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Editorial

Arewe winning the war against
cancer? This is the provoca-
tive title of theWorldOncology

Forum (WOF), which will take place in
Lugano, Switzerland on October 25–27,
to mark the 30th year of the European
School of Oncology. Rather than hosting a
party or a more conventional symposium,
ESO feels this is the rightmoment to tackle
some of the big questions the cancer com-
munity needs to address. Researchers,
directors of cancer institutes, policymakers,
chairpersons of professional and research
organisations, and representatives of phar-
maceutical companies, patients organisa-
tions, and international organisations such
as the WHO – 80 experts in total – will
gather together for two days of intense dis-
cussion. A special feature of WOF will be
the participation of 20 scientific journalists
who will play the role of devil’s advocate,
challenging the logic and the evidence for
the propositions put forward.
Our understanding of the biology of

cancer has improved tremendously in
recent years, opening many avenues for
new treatments that could work better.
But how much of the progress that we
seem to have achieved with targeted ther-
apies and so-called personalised medicine
is really being translated into better out-

� Franco Cavalli � GUEST EDITOR

comes, and how much is hype? What can
we do about the rapidly rising number
of cancer cases and deaths in low- and
middle-income countries, where options
for prevention, early diagnosis and treat-
ment are so limited? Many of these coun-
tries spend only around $50–100 per person
on health every year, while the cost of the
latest targeted therapies in rich countries
averages $150,000 per patient per year.
Can we develop sustainable treatment
options? These are some of the questions
we will be debating at WOF.
Will we find answers? This is a very

complex topic, whichmay be themain rea-
son why last September’s UN Summit on
non-communicable diseases, which recog-
nised the huge and increasing burden of
cancer worldwide, failed to come up with
precise commitments and deadlines.WOF
will carry this discussion further, helping to
sharpen the focus and the boundaries of this
extremely important debate. We are proud
to have the cooperation of The Lancet. Its
editor-in-chief, Richard Horton, will lead
the final session, where he will ask the con-
ference to weigh up the arguments heard
over the two days and answer the ques-
tion: “Are we winning the war against can-
cer?” I’m sure I’m not the only one who is
eagerly awaiting the verdict.

Winning or losing?
ESO asks the experts

Franco Cavalli is the Chairman of the World Oncology Forum and ESO Scientific Committee
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Mary Gospodarowicz:
Just do it

� Marc Beishon

Implement guidelines, adoptwhatworks and rejectwhatdoesn’t, focusoncost-effectiveness– there

are somanywayscancer carecouldbe improvedwithoutwaiting for thenext scientificbreakthrough.

MaryGospodarowicz, believer, pragmatist and ‘raving optimist’, is determined tomake it happen.

L
ast year, the United Nations General
Assembly met to set a new interna-
tional agenda for non-communicable
diseases, including cancer. It was only
the second summit of its type with a

health focus, and the global health leaders who
attended heard that these diseases – which also
include diabetes, heart disease and others – are
growing at an ‘astonishing’ rate in low- andmiddle-
income countries.

Specialmentionwasmadeof theeconomicbur-
denof cancer,whichhadbeen flaggedupbyaWorld
HealthAssembly resolutiononcancerpreventionand
control in2005,prompting theWorldHealthOrgan-
ization to embark on a cancer control strategy,
together with its cancer research body, the Interna-
tionalAgency for Research onCancer (IARC).

Welcome though these developments are, what
is remarkable is how long it has taken the major
international agencies to recognise the global scale
of cancer, and how much responsibility continues
to liewith theUnion for InternationalCancerCon-
trol (UICC), the long-standing global non-govern-
mental organisation. As its incoming president,
Mary Gospodarowicz, a radiation oncologist and

medical director at Princess Margaret Hospital in
Toronto, explains, the UICC is the only interna-
tional cancer organisation that aims to bring together
the wide variety of players “needed to achieve real
improvements on the ground”. They include not
only cancer control agencies such as theCenters for
Disease Control in the US, Cancer Care Ontario
and theCancerCouncil ofAustralia, but also all the
professional organisations such asASCO,ESTRO
andECCO; cancer institutes such asDanaFarber
in Boston, Tata Memorial Centre in Mumbai,
NationalCancerResearchCentre in Japan;NGOs
such as theAmerican Cancer Society andAssoci-
ation ofEuropeanCancerLeagues; plus centres and
organisations in low- andmiddle-income countries
such as the Ocean Road Cancer Institute in Tan-
zania, Nigerian Cancer Society, National Cancer
Institute in Chile and others.

“It’s difficult to lead such a diverse organisation,”
she says with much understatement. “There is so
much need. But following the UN summit we
have a big opportunity, now that everyone is recog-
nising that cancer is not only about research and
new knowledge but also about applying what we
know to trying to improve outcomesworldwide. I’m



CoverStory

CANCER WORLD � JULY/AUGUST 2012 � 5

passionate about getting UICC engaged in pro-
motingwhat is now called ‘implementation science’
– helping to improve cancer control in a cost-
effective way that is appropriate to existing coun-
try resources.”

TheUICCis also in a special leadershipposition,
because it is able to take amore political standpoint
than governmental organisations such as theWHO,
which is part of theUN, addsGospodarowicz. “We
can, for example, push governments to commit
more funds to cancer.Andwe have a long-standing
reputation around theworld; ourbrand is ourbiggest
asset. We also have a tremendous network of vol-
unteers who contribute their expertise without any
expectation of financial compensation.”

The challenge, she says, is how tomoveUICC’s
agenda towards the practical ‘delivery side’outputs
that can really make a difference, and that is not
proving to be at all easy. As she points out, the
UICC itself has only recently begun to change to a
moremodernorganisationwith a vision to attract the
right partnerships to determine, and help roll out,
what works in cancer control.

“Our core mission hasn’t changed – to elimi-
nate cancer as a major cause of death and suffer-
ing – and we produced our own set of targets for
2020, with the World Cancer Declaration. These
are, however, very broad and cover the full spec-
trum of cancer issues.”

The organisation, she says, is now trying to take
amore targeted approach. “In thepast fewyears,we
have segmentedour constituency to talk to different
groups such as cancer control agencies, advocacy
organisations, research and treatment organisations
andpatient support groups, and identified priorities
across three main activities – advocacy, ‘convening’
and programmes. We have been very good at advo-
cacy –we are known as the voice of cancer globally,
while convening is about having meaningful con-
gresses and meetings to preach our cause. And we
are focusing on a number of specific programmes.”

Those programmes include My Child Matters,
an initiative to boost paediatric cancer cure rates. “A
goodway to convincepeople about the value of can-
cerwork is to curechildren– the treatments areoften
inexpensive and effective and kids will go on to live
long lives and it is all highly emotional.” Another W
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important programme is the GlobalAccess to Pain
Relief Initiative (GAPRI), run jointlywith theAmer-
icanCancerSociety,which is attempting to increase
the use of opioids to tackle the huge burden of pain
suffered inmany countries. The third project high-
lighted by Gospodarowicz focuses on increasing
awareness and resources for cervical cancer. It
almost goes without saying that tobacco control is
also a major concern and needs constant attention
as the most important focus for cancer prevention.

There are plenty of other projects, as set out on
theUICC’s website, butGospodarowicz is the first
to point out that the organisation has limited
resources, and a reorganisation to improve its
impact on the delivery side is in its early stages. The
UICC, she says, has a current budget of only
about $10 million and a staff of about 30 based in
its office in Geneva.

It was not until 2006 that the major push to
moderniseUICCstarted, due to the efforts of John
Seffrin, then UICC president and chief executive

of theAmericanCancer Society.What’s happened
since is a more streamlined approach for priorities
and programmes, a radically differentmodel for the
two-yearly congress, and an injection of new blood
into the Geneva HQ.

This year’s world congress takes place inGospo-
darowicz’s homecountry,Canada, inMontreal – the
third conference held under the new model, fol-
lowing those in Geneva, Switzerland (2008) and
Shenzen,China (2010). There are also yearlyWorld
Cancer Leaders meetings.

Engaging the right mix of professionals, politi-
cians and patient advocates she sees as critical, and
while the internet will become a growing force in
communication, meetings focusing on implemen-
tation and the patient agenda are now the priority,
rather thanmedical topics, which tended to domi-
nate in past years. “We don’t need experts talking
about new breast cancer drugs or radiation treat-
ment for prostate cancer – that’s being done else-
where.Whatwewant is people talking aboutwhat
works in implementing population-based cancer
plans, screening programmes, cost-effective treat-
ments and so on.

“Part of the problem is that western countries
believe theydon’t need theUICCbecause they think
theyhave their cancer control issues figuredout.The
perception is that the organisation is for developing
regions,which in turndon’twantdevelopedcountries
telling them what to do. What developing countries
want is partnership, and they like theUICCbecause
they are equal partners in it. But we must become
more relevant to western countries, otherwise we
become just anothermissionary organisation.”

By nomeans have developed countries worked
out all their cancer issues, she adds, noting large vari-
ations in care – particularly in remote areas – high
costs, and outcomes that in general are not all they
could be. “The barriers to good cancer care are not
necessarily just aboutmoney – some rich countries
spend a lot and worry about sustainability of their
systems, which is an incentive for them to engage
with the UICC.”

A number of professional societies, she adds,
have been uninterested in the work of the UICC
because of their focus on new, expensive treat-
ments and the inward-looking protection of their
members’ interests, an attitude she counters in a
typically robust style: “My message to colleagues

CoverStory
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UICC – A TRULY GLOBAL BODY

The UICC (www.uicc.org) was founded back in
1933, and today has about 400 member
organisations in 120 countries. It is based in
Geneva.
This year UICC’s biannual world congress is in
Montreal on 27–30 August. The theme is

‘connecting for global health’ and programme tracks are prevention and early
detection, cancer care and survivorship, palliation and pain control, and systems
in cancer control.
A general assembly meeting will also be held in Montreal, at which Mary
Gospodarowicz will be confirmed as UICC president for two years. The annual
cancer leadersmeeting is on 27 August – this is an invitation-only event that has
run since 2006.
The UICC is the lead for World Cancer Day, which takes place in early February.
The organisation also partners with agencies such asGAVI on other events, such
as World Hepatitis Day.
Another important global agency that partners with the UICC is PACT (Programme
of Action for Cancer Therapy), an initiative of the International Atomic Energy
Authority aimed at helping low- andmiddle-income countriesmobilise resources
and funding for cancer prevention, cure and care.
There’s a long-standing fellowship programme – currently, about 100 fellows are
supported by the UICC each year in activities such as gaining experience at
another centre or carrying out bilateral research projects.



cancers worldwide are caused by viral infections.
“People complain that the outlook for cancer

is not good – but in the US, incidence and deaths
are going down and the warnings that new con-
ditions and drugs will bankrupt us just has not
happened. I remember when AIDS came to
Toronto; people said the healthcare system would

collapse. It didn’t. In the 1980s some said
new drugs for prostate cancer would

bust the budget. Not so. I’m known
as a raving optimist – and I think
any cancer doctor who is not
should get out of the business.
The last thing a patient needs is a
pessimistic cancer doctor.”

Such energy and sense of
urgency can make some people

in well-established organisations
uneasy, she admits. “Change in a

worldwide organisation is deli-
cate, but you have to take risks
to move forward.”

Her own way to the pres-
idency was paved by high-
level success in her Toronto
base together with her
long involvement with the

development of the TNM
cancer staging classification –
the globally recognised system
for staging cancers, which
has long been a UICC project
and gained the organisation
strong recognition.

She was born in Poland
and startedmedical school in
the country before moving
with her family to Toronto,
where she completed her
MD. Shewent into oncol-
ogy simply because a job

cameup–Canadawas then

is: get to the table – it’s not about you, it’s about the
patient. There are plenty of doctors who work in
NGOs and health ministries who do work with us.
We want the UICC to be broad enough to include
all involved in cancer.”

Meanwhile, at theUICC’sGenevaHQ, a num-
ber of newpeoplehave joined in full-timecapacities,
including a new chief executive in 2009, Cary
Adams, who came from the banking sector.
“We certainly felt we needed a more busi-
ness-like approach in the office and in our
relationships with other organisations.
He refreshed the Geneva team and
brought new talent to the UICC. There
is new energy in Geneva and while the
new aggressive agenda can create some
tension, it is a creative tension.” The
UICC’s board has also been going
through a refresh, and nearly 80
people have been nominated for
recent vacancies,which is a very
encouraging sign, she adds.

At stake, Gospodarowicz
says, is the opportunity to do
much more immediately
with existing knowledge –
“achieving the achievable”
as she puts it. “Evenwith
no new discoveries we
could increase cancer
survival by at least
20%. We know so
much more now
about prevention
and early detection
– who would have
thought 20 years ago
that cervical cancer
was induced by a virus,
for example?” A recent
Lancet Oncology review
found that one in six
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“We want people talking about what works in cancer

plans, screening, cost-effectiveness and so on”
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short of trainees – and Gospodarowicz went on to
become a clinical oncologist, with board certifica-
tion in internalmedicine, and bothmedical oncol-
ogy and radiation oncology. She chose to practise in
the latter.

The first ten years or sowere spent juggling fam-
ily lifewith her career. “It was very important forme
that I had a good home–work balance,” she says,
adding that PrincessMargaretHospital, the cancer
centre where she has spent her career, was at
the leading edge of radiotherapy for a long spell.
“I worked with some amazing people and we had
great opportunities to carry out clinical trials and
international work. Progress in radiotherapy has
been so rapid – today I don’t do anything the way
I used to when I started out.”

Gospodarowicz is now heavily involved in
administration, being not only medical director of
PrincessMargaret, but also heading radiationmed-
icine, chairing radiation oncology at theUniversity
of Toronto (she is now at the end of a 10-year spell)
and holding the post of regional vice president for
Cancer Care Ontario. She was instrumental in
putting the case formodernising radiation oncology
when it was clear Ontario risked falling behind.

In a textbook example of how to put a case to
decision makers, she and her colleagues drew
together the evidence for patient need, the optimum
level of new technology, and where the field was
heading. “They listened and saw the clear evidence,
say, for IMRT for head andneck cancers in improv-
ing quality of life, whichwas a starting point for set-
ting targets for patients treatedwithnewequipment.
Wewent frombeing several years behind to the fore-
front by lining up the funding and the right people
– such as recruiting aworld-classmedical physicist,
David Jaffray – at the right time. Together we led
tremendous change. It was very satisfying.”

Today PrincessMargaret has one of theworld’s
largest radiation oncology programmes, she adds.
The total numbers are impressive – over 40 radia-
tion oncologists, 50medical oncologists, 60 cancer

surgeons, and 18,000 new patients a year, mainly
from theToronto area. It is also the largest oncology
training centre in Canada.

Gospodarowicz talks excitedly about the latest
research and technology agenda at Princess Mar-
garet and in Toronto, such as amajor stem cell and
a regenerativemedicineprogramme.While stopping
uncontrollable cancer cells from developing is one
aim, using normal stemcells to repair damage from
therapies is another. TECHNA, a new institute for
the advancement of health technology created by
David Jaffray, and associatedwith theUniversity of
Toronto, aims to bring technologies such as image
guidance, nanotechnology, information technology
and robotics to healthcare. “It is one of the few such
projects in theworld and it is very exciting,” she says.

Advances could also impact on intractableprob-
lems in her own fields of prostate cancer and lym-
phomas, such as new image-guided treatment
approaches. Princess Margaret has a good track
record, she adds, in redefining treatment standards,
having for example persistedwithwork on stopping
radiotherapy for stage I testicular cancer and opting
instead for surveillance, which is now widely
accepted.Anotherchallenge ishowtoassess the long-
termoutcomes typical of diseases suchasHodgkin’s,
which is aparticular interest forher. She is especially
proudofher long-termparticipation in international
cooperative group trials, threeofwhich–onprostate,
bladder andHodgkin’s –werewell-received last year.

As a senior director in cancer care, she has
come to some pragmatic views about the organisa-
tion of care, particularly among doctors.Amultiple-
trained specialist herself, she feels that the lines
between specialties are becoming more blurred.
Interventional radiologists, she feels, are closer to
surgeons than to other radiologists, while in smaller
centres patients may be better served by surgeons
who are ‘dual trained’ in surgery and chemotherapy,
rather than having care provided by two separate
doctors – surgeon and oncologist. “It’s good to have
onedoctor if you are a patient having straightforward

“We went from being several years behind to the

forefront by lining up the funding and the right people”
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Underlying this work is the fundamental issue of
how tumours are classified, and the TNM staging
protocol that first broughtGospodarowicz into con-
tactwith theUICC, as theCanadian representative
on the TNM committee. As she describes, as a
young oncologist she had found that there were

chemo- or hormonal therapy,” she says.
Models of multidisciplinary care

should not be too rigid, she feels. “We
have tried systems where patients are
seenby a largenumber of specialists, and
it can be verywasteful. The issue is trust
– for example, that I will not miss an
opportunity to discuss surgery as a radi-
ation oncologist. But then all teammem-
bers need a high level of competence –
not just superficial knowledge. It’s about
being patient-centred and cost effec-
tive. I’ve heard that some physicians no
longerwant tomakedecisions, and leave
them to a group decision at a tumour
board, which hasn’t seen the patient.
We shouldn’t abdicate our responsibility
to a committee.”

