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1. Main aims of the network

Starting in 1999, the Competence Network has created a
multidisciplinary national consortium devoted to excel-
lence in basic, clinical and health care research in the field
of rheumatology in Germany. One of the major aims has
been to build up and further develop close and sustainable
collaboration among and between researchers and clini-
cians. Today, the Competence Network Rheumatology is
an internationally recognised research structure and has
put Germany in a favourable position in the competition
for European research grants. Crucial elements of this
progress were the development of horizontal and vertical
networking structures, a central network management,
funding of individual research projects, research coordi-
nation, joint data bases and biobanking, a uniform com-
munication platform and intensive PR work.

While in the 2nd funding period, from 2003 -2004, indi-
vidual projects were funded with results outlined in last
years report, from 2005 federal funding was reduced to
projects dealing with the completion and the maintenance
of material banks, projects of the health services research
section and the funding of the central structures. How-
ever, since the researchers participating in the Network
were able to raise funds from other resources such as the
German Research Foundation, the German Ministry for
Education and Research or EU grants, the collaboration
was maintained and extended aside the grants given by
the Network. Based upon a decision in the coordination
committee and the existence of externally reviewed and
funded projects, new groups were also integrated. An im-
portant stimulus for research was set by the funding pro-
gramme of the DGRh in 2005.

The specific scientific aims of the Network for the time
period 2005 - 2007 have been

> to monitor the outcomes of current health care

» to develop evidence-based guidelines for diagnosis
and therapy

» to identify markers allowing a prognostic classification
of rheumatic diseases

» to identify markers predicting success of therapy

» to develop concepts for cell-based, curative therapies

Large patient databases were continued and further
developed in order to monitor longitudinally disease
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outcomes and health care provision. The German national
databases for adults and children with inflammatory rheu-
matic diseases are internationally unique. They provide
sound information on the proceses and outcomes of rheu-
matologic health care in the era of new therapies and the
ongoing changes in the health care system. The databases
were transformed to IT data entry, and funds from other
sources (industry, arthritis centres) were successfully
acquired. The continuation in 2008 is secured. Cohorts
built up in the second funding period were followed-up
and completed. Sound methodology has been guaranteed
by central biometrical advice.

The evidence based guideline on the management of early
rheumatoid arthritis was updated and released in a second
edition in 2007. Guideline development and integration
of EBM into medical education and training will be con-
tinued in collaboration with the ‘Rheuma Academy’, an
institute for continuing medical education set up by the
German Society of Rheumatology (DGRh).

The investigation of cellular and molecular markers for
the susceptibility to and severity of several inflammatory
rheumatic diseases has been one focus of the basic and
clinical research of the Network in the past. Impressive
progress has been made, e.g. the discovery of HLA DPB1
and RXRB alleles predisposing for Wegener's granulo-
matosis, the identification of particular prognostic col-
lagen-specific autoantibodies in RA, and of peripheral
plasmablasts predicting SLE. New serological param-
eters in early RA were identified. The biomaterial banks
established within the Network are critical prerequisites
of this research. As new technologies become available to
the Network, this work will continue to be a focus. By
transcriptome analysis a global view on gene expression
of cells involved in the disease process, under therapy or
not, becomes available. Vice versa, a global view on au-
toantigens recognized in particular in rheumatic diseases
by autoantibodies, does define an (auto)‘immunomeé’
This entity appears to be a direct reflection of the patients
etiopathogenesis and is probably of high prognostic value.
Both approaches identify also genes of interest for pre-
dictive diagnosis and as therapeutic targets. The expres-
sion of these genes and proteins can also be monitored
cytometrically on the single cell level. The exploration of
preliminary data obtained so far in the various groups of
the Network and the combination of postgenomic and
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cytometric technologies will therefore be a prominent
feature of our research in the forthcoming years.

Finally, the most ambitious aim of rheumatology research
is the development of remission-inducing or even curative
therapies. From the very beginning the Network has initi-
ated the exploration of the ultima ratio therapy of com-
plete immunoablation of rheumatic patients, followed by
autologous stem cell transplantation. Although in a num-
ber of patients this therapy led to a complete remission of
the rheumatic disease, which we consider an impressive
proof-of-principle, the inherent risk of mortality, due to
the long period of immunodeficiency, requires the devel-
opment of much more advanced cell-based therapies.
Such therapies will aim at the specific depletion of disease-
controlling cells, while leaving the protective part of the
immune system intact. As example, groups of the Network
have identified CD 20-negative, long lived, autoantibody-
secreting plasma cells as a targets for cell-based therapies.
Still other targets are T helper lymphocytes, probably con-
trolling chronic immune reactions, a question analysed by
groups in Erlangen, Leipzig and Berlin. Moreover, groups
in Jena and Berlin have started to analyse the potential of
using regulatory T helper lymphocytes (Tregs), with the
potential to downregulate immune reactions, for the con-
trol of rheumatic inflammation.

Finally, recent advances have supported the development
of research focusing on the different mesenchymal cells
such as fibroblasts, osteoclasts and chondrocytes being
additional key drivers in immunological processes in
rheumatic diseases, studied by various groups in Miinster,
Giessen/ Bad Nauheim, Erlangen, Jena and Regensburg.

By virtue of the Network, the improved overall quality of
research on rheumatic inflammation has qualified the
Network scientists to compete successfully for and partner
in national and international grant consortia.

Aims to sustain the Network

In 2004, the Network was formally integrated as a section
(‘Arbeitsgemeinschaft’) into the DGRh. The federal fund-
ing of the central structures in the third funding period
were crucial for the successful integration and the estab-
lishment of sustained structures. As an important signal
for the full integration of the Network, the DGRh decided
in 2005 to provide research grants (300.000 Euro in total)
to researchers in the Network. After a competitive appli-
cation procedure and external review five projects were
funded.

From 2008 onwards, the coordinating structures created
for the Network will be maintained within the central
management office of the DGRh. An industrial forum of
companies associated with the DGRh comprising so far
24 members has provided unconditional grants for the
core structure of the central office via their member-
ship fees. Additionally, they have supported the national
database with annually 160.000 Euros in 2007 and 2008.

To further sustain the activities of the Network a research
foundation (‘Rheuma-Stiftung’) is about to start its work.
It will be run jointly by the DGRh and the patient or-
ganization Rheuma Liga. A concept for public fundraising
has been developed in order to become independent of
federal funding and industry support. This is seen as a
long-term goal with expected revenues in 3-4 years. As
soon as the foundation has raised a notable amount of
money, research grants will be offered.
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2.1 Scientific highlights of the
research sections

2.1.1. Health services research section

Speakers: Dr. Jan Huelsemann
Prof. Dr. Matthias Schneider

The members of this research section have closely collabo-
rated with a large number of clinicians within the Com-
petence Network and the Collaborative Arthritis Centres.
They have contributed to better knowledge of the current
health care situation of patients with arthritis, on the costs
of rheumatic diseases, and the adequacy of care on the
population level. New funds for cross-sectional tasks such
as the national databases were acquired. All publications
from the projects described below are listed in Annex L

National database of the German Arthritis Centers
(project B2.1, Zink)

The national database has strengthened its role as the
major resource of information on healthcare and burden
of illness in the rheumatic diseases in German rheuma-
tology. It has continuously been further developed and
contains now all important disease-specific outcome mea-
sures. It has been used as a tool for quality assessment in
the participating sites due to the provision of individual
data analysis in contrast with the other participants.

Since 2005, data entry is performed decentralised and
IT-based. Since 2007, additional funds could be acquired
from a consortium of 12 pharmaceutical companies which
are being used to pay for study nurses in the participating
rheumatological practices and clinics.

DocuMed.rh, the modular medical documentation soft-
ware designed for the German national database, is actu-
ally used by 20 private practices and 20 hospitals. It can
be downloaded from the web (http://www.rheumanet.
org/DocumedSupport/). The use is supported by com-
prehensive handbook and by hotline. To increase user
value and acceptance modules for statistical evaluation
were implemented, the interfaces to clinical informa-
tion systems and medical practice management systems
were extended in co-operation with software companies
and agents and external data depositories (e.g. laboratory
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information systems and picture archiving and commu-
nication systems) via web services were integrated. Client
access via mobile devices for patients and medical staff in
clinical routine patient care and for home office activities
was developed.

Regularly, developments and trends in health care have
been reported to the scientific community. Due to a large
power-point collection of the results accessible for parti-
cipants via the Networks’ homepage usage of the data in
education and scientific meetings is widespread. Industry
can use the power point presentation as well as data from
the reports. Each company receives individual data analy-
ses on their own products.

Pediatric database

(project B2.2, Minden)

The pediatric rheumatological database is the major joint
project of the German pediatric rheumatologists. With
45 participating pediatric rheumatology units recording
more than 6,000 children per year it gives a comprehen-
sive view of the patient spectrum and the health care in
pediatric rheumatology. The database has gained addi-
tional importance by offering disease-specific data-sheets
for selected rheumatic diseases as well as tackling topi-
cal tasks through add-on modules or additional question
batteries (e.g. costs, ocular involvement, vaccination cov-
erage, complementary and alternative medicine use, etc.).
Results were transferred back via individual data analyses
and publications.

Biometrical support to cohorts and clinical trials

(project B3.1, Listing)

The availability and involvement of an experienced bio-
metrical group was critical for the proper conduct of the
cohorts and a number of randomised clinical trials. The
biometrician helped in the preparation of study protocols,
ensured that data were collected in a uniform, high-quality
manner and approaches were harmonized. Data analyses
were supported. Various investigator-driven, independent
randomized clinical trials were performed in close colla-
boration with Prof. Sieper, Dr. Rudwaleit, Prof. Braun,
Dr. Baraliakos. The clinical studies investigated the ef-
ficacy of TNF-alpha inhibitors, glucocorticoids, and
methothrexate in ankylosing spondylitis. By comparing
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the GESPIC cohort with data from the infliximab trial,
first results on the impact of therapy on radiographic pro-
gression were gained.

