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Eric Van Cutsem:
closing in on GI tumours
�Marc Beishon

EricVanCutsemhasbeenat the forefront ofdevelopingnewmolecular therapies for gastrointestinal

cancers, but he’s not relying on finding that magic bullet. He advocates a many-fronted attack,

combining genetic counsellingwith screening and specialistmultidisciplinary care, andhebelieves

that specialist GI oncology units, like his centre in Leuven, are the way to deliver that strategy.

L
ooking ahead to the end of an already
distinguished career, gastrointestinal
(GI)oncologistEricVanCutsemcansee
twopossibilities. “After I retirewecould
eventually see a new definition of colo-

rectal cancer – a rare disease that occurs only in
unscreened populations. Or failing that ideal, I do
expect substantial progress in targeted therapies for
advancedcoloncancers. I amsurewewill see a shift
from merely prolonging survival to curing certain
groups, well before I retire.”

Whatever is going to cut the burden of this big
killer – and all the other less frequent diseases of the
GI tract – Van Cutsem can lay claim to one of the
earliest andmost well-knownmultidisciplinaryGI
centres in theworld.He heads the digestive oncol-
ogy unit at theUniversityHospitalGasthuisberg in
Leuven, Belgium, and is also a professor of internal
medicine. He has spent the last 15 years building
the profile of GI oncology and developing and
pushing a young team involved in patient care and
an array of research projects.

“Whenwe started on a specialist structure forGI
and also for other organ-specific tumours, wewere

certainly one of theEuropean leaders in integrating
clinical and research activity around the needs of
patients,” he says. “In GI today, we have every-
thing from familial heredity advice to leading a
regional screening programme, and from the latest
functional imaging techniques usingPETandMRI
to all the newmolecular agents, plus also specialist
surgeons and radiation oncologists. Multidiscipli-
nary care has been crucial for our organisation and
care programme. You just can’t have that sort of
breadth in general medical oncology practice.”

There are close parallels betweendevelopments
in colorectal cancer and breast cancer in terms of
advances in genetic understanding, surgical
advances and application of new cytotoxic and
molecular agents. But breast has outstrippedGI in
the development ofmany specialist units with true
multidisciplinary expertise.AsVanCutsem says, “A
unit is only as strong as its weakest link.”

WhilecertifiedGIoncologycentresmaybesome
way off – but a definite aim – he is promoting the
development of integrated expertise in a punishing
schedule around theworld.Not only is heoneof the
founders of theWorldCongress onGastrointestinal
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Cancer – the leading conference in this field – he is
also channellinghis expertise into theGIactivities of
themajor cancer societies, an increasing number of
specialist groupsandanendless roundofeducational
and committee meetings that means he’s working
most weekends – as well as often from 8.00 in the
morning tomidnight during theweek.

GI oncology covers one of the most complex
groupings of tumours, everything from the upper
oesophagus to the anus plus the pancreas, liver and
other organs. Thismakes it particularly challenging.
“Of coursewehave people specialising in aspects of
GI oncology in various ways around theworld. But
there are common links. It covers all aspects, from
endoscopy and gastroenterology to a detailed knowl-
edge of tumour biology. It makes sense to group
them together for training purposes, in particular.
Postgraduates and fellowsneed to see the entire pic-
ture before they themselves specialise.”

While all aspects ofGI oncology are in his remit

at Leuven, VanCutsem is known internationally for
cutting-edge research in targeted treatments. Early
experience of trial work with new cytotoxic agents
in the 1990s paved the way for the addition of
drugs such as cetuximab (Erbitux), bevacizumab
(Avastin) andnow trastuzumab (Herceptin) in both
advanced disease and adjuvant settings, and he is a
regular top platform and plenary speaker. Notably,
at last year’s ASCO (American Society of Clinical
Oncology) conference, he made a case for testing
colorectal patients for a genemutation (KRAS), and
this year his work with a group studying the appli-
cation of trastuzumab to gastric (stomach) cancer
was again one of themost widelymentioned of the
ASCO presentations.

“Well, this year’s ASCOwas at first glance not
what I call a ‘premier cru’ year, but if you look
more carefully some excellent progress was
reported.We are seeing a lotmore about themolec-
ular pathways that can lead to more personalised
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care. Certainly, a good example is the trastuzumab
study – the one I presented on howwemay be able
to start to personalise treatment for gastric cancer
– and the other that caughtmy attentionwas not in
my field but in breast cancer, where there is a new
class of targeted agent aimed at so-called triple-neg-
ative disease.”

