all of
the ELN).

EUTOS is also mooted as one of
the first genuine cooperations of its
type between academia and industry.
For Novartis it does of course poten-
tially widen the market for its drug,
but it also opens pathways to faster
development for new agents, and sev-
eral other drugs (for example, for
patients resistant to Glivec), are also
becoming available. But the input from
Novartis is substantial – the company
is putting€14million over three years
into the ELN.

Saussele stresses that the network
is strongly protective of its independ-
ence – researchers around Europe will
not cooperate without mutual trust,
she says. Various other funding sources
are being explored, and the ELN is
considering establishing a foundation
that would accept contributions from
industry and other parties.

Certainly, what the ELN has in
abundance is open access. A good
deal of effort has gone into develop-
ing a content management system
for its website to allow all the project
details – trials, papers, reports, con-
tacts etc – to be easily obtainable.
Those not involved in leukaemia may
gain useful insight into this model for
transnational collaboration, not least
from reading the original proposal
to the EC.
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Outcomes after cisplatin alone or in
combination regimens versus hydroxyurea
during pelvic irradiation for cervical cancer

� Dirk Rades and Steven Schild

Cisplatin-based chemoradiation has been shown to be superior to radiotherapy plus hydroxyurea

for stage IB to III cervical cancer, conferring better survival rates withmodest long-term toxicity.

Almost 10 years ago, five ran-
domised trials that included
almost 1,800 patients demon-

strated a survival benefit of 30%–50%
for cisplatin-based chemoradiation
compared with radiotherapy alone in
patients with locally advanced cancer
of the cervix. After an initiative of the
National Cancer Institute, two to six
timesmore patients in theUS received
chemoradiation than before the initia-
tive, resulting in improved survival in
these patients. Despite these findings,
many oncologists are still concerned
about the efficacy and toxicity of cis-
platin-based chemoradiation.
On the basis of the RTOG-9001

trial, one may question whether cis-
platin-based chemoradiation is supe-
rior to radiotherapy alone for all stages
of disease from IB to IVA.1 The trial

compared pelvic irradiation plus
chemotherapy (cisplatin+5-fluoro-
uracil) to irradiation of only the pelvic
and para-aortic lymph nodes. The orig-
inal report published in 1999 demon-
strated a significant survival benefit
for stage IB/II tumours (n=273), but
not for stage III/IVA (n=116) tumours.
The results were confirmed in the long-
term analysis, which included 228 sur-
vivors and had a median follow up of
6.6 years.2 In comparison with radio-
therapy alone, chemoradiation resulted
in improved overall survival (41% vs
67% at 8 years; P<0.001), disease-free
survival (36% vs 61%; P<0.001), and
loco-regional control (65% vs 82%;
P<0.001).2 Grade 3–4 late toxicity was
reported as 14% in each group
(P=0.50).A subgroup analysis revealed
that the benefit of combined therapy

was limited to patients with stage IB/II
disease (P<0.001 for all end points).
For those with stage III/IVA disease,
only a trend towards improved out-
come was observed (overall survival,
P=0.07; disease-free survival, P=0.05;
loco-regional control, P=0.065), a
result that was most likely attributable
to the relatively small number of
patients in this subgroup.
The long-term results of the

RTOG-9001 trial encouraged Rose et
al. to evaluate the long-term results of
their trial, GOG-120 (see opposite),
particularly because the number of
patients with International Federation
of Gynecology andObstetrics (FIGO)
stage III tumours enrolled in this trial
was comparatively large (n=234, 45%).3

Indeed, concurrent cisplatin-based
chemotherapy was associated with

Dirk Rades is associate professor of radiation oncology, and vice chair of the Department of Radiation Oncology, at the University Hospital Schleswig-Holstein, Lübeck, Germany, and
Steven Schild is professor of radiation oncology, and vice chair of the Department of Radiation Oncology, at the Mayo Clinic, Scottsdale, Arizona, USA. This article was first published in
Nature Clinical Practice Oncology 2008 vol. 5 no. 3, and is reproduced with permission. www.nature.com/clinical practice, doi:10.1038/ncponc1017, © 2007 Nature Publishing Group
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significantly improved overall survival
(OS) and progression-free survival
(PFS) comparedwith radiotherapy plus
hydroxyurea. Both 5-year and 10-year
OS rates were increased by 20%. The
survival benefit conferred by concur-
rent cisplatin-based chemotherapy in
cervical cancer is much higher than
that conferred by adjuvant chemother-
apy in patients with breast cancer. Fur-
thermore, the long-term results of the
GOG-120 trial demonstrate that the

survival benefit is not intermediate but
long lasting (at least 10 years), with
modest late toxicity (less than 5% grade
3–4 toxicity).
Two of the three other trials

(besides RTOG-9001 and GOG-120)
that favoured cisplatin-based chemo-
radiation for locally advanced cervical
cancer included only patients with
stage IB2, IB or IIA tumours. The third
study included stage III/IV tumours,
but no stage-related subgroup analyses.

The GOG-120 trial is the only study
that allows conclusions to be drawn
regarding the value of cisplatin-based
chemotherapy for stage III cervical
cancer.3 Future investigations will be
needed to clarify the potential benefits
of newer systemic agents and the role
of cisplatin-based chemotherapy for
stage IVA disease.