If Gospodarowicz had her way, it
would be drummed intomedical school
students that healthcare is a business
and that principles that work in other
industries, such as standardisation,
improve quality. “If people knew that,
they would treat guidelines differently,
and not as an infringement on profes-
sional freedom. Cancer Care Ontario
now collects data on the proportion of
patients treated according to evidence,
and the adherence to guidelines is sub-
optimal. But at Princess Margaret, as a
research centre, we do have many
patients on trials outside of guidelines to
create new evidence.”

In fact, she adds, Cancer Care
Ontario can nowmatch every patient on
its registrywitheverydrug, radiation frac-
tionandsurgical procedure, so that outcomescanbe
reportedby tumour site, andstagingdataareavailable
for 90% of all new cancers. “Although it is new and
we are still working on how andwhat tomeasure, if
we can do it so can others – and it’s just the sort of
model thatwewant to sharewithUICCmembers.”

CoverStory

CANCER WORLD � JULY/AUGUST 2012 � 9

W
A
R
R
E
N

T
O

D
A

“Some physicians no longer want to make decisions, and

leave it to a tumour board, which hasn’t seen the patient”



so it can remain as a worldwide standard for com-
paringpopulationgroups, andstratifyingpatients into
similar groups, which is important, for instance, to
allow meaningful clinical trials to be conducted.

Gospodarowicz says the argument is hard towin,
with on the one hand, pressures for introducing
more complexity from those impatient to push
advances inmolecular biology into the system, and
pleas from cancer registries to actually have a sim-
pler staging classification on the other.

Naturally, medical oncologists generally do not
require TNM as a tool for selecting systemic ther-
apy, butTNMis crucial for radiation oncologists and
surgeons, who deliver local therapy, she says. TNM
has come under particular fire from breast cancer
specialists in the West, where a vast majority of
patients present with early-stage disease, so TNM
alone is not good enough and they need other tools.
“But around theworld TNMis one of the strongest
predictors of outcome– there seems to be an innate
desire to change the language,” she says, adding that
consensus tends to be an undervalued commodity.

The agenda for the UICC’s Montreal congress
is firmly directed atways to develop consensus and
decrease inequality, and Gospodarowicz is hoping
that strategies to engagemore global leaderswill pay
dividends. One piece of work she cites that has
helped set the agenda is the report from theGlobal
TaskForce onExpandedAccess toCancerCare and
Control in Developing Countries, of which she
was amember, andwhichwas led by Felicia Knaul
from the Harvard Global Equity Initiative, and
which brought together many of the cancer and
healthcare world’s leading lights.

The report, ‘Closing the Cancer Divide… a
blueprint to expand access in low and middle
income countries’, is extremely important, says
Gospodarowicz, because it combines the cause of
cancer with economics. “It calculates how much
cancer costs andmakes the point that countries get
richer if they invest in cancer care. It’s a no-brainer
that we need to engage with smart people like

CoverStory
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several different staging systems in testicular can-
cer, some of thempromoted only by a single cancer
institute, but a consensus emerged and was trans-
lated into theTNMsystem,which has nowbeen in
use for over 60 years.

“I naively thought there was an international
organisation responsible for suchmedical standards,”
she says, noting that although theUICC is the cus-
todianofTNM, theeffort andcontinuitydependson
volunteer support. “It’s also the case that the other
main classification – that of the disease itself, or
pathology – has at times had variable international
support. While IARC has managed this as a WHO
classification, there is no international organisation
that has formal responsibility. I found this mind-
boggling when I started out as an oncologist.”

This matters a lot because, without strong and
consistent support, tumour classification, andTNM
in particular, is subject to much misconception
and competing interests, Gospodarowicz says, and
its value can be diluted. “One problem is that peo-
ple want to mix the anatomic extent of disease, or
stage, with the type of disease (tumour profile), but
that’s not a staging classification, it’s a prognostic
classification. It is a terminology debate.”

The two can certainly be combined as a prog-
nostic classification – ‘cancer staging’with ‘tumour
profiling’, including also the patient’s characteristics
– age, comorbidities and so on, which also deter-
mine treatments and outcomes. “This is what peo-
ple don’t talk about: all prognostic classifications
depend on the intervention andwhat you can apply
– a stage I cancer could be fatal or curable.A stag-
ing classification tells you howmuch tumour there
is andwhere it is – you just describewhat’s present.
I feel passionately that we shouldn’t be discarding
a common language for oncologists that’s been
around for 50 years.”

It’s not thatTNMis standing still – it’s now in its
7th edition and its proponents recognise theneed to
integrate non-anatomic prognostic factors, but in a
way that leaves theunderlying valuesofTNMintact,

The report makes the point that countries

get richer if they invest in cancer care



Canada is ELLICSR, a cancer survivorship labo-
ratory that includes a virtual, online support com-
munity. “Wedon’t knowhowpeoplewill engagewith
systems like this – it’s still experimental but it’s
really not very expensive.”

For Gospodarowicz, change can’t come fast
enough, be it in ICT, implementation science or
new roles for healthcare professionals – on the last
subject she gave a talk last year at the Center for
GlobalHealth at theUSNCI (itself awelcomenew
programme) on the need for a rethink on the way
that human resources can meet patient needs.

Nodoubt her family, husbandDavid, a urologist
and coroner, and her two children –who have their
own rich careers andhavenot followed their parents
into medicine – are well served by all this energy.

Meanwhile, a test of her input into fundrais-
ing – and optimism – has recently been set in train
by the Princess Margaret Hospital Foundation,
which aims to pull in a cool billion dollars (Cana-
dian) for personalised cancer medicine, under the
banner, ‘Believe It: we will conquer cancer in
our lifetime’. “It’s a huge effort, but we will raise
the funds and be successful.”

those at Harvard and amplify their voices.”
Although rich countries could achieve much

morewith existing resources, there is clearly a need
for more investment in low- and middle-income
nations, and the UICC’s role in fundraising is very
much on Gospodarowicz’s agenda. “We do have
industry financing for someof our programmes, but
weneed to domuchmorewith other organisations.
Targeting philanthropists is difficult – you need a
skilled execution body to create the tight proposals
that agencies such as theGates Foundationwill act
on.Weneed to capitalisemore on our partnerships
with WHO and IARC, and others such as GAVI,
the global vaccines agency.”

Somuchmore could be done in particular with
electronic communications such as mobile health
systems (m-health) in developing countries, she
says. “The Internet is an amazing equaliser – I now
have patients in my clinics who know more than I
do.You either fight or embrace it. ICTs [information
and communication technologies] should make a
huge impact on healthcare and they are part of our
new TECHNA institute.”

A project that she encouraged to develop in
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The gold standard.
Gospodarowicz
with colleagues,
a solid gold bar
and its escort of
Canadian mountees,
at the April launch
of the Believe it!
campaign to raise
one billion Canadian
dollars to accelerate
personalised
medicine at the
Princess Margaret
hospital in TorontoM
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New accomplishments in
breast cancer chemoprevention

Too toxic, too untargeted, too difficult to prove. These assumptions about chemoprevention

are being challenged by important developments in the search for preventive options tailored

to specific risk factors in breast cancer.

Recent years have seen some
important developments in
chemoprevention of breast can-

cer. These include the use of aromatase
inhibitors (AIs) for prevention, including
the MAP.3 trial with exemestane, and
investigations into the best way to use
targeted agents in presurgical models,
such as lapatinib forHER2-positive duc-
tal carcinoma in situ (DCIS) and met-
formin in insulin-resistant women who
have breast cancer or are at risk of devel-
oping breast cancer.
Looking at what we can learn from

cardiologists, the mortality rate for car-
diovascular disease in the US has fallen
sharply over the last forty years com-
pared to a relatively stable curve for can-
cermortality.This is essentially due to the
efforts cardiologists and other internal
medicine specialists have made in the
prevention of cardiovascular disease. I
think we in the cancer community have
to switch our efforts towards early inter-
vention, such as treating at-risk condi-
tions, as the cardiologists are doing with
the treatment of hypercholesterolaemia
and hypertension, which is translating
into decreasedmortality.

The European School of Oncology pres-
ents weekly e-grandrounds which offer
participants the opportunity to discuss
a range of cutting-edge issues, from
controversial areas and the latest sci-
entific developments to challenging clin-
ical cases, with leading European
experts in the field. One of these is
selected for publication in each issue of
Cancer World.
In this issue, Andrea DeCensi, of the
medical oncology depar tment at
Ospedali Galliera, in Genova, Italy,
reviews recent achievements in the
chemoprevention of breast cancer.
Bernardo Bonanni, of the cancer pre-
vention and genetics department at the
European Institute of Oncology, in Milan,
Italy, poses questions arising during the

e-grandround live presentation.
The presentation is summarised
by Susan Mayor.

The recorded version of this and other e-grandrounds, is available at www.e-eso.net



Up until publication of the MAP.3
trial, two agents, tamoxifen and
raloxifene, have been registered for
the prevention of breast cancer in
the US and Canada, associated with
a 40% reduction in the incidence of
breast cancer. A third compound,
lasofoxifene, used for the treatment
of osteoporosis, is also associated
with a very significant reduction in
breast cancer (see figure below).
These results suggest we have

several very active agents that can be
given to women at increased risk for
breast cancer, but unfortunately
their use is associated with increased
risk of important adverse events.
Endometrial cancer is increased
by 30–40% with tamoxifen and
all selective oestrogen receptor
modulators (SERMs) are associated
with an increased risk of deep-
vein thrombosis and pulmonary
emboli. These side-effects have lim-
ited the broad use of these com-
pounds in the clinical setting. In
addition these drugs are not regis-
tered outside the US, so their use is
off-label in Europe.
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A TURNING POINT:
THE MAP.3 TRIAL
Avery important turning point occurred
last year (2011) with the publication of
the first data from theMAP.3 trial in the
New England Journal of Medicine
(364:2381–91). The study,which inves-
tigated exemestane in women at
increased risk of breast cancer, was
accompanied by a very positive editorial
suggesting thiswas a breakthroughwith
this new class of agents that may repre-
sent an important step forward in the
prevention of breast cancer.
The rationale for using aromatase

inhibitors (AIs) in breast cancer pre-
vention is derived from their demon-
strated effect on contralateral breast
cancers. The figure opposite (top) shows
aForest plot of themost important adju-
vant trials withAIs, which shows clearly
that the incidence of contralateral breast
cancer, which is a very important surro-
gate endpoint for prevention, decreased
by approximately 40% with all types of
third-generationAIs, including anastro-
zole, letrozole and exemestane. Data
from the MAP.3 trial show an even
greater reduction in women who were
treated for primary breast cancer.
TheMAP.3 trial was a double-blind

trial that randomised 4560 women
recruited fromFebruary 2004 toMarch
2010 to exemestane (25 mg/day) or
placebo (1mg/day) for five years. Study
participants were post-menopausal
women aged 35 years and older who
had at least one of the following risk
factors for breast cancer: age >60 years,
Gail score >1.66%, prior intraepithelial
neoplasia or intraductal carcinoma in
the contralateral breast or DCIS with
priormastectomy. Therewere two strat-
ification factors: the use of aspirin and
the level of risk on the Gail score (<2.0
vs >2.0).
The figure opposite (bottom) shows

themain results of the trial. Starting from
the first year there is a very significant

LESSONS FROM CARDIOLOGY

Could strategies for treating people with conditions
that raise the risk of cancer lead to the sort of
decrease in deaths achieved in cardiology?
Source: A Jemal et al. (2010) CAA Cancer

Journal for Clinicians 60:277–300, reprinted

with permission

PREVENTIVE IMPACT OF SERMs

Compared with placebo,
selective oestrogen receptor
modulators (SERMs) have
shown a 40% reduction
of all invasive breast
cancers (0–10 years)
Source: J Cuzick et al,

presentation ASCO 2012,

reprinted with the kind

permission of J Cuzick



flushes, fatigue, insomnia, diarrhoea,
nausea, arthritis, joint pain,muscle pain,
depression and vaginal dryness. But the
differences compared to placebo were
generally quite limited, andonly aminor-
ity of womenhad to interrupt treatment
because of bothersome side-effects.

reduction in the cumulative incidence
of invasive breast cancer in the exemes-
tane group compared to the placebo
group. The curves tend to diverge as fol-
low-up continues. However, the risk in
the placebo arm was not as high as was
probablyenvisioned in the studyplanning
– at only 0.55% per year. This is slightly
lower than the risk seen inearlierphase III
trials– theP1andP2trials.The reduction
in invasive breast cancer associatedwith
exemestane was as high as 65%, with a
hazard ratio of 0.35 that was highly sig-
nificant (P=0.002). These data show a
very remarkable risk reduction in invasive
breast cancer with exemestane.
Further data showed that exemes-

tane significantly reducedDCIS in addi-
tion to invasive breast cancer (HR0.47).
There was a favourable trend in the
reduction of DCIS alone (HR 0.65),
although thiswas not statistically signif-
icant due to the relatively small number,
and also there was a borderline signifi-
cant reduction of new intraepithelial
neoplasia including lobular carcinoma in
situ, atypical ductal hyperplasia and
atypical lobular hyperplasia (HR 0.36).
In terms of side-effectswith exemes-

tane, there was a significant increase of
menopausal symptoms, including hot

Putting these data into context, one of
the main arguments against chemo-
prevention for breast cancer was that
you have to treat a lot of women to pre-
vent a few breast cancers. But, if we
look at the data for theMAP.3 trial and
use ‘number needed to treat’ at five
years to illustrate the efficacy com-
pared to other interventions, you can
see that you have to treat 27 women to
prevent one breast cancer. This is highly
comparable to themost effective statin
intervention, which is illustrated in the
Jupiter trial using rosuvastatin (see fig-
ure, page 16). The argument here is
that, with an effective chemopreventive
agent such as exemestane, the reduc-
tion in the risk of breast cancer in
women at risk is comparable to the
reduction in the risk of cardiovascular
disease with statins in subjects with
elevated C-reactive protein or choles-
terol. The specificity or cost–benefit
ratio is similar for the best preventive
interventions that we have today.

e-GrandRound
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IMPACT OF ADJUVANT AIs ON CONTRALATERAL BREAST CANCERS

Given adjuvantly, aromatase inhibitors
reduce contralateral breast cancers –
a good surrogate for prevention –
by around 40%
Source: A DeCensi et al. (2012)

Cancer Discovery 2:25–40, reprinted

by permission from the American

Association of Cancer Research

EXEMESTANE: CUMULATIVE INCIDENCE OF INVASIVE BREAST CANCER

Results of the MAP.3 trial showed a 65% reduction in
incidence of invasive breast cancer among at-risk women
given exemestane for five years compared with those given placebo
Source: PE Goss et al. (2011) NEJM 364:2381–91, reprinted with permission



any treatment used in the current prac-
tice of modernmedicine.
Another weak point is the study’s

maturity, because the data were pub-
lished after only 38 events had accumu-
lated, and follow-up was very short.
Although the study is technically accu-
rate from a statistical standpoint, it does
not allow a mature judgement of the
safety and long-termefficacy of the inter-
vention. Finally, there is the problem
that the study was interrupted and
women on placebo were offered
crossover to exemestane, so long-term
follow-up including mortality data will
not be possible.