TheGI congress in Barcelona followed shortly
after ASCO, and is the event where both science
andpractice are explored in depth, according toVan
Cutsem. “Since Mario Dicato and I started it in
1999, the strengthof thecongresshasbeen itsmulti-
disciplinary nature, and it became a joint venture
withESMO(EuropeanSociety forMedicalOncol-
ogy) in 2004, but we also partner with a range of
other bodies such as the European School of
Oncology, the European Oncology Nursing Soci-
ety and now Europacolon, the advocacy organisa-
tion.Our focus is educational and about translating
science into practice.”

TheESMO/WorldGIcongress this year brought
in 3,500 people –more than last year. “Attendance
atmanymeetingswasdown this year –maybe itwas
swine flu or the recession–butwe sawan increase,”
says VanCutsem. “I do think it is the quality of our
programmeand the interaction between education
and science– I askpeoplewhatwecan improve and
usually don’t get an answer.”

He is clearly very proud of the congress and
highlymotivatedby the educational side of hiswork.
But the fact that GI oncology has only relatively
recently benefited from major international meet-
ings, and now also some specialist societies, shows
how long thismajor cancer group had been in fairly
slowmotion.Theway in forVanCutsem tobe at the
forefront ofmost of thekeydevelopmentswas to look
for opportunities to develop oncology from within
gastroenterology. The problem-solving, hard-work
ethic hewas imbuedwithduringhis upbringing also
played a role.

“I grew up in a scientific environment. My
fatherwas a drug development researcher in indus-

try and worked with Paul Janssen, founder of
JanssenPharmaceutica,which has four drugs in the
WHO list of essential medicines,” he says. “I had
many hours of discussion with them as a student,
andwas left in no doubt that you need a good char-
acter and hard work to succeed.” Given that Paul
Janssen has – posthumously – been awarded the
title of ‘most important Belgian scientist’ by a sci-
encemagazine, it is no surprise that he is one of Van
Cutsem’s key influences.

Choosing medicine for the usual reasons of
combining human interest with scientific research,
VanCutsemwent into internal medicine and gas-
troenterology, having preferred the complexity and
greater human interaction over more mechanical
subjects such as cardiology, and he also had no
thought ofmoving into lucrative private practice. In
fact, bar some spells abroad during training, he has
spent both his student years and his entire career
so far at Leuven, thanks to the continuing oppor-
tunities that have opened up in this small but
prestigious university city –medicine at Leuven, he
notes, is generally ranked among the elite in
Europe, upwithCambridge andOxford in theUK
and Karolinska in Stockholm.

“I did general gastroenterology for the first
few years – my head of department then was
known as the ‘pope of the oesophagus’ for motil-
ity work [work on swallowing disorders], and I
did a PhD on electrical activity in the stomach
with Jozef Janssens, one of my mentors and
dean of the faculty of medicine at Leuven. But
I was already interested in oncology, and as we
were already a big gastroenterology centre there
was room for me to move to focus exclusively on
cancer, very quickly.”

Becoming clinical head of digestive oncology
within gastroenterology in 1994, Van Cutsem set
about populating the unit with the multidiscipli-
nary input that has put it among Europe’s leaders
in both treatment and research.An early initiative
was starting to advise people on hereditary risk

“I do think it is the quality of our programme and

the interaction between education and science”

CoverStory

6 � CANCER WORLD � SEPTEMBER/OCTOBER 2009



same model at Leuven, namely pulmonary and
gynaecological specialisms.

Van Cutsem considers that the advantages of
developing oncology in this way are considerable,
with the best of both worlds – of a large teaching
hospital and a dedicated cancer centre, converging
around the organ and the patient.

As a gastroenterologist himself, Van Cutsem
also carries out endoscopies, so is well equipped to
follow patients through the journey fromdiagnosis
to end-of-life care. “I can remove polyps during
colonoscopies, but I do not of course carry out any
real surgery.” But taking a step forward – to popu-
lation-based screening for colorectal cancer – could
prevent many people entering this journey in the
first place, and indeed screening is amajor research
and implementation interest for him.The questions
are: how far we can realistically take this proven
intervention and in what ways?