Details of the references cited in this article can

be accessed at www.cancerworld.org/magazine
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Synopsis
Peter G. Rose, Shamshad Ali, Edwin Watkins et al. (2007) Long-term follow-up of a randomized trial comparing
concurrent single agent cisplatin, cisplatin-based combination chemotherapy, or hydroxyurea during pelvic
irradiation for locally advanced cervical cancer: a Gynecologic Oncology Group study. J Clin Oncol 25:2804–2810
Background.TheGynecologicOncologyGroup (GOG)protocolwas the second of five randomised trials that examined the long-
term outcomes associated with simultaneous cisplatin-based chemotherapy and pelvic irradiation for various stages of cervical
cancer. Long-term results have been published for the trials.
Objective. To compare the long-term survival rates and toxicities associated with cisplatin-based chemotherapy and pelvic irra-
diationwith those associatedwith hydroxyurea and concurrent pelvic irradiation in patients with locally advanced cervical cancer.
Design. This randomised phase III study included patients with untreated, stage IIB, stage III or stage IVA invasive squamous,
adenosquamous or adenocarcinomaof the cervix. Eligible patients had aGOGperformance status of 0, 1, 2 or 3, andnormal haema-
tologic, hepatic and renal function with no history of other malignancy. Patients with para-aortic nodemetastasis, intraperitoneal
disease or disease outside the pelvis were not eligible for inclusion.
Intervention. Patients were randomly allocated to one of three chemotherapy regimens: cisplatin (40 mg/m2 for 4 hours before
irradiation on days 1, 8, 15, 22, 29 and 36); combined cisplatin (comprising cisplatin 50mg/m2 for 4 hours before irradiation on
days 1 and29, fluorouracil 4g/m2 as 96-hour infusions starting ondays 1 and29, andhydroxyurea 2g/m2 bi-weekly for 2 hours before
radiation onweeks 1–6); or hydroxyurea (3g/m2 bi-weekly for 2 hours before radiation onweeks 1–6) alone.All chemotherapy reg-
imenswere delivered during external irradiation treatment. Pelvic irradiationwas delivered at a dose of 1.7Gy fractions to all patients,
with a total dose of 40.8 Gy being given to patients with stage IIB and 51.0 Gy to patients with stage IIIB/IVA disease.
Outcome measures. The primary outcomes were progression-free survival (PFS) and overall survival (OS). Toxicity was a
secondary outcome.
Results.During the period 1992–1997, 575 patients enrolled in the study, of whom49were ineligible, leaving a total study pop-
ulation of 526 patients. For surviving patients, themedian follow-up timewas 106months.At 30months’ follow-up, PFS rateswere
63% for the cisplatin regimen, 63% for the cisplatin-combination regimen and 42% for hydroxyurea alone. The correspondingPFS
rates at 60 months and 120 months were 58%, 57% and 35%, and 46%, 43% and 26%, respectively. OS rates at 30 months were
70% in the cisplatin group, 70% in the cisplatin-combination group and53% in thehydroxyurea group.At 60months and120months,
the corresponding rates ofOSwere 60%, 61%and40%, and53%, 53%and34%, respectively. The relative risks of disease progression
or death for the cisplatin regimen and the cisplatin-combination regimen in comparison with the hydroxyurea regimenwere 0.57
and 0.51, respectively. In total, 518 patients received radiation.Acute urologic or gastrointestinal toxicities occurred in 66 patients
in the cisplatin group (19.1%) and in 29 patients in the hydroxyurea group (16.8%).
Conclusion.Cisplatin-based chemotherapyduringpelvic radiation improves long-termOSandPFSof patientswith locally advanced
cervical cancer, with acceptable acute and late toxicity.
Acknowledgement: The synopsis was written by Mandy Aujla, Associate Editor, Nature Clinical Practice.
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Are metastatic testicular tumours
curable with high-dose chemotherapy
and stem-cell rescue?
� Giovanni Rosti, Ugo De Giorgi and Paolo Pedrazzoli

A retrospective study has shown that haematopoietic stem cell rescue in tandemwith high-dose

chemotherapy should be considered a major treatment option in patients with testicular

cancer following first-salvage chemotherapy and/or in cisplatin-refractory disease.

Although cisplatin-based chemo-
therapy cures approximately 80%
of patientswith newly diagnosed

metastatic germ-cell tumours, the out-
come in those failing initial chemo-
therapy is much less favourable and
dependent on certainwell-defined clin-
ical factors.1 Primary salvage options in
patients who do not respond to first-
line chemotherapy include conventional-
dose cisplatin-based regimens, while
high-dose chemotherapy (HDCT)with
haematopoietic stem cell rescue has
been actively investigated in the last two
decades, with controversial results.2

Einhorn and colleagues have retro-
spectively analysed their experience of
tandem HDCT with carboplatin and
etoposide in a large series of consecutive
men with metastatic testicular cancer
that had progressed after receiving cis-
platin-containing combination chemo-
therapy. This study shows 70%and 50%

four-year disease-free survival in patients
who received HDCT as second-line or
third-line or later therapy, respectively.As
it is a retrospective review, one may
argue that the results are biased by
patient selection. This does not seem to
be the case, however, as even patients
with very poor prognosis achieved long-
term disease-free survival – 50% of sur-
vivors were classified high-risk by the
International Germ Cell Cancer Col-
laborativeGroup classification3 and45%
had platinum-refractory disease. It is
important to note that all patients in
this series receivedperipheral-bloodpro-
genitors as sources of haematopoietic
stem cells. This strategy allowed a rapid
engraftment, thereby permitting the
administration of two courses of high-
dose carboplatin plus etoposide with
planned delays at three-week intervals
and acceptable toxicity. In addition,
peripheral-blood progenitors were

enriched for CD34+ haematopoietic
cells, a procedure which may have a
role in eliminating possible cancer cells
from the graft. The source of stem cells
and their ex vivomanipulationmaywell
have contributed to the positive results
of the study, although there are no evi-
dence-based data to support this hypo-
thesis at present.
Results provided by Einhorn et al.

are apparently in contradiction with
data from two recently published ran-
domised trials4,5 that fail to demonstrate
a benefit of HDCT over conventional
chemotherapy in patients with a poor
prognosis, albeit in earlier phases of the
disease. Both studies, designed in the
early 1990s during an era of great expec-
tations for HDCT, were planned to
detect an overoptimistic improvement
of event-free survival. The use of bone-
marrow stem cells in some patients has
resulted in high transplant-relatedmor-

Giovanni Rosti is director of the Medical Oncology Unit, Ospedale Ca’Foncello, Treviso, Italy, Ugo De Giorgi is attending physician at the Medical Oncology Unit, Department of
Medical Oncology, Ospedale Vito Fazzi, Lecce, Italy and Paolo Pedrazzoli is head of the cell therapy programme at Oncologia Falck, Ospedale Niguarda Ca’ Granda, Milan, Italy. The
authors are members and wrote this article on behalf of the Italian Germ Cell Cancer Group (IGG) and Gruppo Italiano per il Trapianto di Midollo Osseo, Cellule Staminali
Emopoietiche e Terapia. This article was first published in Nature Clinical Practice Oncology 2008 vol. 5 no. 3, and is reproduced with permission. www.nature.com/clinical practice,
doi:10.1038/ncponc1018, © 2007 Nature Publishing Group
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Synopsis
LawrenceEinhorn, StephenWilliams,AmyChamness et al. (2007)High-dose chemotherapy and stem-cell rescue formeta-
static germ-cell tumors.NEngl JMed 357:340–348
Background.Salvage therapy is used in patientswith germ-cell tumourswho relapse after initial chemotherapy, and often includes
cisplatin combination chemotherapy or high-dose chemotherapy plus autologous haematopoietic stem-cell transplantation to
rescue the bonemarrow.
Objective. To investigate the efficacy of high-dose chemotherapy (HDCT) and stem-cell infusion as treatment for cisplatin-
resistant metastatic testicular cancer.
Design and intervention. In this retrospective study, 184 patients with metastatic testicular cancer who had received HDCT
and peripheral-blood stem-cell rescue from February 1996 to December 2004 were reviewed. Peripheral-blood stem cells
were collected and purified before commencement of HDCT. Patients who had received first-line high-dose salvage
chemotherapy and whose tumour had not progressed within four weeks of previous treatment were given standard doses of
vinblastine, iphosphamide and cisplatin before HDCT. Patients who had already received iphosphamide-based salvage
chemotherapy were given HDCT only. High-dose chemotherapy comprised two cycles of intravenous carboplatin (700mg/m2