A NEW STANDARD OF CARE FOR
PREVENTION OF BREAST CANCER
We now have a new standard for pre-
ventive care in breast cancer: in addition
to tamoxifen for women at increased
risk who are premenopausal, we now
have exemestane (or raloxifene) for at-
risk postmenopausal women. Any drug
has side-effects, but this is a particular
problem in cancermedicine, as any drug

The MAP.3 trial did have some limita-
tions. The definition of ‘high risk’ has
been criticised as rather loose. The trial
was also criticised for giving placebo to
the comparator group instead of an
active compound such as raloxifene,
thereby preventing determination of the
best hormonal strategy: no oestrogen at
all versus the best balance between ago-
nistic and antagonistic effect.However,
a studywith an active comparatorwould
require amuch larger number of patients
and the cost would be prohibitive.
A further important criticism of the

first paper (NEJM 2011; 364: 2381–
91) was the lack of systematic follow-
up of bone density for osteoporosis
detection. The incidence of osteoporosis
was self-reported and is likely to be
underestimated. A very recent study
published in Lancet Oncology (2012;
13:275–284) showed that exemestane
was associatedwith significant bone loss
at two years in a subgroup of women, as
would be expected. This needs to be
addressed in any discussion of the pros
and cons of a drug intervention, as for

that interfereswith cell growth is unlikely
to be totally devoid of side-effects. The
medical oncology community should
spread the notion that most breast can-
cers are preventable today. Although
screening has increased the detection
of breast cancer at an early stage
while tumours are small, there is still a
risk that these tumours will eventually
kill women.
Exemestane is now out of patent in

theUSandEurope. Thismeans that no-
onewill register this drug for prevention,
and therefore prescribing it will be off
label, which is a barrier with current
legislation. Once the efficacy of a drug
has been assessed, the time has elapsed
for its patent, which thenmakes it diffi-
cult to foster its use in clinical practice.
This begs the question: How can we
develop new agents to use in prevention
before the patent expires?

THE WINDOW OF OPPORTUNITY
MODEL FOR EXPLORING THE
FIELD CANCERISATION EFFECT
Our group has been working with the
window of opportunity (WOP) model
over the last few years for presurgical
studies three or four weeks before sur-
gery, to study not only the change in bio-
markers in malignant tissue but also
the change in biomarkers in adjacent
intraepithelial neoplasia and distant
ductal hyperplasia (see figure opposite,
top). This model provides an elegant
way to reveal the ‘field cancerisation
effect’ – a term used to describe the
hyperplasia and precancerous lesions
that are present in tissue surrounding an
actual malignant tumour.
Immunohistochemistry staining

illustrated in the figure opposite (bot-
tom) shows that precancer adjacent to
themalignant tumour – ductal intraep-
ithelial neoplasia (DIN) – is a frequent
finding. In the left upper panel, mor-
phological assessment of the area of
DCIS shows the Ki-67 (proliferation
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FIVE-YEAR NUMBER NEEDED TO TREAT

These data show that, at five years, the ‘number needed to treat’ to prevent one breast cancer in an at-
risk population using exemestane is similar to that needed to prevent one new case of cardiovascular
disease using the most effective statin, rosuvastatin, in an at-risk population

Source:1. A Moore et al. (1998) Bandolier

www.medicine.ox.ac.uk/ bandolier/band54/b54-6.html; 2. S Mora

et al. (2010) Circulation 121:1069–77; 3. B Fisher et al. (2005)

JNCI 97:1652–62; 4. S Martino et al. (2004) JNCI 96:1751–61



Lapatinib achieved a significant
decline in Ki-67 in this prema-
lignant tissue, with the reduc-
tion being highly significant in
tumours not expressing oestro-
gen or progesterone receptors.
This strengthened our hypothe-
sis that lapatinib could be
assessed as an adjuvant treat-
ment after the resection of
HER2-positive DCIS, which
represents 20–25% of all
instances of DCIS.
The take-homemessage was

that short-term, pre-surgical
treatment with lapatinib
decreases cell proliferation in
HER2-positiveDCIS.We there-
fore believe that a phase III
trial in HER2-positive DCIS
is warranted.

METFORMIN IN BREAST CANCER
PREVENTION
The potential use of metformin in
breast cancer prevention is a very hot
topic at the moment. Metformin is an

anti-diabetic biguanide, which
is used for the treatment of non-
insulin-dependent diabetes. It
is also used for the treatment of
polycystic ovary syndrome in
non-diabetic women. This syn-
drome occurs in young women
and is associated with insulin
resistance.
Metformin is a safe drug used

by millions of people around the
world. The rationale for its use in
cancer prevention and treatment
is that obesity is an independent
risk factor for postmenopausal
breast cancer.Hyperinsulinaemia
– reflecting underlying insulin
resistance, which is reversible
withmetformin– is a likelymedi-
ator of this effect. Insulin has an
independent role in breast cancer
development.

index) is 14%. In the right lower
panel, the proliferation index
of this area of DCIS is much
higher (Ki-67 = 52%).
We assessed the activity of

lapatinib, which is a HER1/
HER2 tyrosine kinase inhibitor
(TKI), in women with HER2-
positive breast cancer. They
were treated for three weeks
with lapatinib or placebo before
surgery. We first carried out a
core biopsy, then treated with
lapatinib or placebo for three
weeks, and then performed sur-
gery and looked at the change in
biomarkers.
Results in malignant tissue

showed an increase in Ki-67 in
the placebo arm after surgery
compared to the pre-surgery
biopsy. In contrast, there was a
reduction in Ki-67 in the lapatinib arm,
whichwas highly significant in tumours
not expressing oestrogen or progesterone
receptors (see figure page 18, top).
Themost important findingwas that

the prevalence of adjacent
DCIS was as high as 70–76%
and the prevalence of distant
hyperplasia was over 90%. This
presurgical model revealed the
high incidence of precursor
conditions that are associated
with tumour tissue.
A very important question is

whether we should use lapa-
tinib for treating HER2-
positive DCIS. We know that
lapatinib is not as active as other
anti-HER2 drugs for the treat-
ment of breast cancer, but
because it is an oral agent it
may be interesting in the treat-
ment of HER2-positive DCIS
after surgery.
We wanted to understand

whether lapatinib was interfer-
ingwith cancer-adjacentDCIS

andwhether this cancer-adjacentDCIS
was overexpressing HER2 or had an
amplified HER2. Results showed that
90% of all HER2-positive cancer-
adjacent DCIS overexpressed HER2.
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PRECANCER IN AREAS ADJACENT TO IDC

It is common to find precancer adjacent to the malignant tumour
IDC – infiltrating ductal carcinoma, DIN – ductal intraepithelial neoplasia

Source: Slides courtesy of Andrea DeCensi

THE FIELD CANCERISATION EFFECT

The ‘window of opportunity’ (WOP) model allows us to see the
impact of treatments not only on biomarkers in malignant tissue
(CA) but on biomarkers in adjacent ductal intraepithelial
neoplasia (DIN) as well in distant ductal hyperplasia (DH)



there was a different effect according to
hormone receptor status and insulin
resistance status.
A pivotal trial that was conducted

ten years ago, the Diabetes Prevention
Programme (NEJM 2002, 346:393–
403), which was a primary prevention
trial of metformin in subjects at risk for
diabetes, showed that both lifestyle
changes (namely diet) and metformin

were able to decrease the incidence of
diabetes. What is very relevant to our
discussion here is that the effect ofmet-
formin was much greater in women
who were obese, or overweight, and in
thosewhowere insulin resistant, in that
they had pre-diabetes glucose levels.
So, we already had important informa-
tion that the effect of metformin is
dependent on the metabolic milieu of
the host.
Themain finding of our study (JCO,

published online 7May 2012) was that
there was nomodulation of cancer pro-
liferation overall (see figure opposite).
There was a small trend to increased
Ki-67 in the whole population, but this
was not significant. When we strati-
fied subjects according to insulin-resis-
tant status, by theHOMA index, there
was a different effect, with a trend to
decreased proliferation in womenwith
insulin resistance, as shown by the
increase in the HOMA index >2.8.
Therewas the opposite effect inwomen
who were not insulin resistant, who
made up the majority of the study
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Recent data from epidemiological stud-
ies have shown that metformin can
reduce the incidence of several cancers
compared with other anti-diabetes
agents. There are two main mecha-
nisms attributed to metformin for this
cancer preventive effect. One is an
indirect effect through insulin and the
second is a direct effect on tumour
cells through a number of different
pathways that essentially converge in
themTORpathway (see figure below).
A very recent study from our group

showed that in a Forest plot of all stud-
ies with metformin in breast cancer,
the drug was associated with a small
but significant decline in breast cancer
incidence compared to anti-diabetic
drugs, namely insulin and sulfonylureas
(relative risk 0.94). One argument is
that the comparators may increase the
risk of breast cancer, so it is very impor-
tant to carry out clinical studies to
determine whether metformin has an
anti-tumour effect per se.
Using our pre-surgical WOP

model, we recently completed a study
in 200 women with breast cancer who
were treated for four weeks with met-
formin or placebo before surgery. We
looked at the change in Ki-67 as the
primary endpoint and also whether

IMPACT OF INSULIN AND METFORMIN ON BREAST CANCER

The anti-diabetic drug metformin exerts a preventive effect on several cancers by acting directly on
tumour cells and indirectly through insulin

Source:

AMGonzalez-

Angulo et al.

(2010) Clin

Cancer Res

16:1695–1700,

reprinted with

permission

CHANGE IN Ki-67 FROM BEFORE vs AFTER SURGERY

Lapatinib given for three
weeks prior to surgery
for HER2-positive breast
cancer led to a highly
significant reduction in
the proliferation rate
(Ki-67) in cancers not
expressing oestrogen or
progesterone receptors
Source: A DeCensi et al.

(2011) Cancer Prev Res

4:1181–89



population, with a trend to an
increase in cancer proliferation.
This is very different behaviour,
which is represented statisti-
cally by a significant interaction
that means that the HOMA
indexmodifies the effect ofmet-
formin on cancer proliferation.
A similar pattern was seen with
body mass index (BMI), so
womenwhowere overweight or
obese showed a decrease in
cancer proliferation as opposed
to an increase in women of
normal weight. These findings
completely resembled those
of the Diabetes Prevention
Programme.
In conclusion, the take-

homemessage here is that met-
formin given for four weeks
prior to surgery reduced breast
cancer proliferation in women

with insulin resistance or with
a BMI >27kg/m2. There was an
opposite trend in patients with
normal insulin sensitivity or
normal weight. We think that
our study is very important
because it proves the principle
that metformin can be effective
in women who have certain
metabolic disorders that pre-
dispose them to an increased
risk of breast cancer, namely
insulin resistance or obesity.
Metformin should not be rec-
ommended in older women
without these metabolic disor-
ders.A phase III trial withmet-
formin is underway in women
regardless of their BMI or
insulin resistance status, but
our data suggest a need for
careful consideration of the
study population.
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Bernardo Bonanni (BB), of the cancer prevention and genetics
department at the European Institute ofOncology, inMilan, Italy,
hosted a question and answer session withAndrea DeCensi (AD)

BB:Your take-homemessages are very clear,
but to get an even broader message, do you
think we are approaching more targeted
prevention treatment, at least in some at-risk
subgroups?
AD: We live in an era of personalised
medicine, and I think that prevention
should follow this avenueof going towards
personalised preventive therapy.Wehave
showna couple of exampleswherewecan
target a specific populationwith two inter-
esting compounds. In the first example,
wehave an agent such as lapatinib,which
can be used to reduce the risk of recur-
rence in women with HER2-positive
DCIS. This is a specific populationwhere
a drug can be extremely effective.
The second example ismetformin,which
can beused for reducing the risk of breast

cancer, or for treating breast cancer after
surgery in an adjuvant setting, in women
with certain metabolic characteristics,
such as the presence of insulin resist-
ance or obesity. In this second instance,
the population at risk ismuch larger, espe-
cially in Northern European or in the
American countries.
BB: How do you see oncologists moving
closer to cardiologists in successfully spread-
ing prevention of breast cancer among the
wider public?
AD: This is a very tough question. We
should probably put less emphasis on the
potential toxicity of drugs, which is intrin-
sic to drug treatment. I read with some
disappointment the editorial in Lancet
Oncology on the bone toxicity of exemes-
tane. It gives the impression that osteo-

porosis is equal to breast cancer, which is
absolutely not the case.We cannot com-
pare a breast cancer prevented with a
case of osteoporosis induced. The second
is very easilymanageablewithdrugs today;
it is not even a disease but a risk factor. In
contrast, even a small breast cancer can
still be lethal. I think one approach for
spreading prevention is to not give so
much emphasis to the potential toxicity
when you have a drug like exemestane,
which is extremely effective in preventing
two-thirds of breast cancers.

EFFECT OF METFORMIN ON PROLIFERATION INDEX

Giving four weeks of metformin to breast cancer patients prior to
surgery showed that insulin resistance, defined according to the
HOMA index, modifies the impact of metformin on cancer
proliferation in a statistically significant way
Source: B Bonanni et al (2012) JCO published online 7 May 2012



Breaking boundaries
How Jean-Louis Lefebvre has been making life better for the most

stigmatised of cancer patients

� Simon Crompton

Often mistaken for a radiotherapist or medical oncologist, this expert in voice-box sparing

strategies has reached out to a wide variety of professionals –most recently actors – in his quest

to improve the chances of patients with head and neck cancers.

It’s fitting that one of the world’s most influen-
tial specialists on cancers that threaten speech
shows a rare understanding of the importance

of good communication. Jean-Louis Lefebvre, pres-
ident of the European Head and Neck Society,
worries before our interview that I will not be able
to make sense of his ‘French English’. In fact he’s
direct, clear and concise. But his concern reflects a
knowledge that the way we use words is at the
heart of good clinical care.

For patients with head and neck cancers –who
often come from marginalised sections of society
and are unfamiliar with healthcare systems – it’s
completely fundamental says Lefebvre, who has
beenchief of theHeadandNeckDepartment of the
Centre Oscar Lambret at the Northern France
ComprehensiveCancerCenter inLille since 1978.

“Because the disease is often advanced, you’re
having to talk through with them complex combi-
nations of therapy, talking about PET scans,MRIs,
CT scans, biology and endoscopy, often when
they’re still in shock after being told they have can-
cer. ‘Hospital’ is a new and strange word for them.

This is a completely different situation than breast
cancer, where many women are already well
informed through the internet and in magazines.
They know they need scans if they have cancer.”

Risk factors for head and neck cancers include
heavy tobacco intake, often associated with alcohol
abuse. More recently, a link has been uncovered
betweensome typesofheadandneckcancers and the
HPVvirus, so oral sex is nowbelieved to be a risk fac-
tor too. The result is that the subject is unglamourous
anddifficult for themediaandhealth informationcam-
paigns. It is hardly surprising, then, that two-thirds of
head and neck tumours are diagnosed late, and neck
tumours are on average 3–4 cm at time of diagnosis.

Lefebvre, a surgeonwhohas become one of the
world’s authorities on larynx preservation andmul-
tidisciplinary approaches for head andneck cancers,
has defined the recent years of his career with ini-
tiatives encouraging better understanding of the rea-
sons for late diagnosis and better public awareness
for these most unsexy of cancers.

This was manifested most dramatically at last
year’s European Multidisciplinary Cancer Con-
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being lost through late diagnosis and lack of aware-
ness,” says Lefebvre.

This is not a group of people that are always easy
to help, nor do they go out of theirway to help them-
selves. But over his 40-year career, Lefebvre has
gone way beyond the role of the surgeon to try to
address this. For virtually all that time – apart from
brief spells at the start of his career in hospitals in
Houston and New York – Lefebvre’s place of
employment has beenwithin a square kilometer in
Lille, a city in the North of France where the inci-
dence of head and neck cancer is among the high-
est in Europe. From his office in theCentreOscar
Lambret, he pulls aside a blind to reveal an impos-
ing 1950sblock a fewhundred yards away that looks

gress in Stockholm, where the European Head
and Neck Society presented a play, as part of a
satellite symposium, about the patient journey.
Performed by professional actors, it told the story
of Brian – an irascible former businessman, now
separated, alone and bitter – who spends his days
drinking, smoking and gambling. He is gradually
persuaded by his estranged daughter that he
should see a doctor about his swollen throat and
persistent coughing. There is a telling scene
where Brian is told he has cancer and immediately
retreats into himself, oblivious to his daughter’s
caring enquiries and the doctor’s technical mono-
logue about oropharyngeal tumours,MRIs, ENT
and being referred to specialists.

Theplay, the product of a collaboration between
the European Head and Neck Society and phar-
maceutical company Merck Serono, was titled
Senseless “because of the senseless number of lives

Masterpiece
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Advocate. Lefebvre has led efforts to raise public awareness
about head and neck cancers and improve professional
understanding of the particular needs of this group of patients



like something from George Orwell’s Nineteen
Eighty-four. That, he points out, is the University
Hospital where he started work as a surgeon.

Hewas born not far away too, in 1947 inValen-
ciennes, 40 kmsouth ofLille. Lefebvre’s father died
when he was young, and his mother hoped he
would become an engineer. But unable to get fired
upbymaths andphysics, hewent tomedical school
instead.At the end of general training at Lille Uni-
versity, his interest in plastic surgery led him to the
EarNose andThroatDepartment at theUniversity
Hospital. It was there that he rapidly developed an
interest in head and neck cancer.

“After studyingmedicine I knewnothing about
head and neck cancer and wanted to knowmore,”
he says. “We’d had less than 20 hours in total on
ENT, which is nothing – so I knew head and neck
cancers existed, but not muchmore.”

