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LETTER FROM THE PRESIDENT

President
MIQUEL GASSULL

Badalona, Spain

This is my last letter in the ECCO News 
as President of ECCO, since my term 
expired during the recent 3rd ECCO 

Congress in Lyon. Nevertheless, I will contin-
ue serving our society as past-president and 
liaison officer during two more years and as 
editor-in-chief of the Journal of Crohn’s and 
Colitis (JCC) until the Governing Board con-
siders necessary.

I must say that this has been a very exciting 
and enriching personal experience, since I had 
the privilege of working with a group of intel-
ligent and creative friends, who had made my 
task during these years very easy and enjoyable 
indeed. Also it has allowed me to meet several 
colleagues from all over Europe, representing 
different countries, and to receive, with an 
open mind, all the comments and constructive 
criticism during the crucial six years of ECCO 
development after its “birth” in 2001. 

Looking back to the last two years, ECCO 
has carried out a fair number of activities 
and initiatives which have produced a rapid 
growth, a quick infancy and adolescence, to 
reach a young adulthood in 2008. 

In addition to our cornerstone activity, the 
IBD Advanced Course for Junior Gastroenter-
ologists is running since 2003 with great suc-
cess because of its structure and interactivity.

Since 2006 several changes have taken 
place both in the organisation and structure, 
together with new scientific and educational 
initiatives.

Organisational changes:

National IBD Groups Membership. ECCO has 
already 30 IBD National Groups as members, 
representing 30 different European Countries. 
Therefore it appears that ECCO has been well 
accepted as the place for those multidiscipli-
nary clinical and basic scientists to meet and 
interchange and contrast information.

Role of National Representatives and Indi-
vidual membership. These items have to be 
taken together. ECCO wants to maintain its 
federative structure as the organisation in 
which the National IBD are represented, be-
cause the National Societies are the core of it. 
However, the Governing Board, had received 
numerous inputs from professionals involved 
in IBD study and management, not affiliated 
to their country’s National Society, but will-
ing to belong to ECCO as individual mem-
bers. Therefore, the Governing Board and the 

General Assembly held in Berlin, decided 
to modify the statutes in order to being an 
individual membership society, while main-
taining its federative structure by keeping 
the National Representatives as the ECCO 
Council of National Representatives with 
the mission of advising the Governing Board 
and electing the ECCO officers. The properly 
modified statutes, were proposed to and ap-
proved by the Council in the meeting held 
in Paris last October and was presented and 
approved, if pertinent, during the General 
Assembly in the recent ECCO Congress in 
Lyon. Individual Members of ECCO were 
given advantages in the registration fee to 
the congress, they access restricted areas of 
the ECCO website, and, free of cost, they re-
ceive the Journal of Crohn’s and Colitis (JCC) 
and the JCC Supplements. This initiative has 
been very favourably received, since almost 
one thousand professionals have expressed 
in writing their interest in becoming ECCO 
members in 2008.

Educational activities:

ECCO Consensus. In the last two years ECCO 
has organised two consensus conferences for 
Crohn’s Disease and Ulcerative Colitis. As 
a result of the first, three papers were pub-
lished in a special supplement of Gut with 
great success as reflected by the frequency 
they are quoted in the literature and by the 
fact that all three have been in the top 10 
articles quoted in 2007 of this journal. The 
three papers resulting from the Consensus 
Conference on Ulcerative Colitis were pub-
lished in the first issue of 2008 of JCC which 
was available to ECCO members before the 
Lyon Congress. This has been a remarkable 
task organised and coordinated by Eduard 
Stange and Simon Travis. I want to thank 
them both.

A third conference on Oportunistic Infec-
tions in IBD was held last December in Nice, 
organised and coordinated by Jean Frédéric 
Colombel. The results were presented during 
the Lyon Congress and a position paper has 
been prepared to be published in the second 
2008 issue of JCC.

Dear colleagues and friends,
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A conference to review the CD Con-
sensus statements is being prepared to be 
held next October and the result will be 
published in due time.

ECCO Workshops. Two workshops organ-
ised by the Educational Committee took 
place last year, one in Zagreb and one in 
Vienna, with a joint faculty of local and 
ECCO IBD experts. The aim of these work-
shops was to implement the concepts of 
the ECCO consensus on Crohn’s disease 
and Ulcerative Colitis. Each workshop of-
fers the analysis of 6–7 instructive cases, 
selected from the ECCO Library of work-
shop cases, backed by the appropriate lit-
erature. The pilot workshops in Zagreb and 
Vienna were received quite well and ECCO 
plans to run 5 ECCO workshops in 2008 in 
different parts of Europe.

Nurses Course. During our second con-
gress in Innsbruck, a steering committee 
composed by a group of nurses and mem-
bers of the Educational Committee organ-
ised a course on Nurses-related IBD man-
agement problems, with a great success. 
As a consequence, the second course was 
taking place during the recent congress in 
Lyon. ECCO is very glad to convey and 
help to organise the nurses-related IBD 
activities.

Young ECCO (YECCO). This has been one 
of the activities that ECCO has been very 
proud of indeed. This is so, especially be-
cause it has been a spontaneous initiative 
taken by the young gastroenterologists at-
tending our ECCO-IBD School, during he 
past years. This group has organised itself 
very well, and Gionata Fiorino (Chair) and 
Marc Ferrante (Co-Chair) have done fan-
tastic work there and organised meetings 
and workshops, previous to our congress 
and also to the UEGW, always in close col-
laboration with the Educational Commit-
tee. Within the new organisation of ECCO, 
the Governing Board and YECCO decided 
to expand the YECCO membership, not 
only to those gastroenterologists that have 
been attending ECCO-IBD School, but to 
those ECCO members of 35 years of age 
or younger. We are sure that this will in-
crease even more the already high activity 
and scientific level of this essential group 
of ECCO.

I think that the Educational Committee 
lead by Boris Vucelic, with Pierre Michetti, 

Paolo Gionchetti, Janneke van der Woude, 
Philippe Marteau, Gert van Assche, Edu-
ard Stange and Marc Lemann, have done 
a fantastic job these years. Thanks to you 
all.

Scientific activities:

ECCO Congress. Our third congress was 
held in Lyon. The initiative and challenge 
to continue organising a real monografic 
congress in IBD was taken by the Govern-
ing Board after the success of our first con-
gress (with a special format) held in Am-
sterdam and organised by Daan Hommes, 
in February 2006 to celebrate the fifth an-
niversary of ECCO. The second congress, 
with a more classical format, was held in 
Innsbruck at the end of February 2007, 
and the success of attendance, the scien-
tific level of the papers presented, the sym-
posiums and lectures delivered, together 
with the positive inputs received by the 
attendants and the representatives of the 
industry, gave us the strength to decide to 
organise one every year. The expectations 
for the third congress in Lyon were great, 
since more than 1100 attendants were 
registered. The programme was excellent 
and the level of he abstracts submitted was 
excellent too. The Scientific Committee is 
a crucial part in the organisation of the 
congress, since it has the task to providing 
subjects and speakers, organise and evalu-
ate the abstracts submitted, and shape an 
attractive and highly scientific programme 
combining the contents in a way that can 
be of interest to either clinicians and ba-
sic scientists, keeping all of them together 
during the complete sessions.

Fellowships. The first ECCO fellowship was 
awarded in 2002 to Dr Aurora Bortoli for 
a Multicenter International Cohort Study 
on the outcome of Pregnancy in IBD. The 
results of this well designed and important 
study, with a large number of pregnan-
cies, was delivered during our congress in 
Lyon. ECCO advertises fellowships since 
our congress in Innsbruck. Already ECCO 
has given 2 fellowships of € 30,000 each 
to young gastroenterologists to develop 
a project in a hospital or/and laboratory 
outside their own institution. This year, 
ECCO is giving one fellowship. 

Grants. ECCO has also established a 
Grant’s system in order to contribute to 

the development of projects of young in-
vestigators in their own centers. This year 
ECCO is giving 6 grants of € 15,000 each. 
The number has had to be increased be-
cause the Scientific Committee felt that 
because the high level of some projects 
could not be overlooked and should be 
financed.

Clinical Trials. This is a constantly pur-
sued activity, with the known difficulties 
to be implemented. Some activity has 
taken place during the last years and, in 
case international collaboration could 
not be achieved, ECCO, after a report of 
the Scientific Committee, has endorsed 
them. It is in the objectives for 2008 to 
implement a subcommittee, depending 
of the Scientific Committee, to organise 
orphan or non-industry supported trials 
on therapies used but with weak scientific 
evidence.

IBD Registry (IBDIS). This is a very im-
portant project, which has been reported 
already in ECCO News, in it, a European 
IBD Registry has been designed. I am not 
going to get into details, but just to com-
pliment Walter Reinish for his personal 
involvement and work in it. Walter will 
be in charge of such registry linked to the 
Scientific Committee to which he will have 
to report.

IBD pathogenesis workshops. This is a 
new activity intended to be a platform for 
initiating collaborative studies between 
ECCO interested members. This initiative 
is lead by Yehuda Chowers and the first 
preliminary meeting took place in Lyon 
on February 28th at Salon Pasteur, to put 
together ideas and topics for organising 
future meetings.

ECCO Epidemiology Subcommittee. This 
subcommittee has been formed by mem-
bers of the European IBD Study Group, 
joining ECCO two years ago. They are 
organising studies in their area of interest 
and Pia Munkholm is leading it. They met 
in Lyon on the 28th of February.

ECCO, through its Scientific Commit-
tee, is open to Interest Groups willing to 
develop their activities within our soci-
ety.

The Scientific Committee lead by Daan 
Homes, with its members Simon Travis, 
Yehuda Chowers, Severine Vermeire, Wal-
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ter Reinisch, Pia Munkholm, Silvio Danese 
and Matthieu Allez have done fantastic 
work these years. Thank you all for it.

Publications:
 
During these years, ECCO has taken the 
initiative of launching two periodical pub-
lications: ECCO NEWS, the Journal Of 
Crohn’s and Colitis (JCC) and has reno-
vated its ECCO-Website.

ECCO News. This is a very good way of 
keeping, not only ECCO members, but 
also gastroenterologists of most coun-
tries in Europe, informed of the activities 
of ECCO between congresses. The success 
of this initiative by Tom Oresland you can 
check every time you receive one of this 
issues published 4 times per year. ECCO 
wants to thank the Editorial Board lead by 
Tom, Peter Lakatos and Milan Lukas, for 
their splendid work and their patience in 
dealing with those who have to write in it. 
Also thanks to Mediahuset, the publishers 
for their dedication and for the care tak-
en on the format and contents of ECCO 
News.

ECCO Website. This has been one way 
of informing about ECCO mission, aims 
and values, together with the statutes, or-
ganisation and its changes, activities and 
programmes. The web has recently been 
renovated and professionalized and re-
ceive numerous visits (20,000 to 30,000) 
every day.

Journal of Crohn’s and Colitis. This is the 
official journal of ECCO, also known as 
JCC. It started its publication last year, 
with the publication of the Innsbruck 
abstracts accepted for publication in our 
second journal “JCC Supplements”, and as 
a regular journal in September. The format 
of the journal is attractive and its contents 
of good quality. The success of the journal 
depends on the ECCO members and their 
contributions. The journal is one of the big 
windows of ECCO and together with our 
Congress and our Educational activities, 
the “third leg” in which a scientific society 
is sustained. The first issue of 2008 will, 
among other contributions, contain three 
papers summarising the ECCO Consensus 
of Ulcerative Colitis. I want to thank the 
Assistant Editor Eduard Cabré, the Asso-
ciate Editors, the Section Editors and the 
International Advisory editorial Boars 

for their help and contributions, and the 
ELSEVIER for the care taken in our main 
publication.

All these activities would had not been 
possible without the fact that, in addition 
to commitment and dedication, all mem-
bers of the Scientific and Educational 
Committees and Governing Board have 
been working as a true team of friends 
which has made everything easier. How-
ever, the complexity of managing all these 
projects and activities together with the 
organisational changes proposed, cre-
ates the need of a professional manage-
ment. This is why, more than one year 
ago, ECCO initiated the collaboration 
with VEREINT, a professional associa-
tion management organisation, to take 
care of all our secretarial activities. So far, 
this association has proved to be fruitful 
and in addition to the ECCO-Secretariat, 
the ECCO-Congress section at Vereint al-
lows to coordinate and control not only 
our congress, but all other educational 
and scientific activities organised by our 
society. We think that this has been a very 
positive decision for the management of 
our society.