of body surface area) plus etoposide (750 mg/m2 of body surface area) given five, four and three days before the infusion
of peripheral-blood stem cells. Following recovery of granulocyte and platelet counts, a second cycle of HDCT was
administered.
Outcome measure. The primary outcomemeasure was duration of disease-free survival.
Results.Themedian age of patients was 31 years (range 15–58 years).All but 11 of the 184 patients received the second course
of HDCT. Over a median follow-up period of 48 months (range 14–118), 116 patients remained disease free. Complete remis-
sion was noted in six patients, four after receiving paclitaxel plus gemcitabine, and two after undergoing subsequent resection of
a germ-cell tumour. Among the 135 patients who received HDCT plus haematopoietic stem-cell rescue as second-line therapy,
94were disease-free during follow-up.Of 49 patients who received treatment as third-line or later, 22were disease-free through-
out follow-up. Among the study participants, 40 patients had platinum-refractory disease, of whom 18 were disease-free during
follow-up; of the144patientswithplatinum-sensitive cancer, 98weredisease-free at study completion.Approximately 74%of patients
with seminoma and60%of patientswith nonseminomatous germ-cell tumourswere disease-free throughout follow-up. Three drug-
related deaths occurred during treatment.
Conclusion.HDCTplus haematopoietic stem-cell rescue can potentially cure patients with testicular tumours, evenwhen used
in platinum-refractory disease or as third-line or later treatment.
Acknowledgement: The synopsis was written by Mandy Aujla, associate editor, Nature Clinical Practice.
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tality in these studies. Nevertheless,
HDCTprovided statistically significant
benefit in the subgroups of patients
with unsatisfactorymarker decline dur-
ing first-line chemotherapy4 and who
achieved complete response with con-
ventional therapy.5 We believe that, on
the basis of the robust data provided by
Einhorn and colleagues, awell-designed
randomised trial of haematopoietic-
stem-cell transplantation and HDCT
versus conventional-dose chemother-
apy should be performed in patients
with poor-prognostic clinical features
who relapse after initial chemotherapy.

At present, there should be no debate on
the use of tandem-HDCT in patients
with germ-cell tumours who have failed
second-line therapy.
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Expertise counts in
diagnostic ultrasound
for ovarian cancer
� The Lancet Oncology

Using expert ultrasonographers over regular
operators for diagnosing ovarian cancer

results in a significant reduction in the overall
number of diagnostic procedures required and
reduces lengthof inpatient hospital stays, accord-
ing to a recent study.

The established way to distinguish benign
from malignant tumours in the region of the
uterus, ovaryor fallopian tubes (knownasadnexal
tumours) is assessmentof structural features (such
as wall structure, blood vessels and presence
of fluid) using ultrasound. Ultrasonography,
however, is subject to substantial interobserver
variability, with experienced operators being sig-
nificantlymoreaccurate in their diagnosis than the
less experienced.

The study set out to assess whether the level
of operator skill had a measurable impact on
patient management. Overall, 150 patients with
suspectedovarian cancer, referred to the regional
gynaecological cancer centre at Guy’s and
St Thomas’ NHS Foundation, London, between
3 May 2004 and 15 February 2007, were ran-
domised to level III (expert) ultrasonography (n=77)
or level II (routine) ultrasonography (n=73). Level
III ultrasonographywas undertaken by gynaecol-
ogists with a special interest in gynaecological
ultrasound who had more than 10 years’ experi-
ence in theprocedure;while level II ultrasonogra-

scanning might have been even greater if it had
been used in the primary assessment of ovarian
pathology. “Increased confidence in the diagno-
sis of benign ovarian lesions is likely to decrease
the need for additional diagnostic tests, such as
MRI or serum CA-125 concentration, and also
decreases the number of referrals to regional
cancer centres,” they write.

� Effect of quality of gynaecological ultra-

sonography on management of patients with

suspected ovarian cancer: a randomised controlled

trial. J Yazbek, SK Raju, J Ben-Nagi et al. Lancet

Oncol February 2008, 9:124–131

PET scans are better
than CT for measuring
sarcoma response
� Clinical Cancer Research

Positron emission tomography (PET) – a typeof
scanning that assesses the activity of cells in

thebody– ismuchmore sensitive andmoreaccu-
rate than conventional imaging methods in
detecting responses to treatment in patientswith
sarcoma, according to one of the first studies to
look at this issue.

The study compared PET scanningwith CT in
42 patientswith high-grade soft tissue sarcomas.
Scans were taken before and after the patients
were treatedwith chemotherapy, prior to surgery
to remove their tumours. The researchers
measured the metabolic or chemical activity of

phywasundertakenbyultrasonographers trained
ingynaecological ultrasonography. For all patients,
both transvaginal and transabdominal scanswere
undertaken to ensure complete assessment of
the entire abdominal cavity.

Results showed thenumber ofmajor surgi-
cal staging procedures for presumed ovarian
cancer undertaken inwomen screened by level
III ultrasonography was 17 of 77 (22%), com-
paredwith27of 73 (37%) for those screenedby
level II ultrasonography (P=0.049). Therewasalso
a reduction in follow-upprocedures after expert
sonography,with themediannumberof follow-
up scans being two (range 0–5) in the level II
group, compared with one (0–4) in the level III
group (P=0.0004). “This finding is likely to be the
consequenceof thegreatly increasedproportion
ofpatients inwhomaconclusivediagnosisof the
natureof the adnexal tumourwaspossible from
level III ultrasonography compared with level II
ultrasonography,” write the authors.

Furthermore, results showed that a histolo-
gical diagnosiswasprovided to clinicians for 76of
77 patients (99%) in the level III group compared
with only 38 out of 73 patients (52%) in the level
II group (P<0.0001). The total number of surgical
procedureswas similar in the twogroups–35of73
(48%) in the level II groupversus33of77 (43%) in
the level III group (P=0.53). However, the number
ofminimally invasiveprocedureswashigher for the
level III group than the level II group. This,write the
authors, is likely tohave contributed to the signif-
icant decrease in the median duration of hospital
stay forpatients in theexpert level III group (5days;
range 1–9 vs 6 days; range 3–13).

The authors add that the effect of expert
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the tumour cells using a specific PET probe that
assesses glucose metabolism. This allowed them
to determine whether the cancer cells were still
alive and dividing after treatment. After remov-
ing the tumours during surgery, they analysed the
cells directly to assess whether chemotherapy
had affected their activity.