What happened at the University Hospital
between 1970 and 1974 set the tone for the rest of
his career. Early on in our conversation, Lefebvre
takes out of a cabinet a small framed picture of the
man he describes as “my mentor”, and props it in
front ofme. It is Jean-Jacques Piquet, then head of
the ENT department at the University Hospital.
With Piquet, Lefebvreworked on a new technique
of partial laryngectomy, which gave some patients
with larynx cancer the option of retaining part of
their larynx (voice box) and avoiding a permanent
tracheostomy (opening in the neck for breathing).

ThroughPiquet he also started to learn about the
importance of other disciplines. “EveryWednesday
afternoon, a radiation therapist from this hospital,
the cancer centre, cameover to our department and
we would have discussions about the best treat-
ments for head and neck cancer patients,” says
Lefebvre, who became senior resident in the ENT
head andneck service at theUniversityHospital. “It
was one of the first collaborations between a cancer
centre and a general hospital, and I was fascinated
by thismultidisciplinary approach involving patients.
It was very satisfying.”

UNSLICING THE PATIENT
Joining the Centre Oscar Lambret as a head and
neck surgeon in 1976, he discovered the world of
the large multidisciplinary team, including sur-
geons, medical oncologists, radiation therapists,
pathologists, biologists and social workers. And
when he became deputy director of the centre in
1996 – a post he held for five years – he set about
changing the structure of the centre so that the
patient became the focal point of thismultitude of
professionals working together.

At the time, the hospital was organised so that
patients worked up the three floors of the hospital
– from surgery on the first floor, to medical oncol-
ogy on the second, to radiation therapy on the third.
The management team dismantled the approach,
whichhe says “cut thepatient into slices”. They reor-
ganised so that the patient stayed in the same
department, with different professionals revolving
around them. “They can stay with the people they
have got to know, and knowwhere they are. It’s far
more comfortable.” It’s an approach that is now
interesting other hospitals in France.

Already involved inFrenchhead andneck study
groups, Lefebvremoved into the international can-
cer scene in the early 1980s.Working as a head and
neck specialist at the cancer centre, hewas charged
with keeping up to datewith developments in treat-
ments beyond surgery. He became involved in the
main study group on head and neck cancers in
Europe at the time, run by the European Organi-
sation for the Research and Treatment of Cancer
(EORTC), and was asked to be the chairman in
1989 – a role he continued until 1998.

“I realised there was a need for European col-
laboration, because I met people with different
concepts.Herewewere inLatinEurope,where sur-
gerywas themain treatment for head andneck can-
cer. But working with people from Scandinavia, it
was clear that radiation and oncology were the
main treatments. We had two different philoso-
phies, and we had no idea who was right. So the
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Making sense. This play about a hard-
bitten gruff man who finally gives in to
his daughter’s pleas to have a lump in
his neck checked out, only to be
paralysed by a stream of frightening
and unintelligible information from the
doctor, aims to raise awareness of the
problems many of these patients face

need for collaborative studies was clear.” This new
international collaboration led to him leading far-
reaching developments in the treatment of head and
neck cancers of which he remains proud.

The potential of chemotherapy to treat people
with advanced head and neck cancers was just
beginning to be understood – Lefebvre remem-
bers hearing the “earth changing” results of two stud-
ies reported atASCO in 1982 showing that a new
chemotherapyprotocol (cisplatin and5-fluorouracil)
produced impressive response rates in previously
untreatable cases of head and neck cancer. “This
meant thatwenowhad three partners: the surgeon,
themedical oncologist and the radiation oncologist,
andnowwehad to integrate chemotherapy in treat-
mentwith curative intent. Itwas a complete change,
and the beginning of another aspect of my career.”

PIONEERING PERSONALISATION
Lefebvre, among others, used this knowledge to
devise new approaches to identify patients for
whom non-surgical treatments would work well.
“Those patients who were good responders to
chemotherapy were also good responders to radia-
tion. So we said: OK, we can use chemotherapy as
away of selecting two groups of patients – thosewho
are still candidates for total laryngectomy, because

they do not respond enough to chemotherapy, and
those who are good responders, who can move to
irradiation.” The result was that total removal of the
larynx – and therefore loss of voice and permanent
tracheostomy – became no longer necessary for
selected patients with advanced cancer.

Thework,whichheseesasacontinuationand log-
ical conclusionofhis research intonewsurgical tech-
niques with Piquet, made him a world authority on
larynx surgery, organpreservationandclinical research.
He has contributed hundreds of papers, abstracts
andchapters, givennumerous oral presentations and
been invited to lecture throughout theworld.

What is ironic, but also indicative of his multi-
disciplinary outlook, is that he established his
authority as a surgeon by promoting non-surgical
approaches. “It’s not rare at international meetings
that I am introduced as a medical oncologist or a
radiation oncologist. Somepeople don’t think I’m a
surgeon, because I discuss all the disciplines and
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talk about non-surgical treatment!”
He was appointed director of the International

Federation of Head and Neck Oncology Societies
in 2002 and then president of the International
Academy ofOralOncology.As his profile rose, and
with it interest in all aspects of the treatment of head
and neck cancers, he realised there was a need for
a truly European body to bring together national
expertise. Building on networks of head and neck
societies already established in northernEurope, he
was one of the founders of theEuropeanHead and
Neck Society (EHNS), a federation of national
societies which began holding regular scientific
meetings in 2001 and was officially constituted in
2006. Lefebvre is its first president.

COMMUNICATING WITH PATIENTS
AND THE PUBLIC
It was theEHNS that decided toworkwithMerck
Serono (Lefebvre is amember of its advisory board)
on finding out more about why so many cases of
head and neck cancer were diagnosed late. The
result, in 2008,was the ‘About Face’survey of 7000
people in Europe, which found that public aware-
ness of head and neck cancer was extremely poor.
Asmany as 20% of respondents believed head and
neck cancer affected fewer than 1000 people in
Europe – one hundredth of the correct figure.Over
half (including healthworkers) incorrectly believed
head and neck cancer affects the brain.

ForLefebvre, oneof themost important findings
was that when people did know something about
headandneckcancers, it camenot fromdoctors, but
friends, relatives and the media. “This shows that
clearly we need to work with themedia,” he says.

A follow-up survey in 2010 included detailed
interviews with patients, and confirmed that com-
municationswithdoctorswere verypoor.Merck and
the EHNS decided that a symposium including a
drama at ESMO would be a powerful way of pre-
senting the issues. The symposium drew 40 jour-
nalists from different countries, with Lefebvre
providing at least ten press interviews.A follow-up

meeting in London attracted similar interest. Now
EHNS is considering publishing a brochure in very
simple language, and in different languages, aimed
at general practitioners, dentists and pharmacists.

Lefebvre realises that the reasons for delays in
diagnosis are complex and solutions aren’t easy to
find. Research at the Centre Oscar Lambret indi-
cates that 80%of head andneckpatients come from
the poorest strata of society, 31% live alone at the
time of diagnosis, and only a tinyminority arework-
ing. These groups have concerns about entering a
healthcare system for financial, personal and cul-
tural reasons. Quite often they genuinely believe
their symptoms are nothing toworry about, because
they have livedwith tobacco-induced throat inflam-
mation for a long time anyway.

But he is convinced that more could be done
through publicity campaigns. He believes celebri-
ties andpublic figures are particularly good at bring-
ing previously taboo subjects like cancer out into the
open – particularly in Latin cultures, where he says
private concerns such as illness are rarely discussed
in public. Thehonesty of film starMichaelDouglas
talking about his throat cancer has set a positive
example, which he’d like to see followed by other
celebrities in Europe.

When it comes to supporting these patients
once they are in the health system, there’s plenty
that health professionals can do. “Wehave to think
about how to organise the process of information-
giving from themoment of diagnosis onwards,” he
says.At theCentreOscar Lambret patients are first
given very basic information about cancer and their
diagnosis, and a simple note for them to read about
what happensnext. This canbediscussedwith their
physician at the next appointment. There is also a
consultation with a nurse a couple of weeks after
diagnosis. “It’s much easier for patients with this
social profile to openly discuss with a nurse than a
physician, particularly if they have ‘Professor’writ-
ten on their badge!”

Clinicians also needmore guidance onhead and
neck cancers, he believes –both on clinical research
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in the field, and communication issues. At Lefeb-
vre’s suggestion, courses on head and neck cancers
run by the radiation-oncology society ESTROwill,
from this year, include an hour on clinical research,
and next year the course will include an hour with
a communication specialist, explaining how to com-
municate bad news to patients. He has also
approached the European School of Oncology
about the possibility of including communica-
tion training in head andneck courses.

Underlying all Lefebvre says is
theunshakeableprinciple that,
for all their difficulties, this
groupofpatients is aswor-
thy of respect and pro-
fessional effort as any
other. “They suffer
from stigma, but as
soonas theybecome
confident inushere,
they accept us and
what we have to say
totally. It is extremely
rare for a patient to
refuse to sign a con-
sent formtoenter aclin-
ical trial. In my whole
professional life I havebeen
insulted just twice.”

Now 65, Lefebvre is not fac-
ing the prospect of next year’s retire-
ment – and separation from these patients –
with particular relish, and expresses mild envy at
the opportunities and challenges younger genera-
tions will face. “Many things are changing. Now
every year we have new approaches – minimally
invasive surgery, reconstructive surgery, biothera-
pies, new radiotherapy techniques.Modern func-
tionional imaging and biology is also bringing new
diagnostic tools. Now we have to work to validate
all the treatments.

“The goal for the new generation is to work

together to find an evidence-based approach to the
best options for each patient.”

“I often say, the gold standard of care does not
exist. There is only one standard – the multidisci-
plinary approach, and the role of the tumour board
to select fromall the variegated optionswhat is best
for the individual patient.And if head andneck sur-
geons want to continue to be chiefs of the orches-

tra, they must know every instrument.”
Lefebvre has always drawn a strict
line between family life and pro-

fessional life, nevermixing the
two, protective of his fam-
ily’s privacy.Hehas three
children, and one
daughter is an oncol-
ogist –but theynever
talk shop together,
not evenwhenboth
of themare attend-
ing the same can-
cer conferences.
Home is home,
work iswork. But he
isn’t quite sure what
he will do when all his

time is home time:
maybe he’ll take up golf

again, travel with his wife,
maybe do somemore cooking.
He will, he observes, have more

time forhis grandchildren thanhehashad forhis
children.But in a year or sohecertainlywon’t be lec-
turing, or doing anything to suggest that he is still one
of the world’s leading experts on head and neck
cancers. There is an art, he says, to knowingwhen to
leave the stage to others. It will be in good hands.

“You lose your credibility and your contact with
the real world when you stop seeing patients on a
regular basis,” he says. “In ten years,many thingswill
change, and a new generation will do these things
better than I.”

“If head and neck surgeons want to continue to be chiefs

of the orchestra, they must know every instrument”
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� Peter McIntyre

Cancer patients who do not share their doctors’ belief in the drug they are prescribed, or find

living with the side-effects hard to bear, may fail to take their pills according to the prescription

– and may prefer to keep this failing to themselves.

J
ust before Easter, a group of women who
had been treated for breast cancer gath-
ered at the Europa Donna House in
Cyprus. One of their younger members
arrived smiling, carrying a cake and in the
mood to party: she had just completed five

years of tamoxifen.
Stella Kyriakides, president of the Cyprus

Europa Donna Forum recognised the feeling,
“For her doctor it may have been a routine daily
tablet, but for her it was a symbolic moment
when the five years were up – a celebration that
she had finished her medication.”

Thousands of women and men around Europe
no doubt celebrate when they complete a course
of cancer treatment without the disease re-emerg-
ing. However, thousands of others never complete

the treatment – they stop the medication early or
miss so many doses they put effectiveness at risk.

The consequences of taking cancer medica-
tion irregularly can be severe, even fatal. Cancers
may return or doctors may prescribe stronger
doses, thinking that the cancer is not responding
to treatment. If the drug is part of a clinical trial
then lack of adherence can affect the findings.
The problem is growing as more and more cancer
patients manage their own medication, taken
orally as an adjuvant therapy or to keep cancer
under control.

Those who have studied issues of adherence
suggest that patients are reluctant to tell their doc-
tors when they are missing doses or having trou-
ble with side-effects, while many doctors assume
that all their patients are complying 100%.
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Why cancer patients can find it hard to stick to

their prescriptions, and how to make it easier
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A NO-BLAME APPROACH
Rob Horne, professor of behavioural medicine at
the School of Pharmacy in the University of Lon-
don, says, “Non-adherence is a problem but it is
not the patient’s problem. It is really an indication
that something has gone wrong in the process of
delivering care. We need a ‘no-blame’ approach.”

There are basically two reasons why people
don’t take medicines, says Horne: they can’t or
they don’t want to. Offering patients simple prac-
tical support such as providing clear instructions
or issuing reminders is important, he says, but it
is not enough. “We also have to consider patients’
beliefs about the treatment.” IL
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nausea?
nausea?

rash?rash?

fatigue?
fatigue?

infertility?
infertility? "25% lower

 recurrence risk"
"25% lower

recurrence risk"

Horne describes the way patients think about
their need for medication as “necessity beliefs”.
These beliefs, and the way patients think about
risk of harm, affect their decisions.

“We need to understand that the person is not
a blank sheet of paper you can write a prescription
on. They come to the consultation with a pre-
existing set of beliefs about the illness and treat-
ment, which are often logical even though they
may differ from the medical view. Those beliefs
will influence the perceived salience of the advice
andwhether they follow it. That is themessage we
need to get across.”
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In her particular disease, the key drug is imatinib
– Glivec – originally approved for use in chronic
myeloid leukaemia and later found to be highly
effective in a large proportion of GIST patients,
who had few other options. Patients can feel
guilty and ashamed about failing to take their
medicine as prescribed, says Lecointe, which
can make it hard even for patient advocates like
her to collect testimonies about non-compliance.
“These patients generally write privately to me to
explain to me the kind of problems that they
face. They don’t want to speak about this to other
patients. It is difficult to address in the family
because patients are afraid of disappointing their
relatives. It is even more difficult to speak about
it with the physicians, because the relationship
between the patient and the physician is also a
matter of trust.”

Patients who are well-informed may or may not
do what their doctor hopes, but if they discuss
with their oncologist and understand the issues,
they can make an informed choice. One breast
cancer patient might be convinced by their doc-
tor that their risk of becoming depressed on
tamoxifen can be managed. Another might fear
the bone mineral density loss and joint pain that
has been associated with aromatase inhibitors.
The important thing is that patients discuss their
fears with their physicians.

THE NON-ADHERENCE NON-CONVERSATION
But as Estelle Lecointe, founder of the French
patient support group Ensemble contre GIST,
explains, patients can find it very hard to discuss
non-adherence and doctors are not too good
about asking.

ADHERENCE IS AFFECTED BY CONCERNS AND BELIEFS

Rob Horne, professor of behavioural medicine at the School
of Pharmacy in the University of London, has shown in a num-
ber of disease settings that people are more likely to
adhere to their medication the fewer concerns they have
about the negative effects of the medication and the more
convinced they are that they need treatment and the med-
ication in question will benefit them.
Responses to a questionnaire about perceptions of anti-retro-
viral therapy administered to people with HIV before they
started treatment revealed a range of concerns:
� 68% worried about the long-term effects

of the medications
� 55% worried about unpleasant side-effects
� 50% were concerned that the medicines

would disrupt their lives
� 47% were simply worried about having to

take the medicines
� 31% worried about having to take the tablets

at the same time every day
� 30% worried about becoming too dependent on the drugs
� 21%ticked thebox “thesemedicinesareamystery tome”
When each person’s responses were combined to form
their mean belief scores in terms of ‘concerns’ and ‘neces-
sity’, these were found to clearly correlate with levels of
adherence 12 months after the start of their treatment (see
figure).

A greater belief in the treatment and fewer concerns
about the downsides of the medication were associated
with greater adherence to their prescribed drugs in this
study of patients living with HIV
Source: R Horne et al. (2007) JAIDS 45:334–341
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decided to take it at dinner,
because it allowed me to stay
awake at work and sleep better
at night.” Things became worse
when her doctor increased the
dose to 600 mg/day, to be taken
in two doses, after finding
micrometastases in her liver.

“I had ascites [fluid in the
peritoneal cavity] and a lot of
diarrhoea. These side-effects
made my life difficult on a daily
basis, but it was worth taking it
because my micrometastases
apparently disappeared and
made the surgery feasible.”

After undergoing an opera-
tion to remove four metastases from her liver, she
went through a difficult recovery, and then she
restarted Glivec, which she took for the next
three years. It was at this point, still in complete
remission, that she decided she needed a break.