The relation of ECCO with IBD-related 
Industry has been essential and based 
in mutual trust. Our Corporated Indus-
try Members have been essential to fund 
part of the activities already mentioned in 
form of Unrestricted Grants. This means 
that ECCO has its hands free to organise 
their scientific and educational activi-
ties, with the recognition that the activity 
has been possible due to an Unrestricted 
Grant of a particular company. This deal 
adds comfort to this relationship on both 
sides. ECCO wants to thank the industry, 
but with special emphasis to our Corpo-
rate Members, for accepting this way of 
working together. 

Looking back at the scepticism generated 
in some colleagues by the idea of Renzo 
Caprilli and Geert D’Haens of founding 
ECCO, the facts have proved that they 
had the right idea. ECCO has made its 
way, after all, to a position in the field 
of Gastroenterology difficult to imagine 
by some people seven years ago. We all 
have to thank Renzo and Geert for being 
so “inspired”. Now it is time to settle our 
adolescence and get into adulthood. Some 
of the founders are leaving key positions 

in ECCO, even some of them may have 
to leave the boards they belong to. Renzo 
is leaving the Governing Board after six 
years, although we always want to have 
the influence of his wisdom and ask for 
his advice to solve controversial issues. 
Geert may or may not have to leave, to-
gether with Daan and Boris (this is up to 
the election procedure to say). Also other 
members of the Educational and Scientific 
Committees will change (Walter Reinisch) 
and may or may not leave (also up to the 
election to say) because their term in the 
committees is also over. To all of them, I 
want to express my personal recognition 
for the work done. The success of ECCO 
is entirely due to the Educational and Sci-
entific Committees’ work. Without them 
the work of the Governing Board would 
have been impossible. But, I also want 
give to them my personal thanks for their 
frankness, their fantastic help and, more 
important to me, for their extremely gen-
erous friendship.

Personally, ECCO presidency has been 
one of the most exciting (and busy) times 
of my life. The project itself was very at-
tractive and the possibility of working 
together with all (without any exception) 
the components of all committees has 
been a very enriching experience and, as 
I mentioned, I have made lots of friends. 
It has also given me the possibility to in-
teract frequently with the members of 
the Council of National Representatives; 
they have given me objective advice and 
help. I am also grateful to all IBD profes-
sional communities for the support given 
to ECCO. However, I want to express my 
gratitude to the members of the Govern-
ing Board. They have been the sufferers of 
my insistent ideas, they have had to read 
long e-mails and support my inexperience. 
Without their help I would not have got 
through so many new items and issues 
during the last two years. 

Now it is time for me to withdraw to the 
past-president role, as a liaison officer. The 
new president, Jean Frédéric Colombel 
has a tough task ahead: settling our ac-
tivities and starting new ones. He is not 
only a great scientist, but a very intelligent 
man with clear ideas about what ECCO 
should be in the future years. He will have 
the honest support of all components of 
the committees, and especially that of the 
Governing Board and of course, although 
modest, my own full support. ■
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ECCO Education Committee has the mis-
sion to provide guidelines for therapies, to 
promote postgraduate education in IBD 
and to create a network of young physi-
cians interested in IBD through educa-
tional activities. All these activities have 
as a main goal the equalization of the 
quality of IBD care throughout Europe. In 
planing our activities, we recognized the 
need for very diverse forms of educational 
activities in order to meet different gen-
erational and regional needs in Europe.

The first educational activity organ-
ized by ECCO EduCom was ECCO 
Course on IBD for Residents, Fel-

lows in Gastroenterology and Junior 
Faculty, starting in 2003 in Prague and 
subsequently taking place every year un-
der the organisational leadership of Boris 
Vucelic and Pierre Michetti (Dubrovnik 
2004, Sardinia 2005, Amsterdam 2006, 
Innsbruck 2007). The Course has been 
limited to 2–3 students from each ECCO 
member country selected by national IBD 
groups as promising young physicians. The 
program consisting of lectures, seminars 
and case analysis was designed to provide a 
wide overview of IBD from a scientific and 
clinical perspective. The program is now 
well received throughout Europe and the 
competition for the participation is fierce. 
The 6th ECCO Course took place in Lyon 
on February 27–28, 2008, just prior to the 
ECCO Congress enabling students to par-
ticipate in the congressional activities.

ECCO provided another platform for 
learning by its Consensus Conferences on 
Crohn’s disease and Ulcerative colitis. Edu-
Com felt that the implementation ECCO 
Consensus needed a boost by providing 
the information to the widest audience 
in Europe possible through Educational 
Workshops aimed for physicians who are 
not necessarily IBD specialists but who 
see and treat these patients with need to 
provide a high quality care. EduCom in-
vited, under the leadership of Gert van 
Assche, a number of experts who par-
ticipated in the Consensus Conferences 
to develop case studies based on selected 
Consensus statements and supported by 
relevant literature. This activity resulted 
in the creation of the library of slide kits, 
each covering particular problem from 
the IBD field. EduCom selects 6–7 case 
studies for each workshop. The workshop 

faculty consists of ECCO experts and local 
speakers who can use only original slides 
with attached appropriate comments. This 
method is intended to prevent possible 
personal interpretation of data discussed 
with selected cases. The plan was to have 
regional workshops in small countries and 
country workshops in large countries. Two 
pilot workshops took place in 2007 with 
identical program: 1. Left-sided colitis; 2. 
Fulminant colitis; 3. Pouchitis; 4. Surveil-
lance and chemoprevention of colorectal 
cancer; 5. New-onset ileocecal Crohn’s 
disease; 6. Fistulizing Crohn’s disease; 7. 
Pediatric Crohn’s disease. Each workshop 
was awarded 5 CME Credits.

The 1st Educational Workshop: “Imple-
mentation of ECCO Consensus on Crohn’s 
Disease and Ulcerative Colitis” was a re-
gional workshop that took place in Zagreb 
(Hotel International) on November 10, 
2007. There were 61 participants from 5 
countries: Croatia (36), Bosnia and Herze-
govina (12), Serbia (10), Bulgaria (2) and 
Slovenia (1). The faculty members were 
Pierre Michetti (Lausanne), Philippe Mar-
teau (Paris), Peter Lakatos (Budapest) and 
Boris Vucelic (Zagreb) with the adminis-
trative help provided by Nicole Eichinger. 
Based on the on-site experience from the 
faculty as well as from the feedback from 
the participants, the workshop was per-
ceived as a very interactive and lively one 
and participants enjoyed it. 

2nd Educational Workshop: Implementa-
tion of ECCO Consensus on Crohn’s Disease 
and Ulcerative Colitis took place in Vienna 
(Hotel Stefanie) on December 15, 2007. It 
was a pilot workshop for a single coun-
try. There were 13 participants (Austria 
11, Hungary 2). The faculty members were 
Gert Van Assche (Leuven), Janneke van der 
Woude (Rotterdam) and Paolo Gionchetti 
(Bologna) with the administrative help of 
Andrea Bauer. This workshop failed to at-
tract larger group of participants, likely 
due to the chosen date, but the program 
was received well and with a high degree of 
satisfaction. EduCom plans to organize five 
Educational workshops in 2008, the venues 
and dates to be announced soon.

The first YECCO (Young ECCO) 
Workshop “Presentation skills”, organized 
under the auspices of EduCom, took place 
in Lyon on February 27, 2008. EduCom in-
tends to support educational activities of 
YECCO in the future.

Nursing program of ECCO started in 
Innsbruck in 2007 with the 1st ECCO Nurs-
es meeting. ECCO recognized the gap be-
tween the need for highly qualified nurses 
and the real situation in Europe. Therefore, 
the Steering Committee was created with 
the task to create the platform for the de-
velopment of the IBD Nurses Network in 
Europe, to analyze current working practic-
es and to develop continuous education for 
nurses. Two members of EduCom (Philippe 
Marteau and Janneke van der Woude) were 
assigned to help the Steering Committee to 
realize these goals. Despite some difficul-
ties in financing these activities, the ECCO 
Nurses Network Meeting took place on 
February 27–28, 2008 in Lyon.

EduCom and ECCO Governing Board 
strongly supported the initiative of profes-
sor Jean-Frédéric Colombel to organize the 
ECCO Concensus Conference: “Guide-
lines on Opportunistic infections” which 
took place in Nice (Maison du Seminaire) 
on December 14–15, 2007. It is a timely 
initiative and a badly needed guideline 
for everyday practice, where physicians 
treating IBD patients with biologicals face 
numerous infectious problems. Seven 
working groups with 29 experts from 8 
countries analyzed the following topics: 
1. Definitions and risk factors; 2. Hepatitis 
C virus, hepatitis B virus and Human Im-
munodeficiency virus; 3. Herpes viruses 
and Human Papilloma virus; 4. Parasitic 
and fungal infections; 5. Tuberculosis; 6. 
Influenza virus and Bacterial infections; 7. 
Specific situations: patients travelling to 
developing countries or frequently travel-
ling around the world. Presented data were 
transformed into consensus statements 
with supporting text and literature.

Finally, writing my last report as chair-
man of EduCom, I want to thank all 
EduCom members for their enthusiasm, 
friendship and support. The impressive 
work, done in only a few years since the 
creation of ECCO, would not be possible 
without the support of ECCO Governing 
Board and everybody else who participated 
in the ECCO activities through these years. 
The result of great work done by a group 
of friends and enthusiasts without any per-
sonal agenda is today’s ECCO – one of the 
strongest organizations within UEGF.

BORIS VUCELIC
Chairman, EduCom

ECCO Education Committee Report
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Optimising biological therapy: 
Practical considerations, current practice and future prospects

Focus on access to biological therapy
Barcelona, 20th January 2008

Chairman’s welcome and opening remarks Simon Travis (UK)

Summary of previous workshops: questions, 
controversies and updates

Starting biological therapy Severine Vermeire (Belgium)

Continuing biological therapy Yehuda Chowers (Israel)

Stopping or switching biological therapy Paolo Gionchetti (Italy)

Issues that affect access to biological therapy: 
a pan-European perspective

Pierre Michetti (Switzerland)

Issues that affect access to biological therapy: 
a practical perspective from Greece

Gerassimos Mantzaris (Greece)

Parallel workshop 1: Improving access through the 
expert patient

Facilitator: Jan Steele
Faculty: 
Nigel Westwood (UK)
Rod Mitchell (EFCCA)
Boris Vucelic (Croatia)

Parallel workshop 2: Improving access through multidis-
ciplinary models of service – defining best practice

Facilitator: Simon Travis
Faculty:
Axel Dignass (Germany)
Willem Bemelman (Netherlands)
Lisa Younge (UK)

Health economic arguments for the use of biological 
therapy in Crohn’s disease

Julian Panes (Spain)

Broadening horizons: Increasing specialist knowledge of 
biological therapy

Gert Van Assche (Belgium)

Closing plenary
Workshop key points
Closing remarks

Nigel Westwood (UK)
Axel Dignass (Germany)
Simon Travis

Background
Biological treatment of IBD is a rapidly 
evolving field. Published guidance (such as 
the ECCO Consensus on the Management 
of Crohn’s Disease, Gut 2006; 54 Suppl 1:
i1-58) inevitably lags behind current prac-
tice. Three workshops for acknowledged 
experts across Europe have been held to 
explore current thinking on starting, con-
tinuing and stopping or switching bio-
logical therapy. A fourth workshop for all 
ECCO National Representatives was held 
to summarise the 3 workshops and to dis-
cuss the pan-European issues relating to 
access to biological therapy. 

Summary of first 3 workshops
Severine Vermeire, Yehuda Chowers and 
Paolo Gionchetti summarised the work-
shops, highlighting key questions that 
need to be answered. For many of these 
questions, robust data and experience are 
lacking. The workshop outputs were sum-
marised in ECCO News 2007 (Volume 2) 
and the data and recommendations can 
be found in the CD from the workshops. 
Please e-mail Nicole@vereint.com to re-
quest copies of these materials.

