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	MDS Work Package meeting in conjunction with the symposium of the European LeukemiaNet, Heidelberg, January 30, 2007

	



Present

de Witte, Hellström-Lindberg, Ganser, Bowen, Lübbert, Fenaux, Huber, Padua, Germing, Malcovati, Della Porta, Giagounidis, Ossenkoppele, Cermak, Stadler, Tobal, P. Bernasconi, Schlank, Gologan, Cilloni, Fava, Sierra, Jacquzne, Mittelman, Rockemer-Vogt, Holowiecki, Knuutila, Bellinge, Wagner, Deschler, Atta, Mischak-Weissinger, Hülshaus, Sambani, Fonatsch, Bené, Mills, Fröhlendiche, Gerbon, Büchner, Haferlach, Serve, Binder, Bettelheim, Ihrig, Toln, Williams, Mecon.

Future meetings

-
Consensus conference on therapeutic guidelines in MDS in conjunction with the 9th International Symposium on Myelodysplastic Syndromes Florence, Italy. 16-5-07, 9.00-12.00, coordinator Luca Malcovati and Matteo Della Porta (to be checked with M.Cazzola and Kathy Heptinstall asap. PM involve MDS Foundation).

-
MDS and joint MDS/AML WP meetings at EHA, Vienna, Austria, June 7–10, 2007.
-
EHA Symposium: kick-off meeting of MDS registry study by Novartis for datamanagers and junior physicians, etc.

-
Workshop Cytogenetics in MDS, Vienna, September 2007 (date not fixed yet?) together with WP 11 Cytogenetics.

Evidence- and consensus-based guidelines for the therapy of primary myelodysplastic syndromes
Malcovati, Della Porta, Cazzola

1.
Selection of an Expert Panel;

2.
Systematic review of the literature and synthesis of evidence;

3.
Key questions were proposed pointed to the recommendable strategies within each therapeutic category, and the expert panel formulated evidence-based statements for each question. Based on the statements of the experts, the clinical variables and recommendations were formulated and ranked according to the supporting level of evidence.

4.
A series of clinical scenarios were defined. For each clinical scenario the members of the Expert Panel have been asked to grade the appropriateness of providing a certain treatment. An analysis of the panelists’ scores was carried out (median, dispersion of ratings) with the aim at defining the level of agreement and the appropriateness rating. 

5)
LM and M DP will make a draft of the possible therapeutic recommendations based on the outcome of the scenario analysis (and earlier literature review) in March and they will circulate it amongst the expert panel. Additional scenario’s will be developed to cover ambiguous issues/scenario’s. The ambiguous scenario’s will be discussed during the next consensus conference. The scenario exercise will be repeated after the conference (?).This final consensus conference has been planned with the aim to reach a definite consensus on question-specific statements and to agree on the appropriateness of some selected scenarios (Florence, May 2007).

Additional deliverables
-
Publication of therapeutic guidelines in Hematologica Journal, planned this year. 

-
Interactive website will be developed with the patient scenario’s, but also a list of clinical characteristics. This site will give the opportunity for feedback: advise of experts, adherence to advice, etc.

Comments
-
Good maintenance of website is crucial.

-
Comparison with guidelines for AML (Döhner).

Yearly update of a list of all trials by MDS study groups in Europe

T. De Witte

All participants of WP8 requested to complete the new forms (WHO minimal dataset) or send protocols or synopsis to Olga Huber, secretary WP8. See www. http://www.leukemia-net.org/content/e58/e3956/e3958/index_eng.html

List of new treatments potentially interesting for treatment of MDS patients
T. De Witte

This list was deduced from the MDS task force Meeting in Barcelona March 24, 2006 and the subsequent EORTC LG meeting of April 6-8, 2006 in Rome. This represents an informal list, to keep each other informed of new developments for treatment of MDS patients, at an earliest stage as possible. Some overlap with the list of open MDS trials is inevitable. We will send the list of new treatments to all participants of WP8, please comment on the list and share new initiatives that start in collaboration with pharm. companies.
Diagnosis of myelodysplastic syndromes
E. Hellström-Lindberg

ELN published MDS Diagnostic Guidelines July 2005. New WHO revision under way 2007. Several ELN WP8 members will be present. Input for WHO classification update.

