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List of abbreviations

	ADR
	Adverse Drug Reaction

	AE
	Adverse event

	ALT (SGPT)
	Alanine transaminase (serum glutamate pyruvic transaminase)

	ANC
	All nucleated cells

	AST (SGOT)
	Aspartate transaminase (serum glutamic oxaloacetic transaminase)

	BUN
	Blood urea nitrogen

	CR
	Complete remission

	CTC
	Common toxicity criteria

	DFS
	Disease free survival

	DMC
	Data Monitoring Committee

	ECG
	Electrocardiogram

	ECOG
	Eastern Cooperative Oncology Group

	ERB
	Ethical Review Board

	GCP
	Good clinical practice

	HI
	Hematological improvement

	HIV
	Human immunodeficiency virus

	ICH
	International Conference on Harmonization

	IPSS
	International prognostic scoring system

	LDH
	Lactate dehydrogenase

	LVEF
	Left Ventricular Ejection Fraction

	MCHC
	Mean corpuscular hemoglobin concentration

	MCV
	Mean corpuscular volume

	MGG
	May-Grünwald-Giemsa staining

	NCI
	National Cancer Institute

	PD
	Progressive disease

	PR
	Partial response

	RBC
	Red blood cell (count)

	RDC
	Remote Data Capture

	RDW
	Red cell Distribution Width

	SADR
	Serious Adverse Drug Reaction

	SAE
	Serious adverse event

	SD
	Stable disease

	TSH
	Thyroid stimulating hormone

	WBC
	White blood cell (count)

	WCBP
	Women of child bearing potential

	WHO
	World Health Organization


1. Background and Introduction

The myelodysplastic syndromes (MDS) form a heterogeneous group of clonal stem cell disorders characterized by a hypercellular bone marrow, peripheral cytopenias and dysplastic features in blood and bone marrow. The spectrum of the disease may vary from an indolent course over several years to more rapid progression to acute myeloid leukemia (AML) (1). MDS is predominantly diagnosed in elderly patients. In a population-based study in Germany the annual incidence of MDS in patients over 50 years was 4.9 per 100 000 persons compared to an incidence of 1.8 per 100 000 for acute myeloid leukemia in the same age-group (2). In the last decades the incidence of MDS seems to increase. In part this may be due to a greater readiness to perform bone marrow examinations in elderly patients, but there is also some evidence for a real increase due to occupational and environmental exposure to chemicals like benzene and other organic solvents (3-5). Furthermore, treatment with radiotherapy and/or certain chemotherapeutic agents promotes the development of therapy-related MDS and AML (tMDS/tAML).

Since 1982 the myelodysplastic syndromes have been classified according to FAB (French-American-British) criteria (Appendix 4) (6). Five subcategories have been described based on the percentage of blast cells in blood and bone marrow, the percentage of ringed sideroblasts and monocytes: refractory anemia (RA), refractory anemia with ringed sideroblasts (RARS), refractory anemia with excess of blasts (RAEB), refractory anemia with excess of blasts in transformation (RAEBt) and chronic myelomonocytic leukemia (CMML). The natural course of MDS is variable. RA, RARS and RAEB with less than 10% blast cells in the bone marrow can be considered as less advanced MDS. These patients have a lower risk of developing secondary AML and most patients die of bone marrow failure or due to iron overload as a result of repeated blood transfusions (7). Advanced MDS is defined as RAEB with more than 10% blast cells, RAEBt and CMML. Median survival of these patients is generally shorter than 12 months (8). 

The FAB-classification has several limitations. There are significant differences in outcome of patients within each subcategory. The FAB classification is entirely based on morphological criteria and the number of blasts in blood and bone marrow, whereas other clinical and biological variables have not been incorporated in this classification. Therefore, numerous other classification systems have been proposed to predict the prognosis of individual patients (1;9-12). In 1997 an international workshop combined the data of seven previous reported studies (1;9-11;13-15) to generate an International Prognostic Scoring System (IPSS) (Appendix 5) (16;17). Greenberg et al. distinguished four risk groups for survival and AML evolution (low, intermediate-1, intermediate-2 and high risk) based on cytogenetic subgroup, percentage of bone marrow blasts and number of cytopenias. Age was an additional prognostic factor for survival, but not for AML evolution. The IPSS seems to be an improved classification system for evaluating prognosis in MDS (18). However, Estey et al. applied the IPSS to 219 untreated patients referred to M.D. Anderson and reported a lower survival expectation in the low, intermediate-1 and intermediate-2 categories compared to the corresponding IPSS patients (19). Furthermore, the IPSS has been derived from patients treated with transfusions, biologic response modifiers and low-dose oral chemotherapy. Patients treated with intensive chemotherapy including stem cell transplantation have been excluded from this analysis. It is still unknown whether the IPSS is also applicable to patients treated with intensive treatment strategies (20).