Issues that affect access to biological 
therapy: a pan-European perspective
Pierre Michetti presented results from 
a pan-European questionnaire that was 
sent to ECCO National Representatives 
asking their opinions on issues that affect 
access to biological therapy within their 
own countries. Thirty-seven out of 55 
representatives (71%) responded to the 10-
question survey. Multiple results from the 
same country were combined, and quality 
control was not performed on the valid-
ity of the answers (eg, discrepancies were 
noted within the same country or centre). 
He summarised the results as follows: 
• Current use of biologicals varies amongst 

European countries. At least two biologi-
cals are available in 2/3 of the countries 
assessed.

• The vast majority of experts believe that 
biologicals are underused in their coun-
try. 

• Drug label, the presence of national 
guidance, or the ability to prescribe 
short- or long-term therapy do not seem 
to account for this variability.

• Physician experience is the principal 
factor explaining underuse of biologi-
cals, but hospital budgets and national 
guidance also influence prescriptions.

Issues that affect access to biological ther-
apy: a practical perspective from Greece
Gerassimos (Makis) Mantzaris described 
the current use of biological therapy in 
Greece. Although biological therapies are 
fully reimbursed by the NHS in Greece, 
the environment is complex due to an ab-
sence of national guidelines, the interplay 
between private and public insurance and 
lack of cooperation between hospital-
based and private sector physicians. 

Although geography is one of the main 
barriers to access to biological therapy in 
Greece — for example, travelling in winter 
from an island to an infusion site — com-
pliance with treatment is almost 100%! 
Furthermore, although blood testing and 
infusion is usually a half-day procedure 
in state hospitals, most of these hospitals 
lack infusion units for GI patients, which 
creates many problems and frustration to 
patients due to delays in admission, pre-
infusion testing, drug availability and, 
finally, getting the infusion in a hospital 
ward. On the other hand, there are delays 
involved with monitoring and giving the 
infusions in private hospitals and clin-
ics. In the latter case, patients must go to 
their insurance physician to receive a valid 
prescription and then to a state hospital’s 
pharmacy to obtain the medicine. In ad-

Meeting agenda:
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dition, prescriptions for SC or IV biologi-
cals must be renewed on a monthly or bi-
monthly basis, respectively. Furthermore, 
for patients treated in the private sector, 
blood tests must be ordered in advance 
of the infusion by the attending physician 
and can only be performed after official 
authorisation by the insurance physicians, 
causing further stress and delays.

A recent survey showed that the major-
ity of physicians in Greece reserve the use 
of biological therapies for late and severe 
disease. Reasons for this varied, including 
safety concerns, perception that it is a hos-
pital-based treatment and physician expe-
rience. In total, 73% of physicians would 
use biological therapy at some point in the 
treatment of Crohn’s disease, whereas 27% 
would not.

Key points:
• Biologicals are used mainly in fistulising 

Crohn’s disease and less often for severe 
disease.

• They are considered ‘rescue therapy’.
• There is a feeling that this is a hospi-

tal-based treatment and safety worries 
preclude higher prescription rates.

• Hospital GIs are more familiar with bi-
ological therapies, and use them more 
often than GIs in the private sector. 
They are also more likely to use them 
for moderate disease and have a more 
global view on efficacy issues. 

• There is an urgent need for implementa-
tion of ECCO guidelines. 

Parallel workshop 1: Improving access 
through the expert patient
Nigel Westwood, a UK patient, gave his 
perspective on the challenges IBD patients 
face in getting access to biological therapy, 
what patients can do to drive improved 
access, and what resources would be of 
help to them. Rod Mitchell, president of 
the European Federation of Crohn’s and 
Colitis Associations (EFCCA), described 
patients’ needs across Europe, and how 
patient support groups can help meet 
those needs. Boris Vucelic of Croatia dis-
cussed the physician’s perspective on pa-
tient needs and resources available to help 
educate patients. 

Parallel Workshop 2: Improving access 
through multidisciplinary models of service 
— defining best practice
Axel Dignass presented a case of a young, 
male patient with recurrent fistulising 

Crohn’s disease who had various re-
lapses, surgeries and treatments before 
responding to biological therapy. Willem 
Bemelman, an IBD surgeon, described 
how a multidisciplinary team (MDT) ap-
proach could help in making treatment 
and surgical decisions for such a patient. 
Lisa Younge, an IBD specialist nurse, ex-
plained her potential role in providing 
support to the patient and facilitating 
treatment.

Key points from these workshops will 
be highlighted in the next edition of ECCO 
News.

Health economic arguments for the use 
of biological therapy in Crohn’s disease
Julian Panes reviewed currently available 
data on the economic impact of biologi-
cal therapy, including estimations of direct 
and indirect disease costs, calculations on 
the impact of new biologics on resource 
use and related costs, and existing cost 
analyses and their limitations.

Economic determinations of the cost 
of disease should include an understand-
ing of the anticipated clinical course of 
disease, to allow for future projections for 
individual costs; group costs; and society 
costs. 

The different types of economic analysis 
are: cost-minimisation, cost-effectiveness, 
cost-utility and cost-benefit. A cost-utility 
analysis was used by NICE in the UK to 
evaluate the use of infliximab in Crohn’s 
disease; however, such models have limita-
tions: they are based on theoretical models; 
some (industry models) are unpublished; 
extrapolation to different healthcare ser-
vices can be difficult; there is a scarcity of 
data on resource use in Crohn’s disease; 
there are few reports on utility scores to 
allow calculation of QALYs; and they use 
QALYs vs. resources consumed to achieve 
remission.

Current needs and future directions:
• Define the validity and sensitivity of util-

ity scores for defined patient groups 
• Assess if health outcomes are accurately 

translated into QALYs 
• Design clinical trials defining clinical 

outcomes in terms of discrete disease 
states 

• Direct measurement of cost-effective-
ness in a head-to-head RCT

• Long term studies >1 year are necessary 
to assess effects on disease course and 
TEAEs 

Broadening horizons: Improving specialist 
knowledge of biological therapy
Gert van Assche gave an overview of 
upcoming ECCO educational activities 
and resources currently available to help 
spread knowledge among physicians. The 
ECCO Education Committee (EduCom) 
aims to equalise the quality of IBD care 
throughout Europe and promote guide-
lines for therapies. He focussed on the 
ECCO educational workshops in the com-
ing year, including 3 initiatives:

• ECCO guideline workshops: these 
are one-day interactive workshops based 
on ECCO guideline statements. In 2008, 
4–5 workshops are planned. National rep-
resentatives can get involved by filing an 
application for a workshop in their region, 
join the faculty, work with EduCom and 
the ECCO Secretariat (Vereint) to organ-
ise the logistics and invite gastroenterolo-
gists in their regions to attend. 

• Educational workshops on biologi-
cals: the aims of these workshops were to 
provide a case-based discussion forum to 
highlight key questions relating to start-
ing, continuing, stopping or switching 
biological therapy, and highlight pivotal 
practical questions and areas of contro-
versy surrounding the use of biological 
therapy. 

• ECCO-IBD Forum: This two-day pro-
gramme will be offered twice a year in se-
lected locations around Europe to focus on 
current practice in disease measurement 
and day to day management of IBD. Top-
ics will include understanding early dis-
ease, disease measurement and monitor-
ing, tighter disease control and treatment 
plans. The first meeting will take place on 
the 20th and 21st of June. 

Outcome from the four workshops
A boxed set of CD-ROMs featuring the 
presentations and cases from each of the 
first three workshops is available as a re-
source at the national, regional or local 
level. Copies can be requested from ECCO 
by contacting Nicole@vereint.com.

These meetings were designed and de-
veloped by an ECCO faculty, supported 
by an unrestricted educational grant from 
UCB.

SIMON TRAVIS
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After a long period dealing with the com-
plexities of trial registration and ethical 
approval, the ASTIC trial is now recruiting 
patients. Three patients in UK and Spain 
have been recruited and others in France, 
Italy, Switzerland, Czech Republic and 
Canada are being prepared to enter the 
study. Other potential participating coun-
tries are Germany, Netherlands, Belgium, 
Austria and most recently Ireland. 

Background Stem cell transplantation for 
Crohn’s Diseases came to notice as a result 
of a dramatic change in the natural history 
in Crohn’s Disease that occurred in pa-
tients undergoing stem cell transplantation 
for other reasons. In some cases patients 
who had had continuous disabling disease 
for long term entered a period of remis-
sion. Symptoms have disappeared and the 
mucosa has healed. These changes are so 
dramatic in some patients that it is realistic 
to think about the possibility that they have 
been cured. Transplants done specifically 
for Crohn’s Disease have confirmed this 
potential with some patients achieving re-
missions of 5 years or more. Not everyone 
responds but it may be realistic to consider 
that as many as 50% of patients can achieve 
long term remission and possible cure. 

How does it work? Autologous stem cell 
transplantation involves collection of bone 
marrow stem cells mobilised into the cir-
culation which are re-infused after ablation 
of the patient’s immune system. It seems 
counter intuitive that this would work be-
cause cells with the same genetic make-up 
are used to reconstitute the bone marrow. 
However we know there are many people 
with a genetic make-up that predisposes 
them to Crohn’s Disease who do not de-
velop the disease. The hope with stem cell 
transplantation is that this is what happens 
to recipients of stem cell transplantation 
who become people predisposed to but not 
suffering from Crohn’s Disease, presum-
ably because they do not meet a triggering 
environmental influence. We do not know 
what this triggering influence is. One pos-
sibility is that it lies in the bacterial flora 
of the bowel. 

Is it dangerous? To an extent, stem cell 
transplantation is a risky procedure with 
a small but measurable mortality. This oc-
curs largely because of the risk of infection 
associated with the profound temporary 

immunosuppression required for stem cell 
transplantation. The risks probably vary 
with the age and background disease of 
the patient. To date, there have been no re-
ports of any deaths in patients undergoing 
autologous stem cell transplantation for 
Crohn’s Disease. The European Blood and 
Marrow Transplant (EBMT) Organisation 
has advised that a 2–3% mortality may be a 
reasonable estimate of risk. Whilst this is 
significant, it is not far from the risks as-
sociated with complex surgery that many 
of these patients might otherwise have to 
undergo. 

What is the ASTIC Trial? This is a collabo-
rative European (and Canada) wide trial 
sponsored by the European group for Bone 
Marrow Transplantation (EMBT) and the 
European Crohn’s & Colitis Organisation 
(ECCO). In the ASTIC trial, suitable pa-
tients undergo mobilisation of stem cells. 
Patients are then randomised to transplan-
tation after one month or after one year. The 
reason for this design is that the process of 
mobilisation itself which is much the least 
risky component of stem cell transplanta-
tion may be beneficial and less dangerous. 
If these people are in remission after a year, 
they do not necessarily need to proceed to 
transplantation. Equally, the design does of-
fer the promise of a transplant to any suit-
able patients but enables a controlled sci-
entific assessment of the value of immune 
ablation and transplantation itself. 

Patients are evaluated for suitability by 
an evaluation committee before undergo-
ing baseline assessments, including endos-
copy, before mobilisation, immune abla-
tion and transplantation at one month or 
one year. Both groups are monitored care-
fully and the goal is to show a substantial 
increase in those in clinical and endoscopic 
remission during the final three months of 
the first year.

EBMT and ECCO strongly discourage 
performance of transplants outside of the 
trial because the value of this intensive pro-
cedure has not yet been formally established, 
despite the very encouraging results. 

Who is suitable? The trial is aimed at pa-
tients who have had a poor quality of life 
and adverse natural history of Crohn’s 
Disease usually over several years, despite 
trying three immunosuppressive drugs 
(usually azathioprine 6 mercaptopurine, 
methotrexate and an anti-TNF agent). Pa-

tients do not have to have tried every anti-
TNF agent to qualify for the trial. Indeed it 
is unwise to try to exhaust all known treat-
ments before considering stem cell trans-
plantation. Patients with severe resistant 
burnt out Crohn’s Disease may not be the 
most suitable. In addition, someone who 
is desperate to have a stem cell transplant 
as soon as possible is not ideal for the trial 
because some of them will be randomised 
to delayed transplant. Better to consider 
patients when their response to existing 
classes of drugs looks inadequate because 
of reduced efficacy or side effects, and dis-
cuss with them early. 

