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EUMNET: A European Network for Myelofibrosis: Consensus on definition of disease improvement and biological impact of new therapies

WP 3/WP4: Core set outcome variable selection/Data collection and Consensus Conference


Protocol for the collection of cases for the testing set
(April 2003)

INTRODUCTION
The general 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. After a questionnaire phase, a Consensus Conference was held in Bordeaux (January 2003)  in order to establish the core set of criteria to be used for the improvement measurement. After discussion the final results of the first 11 variables for the “severity score” were:
	Number
	Variable
	Score

	1
	Hemoglobin
	130

	2
	Spleen size
	100

	3
	Platelet count
	84

	4
	Absolute number of CD34+ cells in peripheral blood
	76

	5
	White blood cell count
	70

	6
	Percent of blasts in peripheral blood
	69

	7
	LDH
	60

	8
	Bone marrow fibrosis
	57

	9
	Quality of life
	54

	10
	Constitutional symptoms
	50

	11
	Cytogenetic abnormalities
	30


To establish the sensitivity to change of the core set of these parameters, we designed a protocol for the collection of real cases submitted to therapies for improving the disease.

CASE RECRUITMENT

The objective of this phase is to collect approximately 50 patients with MMM in whom a therapy aimed  for improving the disease was planned. This protocol will involve all the participants in the EUMNET project, i.e. contractors, members and subcontractors. According to this protocol, each center  will be able to collect in the next 6 months 3-5 cases of MMM in whom a new therapy is started and will follow them for at least 3 months. Thus, this protocol will be finished in 9 months. These cases will serve also for biological studies (WP5) according to an established protocol. 

To be eligible for participation in the study, each patient should meet all the following criteria:

1. Definite diagnosis of “idiopathic MMM”. The diagnosis, as established at the beginning of the disease, should meet the Italian Consensus Conference Criteria for the Diagnosis of MMM where there is bone marrow fibrosis, or the Cologne criteria where there is a prefibrotic stage of the disease and two additional criteria proposed by the Advisory Committee.

The criteria of the Italian Consensus Conference state that the diagnosis of MMM is accepted if diffuse bone marrow fibrosis is necessarily present and Philadelphia chromosome or BCR-ABL translocation in peripheral blood cells necessarily absent; two of any other  core set criteria have to be present when splenomegaly is present; four of any other  core set criteria have to be present when splenomegaly is absent. The sixth criteria in the core set consisted of: splenomegaly of any grade; presence of circulating immature myeloid cells; presence of circulating erythroblasts; presence of cluster of megakaryoblasts or anomalous megakaryocytes in bone marrow sections; anisopoikylocytosis with tear drop cells; and evidence of myeloid metaplasia.  
The Cologne criteria state that the diagnosis of MMM is based on the following parameters: a) No preceding or allied other subtype of MPDs or MDS; b) Splenomegaly (on palpation/>11 cm on ultrasound); c) Thrombocythemia (platelet count > 500 x 109/l); d) Anemia (Hb <12 g/dL); e) Definitive leukoerythroblastic blood picture; f) Histopathology documenting granulocytic plus megakaryocytic myeloproliferation, abnormal clustering plus maturation defects of megakaryocytes  and F1: no reticule fibrosis; F2: slight reticule fibrosis; F3:marked fibrosis or F4: osteosclerosis. For the Cologne criteria the diagnosis of hyper cellular (prefibrotic) stage MMM is accepted if the following combination is present: a+b+c+F1. 
Additional criteria for the diagnosis of MMM stated by the Advisory Committee of this study were: Hb<13g/dl at diagnosis or no increase of red blood cell volume (<125% of theoretical value) and an absolute monocyte count <1x109/L.
2. Male or female patients >18 and <80 years of age.
3. Patients with no previous experience of treatment for the disease or, with experience of treatment but with at least three months of interval between the discontinuation of prior therapy and the initiation of a new treatment. 