“It was not an easy decision to make but I was
very tired with this. I had gone through very hard
times with the surgery, and I was 33 years old. I
wanted to get to know what life without Glivec
could be, even though it might last only one or two
or maybe six months.”

Having been diagnosed at such a young age,
she feels, makes it harder to live with psycholog-
ically. “It is quite hard to project yourself forward
because it means that you remain a cancer patient
for the rest of your life.”

Because she had been in full remission for
three years, Lecointe’s oncologist accepted her
decision on condition that she committed herself
to restart Glivec if she relapsed. Three years
on, she is still off the drug and in remission. “It
is a miracle,” she says, “but I have to keep in
mind that one day or another it will be back,
because I have already relapsed twice in the
past. But it was important for me to be able to live

Physicians, on the other hand,
have been so impressed by the
drug, she says, that they didn’t
even consider the possibility
that their patients might not
take it. “We also have many
physicians whowere convinced
that their relationship with the
patient was so good that they
would tell them if they had
these kinds of problems. This
was also false unfortunately.We
have hugework to do in terms of
communication and education
towards the physicians, even
though some of them have
started to understand.”

A LIFE WITHOUT GLIVEC
Doctors who want to understand why a patient
might feel compelled to stop taking a potentially
life-saving drug need look no further than Estelle
Lecointe herself. Diagnosed with GIST in 2005,
she was among the first generation of patients to
be treated with Glivec at the Institut Gustave
Roussy in Villejuif, Paris. Yet in 2009, after three
years in full remission and well aware of the risk
she was taking, she decided to come off the
drug. “It was a question of psychological sur-
vival,” she says.

Lecointe had been living with this disease
since the age of 19, when it had been diagnosed,
incorrectly, as a schwannoma. Ten years later
she was told she had a cancer of the stomach lin-
ing and after a period of ping-ponging between
surgeons who did not know what to do with it,
ended up at the Gustave Roussy, where the
tumour was recognised as GIST.

She was started on 400 mg/day Glivec, which
she found difficult. “I started to take the pill after
breakfast but quickly realised Iwas very tired for the
rest of the day. I tried various options and finally

“I was 33 years old. I wanted to get to

know what life without Glivec could be”

Estelle Lecointe



for even a short period of timewithout treatment.”
Lecointe believes that any patient can have

adherence problems if the therapy becomes an
obstacle to their hopes. “For example, when you
start Glivec you are told that you will not be able
to bear children. Because you are scared of the
idea of dying you accept it. Then maybe three or
four years later someone realises that she will
spend her life taking this treatment andwill not be
able to raise her own family. I talk to a lot of
women of my age who consider stopping imatinib
to get pregnant without telling their doctors. It is
one of themost frequent reasons young adults give
for stopping.”

I’M 99% ADHERENT
Giora Sharf, a CML patient
advocate, recognises the par-
ticular problems faced by
younger patients from his own
experience running the Israeli
Patients CML Group. His
group recently held a large
meeting with a doctor from
Germany, and a few young
patients turned up. “Most of
the questions from them were:
‘Can I stop taking the drug?’”

Sharf himself, however,
feels much more relaxed about
his daily dose of Glivec, and
describes himself as 99% com-
pliant. His cancer story started 12 years ago when
he was told he had only three years to live. He
found his way on to the first Glivec trial through
searching the internet, and was highly motivated
to use the medication as prescribed.

After two years he achieved complete molec-
ular response. “My doctor could not tell me
whether I was cured or not. I was his first patient
whose condition was undetectable and he could
not tell me if there was still disease in my body.”

It was what he did next, though, that may

have played an important role in shaping what
Horne describes as his “necessity beliefs”. Sharf
and his doctor implemented a very careful stop-
ping trial, with close monitoring of the disease, to
find out what would happen. “After two months
my disease started to relapse, so I knew that I was
not cured; I needed to continue to take my
Glivec.”

Sharf believes there hasn’t been one day when
he did not intend to take the medication, though
like other people he may forget once in a while. “I
don’t worry about it too much. I know from all the
research that if you take more than 90% of the
medication you are supposed to take, you are in a

good situation. I do my PCR
test every six months and I have
been completely negative for
more than eight years.”

Forgetfulness and side-
effects are two reasons why
patients miss doses, says Sharf.
“Side-effects are something
that you cannot avoid, but most
of them are something that you
can learn to live with. For me
personally it is not that terrible.
I suffer from fluid retention; I
wake up every day and my eyes
are swollen. I look a little bit
like a zombie. It gets a little bit
better during the day. Often in
the middle of the night you

jump out of bed with muscle cramps in your leg.
You get tired more quickly than other people.
Sometimes I complain that I might be suffering
from memory impairment, but everyone tells me
it happens when you are 60 years old!”

Not everyone is so lucky, he acknowledges.
“Some people have a terrible rash all over the body
and they are scratching and itching. Others have
bone pain and vomiting and diarrhoea.”

It’s understandable, then, that some people
want to take a ‘drug holiday’. “Someone is going on
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vacation. He says, ‘OK I feel good, my results are
good why can’t I stop for a few days, two weeks
and feel like I did before I got sick?’”

Some place their lives in the hands of fate or
their god. “In Israel, there are very, very religious
orthodox people. In my group there are a few of
them who just said I will stop taking the drug and
whatever God wants to happen will happen. Of
course,wehave lost a couple of them to thedisease.”

For others, non-adherence is about following
their own logical (if not evidence-based) beliefs.
“I have a good friend from the US who is a doctor
himself, and he believed that stopping every few
months for two weeks could improve the out-
come. He had a theory that when you stop, the
blood cells are going to start multiplying and then
it is going to be easier for Glivec to destroy them.
Of course it did not work and once his disease
started to relapse, he started to have to take his
drug on a daily basis again.”

IT’S THE PRICE YOU PAY
Adherence is also becoming recognised as a major
issue for a much larger group of patients –
namely those with breast cancer – due to
the steady increase in oral drugs over the
past 20 years. So says Stella Kyriakides,
who in addition to her position as pres-
ident of Europa Donna Cyprus, is a
member of parliament and, until June
2012, chair of the Patients’ Advisory
Committee for the European Cancer
Organisation (ECCO).

“Initially it was felt that it
was almost obvious that women
would adhere to their medica-
tion.As time has gone on, and
more and more oral anti-can-
cer drugs are being used and
in the metastatic settings,
what seemed obvious is not
so obvious. First of all, side-

effects have been widely understated, leading to
many women not adhering to their medication.

“In the case of early breast cancer, you are ask-
ing women who have had surgery and radiother-
apy and who are, to all intents and purposes, free
of the disease, to take a medication which may
impact on their quality of life, not to address a dis-
ease, but a risk of recurrence. It is quite different
to women taking drugs for treatment in a metasta-
tic setting.”

Kyriakides is herself on her eighth year on a
daily dose of letrozole (Femara), an aromatase
inhibitor. Despite joint pain, Kyriakides has learnt
to cope with side-effects. “You take some Panadol
or something if you are having a bad time with it,
and you get on with your life. I tell women the
side-effects are there and it is the price you pay. If
you believe in what you are taking then you tend
to adhere. But I am very involved in advocacy and
not a typical case.”

Kyriakides believes that the problem of non-
adherence is largely hidden, and says Cyprus
Europa Donna is planning its own survey to see

how women on oral therapy manage their
drug regimens.

“Women are treated and then given
their medications and, after the first
year, they are seen six monthly. In
countries where there are no multi-
disciplinary teams and no breast
nurses, they are rather left on their

own,” she says. “From personal
experience, rarely do oncolo-
gists ask if you are missing
doses, or they ask in such a
way that youwill not admit to
skipping doses or forgetting.
This lack of open communi-
cation between patients
and doctors about lack of
adherence has to be put on
the table.”
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TACKLING THE ADHERENCE PROBLEM
There aremany suggestions for improvements that
would help cancer patients to adhere more closely
to their prescribed doses. However, even obvious-
sounding solutions can run into trouble. The pilot
survey ofCMLpatients found that 88%of patients
who admitted tomissing doses said they simply for-
got. But when it was suggested that they use
reminders, ranging from fridge magnets to daily
phone alarms, 80–90%of patients said they did not
want them. Giora Sharf says that forgetfulness
often goes deeper. “Psychologically, they don’t like
to be patients and don’t want to be reminded on a
daily basis that they are sick.”

He is now working with the CML Advocates
Network – which covers 68 CML patient groups
from52countries – on an internet survey of patients
in 12 languages, hoping for 2000 responses. This
will be run in conjunction with doctors’ CML
groups in France and Italy, where patients will also
be offered a paper-based questionnaire, to check
against bias in internet-only surveys. “The main
goal is to try to develop tools for patients and for doc-
tors and nurses which will start to improve adher-
ence to the drug,” he says.

Kyriakides agrees that it is important to look into
why someone ismissing doses. “Womenmaynot be
adhering because of personal characteristics,
because of treatment features or because of other
features that have to do with the way that medical
care is provided. Do they have to get the prescrip-
tion from the hospital and then go to another place
to have it filled? I think there are a lot of issues that
need to be addressed.” She would also like to see
better packaging. “If you are taking a pill every day
and the packaging does not have any day or date, it
is very easy, although it sounds really silly, to think
you have taken it and then not be sure.And you are
told you should never double dose.” Both Sharf and
Kyriakides believe that supportive families make a
big difference in creating a positive routine for tak-
ing medicines.

Rob Horne has devised two short question-
naires. One looks at how far people adhere to
their medication, and by offering a range of
choices, gives them ‘permission’ to admit to
skipping doses. The other looks at patient beliefs
about the necessity for the medication and con-
cerns about long term use. The example Horne
often gives is of people with asthma who are on
long-term preventive medication, but believe
they should only take it after an attack. In the
case of cancer too, many patients do not under-
stand the risks.

“We somehow need to understand or to
recognise the uncertainty and look at how we
communicate and negotiate that. Most clini-
cians think they haven’t any time, but that is part
of the challenge. There are ways that one can
build programmes that actually help to do this
in practice.”

The stakes are high and as the number of
expensive oral therapies multiplies, getting
higher. As Kyriakides notes, “Science has moved
on. The industry and oncologists have provided
us with the tools to realistically prevent and in
some ways cure breast cancer and to have
women living with metastatic disease with a
very good quality of life. But we have really not
addressed the issue that, for many different
reasons, women may not be adhering to their
orally administered targeted therapies.”

Rob Horne fears that if non-adherence is not
addressed there could be a backlash. “We have
to be careful that we study patient perspec-
tives properly in cancer so we can offset any
reaction along the lines of, ‘These drugs are
really expensive. Why are we bothering to pre-
scribe them if half the patients don’t take
them?’” The true cost, he says, is to the health
of the patient whose condition is under-treated.
“We need to support patients to make informed
choices about treatment and get the best from
prescribed medicines.”
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Gastric cancer is one of the
most common and fatal
malignancies. Despite a

decreasing incidence in Western civil-
isations,1 gastric cancer accounts for
approximately 700,000 deaths every
year worldwide.2 Cure can only be
achieved in the early stages, and the
treatment of metastatic disease pur-
sues only palliative goals. First-line
chemotherapy with platinum com-
pounds and fluoropyrimidines had a
proven role in prolonging survival and
controlling disease-related symptoms

in advanced stages,3 but the role and
benefit of second-line or further-line
chemotherapy was undefined.

Now, a prospective randomised
multicentre study called ‘salvage
chemotherapy’, conducted by Korean
investigators, has unravelled the value
of further-line chemotherapy follow-
ing failure of first-line or second-line
chemotherapy.4 Kang and colleagues
selected patients with advanced-stage
gastric cancer who had not responded
to one or two prior chemotherapy reg-
imens involving both fluoropyrim-

idines and platinum. Eastern Coop-
erative Oncology Group performance
status was 0 or 1. Patients were ran-
domly assigned in a ratio of 2:1 to
receive salvage chemotherapy plus
best supportive care or best support-
ive care alone. Choice of salvage
chemotherapy – either docetaxel
60mg/m2 every three weeks or irinote-
can 150 mg/m2 every two weeks –
was left to the discretion of the inves-
tigators. The primary endpoint was
overall survival. Median overall sur-
vival was 5.3 months among the 133
patients in the chemotherapy arm
and 3.8 months among the 69
patients in the best supportive care
arm (HR=0.657, 95%CI 0.485–
0.891; one-sided P=0.007). Overall
survival benefit for salvage chemo-
therapy was consistent in most of the
prospectively defined subgroups,
which included age, performance
status, number of prior treatments,
metastatic sites, haemoglobin levels,
and response to prior chemotherapy.
Salvage chemotherapy was generally
well tolerated, and adverse events
were similar in both arms. No differ-
ence in overall survival was found
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Salvage chemotherapy in gastric
cancer – more than a straw?

� Florian Lordick

The benefit of salvage chemotherapy in gastric cancer refractory to first-line
platinumand fluoropyrimidine therapywaspreviouslyunknown.A randomised
multicentre studyhas shown that irinotecanor docetaxel administered as sin-
gle agents improved survival comparedwithbest supportive care alone.Hence,
salvage chemotherapy is now a proven option in pretreated gastric cancer.

This article was first published online in Nature Reviews Clinical Oncology on 1 May 2012, and is republished with
permission. © 2012 Nature Publishing Group. doi:10.1038/nrclinonc.2012.76



ImpactFactor

between docetaxel and irinotecan
(5.2 months vs 6.5 months; P=0.116).
In summary, the study by Kang and
colleagues4 proves the value of salvage
chemotherapy in pretreated advanced-
stage gastric cancer. Single-agent
chemotherapy improves survival
when added to best supportive care
and, as single agents, irinotecan and
docetaxel are equivalent options.

Both regimens showed good safety
profiles, manageable toxicity and good
feasibility. Although haematological
toxicities were more common in
patients treated with chemotherapy,
non-haematological adverse events
were seen in both arms, indicating
that symptoms may have been disease
related, rather than treatment related.

The investigators should be com-
mended for the conduct of this inform-
ative trial. Do the results come as a
surprise and will they alter our daily
clinical practice? I feel that both
questions can be negated. The results
match our expectations and, as
clinical oncologists, we have been
using second-line chemotherapy for
advanced-stage gastric cancer for quite
a while.

Experiences from
East Asia suggested a
clear benefit of sequen-
tial treatment for
advanced-stage gastric
cancer.5 Relatively long
intervals have been
reported between the
failure of first-line
chemotherapy anddeath
in studies in which con-
secutive lines of chemotherapy were
administered in themajority of patients.
For example, in a Japanese study that
compared the drug S-1 administered as
first-line alone or in combination with
cisplatin, 75% of patients received
post-progression chemotherapy. This
treatment administered on disease pro-

gression consisted mainly of taxane-
based (or irinotecan-based) regimens.
Progression-free survival of first-line
treatment was four months and six
months, respectively, whereas survival
following first progression was seven
months in both arms.5 It must be
assumed that a much shorter post-
progression survival would have been
observed if less ‘salvage chemotherapy’
had been given in the post-progression
phase of this study.

Despite the progress in the treat-
ment of advanced-stage gastric cancer
that has been observed by the Korean
investigators, we must not overlook
the purely palliative character of any
chemotherapy in this disease. For
me, the term ‘salvage chemotherapy’
is unfortunate. The word ‘salvage’ is
based on the Latin word ‘salvare’,
which means that someone can be
rescued and that lives can be saved.
But, what is more inapplicable to
chemotherapy-refractory advanced-
stage gastric cancer than the promise
of rescue and cure by offering further
chemotherapy? The metaphor that
would come closer to the reality is the

drowning man
who will clutch at
a straw. We must
not forget that the
battle of patients
with chemother-
apy - r e f r a c t o r y
advanced-stage
gastric cancer is
inevitably lost and
death will usually
arrive at short term.

The chance of inducing a new
‘response’ – whatever that means for
the prognosis – is no more than 10%
according to the Korean data.4 The
realistic achievements of second-line
irinotecan or docetaxel are a tran-
sient deferral in tumour progression,
a moderate prolongation of the

remaining survival time and, possibly,
a better control of disease-related
symptoms (which has not been
assessed in the Korean study). We
must learn to talk honestly with our
patients. We must be aware that the
early communication of the pallia-
tive nature of all treatment efforts is
beneficial if, in addition, we also sup-
port patients in making their deci-
sions and finding their way not out
but through the disaster of suffering
from a malicious disease and facing
death. Jennifer S. Temel and col-
leagues recently demonstrated that
an early palliative intervention fol-
lowing new diagnosis of metastatic
non-small-cell lung cancer – a disease
with many similarities to gastric can-
cer – led to improved survival, better
quality of life, improved mood and
less use of chemotherapy in the last
two months of lifetime compared
with patients who received standard
care.6 This is not meant as a plea
against second-, and further-, line
chemotherapy in advanced-stage
gastric cancer. Rather, I clearly vote
for a frank communication with our
patients about realistic treatment
goals, for shared and informed deci-
sion making, and for palliative sup-
port that goes beyond second-line
chemotherapy and standard (unde-
fined) best supportive care.