In 1997 a new classification system for MDS has been proposed by the World Health Organization (WHO) (Appendix 3) (21). This classification recognizes several limitations of the FAB classification. The importance of cytogenetic abnormalities in MDS reflects the definition of the 5q- syndrome as cases with de novo isolated del(5q), less than 5% marrow myeloblasts and the characteristic morphologic finding of hypolobulated megakaryocytes as a distinct entity (22). One of the major changes in the WHO classification compared to the FAB classification is lowering the blast percentage for the diagnosis of acute myeloid leukemia from 30% to 20%. Several studies have suggested that there is little difference between RAEBt and AML in terms of prognosis and response to chemotherapy (23;24). As a consequence RAEBt (refractory anemia with excess of blasts in transformation) has been eliminated from the MDS classification. The new WHO classification distinguishes MDS with morphologic dysplasia restricted to the erythroid lineage (RA: refractory anemia) from MDS with multilineage dysplasia (RCMD: refractory cytopenia with multilineage dysplasia).

The new classification system has been criticized for several reasons: 1) lowering the blast percentage for a diagnosis of AML to 20 % in stead of 30% is arbitrary as well and introduces difficulties in comparing future AML/MDS studies with historical controls. 2) the definition of MDS as a clonal stem cell disorder based solely on dysplasia in the erythroid lineage is precarious. 3) the prognostic value of cytogenetic abnormalities is inconsistently incorporated in the classification. Clearly the optimal classification system for MDS and AML cannot be based on clinical features only, but also on data on gene expression patterns and other biologic parameters. Insight gained from the molecular analysis of MDS provides the basis for a more refined classification and future revisions of the WHO proposal will be necessary. 

Addition: Briefly discuss current therapies for disease to be treated focussed on type of MDS (low risk, high risk etc.), rationale for this study, clinical experience with the drug or therapy up to now and biological activity of the drug (if applicable).
2. Objectives of the study

2.1. Primary objective(s)

State primary objectives here such as:

To evaluate the effect of treatment with state study drug on hematopoietic response and anemia (maintain what is appropriate) in MDS patients.

To acquire safety data on treatment with state study drug in MDS patients.

2.2. Secondary objective(s)

State secondary objectives here such as:

To evaluate the feasibility of treatment with state study drug in MDS patients.

To assess the quality of life.

3. Patient selection criteria

Approximately X number subjects with state disease/stage to be studied will be screened for enrollment and must meet the eligibility criteria below. Target number of patients is *
3.1. Inclusion criteria

Maintain all those that are appropriate and include those that are necessary and not listed.
-Subject is able and willing to sign the Informed Consent Form according to ICH/EU GCP and national/local regulations.

-Expected co-operation of patient with regard to treatment and follow-up.

-Age (18 years at the time of signing the informed consent form.

-State disease and stage here.
-The blood and bone marrow picture should be one of the following categories: *
-All previous or concurrent use of other cancer therapy, including radiation, hormonal therapy and surgery, must have been discontinued at least * weeks prior to treatment in this study (if appropriate).
-WHO performance status of ( 2 at study entry (see Appendix 6).

-Laboratory test results within these ranges:

-Women of childbearing potential (WCBP) must have a negative serum or urine pregnancy test within 7 days of starting study drug. In addition, sexually active WCBP must agree to use adequate contraceptive methods while on study drug. Men must agree not to father a child and agrees to use a condom if his partner is of child bearing potential.

3.2. Exclusion criteria

Maintain all those that are appropriate and include those that are necessary and not listed.

-Any condition, including the presence of laboratory abnormalities, which places the subject at unacceptable risk if he/she were to participate in the study or confounds the ability to interpret data from the study.

-Pregnant or lactating females.

-Use of any other experimental drug or therapy within 28 days of baseline.

-Known hypersensitivity to state study drug.

-Previous state study drug therapy within * weeks before start of treatment.

-Prior malignant disease.

-Known positive for HIV or infectious hepatitis, type B or C.

-Active infections.

4. Study design

State the following:

Prospective/retrospective

Phase of study

Single institution or multi-center

Randomized or single arm

State number patients will be treated with state study drug for state how long.

Visits at week * (schedule see Appendix 2) 

4.1. Treatment schedule 

Patients will receive state treatment to be administered here.
State how the study treatment will be selected for an individual patient if this is a randomized study or a dose finding study, as appropriate.

After going off study patients will receive supportive care including state study drug if appropriate (according to the opinion of the treating physician).

Figure 1
Treatment Scheme

If appropriate outline treatment scheme here.

4.2. Rationale for study design

4.3. Dose modifications

In case of insufficient response *
Stopping rule: *
Subjects experiencing adverse events may need study treatment modifications.

	Table 2: Dose Modification for state study drug

	NCI CTC Toxicity Grade
	Day * of Cycle*
	


5. Drug availability and toxicity

State study drug will be supplied by state pharmaceutical company and is available as state packing. State whether or not the study drug is registered.
The most common side effects are *.

Toxicity will be scored using CTCAE version 3.0 for toxicity and adverse event reporting (Appendix 7).

6. Concomitant therapy
(If appropriate)

6.1. Recommended concomitant therapy

6.2. Prohibited concomitant therapy

7. Supportive care

(If appropriate)
8. Required clinical evaluations, laboratory tests and follow-up

8.1. Before start of treatment

Screening assessments occur ( 28 days from Baseline (Baseline: first day of study drug administration). 

List any additional assessments that are required or delete those that are not necessary.