“I’m currently leading the screening programme
in the Flemish part of Belgium, where we are first

factors for colorectal cancer – and today he is
chairman of the Belgian familial adenomatous
polyposis association. Trial work thenmoved to the
new cytotoxic agents, oxaliplatin (Eloxatin) and
irinotecan (Campto), and to early work with tar-
geted agents, especially bevacizumab, cetuximab
and panitumumab (Vectibix). “We have led and
taken part in many pivotal studies here – our
advantages are integrationwith preclinical research
at the university, the knowledge and ability to col-
laborate and the reputation of Leuven as a centre.”

Morphologic imaging, functional imaging and
preclinical work inGI cancer have also developed,
at varying speeds, and more research is now being
doneon topics in radiation oncology and surgery.But
VanCutsem emphasises as one of the key features
of GI oncology at Leuven that it has developed
alongside other gastroenterology specialisms –
inflammatory bowel diseases, motility and hepa-
tology – and outpatients are triaged into the right
group. Two other organ-based groups follow the
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Visitors. Van
Cutsem and his
wife Anne showing
colleagues Arnaud
and Gillian Roth
and Josep and
Anna Tabernero
around the
beautiful university
city of Leuven



carrying out a pilot in theAntwerp area. It is based
on the occult stool test that looks for blood – and if
we find it wewill then do a colonoscopy. Butwe are
also doing some science by testing abnormal cells
that come frompolyps and cancers –workingwith
a company that provides such a test and integrat-
ing it into the clinical setting.” The pilot will also try
to cover first-degree relatives of people with colo-
rectal cancer. TheFrench-speaking part of Belgium,
meanwhile, is proceedingwith a programmebased
on a different blood stool test (guaiac-based).

The challenge of population screening, he adds,
is to generate high levels of participation and
develop an effective structure and organisation.
There is broad consensus on the age range to
include in screening – from age 50 to 75,which fol-
lowsEuropeanUnion recommendations, although
theUK is a notable exception in targeting only the
higher-risk group of 60- to 69-year olds in its pro-
gramme. “You canmake amore dramatic impact in
cutting incidence if you screen everyone by
colonoscopy between 50 and 60, and repeat after
10 years,” says VanCutsem, noting that peoplewith
a clean colon at age 50–55 are at low risk of devel-
oping cancer in later years.

But getting people to take part in colorectal
screening is difficult. In Germany, Van Cutsem
mentions that in one areawhere an insurance com-
pany offered a colonoscopy – which requires
unpleasant preparation – uptake is only about
5%–10%. Take-up rates of faecal occult blood test
are higher in somecountries andhealth systems, but
this test can only reduce mortality, not incidence.
“Realistically, in Belgium we estimate we can cut
mortality by 15%–20% – not enough maybe, but
with deaths from colorectal cancer of up to 4,000 a

year at present, that will be a major achievement.”
It would be a major achievement too across

Europe, butwearinghis variousEuropean ‘hats’, and
having had discussions with the European Health
Commissioner, Van Cutsem notes that healthcare
systemsacross the continent are too fragmented and
the EU has no power to impose evidence-based
screening on Member States. Currently, only 12
countries in the EU are running or establishing
population-based screening programmes for colo-
rectal cancer, and theEChas reported that Europe
needs “to intensify and double cancer screening”.

And this autumn theEC is launching theEuro-
pean Partnership for Action against Cancer, with
the hugely ambitious aim of achieving “100%pop-
ulation coverage for screening for breast, cervical
and colorectal cancer”, as well as developing a
more coordinated approach to cancer-related
research across the EU. Given the autonomy of
national health systems, Van Cutsem feels the
screening aim will be a very long way off, and he
adds that the goal of uniting research efforts can
only be realised by the often-discussed idea of a
European cancer institute.

“America’s National Cancer Institute [NCI] is
not theHolyGrail and I’m not in favour of central-
ising everything, but aEuropean equivalent really is
the least we should we aiming for.What is danger-
ous for now is thatwe just have toomany small and
underpowered trials running in several countries on
key questions such as the value of different targeted
therapies in first-line treatment, or even just on
issues such as oral versus intravenous drugs.”