Is irinotecan or docetaxel the only
medical option that there is for treat-
ing post-progression gastric cancer?
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outcome in advanced-stage gastric
cancer

� Irinotecan or docetaxel adminis-
tered as single agents are proven
options in pretreated gastric cancer
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Certainly not; more potentially active
drugs are available, including other
taxanes and alternative platinum com-
pounds that are probably not com-
pletely cross-resistant to cisplatin,
which is most commonly used in the
first-line setting. Even anthracyclines
or mitomycin may show benefit in
further treatment lines. To date,
single-agent irinotecan, given in a
biweekly (150 mg/m²) or three-weekly
(250–350 mg/m²) schedule has the
best evidence to improve survival
and symptom control in post-progres-
sion advanced-stage gastric cancer.
A smaller randomised German study
of the Arbeitsgemeinschaft Inter-
nistische Onkologie (AIO) showed a
consistent benefit for second-line
treatment with irinotecan that
resulted in a reduction of the hazard
ratio for death to 0.48 (95%CI 0.25–
0.92, P=0.012) in the irinotecan arm
compared with best supportive care
alone.7 Beyond chemotherapy, medic-
inal pain management, nutritional
support, psycho-social support and
many other interventions do not yet
have proven benefit for patients with
advanced gastric cancer.3

A consistent benefit of ‘salvage

chemotherapy’ has been observed in
most of the prospectively defined sub-
groups of the Korean study.4 Never-
theless, in the era of personalised
medicine and increasing disease strat-
ification, the benefit of specific
medicinal interventions must be chal-
lenged in future studies that may
assess whether this benefit might be
the same for different ethnic sub-
groups,8 for different histological phe-
notypes,9 and for different gastric
cancer genotypes.10

In summary, irinotecan or doce-
taxel significantly prolonged overall
survival compared to best supportive
care in the studied patients. Second-
line chemotherapy can now be con-
sidered as a proven treatment option
for pretreated advanced-stage gastric
cancer and this option should be inte-
grated into a comprehensive palliative
care strategy.
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Manufacturer sponsorship bias
in economic analyses matters

� David Kerr and Ahmed Elzawawy

A qualitative study indicates that there is a positive selection bias towards
favourable economic analysis of targeted therapies when these are funded
by themanufacturer.At a time of increasing budgetary constraints and pub-
lic scrutiny of the relationship between industry and the professions,weneed
a more mixed economy of funding for this field.

In terms of the history of medi-
cine and health care, the 19th
century may be regarded as the

century of Public Health, clean water,
sewerage and understanding the basis
of infection; the 20th century might
be regarded as the century of know-
ledge, when systematic clinical and
laboratory research yielded extraordi-
nary insights into the mechanism of
disease; we predict that the 21st cen-
tury will be driven by value. Consid-
ering the spiralling costs of healthcare
and an often confused approach to
how we define value in a societal

This article was first published online in Nature Reviews Clinical Oncology on 1 May 2012, and is republished with
permission. © 2012 Nature Publishing Group. doi:10.1038/nrclinonc.2012.75



sense, and given the global financial
crisis and the likelihood that for many
nations the health budget will flat-
line, it is obvious that we need more
data on the relative cost-effectiveness
of innovative diagnostic or therapeu-
tic agents if we are to make transpar-
ent and defensible judgements on
their relative worth. This situation is
set against a backdrop of increasing
suspicion from policy and lawmakers
and some patient groups that the rela-
tionship between practising clinicians
and purveyors of these new technolo-
gies is not at sufficient arm’s length.1

In 2007, Djulbegovic et al.,2 published
a fascinating historical case study of
the first conflicts of interest policy at
the National Academy of Sciences. A
fundamental debate in this case was
whether one can simply declare a
financial interest or whether one must
also admit that this financial interest
is a potential source of bias.

Now, a new study has been
published by Valachis et al.3 that
addresses this question in a different
way. One of the characteristic points
of the study is that the authors tried to
investigate the role of manufactur-
ers’ influence in various manifesta-
tions, such as the presence of any
author affiliated with the manufac-
turer of the drug being assessed, or
the presence of direct funding from
the manufacturer for the health-eco-
nomic study – as shown in previous
studies – the role of funding and its
bias in economic evaluation of drugs
in oncology,4 and medical research in
general.5 Of the 81 eligible studies
that they identified, the authors
found that economic analyses that
were funded by pharmaceutical com-
panies were more likely to report
favourable qualitative cost estimates
than those without an expressed
funding association with these com-
panies (28 out of 34 studies [82%]

versus 21 of out of 47 studies [45%];
P=0.003). This phenomenon was
seen to a similar degree for those
studies that reported any financial
relationship with the manufacturers,
for example, author affiliation or
author funding. Valachis et al.3 dis-
cuss the weaknesses inherent in their
study with candour: the linkage
between the eligible studies and their
financial aspects depended solely on
published details, as Valachis et al.3

made no effort to contact authors
directly to further verify these data;
there may have been a publication
bias towards positive reports that
might have skewed results; certain
study criteria were poorly repre-
sented, so the database was rather
small (for example, affiliation with
manufacturers); and finally, their
analysis was based on
qualitative data. Nev-
ertheless, Valachis et
al.3 do seem to have
demonstrated a con-
sistent sponsorship
bias towards the
manufacturer of costly,
targeted drugs with
respect to economic
analyses. It is con-
cluded that the best
way of dealing with
perceptions of sponsorship bias is not
increased rhetoric, but rather
increased public funding for eco-
nomic evaluation of medicines,
thereby creating a true mixed econ-
omy for research funding in this field.

Does this sponsorship bias mat-
ter? If we are to adopt Michael Porter’s
definition of value,6 then, yes it does.

“Value in any field must be
defined around the customer, not the
supplier. Value must also be measured
by outputs, not inputs. Hence it is
patient health results that matter, not
the volume of services delivered. But

all outcomes are achieved at some
cost. Therefore, the proper objective
is ... patient health outcomes rela-
tive to the total cost (inputs). Effi-
ciency, as well as other objectives
such as safety, is subsumed in the
concept of value.”

Adoption of any new therapeutic
agent in the current climate is likely
to involve trade offs, comparing the
value gained from the introduction
of the targeted therapy relative to
existing gold standards in cancer
treatment, or, even more widely,
comparing its value with that gained
from hip replacements or cataract
operations. The latter comparison
might seem absurd, but within a
finite health budget in which there is
no ring-fencing of cancer funding,
this could become an issue. So an

economic evaluation
of the new drug will
have an often critical
role in whether the
drug is made available
to cancer patients by
governments or pay-
ers.7 If there are sig-
nificant doubts about
the veracity of the
data, hanging over
the analysis like the
sword of Damocles,

then this starts to undermine the
validity of the data and even reduce
the chances of a targeted therapy
passing over whatever health-
economic hurdles have been erected
in its way.

So, is there a way to square this
circle? In the same way that we now
have mandatory listing of clinical tri-
als8 to offset publication bias, one
might establish a register of pharma-
coeconomic studies; approaches
might be made to journal editorial
boards to lower their threshold for
publishing negative studies; and
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payers could establish independently
funded analytical units to give an
entirely unbiased view of the eco-
nomic case for acceptance or not of
the agent under investigation. If the
workings of these analytical units were
utterly transparent and open to public
review, then this would further
enhance their credibility and rele-
vance to citizens. Do we think that
there is some methodical misrepre-
sentation of results? Of course not;
however, the paper by Valachis et al.3

is a timely warning of the subtle biases
that can creep in unnoticed, and is
perhaps doubly important given the

wider economic challenges faced by
all healthcare systems and, therefore,
the increasing scrutiny that will be
applied to all such economic analyses.
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Stereotactic body
radiation therapy
for spinal metastases
� Lancet Oncology

Stereotactic body radiation therapy (SBRT)
delivers significant reductions in patient-

reported pain and other symptoms six months
post treatment, a phase I/II US trial has found.

Around 40% of cancer patients develop
spinalmetastases during the course of their dis-
ease, inadequate treatment of which results in
pain and neurological complications that
increase symptomburden anddiminish health-
related quality of life. SBRT is an emerging
technique that uses image guidance to deliver
high-dose radiation precisely, creating steep
dose gradients at the interface between the
spinal cord and tumours. Although SBRT has
become an established technique for theman-
agement of spinalmetastases in recent years, its
effectiveness in controlling the symptom bur-
den has not beenwell described. In 2002,when
the current studywas initiated, the literature for
SBRT was still in its infancy.

In a preliminary report of a prospective
phase I/II trial of SBRT, Xin Shelley Wang and
colleagues, from theMDAndersonCancer Cen-
ter, Texas, detailed the safety, efficacy and pat-

patient symptomsand improving functioning in
daily life, as measured by validated methods,”
write the authors. The study, they add, also
highlights the importance of integrating
patient-reported symptom assessments with
clinical outcome evaluations to fully demon-
strate the benefit of SBRT in patients with
metastatic spinal disease.

One limitation of this study, they say, is the
absence of a control group against which to
measure the effect of SBRT on symptom
development.

� XS Wang, LD Rhines, AS Shiu et al.

Stereotactic body radiation therapy for

management of spinal metastases in patients

without spinal cord compression: a phase 1–2 trial.

Lancet Oncol April 2012, 13:395–402

CMF treatment
linked to long-term
cognitive decline
� Journal of Clinical Oncology

Survivors of breast cancer treatedwith adju-
vant cyclophosphamide, methotrexate and

fluorouracil (CMF)chemotherapyscored loweron
neuropsychological tests20yearsafter treatment

terns of failure for a subset of 63 patients who
were followed for up to 50months. In the cur-
rent publication, the same team investigate
the symptom reduction benefit of spinal SBRT
for the whole cohort of patients during the
first six months following treatment, and the
clinical benefit for up to two years.

Altogether 149 patients with 166 spinal
metastases at the cervical, thoracic or lumbar
vertebral levels, receiving a total dose of 27–
30Gy, typically in three fractions,were included
in the analysis.

Results show that the number of patients
reporting no pain from bone metastases (as
measured by theBrief Pain Inventory) increased
from26%before SBRT to 54%sixmonths after
SBRT (P<0.0001). These improvements were
accompanied by significant reductions in
opioid use – 28.9% of patients used opioids at
baseline versus 20% at six months (P=0.011).

Furthermore, patients reported significant
pain reduction according to theMDAnderson
Symptom Inventory (MDASI) during the first
six months after SBRT (P=0.00003), and sig-
nificant reductions in a composite score of the
sixMDASI symptom interferencewith daily life
items (P=0.0066).

“This trial provides prospective data that
support the careful use of spinal SBRT in
selected patients, since SBRT safely and reliably
halts the progression of diseasewhile reducing
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thanwomenwhohadneverhadcancer, aDutch
case-cohort studyhas found, inwhat is believed
to be the longest follow-up ever done of the
effects of adjuvant CMF on cognitive function.

Many studies have shown that chemother-
apy can induce cognitive changes up to five
years following treatment, with differences
observed in the domains ofmemory, processing
speed and executive function. But whether
chemotherapy has any long-term effects on
cognition has been largely unknown.

In the current study Sanne Schagen and
colleagues, from theNetherlands Cancer Insti-
tute/Antoni van LeeuwenhoekHospital in Ams-
terdam, compared the cognitive performanceof
196 patientswith breast cancerwhohad a his-
tory of adjuvant CMF chemotherapy (six cycles,
average time since treatment 21 years) to that
of a reference group of 1509 controls selected
from an ongoing population study in the
Netherlands who had never been diagnosed
with cancer. Women in the study were aged
between 50 and 80 years.

Altogether seven neuropsychological tests
were administered, which yielded 17 out-
comes in the cognitive domains of processing
speed, verbal learning, memory, inhibition
and word fluency as elements of executive
functioning, visuospatial ability and psy-
chomotor speed. Additionally, subjects com-
pleted the Mini-Mental State Examination
(MMSE) as a screener for dementia.

Results show that the women exposed to
CMF chemotherapy performed significantly
worse than the reference group in cognitive
tests of immediate verbal memory (P=0.015),
delayed verbal memory (P=0.002), processing
speed (P<0.001), executive functioning
(P=0.013), and psychomotor speed (P=0.001).
However, women who had undergone
chemotherapy were also found to experience
significantly fewer symptoms of depression
(P<0.001).

“In conclusion, the cognitive functioning of
survivors of breast cancer on average 21 years
after adjuvant CMF chemotherapy is worse
than that of women from the general popula-
tionwhohave never been diagnosedwith can-
cer. These data suggest that cognitive deficits

following breast cancer diagnosis and subse-
quent CMF chemotherapy are at least partially
long lasting,” write the authors.

The results, they add, are highly relevant
since the number of long-term survivors of
breast cancer is increasing due to improve-
ments in recognition of early-stage breast can-
cer, ageing of the population, and improved
survival after breast cancer diagnosis.

Although informationonhormone replace-
ment therapywas not available, the authors did
not believe this influenced their findings, since
use of such treatments in theNetherlandswas
low in the years studied.

An important question, say the authors, is
the extent towhich the observations extend to
other chemotherapy regimens, since the CMF
regimen is no longer the optimal adjuvant
chemotherapy for early-stage breast cancer.
“Further studies into the late effects of adjuvant
chemotherapy for cancer are needed to cor-
roborate these results and togain further insight
into the mechanisms underlying these obser-
vations,” they write.

� V Koppelmans, M Breteler, W Boogerd et al.

Neuropsychological performance in survivors of

breast cancer more than 20 years after adjuvant

chemotherapy. JCO 1 April 2012, 30:1080–86

Regional treatments
for liver metastases
in colorectal cancer
� British Journal of Cancer

Transarterial-chemoembolisation (TACE) of
patientswith unresectable livermetastases

from colorectal cancer offers adequate down-
sizing to allow further treatment with laser-
induced interstitial thermotherapy (LITT), a
German cohort study has found.

InCRC thehepatic tumour load is an impor-
tant prognostic indicator for survival, since liver
involvement is life limiting. The only curative
therapy at the moment is surgical resection,
which is not possible for around75%ofpatients

due to advanceddisease or secondary disorders.
Regional treatments offer a promising alterna-
tive to terminate growth of metastases and
extend patient survival.

In the current study, Thomas Vogl and
colleagues from Johann Wolfgang Goethe
University in Frankfurt, Germany, evaluated a
treatment protocol using repeated TACE
downsizing with different chemotherapeutic
combinations prior to MR-guided LITT in
patients with unresectable liver metastases
from colorectal cancer.

By embolising the hepatic artery, the
authors explain, blood flow is reduced, leading
to ischaemia, which increases the contact time
between the tumour cells and chemothera-
peutic agents. Furthermore the thermal anti-
cancer effect increaseswith the removal of the
cooling effect of the blood flow, which can
result in a conservation of viable cells around
larger vessels due to a local under-heating.
“Hence, TACE combined with MR-guided LITT
ablation increases the effectiveness of each of
the treatments alone,” write the authors.

Between January 1999 and September
2008, 224 patients with liver metastases from
CRC underwent 757 TACE sessions (mean 3.4
sessions per patient), and were treated with
492 LITT sessions (mean2.2 sessions per patient)
for post-TACE remaining lesions. The intra-arte-
rial protocol consisted of either irinotecan or
mitomycin (n=77), gemcitabine andmitomycin
(n=49) ormitomycin alone (n=98) in addition to
Lipiodol and Embocept.

Results show that, overall, TACE resulted in
a mean reduction in diameter of the target
lesions of 21.4%, with a median time to pro-
gression of 8months (calculated from the start
of therapy) and amedian local tumour control
rate of 7.5 months (calculated from therapy
completion). Themedian survival of patients cal-
culated from the beginning of TACE for those
treatedwith irinotecan andmitomycinwas 23
months; for those treated with gemcitabine
andmitomycin itwas 23months; and for those
treatedwithmitomycin only it was 24months,
with a statistically significant difference
between the groups (P=0.01).

After LITT the rate of clinically relevant
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complications requiring further interventions
was 0.8% (n=4);with themost commonminor
complications being reactive pleural effusions
(27.4%, n=135), which were self-limiting.

“The large cohort presented in this study
confirms that the combination of TACE and
MR-guided LITT is a safe andeffective treatment
for livermetastases of CRCorigin,” conclude the
authors. The combinationof TACE and LITT, they
add, is a good therapy option for patients not
responding to systemic chemotherapy, and also
as an alternative to surgerywhen liver resection
is contraindicated. The promising results of the
current study should be further evaluated and
confirmed in a randomised study, they suggest.