The group is also involved in a BMBF sponsored
randomised clinical trial on early induction therapy
(Hit HARD) which takes advantage of the network struc-
tures. They contributed to the KKS initiative on SAS mac-
ros for clinical trials. The group is also active in the inter-
national ASAS working group.

Early rheumatoid arthritis cohort

(project C5.2, Westhoff)

The 3-year observation of 1.061 early RA patients was
successfully finished in January 2006. With 916 patients
completing the last follow-up, drop-out rates were low.
Several questions pertaining on the association between
early disease parameters and outcome were investigated
and published or they are in progress.

Osteoporosis in patients with rheumatoid arthritis (RA):
Prevalence, risk factors, problems in health care

(project C5.3, Raspe)

This cross-sectional study in nine rheumatologic centres
investigated the prevalence of osteoporosis among 434
female and 98 male patients with rheumatoid arthritis. All
patients were examined via the DXA method. 49 % turned
out to be osteopenic and 22 % had osteoporosis at the lum-
bar spine and/or the hip. Osteoporosis was as frequent in
men (20%) as in women (22%). Risk factors for osteo-
porosis were higher age, low body mass index, and intake
of glucocorticoids >7.5mg/d. Deficits in antiosteoporotic
treatment compared to current guidelines were identified.

The German Rheumatoid Arthritis Population Survey
(GRAPS; Westhoff)

Under the auspices of the Competence Network, a popula-
tion survey on rheumatoid arthritis was conducted. The
last population survey stems from 1989 and had found that
only every second RA patient had ever reached a rheuma-
tologist. Since then new drugs and therapy guidelines have
been introduced. To assess the quality of contemporary
healthcare, a 3-stage population survey was conducted.
The TNS Healthcare panel was used to access the gen-

eral population (n =70,112). To identify the RA cases, a
screening questionnaire of joint symptoms and respec-
tive diagnoses was followed by a detailed questionnaire.
Positive responders were asked to participate in a clinical
examination at one of 83 collaborating rheumatologists
(Sept. 2006 — March 2007). Rheumatologists had to assess
each RA patient if he was cared for adequately.

41 RA patients were found in 317 clinical examinations
(17 seropositive, 24 seronegative). Almost all of them had
visited a rheumatologist at least once and about two thirds
were still in rheumatologic care. An unmet need for
DMARD:s was seen in 20% of the patients. This pertained
almost exclusively to seronegative RA patients. Wide-
spread unmet need was seen especially with regard to
physical therapies (41%). In one third of the RA
patients further diagnostic procedures were advised; this
again pertained almost exclusively to the seronegative
cases. Further investigations are needed to understand
why especially the seronegative RA patients were at risk of
undersupply with DMARD:s.

Disclosure: Supported by an unconditional grant from
Wyeth Pharma GmbH 2006 -2007.

2.1.2. Immunevasculitides research section
Speaker: Dr. Torsten Witte

In the research section Tmmunevasculitides’ two banks
with biological material were established and several stud-
ies were performed which are summarized here.

Clinical studies:

» Inthe LUKON’ study, 43 SLE patients from 11 centers
were randomized to be treated with either azathioprine
or methotrexate to sustain remission after therapy with
cyclophosphamide. The final evaluation of the study is
currently being performed.

» In a parallel study, predictors for infections were eva-
luated in patients treated with cyclophosphamide.
As a result of this study, the Freiburg Infection Risk
Score (IRS) was developed and is now available in the
internet.



» Inthe PREGO study, the efficacy of GnRH analogues to
sustain gonadal function in females treated with cyclo-
phosphamide was evaluated. 32 patients were recruited
into the prospective study. The final evaluation is going
on now.

» Inthe ‘LEM’ study 54 patients with Wegener's granulo-
matosis were randomized after induction therapy with
cyclophosphamide to be treated with either 30 mg of
leflunomide/day or up to 20 mg of methotrexate/week.
Leflunomide proved to be significantly better in sus-
taining remission, so that the study was discontinued
earlier than initially planned.

None of the clinical studies would have been possible with-
out the multicenter character of the Network. In exchange,
all of the results have been presented to all the members
of the network and will help to improve and standardize
clinical procedures and therapeutic decisions.

Material banks:

Two DNA banks were established, one with material from

patients with ANCA+ vasculitides and a second with

material from patients with SLE.

» 20 patients with Wegener's granulomatosis were
recruited for the vasculitis DNA bank. Extensive char-
acterization of risk genes of vasculitides is going on. So
far, after genomewide microsatellite analysis, associa-
tions of Wegener's granulomatosis with the PTPN22
620W allele as well as with a gene in the chromosomal
region 6p21.3 have been characterized.

» In the SLE genetics project, 420 SLE patients and as
controls 105 patients with scleroderma and 220 with
primary Sjogren's syndrome were recruited in col-
laboration with 7 university centers and several patient
support groups. The bank is now being used for charac-
terization of SLE susceptibility genes by three interna-
tional and two German groups. Several genes associated
with autoimmune disorders (Trex-1, ILT6, NKG2D,
IRF-5) have already been described. ILT6 has been
patented for diagnostics and treatment of autoimmune
disorders.
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Both of the banks could not have been established with-
out the support of the competence net and the help of
colleagues from other centers and patient groups.

Clinical applications of antineutrophil cytoplasmic
antibody (ANCA) testing:

Strategies for ANCA detection have been established;
quality assessment programs (evaluation of the perform-
ance of commercial kits); organisation of educational
workshops (for personal from clinical laboratories and
physicians) have been performed. Furthermore, 10 sera
were sent to all the members of the section immunevas-
culitides for evaluation of presence of ANCA twice a year
to standardize and improve ANCA tests within the Com-
petence Network.

In the future, the members of the section immunevascu-
litides want to continue the successful collaborations and
have decided to further enlarge the material banks and
establish registers of patients with rare disorders such as
Churg-Strauss-Syndrome, Hyper-Eosinophilic-Syndrome
and Ormond s disease. Furthermore, an inception cohort
of SLE patients has been started and a study to compare
biopsy with MR tomography in diagnostics of giant cell
arteritis is being planned.

2.1.3. Spondyloarthritis research section
Speaker: PD Dr. Martin Rudwaleit

Experimental spondyloarthritis (SpA) projects investi-
gated the detection and behaviour of Chlamydia tracho-
matis:

» Detection of Chlamydia trachomatis by PCR: PCR
technology for detection of Chlamydia DNA was re-
fined, standardised, and ready to become a diagnostic
tool but unfortunately, industry did not further endorse
this important development.

» Detection and behaviour of Chlamydia trachomatis in
monocytes: the cytokine profile in serum and synovial
fluid in reactive arthritis was studied as persistent in-
fection of monocytes with Chlamydia. These findings
contribute to a better understanding of the interaction
between host and Chlamydia trachomatis.
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The core element of the SpA network within the Com-
petence Network Rheumatology was the establishment
of the German Spondyloarthritis Inception Cohort
(GESPIC) which was initiated in late 2000. GESPIC is a
nation-wide, prospective observational cohort on SpA pa-
tients with early disease with focus on axial SpA. The aim
of this cohort was to study the course of the disease, assess
socioeconomic aspects and identify predictors of a poor
outcome. Altogether 21 centres included 750 SpA patients
(n=632 adult and n=118 juvenile SpA patients and) SpA
patients in GESPIC. The key features of GESPIC are the
following:

» SpA-subgroups: AS: n= 246; axial SpA: n=266; periph-
eral SpA: n=73; reactive arthritis: n=30.

» Early disease stage: patients with very early disease were
included: the mean symptom duration in AS patients
was 5.4 yrs with the mean duration since diagnosis of
only 1.3 yrs. As many as 46 % having a symptom dura-
tion <5 yrs (mean 3.1 years). Among axial uSpA pa-
tients, symptom duration was only 2.7 years (all had
symptoms <5 yrs) and duration since diagnosis was
0.95 yrs. Such AS cohort with short disease duration is
worldwide unique.

» High disease activity in early disease: both AS patients
and axial uSpA patients had comparable disease activity
(mean BASDALI 4.0 vs 4.1) while function (BASFI 2.4
vs 3.2) and spinal mobility (BASMI 1.1 vs. 2.0) was bet-
ter in axial uSpA than in AS. Persistently high disease
activity: Over a period of 1 year of follow-up as much
as 31% of AS patients had a BASDAI >, and also 31%
had an elevated CRP.

» Radiographic progression: in AS and axial uSpA pa-
tients, radiographic progression has been assessed after
2 and after 4 years. The two year datasets have cur-
rently been scored by two independent blinded readers
according to the mSASSS and BASRI scoring systems.
The rate of progression and predictors for poor out-
come are currently being analysed.
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» Cytokine and genetic studies: experimental projects
associated with GESPIC related to cytokine and ge-
netic studies. These studies confirmed the role of the
TNFa-308 polymorphism. Yet, no other cytokine gene
appeared to be relevant.

» Networking character of the cohort: The network of
GESPIC centres served to conduct several clinical
trials with anti-TNF agents and NSAIDs in AS. Fur-
ther, diagnostic algorithms for early AS/axial SpA were
developed based on GESPIC. This knowledge was
transferred into daily clinical practice by numerous
symposia, presentations at national and international
meetings, and several publications in international but
also national journals.

» Current status of GESPIC: the cohort is ongoing
in 2007, pharmaceutical industry contributes 50%
of the budget of the cohort after governmental fund-
ing was reduced by 50% in 2005. An official research
application to the BMBF/DLR to continue and expand
GESPIC has been formulated in July 2007 and is cur-
rently under review.