How do I enter a patient in the ASTIC trial? 
The trial has a small executive steering 
committee who can be contacted for advice 
(Chris Hawkey, cj.hawkey@nottingham.
ac.uk; Silvio Danese, sdanese@hotmail.
com; Matthieu Allez, matthieu.allez@sls.
aphp.fr) and there are also Country Chief 
Investigators. All can offer advice and help 
to get an initial assessment of the patient. 
The actual transplant is only done at a lim-
ited number of centres approved by EMBT 
has having the very best facilities and out-
comes for stem cell transplantation. There 
may be a transplant centre near you or the 
patient may have to travel for the procedure 
to one of these centres. Subsequent man-
agement and assessment would however be 
done locally by the caring gastroenterolo-
gist. 

Are patients restricted in the treatments they 
can receive during the trial? Apart from a 
few brief periods where patients receive 
cyclophosphamide and other immunosup-
pressive drugs are withdrawn to avoid ex-
cessive immunosuppression, patients can 
be managed with any drug deemed suitable 
at any time in the trial. Indeed, the purpose 
of the trial is to investigate whether drug 
free remission can be achieved in a real life 
situation.  

Where can I learn more? Information is 
posted on a special website (www.astic.
eu) which includes a fuller description of 
the protocol, news items and links to other 
sources of information including (soon) a 
video about Crohn’s Disease presented by 
the comedian Gareth Berliner that includes 
discussion of the trial.  

CJ HAWKEY

ASTIC Stem Cell Trial: Open for Recruitment
ASTIC STEM CELL TRIAL
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The third ECCO Congress, this time held 
in Lyon, France, was a huge success. 
Close to 1600 registered delegates, 
from 45 countries, were present in the 
French city. That meant that the record 
figure from the year before – ECCO Con-
gress in Innsbruck 2007 – was nearly 
doubled!
ECCO is only seven years old. The Organi-
sation has grown rapidly, and in his open-
ing speech President Gassull stated that 
it now has 30 membership countries.

The first Scientific Session started with 
two tandem-talks. Miles Parkes, UK, 
and Severine Vermeire, Belgium, 

shared the podium and talked about New 
discoveries in IBD genetics and insights into 
therapeutic development. 

– We have never done this before, Dr 
Vermeire confessed before they started.

Genetics
By that she meant the way they presented 
their talk – interacting with each other, 
and cutting back and forth between the 
two speakers. This turned out to be a very 
interesting lecture – both in content and 
presentation. Dr Parkes concentrated on 
the genetics, and Dr Vermeire on the clini-
cal aspects of the findings.

– Environmental factors and genetic 
factors are the driving factors behind in-
flammation. Crohn’s disease and ulcerative 
colitis are related polygenetic diseases, Dr 
Parkes said.

He continued by pointing out that the 
technological advances – like the mapping 
of the human genome – have made it easier 

for research, and mentioned the IL23 path-
way as an example of a finding that today is 
associated with UC and psoriasis.

– IL 12 or 23 as therapeutic target in IBD 
– which is the most important cytokine? 
It seems that IL 23 is the most important 
to target in further studies, Dr Vermeire 
added.

This is the impact of genetics – to di-
rectly identify drug targets and to un-
derstand key pathogenic pathways, i.e. 
facilitate development of rational new 
therapies.

A question from the audience immedi-
ately after the talk was if we should start 
collecting samples of DNA from our pa-
tients?

– Yes, and many have already started, 
Dr Vermeire stated.

Gut flora is individual
The relevance of animal studies to human 
research was the topic of the next tandem-
talk, titled Of Mice and Men. 

Fabio Cominelli, USA, concluded that 
mouse models are essential tools to under-
standing pathogenesis and mechanisms of 
IBD. He gave an overview of mouse mod-
els: Chemically induced, immunological, 
genetic and spontaneous.

– Spontaneous may have more rele-
vance to human IBD. The predictive value 
of pre-clinical testing depends on the spe-
cific model being used, he said.

Silvio Danese, Italy, joined him. He 
talked about the unsuccessful search for 
phenotype for human IBD.

– But we learned that the gut flora in a 
healthy control subject is stable, and also 

Report from the ECCO Congress in Lyon

One of the highlights was the live endoscopy demonstrations that went via satellite 
from Lille to Lyon.

Tandem-talk one: Severine Vermeire & Miles Parkes Tandem-talk two: Silvio Danese & Fabio Cominelli ECCO’s new secretary 
Walter Reinisch
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individual specific. We also find high con-
centrations of mucosal bacteria in patients 
with IBD, he said.

– The intestinal flora is difficult to study 
and is still undefined in IBD. The values of 
antibiotic and probiotic use are still con-
troversial in both induction and mainte-
nance of remission in both forms of IBD, 
Dr Danese added.

A series of oral presentations of Best Ab-
stracts followed. The first of these was pre-
sented by M. J. Koslowski, Germany. It con-
cerned Wnt signaling in ileal CD – it has an 
important function in intestinal epithelium 
renewal, regulating stem cell maintenance 
and their transition to Paneth-cells.

Wnt signaling regulated antimicrobial 
defense is disturbed in ileal CD. TCF-4, 
its target TCF-1, as well as HD5 and HD6 
exhibit decreased gene expression. How-
ever, other major pathway targets are un-
changed, suggesting a selective function of 
TCF-4 in intestinal innate immunity, she 
conluded.

Endoscopy from Lille
The next morning had endoscopies per-
formed far away in Lille in northern 
France, on the agenda. They were broad-
cast live to the conference centre.

In the auditorium they were projected 
onto two big screens, and a panel consisting 
of Jean Frédéric Colombel, Gert D’Haens, 

Guido Tytgat and Gert de Hertogh had the 
Chairs there. They commented and asked 
questions that went from the auditorium 
to the clinic in Lille. Upon request, the 
panel could guide the endoscopist in real 
time. The audience could also ask ques-
tions directly to the team in Lille, and par-
ticipate in the ongoing debate.

Some of these questions concerned the 
SES-CD score that was explained and used 
during the session. In Lyon we could fol-
low how the findings were evaluated ac-
cording to this and translated into figures 
that were put in the score.

This session took interactivity to its lim-
its, and was highly appreciated. The tech-
nology was very advanced – the transmis-
sion sometimes combined images from 
the scope with external images showing 
how it was operated –and everything went 
very smoothly. 

Chromoendoscopy
Dr Tytgat, The Netherlands, remained on 
the podium after this session was closed. 
He gave a talk on Current concepts on can-
cer in UC.

Dr Tytgat introduced this by stating 
that the risk of cancer in CD patients was 
reduced for patients taking Mesalazine. 
This led him to conclude that – based on 
the available evidence and on the known 
safety profile – Mesalazine should cur-

rently be accepted as standard chemo-
prophylaxis.

– At least for UC patients, he added.
Dr Tytgat continued by pointing out 

that the distinction between colitis asso-
ciated neoplasia and inflammatory pseu-
dopolyps may be difficult, if not impossi-
ble. He therefore strongly recommended 
chromoendoscopy for improved detection 
of neoplasia.

– At least six studies are published that 
clearly shows that chromoendoscopy gives 
a much better result.

He thought that Narrow Band Imaging 
would have a greater role in the future. 
He also expressed belief in UC dysplasia/
cancer surveillance, although he admitted 
that there is no evidence based proof that 
development of cancer can be avoided. 

– But four (non-randomised) studies 
show better five year survival for surveil-
led patients than for patients with symp-
tom detected cancer, he said.

– UC cancer is an exciting area, but we 
have a long way to go. But we definitely are 
on the right track, Dr Tytgat concluded. 

Fellowships and Grants
A panel discussion followed: Pathology, 
Radiology and Surgery in adult and pae-
diatric IBD: What the Gastroenterologist 
needs to know. The panel were presented 
with several selected difficult cases, in or-
der to get an interactive discussion.

Rod Mitchell from the patient organi-
sation EFCCA thereafter talked about 
Improving the lives of people with IBD. 
Among other things, Mr Mitchell point-
ed out the need for more information in 
primary care about IBD, in order to get 
quicker referral.

Then it was time for the ECCO Fellow-
ships and Grants. 

First Konstantinos Karmiris, Greece 
– who received the Fellowship for 2007 – 
reported on his work of the last 12 months. 
This concerned the efficacy and safety of 

Jean-Francois Rahier Miquel A. Gassull and Renzo Caprilli Six delegates from Iceland

ECCO’s new President 
Jean-Frédéric Colombel

Alessia Grillo received 
the ECCO Fellowhip 2008
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Adalimumab in CD-patients who failed to 
respond to Infliximab. Adalimumab can be 
considered an efficacious alternative regi-
men in patients who fail to respond to IFX 
treatment, However, one of his conlusions 
was that they needed close surveillance.

Simon Travis, UK, announced the Fel-
lowship for 2008. The sum is 30,000 Euro, 
and can be awarded to a person less than 40 
years old, for a research project in another 
country. It went to Dr Alessia Grillo, Italy. 

The ECCO Grant, awarded for a re-
search project in one’s own country, 15,000 
Euro, was presented to no less than six peo-
ple: Dr Danese, Italy, Dr Day. UK, Dr Uhlig, 
Germany, Dr Jacobsen, Denmark, Dr Cum-
mings, UK and Dr Pedarnig, Austria.

The history of severe UC
This session was concluded by a highly 
appreciated lecture from Renzo Caprilli, 
Italy – the Founding Father of ECCO. He 
gave historical perspectives on the man-
agement of severe UC.

– It’s a history that corresponds with 
my academic career, Dr Caprilli said.

He divided the history into three peri-
ods – before 1955, thereafter the “Corti-
sone period” until 1990 when the “Rescue 
therapy period” started. This is where 
we are today. It is recognized by almost 
zero mortality, a changed outcome where 
colectomy is to be avoided and the healing 
of the mucosa is strived for.

– And the outcome of that is another 
story that someone else will tell you in the 
future, he concluded, and was rewarded 
with the longest round of applause in Lyon 
2008.

IBD party
In the evening of the second day, the IBD 
party was held. Lots of delegates mingled 
in the Exhibitors Hall, with wine, food and 
music.

ECCO News took the opportunity to talk 
to some of them, in order to get some views 
“from the floor” about the conference.

– A high quality overall, said a Swedish 
Gastroenterologist.

– This meeting has a more clinical per-
spective in comparison to the UEGW. The 
lecturers are very good, and the content is 
very concrete. My overall favourite lecture 
was the tandem-talk by Dr Vermeire and 
Dr Parkes!

His view was supported by an Icelandic 
molecular biologist we talked to.

– I have worked a lot in genetics, so 
therefore I found that talk particularly in-

teresting. They were talking about CNV 
– Copy Numbers Variations – in IBD, and 
that is a hot topic in genetics, she said.

Conference on opportunistic infections
The last morning had a session called Risks 
associated with IBD. 

During this Jean-Frédéric Colombel, 
France, talked about opportunistic infec-
tions in IBD. These are often attributed 
to immunomodulator agents. Therefore 
a consensus conference, to help to stand-
ardize and optimise care, was organised in 
Nice in December 2007.

From this meeting, Jean-Francois Ra-
hier, Belgium, reported. Working groups 
are currently writing papers on seven top-
ics related to this problem. During his talk, 
he several times referred to ECCO State-
ments on the matter.

A detailed interview with the patient 
that is going to receive immunomodula-
tors or anti-TNF is important. So is physi-
cal examination, laboratory tests, screen-
ing for TB and vaccination.

Optimise dosing of drugs
Severine Vermeire gave the first lecture in 
Lyon, and she also gave the last. Flexible 
therapy in IBD: Is it possible?

– Who are the patients for aggressive 
therapy, she asked and admitted that we 
can’t be really sure. IBD in the young and 
those with perianal disease are two likely 
categories. 

Always plan a long-term strategy tack-
ling the disease and not only the symp-
toms. Always optimise dosing of drugs 
used, she continued.

– Optimise treatment with the same 
agent – increase dose, decrease treatment 
interval. If this fails, switch to induction 
with another anti-TNF agent and later to 
a third! And if this fails, switch to another 
biological targeting another pathway. Also 
remember to consider surgery. 

– Continue a therapy long enough to 
be sure that it is efficacious or not. If not, 
discontinue. Do not accumulate drugs un-
necessarily.

Then the newly elected President of 
ECCO, Professor Jean-Frédéric Colombel 
(see page 10 for the details of the new Gov-
erning Board and Committees) thanked 
everyone that had come to Lyon – and a 
very successful Congress was finally over.