Medical history including prior (prior to MDS) chemotherapy and irradiation, concomitant medication, tendency for bleeding/bruising, TB infection, opportunistic infections, chronic and recurrent infections, HIV status, hepatitis B and C history, presence of allergies, transplants.

MDS history: prior treatments.

Physical examination including height (at screening only), and weight, liver and spleen size, lymph node enlargement, gingival hypertrophy, dermal infiltration, fever, haemorrhages.

WHO Assessment. Determine the subject’s WHO performance status (Appendix 6).

Vital signs. Resting blood pressure, pulse and temperature (cardio-pulmonary status).

Chest X-ray, ECG and/or LVEF measurement by echocardiography.

Serum chemistry including sodium, potassium, chloride, calcium, magnesium, phosphorus, BUN, creatinine, glucose, albumin, total protein, alkaline phosphatase, total bilirubin, AST, ALT, LDH, uric acid.

Optional: coagulation factors (fibrinogen and others), CO diffusion of the lungs (on indication).

RBC-folate/S-folic acid, cobalamine, iron, TIBC, ferritin, haptoglobin, DAT (Coombs test), S-erythropoietin, S- protein electrophoresis (S-immunoglobulins). 

Serum pregnancy test for women of childbearing potential within 1 week prior to randomization.
Hematology: WBC, differential, hemoglobin, platelet count, red blood cell indices (MCV, MCHC, RDW) and reticulocyte count.

Bone marrow analysis (complete myelogram) and peripheral blood smear. 

A good quality diagnostic bone marrow analysis includes marrow aspirate (MGG / equivalent and iron staining) and a bone marrow biopsy either decalcified / paraffin embedded or plastic embedded. Staining should include Htx-Eosin / equivalent and iron staining.
Cytogenetic examination of bone marrow blasts.

Immunophenotyping of leukemic blasts according to the recommendations of the Cytology

Committee, by flow cytometry with an extended panel of anti-myeloid (CD13, CD14, CD33,

CD34) and anti-lymphoid (B-lineage and T-lineage markers) monoclonal antibodies.

8.2. During treatment

List those assessments that are required during treatment.
Subjects will be evaluated for AEs at each visit. Toxicity will be scored using CTCAE version 3.0 for toxicity and adverse event reporting (Appendix 7). 
8.3. Follow-up
Subjects will be followed state frequency if patients are to be followed after discontinuation of therapy for information on state what will be followed.
9. Reasons for going off study

-Treatment with study drug is discontinued when any of the following occurs:

-No compliance of the patient

-Adverse event(s) that, in the judgment of the Investigator, may cause severe or permanent harm or which rule out continuation of study drug.

-Death.

-Disease progression/ Lack of therapeutic effect.

-Major protocol violation (other treatments than those described in 4).

-Lost to follow-up.

-Major violation of the study protocol.

-Withdrawal of consent.

-Suspected pregnancy.

At treatment discontinuation, subjects will undergo safety assessments as per the Schedule Appendix 2. All subjects who discontinue treatment will continue to be followed for state if there will be any follow-up, for how long and what will be followed.
10. Criteria of evaluation

For details see Appendix 8 and 9 (25)

10.1. Example of response items for non-intensive therapy

State what is appropriate.

Complete remission (CR)

Cytogenetic response

Complete cytogenetic response

Minor cytogenetic response

Partial response (PR)

Hematological improvement (HI)

Erythroid improvement (HI-E)

Major improvement (HI-E)

Minor improvement (HI-E)

Platelet improvement (HI-P)

Major improvement (HI-P)

Minor improvement (HI-P)

Neutrophil improvement (HI-N)

Major improvement (HI-N)

Minor improvement (HI-N)

Stable disease (SD)

Progressive disease (PD)

10.2. Example of response items for intensive therapy

State what is appropriate.

Criteria of response

Complete remission (CR)

Partial remission (PR)

Failure

Toxic death

Criteria of relapse

Time to event analyses

Disease free survival (DFS)

Incidence of relapse

Incidence of death in CR/CRp

Duration of survival from CR/CRp

Duration of survival from date of registration

Criteria of toxicity

Criteria of severe acute toxicity

11. Statistical considerations

11.1. Datasets to be analyzed

State which data will be included in the analysis

11.2. Statistical methodology

Describe statistical analysis methods to be used

State how the primary endpoint will be calculated

State how the secondary endpoint will be calculated

11.3. Sample size

State sample size and power considerations.

11.4. Randomization and stratifications

12. Stop criterion /Data safety monitoring

When more then 30% of the patient develop Leukaemia (> 20% blasts) within the first 365 days the study will be closed. 

Describe any data safety monitoring that will take place at the institution such as the following example

The Data Monitoring Committee (DMC) will be composed of medical and statistical independent reviewers and will meet to review the efficacy and safety data and determine a risk/benefit analysis in this subject population. The purpose of the DMC is to advise on serious safety considerations, lack of efficacy and any other considerations within the charge to the Committee. The DMC may request additional meetings or safety reports as deemed necessary upon discussion with Celgene and its representatives. The DMC may stop the study following review of results from each interim analysis. The first interim analysis will examine only safety information; the second interim, conducted when the database is more mature, will examine both safety and efficacy. Appropriate efficacy and safety data summaries will be provided to the DMC after each interim analysis.