-Myeloid and bone marrow failure syndromes, overlap in diagnostics.

-How do we combine morphological and genetic information?

-Decision about what classification to use: Only WHO in future? WHO + FAB? WHO and double-class. MDS with 21-30% blasts?

-Decision about optimal risk assessment systems: IPSS? Others? Double classification IPSS/WPSS?

Problems regarding WHO for MDS
-
Cut-off for dysplasia: 10%? Arbitrary. 25%.

-
FAB RAEB-t is not recognized, as AML diagnostics rarely include estimation of dysplasia

-
MDS with grade III fibrosis: No optimal WHO subgroup available.

-
Hypoplastic MDS: Or MDS with preceding AA / PNH?

-
MDS with defined genetics other than 5q?

-
Low-risk MDS with del5q + other single abn..

-
Feedback from WHO meeting Feb 2007. Meet with a small group (E Hellström-L, M Lübbert, U Germing and a representative from Immunophenotyping network).

-
Suggest guidelines, together with AML WP5, including: Choice of classification, Diagnostic process, Choice of risk assessment scores, Follow-up process.

-
Guidelines should be pragmatic and simple. Circulate suggestions to networks, receive feedback about acceptance (e.g. usage in future MDS, AML clinical study protocols).

A prospective, non-interventional multicentre European MDS Registry 
D. Bowen
Primary study objectives
To describe the demographics and the disease-management of newly diagnosed MDS patients within IPSS low and intermediate-1 categories. 

Main Secondary Objectives
 Overall Survival censored at 5 years (or death)

 Time to Leukemia Progression 

 Patient Reported Outcome (Daily Living Scale)

 Safety

Sub-studies (in selected sites): Cardiac MRI, QoL, pharmacoeconomic, biological correlative studies.

Study population Sample size = 1000-2000 cases

Study visits
-Recruitment phase will be 18-24 months

-Data will be collected at 6-monthly visits for 5 years follow up

-Data collected for routine management only

-Research blood samples at 6-monthly visits

Review and approve the full protocol

-
Review and approve of CRF (list of data to be collected).

-
Review and agreement of study organization and parties’ responsabilities.

-
Need to run a FEASIBILITY study to assess the patients’ availability in each participating country/referral site.
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Comments
Generic diagnostics important. Central review will be performed for each National Registry.

Improving patients equality and access to drug across EU countries
De Witte

Inventory of licensing of EPO June 2006

	Country
	Access to EPO
	Licensed for MDS
	Initiatives for licensing
	Reimbursement
	Other

	France
	Yes
	No
	
	Patient's general security system
	Recommended by GFM and FSH, however no obligation for reimbursement.

	Sweden
	Yes
	No
	
	Health care system (out-patient)

Hospital (in-patient)
	

	UK
	Variable per region
	No
	First licensing by EMEA necessary?
	Patient's general security system
	No central protocol for EPO use in MDS.

Recommended by BCSH MDS guidelines.

	Romania
	Yes
	Yes
	
	
	Protocol for treatment with EPO in MDS for use in Romania

	Netherlands


	Yes
	Yes
	
	Insurance
	


Treatment with Erythropoietin and G-CSF Improves Survival in MDS Patients with Low Transfusion Need
E Hellström, L Malcovati, M Jädersten
EPO-G treatment and outcome in MDS: what is known?  Jadersten et al, Blood 2005; 105:803-811
Multivariate Cox analysis showed no significant impact of treatment on survival or risk of AML evolution. 

IPSS/IMRAW cohort lacked information on: WHO classification, transfusion need, S-EPO level.