2.1.4. Rheumatoid arthritis research section
Speaker: Prof. Dr. Hendrik Schulze-Koops

Central to the research section is the establishment of a
biomaterarial bank from a multi-center nation-wide study
on early rheumatoid arthritis (Harald Burkhardt, Frank-
furt). Until now, three-year longitudinal observations on
354 patients with early RA (disease duration <1 year) are
completed and DNA (~400) as well as serum samples
(~1500) have been collected. The data and material bank
serves as a platform for several projects in this research
section. The samples have been recently relocated from
Erlangen to Frankfurt as Harald Burkhardt, who is in
charge of the bank, has moved to Frankfurt.

In collaboration with researchers in and outside the net-
work sera, DNA-samples and clinical data were used to
investigate new serological parameters of early RA, as well
as genetic factors that are related to different aspects of the
pathogenesis of RA.



» DNA-samples of the RA-inception cohort were made
available to an external project (principal investigator:
Prof. R. Straub, Regensburg) on genetic polymorphisms
in the pathway of glucocorticoid metabolism after a
respective application for the use of the material had
been approved by the coordinating committee of the
network. This study is still ongoing.

Other studies that were performed on the biomaterial of
the RA inception cohort within the network resulted in
the identification of

» RA-specific autoantibody responses to citrullinated
collagen type II in >40% of patients with recent onset
RA demonostrating the immunogenicity of posttrans-
lationally modified cartilage constituents;

» an association of the SNP PTPN22*620W represent-
ing a functional mutation of a lymphocyte receptor as-
sociated phosphatase with the early humoral immune
response to an arthritogenic B cell determinant in col-
lagen type II. Moreover, a synergism of this predispos-
ing genetic factor with the RA-associated HLA-DRB1
alleles (‘shared epitope’) on the early CII-autoantibody
response could be demonstrated as well as its associa-
tion with early joint erosions;

» the identification of a SNP on the IL-4 receptor that is
highly predictive for erosive disease.

Current funding mainly permitted the maintenance of the
biomaterial bank on early RA and the transfer of the bank
from Erlangen to Frankfurt.

In order to increase the sample numbers in the bank,
efforts have been undertaken to recruit samples from ma-
jor private rheumatology offices throughout Germany.
These efforts were successful in several places.

A major goal of ongoing research with the material from
the bank is to identify prognostic markers for disease activ-
ity, the course of the disease (erosive vs. non-erosive) and
the outcome of particular medical treatment. The material
has contributed to several publications and patent appli-
cations. A second goal of the ongoing work is to link the
database with a biomaterial bank of local joint pathology,
that is currently developed by Thomas Pap, Miinster.
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Using the new biomaterial bank of local joint pathology,
efforts are undertaken to standardize and certify local
joint pathology at the level of EULAR standards.

The research section RA coordinates its efforts on the
identification of biomarkers in RA with of other federal
funding programs, such as the national genom research
network.

2.1.5. Experimental rheumatology
research section

Speakers: Prof. Dr. Thomas Kamradt, Dr. Ulf Wagner

The projects in the research section Experimantal Rheu-
matolgy have been focused on the pathogenesis of autoim-
mune diseases with a clear orientation on the physiology
and pathology of the immune response.

Cellular therapy with regulatory T cells

(new project, Scheffold)

Progress has been made in the characterization and isola-
tion of antigen specific regulatory T cells, which have been
shown to profoundly suppress antigen-induced arthritis.
The therapeutic potential of Tregs has been further en-
hanced by using defined subpopulations of Tregs with dis-
tinct functional characteristics, which suggests a highly
attractive perspective to treat autoimmune diseases cura-
tively.

Cytometric markers of thymic activity

(project C4.1, Radbruch)

The physiological mechanisms of immune reconstitution
following complete immunoablation with autologous
stem cell transplantation (ASCT) in severe treatment-
refractory autoimmune diseases have been further inves-
tigated. Possible therapeutic modulation of the immune
reconstitution following treatment could prevent recur-
rence of the disease.
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CD27++ plasmablasts indicate recurrent SLE activity
(project C4.1, Radbruch)

The analysis of immune reconstitution of ASCT patients
provided direct evidence that a drastic systemic activation
of B and Th-cells, triggered by as yet unknown mecha-
nisms, precedes clinical signs of SLE, including humoral
autoimmunity. The role of different T and B cell popula-
tions has been analyzed with emphasis on the long-lived
plasma cell pool of SLE patients.

Circulating CD27++ plasmablasts in rheumatoid

arthritis patients

(project C2.2, Berek)

CD27++ CD19+ plasmablasts in the peripheral blood of
RA patients have been shown to originate from germinal
center reactions taking place most likely in the synovial
membrane. The analysis of these cells allows investigation
of antigen specificity despite the often limited availability
of synovial biopsies.

Determination of genetic polymorphisms in RA-patients
receiving biologicals

(new project, Kekow)

IL-10 promotor polymorphisms have been identified as
genetic markers that determine the responsiveness to anti-
TNF-alpha treatment in RA patients and are predictive for
assessing the success rate of RA treatment with biologi-
cals. The therapeutic responsiveness of patients to anti-
TNEF-alpha biologicals and the treatment continuation has
been investigated in a large epidemiologic study.
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2.1.6. Osteoarthritis research section
Speaker: Prof. Dr. Thomas Pap

The research section osteoarthritis was established in
2006, at the 34th annual meeting of the German Society
of Rheumatology and initially involved experts (includ-
ing rheumatologists, orthopaedic surgeons, pathologists
and basic scientists) from 12 different academic centres,
specialized hospitals and from ambulatory settings. The
main agenda of this research section was defined as
follows:

» establishing a multidisciplinary network of researchers
interested in osteoarthritis

» improving the interaction of basic scientists and clini-
cians in studying the pathogenesis and new therapeutic
approaches for the disease

» standardising the procedures of data and sample collec-
tion across the participating centres

» providing the basis for collaborative grant applications
both at the national and international (EU) level for
forthcoming osteoarthritis calls

» organizing common workshops as a platform of inter-
action between the different centres

Since the establishment of the research section, a database
of interested centres and individuals has been compiled,
and we have performed a survey among members of the
German Society of Rheumatology as well as other inter-
ested individuals concerning their specific expectations.
As a result of that survey, the group met at the 35th an-
nual meeting of the German Society of Rheumatology and
decided to initiate a research project that focuses on hand
OA. A detailed plan of investigation, including a concept
for potential funding, will be worked out and distributed
for discussion and approval by the end of the year 2007.



2.2. Network publications

The number of publications of the Competence Network
Rheumatology has increased continuously over the course
of the funding periods as the figure shows the develop-
ment from 2000 to 2004. Not only has the total number of
publications risen but also the number of joint papers
where 2, 3 or more members of the Network are involved.
The vast majority of these publications have been pub-
lished in international journals which demonstrates the
excellence and quality of scientific results being achieved
in the Network projects. Since the BMBF funding for most

Output of publications from members of the Competence Network
in 2000-2004, showing publications with authorship of

B one member or joint publications
M with2or3
and more members

Compared to 2000/2001, the 2" funding period shows an increased
output of cooperative publications as well as an increased number
of total publications.

publications
year 2000
Year SCI 15th SCI 25th
N
2004 14 22
2005 28 31
2006 31 32
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of the research projects ended in 2005 the continuation of
this figure is impossible. Accounting only the publications
of funded projects results in a drop of the total number;
accounting all publications of all Network members re-
sults in an huge increase — both methods do not represent
the development. Therefore we made from 2004 onwards
an analysis of all publications from BMBF-funded projects
according to the ‘Science Citation Index” (SCI) for the
subject categories ‘rheumatology’ and ‘immunology’. The
summary of the SCI analysis is shown in the table below;
a complete list of all project-related publications is given
in the Annex.

145
131
18
118 21
9
2001 2002 2003 2004/5
other SCI Total Total
publications publications Impact Factor
63 161.057
30 83 247.568
26 67 247.404

Number of Network publications according to the ‘Science Citation Index’ for the subject categories ‘rheumatology’ and ‘immunology’ indicating the number
of publications in the top ranked journals in the two left columns. Detailed information on Network publications is listed in the Annex.
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2.3. Trial coordination

2.3.1 Overview of multi-center cohorts
and clinical trials

Research Section patients patients network recruiting | non- recruiting

Title of trial / project presently | intended partners university | university | private
Principal Investigator, city included clinics clinics practices

Health Services Research

C 5.1 Socioeconomic study: assessment of disease-related 340 340 1 0 0 14
costs in RA. Ruof /Mittendorf, Hannover, compleded
C 5.2 The influence of the intensity of rheumatologic care on 1061 1500 55 12 29 14

the prognosis of early rheumatoid arthritis.
Westhoff/Zink, Berlin
Immunevasculitides
C 3.6 Validation of an INFECTION RISK SCORE (IRS) for SLE 40 ongoing 3 3
and Wegener's granulomatosis (WG).
Peter/Miehle, Freiburg
C 4.2 LEM-Study: Leflunomide vs. Methotrexate (MTX)

for remission in patients with WG, 54 120 5 4 0 1
Project stoped. Voswinkel / Metzler, Liibeck
C 4.4 LUKON-Study (LUpus-KONsolidation therapies) Clinical 43 100 1" 6 2 0

Trial of efficacy and comparison of different consolidation
therapies in SLE PREGO-Study.
Manger / Manger, Wacker, Erlangen

PREGO-Study 32 24
Rheumatoid Arthritis
B 3.2 Prospective multi center study of 369 400 15 5 6 4

early rheumatoid arthritis
Burkhard / Kallert, Erlangen
Spondyloarthropathies
B 3.3 Inception cohort on spondyloarthropathies 750 open 1 3 4 4
Sieper/Rudwaleit, Berlin

Experimental Rheumatology
C 4.1 Cellular Therapies for autoimmune diseases 12 3 3
Radbruch / Kalden, Berlin / Erlangen

Associated Studies

initiated by the competence Network Rheumatology
Long-term observation of treatment with TNF alpha 3154 4000 208 17 58 133
inhibitors in RA
Zink / Listing, Berlin

Multi-center study:
Treatment of active ankylosing spondylitis with infliximab 70 70 8 7 4 3
Sieper / Braun, Berlin / Herne

Placebo-controlled multi-center study:

Treatment of spondyloarthropathies with sulfasalazine in 200 200 15 8 7
Germany and Austria

Sieper / Braun, Berlin / Herne

Phase-lll clinical trial of Etanercept in active

ankylosing spondylitis 30 30 2 1 1
Sieper / Braun, Berlin / Herne

TNF-uSpAT1: open pilot study:

infliximab in active undifferentiated spondyloarthropathy 10 10 3 2 1
Schnarr / Zeidler, Hannover

14
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2.4. Patient registers

Health Services Research Section patients patients network recruiting | non- recruiting

Title of trial / project presently intended partners university | university | private
Principal Investigator, city included clinics clinics practices

B 2.1 National database of the German Collaborative Arthritis 22.320 p.a. open 62 20 29 20
Centers (epidemiological study)
Zink/Listing, Berlin

B 2.2 National paediatric rheumatologic database 6.000 p.a. open 45 21 17 6
(epidemiological study)
Minden/ Zink, Berlin

For more details see report 2.1.1. Health Services Research Section.