4. Patients planned to receive a treatment for the disease. Disease treatments includes: corticosteroids at a minimum dose of 50 mg of prednisone (or equivalent) as a starting dose; Danazol 600 mg/die as a starting dose; Hydroxyurea 25 mg/kg/die as a starting dose; IFN at a starting dose of no less than 3x109U/L twice a week; Thalidomide at a starting dose   of >50 mg; combination Thalidomide plus corticosteroids at the indicated doses; other cytostatics at the effective doses; spleen irradiation; splenectomy; stem cells transplantation; experimental drugs like Glivec or SU6668.
5. Patients able to comply with requested measurement as in the study protocol. 
STUDY PROTOCOL

All patients should have the following measurement done before the start of the treatment:
a) Complete blood count (Auto analyzer)
b) Spleen size measurement. The size of the spleen should be measured or by measuring the length from the splenic tip to the costal margin in cm or by ultrasonography using the spleen index calculated by multiplying the length of the longitudinal axis by that of the transverse axis, the latter defined as the maximal width of the organ. 

c) CD34 count in peripheral blood. Both, the percentage of cells, which respect the number of WBC and the absolute number, should be measured. The reference range of a normal subject of the laboratory should also be provided 
d) Percentage of blasts in peripheral blood. Blasts were defined as undifferentiated cells with an immature nucleolated nucleus and basophilic cytoplasm, with or without azurophilic granules.
e) Serum LDH. The normal range of the laboratory should be done.

f)  Bone marrow biopsy. Representative trephine biopsies of the bone marrow (minimum length 15 mm) have to be performed from the anterior or posterior iliac crest. Fixation has to be carried out in a low concentrated (2-3 %) proper buffered formaldehyde solution for 12-48 hours. Further processing should include decalcification for 3-4 days in 10% buffered ethylene-diamine tetra-acetic acid (EDTA), pH 7.2, paraffin embedding, and employment of several routine staining techniques (at least H & E, PAS, silver impregnation preferably Gomori's method). Technique of trephine biopsy and brand of needle (lumen at least 2 mm) should avoid any distortion, fragmentation or bleeding into the tissue. No acid or fast decalcifying agent should be used, because it leads to shrinkage and deterioration of tissue and enzyme-immunohistochemistry may not be possible - the same applies to the outdated plastic (resin) embedding method. (Cologne evaluation form- Annex1)
g) Complete the questionnaire for the quality of life (FACT- Annex 2). 
h) Complete a questionnaire for constitutional symptoms (fever, sweats, weight loss – Annex 3, CRF). 

i) Cytogenetic abnormalities in peripheral blood by short term unstimulated culture.

These measurements should be repeated after at least three months of treatment.

A CRF will be provided for the collection of data. 

Annex 1
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Annex 2: FACT (Version 4)

Below, there is a list of statements that other people with your illness have said are important. 
By circling one (1) number per line, please indicate how true each statement has been for you during the past 7 days.
	
	PHYSICAL WELL-BEING


	Not at all
	A little bit
	Some-what
	Quite

 abit
	Very much

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	GP1
	I have a lack of energy
0


	0
	1
	2
	3
	4

	GP2
	I have nausea
0


	0
	1
	2
	3
	4

	GP3
	Because of my physical condition, I have trouble 

meeting the needs of my family
0


	0
	1
	2
	3
	4

	GP4
	I have pain
0


	0
	1
	2
	3
	4

	GP5
	I am bothered by side effects of the treatment
0


	0
	1
	2
	3
	4

	GP6
	I feel ill
0


	0
	1
	2
	3
	4

	GP7
	I am forced to spend time in bed
0


	0
	1
	2
	3
	4

	

	
	SOCIAL/FAMILY WELL-BEING


	Not at all
	A little bit
	Some-what
	Quite

 a bit
	Very much

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	GS1
	I feel close to my friends
0


	0
	1
	2
	3
	4

	GS2
	I get emotional support from my family
0


	0
	1
	2
	3
	4

	GS3
	I get support from my friends
0


	0
	1
	2
	3
	4

	GS4
	My family has accepted my illness
0


	0
	1
	2
	3
	4

	GS5
	I am satisfied with family communication regarding  my illness
0


	0
	1
	2
	3
	4

	GS6
	I feel close to my partner (or the person who represents  my main support)
0


	0
	1
	2
	3
	4

	
Q1

GS7
	Regardless of your current level of sexual activity, please 

answer the following question.  If you prefer not to answer 

, please check this box           and go to the next section.    
	    