Assessing the effects of chemotherapy in
people with sarcomas has previously been dif-
ficult, because the standard measure for
response to cancer treatment –Response Eval-
uation Criteria in Solid Tumors (RECIST) – has
proved unreliable in these cancers. Using this
method, patients are scanned by CT or MRI to
assesswhether a tumourhas shrunk in response
to treatment. Previous research has shown that
treatmentmay change the activity of sarcoma
tumour cells in away that improves a patient’s
survival, even though a change in tumour size
is not apparent using RECIST criteria. This has
important implications for patients, because
theymaybe takenoff a treatment that is poten-
tially improving their prognosis, because their
tumour is not shrinking.

“Weknewfromour experiencewithneoadju-
vant therapy in sarcoma patients that measuring
tumour size correlated poorly with response,”
explained Fritz Eilber, director of theSarcomaPro-
gramat the Jonsson Comprehensive Cancer Cen-
terat theUniversityofCaliforniaat LosAngeles, and
one of the authors of the new study. “We have
removedmany tumours thathavenot changed in
size with treatment, or have even grown, but are
completely dead on pathologic analysis. Just
because the tumour doesn’t shrink doesn’t mean
the treatment didn’t work,” he added.

Results from the study showed that PET
scanningwasmuchmore accurate in detecting
response to chemotherapy in sarcomas than
conventional scanning. PET scanning identi-
fied all of the patients whose tumour cells
responded to treatment. In contrast, using stan-
dard tumour-size based criteria (RECIST) iden-
tified only one in four patients (25%) whose
tumour cells had responded.

The study findings have important implica-
tions, say the researchers. “PET should be used to
monitor treatment response in patients with
high-grade soft tissue sarcomas,” they conclude.

� Reduction of glucose metabolic activity is more

accurate than change in size at predicting

histopathologic response to neoadjuvant therapy

in high-grade soft-tissue sarcomas. V Evilevitch,

WAWeber,WDTap et al.Clin Cancer Res 1 February

2008, 14:715–720

Minimally invasive
staging procedure
works in lung cancer
� JAMA

Anevaluationof severalmethodsof endoscopic
biopsy suggests aminimally invasiveapproach

can accurately stage suspected lung cancer. A
combined approach using two different endo-
scopic procedures has been shown to provide the
most accuratemethod of diagnosis.

Accurate staging of lung cancer is recognised
as critical for the selection of optimal therapy.
Patients without evidence of mediastinal lymph
node metastases are generally offered surgical
resection,whereasthosewithmetastasesaretreated
withchemoradiotherapy (withorwithout surgery).

Noninvasive stagingwith chest CT or PET has
been associated with high rates of false-positive
and false-negative results. TheAmericanCollegeof
Chest Physicians therefore recommends invasive
stagingof themetastaticmediastinal lymphnodes,
a surgical procedure requiringgeneral anaesthesia
that carries a 2% risk ofmajormorbidity.

More recently, less invasive methods have
emerged, including blind transbronchial needle
aspiration, endobronchial ultrasound-guided fine-
needle aspiration, and transoesophageal endo-
scopic ultrasound-guided fine-needle aspiration.

In the JAMA study, Michael Wallace and col-
leagues, fromtheMayoClinicCollegeofMedicine
in Florida, compared the diagnostic accuracy of
each of these endoscopic staging procedures. The
study involved 138 suspected lung cancer cases
seen consecutively between November 2004 and
October 2006, with each patient undergoing the
three procedures sequentially in a single com-
binedprocedure. Pathologic confirmationandclin-
ical follow-up took place at 6–12months.

Results showed that42patients (30%)hadmalig-
nant lymphnodes. Theendobronchial ultrasound-
guidedaspirationmethodwasmore sensitive than
the blind transbronchial procedure, detecting 29
(69%) versus 15 (36%)of the42malignant lymph
nodes (P=0.003). Transoesophageal aspirationalso
detected 29. Combining the ultrasound-guided
endobronchial and the transoesophageal endo-
scopic procedures detected 10 more malignant
nodes than eithermethod used alone.

If mediastinoscopy had been performed only
when the results of the endobronchial and trans-
oesophageal endoscopicprocedureswerenegative,
write the authors, an invasive procedure could
have been avoided in 28%of patients (39/138).

“If these data are confirmed by other stud-
ies, they thus suggest that endoscopic ultra-
sound-guided fine-needle aspiration plus
endobronchial ultrasound-guided fine-needle
aspiration… may be an alternative method for
surgical staging of themediastinum in patients
with suspected lung cancer,” they conclude.

� Minimally invasive endoscopic staging of suspected

lung cancer. M Wallace, JMS Pascual, M Raimondo

et al. JAMA 6 February 2008, 299:540–546

Ki-67 does not predict
response to adjuvant
breast cancer treatment
� Journal of the National Cancer Institute

In breast cancer, having a high percentage of
tumourcells expressing theproliferationantigen

Ki-67 – a high tumour Ki-67 labelling index – has
been foundtobeassociatedwithpoordisease-free
survival but, according toa retrospectiveanalysis, it
does not predict response to adjuvant treatment.

Expression of the Ki-67 antigen indicates
cells in the active phase of the cycle. Several
small studies have reported that a high Ki-67
labelling index predicts better response to
neoadjuvant chemotherapy.

To investigate whether the Ki-67 labelling
index could also be used to predict response to
adjuvant chemoendocrine therapy,GiuseppeViale
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and colleagues from the European Institute of
Oncology,Milan, undertooka retrospectiveassess-
mentofKi-67expression in tumour samples from
the International BreastCancer StudyGroup trials
VIII and IX. The two large randomised trials, con-
ducted between 1988 and 1999, compared
endocrine therapyaloneversusCMFchemotherapy
(cyclophosphamide, methotrexate, and 5-fluoro-
uracil) followed by endocrine therapy among
pre/perimenopausal (trialVIII) andpostmenopausal
(trial IX) breast cancerpatientswithnode-negative,
hormone-receptor-positive disease.

The team assessed 1,924 formalin-fixed
paraffin-embedded samples for Ki-67 labelling
index, using the mouse monoclonal antibody
MIB-1. They found Ki-67 levels could not be
usedtopredictwhichpatientsbenefited fromthe
additionof chemotherapy to endocrine therapy
in the adjuvant setting. Results did show, how-
ever, that a high Ki-67 labelling indexwas asso-
ciatedwithaworsedisease-free survival among
bothpostmenopausalwomen(trial IX; recurrence
ordeathHR1.60,95%CI1.26–2.03,P<0.001)and
pre/perimenopausal women (trial VIII; HR 1.66,
95%CI 1.20–2.29, P=0.002).

Other biomarkers are needed to definewhich
women with endocrine-responsive node-nega-
tiveearlybreast cancerbenefit fromtheadditionof
adjuvant chemotherapy to endocrine therapy, the
authors conclude.

In an accompanying editorial, Matthew Ellis
from Washington University, St Louis, Missouri,
wrote, “This result is strikingbecause it indicates that
patientswithaggressivenode-negativehormone-
receptor-positivebreast tumourswhohaveahigh
growthfraction–thepatientsmost inneedofaddi-
tional therapy – obtain no extra benefit from the
additionof cyclophosphamide,methotrexate, and
5-fluorouracil to their endocrine regimen.”