� TJ Vogl, A Jost, NA Nour-Eldin et al. Repeated

transarterial chemoembolisation using different

chemotherapeutic drug combinations followed

by MR-guided laser-induced thermotherapy in

patients with liver metastases of colorectal

carcinoma. Br J Cancer 27 March 2012,

106:1274–79

PCR test for early
lung cancer
� The Lancet

Aquantitative-PCR-based assay for patients
with early-stage, non-squamous, non-

small-cell lung cancer (NSCLC) reliably identifies
patients at high risk of dying after resection. The
assay was independently validated in both a
large community-basedAmerican cohort and a
separate Chinese population.

Outcomes after NSCLC resection are poor,
with 35–50% of patients suffering recur-
rence. A more precise staging test would
enable clinicians to identify patients with
adverse outcomes who would most benefit
from adjuvant treatment.

Several groups have developed gene
expression analyses that successfully predicted
higher than expectedmortality after resection
of NSCLC, but many of these gene signatures
have been based onmicroarray platforms that
need “snap-frozen tissue samples”, which are

In an accompanying commentary, Yang Xie
and John Minna, from the University of Texas,
SouthwesternMedical Center, say that itwill be
important to determine whether the assay
works in squamous-cell lung cancer and all
NSCLCs, irrespective of their histological sub-
type. “If not, other signatures will need to be
developed,” they write.

� J Kratz, J He, S Van Den Eeden et al. A practical

molecular assay to predict survival in resected

non-squamous, non-small-cell lung cancer:

development and international validation studies.

Lancet 3 March 2012, 379:823–832

� Y Xie, JD Minna. A lung cancer molecular

prognostic test ready for prime time [commentary].

ibid pp 785–787

Metformin shows
survival benefit in
pancreatic cancer
� Clinical Cancer Research

Patients with diabetes and pancreatic can-
cer who are prescribed the anti-diabetic

agentmetformin showed improved survival in
comparison to those who did not receive the
drug, a retrospective US study has found.

Diabetes and pancreatic cancer “have a
complex, intertwined relationship”, note the
study authors, with long-term type II diabetes
being a risk factor for pancreatic cancer on the
one hand, and patients with pancreatic cancer
often being subsequently diagnosed with dia-
betes or impaired glucose tolerance on the
other. Studies have also suggested a lower risk
of pancreatic cancer among metformin users
than in insulin or sulfonylurea users. Addition-
ally, a study in breast cancer patients showed
that diabetic patients receivingmetformin had
a higher response to chemotherapy than
patients with diabetes who did not receive the
drug [see also e-grandround on breast cancer
prevention, p 17].

The aimof the current study, by Li Donghui
and colleagues from MD Anderson Cancer

difficult to use in practical clinical settings.
In the current study, Johannes Kratz and

colleagues, from the University of California
San Francisco (UCSF), developed a 14-gene
mRNA expression assay (including 11 target
genes linked to the cancer biology and three ref-
erence genes used to standardise measure-
ment of the cancer genes) for prognosis in
early-stageNSCLC. The assay uses quantitative
PCR and runs on widely available formalin-
fixed paraffin-embedded tissue samples,whose
collection and processing techniques are com-
mon in clinical practice.

The investigators first measured levels of
the genes in tissue samples taken from 361
patients at UCSF who had surgery for NSCLC.
An algorithm then correlated the levels of the
14 genes with the clinical outcomes of the
patients, identifying the molecular profiles
that were associatedwith low, intermediate or
high risk of death.

Next, theUCSF teamblindly examined lung
samples taken from 433 other patients with
early-stage NSCLC from Northern California,
and thenused a similar blinded approach to test
the algorithm using tissue samples from 1005
lung cancer patients from China.

Kaplan-Meier analysis of the Californian
validation cohort showed five-year overall sur-
vival of 71.4% of patients judged at low risk,
58.3% at intermediate risk, and 49.2% at high
risk (P trend=0.0003).

Similar analysis of the Chinese cohort indi-
cated a five-year overall survival of 74.1%at low
risk, 57.4% at intermediate risk, and 44·6% at
high risk (P trend<0.0001)

“Our practical, quantitative-PCR-based
assay reliably identified patients with early-
stage non-squamous NSCLC at high risk for
mortality after surgical resection, discriminat-
ing suchpatientswithgreater accuracy thanuse
of NCCN criteria alone,” write the authors.

The study, they add, represents the first of its
kind involving the extraction of interpretable
RNA from formalin-fixed paraffin-embedded
tissue. Additional strengths include the per-
formance of the assay in an independent labo-
ratory and the use of a second cohort with a
different genetic background.
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Center in Houston, Texas, was to determine
whether metformin use conferred survival
benefits. The investigators observed 302
patients with diabetes and pancreatic cancer,
117 of whom had been prescribed metformin.

Results show that the one-year survival
was 63.9% for the metformin group versus
46.3% for the non-metformin group (P=0.002),
with a two-year survival rate of 30.1% versus
15.4% (P=0.004). Median overall survival time
was 15.2months for themetformin group ver-
sus 11.1months for the non-metformin group
(P=0.004). Metformin use was significantly
associatedwith longer survival only in patients
with nonmetastatic disease.

“These data provide strong supporting evi-
dence that metformin has the potential to be
used as a supplemental therapeutic agent for
non metastatic pancreatic cancer,” write the
authors. Considering the high prevalence of
diabetes among patients with pancreatic can-
cer, and the lack of effective treatment strate-
gies for this malignancy, they add, prospective
studies should be conducted quickly.

The beneficial effect on cancer, suggest the
authors, may be due to lower circulating levels
of insulin as a consequence of reduced resist-
ance, since it is known that insulin canplay a key
role in promoting cancer development.

In an accompanying commentary,Michael
Pollak, fromMcGill University inMontreal, Que-
bec, writes, “We cannot exclude the possibility
that patient characteristics that lead to a deci-
sion to treat diabetes with metformin rather
than another agent are associatedwith a rela-
tively favorable pancreatic cancer prognosis.
In such a situation, metformin use would be
associated with favorable outcome but not be
responsible for it.”

A rational combinations approach to trial
design is needed, he adds, since it is possible that
metforminmight require pharmacologic opti-
misation for oncologic indications by improving
accumulation in neoplastic tissue.

� N Sadeghi, JL Abbruzzese, SJ Yeung et al.

Metformin use is associated with better survival of

diabetic patients with pancreatic cancer. Clin

Cancer Res published online 31 March 2012,

doi:10.1158/1078-0432.CCR-11-2994

� M Pollak. Metformin and pancreatic cancer:

a clue requiring investigation. ibid, published

online 31 March 2012, doi:10.1158/1078-

0432.CCR-12-0694

Survival trade-offs
defined for prostate cancer
treatment side-effects
� British Journal of Cancer

Severe urinary dysfunction and bowel
symptoms were the least tolerable side-

effects of treatment for localised prostate
cancer, while severe hormonal effects and
fatigue were considered more tolerable, and
severe sexual dysfunction relatively benign, an
Australian study exploring survival trade-offs
of treatment has found.

Formen diagnosedwith localised prostate
cancer, survival benefits from treatment can
be offset by treatment complications, includ-
ing problems with sexual, urinary and bowel
function. But to date no studies have explic-
itly expressed patient preferences for treat-
ment of localised prostate cancer in terms of
the survival gains needed to make persistent
adverse effects worthwhile.

In the current study, Madeleine King and
colleagues, from the University of Sydney,
Australia, set out to examine the survival
gains that patients felt would justify different
complications. Patients for the study were
recruited from the Prostate Cancer Care and
Outcomes Study (PCOS), a population-based
cohort of men aged less than 70 years when
diagnosed with prostate cancer, recruited
from the NSW Central Cancer Registry, who
were age- and postcode-matched to con-
trols without prostate cancer.

A random sample of 357men from a pop-
ulation-based sample of 1381 patients who
had been recurrence-free for three years after
being diagnosedwith localised prostate cancer,
and 65 age-matched controlswithout prostate
cancer completed the preference survey. The

survey considered the “hypothetical health
states” of erectile dysfunction, loss of libido, uri-
nary leakage, urinary blockage, bowel symp-
toms, fatigue and hormonal effects, each of
which was rated as base, mild or severe. The
questionnaire then included life expectancy,
with levels 4, 8 or 12 years and ±25%, 50% or
75% respectively. Then according to patient
answers, the survival gains needed to justify
persistent problems were estimated from “an
equation for compensating variation”. The ret-
rospective designof the study,write the authors,
allowedmen to bring “personal experience” to
bear on their hypothetical choices.

Results showed that the survival gains
needed for eachadverseeventwere3.25months
for mild fatigue, 4.00 months for severe impo-
tence, 4.22 months for mild urinary leakage,
4.91 months for mild urinary blockage, 5.02
months for severe loss of libido, 6.22months for
mild bowel problems, 9.69 months for mild
otherhormonal effects, 12.33months for severe
otherhormonal effects, 13.30months for severe
fatigue, 21.96months for severe urinary block-
age, 25.31 months for severe bowel symptoms
and 27.69months for severe urinary leakage.

“Thuswe found that relativelymodest sur-
vival benefitswere sufficient to offset themost
common side effects of treatments for prostate
cancer for about two-thirds of the most com-
monhealth states 3-years post-diagnosis,”write
the authors.

However, even substantial survival benefits
were insufficient to offset severe urinary dys-
function, they add, which at three years was
reported by 14% of their sample.

“Emerging evidence about survival bene-
fits can be assessed against these patient-
based benchmarks,” write the authors. They
point out that considerable variation in trade-
offs among individuals underlines the need to
inform patients of long-term consequences
and incorporate patient preferences into
treatment decisions.

� MT King, R Viney, DP Smith et al. Survival

gains needed to offset persistent adverse treatment

effects in localised prostate cancer. Br J Cancer 14

February 2012, 106:638–645



Patients
pay a price
for spending cuts

� Anna Wagstaff

Austerity measures brought in to tackle the debt crisis are affecting frontline healthcare

services inmany countries, particularly in the complex, expensive field of oncology. Cancer World

asked its readers to share their first-hand experiences.

D
octors are sounding the
alarm about the price
cancer patients are pay-
ing for dramatic cuts in
public spending. In the

countries hardest hit by Europe’s debt
crisis, services are hit from many direc-
tions at once: staffing cuts leave some
operating theatres and linear acceler-
ators idle, while patients flood into
the public service because they can no
longer afford private health insurance.
Patients are also increasingly unable to
get hold of drugs they need, as phar-
maceutical companies withhold sup-
plies due to unpaid bills – a problem

which may be exacerbated by a grow-
ing re-export trade in which drugs
bought at a lower price negotiated by
debt-stricken governments find their
way onto international markets to be
sold at a profit.

John Spiliotis, a director and chair-
man of first department of surgery, and
president of the scientific council of
the Metaxa Memorial cancer hospital
in Piraeus, Athens, describes the situ-
ation as working in “wartime condi-
tions”. His hospital has seen a 50%
cut in its budget over the last three
years, while admissions have increased
by more than 30%. “If you compare

these two figures, the conclusion is
maybe we have a crisis in the manage-
ment of cancer patients,” he says.

Public sector employment rules
that permit only one position to be
replaced for every 10 that are lost are
creating acute staff shortages that
impact directly on patient care. At the
Metaxa Memorial hospital two out of
six operating theatres are now unused
because there are too
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few scrub nurses.
The inevitable result

is long waiting lists.
Spiliotis says he just told a

patient diagnosed with col-
orectal cancer to come back in

45 days.
Waiting times for

radiotherapy are even
longer, he says. In the four

main cancer hospitals and nine
other public hospitals with radio-

therapy equipment, the waiting list is
three to fourmonths. “It is very dif-
ficult to propose neoadjuvant
chemoradiation for
patientswith rectal can-
cer with waiting times
like that. So the patient
has to get this treatment
from private practice.”

Supplies of essential
cancer medicines, including
Taxotere, Temodal,Avastin, Herceptin
andMabthera, are drying up, says Kathi
Apostolidis, a breast cancer and
patients rights advocate. She describes
driving around the hospitals and
pharmacies of Athens for a friend, in
search of supplies of Zometa (zoledronic

acid for controlling bone
metastases). Pharmaceuti-
cal companies are insisting
on advance payment from
hospitals and public health
insurance, she says, while
pharmacies are refusing

to deliver medicines to
patients on credit.
She believes patients

are being held hostage

in the battles between the
Ministry of Health, pharmaceu-

tical companies and pharmacists.
There are worries too that

financial concerns are leading
patients to delay visits to a doctor.

“We have a problem that 15–20%
of patients do not consult a physi-
cian. We compared results from
2007 to 2009, and it seems that we
are seeing cancer patients at a more
advanced stage than three years ago,
though we do not have statistically sig-
nificant data on this as yet.” If true, this
would mean that not only are fewer
staff having to care for more patients,
using fewer resources, but a higher
proportion of patients are presenting

with cancers that are more com-
plex, more expensive to treat

and more likely to be fatal.
While Greece is

undoubtedly at the sharp
end of Europe’s debt
crisis, it is by no
means alone. With
austerity the pre-
vailing watch-

word, public spending is being reined
in everywhere. Although countries
such as Spain, Italy, Portugal and Ire-
land are in the frontline, countries such
as France, Belgium, UK and the
Netherlands are not far behind. Even
Germany, the strongest economy in
Europe, has plans to cut public sector
debt by €80 bn by 2014.

As healthcare accounts for a high
proportion of public spending,
and cancer accounts for a
sizeable chunk of healthcare
spending – with its need for
complex multidisciplinary
approaches to care, heavy
use of expensive imaging
techniques, and reliance

on some very expensive drugs – cancer
services are under pressure as never
before.

For patients, many of whom at the
best of times feel they have to fight for
quick access to the best treatments, the
most urgent question is to what extent
the financial pressures onEurope’s can-
cer services are affecting frontline care.

In an effort to answer that question,
Cancer World asked its European read-
ers for feedback on how the European
debt crisis is impacting on cancer
care in their own countries. Ninety
responses from 20 European member
states suggest that there is a strong
perception that the debt crisis is having
a direct impact on patient care well
beyond the countries facing the tough-
est cuts (see box overleaf). Drawing on
comments appended to the survey and
on interviews with some of the respon-
dents reveals a patchy picture across
Europe, but patterns are emerging.
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ACCESS TO DRUGS
Access to certain cancer drugs is
changing across Europe. Fatima Car-
doso, director of the Breast Cancer
Unit at the Champalimaud Cancer
Centre in Lisbon, reports that some
drug companies have started to with-
hold supplies from hospitals that have
been slow paying their bills. The gov-
ernment has been trying to intervene in
cases where the hospitals have no alter-
natives, but Cardoso expects this prob-
lem to get worse.

Some doctors have been reduced to
lying to patients because they don’t
want to admit there is no money to
pay for the drugs they need, she says.
Cardoso cites the case of a patient

whose bone metastases, which cause
extreme pain and increase the risk of
fracture, were being left untreated.
“She had been told there are not
enough data to support the use of bis-
phosphonates, because people are not
frank enough to say: you should receive
this drug but we have no money to
give it to you.”

As with Greece, public cancer hos-
pitals and oncology departments in
Portugal are finding themselves flooded

with people who have had to give up
private medical insurance. But even
those who retain their private insur-
ance can no longer afford the drugs
they need, says Cardoso. “Even after so
many years on the market, the price of
trastuzumab is so shamefully high that
most private health insurance barely
covers the cost of one year of treat-
ment, leaving nothing over to pay for
the chemotherapy and all the other
things patients need. For adjuvant ther-
apy people sometimes do desperate
things such as selling their houses to
get the money for one year of treat-
ment. But if you have to go on and on

for as many years as possible,
what can you do?”

In Italy, Anna Costato,
who is being treated for
advanced breast cancer,
but is also a GIST patient
advocate as a parent of a
child with paediatric GIST,
reports that access to new
drugs takes longer and can
depend heavily on where

you live. This is because regional
health authorities have the final say
onwhat will be reimbursed, so a new

medicine may be restricted even after
approval by the European Medicines
Agency and the national Italian agency
AIFA.