PER LUNDBLAD
Senior Writer
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F irst in 1992, Inflammatory Bowel 
Diseases Group was gathered in the 
Yüksek İhtisas Hastanesi, with the 

objectives of achieving continuity in pa-
tient follow-up, and establishing efficient 
and accurate data pooling. The importance 
of the topic was emphasized by gathering a 
large group of patients within a short pe-
riod of time and presenting data obtained 
from this population in relevant meetings. 
During the 10th Gastroenterology Congress 
held in Bursa during 4–7 October 1993, it 
was decided to form working groups in 
topics including Hepatology, Inflamma-
tory Intestinal Diseases and Endoscopy, 
and physicians were assigned to lead the 
studies. Finally, Turkish Society of Inflam-
matory Bowel Disease was established in 
1996, when the number of these working 
groups in several educational institutions 
and hospitals increased. 

According to the census in 2006, the 
population of Turkey is about 73 mil-
lion. Based on the data obtained in 2006, 
the prevalence and incidence of IBD are 
36/100 000 and 2.8/100 000, respectively. 
Expected total IBD patient number is 
about 27000. Total new case number ex-
pected for each year is 2.043. According 
to the data obtained from 12 clinics from 
different regions of Turkey, the prevalence 
of Ulcerative Colitis is four times higher 
than the prevalence of Crohn’s Disease. 

In addition, the incidence of IBD accord-
ing to age is in the highest level in people 
between 50 and 59 years. The number of 
the centers which have a dedicated clinic 
for IBD is 17. 

Turkish Society of Inflammatory Bowel 
Disease has 181 registered doctor mem-
bers. Crohn’s Disease is diagnosed more 
often, particularly in recent years, although 
the rate of Ulcerative Colitis patients is 
higher than that of Crohn’s Disease. Publi-

Turkish Society of Inflammatory Bowel Disease

cations from Turkey which are indexed in 
the Medline are increasing more and more 
each year. 

The Turkish Society of Inflammatory 
Bowel Disease is easily accessed by doc-
tors and patients through its web site, 
www.ibhd.org.tr. On this web site, there is 
a database registry prepared by the Turk-
ish Society of Inflammatory Bowel Dis-
ease. Approximately 4 000 patients were 
recorded in this database. 

METEOR is a controlled, rand-
omized, double-blind, multi-
center study, comparing meth-

otrexate (with an intramuscular dose of 
25mg/week) and placebo in steroid-de-
pendent ulcerative colitis. The objective of 
this study is to prove that the success level 
measured by steroid-free remission is high-
er with methotrexate than with placebo.

Data regarding the efficacy of meth-
otrexate in ulcerative colitis (UC) are con-
troversial, while its efficacy is well proven 
in Crohn’s disease. In UC, negative trails 
used oral or low dose (12.5mg/week). Re-

METEOR: European extension through ECCO
sults in the literature suggest that meth-
otrexate is active with a 20 to 25 mg in-
tramuscular dose per week. The issue of 
this study is important. If the hypothesis 
is borne out, another efficient medica-
tion will be available for the treatment of 
chronic active UC.

This trial, which has been launched by 
the GETAID, is not sponsored by the in-
dustry. It just started recently in France. 
ECCO is supporting the extension of this 
trial to other European countries, and the 
trial is about to start in Switzerland and 
in Italy. Contacts have been taken with 

METEOR 

other countries, including Israel, Austria 
and Belgium.

An investigator meeting took place on 
February 28, 2008 in Lyon.

For more information about this trial, 
please contact: Franck Carbonnel (fcar-
bonnel@chu-besancon.fr), Pierre Michetti 
(Pierre.Michetti@chuv.hospvd.ch), or Mat-
thieu Allez (matthieu.allez@sls.aphp.fr).

MATTHIEU ALLEz
matthieu.allez@sls.aphp.fr
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Romania is an Eastern European 
country of 22 million inhabitants 
and a surface of about 237,500 km2, 

96 inh/km2. In Romania there are about 
50,000 doctors, among them 200–300 
gastroenterologists and some 300 in-
ternists with special interest in digestive 
diseases will make some 500. There are 6 
University Centers , and 4 other Faculties 
of Medicine. There are 10 towns with gas-
tro departments and 3 centers with more 
than 3 endoscopy labs (> 10 in Bucharest) 
8 centers with skilled colonoscopists and 
more then 40 other colonoscopy labs in 
other towns

Fundeni Gastroenterology and Hepatol-
ogy Center in Bucharest is the first gastro-
enterology center founded in Romania, 
a tertiary center, a long lasting tradition 
in university education and researching, 
and has a highly experienced and devoted 
staff. There are at least two other big Gas-
troenterology Centers in Romania, one in 
Cluj, with one of the oldest gastroenterol-
ogy department in the country, where one 
of the founders of the Romanian gastro-
enterology worked and built a worldwide 
renowned school, and one in Iasi where 
the first Gastroenterology and Hepatology 
Institute in Romania was founded.

A Multicentric study made by the Ro-
manian Society of Digestive Endoscopy in 
2003 in which it was taken into account 
adult population in 8 referral Gastroenter-
ology Centers all over the country gives 
an Incidence for UC 1/100 000 inh and for 
CD 0.5/100 000 inh, with a Prevalence of 
UC 2.42/100 000 inh and CD 1.51/100 000 
inh. Unfortunately, we think that the data 
are incomplete and that the real figures are 
bigger and must be updated.

In 2007 the Romanian Crohn and Colitis 
Club was founded
• The organization is constituted as a pro-

fessional and scientific structure under 
the SRGH umbrella, all members being 
interested in profound fundamental 
knowledge, diagnostic and treatment of 
inflammatory bowel disease. 

• The organization is affiliated with 
ECCO.

• The legal seat is Romania, Bucharest, 
Clinic Hospital Fundeni. The location of 
this seat can be changed by simple ma-
jority decision of the governing board. 

• RCCC acts inside Romania but encour-
ages cooperation beyond Romania’s 
borders, with all other countries from 
the EU, especially ECCO members. 

• RCCC is represented by 1 President, 
Governing Board (3 consultants), 1 Sec-
retary, 1 Treasurer.

• Presently there are about 40 members 
of RCCC all over the country.

• The Statute has been approved, and we 
are in the process of registering new 
members who at the same time will be 
affiliated to ECCO.

• Our main directions to be discussed at 
the next National Congress of Gastroen-

terology and Hepatology in Iasi June 2008 
are a National Register for IBD, a National 
Program for IBD, adapting the ECCO 
consensus to Romanian conditions. 

• The President of RCCC Prof Mircea 
Diculescu is a member of the National 
Representatives in ECCO together with 
Prof Cristina Cijevschi (Iasi Center).

• The Secretary of the Association is dr. 
Razvan iacob.

Contacts for RCCC:
rccc2007@gmail.com

Gastroenterology and Hepatology Center 
Fundeni Clinical Institute 258 Fundeni Str 

Bucharest s 2 Romania 
Tel/fax + 40213180447

The Romanian Crohn and Colitis Club (RCCC)

NATIONAL SOCIETY PRESENTATION 

Supported by an unrestricted educational grant from Abbott

Advances in the Treatment
of Crohn’s Disease:

Towards measures
of higher standards

A new ECCO educational workshop focussing on
disease measurement, day-to-day management

and treatment strategies in Crohn’s Disease

ECCO Steering Committee 
Simon Travis Oxford, UK

Gert Van Assche Leuven, Belgium
Peter Lakatos Budapest, Hungary

Pierre Michetti Lausanne, Switzerland

Sessions in 2008
June 20-21

November 14-15

Number of attendees per session is limited.
For additional information, please contact Liz@lucid-group.co.uk.
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TEN YEARS AFTER: 
From Defensins to Stem Cells

And in the beginning
In the beginning it was just a crazy idea. 
In 1998 we were all working at the Medical 
University of Lübeck in the department of 
internal medicine. Klaus Fellermann (KF) 
was a resident in internal medicine and Jan 
Wehkamp (JW) was a doctoral fellow, with 
Eduard F Stange (EFS) acting as head of the 
division of gastroenterology. At the time 
our research interest was focused on heat 
shock proteins in IBD and JW was a medi-
cal student close to finishing his experi-
mental thesis after spending about a year 
on the topic. He had also worked for some 
time in the laboratory of Eugene Chang at 
the University of Chicago, an expert in the 
field, to improve his methodological back-
ground and learn more about the fascinat-
ing world of heat shock proteins.

The medical department held regular 
conferences and a talk was given by Burk-
hard Kreft from the nephrology division 
on the role of defensins during urinary 
tract infections. EFS had never heard of 
defensins but learned that they were en-
dogenous peptide antibiotics produced 
to counter bacterial attacks. He was told 
that they were upregulated during uri-
nary tract infections but decided to forget 
about it soon after, simply because it was 
nephrology and also because he was about 
to leave for a skiing vacation. Once in the 
mountains and to his utmost surprise at 
high altitude and low oxygen defensins 
surfaced again. Sitting in his lift chair he 
wondered a) whether they might also be 
produced by the gastrointestinal tract 
and b) how he should manage to follow 
his wife, an expert skier, down one of these 
killer slopes. He survived the downhill 
race, finishing second, but failed to forget 
about defensins thereafter. After return-
ing to Lübeck he told JW of his idea that 
Crohn’s disease must be caused by a mu-
cosal defensin deficiency.

The first steps in the defensin world
JW decided to quit heat shock proteins 
and started work on defensins immedi-
ately. KF was also turned around and, 
even though still very sceptical about the 
concept, addressed the task to help JW 
in devising assays for the various known 
epithelial defensins. Colonic mucosal 
biopsies were tested and sure enough 
the ß-defensin HBD-1 was expressed 
constitutively in the colon. This was in-
dependent of inflammation, whereas 
HBD-2 appeared to be upregulated dur-
ing inflammation: much more in ulcera-
tive colitis than in Crohn’s disease. While 
wondering about the validity of these data 
a paper from Martin Kagnoff’s laboratory 
in San Diego appeared [1], with immuno-
histochemical evidence of HBD-2 in two 
patients with ulcerative colitis but none in 

controls. It was reassuring that others also 
became interested in defensins but since 
the authors did not include any Crohn’s 
disease samples, we hoped that our work 
would still add a fundamental new aspect. 
On the other hand, since it took more than 
two years and several journal submissions 
to publish our work, we also learned 
about the downside of “surprising” re-
sults. Coming from a different hypothesis, 
with the new approach of systematically 
comparing the two disease entities, we 
concluded that there is a weakened in-
nate immune defence in Crohn’s disease 
[2]. When assaying for alpha-defensin 
HD-5 and HD-6 with PCR in the colon 
we found preferential expression of both 
in IBD compared to controls [3], due to 
the Paneth cell metaplasia described at 
about the same time by Dr. Cunliffe and 

EDUARD F STANGE, KLAUS FELLERMANN AND JAN WEHKAMP
Department of Gastroenterology, Robert-Bosch Hospital; Dr. Margarete Fischer-Bosch-Institute of 

Clinical Pharmacology and University of Tübingen, Stuttgart, Germany.
Auerbachstr. 110

D-70376 Stuttgart, Germany

Eduard.stange@rbk.de
Klaus.fellermann@rbk.de

Jan.wehkamp@ikp-stuttgart.de

Jan Wehkamp, Eduard F Stange and Klaus Fellermann.
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coworkers in Nottingham using immuno-
histochemistry [4]. This was confusing to 
many IBD investigators because they had 
to rethink from cytokines to the new field 
of defensins. In addition, the functional 
roles of α- versus ß-defensins in the colon 
were still unclear. Nevertheless, the stud-
ies gave a first hint that unravelling the 
defensin system in IBD was worth some 
effort.

The next steps and a move
Then JW came up with the idea that it 
would be helpful to induce defensins to 
protect the mucosa and that probiotic bac-
teria would be a good candidate. We knew 
that close by in Kiel Jens Schroeder, work-
ing in the Department of Dermatology, 
had actually, together with Jürgen Harder, 
been the first to isolate and describe the 
ß-defensins HBD-2 and HBD-3 [5]. They 
were extremely helpful and have gener-
ously supported us ever since in every re-
spect. JW was allowed to work as a guest 
student in their laboratory and performed 
the first cell culture work on the stimula-
tory effect of the probiotic E. coli Nissle. 
We were all surprised that this bacterium 
indeed induced HBD-2 about 17-fold, in 
contrast to nearly 40 other E. coli strains 
tested that were inactive [6]. Since various 
lactobacilli also were active in this respect, 
the concept evolved that defensin induc-
tion may constitute another important 
mechanism of action of probiotics. In Jens 
Schroeder’s laboratory in Kiel JW also had 
a very productive collaboration with Birte 
von Meissner, also a defensin doctorate 
and now his wife.