� Predictive value of tumor Ki-67 expression in two

randomized trials of adjuvant chemoendocrine therapy

for node-negative breast cancer. G Viale, MM Regan,

MGMastropasqua et al, on behalf of the International

Breast Cancer Study Group. J Natl Cancer Inst

6 February 2008, 100:207–212

� Improving outcomes for patients with hormone

receptor–positive breast cancer: back to the drawing

board [editorial]. MJ Ellis. ibid pp159–161

mechanism and appropriate treatment of
sorafenib-induced hypertension,” they add.

� Incidence and risk of hypertension with sorafenib

in patients with cancer: a systematic review and meta-

analysis. S Wu, J J Chen, A Kudelka et al. Lancet

Oncol February 2008, 9:117–123

Androgen suppression
therapy does not benefit
patients with comorbidity
� JAMA

Adding androgen suppression therapy (AST) to
external radiation treatment increases overall

survival in men with high-risk locally advanced
prostatecancer, but, accordingtoa recent study, the
benefits arenot seen inpatientswithcomorbidities.

Several randomised trials have documented
increased survival when AST is combined with
external beamradiation therapy (RT), compared to
RTalone, in localisedand locally advancedprostate
cancer. As a result, combination treatment has
become the standard of care. However, pooled
analyses of randomised studies suggest that, in
older men, AST administration can be associated
with an increased risk of cardiovascular events.

Anthony D’Amico and colleagues from
Brigham and Women’s Hospital and Dana Farber
Cancer Institute, Boston,Massachusetts, set out to
investigatewhether survivalbenefits inmenunder-
going AST in combination with RT varied accord-
ing to their comorbidity illness profiles.

In all, 206 men (median age 72.5 years) with
clinically localised or locally advanced non-
metastatic prostate cancer and at least one
unfavourable prognostic factor were randomised
to treatment with RT or RT plus AST. Each patient
was assignedabaseline comorbidity score, graded
on a scale of 0 (none) to 3 (severe).

After a median follow-up period of 7.6 years,
results showedasignificant increase intheriskofall-
causemortality inpatients receivingRTalonecom-
paredwith thegroupreceivingbothRTandAST (44
vs 30 deaths, HR1.8, 95%CI 1.1–2.9, P=0.01).

Whenasubgroupanalysiswasundertaken, the

Sorafenib patients require
monitoring for hypertension
� The Lancet Oncology

Patients taking sorafenib (Nexavar) need close
monitoringand treatment forhighbloodpres-

sure to prevent cardiovascular complications,
according to a recent study.

Sorafenib is a multikinase inhibitor used to
extendsurvival inpatientswithadvanced renal cell
cancer (RCC) and hepatocellular cancer. Hyper-
tensionhas beennoted in trials,with an incidence
ranging from16%tomore than42%.Otherangio-
genesis inhibitors, includingbevacizumab (Avastin)
and sunitinib (Sutent), have also been associated
with hypertension.

With theaimofunderstanding theoverall risk
forhypertension inpatientsonsorafenib,Shenhong
Wuandcolleagues fromTheUniversityofNewYork
conducteda systematic reviewandameta-analy-
sisusingdatabases includingMEDLINE, theWebof
ScienceandabstractspresentedatASCOmeetings.
Overall the teamidentifiedninestudies, includinga
total of 4,599 patients with RCC or other solid
tumours meeting the criteria of patients being
assigned single-drug sorafenib at 400mg twice
daily, with data on hypertension available.

Results showedthat the incidenceofall-grade
hypertension was 23.4% in patients receiving
sorafenib, with a 5.7% incidence of high-grade
hypertension. Sorafenib treatmentwasassociated
withasix-fold increasedriskofdevelopingall-grade
hypertension comparedwith controls.

Initially the authors had speculated that RCC
would be associated with a greater risk of hyper-
tension thannon-RCCmalignancies, onaccountof
previousnephrectomyand renal dysfunction. This,
however,wasnot found tobe the case. “Apossible
explanation… is that the increase inbloodpressure
andhypertension inducedbysorafenib is sopromi-
nent that the riskassociatedwithRCC isnotevident
in this setting,” write the authors.

Early detectionandeffectivemanagementof
hypertensionmightallowfor saferuseof sorafenib,
conclude the authors. “The hypertensive and car-
diovascular sideeffectsof sorafenibneed thorough
post-marketing surveillance and reporting, and
future studies will be needed to identify the
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increased risk inall-causemortality formenreceiv-
ingRTaloneappliedonly to thosewithnoormin-
imal comorbidity (31 vs 11 deaths, HR 4.2, 95%CI
2.1-8.5, P=0.001). Among men with moderate or
severe comorbidity, 13 of those randomised to RT
alone died, compared with 10 randomised to RT
plus AST (HR 0.54, 95%CI 0.27–1.10, P=0.08).

“The clinical significanceof this finding is that
preexistingcomorbid illnessmay increase theneg-
ativeeffectsof specific anticancer treatments such
as AST,” conclude the authors. “Therefore, future
randomised studies evaluating the impact on sur-
vival of addingnovel therapies to thecurrent stan-
dardsof practice inmenwith clinically localisedor
locally advanced non-metastatic prostate cancer
should consider a pre-randomisation stratifica-
tion by comorbidity score.”

� Androgen suppression and radiation vs radiation

alone for prostate cancer: a randomized trial.

AV D’Amico, MH Chen, AA Renshaw et al. JAMA

23 January 2008, 299:289–295

The breast cancer
personality is laid to rest
� Journal of the National Cancer Institute

Studies in the 1980s suggested that women
whohaddifficulty expressing emotionsmight

bemoreprone to breast cancer. However, a recent
13-year follow-up study looking at breast cancer
incidence and personality traits has foundno evi-
dence of any association.

The study was conducted by Eveline Bleiker
andcolleagues, fromtheNetherlandsCancer Insti-
tute in Amsterdam. It followed an earlier study by
Bleiker, conducted in1996,whichhadfoundaweak
association between breast cancer and a high
scoreon the ‘anti-emotionality scale’ (indicatingan
absence of emotional behaviour or a lack of trust
inone’s ownfeelings).One limitationof that study,
reportedby theauthors,was that follow-upwas for
a maximum of five years after the psychological
assessment, so the assessment could have been
detectingthesub-clinical effectsof tumourgrowth.