Predictive group for erythroid response to EPO-G correlates to outcome

Good predictive group
( longer survival
(S-EPO<500 U/ml and <2 RBC U/month)
Poor predictive group
( increased risk of AML
(S-EPO>500 U/ml and ≥2 RBC U/month)

Aim of the current study
To asses outcome in EPO-G treated and matched untreated MDS patients → Taking into account major prognostic variables including WHO classification and level of transfusion-need.
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Both cohorts
Only a small minority received iron chelation therapy

Enrolled during the 90’s in Western European countries

Data on major prognostic variables including WHO classification, transfusion need, S-EPO level

Long period follow-up

*Jadersten et al, Blood 2005   **Malcovati et al, JCO 2005
Data speaks for an outcome benefit of EPO-G treated MDS patients. Potential points of concern:

-
Non-randomized, retrospective

-
Demographical differences Sweden vs. Italy

-
Why did the Italian patients not receive treatment?

-
Why do treated patients survive longer?

Conclusions

-
EPO + G-CSF treated MDS patients show better overall survival compared to untreated.

→ Effect most distinct in patients with no or low transfusion need.

-
Chronic EPO + G-CSF treated MDS patients show no increased risk of AML evolution.

Comments

-
Licensing of EPO, suggestion to convince National Healthcare Institutions (like the way in the Netherlands) instead of EMEA.

-
Consensus: It may be important for licensing of EPO to publish more results on the benefit of EPO_GCSF treatment: action P. Fenaux, E. Helstrom-Lindberg and others.

-
De Witte will check whether an approach of EMEA will be useful, probably not. In addition, Amgen will start a study for registration of EPO. 

An International Multi-Center Microarray Study for the Molecular Classification of Leukemia Identifies Novel Sub-groupings in MDS Overlapping with AML

K Mills, Reader in Molecular Haematology, University of Cardiff

The project is led by Dr Torsten Haferlach (WP13 Gene Profiling group) in Munich. 

The MILE study has analysed 1901 expression profiles from retrospective samples in 11 centres (ELN: 7, USA: 3, Singapore: 1). MILE has compared the microarray classification accuracy of 16 acute and chronic leukaemia subclasses, MDS, and non-leukaemia as control group, to routine diagnostic workup.

-
Overall prediction accuracy 91.88% for all 18 disease classes.

-
97.2% prediction accuracy  for classes Pro-B-ALL, ALL with t(11q23)/MLL, T-ALL, AML with t(8;21), AML with t(15;17), AML with inv(16), CLL, and CML.

-
95.65% prediction accuracy for 17 classes (MDS excluded).

-
Miscalls between the classes are predominantly observed in the distinction between MDS and AML with normal karyotype.
MILE study Stage I
173 MDS samples analysed

-
49.1% correctly called MDS (Class 17)

-
24.6% called “AML” 



20.0% AML with normal or others (Class 13)



4.6% AML with complex cytogenetics (Class 14)

-
24.0% called Non-leukaemia / Normal bone marrow (Class 18)

Currently all MDS morphology slides being externally reviewed.

Conclusions
MILE Study Stage I has: 

· Identified subgroups of MDS with gene expression profiles for
-MDS with a normal-like signature


-True MDS


-MDS with an AML-like signature

· Profiles highly correlated with IPSS scores

· Potential survival differences associated with profile types

· Pathway and functional definition of sub-classes may indicate further therapeutic targets

With a request that interested centres could contribute well characterised samples, particularly low risk patients, for further analysis by expression profiling. 

Comments 

· Total BM cells, phycol separated were used. Whether BM can be used for gene profiling without any purification step is under investigation (see publications in Leukemia by WP13 and German Group).

-Determine % erythropoesis by morphology, as erythropoetic cells have an abberant gene profile.

MDS/AML Working Package meeting

Frailty index for treatment decision-making for older patients with MDS or AML 

M Lübbert, B Deschler

Comments
Michael Lübbert will come with plan for new deliverables, including manuscript, validation of index in other groups, including Nijmegen, and in ongoing studies (AML 17/19?).