2.5. Material and tissue banking

2.5.1. Overview of tissue and material banks

patients patients recruiting | non- recruiting
actually intended university | university | private
included status clinics clinics practices
Rheumatoid Arthritis
B 3.2 Prospective multi-center study of Blood 355 400 6 14 6
early rheumatoid arthritis (DNA, Serum),
Burkhardt / Kallert, Erlangen Synovial tissue
C 2.3 Novel markers for the diagnosis Blood (DNA, Serum); 1600 2600 3 3 0
and stratification of RA* / ** synovial fluid and tissue

Burmester / Feist, Berlin

Spondyloarthropathies

B 3.3 Inception cohort on Blood (DNA, Serum, MNC), 750  ongoing 6 5 6
spondyloarthropathies™ / ** synovial fluid and tissue

Sieper / Rudwaleit, Berlin

C 3.4 Development of highly-sensitive Synovia; 842  ongoing 3 2 7
detection-methods for intraarticular further use: PCR optimization

bacteria in synovial fluid and tissue*
Kuipers / Freise, Hannover

Immunevasculitides

C 2.11 Genome-wide association study in ANCA  Blood, EBV transformation 320  ongoing 2 0 0
associated systemic vasculitides: DNA- and of B cell lines;

EBV-lines bank further use: genetic analyses

Epplen / Jagiello, Bochum

C 2.12 Genetic risk factors of systemic DNA, Serum, EBV trans- 745  ongoing 7 0 50
lupus erythematosus* formed B cell lines; further

Witte / Schmidt, Hannover use: identification of SLE

candidate genes

*

supra-regionally collection and central analysis
**The materials and material data are used as diagnostic reference samples. All material banks correlate their material data with medical patient
records. The data processing is IT- based in all material banks
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2.5.2 Collection structure

In the Network biobanking has developed at least partly
in continuation of already existing banks that had been
established in the collaborating competence centers based
on their respective research traditions in different areas
of scientific activities: rheumatoid arthritis, spondyloar-
thropathies, and immunevasculitides. Eight integrated
material banks have been established. Due to the fact that
already existing banks were continued, responsibilities are
administered decentralized by the respective project lead-
ers of the different banks. The central office of the Net-
work receives updates of the inventory on a regular basis.

2.5.3 Material and data bases

The Network has several decentralized material banks
which are handled according to local requirements. As
examples, for two of the material banks specific details
are listed here:

Rheumatoid Arthritis- Project C2.3
What material is collected?
PBMC preparation from patients with arthritis n=2600

Sera from patients with arthritis n =1000
Sera from patients with early arthritis n= 230
Synovial fluid from patients with arthritis n= 320

Synovial tissue from patients with early arthritis n= 50

3000
M arthritis sera
2500 M PBMC
Synovial fluid
2000 [ Synovial tissue
M early arthritis
1500
1000 -
500+
0 i

2001 2002 2003 2004 2006

lllustration of the development over the last years in the RA biobank
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Are controls included? Yes, from patients with other auto-
immune diseases and arthritis.

How do you deal with biohazards? The samples are trans-
ported by messengers, no mail or official shipping.

What is the database? The samples are encoded and stored
separate and locked. The database is formatted in Micro-
soft Excel.

Does the database contain clinical, genetic or pathological
Material banks correlate with clinical and pathological
records? The database contains only clinical information.

Who does provide that input and where? Input is provided
by clinicians and study nurses in the Charité hospital.

Immunevasculitides- Project C2.11

What data is collected? For the material database EDTA-
anticoagulated blood has been collected by the respective
cooperation partners. First, lymphocytes of blood of WG
patients were separated by Ficoll gradient density centrif-
ugation. In order to generate inexhaustible amounts of
DNA (and RNA) B lymphocytes are subsequently EBV-
transformed thus generating immortal cell lines. In addi-
tion to these tasks, the EBV-transformed B cells are culti-
vated for later use of DNA/RNA and other respective
essays requiring living cells. So far, >320 patients with WG
have been sampled.

number of patients
250 / Inst1
200 M Inst2
150 [l Sum
100 /
50+~

0 » ‘ - : a
1999 2000 2001 2002 2003 2004

Graphical illustration of the development of the number of WG patients
during the funding periods from 1999-2004



Are controls included? Yes, the control subjects are sum-
marised in an independent database.

How do you deal with biohazards? The bio-bank is stored
in specially equipped labs (S2) with specific protection,
e.g. for DNA preparation and immortalising of B-cells for
cultivation.

What is the database? The data of our bio-bank are stored
by two database computer-programs (Excel and File-
maker) in anonymized manner in order to assure suffi-
cient protection. In addition, these delicate data are saved
in a specific ‘file-server’ which is secured maximally
(firewall etc).

Content of the database? The clinical and genetic data are
summarised in anonymous form in an excel- and file-
maker-database. Thereby, it is possible to correlate our
genetic analyses with the phenotypes represented by the
clinical data of the cooperating institutes in a fast and
efficient manner.

Does the database contain clinical, genetic or pathological
information? The databases include both clinical and
genetic data.

Who does provide that input and where?-The data are ini-
tially supplied by the respective clinical cooperation part-
ners of the project. Clinical data are mainly collected at the
vasculitis centre Bad Bramstedt and later on they are com-
plemented with the genetic data at the department of Hu-
man Genetics (Ruhr-University Bochum).

Costs of the material bank and database in summary
(2005-2006)? ~ 48,000 Euro.
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2.5.4 Management of material banks

For a standardized handling of the data and material
banks regulations have been developed. The formulation
of these rules had to consider that quite a number of topics
regarding biobanking including some ethical aspects, but
especially legal questions concerning the proprietary and
exploitation rights are rather complex. This complexity is
illustrated by the fact that these legal aspects are still a mat-
ter of controversial discussions even in a special working
group of the Telematics Platform of the BMBF despite pro-
fessional advice by a specialized attorney. In conclusion,
a pragmatic preliminary order for the use of biomaterial
collected in the Network was enacted in autumn 2003
that will be replaced as soon as more generally binding
legal conceptions are available. The preliminary order of
biobanking is based on the following principles regulating
responsibilities, rights and procedures:

1. Information of the scientific community

The Network publishes information on the existing bio-
banks including the names of responsible scientists and
contact information for potential users on its homepage.

2. The responsibility of the administrator of the biobank
The scientist in charge is responsible for:

» Maintenance of its operativeness including proper
handling of biomaterial (preparation, storage, ship-
ment), appropriate documentation and data han-
dling (electronic storage)

» Compliance with legal and ethical standards

» Reporting of the actual inventory to the central busi-
ness office of the Network. An upgrade should regu-
larly be given in 3 months intervals

» Timely processing of applications for use of biomate-
rial (compare item 4)

3. User rights
Who is allowed to use biomaterial?
» Internal use: for the approved Network projects,
without any need for special application
» External use: academic institutions, companies, etc.,
a special application is required
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4. Application procedure

The application has to be addressed to the scientist
responsible for the respective biobank.The application
should contain the following information:

v

Quality and quantity of the requested biomaterial
and eventually the accompanying pseudonomized
data sets (clinical data, lab parameters, x-ray scores)

» Aims of the study. It should be possible to judge the
application with respect to originality, feasibility, the
intended use of the results (publication, patent, com-
mercial use), and the chances for realization from the
information given.

» A statement on data safety and ethical issues of the
proposed project should be included.

» A statement concerning rewards (i.e. royalties in case
of commercial use, or offers for co-authorship in case
of intended publication) for the use of biomaterial
should be included.

» Applications that do not contain information on all
above mentioned items are regarded as incomplete
and will not be processed until completion.

5. Decision procedure
» The scientist that is responsible for the biobank will
have to formulate a judgment within 4 weeks after
receiving a complete application (according to the
specification in item 4) and to send this statement
together with the application to the individual mem-
bers of the coordination committee.

» The members of the coordination committee will
decide immediately (without the necessity to meet
each other) by simple majority of the votes. In case
of equal votes the judgment of the scientist in charge
of the biobank will decide.

» The coordination committee has the right to make
the use of material dependent on additional require-
ments to be fixed in the material transfer agree-
ments.
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» The decisions of the coordination committee are bind-
ing on all parties. However, the scientist in charge of the
biobank has the power of veto in few exceptional cases
i.e. legal uncertainties in connection with the intended
use of the biomaterial.