13. Registration and randomization

State procedures to register or randomize patients in the trial. 

14 Forms and procedures for collecting data

14.1 Case report forms and schedule for completion

All information is gathered by data managers of the *and registered in case report forms.

All forms must be dated and signed by the responsible investigator or one of his/her authorized staff members, either by handwritten signature or electronic signature for RDC forms.
14.2 Data flow

15 Reporting adverse events

15.1 Definitions

An Adverse Event (AE) is defined as any untoward medical occurrence or experience in a patient or clinical investigation subject which occurs following the administration of the trial medication regardless of the dose or causal relationship. This can include any unfavorable and unintended signs (such as rash or enlarged liver), or symptoms (such as nausea or chest pain), an abnormal laboratory finding (including blood tests, x-rays or scans) or a disease temporarily associated with the use of the protocol treatment. (ICH-GCP)

An Adverse Drug Reaction (ADR) (marketed products) are responses to a drug which are noxious and unintended and which occur at doses normally used in man for prophylaxis, diagnosis, or therapy of diseases or for modification of physiological function. (ICH-GCP)

An Adverse Drug Reaction (ADR) (non-marketed products) is defined as any response to a medical product, that is noxious and/or unexpected, related to any dose. (ICH-GCP)

Response to a medicinal product (used in the above definition) means that a causal relationship between the medicinal product and the adverse event is at least a reasonable possibility, i.e. the relationship cannot be ruled out.

An Unexpected Adverse Drug Reaction is any adverse reaction for which the nature or severity is not consistent with the applicable product information (e.g., Investigators’ Brochure). (ICH-GCP)

A Serious Adverse Event (SAE) is defined as any undesirable experience occurring to a patient, whether or not considered related to the protocol treatment. A Serious Adverse Event (SAE) which is considered related to the protocol treatment is defined as a Serious Adverse Drug Reaction (SADR).

Adverse events and adverse drug reactions which are considered as serious are those which result in:

. death

. a life threatening event (i.e. the patient was at immediate risk of death at the time the reaction was observed)

. hospitalization or prolongation of hospitalization

. persistent or significant disability/incapacity

. a congenital anomaly/birth defect

. any other medically important condition (i.e. important adverse reactions that are not immediately life threatening or do not result in death or hospitalization but may jeopardize the patient or may require intervention to prevent one of the other outcomes listed above). (ICH-GCP)

REMARK: In this study death due to progression of disease will not be considered as an SAE and

must therefore not be reported as an SAE.

15.2 Reporting procedure

15.2.1 Non- serious adverse events and/or non-serious adverse drug reactions

Adverse Events (AE) and /or Adverse Drug Reactions (ADR) must be recorded as indicated in the protocol.

15.2.2 Serious adverse events or serious adverse drug reactions

All Serious Adverse Events (SAE), related or not to the protocol treatment, occurring during the treatment period and within 30 days after the last protocol treatment administration, must be reported to the *.

(see Appendix 7).

Any late Serious Adverse Drug Reaction (SADR), occurring after this 30-day period also must be reported to the *.
This must be done by fax within 24 hours of the initial observation of the event. The principal investigator will decide if these events are related to the protocol treatment (i.e. unrelated, likely related, and not assessable) and the decision will be recorded on the Serious Adverse Event form, if necessary with the reasoning of the principal investigator.

The assessment of causality is made by the investigator using the following definitions:

	Relationship to

the protocol

treatment
	Description



	UNRELATED
	There is no evidence of any causal relationship to the protocol

treatment

	LIKELY RELATED
	There is (some) evidence to suggest a causal relationship to the

protocol treatment and influence of other factors is unlikely or

absent.

	NOT ASSESSABLE
	There is insufficient or incomplete evidence to make a clinical

judgement of the causal relationship to the protocol treatment.


Details should be documented on the specified Serious Adverse Event Form.

PLEASE FAX THE REPORT TO: *
The * will forward all Serious Adverse Event reports within 24 hours of receipt to all appropriate persons.

All unexpected SADR reports and all reports involving expected SADR that are life threatening or caused death, will additionally be forwarded to all participating investigators.

Upon receipt of a safety report, from the *, it is the responsibility of the investigators to promptly report this to the Ethical Review Board (ERB) according to the local regulation.

To enable the * to comply with regulatory reporting requirements,

completed documentation of any reported serious adverse events or serious adverse drug reactions must be returned within 10 calendar days of the initial report. If the completed form is not received within this deadline, the Safety Desk will make a written request to the investigator.

PLEASE SEND THE ORIGINAL REPORT TO:

Safety Desk: *
It should be recognized that Serious Adverse Drug Reactions (SADR) which have not been previously documented in the Investigators’ Brochure, or which occur in a more severe form than anticipated (i.e. they are ‘unexpected’ by nature or severity), are subject to rapid reporting to the Regulatory Authorities by the sponsor/promoter.