	 
	     
	

	
	I am satisfied with my sex life
0
	0
	1
	2
	3
	4


By circling one (1) number per line, please indicate how true each statement has been for you during the past 7 days.
	
	EMOTIONAL WELL-BEING


	Not at all
	A little bit
	Some-what
	Quite

 a bit
	Very much

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	GE1
	I feel sad
0


	0
	1
	2
	3
	4

	GE2
	I am satisfied with how I am coping with my illness
0


	0
	1
	2
	3
	4

	GE3
	I am losing hope in the fight against my illness
0


	0
	1
	2
	3
	4

	GE4
	I feel nervous
0


	0
	1
	2
	3
	4

	GE5
	I worry about dying
0


	0
	1
	2
	3
	4

	GE6
	I worry that my condition will get worse
0


	0
	1
	2
	3
	4


	
	FUNCTIONAL WELL-BEING


	Not at all
	A little bit
	Some-what
	Quite

 a bit
	Very much

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	GF1
	I am able to work (including work at home)
0


	0
	1
	2
	3
	4

	GF2
	My work (including work at home) is fulfilling
0


	0
	1
	2
	3
	4

	GF3
	I am able to enjoy life
0


	0
	1
	2
	3
	4

	GF4
	I have accepted my illness
0


	0
	1
	2
	3
	4

	GF5
	I sleep well
0


	0
	1
	2
	3
	4

	GF6
	I am enjoying the things I usually do for fun
0


	0
	1
	2
	3
	4

	GF7


	I am content with the quality of my life right now
0


	0
	1
	2
	3
	4


Annex 3

Response criteria in MMM. Testing the sensitivity to change of the core set parameters

Patient description

Patient initials: ……………

Date of birth:……………

Male

Female

Specific Medical History

Date of diagnosis:………………….

Hemogram at diagnosis:

Hb (g/dL)=

MCV (fl) =

WBC (x109/L) =

Differential: (N =…%; E =…%; B =…….%; L =……%; M =……..%; Immature myeloid =……. (%); Myeloid blasts =…….%; Erythroblasts =……… (%)

Ptl (x109/L) =…..






Spleen size at diagnosis

From the costal margin = ….cm 

Ultrasonography size (longitudinal diameter) =…………cm

Spleen index =…………………..(cm2)

Liver at diagnosis:

From the costal margin =……..cm

Bone marrow histology at diagnosis

Cellularity:

Magakaryopoiesis:

Granulopoiesis:

Erythropoiesis:

Fibers:

Sinusoids:

Therapy History (Has the Patient undergone any therapy? If yes specify duration and dose)



       Yes            No       Period and Dose

Corticosteroid



…………………………………………………..



Danazol



…………………………………………………..



Androgens



…………………………………………………..



Hydroxyurea



…………………………………………………..



Interferon



…………………………………………………..


Melphalan



…………………………………………………..


Busulphan



…………………………………………………..



Glivec




…………………………………………………..



Splenectomy



…………………………………………………..



Spleen irradiation


…………………………………………………..



Thalidomide



……………………………………………………..

Other




…………………………………………………..

Eligibility Criteria








    No

     Yes

First line therapy


Stopped any drug in the last three months

Date of the last day of drug (or therapy) assumption: …………………………………

Experimental Therapy

      Yes            No                                    Scheduled doses

Corticosteroid



…………………………………………………..



Danazol



…………………………………………………..



Androgens



…………………………………………………..



Hydroxyurea



…………………………………………………..



Interferon



…………………………………………………..


Melphalan



…………………………………………………..


Busulphan



…………………………………………………..



Glivec




…………………………………………………..



Splenectomy



…………………………………………………..



Spleen irradiation


…………………………………………………..


Thalidomide



…………………………………………………..

Other




…………………………………………………..

Date of initiation of experimental therapy:………………….

Baseline Examination (Within 1 week prior to starting experimental therapy)

Hemogram (date:……………..)

Hb (g/dL )=

MCV (fl) =

WBC (x109/L) =

Differential: (N =…..%; E =……%; B =…….%; L =……%; M =……..%; Immature myeloid =…….(%); Myeloid blasts =….%; Erythroblasts =……… (%)

Ptl (x109/L) =…..