» All persons involved in the evaluation process have to
deal with the information given in the application con-
fidentially.

6. Material transfer agreement

The shipment of material is dependent on a prior signing
of a material transfer agreement, that restricts the rights to
use the material to well defined purposes, excluding any
extension without separate application as well as the trans-
fer to third parties. Depending on the respective project
individual amendment statements will regulate the duties
of the user with regard to exploitation rights.

7. Duration of validity

» In principle the regulations of biobanking will remain
valid beyond the end of the BMBF-funding period
since the Network will be integrated as a working
committee into the DGRh. Thus the succession of
the present coordination committee by an equiva-
lent panel that will fulfill the task of supervision and
decision making on the use of biomaterial collected
in the Network is guaranteed. It will also remain the
responsibility of the scientist in charge to guarantee
the functionality of the respective biobank beyond
the end of the BMBF-funding. In case that the ad-
ministrator cannot comply with these requirements
anymore it is his duty to actively contribute to a solu-
tion in collaboration with the supervising panel and
to accept in this respect simple majority decisions.
The panel has the right to withdraw the responsibil-
ity for the biobank from the administrator in the case
that its continued existence is at risk.

» The enduring validity of the Network regulations will,
however, allow for amendments to match standards
that might be set in the future by consensus findings
in working committees of the Telematics Platform,
additional requirements by the BMBF or new inter-
pretations of law concerning liability, proprietary and
exploitation rights.



2.6. Cooperations with other
research structures

The major activities of the research coordinator of the
Competence Network are focussed on building European
networks, acquisition of external European funding, and
lobby work to increase the awareness and priority of rheu-
matic diseases within the EU. In the past years, intense
communication and lobby work for topics in the Sixth and
Seventh European Framework Programme (FP) was per-
formed in collaboration with the National Contact Point
for Life Sciences in Bonn. The CELLAID initiative (www.
cellaid-eu.org) represents the successful integration of a
specific topic and the corresponding grant application that
was funded by the Sixth FP. Three symposia concerning
‘Cell based therapies for autoimmune diseases’ were held
in Berlin, Brussels, and Florence, respectively. Scientific
reports and summaries are published at the correspond-
ing website. Specific topics like T-cell and B-cell targeted
therapies, the role of cytokines and other cell types, and
results from current innovative therapies with biologics
were presented and discussed among European leading
experts. Translational aspects, clinical status of ongoing
trials, e.g. of stem cell transplantations, were discussed,
leading to the necessary measures for pan European re-
search projects and their clinical translation. At the second
and third meeting, the participants also discussed the sta-
tus of the Seventh European Framework Programme with
officers from the European Commission. The CELLAID
project is the platform for the preparation of specific top-
ics to be called and applied for in the Seventh FP. A fourth
Cellaid Symposium is planned to take place in November
2008.

For further lobby activities on the European level, the
Competence Network cooperated with the European
Science Foundation (ESF). Andreas Radbruch, Angela
Zink, Cornelia Rufenach, and Jutta Steinkotter contrib-
uted to the coordination of a ‘Science Policy Briefing
Meeting’ on rheumatic diseases, which was held 13-14
December 2005 in Brussels. An international expert panel,
representing epidemiologic, basic, translational, and clini-
cal research as well as the European League against Rheu-
matism (EULAR), European medicines agency (EMEA),
and patient representatives were invited. The result of this
meeting, which was chaired by Andreas Radbruch and
Maxime Dougados (Paris), is a statement on the potentials
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and demands of research on all levels as well as network-
ing on a European level. The statement will also present
major recommendations for Science Policy and is directed
to European as well as national funding institutions to
support the progress in basic research and efficient trans-
lation into therapies. These tasks are of major importance
to reduce the impairment of the patients’ quality of life,
to reduce the socioeconomic burden and to strengthen
the European Research Area, support the development of
innovative therapies and involved biotech and pharma-
ceutical companies. The final European Science Founda-
tion Policy Briefing document ‘Rheumatic Diseases — a
Major Callenge for European Research and Health Care’
(26 June 2006) stressed the importance of research in
chronic inflammation, osteoarthritis, health care, and
healthcare studies in the field of rheumatology as well as
innovative therapies such as cell therapies aiming at long
term remission and cure.

The Competence Network is further involved in the EU
project AUTOCURE (www.autocure.org), which is an
integrated project with high potential for success in the
field of innovative therapies, validation, and clinical trans-
lation. Gerd Burmester, Andreas Radbruch, and Reinhold
Schmidt are participating in the consortium. The German
and European landscape of rheumatology research will
benefit from the projects and results of the AUTOCURE
project, which also includes training and demonstration
events.

Starting in 2007, the coordinator supports proposals of
specific topics according to the priorities of the Seventh FP.

Future activities on national and international level will
include:

» Continuation of scientific workshops of the ‘Forum
Experimentelle Rheumatologie’ and the Vision work-
shop as integrated elements of the annual congress of
the DGRh

» Intensive lobby work towards specific calls and topics
within the Seventh FP

» Ongoing cooperation with the ESF regarding European
Science Policy and possible project funding through the
ESF
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» Grant application and support for applicants within the
Seventh FP

» Continuation of the CELLAID initiative and series of
symposia

» Continued coordinating activity for the AUTOCURE
project

» Contact, communication, and integration with national
and international networks in the field

» Continuous support for all members of the network and
information service regarding external funding sources,
national or European

Since activities have been increasing, e.g. in the course of
the CELLAID project, in networking, and in preparation
of new grant applications within the Seventh FP, the posi-
tion of the research coordinator was extended to 40 hours
per week. Especially with coordinating and writing grant
proposals for the Seventh FP, the work load in 2007 made
this extension necessary. Successful applications are of
high importance for research in the area of rheumatology.
Moreover, it is planned to finance the research coordina-
tor after the third funding period by an EU grant.
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3.1 Main achievements

Cooperation with the regional collaborative

arthritis centers:

By merging the central office of the Network with the
central offices of the DGRh and the collaborative arthritis
centers synergistic effects have arisen on all levels. Espe-
cially since the coordinator of the Competence Network is
coordinator of the regional collaborative arthritis centers
at the same time, the transfer of information onto the level
of health care and into daily clinical practice has improved
during the last three years steadily.

In 2007 the regional collaborative arthritis centers for the
first time have announced an annual theme: ‘Early di-
agnosis of rheumatoid diseases’ This topic is promoted
throughout the year with main activities planned in Oc-
tober at the world arthritis day with actions in 25 arthritis
centers all over Germany. The topic was chosen with the
purpose to bring new results from the Network’s research
into the periphery. The information material was prepared
on the basis of knowledge gained from the evidence-based
guideline of early RA and the GESPIC cohort - both de-
scribed in the next paragraph 3.2 on reviews and guide-
lines. For the campaign two flyers have been produced-
one for general practitioners and one for patients with a
wide distribution in pharmacies. The ‘rheuma-check] an
interactive test on the homepage was extended for ques-
tions regarding spondyloarthritis. The PR is supported by
the Network with corresponding articles in the Newsletter,
in the internet with chats and an interactive map. Numer-
ous press articles accompany the campaign. In 2008 the
annual theme ‘patient education’ will be promoted over
the course of the year.

Public relations:

One of the central goals of the Network was to develop an
information network extending from the research labo-
ratory to the patient. This goal has been achieved with
the employment of a medical journalist. Continuous press
releases and regularly held press conferences have raised
enormous attention for the Network in the press that is re-
flected in a great number of press reports about our work.
The activities to maintain the information network cover-
ing interests from the research laboratory to the patient
has been extended on different levels.
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» Since the beginning of 2005 a newsletter of the Compe-
tence Network is produced on a quarterly basis which
reports about activities in the Network, new diagnostic
tools, and ongoing studies on innovative therapeutic
procedures. This newsletter is widely distributed not
only to members of the Network but also to patient or-
ganizations, rheumatologists and general practitioners,
clinics, press offices, health insurances, governmental
institutions etc. ‘Guest’ authors from other groups can
place related topics and the feedback confirms that this
as a successful concept for an interactive exchange.

» The major tool in PR work continues to be the internet
as described in chapter 6 on visibility.

Cooperation with patient organizations:

Our Network is cooperating with self-help groups and
other lay groups on different levels. The joint organization
oflocal patient information events (symposia, workshops)
as well as cooperation in studies is coordinated by the
following two groups:

» Regional Collaborative Arthritis Centers

» 6 Competence Centers

Further cooperations on a supra-regional level:
» Integration of a section for collaborative projects into
the internet platform with links and technical support.

» Regular exchange of information about activities for
publication of new results from the Network in the pa-
tients magazine ‘Mobil’ and vice versa publications from
the ‘Rheuma-Liga’ in the newsletter of the Network.

» Joint public relation activities such as information leaf-
lets (‘Why go to the rheumatologist’) or common press
conferences (e.g. European Alliance against arthritis
and World Arthritis Day).

» Since 2003 a representative of the self-help group
‘Rheuma-Liga’ is member of the coordinating commit-
tee of the Network. The participation of a representative
of the ‘Rheuma-Liga’ in meetings of the coordinating
committee has already yielded valuable input for the
3rd funding period.

» A more intense cooperation with the German patient
organization ‘Rheuma-Liga’ has started in 2004 with
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founding consumer advisory board with two meet-
ings per year. To support this board the Competence
Network covers the costs for these meetings. And the
coordinator of the Network is a permanent member. In
addition, members of the Network are invited to speak
on special topics and discuss with the advisory board
new developments and strategies for future research
directions. The Rheuma-Liga has therefore started the
process of getting involved also in basic research.

» Since the beginning of 2006 a peer group of 6 members
both of the boards of the DGRh and the Rheuma-Liga
has developed a concept for a research foundation to
raise funds independent of governmental funding to
support research projects in the future. This planned
foundation is described in more detail in chapter 7 on
sustainability.