ANY QUESTION CONCERNING SAE OR SADR REPORTING CAN BE DIRECTED TO:

Safety Desk

Phone: 

Fax: 

e-mail: 

ALL FORMS MUST BE DATED AND SIGNED BY THE RESPONSIBLE

INVESTIGATOR OR ONE OF HIS/HER AUTHORIZED STAFF MEMBERS.
16. Ethical considerations

16.1. Patient protection

The responsible investigator will ensure that this study is conducted in agreement with either the Declaration of Helsinki (Tokyo, Venice and Hong Kong amendments), or the laws and regulations of the country whichever provides the greatest protection of the patient.

The protocol has been written, and the study will be conducted according to the guidelines for Good Clinical Practice issued by the European Union. The protocol will be approved by the local, Regional or National Review Boards.

16.2. Subject identification

The name of the patient will not be asked for nor recorded at *. A sequential identification number will be automatically attributed to each patient registered in the trial. This number will identify the patient and must be included on all case report forms. In order to avoid identification errors, patient standard initials and gender or date of birth will also be reported on the case report forms.

16.3. Informed consent

All patients will be informed of the aims of the study, the possible adverse events, the procedures and possible hazards to which he/she will be exposed, and the mechanism of treatment allocation. They will be informed as to the strict confidentiality of their patient data, but that authorized individuals other than the treating physicians may review their medical records for trial purposes. An example of a patient informed consent statement is given as Appendix (10) to this protocol.

It will be emphasized that the participation is voluntary and that the patient is allowed to refuse further participation in the protocol whenever he/she wants. This will not prejudice the patient's subsequent care. Documented informed consent must be obtained for all patients included in the study before they are registered or randomized at the *. This must be done in accordance with the national and local regulatory requirements.

17. Administrative responsibilities and publication policy

All questions concerning the data processing aspects of this study should be addressed to the *
All other questions should be addressed to the study coordinator: *
No partial or complete written publication of the results will be made by the study coordinators without a previous information and agreement of the participating members selected as co-authors on the basis of accrual of patients evaluable and eligible (selection made by the trial committee).

Participating centres are allowed to make complementary studies in parallel to this trial. They should require the authorization of the study coordinator.

18. Trial sponsorship

State financing and educational grant if applicable. 

19. Trial insurance

State what is applicable. 

The insurance programme of the participating centre is expected to cover the patients since the study regimen consists of a registered drug.

A clinical trial insurance has been taken according to the laws of the countries where the study will be conducted. An insurance certificate will be made available to the participating sites at the time of study initiation.

20. Participating centres
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Appendix 2
Clinical evaluation, laboratory tests and follow-up
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Appendix 3
WHO classification of myelodysplastic syndromes (21)

Peripheral blood and bone marrow findings.

	Disease
	Blood findings
	Bone marrow findings

	Refractory anaemia (RA)
	Anaemia

No or rare blasts


	Erythroid dysplasia only

<5% blasts 

<15% ringed sideroblasts



	Refractory anaemia with ringed sideroblasts (RARS)
	Anaemia

No blasts


	≥15% ringed sideroblasts

Erythroid dysplasia only

<5% blasts

	Refractory cytopenia with multilineage dysplasia (RCMD)
	Cytopenias (bicytopenia or pancytopenia)

No or rare blasts

No Auer rods

<1x109/L monocytes


	Dysplasia in ≥10% of the cells of two or more myeloid cell lines

<5% blasts in marrow

No Auer rods

<15% ringed sideroblasts

	Refractory cytopenia with multilineage dysplasia and ringed sideroblasts (RCMD-RS)
	Cytopenias (bicytopenia or pancytopenia)

No or rare blasts

No Auer rods

<1x109/L monocytes
	Dysplasia in ≥10% of the cells in two or more myeloid cell lines

≥15% ringed sideroblasts

<5% blasts

No Auer rods

	Refractory anaemia with excess blasts -1 (RAEB-1)


	Cytopenias

<5% blasts

No Auer rods

<1x109/L monocytes
	Unilineage or multilineage dysplasia

5-9% blasts

No Auer rods



	Refractory anaemia with excess blasts -2 (RAEB-2)


	Cytopenias

5-19% blasts

Auer rods ±

<1x109/L monocytes
	Unilineage or multilineage dysplasia

10%-19% blasts

Auer rods ±



	Myelodysplastic syndrome - unclassified (MDS-U)


	Cytopenias

No or rare blasts

No Auer rods
	Unilineage dysplasia: one myeloid cell line

<5% blasts

No Auer Rods

	MDS associated with isolated del(5q)


	Anaemia

Usually normal or increased platelet count

<5% blasts
	Normal to increased megakaryocytes with hypolobated nuclei

<5% blasts

Isolated del(5q) cytogenetic abnormality

No Auer rods




Appendix 4
FAB classification of Myelodysplastic Syndromes (6)
	