CD34+ cells in peripheral blood (date:…………….)

% of WBC:……….

x106/uL:……………………..

Serum LDH (date:…………….)

mU/ml:……………………(normal value:…………………………)

Spleen size (date:……………….)

From the costal margin = ….cm 

Ultrasonography size (longitudinal diameter) =…………cm

Liver size (date:…………….)

From the costal margin =…..cm

Chromosomal analysis: (date:……………………..)

…………………………………………….
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FACT (Version 4)

Below, there is a list of statements that other people with your illness have said are important.
By circling one (1) number per line, please indicate how true each statement has been for you during the past 7 days.
	
	PHYSICAL WELL-BEING


	Not at all
	A little bit
	Some-what
	Quite

 a bit
	Very much

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	GP1
	I have a lack of energy
0


	0
	1
	2
	3
	4

	GP2
	I have nausea
0


	0
	1
	2
	3
	4

	GP3
	Because of my physical condition, I have trouble 

meeting the needs of my family
0


	0
	1
	2
	3
	4

	GP4
	I have pain
0


	0
	1
	2
	3
	4

	GP5
	I am bothered by the side effects of the treatment
0


	0
	1
	2
	3
	4

	GP6
	I feel ill
0


	0
	1
	2
	3
	4

	GP7
	I am forced to spend time in bed
0


	0
	1
	2
	3
	4

	

	
	SOCIAL/FAMILY WELL-BEING


	Not at all
	A little bit
	Some-what
	Quite

 a bit
	Very much

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	GS1
	I feel close to my friends
0


	0
	1
	2
	3
	4

	GS2
	I get emotional support from my family
0


	0
	1
	2
	3
	4

	GS3
	I get support from my friends
0


	0
	1
	2
	3
	4

	GS4
	My family has accepted my illness
0


	0
	1
	2
	3
	4

	GS5
	I am satisfied with family communication regarding  my illness
0


	0
	1
	2
	3
	4

	GS6
	I feel close to my partner (or the person who represents  my main support)
0


	0
	1
	2
	3
	4

	
Q1

GS7
	Regardless of your current level of sexual activity, please 

answer the following question.  If you prefer not to answer 

, please check this box           and go to the next section.    
	    
	 
	     
	

	
	I am satisfied with my sex life
0
	0
	1
	2
	3
	4


By circling one (1) number per line, please indicate how true each statement has been for you during the past 7 days.
	
	EMOTIONAL WELL-BEING


	Not at all
	A little bit
	Some-what
	Quite

 a bit
	Very much

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	GE1
	I feel sad
0


	0
	1
	2
	3
	4

	GE2
	I am satisfied with how I am coping with my illness
0


	0
	1
	2
	3
	4

	GE3
	I am losing hope in the fight against my illness
0


	0
	1
	2
	3
	4

	GE4
	I feel nervous
0


	0
	1
	2
	3
	4

	GE5
	I worry about dying
0


	0
	1
	2
	3
	4

	GE6
	I worry that my condition will get worse
0


	0
	1
	2
	3
	4


	
	FUNCTIONAL WELL-BEING


	Not at all
	A little bit
	Some-what
	Quite

 a bit
	Very much

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	GF1
	I am able to work (including work at home)
0


	0
	1
	2
	3
	4

	GF2
	My work (including work at home) is fulfilling
0


	0
	1
	2
	3
	4

	GF3
	I am able to enjoy life
0


	0
	1
	2
	3
	4

	GF4
	I have accepted my illness
0


	0
	1
	2
	3
	4

	GF5
	I sleep well
0


	0
	1
	2
	3
	4

	GF6
	I am enjoying the things I usually do for fun
0


	0
	1
	2
	3
	4

	GF7


	I am content with the quality of my life right now
0


	0
	1
	2
	3
	4


Systemic symptoms questionnaire (date :……………………):




    Yes
        No


Nocturnal sweat :


Fever : 


Weight loss:

At the evaluation time

Therapy completed

yes 

no

If “yes”, last day of therapy (date):………………………………..

Total dose of therapy given:………………….

Final Examination (Within 1 week of the third or sixth month of therapy)

Hemogram (date:……………..)

Hb (g/dL )=………….; MCV (fl) =…………..WBC (x109/L) =……………..