Medical information for external groups:

The Network offers information for patients, family mem-
bers, doctors and other professionals. A lot of these activi-
ties are organized by the regional centers which inform on
their local homepages as well as leaflets about the offer-
ings. The activities of Network members include:

» Participation in meetings of the Regional Collaborative
Arthritis Centers to inform about the activities in the
Network, new diagnostic tools, and ongoing studies on
innovative therapeutic procedures. These meetings are
usually open to doctors from all different specialties in
hospital and private praxis as well as to general practi-
tioners.

» For rheumatologists and interested internists or general
practitioners a variety of medical education programs
is available like special training courses with selected
topics, quality circles, interdisciplinary seminars, and
case report conferences.

» Special day or weekend seminars for patient informa-
tion are organized most often in collaboration with lay
groups.

Especially the internet with a variety of features helping
patients and doctors to find specific information will
be used extensively to transport medical information to
external groups. Regularly updated medical information
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for patients, relatives and doctors is provided by the Net-
work on its homepage. Since 2006 all internet activities are
joined with the DGRh.

More details are described in section 6 on visibility.

3.2 Reviews and guidelines

Development of an evidence-based guideline:
Management of early rheumatoid arthritis

The network developed the first S3 guideline in German
rheumatology. According to the major deficits in patient
care recognized by analyses of the national database of
the Network this guideline addresses the ‘Management of
Early Rheumatoid Arthritis. Our aim was to develop the
guideline according to international and national stand-
ards, as they are recommended by the European Council,
the German Agency for Quality in Medicine, the Associa-
tion of the Scientific Medical Societies in Germany and
the Scottish Intercollegiate Guidelines Network. Recent
international efforts have been started to share resources
and work. Founding and setting up the Guideline Inter-
national Network (GIN) is a major step towards an inter-
national collaboration on this topic. In accordance with
these international attempts we adopted a guideline from
the Scottish Intercollegiate Guidelines Network (SIGN)
and tailored it to the needs of the German health care
system. The original SIGN guideline ’Management of
early Rheumatoid Arthritis’ was published in 2001. The
guideline is targeted at the interface general practitioner-
rheumatologist to support early treatment with Disease
Modifying Antirheumatic Drugs (DMARDs). All relevant
professional and scientific bodies involved in a multidis-
ciplinary team care were invited to contribute and to nom-
inate representatives for participation in the development
group. This included also representatives from the patient
organization 'Deutsche Rheuma-Liga.

After a first review process the members of the guideline
group decided to take the Scottish guideline as a master
copy. The following rules for the revision process were
set up by the group. Modification of the original recom-
mendations if



» peculiarities of the German healthcare system make the
original recommendation inapplicable,

» there is new evidence which makes an update of the
literature search and the recommendations mandatory,
e.g. new drug developments,

» the group had the impression that recommendations
were insufficiently based, a link between evidence and
recommendation was missing or the preliminary work
was not done thoroughly enough.

In addition, all given recommendations were checked
concerning their link with the supporting evidence. All
publications cited as evidence base of the recommenda-
tions were critically appraised and classified according
to their hierarchy of evidence and the resulting strength
of recommendation. Additional literature search on spe-
cific German topics such as ’bath therapy” and ’in patient
rehabilitative medicine’ were performed.

As a result the outline of the original guideline was
adopted. Within the chapter on medical therapies the or-
der was changed to put more emphasis on the early start
of DMARD therapy, the main message of our guideline.
One major change as regards content is the different defi-
nition of “ early rheumatoid arthritis, which included the
first five years in the Scottish guideline and includes only
the first two years in our version. Because of the different
selection criteria this results in differences in the consid-
ered literature. 27 recommendations were formulated in
our guideline, 10 of which were taken from the original.
Five recommendations have the same content but differ-
ent grades of recommendation, caused by recruitment of
different studies or differences in the results of the criti-
cal appraisal process. Another 12 recommendations were
newly formulated.

The German guideline has 178 citations of which 96 are
included in the Scottish guideline also; the other 82 litera-
ture citations are different. The difference is mainly due
to newly published studies and due to the fact that we
included, whenever possible systematic reviews preferen-
tially.
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For the adaptation process we had expected that the major
workload and needs for modification would be caused by
the different situations in the two health care systems. In
contrast to this we found that the major work was caused
by reassessment of recommendations which was neces-
sary because the link between the recommendation and
the evidence was not explicit enough. Especially in cases
were underlying evidence tables were missing this lead to
uncertainty and the demand to redo the literature search
and the critical appraisal.

Collaboration in the field of guideline development will
be strongly facilitated when the presentation of the rec-
ommendations and their underlying studies are as com-
prehensive as possible. Ideal tools are evidence tables, giv-
ing an ideal summary about the existing studies and their
methodological quality. That enables an independent
formulating of the recommendations. Without evidence
tables adaptation of existing guidelines results in repro-
ducing nearly the complete development process.

The guideline is available in the internet platform since fall
2004. The printed version booklet is available in the cen-
tral office on demand. Furthermore, the index of practic-
ing rheumatologists in the 'Praxis- und Klinikwegweiser’
was used for the distribution of the guideline: all rheu-
matologists received an e-mail including the information
that the final version of the guideline is online available. At
several workshops and meetings the guideline was pre-
sented to the public and special audiences. The first up-
date of the guideline was published in 2006.

German Spondyloarthritis Inception Cohort (GESPIC)
The core element of the SpA network within the Compe-
tence Network Rheumatology was the establishment of the
German Spondyloarthritis Inception Cohort (GESPIC) as
decribed in 2.1.2. With an international group of scientists
(ASAS) under the guidance of J. Sieper and J. Braun dia-
gnostic algorithms for early AS/axial SpA were developed
based on GESPIC. This knowledge was transferred into
daily clinical practice by numerous symposia, presenta-
tions at national and international meetings, and several
publications in international but also national journals.
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4. Network management

4.1 Achievements regarding infrastructure,
quality assurance, organizational support
and communication

Infrastructure

To secure sustained function of the Network during the
3rd funding period and afterwards, a major organiza-
tional measure has been installed recently: the integration
into the German Society of Rheumatology (DGRh). The
Competence Network Rheumatology is now integrated
as a self-contained section (‘Arbeitsgemeinschaft’; AG)
into the German Society of Rheumatology (DGRh) since
January 2005. As an AG of the DGRh, the Network will
aim at coordinating and fostering excellent research in the
field and at communicating this to the other organs of the
society, in particular the Collaborative Arthritis Centers,
which will form a parallel AG of the DGRh, and which
will also provide the avenue to translate research into diag-
nosis and therapy. The statutes provide the frame to keep
the Network dynamic and excellent, by inclusion of new
groups upon external review and internal approval, and
by exclusion of old groups, when they loose externally
reviewed grants. The elected speaker of the Network is
a member of the board of the society and represents the
interests of the Network.

A joint Central Business Office has been set up to work
for the Competence Network Rheumatology, the German
Society of Rheumatology and the ‘Association of Colla-
borative Arthritis Centers. The central facility allows ef-
ficient coordination of activities by taking advantage of
synergistic effects and overlapping tasks such as research
coordination, workshop organisation, and acquisition of
joint grants, which will ensure sustainability in the long
run. Each of the partners financed 0.5 positions for coor-
dination in the central office since 2005. After the BMBF
funding the position of the coordinator will be financed
in total by the DGRh as well as half of the position of the
research coordinator. For internet and communication a
part time coordinator will continue the the activities.
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Quality assurance
Instruments implemented to assure the quality and effi-
ciency of the collaboration within the Network include:

» Annual assessment of single projects by interim progress
reports.

» Project controlling: All projects have defined milestones
for the third funding period which are called to account
in the progress reports and delays or divergences have
to be explained. Milestones are controlled internally by
the speakers of the Network and the speakers of the
research sections.

» Regular meetings of the coordinating committee and
the speakers committee provide control of the projects
progress.

» Joint measures for scientific/methodological quality as-
surance: On the horizontal level six research sections
have been implemented for scientific exchange and
quality assurance. Each of them meets on an annual
basis and submits a success report about its scientific
progress, the cooperative results and any hindrances it
has encountered in its attempts to enhance cooperation.
Vertical cooperative results (common publications of
experimental researchers, clinicians, epidemiologists
or publications making direct use of resources on the
patient-care level) are separately documented by the
central office. Depending on the particular research
section contributions of the individual Network part-
ners to the central tasks of the Network are docu-
mented, including preparation of information for the
internet platform, answering of questions from patients
and family doctors, contributions to the central sam-
ple banks, participation in the national database and
in multi-center studies, contributions to scientific con-
ferences, organisation of advanced training for doctors
and patients. Project B3.1 provides biometrical support
for clinical cohort studies and secures methodological
quality assurance.

» Joint measures for quality assurance of medical care:
The Competence Network is cooperating closely with
the German Society of Rheumatology (DGRh) for the
development and adaptation of guidelines for medi-
cal care. Furthermore, project B2.1 evaluates rheuma-



tologic health care in Germany by running a national
database in close cooperation with the German Regio-
nal Collaborative Arthritis Centers. The centers are
distributed all over Germany and are responsible for
provision of rheumatologic health care on the regional
level.

» Mechanisms for the management of conflicts between
Network members: Severe conflicts did not occur so far.
If they may occur in future, conflicts should be man-
aged by the coordinating committee or by the executive
board of the DGRh.

» Mechanisms for the controlling of finances: Finances
are controlled by the six competence centers them-
selves. The central and overall budget is determined in
the coordinating committee. Central funds are admin-
istrated by the central office.

Mechanisms for the acceptance of projects/dismissal of
unsuccessful projects within the Network:

» Announcements about new objects of funding
are being launched among rheumatologists in the
German rheumatology journal “Zeitschrift fiir Rheu-
matologie; in the quarterly newsletter, by mailings,
in the internet and at the annual DGRh meeting as
well as other workshops.