In thecurrent study, involving the samecohort
ofwomen, Bleiker and colleagues followed, for 13

years, 9,705 women attending a population sur-
veillanceprogramme in theDutchcityofNijmegen
between 1 January 1989 and 31 December 1990.
All the women were asked to complete a person-
alityquestionnaireassessinganxiety, anger, depres-
sion, rationality, anti-emotionality, understanding,
optimism, social support, ‘emotional expression
in’ (feelings held in or suppressed), ‘emotional
expression out’ (feelings directed toward other
peopleor subjects) andemotional control (control
of outward expression of feelings). Information
on medical risk factors, like having a first-degree
relativewith breast cancer, was also collected.

A total of217womensubsequentlydeveloped
breast cancer, between 17May 1995 and 1 Janu-
ary 2003. When their personality profiles were
comparedwith868age-matchedcontrols, noneof
thepersonality factors examined showedany sig-
nificant association with increased risk of breast
cancer – a result, say the authors, that may help
reassure some patients.

“Our finding that nopsychological risk profile
was associatedwith the incidence of breast can-
cer may help oncologists to reassure patients
that their personality appears to have played no
role in the development of their breast cancer,”
they conclude.

� Personality factors and breast cancer risk: a 13-year

follow-up. E Bleiker, J Hendriks, J Otten et al. J Natl

Cancer Inst 6 February 2008, 100:213–218

Oxygen does not help cancer
patients with dyspnoea
� British Journal of Cancer

Use of oxygen therapy fails to improve symp-
tomsof dyspnoea in cancer patients, accord-

ing to a systematic review andmeta-analysis.
Dyspnoea, defined by the American Thoracic

Societyasa “subjectiveexperienceofbreathingdis-
comfort”, is experienced by 50%–70%of patients
with advanced cancer. The use of oxygen therapy
is widespread, despite there being little evidence
that itworks. Treatment shouldnot beundertaken
lightly, since thepatient’s qualityof life canbe lim-
ited as a result of functional restrictions; psycho-

logical distress can arise from being reliant on a
machine, and use of nasal cannulae can increase
the risk ofnosebleeds. Furthermore, homeoxygen
is expensive, with many patients forced to fund
treatment themselves.

Inanattempt to improveunderstandingof the
use of palliative oxygen, Hope Uronis and col-
leagues from Duke University Medical Center in
Durham, North Carolina, undertook a systematic
review in MEDLINE and EMBASE of studies pub-
lished between 1966 and December 2006.
Altogether the team identified four blinded, ran-
domised, crossover trials of cancerpatients treated
withnon-invasiveoxygen (nasal cannula,mouth-
piece or face mask), where direct comparisons
couldbemadebetweenoxygen therapyandmed-
ical air (used as a placebo).

In thestudies,dyspnoea ratingsweremeasured
using the modified Borg 0–10 numerical rating
scale (NRS) or a 100-mm or 300-mm visual ana-
logue scale (VAS). Thesewere converted into stan-
dardisedmeandifferences (SMDs). Altogether134
patients were included in themeta-analysis.

Results showed thatoxygen failed to improve
dyspnoea in mildly or non-hypoxaemic cancer
patients (SMD -0.09; 95%CI -0.22–0.04; P=0.16).
This, say the authors, translates to a 0.22-point
reduction indyspnoeaona0–10numerical rating
scale. Most clinicians would consider a 1-point
reductionona0–10NRStobeclinically significant.

Patientpreferenceswerealso studied, because
dyspnoea is subjective and patients often have
difficulty describing the sensation – and it is also
knownthatnot all patientswhobenefit fromoxy-
genwant to receive it.

Two of the four studies demonstrated statis-
tically significant patient preferences for oxygen.
“The data… suggest that there is a population of
patients who experience less dyspnoea while
receiving oxygen as compared with medical air,”
write the authors, adding that further research is
needed to identify this subgroup. Until that time,
decisions regarding palliative oxygen should be
made on an individual basis.

� Oxygen for relief of dyspnoea in mildly or non-

hypoxaemic patients with cancer: a systematic review

and meta-analysis. H Uronis, D Currow, D McCrory

et al. Br J Cancer 22 January 2008, 98:294–299



Protection of
employment rights:

still work in progress
� Peter McIntyre

Despite an EUdirective outlawing job discrimination, cancer patients are still routinely forced

out of work by employers who don’t want them or refuse to accommodate their need for lighter

work or a shorter working day. Changing attitudes and improving the information and support

available to patients will be key to turning the letter of the law into reality at work.

W
omen with early breast cancer in
Quebec,Canada, losemore than
a quarter of their income in the
year following diagnosis. A study
published in the Journal of the

National Cancer Institute (26 February 2008) shows
thatwomenwhohad jobswhen theywerediagnosed
lose 27% of their income, on average, even when
sicknessbenefits andother formsofcompensationare
taken intoaccount.One in tenwomen losemore than
two-thirds of their income.

Themost severe impact is felt bywomenwho are
less educated, live further from the hospital where
they are treated, and havemore serious disease and
less social support. The Laval University team,
which conducted the study, concluded, “wage losses
resulting from breast cancer can substantially and
negatively affect the financial situation of working
women and their families.”

In both North America and Europe improved
treatment of cancer and greater public understand-
ing has helped drive a trend for younger cancer
patients to return to work. Barbara Hoffman in her
2005 paperCancer Survivors atWork: aGeneration

of Progress (CA Cancer J Clin 2005; 55:271–280),
reported that in North America more than 70% of
cancer survivors of working age returned to work
within a year of diagnosis, andmore than 80%did so
within four years.Young breast cancer survivors had
the same employment rates five years after diagno-
sis as they did at the time of diagnosis.

Yet nearly half of supervisors admitted that they
wouldbe less likely tohire someonewhohadhadacan-
cerdiagnosis.Hoffmanconcluded that, “fromthe time
of diagnosis, survivors need team-based, long-term
support inmanaging their employment opportunities.”

InEurope, there arenodata onhowmanycancer
patients return towork andhoweasy they find it todo
so. In many European countries, employers still dis-
criminate against peoplewhohavehadacancerdiag-
nosis, and patients often come under pressure to
resign their posts, or are sacked.

The European Employment Framework Direc-
tive, which came into effect in 2004, obliged EU
Member States to introduce legislation to outlaw
unreasonable discrimination against people with
disabilities. Theway this legislation has been imple-
mented across the EU varies widely.
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WHAT THE DIRECTIVE SAYS

TheCouncil of theEuropeanUnionapprovedaDirectiveonEqual
Treatment in Employment in November 2000 to establish a
framework to combat discrimination on grounds of religion or
belief, disability, age or sexual orientation.
TheDirective affirms the importance of giving specific attention
to recruitment, retention, training and lifelong learning for peo-
plewith disabilities. Employers are required to takeeffective and
practicalmeasures to adapt premises andequipment, patterns
of working time, distribution of tasks or training.
However, theDirective is silent onwhether someonewith a long-
term illness, suchas cancer, is considered in thesamecategory
assomeonewithadisability. TheDirectivedoesnotprotect some-
onewho is “not competent, capableandavailable toperform the
essential functions”.
Adaptive measures must not cause the employer a dispro-
portionate burden, taking into account the scale and financial
resources of the employer and the availability of public funds.
Member States were given a final deadline of December
2006 to comply and must report to the European Com-
mission every five years.