At the University of Lübeck funding 
was limited and two grant proposals by 
our group to the Deutsche Forschungs-
gemeinschaft focusing on defensins were 
flatly rejected, probably because they 
questioned the old T-cell paradigm. On 
the other hand laboratory costs were in-
creasing and the project was in serious 
jeopardy. It was therefore decided to move 
the group to the Robert Bosch Hospital 
in Stuttgart which is financed by a private 
foundation from the Robert Bosch Com-
pany. It is a private non-university hospital 
and the attraction for us was the Institute 
of Clinical Pharmacology which is located 
next door and also supported by the foun-
dation. The chair at the time was Michel 
Eichelbaum and we succeeded in stimulat-
ing his interest in our hypothesis. Funding 
by the foundation for the defensin projects 
was generous and still is.

In the meantime we had formally pub-
lished the concept [7] and suggested that 
Crohn’s disease was a “defensin deficiency 
syndrome”. Several developments in the 
field were in accordance with this hypoth-
esis: first, it became apparent that adaptive 
immunity was directed against the lumi-
nal bacterial flora and not against the gut 
tissue. In mice and man, no inflammation 
occurs without the presence of commensal 
luminal bacteria. Second, the first studies 
indicating an important role for mucosal 
adherent bacteria appeared and this could 
be nicely explained by defective mucosal 
antibacterial defensin production. Third, 
it became accepted that probiotics and 
sometimes antibiotics may be effective 
in certain disease states. After turning to 

quantitative light cycler PCR we confirmed 
the limited induction of HBD-2 in Crohn’s 
disease compared to ulcerative colitis and 
extended the observation to the impor-
tant antibacterial HBD-3 [8]. Since then 
this peculiar difference between the two 
major inflammatory bowel diseases was 
confirmed by others, also with respect to 
low faecal excretion of HBD-2 in Crohn’s 
disease compared to ulcerative colitis.

With a little help from NOD2
The field, mostly concerned with T-cells 
and cytokines, was still not overly excit-
ed about our hypothesis but then came 
NOD2. Most studies pointed to a loss 
of function mutation of this intracellular 
receptor for bacteria, failing to activate 
NFκB. The obvious problem for the field 
was that this inflammatory transcription 
factor was clearly upregulated in Crohn’s 
disease (like in ulcerative colitis) – why 
and how should the NOD2-mutation then 
lead specifically to Crohn’s disease? Since 
we knew that beta defensins showed an 
attenuated induction in Crohn’s disease 
and were regulated by NFκB, we were 
sure to have the answer: we hypothesised 
that attenuated induction of protective 
NFκB -regulated peptides like defensins 
could explain why there is more inflam-
mation if bacterial recognition via NOD2 
is deficient. Surprising for us, of course 
not for others, we were wrong. At least in 
the colon NFκB -regulated defensins were 
completely unchanged, i.e. independent of 
a NOD2 mutation. This was in contrast to 
cell culture experiments and especially 
other epithelial surfaces like the skin [9]. 

The Robert-Bosch Hospital, 
with the research institute on the right.
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At the time we had started to look at de-
fensin expression in the terminal ileum. 
Here the small intestinal Paneth cell α-
defensins were important and not the ß-
defensins that predominated in the colon. 
When we initially looked at these pep-
tides by comparing Paneth cell-defensins 
in ileal biopsies from controls with those 
from Crohn’s disease patients, but without 
regard for location of disease, no statisti-
cal differences in levels were observed. By 
then we had collected a considerable se-
ries of biopsies which allowed us to stratify 
not just according to Crohn’s disease and 
controls but also with respect to disease 
localisation (ileal versus colonic) and ac-
cording to the NOD2 status. When our 
statistician Michael Weichenthal took 
those factors into account he saw a sig-
nificant difference in Paneth cell defensin 
expression of the terminal ileum between 
controls and ileal but not colonic Crohn’s 
disease. In addition, NOD2 mutated pa-
tients with ileal disease had even lower 
levels than those with intact NOD2, but 
both were significantly down [10]. 

We were absolutely thrilled for several 
reasons: the results showed that the clini-
cal phenotype of disease location was im-
portant and suggested the possibility that 
low Paneth cell defensins were causing the 
local inflammation in the ileum. When 
analyzing the data further it became ap-
parent that defensin expression was di-
minished even in the absence of current 
inflammation – provided the patient had 
developed ileal inflammation during a 
prior relapse (i.e. an ileal location pheno-
type). Second, we had later learned from 

other groups that NOD2 is predominantly 
expressed in small intestinal Paneth cells 
and that mutations in NOD2 are not over-
all linked to Crohn’s disease but predomi-
nantly to small intestinal involvement of 
CD. So we reasoned that this could be the 
mechanism by which a NOD2 loss of func-
tion mutation led to ileal Crohn’s disease: 
deficient ileal α-defensins! 

After several submissions the paper was 
published two years later [10] and within 
a year after acceptance Koichi Kobayashi 
and his colleagues found low defensins (in 
the mouse called cryptdins) in the NOD2 
knockout mouse [11]. Even more impor-
tant than the confirmation of human data, 
the group found that these mice were more 
susceptible to oral infection whereas the 
genetics made no difference if the same 
bacteria were given systemically. This al-
lowed the conclusion that the intestinal 
barrier against bacteria was dysfunctional 
in these knockout mice. 

In the meantime several German IBD 
centres had formed a research network 
funded by the German Ministry of Re-
search and Technology but our defensin 
proposal was not supported. A large in-
ternational IBD foundation was also not 
interested in this particular field, although 
this has changed in the meantime. Fortu-
nately we were still able to survive with 
private local support.

Another move: back in the USA
A prior travel grant proposal to send a sci-
entist to the US had been rejected by the 
Deutsche Forschungsgemeinschaft but 
this time we could ask the Robert Bosch 

Foundation for support. JW was indeed 
given a grant to join the laboratory of 
“Chuck” Bevins at the Cleveland Clinic 
Foundation which was then moved to the 
University of California at Davis. With pi-
oneering studies Chuck had delineated the 
key antibacterial function of Paneth cells 
and proven their vital role in transgenic 
animals. JW repeated the NOD2 related 
studies in American patients and con-
firmed the findings with low defensins in 
the Crohn’s patients with ileal phenotype 
[12]. In contrast, the expression of eight 
other Paneth cell products was unaffected 
or even increased, demonstrating a spe-
cific affection of the most abundant prod-
ucts in Paneth cells. Most importantly, the 
specific decrease of α-defensins was inde-
pendent of the degree of inflammation in 
the specimens and was not observed in 
either Crohn’s of the colon, ulcerative coli-
tis or pouchitis. Also of interest, a mouse 
model with comparable changes of HD-5 
expression exhibited striking differences 
in their luminal microbiota. Together with 
the function alterations discussed below 
these data clearly pointed to a primary de-
fect in the defensin system in ileal Crohn’s 
disease.

Complicated genetics in the ß-defensin 
locus
While JW was trying to convince the 
Americans that defensin deficiency was 
not just a problem of Old Europe, Daniel 
E Stange (son of EFS) came across a pa-
per by the group of Hollox in the UK de-
scribing the details of the ß-defensin gene 
locus. Daniel had been suffering through 
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multiple family dinners with defensins dis-
cussed during appetizer, main course and 
desert. During his medical thesis at the 
Cancer Research Institute in Heidelberg 
he had helped with developing a gene array 
which he used for a detailed study of the 
various genetic deletions and amplifica-
tions in breast cancer. He told is ignorant 
father that there was a gene copy number 
polymorphism as source of major genetic 
variability exactly in the ß-defensin locus, 
comprising among others the ß-defensins 
HBD-2 and HBD-3 but not HBD-1 and not 
the Paneth cell defensins HD5 and HD6 
[12]. He kindly suggested that he could 
look at the possibility of diminished gene 
copy numbers in patients with colonic 
Crohn’s disease using his “gene chip” and 
turned out to be right: the genome wide 
chip showed a low gene copy number in 
a limited number of patients selectively 
in this locus and nowhere else. To allow 
for testing larger numbers KF together 
with Elke Scheffler and Matthias Schwab, 
the new head of the Institute for Clinical 
Pharmacology, developed a PCR based 
assay to quantitate gene copy numbers of 
HBD-2 and confirmed the chip data in two 
separate cohorts from Cleveland (Charles 
L Bevins and Bo Shen) and Vienna (Walter 
Reinisch): the normal median gene copy 
number was 4 but dropped to 3 in colonic 
Crohn’s disease. Most importantly, it was 
the normal 4 in ileal Crohn’s disease and 
ulcerative colitis as disease controls. Fi-
nally, it was also demonstrated that lower 
gene copy numbers were associated with 
diminished colonic defensin expression. 
The resulting paper [13] was among the 
first to relate a gene copy number poly-
morphism to human disease. 

What about other antibacterial peptides?
Thus, we had found one genetic cause for 
the diminished induction of HBD-2 and 
HBD-3. Others had described also low 
HBD-4 [14] in colonic Crohn’s disease 
which is in the same locus. However, many 
more antibacterial peptides are known to 
be synthesized in colonic mucosa, with 
the cathelicidin LL37 being of major im-
portance. In collaboration with the group 
of Jürgen Schauber and Wolfgang Schep-
pach in Würzburg we delineated a similar 
pattern of diminished formation of this an-
tibacterial peptide in colonic Crohn’s [15]. 
Furthermore, our group including Michael 
Schmid, a clinical fellow from our depart-
ment showed that antimicrobial antipro-

teases including elafin and SLPI (secretory 
leucocyte protease inhibitor) are induced 
during inflammation in ulcerative colitis, 
but much less in Crohn’s disease despite 
the same degree of inflammation [16]. 
We found this to be of interest not just 
because of their antibacterial activity but 
also in view of the transmural extension 
of inflammation in Crohn’s disease. Lack 
of sufficient antiprotease protection may 
be one possible explanation for this phe-
nomenon. Thus, there was an apparent de-
ficiency of ß-defensins, cathelicidins and 
antiproteases in colonic Crohn’s disease 
which may actually explain this particular 
phenotype. In contrast, ileal disease was 
unrelated to ß-defensins and their genetic 
copy number background but character-
ised by low Paneth cell defensins. We con-
cluded that this was a plausible explanation 
of the different phenotypes of Crohn’s dis-
ease (16) which are known to be clinically 
stable over the course of the disease.

Mucosal antibacterial function: 
lost in translation?
To approach the functional role of defi-
cient antibacterial peptides we had to use 
novel techniques. Sabine Nuding joined 
the laboratory and rapidly adapted a FACS 
based assay of antibacterial killing which 
she had helped to develop previously for 
various antibiotic compounds to ileal and 
colonic mucosa [12;17]. It became appar-
ent that the various antimicrobial peptides 
indeed translated into a strong antibiotic 
activity of the mucosal cationic extract 
against multiple aerobic and anaerobic 
species. She could clearly demonstrate 
that ileal mucosa of patients with ileal 
Crohn’s disease, independent of inflam-
mation, exhibited diminished antibacterial 
activity against multiple bacteria (possibly 
explaining the adherent E. coli or invasive 
M. paratuberculosis emphasized by differ-
ent laboratories). Also in the colon, and 
very comparable with the defensin and 
cathelicidin induction patterns, cationic 

mucosal extracts from Crohn’s disease 
contained much less antibacterial killing 
activity than that of ulcerative colitis. In 
ongoing studies we will systematically pu-
rify the antibacterial fractions to homoge-
neity and identify the relevant peptides.

Here comes the stem cell
A major problem we had still not solved 
was the simple question: why are Paneth 
cell defensins diminished in patients with 
ileal disease lacking a NOD2 mutation, 
which is actually the majority. We saw 
a paper by the group of Hans Clevers in 
Utrecht linking the Wnt pathway and its 
transcription factor TCF4 to Paneth cell 
differentiation and defensin expression. 
The Wnt pathway is of key importance to 
the regulation of the stem cell compart-
ment and its differentiation and was ex-
tensively studied in colon carcinoma. This 
was just the right task to tackle for JW af-
ter his return from Davis to Stuttgart. 