	Peripheral blood
	Bone marrow

	Refractory anaemia (RA)
	Blasts ≤ 1%

Monocytes ≤ 1 x 109 /l
	Blasts < 5%

Ringed sideroblasts ≤ 15%

	Refractory anaemia with ringed sideroblasts (RARS)
	Blasts ≤ 1%

Monocytes ≤ 1 x 109 /l
	Blasts < 5%

Ringed sideroblasts > 15% of erythroid precursors

	Refractory anaemia with excess blasts (RAEB)
	Blasts < 5%

Monocytes ≤ 1 x 109 /l
	Blasts ≥ 5% - ≤ 20%

	Chronic myelomonocytic leukaemia (CMML)
	Monocytes > 1 x 109 /l

Blasts < 5%
	Blasts ≤ 20%



	Refractory anaemia with excess blasts in transformation (RAEB-t)
	Blasts ≥ 5%

Or Auer rods


	Or blasts > 20% - ≤ 30%

Or Auer rods


Appendix 5
IPSS for MDS: Survival and AML Evolution (16,17)
	

	


	
	Score Value 

	Prognostic Variable
	0 
	0.5 
	1.0 
	1.5 
	2.0 

	


	BM blasts (%) 
	<5 
	5-10 
	[image: image1.png]



	11-20 
	21-30 

	Karyotype* 
	Good 
	Intermediate 
	Poor 
	
	

	Cytopenias 
	0/1 
	2/3 
	
	
	

	


	Scores for risk groups are as follows: Low, 0; INT-1, 0.5-1.0; INT-2, 1.5-2.0; and High, [image: image2.png]


2.5. 

	* Good, normal, -Y, del(5q), del(20q); Poor, complex ([image: image3.png]


3 abnormalities) or chromosome 7 anomalies; Intermediate, other abnormalities. 


Appendix 6
WHO performance status scale

	Grade
	Performance scale

	0
	Able to carry out all normal activity without restriction.



	1
	Restricted in physically strenuous activity but ambulatory and able to carry out light work.



	2
	Ambulatory and capable of all self-care but unable to carry out any work; up and about more than 50% of waking hours.



	3
	Capable of only limited self-care; confined to bed or chair more than 50% of waking hours.



	4
	Completely disabled; cannot carry on any self-care; totally confined to bed or chair.




Appendix 7
Common Terminology Criteria for Adverse Events

The grading of toxicity and adverse events will be done using the NCI Common Terminology 

Criteria for Adverse Events, CTCAE version 3.0, published Dec 12, 2003.  A complete document 

(72 pages) may be downloaded from the following sites: 

http://ctep.cancer.gov/reporting/ctc.html 

http://www.eortc.be/Services/Doc/CTC   

Appendix 8
Measurement of response/treatment effect in MDS (25)
	
	


	ALTERING DISEASE NATURAL HISTORY

	  1. Complete remission (CR)

	     Bone marrow evaluation: Repeat bone marrow showing less than 5% myeloblasts with normal maturation of all cell lines, with no evidence for dysplasia.* When erythroid precursors constitute less than 50% of bone marrow nucleated cells, the percentage of blasts is based on all nucleated cells; when there are 50% or more erythroid cells, the percentage blasts should be based on the nonerythroid cells. 

	      Peripheral blood evaluation (absolute values must last at least 2 months): [image: image4.png]



Hemoglobin greater than 11 g/dL (untransfused, patient not on erythropoietin)
Neutrophils 1500/mm3 or more (not on a myeloid growth factor)
Platelets 100 000/mm3 or more (not on a thrombopoetic agent)
Blasts, 0%
No dysplasia*

2.  Partial remission (PR) (absolute values must last at least 2 months):
All the CR criteria (if abnormal before treatment), except:

	     Bone marrow evaluation: Blasts decreased by 50% or more over pretreatment, or a less advanced MDS FAB classification than pretreatment. Cellularity and morphology are not relevant.


3. Stable disease
Failure to achieve at least a PR, but with no evidence of progression for at least 2 months.


4. Failure

	Death during treatment or disease progression characterized by worsening of cytopenias, increase in the percentage bone marrow blasts, or progression to an MDS FAB subtype more advanced than pretreatment.


5.  Relapse after CR or PR[image: image5.png]


one or more of the following:
a) Return to pretreatment bone marrow blast percentage.
b) Decrement of 50% or greater from maximum remission/response levels in granulocytes or platelets.
c) Reduction in hemoglobin concentration by at least 2 g/dL or transfusion dependence.§

6. Disease progression
a) For patients with less than 5% blasts: a 50% or more increase in blasts to more than 5% blasts.
b) For patients with 5% to 10% blasts: a 50% or more increase to more than 10% blasts.
c) For patients with 10% to 20% blasts: a 50% or more increase to more than 20% blasts.
d) For patients with 20% to 30% blasts: a 50% or more increase to more than 30% blasts.
e)  One or more of the following: 50% or greater decrement from maximum remission/response levels in granulocytes or platelets, reduction in hemoglobin concentration by at least 2 g/dL, or transfusion dependence.§

7. Disease transformation
Transformation to AML (30% or more blasts).


8. Survival and progression-free survival
(See Appendix 9) 

	  CYTOGENETIC RESPONSE
  (Requires 20 analyzable metaphases using conventional cytogenetic techniques.)
Major: No detectable cytogenetic abnormality, if preexisting abnormality was present.
Minor: 50% or more reduction in abnormal metaphases.
Fluorescent in situ hybridization may be used as a supplement to follow a specifically defined cytogenetic abnormality.