The European Organisation for the Research
andTreatment ofCancer (EORTC), forwhichVan
Cutsemhas chaired theGI group, could provide a

Van Cutsem is well equipped to follow patients

through the journey from diagnosis to end-of-life care

“This offers a large teaching facility and dedicated

cancer centre focused on the organ and the patient”

CoverStory

8 � CANCER WORLD � SEPTEMBER/OCTOBER 2009



stream’ pathways that could further refine who
will benefitmost. VanCutsem’s forte is conducting
trials that lead on, and validate, the actions of new
agents, such as in the CRYSTAL study (cetux-
imab combinedwith irinotecan in first-line therapy
for metastatic colorectal cancer).

“What we now know is that 40% of patients
have a mutated KRAS gene and will not benefit
from the antibody – it is only the ‘wild type’ or nor-
mal KRAS patients who will benefit, but then not
all of them, which is why KRAS is just the begin-
ning andwe are looking at downstream factors such
as BRAF and PI3K mutations and ligand expres-
sion, which have been identified in small studies.
We have to validate thesemarkers in larger trials.”

Although the effect of newagents is stillmodest,
there is clearly enough evidence now to recom-
mend that neither cetuximab nor panitumumab
should be given to patientswith themutatedKRAS
gene, says VanCutsem. In Europe, these drugs are
only approved for use in patients with EGFR-
expressingKRASwild-type (non-mutated)metasta-
tic colorectal cancer. “The test is very cheap

research framework for Europe, he comments,
but it lacks the funding and also the power to
tackle bureaucracy. “Its international trial work
has been too slow, but criticism is rather unfair as
it receives no central funding from theEU, relying
instead on industry, legacies and ironically some
money from the NCI.”

Much of the effort he would like to see accel-
erated relates, naturally enough, to the work he is
known for in personalised medicine and transla-
tional research.With thedismal outlook formetasta-
tic colorectal patients, he has been among the first
to investigate the addition to standard cytotoxic
regimens or single-use of themonoclonal antibod-
ies cetuximab and also panitumumab,which targets
theEGFR (epidermal growth factor receptor), com-
monly expressed in colorectal cancer.

The KRAS story – which is still in its early
stages – is one of the key current translational
research questions, as once it was understood that
the status of theKRAS gene is critical to the action
of these antibodies, initial patient selection is now
possible, and the search is on to unravel the ‘down-
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A family man at
work. Giving a
speech at the
University offices,
with wife Anne and
daughters Céline
and Inès



have here one of the leading researchers, Peter
Carmeliet, who also works at Leuven. Thework is
quite advanced and we have some new results to
present this autumn.” (See also Cancer World
July–August 2009 for an article on the outlook for
angiogenesis, page 60, and also a summary of Van
Cutsem’s CRYSTAL trial, page 47).

Work on themost common tumour, colorectal,
is much more advanced than most of the GI can-
cers, but Van Cutsem made theASCO headlines
again this year with a study, ToGA, on gastric can-
cer and trastuzumab.Gastric cancer causes the sec-
ond highest number of global cancer deaths after
lung cancer, and new approaches for advanced
disease are badly needed.

“This is joint work led by my team, a group in
KoreaandRoche, thedrugmaker.Generally,wehave
been a good 10 years behind colorectal in looking at
gastric tumours, although thehigher incidence inAsia
means there has been more interest there. But I’m
sure itwill evolve in a similarway.”TheHER2recep-
torwas found to be positive in 22%of tumours from

patients with advanced gastric cancer in
the ToGA trial, a similar level to breast
cancer, leading to a relevant prolonga-
tionof survivalwhenadding trastuzumab
to standard chemotherapy.

Van Cutsem also highlights the
increasing role of functional imaging
using PET and MRI to look at factors
such as blood flow, drug response and
the composition of tumours.Hurdles to
integrate them into clinical practice are
high, he comments, but with several
PET scanners at Leuven alone, there is
a good deal of research in train. He also
emphasises advances in removing liver
metastases that would have been inop-
erable before, in patients receiving
chemotherapy plus targeted agents.

In the absence of a pan-European
strategy, various initiatives are emerging

“Generally, we have been a good 10 years

behind colorectal in looking at gastric tumours”
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compared with the drug cost, and I consider the
CRYSTAL trial and relatedwork as one ofmymajor
achievements. Butwe’re alreadymoving on – shift-
ing the trial paradigm from retrospective analysis,
whichwas the important first step inpersonalisation,
to integrating prospective trial data in the future.”