For more about the Directive see: http://europa.eu./scadplus/leg/en/cha/c10823.htm

THE LAW
In theNordiccountries, theNetherlandsandtheUK,
for example, peoplewith long-term illnesses suchas
cancer are specifically included in the definition of
disability, andare thereforeprotected.Othercountries
define disabilitymuchmore narrowly.

The Brussels-based EuropeanDisability Forum
recently presented theEuropeanCommissionwith
a 1.2 million signature petition calling for stronger
anti-discrimination legislation. Policy officer Javier
Güemes says that better guidance is needed for
countries to ensure that people with long-term ill-
nesses are not left out.

“In theEuropeanUnionwe havemany realities.
Wehave some countries, like Sweden andDenmark,
where it is completely accepted that a person with
a chronic illness is a personwith a disability.You have
other countries where it is still very difficult to con-
vince the disabilitymovement and the public author-
ities to accept that.

“In Hungary, 5% of the population is considered

Legal loophole. Cancer patients are often not up to working as
hard as they did when they were healthy, yet many countries
do not count them as ‘disabled’ for purposes of job protection

JA
N

IN
E

W
IE

D
E
L

/A
L
A
M

Y



disabled, and inPoland it is close to 6%or 7%.When
yougo to theNordic countries, 23%areconsidered to
have disabilities. It makes no sense.Maybe between
these extremes we can find equilibrium. The Euro-
peanCommission isquite reluctant to takeanyaction
because this is an issue of national competence, but
they shouldprovide somekindof guidance that canbe
used by national governments.”

Nowhere is theneed to clarify anti-discrimination
legislation greater than in the field of employment.
Under theDirective, employers are supposed tomake
a ‘reasonable accommodation’ to adapt the working
environment to the needs of people with disabilities,
but this may not take into account the needs of peo-
ple living with cancer.

Güemes says, “Maybe an employer just thinks
about ramps for access, or a table for a person in a
wheelchair, or a speech reader for a blindperson.But
when we are talking about people with chronic ill-
nesses, people with chronic fatigue or with mental
health problems, then we have to think about rea-
sonable adjustments in anotherway, suchas the time
that people canwork.”

Turning law into reality.
The European Disability
Forum (www.edf-feph.org)
wants anti-discrimination
legislation to be backed
by concrete measures,
targets and objectives,
at regional, national and
European levels. Last
November, they presented
Margot Wallström, vice-
president of the European
Commission, with a 1.2
million signature petition
calling for more effective
protection for disabled
people’s rights

The need for clearer guidance has been made more
urgent by a 2006 ruling from the European Court of
Justiceover thedismissal of aSpanishwomanfromher
work.ChaconNavaswassackedafterbeingaway from
work ill for eightmonths.TheSpanishcourts asked for
a ruling to seewhether shewas covered by theEuro-
peanDirective.

The European Court defined a disability as “A
limitation which results in particular from physical,
mental orpsychological impairments andwhichhin-
ders theparticipationof thepersonconcerned inpro-
fessional life.” It said that for a limitation to count as
adisability itmustbeprobable that itwould last a long
time, but also ruled that, for the purposes of the
Directive, disability is different fromsickness.There
was nothing in theDirective to suggest thatworkers
are protected as soon as they develop a sickness.

ChaconNavas lost her appeal, but theEuropean
Court has not settled the issue. Her illness was not
specified in the court hearings and it was not clear
whether she would ever have been able to return to
work. TheCourt did not therefore address the ques-
tion of whether someone who suffers long-term
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“We have to think about ‘reasonable adjustments’

in another way, such as the time that people can work”
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impairmentbecauseof cancerorotherchronic illness,
but who can still work, should be given protection.

Some countries have already taken this step. In
Italy, the 2003 ‘Biagi law’ includes a specific right for
cancer patients to switch to part-time work during
or following treatment, and to switch back later to
full time work. In 2006, a campaign by the Feder-
ation of Italian Cancer Patients’ Associations
(FAVO) led to a rapid improvement in the tempo-
rary disability certificate process, reducing delays
fromabout 12months to 15days. This gives patients
access to many benefits more rapidly.

Elisabetta Iannelli, a lawyer and a cancer patient
since the age of 24, is currently vice-president of the
ItalianAssociation of Cancer Patients (AIMaC) and
secretary ofFAVO.Shebelieves that patientswhoare
able to work should be encouraged to do so. “It is of
utmost importance for their quality of life so they can
feel an active part of their society.”

So far, no data have been collected on the impact
of the Italian changes, but thenational social security
agency INPS has agreed to send outAIMaC leaflets
spelling out thenewrights. Iannelli says, “Westrongly
believe that correct informationon thepatients’rights
is fundamental for thequality of life of thepatient and
his/her family, and is the first tool towards defending
one’s right tomaintain an active role in society.”

In theUK, theDisabilityDiscriminationActwas
extended in December 2005 to include people with
long-term illness such as HIV or cancer. Employers
are expected to make ‘reasonable adjustments’ to
help people stay in work, for example, by altering
working hours so that someone whose medication
affects them in themorning can startwork later in the
day, andby allowinghomeworking during a period of
rehabilitation, and absence fromwork for rehabilita-
tion, assessment or treatment.

THE REALITY
However, good legislation does not guarantee good
practice. In theeightmonths that followed theexten-
sionof the lawtopeoplewithchronic illness, theDis-

abilityRightsCommission took174calls fromwork-
erswithcancerwhowereexperiencingdiscrimination
at work. Most were about a failure to adjust working
patterns, but there were also cases of overt discrimi-
nation.Awomanwhoworked for amajor high street
retailerwasdismissedwhen she couldnot give a firm
return toworkdate following radiotherapy.Acareassis-
tantabout to return towork followingcancer treatment
wasasked to resignand thendismissed.Awomanwho
hadworked for a security firmfor19yearswas told she
was a ‘bad investment’when sheasked for timeoff for
reconstructive surgery.

Nicola Pazdzierska, who works for the newly
createdEquality andHumanRightsCommission in
the UK, said, “There is good practice out there, but
some people with cancer are still being treated
appallingly. This happens when people are at their
most vulnerable and a lot of employers are not aware
of their obligations under the law.Employers have to
make reasonable adjustments to help people with
cancer to stay in work.”

Countries of the ‘newEurope’have actually lost
some protection, since under the former system
jobs were generally protected, even during long-
term sickness.

Sanja Rozman has a unique insight into the
strengths and weaknesses of protection for people
with cancer and other long-term illnesses.As a doc-
tor at the Institute for Rehabilitation in Ljubljana,
Slovenia, sheassesseshowthedemandsof thework-
place will impact on a patient, and how they can be
modified. She herself was diagnosed with breast
cancer at the age of 46, when she was a working
mother with a four-year-old child.