	QUALITY OF LIFE
  Measured by an instrument such as the FACT Questionnaire.
Clinically useful improvement in specific domains:
Physical
Functional
Emotional
Social
Spiritual

	HEMATOLOGIC IMPROVEMENT (HI)

	  (Improvements must last at least 2 months in the absence of ongoing cytotoxic therapy.) [image: image6.png]


 


	  Hematologic improvement should be described by the number of individual, positively affected cell lines (eg, HI-E; HI-E + HI-N; HI-E + HI-P + HI-N).

	  1.  Erythroid response (HI-E)
Major response: For patients with pretreatment hemoglobin less than 11 g/dL, greater than 2 g/dL increase in hemoglobin; for RBC transfusion-dependent patients, transfusion independence.
Minor response: For patients with pretreatment hemoglobin less than 11 g/dL, 1 to 2 g/dL increase in hemoglobin; for RBC transfusion-dependent patients, 50% decrease in transfusion requirements.

	  2.  Platelet response (HI-P)

	     Major response: For patients with a pretreatment platelet count less than 100 000/mm3, an absolute increase of 30 000/mm3 or more; for platelet transfusion-dependent patients, stabilization of platelet counts and platelet transfusion independence.

	      Minor response: For patients with a pretreatment platelet count less than 100 000/mm3, a 50% or more increase in platelet count with a net increase greater than 10 000/mm3 but less than 30 000/mm3. 

	  3.  Neutrophil response (HI-N)

	     Major response: For absolute neutrophil count (ANC) less than 1500/mm3 before therapy, at least a 100% increase, or an absolute increase of more than 500/mm3, whichever is greater.

	     Minor response: For ANC less than 1500/mm3 before therapy, ANC increase of at least 100%, but absolute increase less than 500/mm3.

	  4.  Progression/relapse after HI: One or more of the following: a 50% or greater decrement from maximum response levels in granulocytes or platelets, a reduction in   hemoglobin concentration by at least 2 g/dL, or transfusion dependence.§

	


	For a designated response (CR, PR, HI), all relevant response criteria must be noted on at least 2 successive determinations at least 1 week apart after an appropriate period following therapy (eg, 1 month or longer). 

	*The presence of mild megaloblastoid changes may be permitted if they are thought to be consistent with treatment effect. However, persistence of pretreatment abnormalities (eg, pseudo-Pelger-Hüet cells, ringed sideroblasts, dysplastic megakaryocytes) are not consistent with CR. 

	[image: image7.png]


In some circumstances, protocol therapy may require the initiation of further treatment (eg, consolidation, maintenance) before the 2-month period. Such patients can be included in the response category into which they fit at the time the therapy is started. 

	§In the absence of another explanation such as acute infection, gastrointestinal bleeding, hemolysis, and so on. 


	


Appendix 9
Definitions of endpoints for clinical trials in MDS (25)
	

	


	Endpoint
	Response category
	Definition
	Point of measurement 

	


	Overall survival
	All patients
	Death from any cause
	Entry into trial 

	Event-free survival
	All patients*
	Failure or death from any cause
	Entry into trial 

	Progression-free survival
	All patients
	Disease progression or death from MDS
	Entry into trial 

	Disease-free survival
	CR
	Time to relapse
	First documentation 

	Cause-specific death
	All patients
	Death related to MDS
	Death

	


	IPSS should be used as the primary stratification. 

	Complete blood counts should be evaluated at least monthly, or more often if clinically indicated, to establish the durability of responses. 

	*Under circumstances in which presentation of event-free survival may be appropriate for responders only, this point should be clearly stated. 


Appendix 10
Standard format for an informed consent document

This is a clinical trial.

Clinical trials include only patients who choose to take part.

Please take your time to make your decision.

1. Title of the research protocol “state title”

2. Invitation to participate in the study

“The state study group is initiating a research study on patients that have a disease similar to yours. The study will be conducted at the European level under the supervision of physicians recognized as experts in this field of medicine. Today, you will be invited to take part to this research project after you are given full information about the study”.

3. Introduction

As is explained by your physician you are suffering from the disease Myelodysplastic syndromes (MDS). MDS encompass a group of bone marrow diseases, characterized by abnormal production of blood cells, a need for blood transfusions, and increased risk of serious infections and bleeding. Besides, MDS may convert into acute myelogenous leukemia, a malignant bone marrow disease. Your treating physician has told you that a serious form of MDS has been diagnosed. From recent clinical studies it is known that a complete remission might be induced in this situation with chemotherapy as used in acute myelogenous leukemia (AML). Complete remission means that the bone marrow appears normal at microscopical examination. However, it is also known that such a complete remission often does not last very long in MDS, and that a relapse of MDS occurs quite frequently.

Until recently, patients like you have been treated with state current therapies.

In the light of the above results, it is clear that more effective treatment options are needed for patients with myelodysplastic syndromes. For this reason state study group became interested in a new drug / treatment. Briefly discuss rationale for this study, clinical experience with the drug or therapy up to now and biological activity of the drug (if applicable).
4. Description of the research

If complete evaluation of you reveals that you are eligible to receive the planned study course, you will be state whether the patient will be admitted in the hospital for the drug administration and state the duration of hospital stay. The investigational course involves state investigational course.
5. Description of foreseeable risks and discomforts

The expected side effects of state study drug consist of state side effects.