VanCutsemexpects that following the full gene
sequencing of colorectal cancer, it will be found to
comprise several distinct subtypes. Certainly, the
KRAS ‘on/off ’ status is already spawning a lot of
research for effective drugs, with many in the
phase I pipeline (includingpossible inhibitors for the
mutated version). Europe, he adds, is playing a
leading role in such translational research, as groups
there “tend to take amore pragmatic approach and
there is less emphasis on basic science.”

Other research he highlights is on anti-angio-
genesis, using bevacizumab, where the gains are
also modest, and there has been a big recent dis-
appointment of a US trial that failed to reach sta-
tistical significance. “But again we are looking for
markers that are predictive for Avastin, and we
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while there are still some enduring differences in
opinion and guidelines about treating GI cancers,
there is growing consensus. “There are still differ-
ences in adjuvant treatment for gastric tumours and
on the chemotherapy for metastatic gastric cancers
amongEurope,Asia and theUS.Europehas shifted
to preoperative chemoradiotherapy in rectal cancer,
and theUSisnowalso following this approach. In the
adjuvant treatmentofpancreaticcancer, the standard
inEurope is sixmonthsof chemotherapy,whereas in
the US it is often chemo- plus radiotherapy, but
that’sbasedonweakevidence.Theuseof intravenous
over oral drug delivery is also a difference.”

With science and treatment, as in all themany
activities across the spectrum of GI oncology, Van
Cutsem says he tries to be a ‘consensus figure’ in
helping colleagues to reach decisions. “But it can
be difficult sometimes. We have to fight for qual-
ity in the face of political influence, including at
European level.”

There arenoconcreteplans yet for theEuropean
institute that would help, he notes, but there is no
doubthewill be at thecentre of thediscussionswith
colleagues fromESMO,ECCO,EORTCandother
organisations. The European Commission is, how-
ever, about to ask for proposals for a European
ResearchArea network (ERA-Net) for translational
cancer research in Europe.

The consensus at home is that any free time is
spent with his three daughters and his wifeAnne,
a psychologist who counsels and registers patients
with hereditary colon cancer – “mymain source of
energy, inspiration and support”. This can be a
tough call with the demands for his professional
input. The belief that cancer research – as inmost
walks of life – is largely perspiration, with added
inspiration, is deeply ingrained.

But VanCutsem never doubts that we will see
an inspiring combination of screening,multidisci-
plinary care and research, real team work and tar-
geted agents, playing out in new cures for certain
patients, more people suitable for surgery and a
much higher profile for GI oncology.

to help plug networking gaps in GI oncology, and
Van Cutsem has some involvement with most of
them. One is PETACC (Pan-European Trials in
Adjuvant Colon Cancer), which he says is having
‘moderate success’ in conducting some large trials
with partners such as theEORTCand the national
groups. PETACC-8, for example, is looking at
cetuximab to reduce relapse after stage III cancer.
“But there is no central funding andwehave to start
again with each project – we have not yet been as
successful as the Breast International Group
[BIG].”

Other initiatives include the EuropeanNeuro-
Endocrine Tumour Society (ENETS), which cov-
ers a rare group of cancers in which Van Cutsem
has a special interest, and the European Union
Network of Excellence forGastricCancers, which
held its first meeting last year .

He is also themedical director of Europacolon,
a colorectal advocacy organisation founded in
2004, which he says is starting to make some
headway, but is limited by a lack of staff and funds.
“I also feel that advocacy bodies generally should
focus on all aspects of prevention, treatment and
care, and not only prioritise access to drugs, as they
then become targets for drug companies to try
and influence healthcare decisions.”

If Van Cutsem remains frustrated by slow pan-
Europeanprogress,he is encouragedby recentmoves
in his home country, although it is only catching up
with others. “Not only have we recently recognised
medical oncology as a specialty, as well as specific
oncologic competencies, but we now have a cancer
plan thathasdeveloped fromaWhitePaper Ihelped
todrawupwithothers.Already,wehave a small fed-
eral cancer institute and €15 million released for
translational research, some of which we are bene-
fiting from at Leuven. Another early success of the
plan is funding psychosocial support for cancer
patients aroundourhospitals– thiswaspreviously an
unmetneedand,where itwas available,waspaid for
out of other budgets.”

Looking to theglobal effort,VanCutsemsays that
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“We have to fight for quality in the face of political

influence, including at European level”