Within a year he showed with his newly 
formed group including Guoxing Wang 
and Irmgard Kübler that TCF4 expression 
was specifically low in ileal Crohn’s disease. 
This decrease was irrespective of the de-
gree of inflammation and correlated well 
with α-defensins. Quantitative binding 
analysis with nuclear extracts from small 
intestinal biopsies to a TCF4 high affinity 
binding site in the HD5 and HD6 promo-
tors showed significantly reduced activ-
ity in ileal Crohn’s disease. Furthermore, 
a causal link was shown in heterozygous 
TCF4 knockout mice, kindly provided by 
Hans Clevers and his group, exhibiting 
diminished defensins and low antibacte-
rial killing activity. Most importantly, the 
link between Paneth cell defensins and 
TCF4 was found to be independent of the 
NOD2 genotype, i.e. NOD2 may not be 
the primary pathogenic link but appears 
to make disease worse. This would also ex-
plain why most individuals with a NOD2 
mutation do not develop Crohn’s disease. 
The concept arose that ileal disease may 

To approach the functional role of deficient 
antibacterial peptides we had to use novel 
techniques.
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be related to the Wnt directed differentia-
tion of Paneth cells, or in other words, ileal 
Crohn’s disease may be due to a defective 
terminal differentiation of the crypt stem 
cells to Paneth cells as a basis for low de-
fensin expression [18].

After his return from the United States 
JW received the prestigious career award 
of the Ernst Jung Foundation in Hamburg. 
He then applied for an Emmy Noether 
grant award, the largest project support 
given by the Deutsche Forschungsgemein-
schaft (DFG) to young scientists, and it 
was granted.

Outlook
Do any of these findings change our thera-
peutic approach to IBD? Not yet! Immu-
nomodulators are still the mainstay of our 
therapies which raises the question if we 
are really doing our best to our patients? 
The diseases we are dealing with are life 
long and remission rates after a year of 
anti-TNF infusions ranging between 
20–40% are clearly unsatisfactory. The 
downside of opportunistic infections is of-
ten ignored, sometimes for obvious com-
mercial reasons. It is time “to take off the 
rose coloured glasses” but what next? In 
our view, the best option available is to en-
hance antibacterial barrier function, either 
by administration of natural antibacterial 
peptides or by the induction of mucosal 
synthesis with probiotics or their active 
components such as flagellin [19].

What about ulcerative colitis? In the 
meantime we learnt that increased gene 
copy numbers in the ß-defensin locus is 
linked to psoriasis, a non-bacterial inflam-
matory disease of the skin [20]. It seems 
quite likely that the tremendous induction 
of defensins and cathelicidins in ulcera-
tive colitis may afford better antibacterial 
protection but with the disadvantage of 
enhancing inflammation: most of these 
peptides also exert a significant proinflam-
matory, sometimes chemokine like effect, 

leading to a vicious cycle in this disease. 
Clearly, there is still a long way to go un-
til these new pathogenetic concepts have 
been translated into improved therapies in 
IBD. We have not come home yet, Alvin 
Lee.

Dedication
This article is dedicated to the young in-
vestigators in the field, especially those 
with great ideas but no adequate funding 
and difficulty when trying to publish in-
novative papers. Don’t let yourself be dis-
couraged, quite possibly you are right and 
your reviewers are wrong and prejudiced. 
Keep on running, there will be better 
times, sometimes ten years after.
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Fellowships, grants and travel awards
A principal function of SciCom is to pro-
mote European research into inflamma-
tory bowel disease and scientific integra-
tion. ECCO Fellowships, ECCO Grants 
and ECCO Travel awards are components 
to achieve this goal. 

ECCO Fellowships were established to en-
courage young, academically-orientated 
gastroenterologists in their career and to 
promote innovative scientific research in 
IBD in Europe. In 2008, ECCO Fellow-
ships have entered their third year. Dr. 
Kostas Karmiris from Greece received 
the ECCO Fellowhship in 2007 and he 
presented the results of his project on the 
Pharmacokinetic study on clinical outcome 
and immunogenicity of adalimumab in 
inflammatory bowel diseases at the Con-
gress in Lyon. This project was conducted 
at the University Hospital of Leuven, Bel-
gium since the pivotal feature of an ECCO 
Fellowship is to conduct research across 
national boundaries. For 2008, the ECCO 
fellowship is awarded to Alessia Grillo for 
a project on the Role of ß-catenin signalling 
in primary subepithelial myofibroblasts of 
Crohn’s disease. Dr. Alessia Grillo comes 
from Italy and will move to the University 
of Bristol for this research, in the Depart-
ment of Clinical Science under the super-
vision of Professor Massimo Pignatelli.

For 2009, there will be two Fellowships, 
each worth €30 000. Fellowships are cre-
ated for young individuals <40 years, who 
submit an original research project to un-
dertake abroad in a European hosting labo-
ratory or department. That department un-
dertakes to guide the ECCO Fellow for the 
duration of the Fellowship (one year) and 
is responsible, together with the Fellow, for 
the successful completion of the project. By 
way of acknowledgement, any paper on the 
research supported by an ECCO Fellowship 
or Grant will be in published in JCC or Gut, 
or (if published elsewhere) there will be a 
synopsis submitted to JCC for publication 
as a “selected summary” of ECCO publi-
cations. The ECCO name and logo will be 
included on all printed matter or slide pres-
entations and a 300 word synopsis of the 
project submitted to ECCO News.

Guidance and application forms for 
ECCO Fellowships can be found on the 
ECCO homepage (www.ecco-ibd.com)

ECCO Grants are designed to support sci-
entific research in the country of origin. 
Two are awarded each year, except in ex-
ceptional circumstances. 2008 was excep-
tional. 15 high quality applications were 
submitted. All were worthy of support. Six 
grants were awarded, each worth €15 000. 
ECCO Grants applications in 2008 will go 
out to external review. A further change in 
the interests of complete transparency is 
that ECCO Committee members will be 
excluded from applying.

The assessment of ECCO Grant appli-
cations is determined by 7 criteria, scored 
(1–5) by 8 IBD specialists in SciCom. The 
criteria are:
• Originality of the proposal 
• Scientific Content 
• Feasibility of the project 
• Applicant expertise to perform the 

project 
• Methodology 
• Impact for ECCO
• Overall Score and SD

Scores are averaged and those with any 
conflict of interest are excluded, standard 
deviations calculated and a teleconference 
held to discuss all applications. A score 
for the CV applicant to be considered was 
withdrawn to avoid undue bias from more 
experienced applicants.

For 2008–09, ECCO Grants were 
awarded to: 
• The role of lymphangiogenesis in IBD 

pathogenesis, (Silvio Danese, Milan)
• Assessment of bioactive microspheres 

as novel treatment for fistulae, (Richard 
Day, London)

• Immunosuppressive drugs and Foxp3+ 
regulatory T cell activity in IBD, (Holm 
Uhlig, Leipzig)

• Genotype-Phenotype interactions in 
Danish paediatric IBD patients, (Chris-
tian Jakobsen, Copenhagen)

• Biological markers to predict the out-
come of acute severe UC, (Fraser Cum-
mings, Oxford)

• European-wide validation of the web-
based documentation standard IBDIS 

by inter-observer analysis. (Walter Rei-
nisch, Vienna). 

ECCO Travel Awards are designed to en-
hance the fabric of ECCO, by supporting 
visits for specific purposes between centres. 
Each is worth €1500. Up to five are avail-
able each year. Applicants and their hosts 
need to be ECCO members, but this is not 
limited to the 29 ECCO member countries. 
The scientific purpose for coming to an 
ECCO member country needs to be stated 
in detail, which should support the aims of 
ECCO since this provides a tool for selec-
tion. Exceptional circumstances such as an 
ECCO member from an ECCO member 
state travelling to a non-member state will 
be considered, but the primary purpose 
cannot be that of attending a Congress or 
scientific meeting. A short report is expect-
ed to be submitted to SciCom and ECCO 
News for potential publication within 12 
months of the award. ECCO Committee 
members are excluded from applying.

Successful applicants in 2008 were:
• Ruffolo (Padua: Leuven) Research re-

lated to PhD studies in surgical sciences 
and technological applications, 

• Cassinotti (Milan: Oxford) To conduct 
a comparative audit of inpatient IBD 
care between specialist centres in two 
EU countries using the UK National IBD 
Audit Tool.

IBDIS Teaching Workshop
Barcelona, 19th January 2008.
Prof Walter Reinisch, General Hospital 
Vienna and Nikolaus F Pedarnig, CTO 
IBDIS, UNIDATA GEODESIGN, Vienna.

Background. The Inflammatory Bowel 
Disease Information System (IBDIS) is a 
validated, web-based database for docu-
menting the patient phenotype of both 
ulcerative colitis and Crohn’s disease. It is 
already in use in Austria and the Nether-
lands, with the potential to create a com-
mon system of documentation across na-
tional boundaries. It has been embraced by 
ECCO and clinical trial design. An IBDIS 
Teaching Workshop for ECCO National 
Representatives was held during the meet-
ing in Barcelona in January. 

SciCom: It’s all happening here!
DAAN HOMMES, SEVERINE VERMEIRE, YEHUDA CHOWERS, WALTER REINISCH, PIA MUNKHOLM, 

MATTHIEU ALLEz, SILVIO DANESE, SIMON TRAVIS
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Practical. Prof. Walter Reinisch and the 
IBDIS team presented the ready-to-use 
IBDIS tool and its online features. Walter 
Reinisch placed great emphasis on the fun-
damental importance of standardised defi-
nitions of clinical parameters for inflam-
matory bowel disease. Nikolaus Pedarnig 
explained the licence policy of the IBDIS 
software categories and invited all individ-
ual ECCO members to use the IBDIS Soft-
ware Cat.1 free of charge. 33 participants, 
equipped with a laptop with wireless LAN 
capacity, captured data of two anonymised 
patient files with the internet system.

Results of the workshop. An interobserver 
agreement analysis was calculated “live” 
on the parameters “location” and “behav-
iour” listed in the Montreal classification. 
The results showed a very high agreement 
(90%) with the gold standard of parameter 
“location”, as anticipated. Less predictable 
was low agreement (40%) for the “behav-
iour” parameter. Such disparity is of fun-
damental importance to patient classifica-
tion in any clinical trial or clinical research 
into patient outcome measures. IBDIS is 
the only database that is addressing this 
challenge, which has implications for the 
power of any outcome, including genetic-
phenotype association studies [Oefferlbau-
er-Ernst A, et al. Impact of interobserver 
disagreement on phenotype-genotype 
associations in Crohn’s disease. Inflam 
Bowel Dis 2007; 13:156-63]. A project to 
deliver further international validation 
and accreditation is in progress (2008). A 
computer generated doctor’s letter, which 
is also in the process of development by 
UNIDATA, which will achieve the goal of 
reducing clerical and administrative time, 
vital to the incorporation of any functional 
database into clinical practice.

ECCO Projects
ECCO Projects are major initiatives that 
are facilitated by ECCO. They represent 
collaborative research across national 
boundaries. To be recognized and, if ap-
propriate, funded by ECCO, certain crite-
ria need to be met. All this is tedious, but 
necessary administration to ensure clarity 
of responsibility, so that project milestones 
are met to culminate in publication to the 
credit of the investigators and to ECCO. 
Picking up the phone and discussing plans 
cuts through most of the bureaucracy.

Objectives: The relevance of the project 
to inflammatory bowel disease and merit 
to ECCO should first be presented to Sci-
Com and then to the Governing Board. 

Budget: A detailed break-down of costs 
should be submitted, distinguishing be-
tween applications for financial support 
as opposed to ECCO expertise for project 
facilitation. 

Principal Investigator: The project should 
involve at least 4 countries. One leader per 
country should be agreed. A SciCom mem-
ber is nominated as the principal contact 
in ECCO. 

Promotion: Publication plans, mailing 
and promotion through the ECCO web-
site need to be defined in advance.

Administration: Facilitation through the 
ECCO Secretariat (Vereint) needs to be 
defined up-front.

Assessment and monitoring: Project 
milestones need to be agreed with Sci-
Com, intermediate reports agreed where 
appropriate and results reported to Sci-
Com.