» For granting funding-e.g. the Start-up initiative of
the DGRh in 2006 - an external board of interna-
tional reviewers has evaluated the project proposals
with respect to the scientific quality of the applica-
tions, relevance to the health services, networking
and excellence of previous results.

Services, expert advice and support

» Biometry: The methodological approaches in all clini-
cal cohort studies were harmonized. Biometric support
in all research stages (writing of the study protocol,
development of case report forms, organization of
monitoring, data checking, quality control, statistical
analyses) was given by the project B3.1.

» Clinical pharmacology: The Network is cooperating
closely with the German Society of Rheumatology

4. Network management

(DGRh). Prof. B. Manger is spokesman of the com-
mission pharmacotherapy in the DGRh that deals with
therapy recommendations concerning e.g. the Cox2-
inhibitors or TNF-alpha blockers.

Coordination of clinical studies: Advice is provided
by project B3.1 (Biometrical and organisational sup-
port for clinical cohort studies). In terms of organisa-
tion the central office supports the identification and
acquisition of hospitals and rheumatologists for patient
recruitment.

Ethics: All studies have received ethical approval by the
respective ethics committees. As far as ethical ques-
tions in collaboration with industry are concerned the
Network relies on recommendations provided by the
DGRh which launched the draft version in fall 2007.

Human genome and gene technology: The rheuma-
tology Network is associated to the German National
Genome Research Network (NGEN 2) also funded by
the BMBE Partners from the competence center Ber-
lin initiated a regional network for the functional gene
expression analysis in systemic inflammatory rheumatic
diseases in order to identify novel genes for diagnosis
and therapy (BerlInflame). Additionally, the Network is
associated to an initiative of the EULAR for functional
genomics in rheumatic diseases, and several partners
within the Network are associated to German and inter-
national research networks in this research area.

Information and knowledge services: An IT platform
for knowledge transfer, dynamic communication and
online documentation with and within the Competence
Network has been established with rheumanet.org. This
platform serves as a structural and organisational in-
strument to facilitate vertical (between different layers
of care and research) and horizontal (co-working of
peers in different layers) networking in German rheu-
matology. Among the processing of a dynamic medical
website and its maintenance, all basic functionalities
have been prepared to promote the development of the
so-called global net wide data dictionary (GNW-DD
called Documed), to make it a sustainable instrument
for web-based documentation. For more details see
chapter 5 on IT-techniques.
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4. Network management

» Media presentation: The central office and the journal-
ist of the Network have developed several presentations
of the Network that are available in the central office.

» Patents, funding and legal requirements: The central
office provides advice in questions of patents and use
of commercially interesting research results.

Communication procedures

All projects within the Network with ‘cross sectional tasks’
support the Network partners and offer services at dif-
ferent levels. These projects include the central business
office (A5.4), public relations (A5.10), EDP-platform (B1),
the biometry unit (B3.1) and the peripheral coordinators
of the six competence centers (A5.1). Communication
procedures implemented are:

» Organization of scientific and Network meetings: Most
of the scientific meetings are now integrated into the
annual conference of the DGRh. The ‘Forum Experi-
mental Rheumatology’ takes place for the 9. time in
2007 and is a platform for Network members and
international guests. The company Roche is sponsoring
poster prices in the Forum for young scientists.
Established in 2005 the so-called “‘VISION’-workshop
is dedicated to a specific new technology, e.g. in 2007
RNAI technologies, where international guests are invi-
ted. All research sections meet the day before the annual
meeting and additional scientific meetings are organized
by the speakers of the research sections on demand.

» Provision of Network information: Since most of the
Network members do not receive funding via BMBF
for their research projects any more and therefore the
annual reports of single projects are no longer available,
the central office initiated a research data base in the
internet in 2006. All members can sign up here with
a profile of their research, describe the projects, list
publications, funding, biomaterial, trials etc. A search
function enables to screen for any wanted area. Due to
technical problems in the development of the data base,
we started in spring 2007 to enter the members infor-
mation and are still in the process of building up. The
database can be entered under http://www.dgrh.de/for-
schungsdatenbank.html. An annual update is planned
among the members.
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» Brokerage of general information: This is provided by
the central office, the coordinators of the six compe-
tence centers and the Network’s journalist in close co-
operation with the internet platform and the newsletter
as described elsewhere.

4.2 Local clinical coordinators

One important structural element of the network is the
coordinated interplay between the six competence cent-
ers. Local coordinators are mandatory to connect these
centers among each other and to the central office as well
as the local activities. From the beginning of the network
til today the peripheral coordination offices have proven
to be of immense value to realize the concepts. For the 3rd
funding period requested funding has been reduced to
50% because all competence centers succeeded in acquir-
ing the missing 50 % from the respective university. From
2008 onwards it is planned that the local coordinators will
be financed in whole by the universities.

This long-term financial support by the universities will be
crucial to maintain the high standard of clinical research
reached at the competence centers today. The major tasks
of the six local coordinators at the universities of Berlin,
Duesseldorf, Erlangen, Freiburg, Hannover and Luebeck
in the future will be:

» to participate actively in the research sections of the
Competence Network

» to coordinate research in the respective departments
like randomised clinical trials as well as observational
studies

» to coordinate research applications for the participa-
tion in new research programs arising for example from
the Road Map process of the BMBF, from the clinical
research programme of DFG & BMBF or from the EU
both on the local level and with other centers within the
Network

» to maintain the biobanks

v

to implement guidelines into daily patient care



» to organise educational activities between rheumatol-
ogy specialists and general practitioners

» to bring the results of clinical research back to patient
health care as well as student education

» to support the Network activities by contributing to the
Vision workshops, the internet activities (‘topic of the
month;, chats, patient information etc.), and public rela-
tions.

The tasks of the research coordinator are described in more
detail in chapter 2.6. on cooperations. The coordination
of the well established ‘Forum Experimentelle Rheumato-
logie’ as well as the newly established VISION workshop
are the national communication platforms of the network.
In addition, a series of EU-funded workshops —-CELLAID
- have established an international network among high
ranking international rheumatologists. Other activities in
the 6th FP and lobby work for the 7th FP as well as co-
organisation of an ESF workshop extended the tasks of
the research coordinator immensely. Starting in 2007, the
coordinator supports proposals of specific topics accord-
ing to the priorities of the Seventh FP. With an interim
financial support of the DGRh for the research coordi-
nator the hope is to get at least one EU grant which will
finance this position from 2009 onwards.

4. Network management

4.3 Promotion of young scientists

The Network has granted 15 fellowships in total (11 sab-
batical and 4 rotation fellowships) in order to support
scientific exchange among the competence centers (ro-
tation) and to enable clinicians to work experimentally
without clinical obligations (sabbatical). Results evolving
from this work have been presented at conferences and
some papers have been published. Due to financial re-
strictions we could not prolong the fellowship program
in 2004.

Taking into account the importance of the support of
young scientists we have now found alternative ways to
prolong this activity. Funds of 300.000 Euro of the DGRh
have been used for start-up research projects for young
scientists in 2006. The aim of these fellowships is to sup-
port young scientists with new projects and research con-
cepts in the beginning to enable them to publish and there-
after successfully apply for funds at other sources such as
DFG or BMBEF. An evaluation of this start-up initiative
will take place in fall 2007 and we are hoping to readopt
these successful activities in the future. In order to do so,
the DGRh will set up a research foundation aiming to sup-
port research projects, development of clinical guidelines
and concepts for medical education in rheumatology as
described below.

In addition, we have granted travel fellowships to 12
young scientists in 2007 to present their data at interna-
tional meetings. This activity will be continued with funds
of the Arthur-Vick foundation.

Aoolicant University / Clinic Time Period / Exchange
Holder

Prof. Dr. Thomas Kamradt University of Jena

Kerckhoff-Klinik GmbH
Bad Nauheim

Dr. Elena Neumann
Dr. Marvin Peters University of Miinster

Deutsches Rheuma-
Forschungszentrum Berlin

Dr. Chiara Romagnani

Dr. Hedda Wardemann Max-Planck-Institute Berlin

Generation of B Cell retrogenic mice for experimental 50,000 EUR

arthritis research

Migration potential of synovial fibroblasts in patients with 50,000 EUR

Rheumatoid arthritis

The role of SENP7 in the activation of rheumatoid arthritis 50,000 EUR

synovial fibroblasts

Defining the role of Natural Killer cells in initiating and 45,000 EUR

maintaining autoimmunity

B cell Self-tolerance and Autoantibodies in Systemic Sclerosis 50,000 EUR
45,000 EUR

Dr. Jochen Zwerina

University of Erlangen-Nirnberg The Hemochromatosis Osteoarthritis Registry (THOR)

Start-up initiative of the DGRh supports six new research projects since fall 2006
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5. IT management

5.1 General aspects of IT-management

The website represents the platform for internal and
external communications of the Network. The IT team
in Duesseldorf developed applications for rheumatolo-
gists and patients, provided and coordinated content and
organized its presentation and maintenance until 2006.
Thereafter, most of the content was transferred to http://
www.dgrh.de due to the incorporation of the Network
into the DGRh. The responsibility for maintenance and
organization of the content was also transferred to DGRh
and is now coordinated in the central office.

To facilitate content contributing of all network members
and network-wide co-working, the IT team developed an
individual dynamic database-driven content management
system (CMS) - including various interactive features as
a discussion forum, an e-mail answering service, a chat
application, a thesaurus and a multimedia archive.