EPO-G patients (n=121)


Nordic cohort*


Inclusion criteria


	FAB 1-3


	Hb<10g/dl or transfusion


	dependency





Untreated patients (n=268)


From the Pavia cohort**


Selection criteria:


FAB 1-3


Hb<10g/dl or transfusion dependency








PAGE  
1
07 March 2007
www.leukemia-net.org 


T de Witte, O Huber  WP8


[image: image3.png]_1229431892.ppt








European MDS Registry

Steering Committee 

Novartis Oncology

Region Europe

European MDS Registry - Organization

  European MDS Registry

      Operational Team 

Data Management 

& 

Statistic Unit

Referral 

site 1

Referral 

site 2

Referral 

site 3

Referral 

site 4



LeukemiaNet Working Party 

EU MDS Registry 













Steering Committee

Membership

European MDS Registry - Organization

Chair: prof. Bowen

	

Co-chair: prof. De Witte



Secretary: Chair of the Operational Team



Novartis Oncology: one representative (non-voting member)

Country representatives:



Austria: M. Pfeilstoecker

Czech Republic: J. Cermak 

France: P. Fenaux 

Germany: U. Germing

Italy: L. Malcovati 

Netherlands: T. De Witte

Rumania: R. Gologan

Spain: G. Sanz

Sweden: E. Hellstrom-Lindberg

UK: D. Bowen

Greece: A. Symeonidis







		 Primary Objective : description epidemiology and disease-management of IPSS low and intermediate-1  MDS patients, classified according to WHO criteria 





		 Main Secondary Objectives: 

		 Overall Survival censored at 5 years (or death)

		 Time to Leukemia Progression 

		 Patient Reported Outcome (Daily Living Scale)

		 Safety



		 Sub-studies (in selected sites): Cardiac, QoL, pharmacoeconomic



A prospective, non-interventional multicenter European Registry on IPSS low and intermediate-1 MDS patients

Study concept (1)















		 Main Inclusion Criteria :

		 male or female of any age

		 MDS classified according to WHO 2001 criteria

		 IPSS low and intermediate-1 risk

		 both transfusion dependent and not dependent

		 treated or not with iron-chelators

		 able and willing to provide the written informed consent



A prospective, non-interventional multicenter European Registry on IPSS low and intermediate-1 MDS patients

Study concept (2)







A prospective, non-interventional multicenter European Registry on IPSS low and intermediate-1 MDS patients

Study concept (3)

		 Target for recruitment: 2000 patients





		 Countries: Austria, Czech Republic, France, Germany, Italy, Netherlands, Romania, Spain, Sweden, UK, Greece





		 Enrollment time : 18-24 months 





		 Expected First Patient-Fist Visit :  1Q 2007 





		 Follow-up : patient observed for 5 years (or until death)
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Steering Committee

Duties and Responsabilities 

European MDS Registry - Organization

Main responsibilities: 



- Define Study Design and Approve Study Protocol

- Identification/Selection of sites 

- Monitor the patient inclusion rate and push clinical sites to include  

  patients (if needed)

- Monitor the availability of resources at referral sites

- Approval of  Statistical Analysis Plan

- Define the pubblication policy and authorship

- Approval of communications/papers



During the patient inclusion, the Steering Committee should meet at least every 3  months (via TC), mainly to review and discuss the recruitment rate and decide actions to push recruitment.













Operational Team

Membership

European MDS Registry - Organization

 

Chair: Project manager from Coordination Unit



Participants: Representatives from Coordination Unit

		

	        Representatives from Central Data Management/Stat Unit

                      (Data manager, Statistician)



	        Data managers/nurses from Referral sites



  	        One representative from Novartis Oncology (non-voting member)		















Coordination Unit

European MDS Registry - Organization

Main responsibilities:

- Overall coordination of the project through a Project Manager

- Write the Study Protocol (with the support of statistician)

- Distribute sites metrics (number of patients included, etc..)

- Coordination of Referral sites

- Site Training

- Organization of meetings (Steering Committee, Operational Team)

- Draft abstract/poster/paper 

- Support the Steering Committee in the preparation of all policies (eg. Authorship)

University of Nijmegen 

The Project Manager will serve as secretary of the Steering Committee















Central Data Management/Stat Unit

European MDS Registry - Organization

Main responsibilities:

- Design, test and manteinance Core database

- Data cleaning, database lock

- Preparation of manuals/working instructions related to the data management  

- Preparation of Statistical Analysis Plan 

- Execution of Statistical Analysis 

- Statistical support during the preparation of protocol, poster, abstract,   

   manuscript

- Provide metrics by site

University of Leeds





EORTC LCG


EORTC LCG