She says that, despite strong formal protection in
Slovenia, legal protection is often not enough, espe-
cially forworkersonshort-termcontracts. “I encounter
every day patients who report on discrimination,
subtle anddirectpsychologicalpressure.For a survivor
inapsychologically vulnerableposition thesepressures
are a real threat.”

She says that whether patients want to return to

“Good information on patients’ rights is the first tool

for defending one’s right to remain active in society”
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workdependson theseverityof thediseaseandonper-
sonal circumstances. “It dependsnot only on the type
of illness or the typeof job, it alsodependsonwhether
you have a big family or other interests in life or
whether the job is your prime source of self-esteem.
This experienceof cancer shakes your value system–
you have to reassess which is more important, your
health and family or doing the job you like.”

Inherowncase,Rozmanreturned toworkpart time
tenmonths after surgery,working fourhours aday and
no longerdoinghospital night shifts. “I amadoctor and
this is a vocation, not something you do because you
have nothing else to do. For me the job is very impor-
tant, but I would not die for it. I have had to learn to
work more efficiently. I was aware I must not exhaust
myself. I must work up tomy limit and not past it.”

Rozman is on the board of Europa Donna, the
EuropeanBreastCancerCoalition, and itsSlovenian
affiliate. Shenotices differences in attitudes towork
and protection, depending on the status of the
women affected.

“Thewomen Imeet at aEuropean level aremostly
middle-classwomenwhoarewell-offwith ahigh level
of education. Often when I speak with colleagues in
westernEuropeaboutwork, they see themselves sitting
inanoffice speakingnicelywithnicepeople.Theydon’t
have any idea of what it is to work in a factory 9–10
hours a day, to bephysically activewhen inpain and ill
and in an environment that is hazardous.

“On theotherhand, I am in toucheveryday inmy
clinic with patients who have done physical work for
40 years and still have to do difficult physical work.
They consider it a privilege tobeprotected and trans-
ferred to a lighter job.There are a lot of thesewomen,
especially ineasternEurope,whohave to support their
family. For them, work is not an option, it is the only
way they can survive.”

Corina Alexandru, President of the Associatia
OncologicRom, theRomanianAssociation ofCan-
cer Patients, often meets employers to sort out
problemswhen cancer patients are denied the right
to return to work.

“The law is upside down in Romania. Normally, the
companyhas to keep yourplace open for you, but the
lawalso says that if thecompanyneeds someone todo
your work when you cannot, they can hire someone
else. Cancer patients may have worked for many
years in the same company. We do not get cancer
because we want it! It is not our fault, and when we
havepaid formedical insurance then thecompanyhas
to keep our place until we are able to work again.”

Daniel Alexandra was diagnosed with osteoblas-
toma in his hand at the age of 21. He had a medical
certificate andshouldhavebeen legallyprotected.But
after a year and half, the harbour company where he
worked as a driver fired him. He is now having treat-
ment inSpain. “Whenhecomesback toRomaniawe
will have to help him find a job. There aremany peo-
ple like this. After they have finished treatment the
company won’t accept them back to work – they say
theyhave takenonotheremployeesanddon’thaveany
places at themoment.”

Alexandruwasnot able to return towork after her
own cancer treatment began eight years ago, but she
was able to get a medical pension. The Associatia
Oncologic Rom helps survivors to stay active and
learn new skills. Alexandru herself has learned to
work in stained glass.

Bulgaria, another recently joinedEUcountry, also
has goodprotectionunder law,with cancer classified
as a ‘temporary disability’ for up to five years from
diagnosis, and a board to help employees keep their
jobs. ButEvgeniyaAdarska, who foundedwhat has
become themain cancer patient group in Bulgaria,
APOZ, says that employers knowhow to lay off can-
cer patients without violating the rules.

“Ayoungwoman,working in theBulgarianofficeof
abig international company,wasdiagnosedwithbreast
cancer. She underwent an operation, had chemother-
apy, radiotherapyandhormone therapy, andevenbefore
the treatment was over she returned to her office,
happy to have a newchance for a life andher own job,
far away from the hospitals. But two months after her
return,heremploymentwas terminatedwithoutnotice.
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“There are a lot of women for whom work is not an

option, it is the only way they can survive”



“Theendofher contractwas a
very good excuse to get rid of
an employee with an unclear
health future. The young
womanwasheartbroken.The
lawyer she talkedwith did not
give her much hope, so she
was unemployed only two
monthsafter thecancerordeal.
That youngwomanwasme in
2000, the year I decided to
set up my first anticancer
organisation.”

Since then, APOZ has
helpedmanypeople facingdis-
crimination. Adarska cites a
campaign to help twowomen
cancer survivors with excel-
lent work records, who were
twice threatened with dis-
missal. Once APOZ inter-
veneddirectly and the second time, in 2007, it called
on the tradeunion for support, andonbothoccasions
the jobsweresaved. “The twowomenstillwork for that
company. In 2007, cancer patients in Bulgaria are
much stronger and able to fight for their human
patient rights. It’s extremely important that every
patienthas the right tochoosehisorher future lifeafter
treatment. I believe that nobody deserves to be
harassed because of health problems.

“It is obvious that the law itself is not the only
means tohelp cancer patients, especially inBulgaria,
where going to the court in some cases can be just a
waste of time. We are still in the situation where we
need to campaign heavily.”

There have also been some very positive experi-
ences inEurope. InFinland,Mikael Jungner,wasdiag-
nosedwithprostate cancer in early 2005at the ageof
40, just ashewasabout to takeupanewpost asdirec-
tor-general of the Finnish Broadcasting Company,
YLE. The board gave Jungner its full support, and it
wasnot regardedas abigdeal for a topexecutive tobe
treated for cancer and to carry onworking.

It may be a long time before this positive experience
is translated into the samesupport and rights formen
and women throughout the EU – especially for can-
cer survivors whowork in less glamorous fields.

Javier Güemes from the European Disability
Forumsays thatEuropehas to focuson the social bar-
riers that stop peoplewithmany conditions playing a
full part in life. “Things are changing, but we are far
fromaperfect situation, that’s for sure, andwehave to
continue fighting. There arewonderful laws, not just
in theUK but in Spain, Italy and France etc, but the
problem is that the laws arenot respectedandpeople
with disabilities are not informed of their rights.

“Changing legislation is the first step.Nowwehave
to change the minds, and have to change society to
accommodate this new philosophy regarding people
withdisabilitiesandpeoplewithchronic illnesses.This
will take time but I think that things are improving.”

“There are wonderful laws... the problem

is that the laws are not respected”
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Progress. Lawyer and cancer survivor Elisabetta Iannelli
helped secure legislative changes that give Italian cancer
patients the right to switch to working part time