Besides the development of the core CMS, additional
applications were integrated into the website:

» ‘Praxis- und Klinikwegweiser’— an online rheumatolo-
gists’ database for patients

» ‘CME Online Center’-an online e-learning application
for continuous medical education (CME) for rheuma-
tologists

» ‘RheumaCheck’ - an interactive assessment for rheu-
matic disorders

These features have been integrated to the new website of
the DGRh since the use of this portal for network-wide
gathering and preparation of information led to a more
effective way of providing and disseminating more reli-
able, actual, consistent and consented information for
patients, physicians and researchers. On the basis of our
experiences in website development, we host and admin-
istrate websites for other rheumatology-related organisa-
tions e.g. the Lupus patient group. These organisations use
our CMS and we offer them ongoing IT support.

Another focus was set on the development of the electronic

medical documentation system DocuMed.rh. DocuMed
is a flexible application for electronic long-term docu-
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mentation of patients with rheumatic diseases for research
and quality management. The client server, multi-layer
software was developed in-house and is implemented in
about 50 clinical practices and hospitals. Data interfaces to
medical/clinical information systems were established.

The experiences of the development and parts of the code
were reused for different online studies and surveys (e.g.
LULA study, Mobile Computing study etc.). The IT team
developed tools for accessing the collected data for sci-
entific research with statistical analysis software. The IT
concept and security policy are in accord with the general
guidelines of the Heinrich Heine University of Duessel-
dorf. The main focus lies on data confidentiality and in-
tegrity. Therefore all applications processing and storing
sensitive data implement a fine granulated security con-
cept including identity, data access and information rights
management components with a role based authorization
concept. During the process of software development, dif-
ferent methods of quality management were applied. To
keep software flexible and its quality at high level, agile
software development methods were adopted, especially
the concept of ‘Extreme Programming’ This concept in-
cludes unit tests, continuous design improvements (refac-
toring) and a rapid feedback principle.

5.2 Implementation and use of specific
IT-management tools

As mentioned above, the IT team developed individual
solutions for remote data entry, studies/surveys and
telemedicine in-house according to relevant guidelines.
DocuMed.rh or its core application was used for medical
studies and surveys. Other applications were developed
to support medical care (Praxis- und Klinikwegweiser,
RheumaCheck, Chat, Email Service) or medical education
(CME Online Center). Pseudonymisation tools are still
under development in collaboration with ‘Telematikplat-
tform fir Medizinische Forschungsnetze e.V.’ (TMF).
Clinical guidelines and quality management programmes
are implemented in the design of the content manage-
ment system and the electronic medical documentation
software. The website enabled working groups to develop
and revise medical guidelines online (DGRh Guideline
early RA).



6. Visibility
6.1 Internet

2003 Topic of the month

December 2002 Psoriatic arthritis Erlangen
January

February Rational laboratory diagnostics Freiburg
March

April Sjégren-Syndrom Hannover
May

June Vaccination under Libeck
July imunosuppression

August Early rheumatoid arthritis Diisseldorf
September

October - New therapies for rheumatoid arthritis ~ Berlin
December

2004 Topic of the month

January Hypertension Erlangen
February

March Systemic sclerosis Freiburg
April

May Giant cell arteriitis Hannover
June

July New therapies for systemic Libeck
August vasculitides

September - New rheumatic factor: CCP-antibody ~ Diisseldorf
November

December - Early rheumatoid arthritis Berlin
March 2005 (diagnosis, prognosis, therapy)

The establishment of our internet platform www.rheu-
manet.org has been a successful communication tool
both for members within the network as well as for doc-
tors, patients and other parties interested in the field of
rheumatology. With the integration of the network into
the German Society of Rheumatology DGRh it became
necessary to build a common communication platform.
In consequence the websites of www.rheumanet.org and
www.dgrh.de were merged to one site and launched at the
annual congress in Wiesbaden in 2006. This relaunch was
used to modernise the design as well as the features which

6. Visibility

2005 Topic of the month

December 2004 Early rheumatoid arthritis Berlin

- March (diagnosis, prognosis, therapy)

April - Non-infectuous myositis Freiburg
June

July Lyme disease Hannover
August

September Diagnosis of systemic vasculitides Libeck
October

November Smoking and rheumatoid arthritis Diisseldorf
December

2006 Topic of the month

January Stem cells transplantation with SLE Berlin
February

March Vaccination for children with Berlin
April rheumatic diseases

May Immune system Jena
June

July Pain therapy Leipzig
August

Oktober Early diagnosis of spondylitis Berlin
November ankylosans

Dezember Chondral replacement Hamburg
January and artificial joints

support several functions. An internal member’s areas
now allows direct access to all protocols and documents
of different active groups and allows a maximum of trans-
parency. Especially the research section represents the
activities of the Competence Network. Here, we estab-
lished a research data base where all active groups can
sign up and give information on their main research focus,
material banks, cohorts, publications, grants etc. This re-
search data base is an excellent tool to search for coopera-
tion partners, biomaterial and to get a quick overview of
the different activities in the groups.
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6. Visibility

Since the launch in October 2006 the content is perma-
nently updated and extended. In 2007 a new section espe-
cially for patients has been developed. An interactive map
with all Regional Cooperative Arthritis Centres in Ger-
many helps to find doctors in special areas. A campaign to
promote the ‘Early diagnosis of inflammatory rheumatic
diseases” has been in the focus in 2007 and peaks on the
Word Arthritis Day on 12th of October. This campaign
is backed up by detailed information for doctors as well
as for patients. Results from projects of the Competence
Network like the evidence-based guideline for early RA or
the recommendations for early diagnosis of SpA from the
GESPIC cohort are translated here to a broad audience.

6.2 Public relations activities

Activity 2003 2004
Press conferences 2 4
Press releases 9 14
Reports by news agencies 117 5
Public press reports 4 30
Scientific/medical press 25 17
Online/Internet reports 60 23
TV/Radio presentations 9 7

One of the most successful online activities is the ‘topic of
the month’ which started at the beginning of the Network
and is continued with new articles every other month,
addressed to either GPs or to patients. The six Network
centres are responsible for providing the content once a
year. The authors host the internet expert chat on two
successive evenings. In September/October e.g. the topic
of the month is the ‘early recognition of arthritis ancy-
losans’ in accordance to the above mentioned campaign
and World Arthritis Day. The list shows the complete
issues from 2004 to 2007. All activities regarding the
internet platform are now coordinated in the central office

in Berlin.
2005 2006 Multipler
3 3 supraregional
1" 9 supraregional
13 20 supraregional
50 299 general public
38 70 supraregional
63 46 general public
10 18 general public

Number of press activities from 2003 — 2006. In 2006 the numbers reflect the joint activities of the Network and the DGRh.

All press releases are listed on the DGRh homepage (www.dgrh.de).

6.3 Presentations at scientific conferences

2003
Congresses national 57
Congresses international 18

2004 2005 2006
34 42 24
48 18 31

Number of presentations at national and international conferences from BMBF-funded projects. Details of abstracts are listed in Annex.



7. Sustainability

The competence network has been successfully integrated
as a self-contained section (Arbeitsgemeinschaft, AG) into
the DGRh. As an AG the Network is aiming at coordinat-
ing and fostering excellent research in the field, following
also the ideas of the current ‘Roadmap’ of the German
Ministry of Health. To keep up excellent research in the
Network all members need to have reviewed projects and
an active contribution to the Network’s activities. The
focus is no longer on inflammatory diseases only but
includes now also the field of osteoarthritis and osteo-
immunology.

Many steps have been already taken to maintain the activi-
ties in the long run by the acquisition of various sources
of financing:

» The DGRh has given grants for start-up research
projects (300.000 Euro) and for travel fellowships.

» The Collaborative Arthritis Centers support transfer
projects and the national database every year with
50.000 Euro.

» The deans of the medical facilities of the six compe-
tence centers have agreed to continue the funding from
2008 onwards based on a positive final evaluation of
the network by the scientific advisory board.

» The scientific meetings such as the ‘Forum of experi-
mental rheumatology” and the “VISION workshop’ are
integrated in the annual DGRh congress and costs will
be covered by the congress profits.

» The industry forum is financing basic costs of the cen-
tral office by membership fees and supports the national
database starting in 2007 with an extensive programme
(200.000 Euro in total).

» EU projects have already supported research coordina-
tion and European networking activities that will hope-
fully lead to even more successful grant applications in
the future.

7. Sustainability

» The DGRh will finance the central coordinator of the
competence network, the research coordinator position
for an interim time period until EU funding is avail-
able, half a position for internet support as well as some
funding for press activities. With this support all major
activities in the central office can be continued after the
BMBF funding period.

The major focus is now to establish a charity for rheu-
matology research. Fundraising is a potential source of
income as charities in other countries such as the Nether-
lands, United Kingdom and the USA are successfully
demonstrating. The DGRh has decided to set a budget
of 100.000 Euro aside to build up fundraising activities.
During the course of this year several meetings with the
patient organization Rheuma-Liga have led to a concept
where both organizations want to set up a common arthri-
tis foundation with the aim to raise money for research
activities in this field. A detailed concept has been worked
out by the central coordinator which is momentarily un-
der revision and should be accepted in fall by both of the
general member meetings.

Considering all the preparations the official start of the
fundraising activities is aimed for the beginning of 2008.
In order to be successful with fundraising the tasks for
this project include a variety of features such as setting
up a valid database, producing information material,
organizing events, educating rheumatologists, fostering
international exchange, involving volunteers and running
campaigns. This can be only performed by engaging a
professional fundraiser who will have the support of the
central office facilities and public relations. It will take at
least three years until a substantial amount of money will
be available for research funding and both DGRh and
Rheuma-Liga have committed themselves to support the
fundraising activities now and from 2008 onwards.

In summary, the network has initiated all crucial steps for
a sustained structure after the 3rd funding period. The in-
tegration in the DGRh secures the Network on a national
level; the various EU activities on an international level.
The involvement of the industry forum will secure the
basic finances with expected increase over the years and a
successful fundraising should raise substantially amounts
of funds for research projects in the long run.
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