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WORKPACKAGE NUMBER 3. CORE SET OUTCOMES VARIABLE SELECTION

The objective:

The objective of this workpackage is to develop criteria for disease severity to be used for defining improvement of the disease and for measuring the effects of different interventions for patients with MMM.

The background:

MMM is a disease with heterogeneous pattern of presentation (cytopenia, hypercytosis, presence or absence of systemic symptoms, different degrees of splenomegaly, hypo- hyperplastic bone marrow, myeloid metaplasia in different organs, chromosomal aberrations..). This leads to difficult assessment of patients severity and of outcome during therapy. Using only few variables (hemoglobin, spleen size, WBC), or using the variables that define the prognostic score (e.g. Dupriez prognostic score), does not capture the variability of response, and in most cases the response itself, to therapy. 

The assessment of patient’s outcome in MMM clinical trials is not standardized. Multiple measure of outcome (endpoints) is used in each trial, and different trials may use different endpoints. Some have low validity, in particular “face” validity (are the outcomes sensible and practical?), “construct” (do they make biologic sense?), “predictive” (do they predict longer-term outcome?), “discriminant” (are they sensitive to change, can they discern between active and placebo?). Some are redundant and some have low reliability (reproducibility). Finally there is no consensus about the amount of change that represents clinical important change for most of the variables used.

This lack of standardization and use of multiple and inappropriate endpoints leads to inefficient trials (require more patients than they should), possible reporting bias, and finally inability to compare multiple therapies using meta-analytic techniques.

Goals of the workpackage

· To develop and implement a core set of disease characteristics that can be used as a severity index of the disease (International (European) Myelofibrosis Severity Index) and that has to serve as the basis for the endpoints that can be used in all clinical trials of therapeutic agents for treating MMM.

· To describe the amount of change in each variable that is considered clinically important

· To use the entire core set to classify individual patients in a trial as improved or not improved

Phases 

A. Formation of the Advisory Committee of the Project (September 2002). The Advisory Committee of the Project is constituted by all the partners (Partners and members) of the EUMNET Consortium.

B. Preconference Questionnaire (January 2003). To ask about personal preferences about severity parameters to consider when making decisions about the efficacy of therapy. 

C. Bordeaux Conference (25 January 2003). To arrive to a consensus about the “core set of variables”.

D. Formation of the Expert Panel (The Advisory Committee, plus the subcontractors, plus any other expert the partners and members are able to include).

E. Preparation of the next Consensus Conference. A number (no more than 72) of patient’s profiles will be prepared by using existing data bases of patients who received treatment for the disease. Preparation of a series of definitions of improvement to be tested for sensitivity and specificity. 

F. Consensus Conference. Nominal group technique to decide upon a preliminary definition of improvement. 

QUESTIONNAIRE: CORE SET OF SEVERITY MEASURES FOR USE IN MMM CLINICAL TRIALS 

The following variables were selected for inclusion in the preliminary core set by the responsibles of Workpackage 3 of this project. If you make no adjuncts, simply rank the order  of the variables by assigning the number 10 to the most important measure, and end with 1 as the least important. Use each rank only once even though you may feel some measures are equally important. Obviously most of the variables will receive a 0 rank. If you  make some adjuncts, please add the variable to the list and rank the new variable according to its relative importance. Remember that for each selected variable the methods for measurement and the severity classes will be further specified in the following of this project. 

	Number
	Variable
	Rank

	1
	Hemoglobin
	

	2
	White blood cell count
	

	3
	Lille score
	

	4
	Platelet count
	

	5
	Percent of blasts in peripheral blood
	

	6
	Percent of  basophiles in peripheral blood
	

	7
	Percent of immature myeloid cells (non blast) in peripheral blood
	

	8
	Percent of erythroblasts in peripheral blood
	

	9
	Percent of dacryocytes in peripheral blood
	

	10
	Presence of dacryocytes in peripheral blood
	

	11
	Percent of CD34+ cells in peripheral blood
	

	12
	Absolute number of CD34+ cells in peripheral blood
	

	13
	LDH level (serum)
	

	14
	B2 microglobulin level (serum)
	

	15
	C reactive protein (serum)
	

	16
	Procollagen III peptide (serum)
	

	17
	Erythrocyte sedimentation rate
	

	18
	Patient overall well being (Visual analog scale)
	

	19
	Fever
	

	20
	Spleen size
	

	21
	Presence of symptoms related to splenomegaly
	

	22
	Liver size
	

	23
	Roentgen graphic evidence of disease progression
	

	24
	Bone marrow fibrosis
	

	25
	Bone marrow cellularity
	

	26
	Megakaryocyte dysplasia
	

	27
	Bone marrow vascularity
	

	28
	Percent of blasts in bone marrow
	

	29
	ECOG performance status
	

	30
	SF-36 quality of life measure
	

	31
	Cytogenetic abnormalities 
	

	32
	Weight loss
	

	
	Other (describe):
	

	33
	
	

	34
	
	

	35
	
	

	36
	
	

	37
	
	

	38
	
	

	39
	
	