If applicable:

The scheduled investigational chemotherapy course affects both leukemic cells and the rapidly dividing normal cells in the body. These cells are located in the skin, hair roots, the mucosa of the gastrointestinal tract, the liver and the normal bone marrow. So, the side effects of the induction, consolidation courses will mainly be nausea, vomiting, diarrhea, general malaise, hair loss, skin abnormalities, and reversible liver dysfunction. Already described is the transient disappearance of the normal blood cells and their risks.

6. Description of the ultimate goal of the research

The main goal of the study is to see if state main goal.

Secondary endpoints include *.

7. Expected benefits

8. Voluntary participation
“Your participation in this research trial is entirely voluntary and you will be given sufficient time to decide whether or not you wish to participate. You are free to decide at all times without giving a reason that you no longer wish to participate in the trial. Withdrawal from the trial will not affect your subsequent treatment or relationship with your treating physician or the hospital staff in any way”.

9. Data protection

“The trial involves the collection of information contained in your medical records and which relate to your disease. It is very important that the information collected is accurate and from time to time it may be checked against your medical records. Duly authorized persons (state study group staff, national and/or foreign health authority representatives or certain persons from the company supplying the trial medication) may have access to your medical records. All information will be strictly confidential and your identity will never be divulged, you have the right to access this information according to the laws applicable in your country”.
“To verify the initial diagnosis (done by the pathologist in your hospital), glass slides of bone marrow biopsy(s) (taken at the time of establishing the diagnosis) will be reviewed by a pathologist(s), expert(s) in field, using the microscope. Very often, the expert(s) will not be working in the hospital where you will receive protocol treatment, not even the same country.

In some cases, when it is difficult to establish/confirm the diagnosis, a (frozen) sample of your bone marrow biopsy (taken at the time of establishing the diagnosis) will be asked (to the pathologist in your hospital) by the expert(s) pathologist(s). This material will be used to prepare new slides and perform additional diagnostic investigation”.

This trial is conducted under the support of state study group with the financial participation of state sponsor ”.

“The state study group, responsible for the conduct of this trial, has asked your treating physician to disclose any existing conflict of interest he/she may have as a result of his/her activities related to this trial. The state study group has set up procedures to ensure the integrity of this process”.

10. Insurance

The sponsor of the study shall obtain a clinical trial insurance in accordance with the applicable legislation.

If you need to undergo another medical treatment, we advice you to inform the investigator to ensure this will not have any effect on your participation to the trial.

Everything has been done and will continue to be done to prevent additional health problems occurring as a result of your taking part in this trial.

11. Ethics Committee

This research protocol has been submitted to the Ethics Committee whose mission is to verify that all conditions with respect to your safety and rights are respected. Approval to this research has been given by the Ethics Committee of ______________ on ________________.
12. Contact persons

In case of any problem or question, your doctor will be pleased to answer any further questions and may be contacted as follows:

Name of the doctor: _____________________________

Hospital: _____________________________________

Telephone: ____________________________________

If you consent to join this trial, you will be given a telephone number at the hospital that you can contact at any time if you feel unwell or have further questions. Your family doctor will also be told about your taking part in this trial and what is involved, if you agree.

Please take your time to consider this information and do not hesitate to ask further questions to your doctor if anything is not clear. You are entitled to keep a copy of this document after you and your doctor have signed it.

Acceptance of participation

□  I have been properly informed of the clinical research that is being proposed to me

□  I have received a copy of the patient information sheet

□  All my rights have been clearly explained

□  I have received a copy of the informed consent document

□  I accept to participate in the research entitled “state study title” and registered under study number state study number . My participation is completely voluntary and I have the possibility to withdraw my consent at anytime without explanation This will not affect my relationship with my treating physician. The data collected on my behalf will be strictly confidential and treated according to the "Directive on the protection of individuals with regard to the processing of personal data" and the local applicable laws.

My consent does not discharge the organizers of the research from their responsibilities and I keep all my rights guaranteed by the law".

□  I have been informed that the data collected may be used in the future for any scientific purpose while confidentiality will be ensured

Patient's name: __________________________

Patient's signature: ___________________ Date: ________________

Person designated by the investigator to participate in the informed consent process:

Name: ________________________________

Signature: ______________________________ Date: ________________

Investigator's name: ______________________

Title/Position: ___________________________

Investigator's Signature: ___________________ Date: ________________

_____________________________________________________________________________

This document has been prepared taking into account:

- World Medical Association Declaration of Helsinki, adopted by the 18th World Medical

Assembly, Helsinki, Finland June 1964. Revised 1975, 1983, 1989, 1996 and on October 6,

2000 in Edinburgh, Scotland (www.wma.net).

- ICH-GCP Guidelines; Note for Guidance on Good Clinical Practice (CPMP/ICH/135/95),

Sept. 1997.

- International Ethical Guidelines for Biomedical Research involving Human Subjects, Council

for International Organizations of Medical Sciences (CIOMS), Geneva 1993.

- WHO: Operating Guidelines for Ethics Committee that Review Biomedical Research, Geneva,

2000.
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