Legal: A letter of agreement or formal 
contract will be drawn up by Vereint legal 
services, between ECCO and the project 
leader. 

Pathogenesis workshops
ECCO SciCom is also launching an ini-
tiative of IBD pathogenesis workshops. 
These workshops will focus on key issues 
related to IBD pathogenesis and therapy 
and are intended to be used as a platform 
for initiating collaborative studies between 
interested ECCO members. 

A few selected topics will be discussed at 
each meeting. Participants will be asked to 
prepare and present pre-determined top-
ics for the meeting. The presentations will 
be followed by discussions and resolutions 
for carrying out the studies. A preliminary 
meeting to discuss format and topics took 
place at the 3rd ECCO Congress on 28 Feb-
ruary 2008. Subsequent workshops will co-
incide with the major European IBD meet-
ings (ECCO, UEGW) to keep travel costs 
down. Basic scientists will be encouraged 
to attend and practical ways to achieve this 
interaction are in discussion. If interested, 
please contact ECCO Secretariat ecco-con-
gress@vereint.com and watch the web-site 
(www.ecco-ibd.org )

EpiCom
EpiCom is the Epidemiology Commit-
tee of ECCO, lead by Pia Munkholm in 
Copenhagen. She quotes Euripides (400 
BCE) ‘For with slight efforts how should 
one ever obtain any results? It is foolish 
even to desire it’. And yes, epidemiologi-
cal studies require long, hard, graft with 
meticulous attention to detail.

Background. IBD and epidemiology in Eu-
rope was established in 1958 in Copenha-
gen County by Professor Povl Riis, who cre-
ated the first prospective inception cohort 
using punch cards. In the 1970s a Scibas 
electronic program was developed and the 
first electronic database version was estab-
lished. Since 2003 the DCCD, the national 
web-based Danish Crohn Colitis Database, 
has enabled epidemiological analysis of 43 
years of follow-up in an unselected cohort 
data from 1962–2005 [1-4]. 

EC-IBD. A successful, prospective Europe-
an inception cohort started with EC-IBD, 
the European Collaborative group of IBD, 
in October 1989 in Rotterdam initiated by 
Professor Vibeke Binder and PhD student 
Pia Munkholm. It seems a long time ago! 
The first head of EC-IBD Professor Shiva 
Shivananda from The Netherlands was 
able to gather 22 centres from 12 European 
countries and Israel, supported by fund-
ing from the European Committee [5]. 
A European inception cohort of >2000 
patients became a reality in 1991–1993. 
A North-South gradient in incidence in 
Europe, with the highest incidence in the 
North, was discovered. Shivananda’s suc-
cessor, Professor Reinhold Stockbrügger 
from Maastricht, took over in 1994 and 
conducted 10 years’ follow-up until 2003. 
This work poported 4 PhD theses and 
publications [6,7]. 

IBDIS software engineer in discussion with 
the National Representatives of Serbia and 
Turkey.

Walter Reinisch and IBDIS’ Ingrid Oberzaucher 
demonstrating the data capture process on 
line.
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EpiCom. On 28 September 2006, Pia 
Munkholm took over the leadership of 
EC-IBD. ECCO had by this time been 
established as the international forum 
for IBD in Europe and EC-IBD merged 
with ECCO, to form the Epidemiology 
Committee (EpiCom) as part of SciCom. 
Pia Munkholm is the first head of Epi-
Com over the next 4 years period, before 
another epidemiologist is elected. At 
UEGW Paris 2007, the group agreed to 
have meetings at each ECCO Congress 
and at UEGW. Any doctor with an epide-
miological interest can tend the EpiCom 
meetings as a member of ECCO. To be in-
cluded in the secretariat for membership 
on the EpiCom e-mail list, please contact 
Johan Burisch, jomibu01@heh.regionh.
dk or Margarita Elkjaer, marelk01@heh.
regionh.dk

The aim is to create prospective incep-
tion cohorts in Europe, with long-term 
follow-up. Four task force groups have 
been established:
• East-West Gradient in Europe, envi-

ronmental factors & defensins: new 
incidence cohort, 2010-12, lead by Pia 
Munkholm, Denmark piamun01@heh.
region.dk

• Markov transition probability analyses 
of long-term disease course, 1991–1993 
to 2003, lead by Selwyn Odes, Israel, 
Colm O’Morain, Dublin. 

• The needs of IBD patients in health 
quality of care. ECCO consensus. Lead 
by Margarita Elkjaer, Denmark (Submit-
ted to JCC 2008).

• Quality of life in long-term follow-up, 
1991-2003. Lead by Bjørn Moum, Tom 
Bernklev, Norway.
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Ave et Valete
Daan Hommes steps down as Chair of 
SciCom this year. Daan conceived and 
established SciCom, proving an inspira-
tional Chair. As a consequence SciCom 
has contributed to all activities of ECCO, 
establishing the Fellowships, Grants 
and Awards, the first ECCO Congress 
in Amsterdam and contributing to the 
IBD programme of UEGW, scientific 
workshops on biological therapy, novel 
interaction with industry and an applica-
tion for Framework 7 funding from the 
EU. SciCom has also made a substantial 
contribution to the ECCO Consensus on 
both Crohn’s disease and ulcerative coli-
tis, to the biological workshops 2006 (CD 
available from the Secretariat) and to the 
ECCO-IBD forum.

Walter Reinisch also steps down from 
SciCom this year, having been one of the 
founding members. He has made a major 
contribution through IBDIS and as the 
representative for ECCO on the Scientific 
Committee of UEGF. He will retain a co-
opted role with regard to IBDIS. 

SciCom members
Simon Travis (Chair), Yehuda Chowers, 
Severine Vermeire, Matthieu Allez, Sil-
vio Danese, Pia Munkholm (EpiCom), 
Nicole Eichinger (Vereint Secretariat, 
ecco-congress@vereint.com)
February 2008, Lyon: Silvio Danese and 
Matthieu Allez formally start their term 
of 2 years. 
February 2009, Hamburg: Yehuda Chow-
ers steps down. 
February 2010: Severine Vermeire and Si-
mon Travis step out. 
EpiCom lead changes.

Electoral process
The electoral process is on the ECCO 
website (www.ecco-ibd.com). Criteria for 
election to SciCom include:
• Scientific achievement (publications, 

scientific initiatives), 
• Declaration of intent (statement of con-

tribution by the individual), 
• Age (one member elected from YECCO, 

age under 40), 
• Experience (such as programme devel-

opment, project development), 
• Location (SciCom members are exclud-

ed from voting for applicants from their 
own country. Scores are averaged). 
The call for a new member to replace 

Professor Chowers will be made in the 
Summer 2008. ■

ECCO: EC-IBD merge to EpiCom
European Crohn’s & Colitis Organization – European Collaborative group of inflammatory Bowel Disease

• Shiva Shivananda, Amsterdam
• North-South Gradient of IBD in Europe, 1991–1993 cohort in 22 centres & 12 countries

• Reinhold Stockbrügger, Maastricht
• 4 Thesis & 37 papers: HQoC; Long-term outcome CD & UC; Phenotype/Genotypes
• PhD: Ingrid vd Eijk & Frank Wolters The Netherlands; Ole Hoye Norway; Lene Riis  

Denmark; Selwyn Odes, Maurice Russell, Ebbe Langholz, Severine Vermeire, Colm O’Morain

• Pia Munkholm, Copenhagen
• East-West Gradient & defensins – new incidence cohort
• Markov analyses of long-term disease course, 1991–1993 
• IBD patients need in Health Quality of Care. ECCO consensus
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ECCO COUNTRY REPRESENTATIVES 2008

Austria Walter Reinisch
Gottfried Novacek

walter.reinisch@meduniwien.ac.at
gottfried.novacek@meduniwien.ac.at

Belgium Martine de Vos
Edouard Louis

martine.devos@ugent.be
edouard.louis@ulg.ac.be

Bulgaria Zoia Spassova
Iskren Kotzev

zoya_spassova@hotmail.com
kotzev@mnet.bg

Croatia Boris Vucelic
Silvija Cukovic Cavka 

boris.vucelic@zg.htnet.hr
silvija.cukovic@gmail.com

Czech Republic Milan Lukas
Martin Bortlik

milan.lukas@email.cz
mbortlik@hotmail.com

Denmark Jens F. Dahlerup
Jens Kjeldsen

jdahl@as.aaa.dk
jakjeldsen@dadlnet.dk

Finland Taina Sipponen
Martti Färkkilä

taina.sipponen@kolumbus.fi
martti.farkkila@hus.fi

France Franck Carbonnel
Laurent Beaugerie

fcarbonnel@chu-besancon.fr
laurent.beaugerie@sat.aphp.fr

Germany Marcus Neurath
Axel Dignass

neurath@1-med.klinik.uni-mainz.de
axel.dignass@fdk.info

Greece Demetrios G. Karamanolis
John A. Karagiannis

info@eligast.gr
jakaragiannis@doctor.com

Hungary Peter Lakatos
Tamas Molnar

kislakpet@bel1.sote.hu
mot@in1st.szote.u-szeged.hu

Ireland Colm O’Morain isge@eircom.net

Israel Rami Eliakim
Iris Dotan

r_eliakim@rambam.health.gov.il
irisd@tasmc.health.gov.il

Italy Maurizio Vecchi
Paolo Paoluzi

Maurizio.vecchi@unimi.it
paolo.paoluzi@uniroma1.it

Latvia Juris Pokrotnieks
Jelena Derova

pokrot@latnet.lv
jelena.derova@gastroenterologs.lv

Lithuania Limas Kupcinskas
Darius Kriukas

likup@takas.lt
dakr@takas.lt

Netherlands Bas Oldenburg
Rinse Weersma

b.oldenburg@umcutrecht.nl
r.k.weersma@int.umcg.nl

Norway Bjorn, Moum
Jørgen Jahnsen

bjorn.moum@medisin.uio.no
jorgen.jahnsen@medisin.uio.no

Poland Edyta Zagorowicz
Jaroslaw Regula

sj-ptg@ptg-e.org.pl
jregula@coi.waw.pl

Portugal Fernando Magro
Franciso Portela

fm@med.up.pt
franciscoportela@sapo.pt

Romania Mircea Diculescu
Cristina Cijevschi

mmdiculescu@yahoo.com
cristinacijevschi@yahoo.com

Russia Elena Belousova
Alexander Potapov

e.belousova@mtu-net.ru
potapov@nczd.ru   

Serbia Njegica Jojic
Dino Tarabar

njegica@Eunet.yu
dino@bitsyu.net

Slovakia Milos Gregus
Martin Huorka

kmmanagement@post.sk
huorka@stonline.sk

Slovenia Ivan Ferkolj
Borut Stabuc

ivan.ferkolj@kclj.si
borut.stabuc@kclj.si

Spain Julian Panes
Fernando Gomollón

jpanes@clinic.ub.es
fgomollon@telefonica.net

Sweden Erik Hertervig
Robert Löfberg

erik.hertervig@med.lu.se
roblof@ki.se

Switzerland Frank Seibold
Pierre Michetti

frank.seibold@insel.ch
pierre.michetti@chuv.ch

Turkey Hülya Över Hamazaoglu
Ülkü Dagli

hulyaoverhamzaoglu@yahoo.com
udagli@hotmail.com

UK Stuart Bloom
David Rampton

stuart.bloom@uclh.nhs.uk
d.rampton@qmul.ac.uk

SPONSORS 2008

Abbott Bristol-Myers Squibb Cellerix Centocor

Cosmo Pharmaceuticals Dr. Falk Phama Ferring Giuliani Pharma

Otsuka Schering-Plough Shire UCB

ECCO GOVERNING BOARD 2008

President Jean-Frédéric Colombel France jfcolombel@chru-lille.fr

Past President/Liaison Officer Miquel Gassull Spain mgassull.germanstrias@gencat.net

President-elect Daan Hommes Netherlands d.w.hommes@lumc.nl

Secretary Walter Reinisch Austria walter.reinisch@meduniwien.ac.at

Treasurer Herbert Tilg Austria Herbert.Tilg@uibk.ac.at

Chair Scientific Committee Simon Travis United Kingdom Simon.Travis@ndm.ox.ac.uk

Chair Education Committee Pierre Michetti Switzerland pierre.michetti@chuv.ch
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