Patients with rare cancers are hit
particularly hard by measures that reg-
ulate the prescribing of drugs for off-
label use. Costato believes that the
measures, introduced in 2007, are now
being wrongly used to restrict access to
expensive drugs. She gives the exam-
ples of sorafenib (Nexavar), dasatinib
(Sprycel), and nilotinib (Tasigna),
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“People are not frank enough to say: you need

this drug but we have no money to give it to you”

WHAT THE SURVEY FOUND

A survey of Cancer World readers, asking about how public spending cuts are impacting on
frontline cancer care, attracted 90 responses from 20 of the 27 Europeanmember states.
Overall only 10% of respondents reported no impact on the quality of care cancer patients
receive, with the vast majority reporting “some impact” (around 40%) or “quite an impact”
(around 35%), and a little under 15% reporting “a huge impact”.
Asmight be expected, access to anti-cancer therapies (regardless of speed of access) showed
the least impact, with almost 35% reporting no impact, a slightly higher proportion report-
ing “some impact” and only 25% reporting “quite an impact” or “a huge impact”. Access to
other types of care, such as supportive care and rehabilitation, appears to be taking more
of a hit, with only 20% reporting “no impact” andmore than 40% reporting “quite an impact”
or a “huge impact”.
Patients in many countries are also having to wait longer to get access to the services they
need. The impact seems to be greatest for specific cancer therapies, such as surgery or radio-
therapy, with almost 40% reporting a “huge impact” or “quite an impact” and only 20% report-
ing “no impact”. Butmany patients are also facing longer waiting times for seeing a specialist
and getting the necessary diagnostic tests (around 25%and30% respectively
reporting the top two impact categories).
Interpretation of these findings are subject to all the usual warnings about
self-selection of respondents and the subjective nature of the responses.



Who cares? There are concerns
in some countries about the

adequacy of care available to
patients who are being sent home
early to save hospitalisation costs

which are recommended by the US
National Comprehensive Cancer Net-
work guidelines for patients with GIST
who no longer respond to the only
drugs approved for this indication, but
which GIST patients have no access to
in many regions of Italy.

Perhaps her greatest concern, how-
ever, is not so much the restrictions on
medicines as the way financial pres-
sures on doctors are leaving many
patients feeling abandoned. “As an advo-
cate of many patients with metastatic
cancers, I find it very discouraging to
realise that even some good oncologists
are becoming more and more careful
about spending money on treating ter-
minally ill cancer patients.” Their pri-
mary concern seems no longer to be
helping them to survive, says Costato,
but rather howmuch it will cost. “Doc-
tors should stay on their patients’ side,”
she argues, “helping them to obtain
proper treatments. and advo-
cating for them, if necessary.
They should leave accountancy
to the accountants.”

In France, a country that
has long prided itself on being
at the forefront of adopting new
cancer drugs, medical oncolo-
gist Jean-Yves Blay says the
authorities appear to be qui-
etly implementing a far more
restrictive approach.A sarcoma
specialist, he gives the exam-

ples of pazopanib (Votrient) and mifa-
murtide, which have both been
rejected by the Commission de Trans-
parence (which plays a role in reim-
bursement decisions in France) despite
having been accepted for reimburse-
ment by the UK’s NICE, which has
tended to operate one of the more
restrictive policies in Europe.

His worry is that this move towards
– and beyond – NICE levels of restric-
tion does not seem to be accompanied
by similar levels of transparency, mak-
ing it hard to comprehend or challenge
decisions. “What isn’t clear in France is
the process. Why is it being rejected?
This is particularly shocking in the
case of mifamurtide, which was
reported to improve survival in one of
the largest academic trials in osteosar-
coma, admittedly with some method-
ological questions. This is a compound
that is relevant to only around 100

patients per year. Yet the decision on
this has left the drug in some sort of
limbo – nobody can even buy it outside
the system and give to a patient in
France, meaning that we academics
cannot even study it further. I had
never seen that before in France.”

Ireland, meanwhile, has taken the
slightly shocking, but arguably less
opaque, step of more than doubling
the height of the bar that new drugs
have to jump before being accepted for
reimbursement. InMay, the value of an
additional “quality-adjusted year of life”
or QALY, which is used as the main
measure to decide on reimbursement,
was devalued by executive decision
from €45,000 to €20,000 – a level
which by today’s standards would seem
completely unrealistic for new cancer
drugs. There will doubtless be some
room for manoeuvre – following a
public campaign, Yervoy (ipilimumab)

for melanoma was recently
approved on the basis of a
QALY that was negotiated
down from €150,000.At best it
seems cancer patients who
want access to new drugs may
to have to fight for it on a drug
by drug basis.

Respondents from a num-
ber of countries alsomentioned
possibilities for running clinical
trials – with all the associated
advantages in terms of pushing
up standards of care and early
access to drugs – are increas-
ingly restricted as a result of a
more restrictive approach to
new drugs combined with over-
stretched staffing.

“In May, the value of an additional “quality-adjusted

year of life” was devalued from €45,000 to €20,000”
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LEVELS AND QUALITY OF STAFFING
Staff shortages and/or the de-skilling of
certain roles due to budget cuts was
another theme mentioned by many
respondents.

In Portugal, waiting times for radio-
therapy at public hospitals have been
the focus of highly critical press cov-
erage, because there are too few staff to
operate facilities to full capacity.
Patients are being badly let down says
Cardoso. “I recently had a patient who
had intensive bone metastases in her
spine, particularly the cervical spine.
She had been waiting for more than
three months for radiotherapy. In
the meantime, she developed lep-
tomeningocarcinomatosis [affecting
the tissue that covers the brain] and
she is dying, at 37 years old.” Cardoso
believes that while poor prioritisation of
patients and poor organisation may be
partly to blame, lack of personnel is
also an important cause.

Costato in Italy talks of a steady
decrease in the number of nurses,
alongside a decrease in the number of
hospital beds and length of hospital
stays. What concerns her is that the
care patients get on leaving hospital is
largely given by low-paid untrained
workers, which is impacting on the
quality of care. Staff hiring is effectively
frozen in hospitals, she says, which
makes itself felt in longer waiting times
for CT and MRI scans and for consul-
tations with oncologists. Massimo
Conio, a gastroenterologist in Sanremo,
Italy, reports similar increases in wait-
ing times for surgical procedures.
Other survey respondents talk about
staff shortages impacting on access to
supportive therapies, “reducing the
possibility of supporting the quality of
life of children and families.”

Ingrid Kössler, a breast cancer
patient advocate involved in Sweden’s
National Cancer Control Strategy,
reports similar concerns over the

increasing use of less trained nurse-
assistants in place of nurses. Staffing is
so tight, she says, that hospitals have
come to rely on student nurses to cover
absences during summer holidays. This
year the student nurses are refusing to
work unless they are paid a full salary;
it is not clear how that will be resolved.

A scandal centred in Gothenburg
over 60 patients with melanoma who
were wrongly told they did not have
cancer has put a spotlight on the strains
personalised medicine is putting on
pathology departments. Pathologists
point out that they are being asked to
perform many more tests for many
types of patient than was the case a few
years ago, and at current staffing levels
they are finding it hard to cope. While
Sweden is not one of the countries
hardest hit by the debt crisis, says
Kössler, the ageing population means
that while cancer and other age-related
chronic diseases are putting a greater
burden on the health budget, there are
now only two people working – and
paying taxes – for each retired person,
compared with a five-to-one ratio a
few decades ago. A stagnant economy
is not helping.

Comments from Ireland talk about
a reduction in the number of “allied
professionals” involved in the delivery
of cancer care, including psychological
support. A lower staff-to-patient ratio
means less time spent with patients.

In the UK, survey respondents talk
about reductions in follow-up visits and
cutbacks in specialist breast nurses,
scrubbednurses (for operating theatres),
“teammembers” and the administrative
support necessary to freeupclinical prac-
titioners from bureaucratic functions.
Nursing staff made it very clear at a
recent conference that, in their experi-
ence, frontline clinical care is being
directly affected by staff cuts despite
assurances from the government to the
contrary.

In theNetherlands staff cuts are reduc-
ing the healthcare support available to
care for patients in their own homes.

Survey respondents from Spain
mention longer waiting lists for diag-
nostic procedures and consultations
with a specialist, as well as greater
restrictions on access to health care
from home support teams. Though it’s
hard to quantify, it is clear that staffing
levels are being steadily eroded through
a virtual freeze on new appointments
combined with the loss of many staff
who were on fixed-term contracts.
Cuts of 10–20% are planned for
hospital staff who are not directly
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care and/or losing some of the social
benefits they can expect to receive. In
some cases the extra contribution is
fairly minor – a few euros per hospital
visit – and would be unlikely to impact
on their care. In other cases there are
concerns that additional charges may
have a real and negative impact, for
instance if they result in later diagnosis
because patients delay visiting their
doctor, or if the patient opts for cost
reasons to forego medicines or services
that could help them.

Many countries, including Spain,
Portugal, UK and the Netherlands, are
cutting back on reimbursement of trans-
port costs for hospital visits. In the
Netherlands, medical oncologist Elisa-
beth de Vries reports that patients
requiring access to physiotherapy now
have to pay for the first 20 treatments
themselves, at €30/session, though
patients with 'chronic' problems are
exempted. Access to a dietician may
be removed from the reimbursement
list, and patients
now have to pay
formany of the self-
caremedications they
need to cope with the
side-effects of treatment. It
is becomingmore common to
see patients foregoing the use of
wigs, because these are no longer
fully reimbursed. Similar

employed by the state (about half of the
workforce). But Eugenia Trigoso, a
nurse specialist in paediatric haema-
tology in Valencia, believes the worst
may be yet to come. With Spain’s econ-
omy exposed to a crisis that seems to
have no end in sight, she says the real
worry is what they don’t know. “Every
Friday there is a cabinet meeting and
we have news about what the govern-
ment is going to do. It is really horrible
for us, what is happening now.”

COSTS AND BENEFITS
TO PATIENTS
Responses to the survey also indicated
that patients in many countries are
being asked to pay more towards their

issues are reported from Ireland.
Cuts and restrictions in the benefits

available to cancer patients seem to be
a feature across many countries in
Europe. In some countries these are
hitting patients on oral therapies dis-
proportionately, and in others they are
also hitting families of paediatric
patients. Though these cuts may not
directly impact on the quality of health-
care patients receive, they could further
deter some patients from accessing
therapies and services where they have
to cover or contribute to costs.

WHERE NEXT?
ElkeVanHoof, head of theBelgianCan-
cer Centre, which coordinates the Bel-
gian Cancer Plan, is convinced that
having a detailed, fully budgeted cancer
plan, subjected to continuous evaluation
has been an important factor in protect-
ing all aspects of cancer control from
spending cuts. Over the past 10 years,
she says, Belgium has invested a lot in
cancer, including inmore psychologists,
social workers and nurses. She is proud

that last December the
newgovernment recon-
firmed the budget previ-
ously agreed for the
Belgian Cancer Plan.
Despite the financial cri-
sis, she says, the govern-
ment even allocated an extra
budget for early and tempo-
rary access to therapies for
unmet medical need and rare
diseases, as well as extra money
to pay for nutritionists.

“All the stakeholders, includ-
ing the government, are trying

“Every Friday we have news about what the government

is going to do – it is really horrible for us”
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Wasted capacity. Staff
shortages mean operating
theatres and radiation
facilities lie idle while
patients have to wait
longer for treatment



to keep the budget for care as it is
now,” she says. “We are told not to
spend extra, but to try to be creative
with what we have, so we are really
evaluating the way we are reimbursing.
Can we reduce the costs of reim-
bursement if we increase efficiency?
Can we economise to have new fund-
ing to do new things?”

Greater integration is one focus
point. “We pay for psychologists in can-
cer care, but can we also use them for
other things?” Evaluating value for
money is another. “Breast implants are
very well reimbursed in Belgium, but
they have a risk. Might it be better to
use breast reconstruction with own tis-
sue – isn’t it more efficient because
you have fewer complications and pro-
cedures in the longer term?” The option
of adapting levels of reimbursement to
encourage use of generics rather than
expensive brands, where appropriate, is
also under consideration.

One important spin-off of this
proactive approach, says van Hoof, is
that the Belgian Cancer Centre is able
to back up its proposals for actions to
include in the Cancer Plan with strong
arguments and detailed data derived
from the continuous eval-
uation of this plan. She
believes robust cancer
plans that have their own
budgets and are
closely monitored

and evaluated will be key to safe-
guarding the best quality care
for cancer patients as Europe
moves forward. She is glad that
in Belgium they managed to
get such a plan up and funded
before the debt crisis struck.

But what of the countries that
didn’t? In Greece, John Spiliotis fully
accepts that decades of virtually uncon-
trolled spending on healthcare, with
the highest doctor-to-nurse ratio in
Europe and no restrictions on pre-
scribing, has contributed to the current
crisis. He recognises the importance of
a more sustainable, planned approach
to delivering cancer services; he wel-
comes prescribing guidelines and
greater use of generics; he is commit-
ted to cutting the list of lab tests, short-
ening the list of imaging procedures,
cutting hospital stay, and using pallia-
tive rather than aggressive treatments
near the end of life. He and his fellow
surgeons are even shunning expensive
technologies where it is safe to do so,
going back to the manual procedures
they haven’t used for years, just to cut
costs. “But we can’t turn the clock back
to the ’60s or ’70s in cancer treat-
ments,” he says. “This is a big problem

that started 30
years ago. We

cannot correct it
in the three to five

years that Europe is
demanding of us.”

In Portugal, Car-
doso believes there is

huge scope for concen-
trating resources where

they are most needed. “If
there were proper guidance

so governments understand how
to calculate overall cost-effectiveness,
rather than just looking at the price of
drugs, I think we could cut at least
one third of the cost without affecting
the quality of care,” she says, “and we
have to do it wisely and in a fair way.”
That guidance, she adds, has to come
from collaboration between health
economists and the people who deliver
frontline care.

She is acutely aware of how much
money is being wasted, for instance
when vials of expensive drugs are
opened, partially used, then thrown
away because guidance says they can’t
be stored once opened. Coordinating
things so that all patients receiving
these drugs get them on the same day
would help. However, drug companies
must also cooperate in providing accu-
rate data about the stabilisation of drugs
and time-frames for use, she says.

In her own particular area, Car-
doso is now focusing her efforts on
advocating for all patients to be treated
in breast units. “If you centralise treat-
ment with people who know what they
are doing, they will spend less,” she
says. She is also encouraging patient
groups to speak with one voice and
focus their demands on the bare essen-
tials: access to best treatments; no cuts
tomedications that cannot be replaced;
no cuts that affect the quantity and
long-term quality of life.
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“If you centralise treatment with people who

know what they are doing, they will spend less”



ment with pharmaceutical companies
that would allow hospitals that have
been pushed into massive debt by the
cuts to spread their payments over a
longer time period. Even in the longer
term she questions whether the current
high prices of medicines are sustain-
able. “This is not just affecting Greece
or even Portugal, Spain is already
affected and it will soon start affecting
Italy and France. This is a pan-Euro-
pean problem and we need a larger
solution. Even if we think of it as a
business problem, if the majority of
countries are not able to pay, they are
not going to sell.”

One possibility, she suggests, might
be for the EU to expand the investment

it already makes in supporting phar-
maceutical development, “in return for
which the companies could put the
drugs on the market at a lower price.”

There’s no question that this is a
pan-European problem. The issue of
how European countries – with ageing
populations, a growing burden of
chronic diseases, and rising costs of
cutting-edge treatments – can provide
the best possible care on a more sus-
tainable basis has been around for
decades. The current debt crisis and
consequent austerity drive has merely
brought it to a head, and whichever
way the debates about austerity versus
growth may go, healthcare rationing is
now a reality.

Does that mean doctors will be
forced to turn into accountants and put
affordability before the interests of
patients? Paradoxically, if the experi-
ence in Belgium as described by van
Hoof is anything to go by, thinkingmore
like accountants may be the only way
doctors can safeguard their ability to
fight for the needs of every patient. But
instead of looking at a patient andwon-
deringwhether genuine opportunities to
extend or improve their quality of life
represent value formoney, they need to
be doing a lotmore detailedmonitoring
and evaluation of the effectiveness and
value for money of the treatments and
types of care they deliver. Doing so will
not just maximise the benefit patients
get for the money spent but, as van
Hoof showed, it also gives doctors and
advocates essential evidence to help
them argue for the level of resources
they need…and to defend those budg-
ets when they are under threat.
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While she ismore than ready to pull her
weight within her own specialist area,
Cardoso says this crisis cannot be
resolved sector by sector. “You have to
look at the whole picture. There are
things you could really cut down, and
others that you can’t because there is no
option.” She questions, for instance,
the high use of statins. “Statins are pre-
scribed with no control at all, and are
very often overused.”

Right now, however, patients in
Portugal are threatened with the same
crisis in getting hold of essential anti-
cancer drugs as is already happening in
Greece, and they need an urgent solu-
tion. Cardoso would like to see efforts,
probably at EU level, to broker an agree-

“This problem started 30 years ago. We cannot correct

it in the three to five years that Europe is demanding”

Feeling abandoned. Pressure on
doctors to cut costs are undermining

their relationships with patients
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