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1. Briefly describe the project in a language understandable to non-scientists
(max. 100 words)
The Nordic MDS Group performs investigator-initiated clinical trials aiming to improve
symptom-free survival and cure rate for patients with myelodysplastic syndromes (MDS),
and to increase clinical and biological understanding of these diseases through
establishment of a clinical study database and a Nordic biobank platform. The study program
encompasses new treatment against the severe anemia of low-risk MDS, as well as the very
poor prognosis of high-risk MDS. A novel component of this project is to create a populationbased DNA biobank from patients with MDS in the Nordic region in order to understand how
different treatments should be selected in the future.

2. Summarize the major findings of the project (max. 400 words)
*Based on previous studies in the group, we have further evaluated and confirmed the
strong negative impact of small TP53 mutated subclones in del(5q) low-risk MDS, a group
that should not be treated with lenalidomide. This has been implemented in the Nordic
Guidelines (www.nmds.org). The study has been accepted for publication
*The NMDSG randomized phase II trial, NMDSG10B, has been launched in all participating
countries and enrolled close to 1/3 of planned patients. This study includes newly diagnosed
patients with high-risk MDS and AML with del(5q) and evaluates the combination of
azacytidine (standard treatment) ± lenalidomide in 72 patients, including also patients with
early and potentially curable disease.
* The clinical phase II trial NMDSG08A tested the hypothesis that refractory transfusiondependent anemia in low and INT-1 risk MDS can be attributed to epigenetic dysregulation
and respond to treatment with Azacytidine ± EPO. The study enrolled 30/30 planned
patients, showed overall negative results, which has led to modifications of the Nordic
Guidelines. The study has been accepted for publication
* NMDSG has completed its first phase I dose finding study of eltrombopag in patients who
have an indication for azacytidine and a pre-existing platelet count <75 x 10E9/l and to prepare
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for a phase II study (new). 25% of intended patients have been recruited. Results were
favourable and the ms has been submitted for publication
* All NMDSG trials render a common biobank with well-annotated MDS patients and we
have developed an experimental platform that is shared between all researchers and
enables genetic, epigenetic and stem cell studies. We have during 2013 tested and validated
the Haloplex platform for 42 genes in 450 MDS samples from the NMDSG database and
Stockholm region, as well as a new Haloplex kit of 72 genes. Moreover, all 4 participating
countries have identified national population-based sample collections, and received ethical
permit for targeted sequencing. The first analysis of approx. 200 Nordic patients will be
analysed Q2 2014.
* NMDSG is working with new protocols for CMML and del(5q) MDS

3. Describe how the project has increased our knowledge of the prevention,
cause and/or cure for cancer (max. 150 words)





MDS is a severe disease with poor estimated outcome both in INT-2 and high-risk MDS
(approximately one year) and in lower risk groups with regular transfusion need.
Moreover, patients with a regular transfusion need have a much poorer quality of life.
The clinical trial program aims to improve symptoms and prognosis and cure rate in
patients with MDS.
The clinical trial program builds up a biobank, which is used to support biological studies
across the Nordic region. These studies may lead to a better understanding both of basic
biology of the disease and of mechanisms for response to various treatment alternatives.
The Nordic MDS Group collaborators published since almost 10 years Nordic Guidelines
for management of MDS, which serves to inform the haematological community about
optimal management of the disease. Through these guidelines, new clinical findings are
effectively implemented.

4. Outline how Nordic cooperation has added value to this project (max. 100
words)






The incidence of MDS (4/100 000) makes Nordic corporation necessary if qualitative
studies are to be performed. NMDSG is considered as one of the best clinical MDS
groups in the world, much thanks to the long-standing support from NCU
Part of the recent grant has been used to bring junior collaborators to the bi-annual
meeting, which also includes sessions for junior research projects. This will ensure the
survival” of NMDSG in the future.
The results obtained from the studies are rapidly implemented in the clinical practise due
to the Nordic Guidelines for MDS.
During the last project period NMDSG has also formalised the preclinical collaboration
and access to biobank material

5. Publications resulting from the NCU research grant
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Möllgård L, Hellström-Lindberg E. Limited clinical efficacy of azacitidine in transfusiondependent, growth factor resistent, low and INT-1 risk MDS. Results from the Nordic
NMDSG08A clinical Phase 2 trial. Accepted Blood Cancer Journal, 2014
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