Differential: (N =…..%; E =……%; B =…….%; L =……%; M =……..%; Immature myeloid =…….(%); Myeloid blasts =….%; Erythroblasts =……… (%));

 Ptl (x109/L) =…..






CD34+ cells in peripheral blood (date:…………….)

% of WBC:……….

x106/uL:……………………..

Serum LDH (date:…………….)

mU/ml:……………………(normal value:…………………………)

Spleen size (date:……………….)

From the costal margin = ….cm 

Ultrasonography size (longitudinal diameter) =…………cm

Spleen index: =……………………………..cm2
Liver size (date:…………….)

From the costal margin =…..cm

Chromosomal analysis (Date:………………..)

……………………………………………………………
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FACT (Version 4)

Below, there is a list of statements that other people with your illness have said are important. 
By circling one (1) number per line, please indicate how true each statement has been for you during the past 7 days.
	
	PHYSICAL WELL-BEING


	Not at all
	A little bit
	Some-what
	Quite

 a bit
	Very much

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	GP1
	I have a lack of energy
0


	0
	1
	2
	3
	4

	GP2
	I have nausea
0


	0
	1
	2
	3
	4

	GP3
	Because of my physical condition, I have trouble 

meeting the needs of my family
0


	0
	1
	2
	3
	4

	GP4
	I have pain
0


	0
	1
	2
	3
	4

	GP5
	I am bothered by side effects of treatment
0


	0
	1
	2
	3
	4

	GP6
	I feel ill
0


	0
	1
	2
	3
	4

	GP7
	      I am forced to spend time in bed
0


	0
	1
	2
	3
	4

	

	
	SOCIAL/FAMILY WELL-BEING


	Not at all
	A little bit
	Some-what
	Quite

 a bit
	Very much

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	GS1
	I feel close to my friends
0


	0
	1
	2
	3
	4

	GS2
	I get emotional support from my family
0


	0
	1
	2
	3
	4

	GS3
	I get support from my friends
0


	0
	1
	2
	3
	4

	GS4
	My family has accepted my illness
0


	0
	1
	2
	3
	4

	GS5
	I am satisfied with family communication regarding  my illness
0


	0
	1
	2
	3
	4

	GS6
	I feel close to my partner (or the person who is my main support)
0


	0
	1
	2
	3
	4

	
Q1

GS7
	Regardless of your current level of sexual activity, please 

answer the following question.  If you prefer not to answer 

, please check this box           and go to the next section.    
	    
	 
	     
	

	
	I am satisfied with my sex life
0
	0
	1
	2
	3
	4


By circling one (1) number per line, please indicate how true each statement has been for you during the past 7 days.
	
	EMOTIONAL WELL-BEING


	Not at all
	A little bit
	Some-what
	Quite

 a bit
	Very much

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	GE1
	I feel sad
0


	0
	1
	2
	3
	4

	GE2
	I am satisfied with how I am coping with my illness
0


	0
	1
	2
	3
	4

	GE3
	I am losing hope in the fight against my illness
0


	0
	1
	2
	3
	4

	GE4
	I feel nervous
0


	0
	1
	2
	3
	4

	GE5
	I worry about dying
0


	0
	1
	2
	3
	4

	GE6
	I worry that my condition will get worse
0


	0
	1
	2
	3
	4


	
	FUNCTIONAL WELL-BEING


	Not at all
	A little bit
	Some-what
	Quite

 a bit
	Very much

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	GF1
	I am able to work (including work at home)
0


	0
	1
	2
	3
	4

	GF2
	My work (including work at home) is fulfilling
0


	0
	1
	2
	3
	4

	GF3
	I am able to enjoy life
0


	0
	1
	2
	3
	4

	GF4
	I have accepted my illness
0


	0
	1
	2
	3
	4

	GF5
	I  sleep well
0


	0
	1
	2
	3
	4

	GF6
	I am enjoying the things I usually do for fun
0


	0
	1
	2
	3
	4

	GF7


	I am content with the quality of my life right now
0


	0
	1
	2
	3
	4


Systemic symptoms questionnaire (date :……………………):




    Yes
        No


Nocturnal sweat :


Fever : 


Weight loss:
CASE REPORT FORM








