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Quality of Life in Myelodysplastic syndrome Patients:
What have we learned so far?



0

500

1000

1500

2000

2500

1991 1992 1993 1994 1995 1996 1997 1998 1999 2000 2001 2002 2003 2004 2005 2006 2007

360
431

529
598

644

796
864

934

1125
1208

1346

1474

1656

1856

2015

2245
2307

Data extracted from PubMed

Number of Publications about Quality of Life (QoL)  in 

Oncology 1991- 2007



A frequent and “implicit” assumptions about
Quality of Life assessment  in hematology

Evaluating Quality of Life in hematology…

…it is something “new”!

Is this entirely correct? 

What has actually been changed over the last  decade is the approach and the methodology.

THAT IS: From indirect measurements to patient-direct measures! 



Burge et al., The Lancet, 7936:621-668,1975
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CLINICAL DECISION-MAKING AND MEASUREMENT ISSUES

Syringe

NAUSEA

Ask the Patient !

Patient-Reported Outcomes 

(PRO) Instruments:
For example:

-EORTC QLQ-C30

-FACIT-Fatigue

-SF-36

The Patient is the only

source of data 

http://www2.free-clipart.net/cgi-bin/clipart/directory.cgi?action=view&link=clipart/Health_And_Medical/General&image=Sick_1.jpg&img=54


Food and Drug Administration (FDA) European Medicines Agency (EMEA)

REGULTAORY AGENCY VIEWS ON QUALITY OF LIFE OUTCOMES



How many prospective studies in patients with MDS have included 
Patient-Reported Outcomes (PROs) (e.g. quality of life and symptom 
burden) ?

What is the ‘quality’ of these studies and to what extent are these likely to 
support clinical decision-making?
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SYSTEMATIC REVIEW ON 
QUALITY OF LIFE RESEARCH IN MDS PATIENTS

OBJECTIVES:
Based on…
-Efficace et al. EHA,  Berlin, 2009 (Oral presentation)

-Only prospective studies (including RCTs)

-Selected from 1980 – 2009 (e.g. MedLine, SCOPUS…) 

-Any kind of PROs (e.g. Quality of Life)

-Any kind of MDS 

Main criteria for considering studies :



Main factors affecting patient’s quality of life (QoL) in patients with MDS (Thomas ML, 2006) 

 Older Age

 Co-morbidity

 Transfusions 

 Infections

 Symptom burden related to the disease/treatment (i.e. fatigue)

 Limited survival

Recent International Working Groups/guidelines in Hematology emphasize the role role of  QoL 
and higlights the need of more research into this area (Tefferi et al, 2006; Rodeghiero et al. 2008; Cheson et al, 2006; 

Hallek et al, 2008).

While there is robust evidence  on  the value of QoL research in patients with solid tumors, no 
solid  evidence exist in patients MDS.   

Regulatory Agencies and Scientific Societies have been supporting the use of QoL as a key 
outcome measure in clinical trials for a number of years (FDA 1985,  ASCO 1996…).

“…The FDA is encouraging the medical  research community to use PROs in clinical trials to help tell whether a new drug or 
medical device is working and how well it is working” F DA Consumer Magazine, 40(6), Nov.-Dec, 2006

RATIONALE : Quality of Life and MDS 

Clinical-decision-making

very challenging
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RESULTS 1980-2009
10 prospective studies enrolling 832 MDS patients



Authors Sample Treatment
PRO 

masure

Assessment 

schedule

PRO  

compliance 

over time

Summary of  PRO results

Stasi et al. 

2005

53 low-int-1-

risk MDS pts

Darbepoetin 

alfa for 24 

weeks

FACT-An;

LASA

Baseline and 

24th week

baseline data 

missing;

90% after 24 

weeks

Improvement of QoL in 

responders, especially on 

anemia and fatigue 

subscales

Giagounidis

et al. 2005

29 isolated 

(5q) MDS pts

ATRA + 

Tocopherol-alfa 

for 180 days

EORTC 

QLQ- 30

Baseline, 90 

and 180 

days

baseline and 90 

days data 

missing;

69% after 180 

days

No significant improvement 

of QoL in any pts

Aloe Spiriti et 

al. 2005

133 low-risk 

MDS pts

rHEPO alfa for 

24 weeks
FACT-An

Baseline, 4th

and 8th week

77% baseline;

73% after 4 

weeks;

65% after 8 

weeks

Improvement of QoL in 

responders, correlated to 

erythroid response

Clavio M et 

al. 2004

11 low-risk 

MDS pts

rHEPO alfa for 

12-24 weeks
FACT-An

Baseline and 

12-24th week

100% baseline;

73% after 12-24 

weeks

Improvement of QoL in 

responders, correlated to 

erythroid response

Hellstrom-

Lindberg et 

al. 2003

53 MDS pts

rHEPO 

beta+G-CSF 

for 12-20 

weeks

EORTC 

QLQ-C30

Baseline and 

12th week

68% baseline;

60% after 12 

weeks

Improvement of QoL in 

responders

5 Prospective -non-RCTs- in patients with MDS



Authors

Overall no. of 

patients (patients 

with PRO data)

MDS

Subtypes

FAB or WHO

(IPSS)

Treatment

outline

PRO measure 

used

Summary of 

traditional clinical 

outcomes

Summary of PRO 

results

Greenberg et

al, 2009
102

RA

RARS

REAB

CMML

EPO and 

supportive care 

versus supportive

care alone

FACT-G

No difference in OS 

between treatment 

arms.

Improved erythroied

responses in EPO arm

No difference between

treatment arms. 

However, patients with

erythroid responses

reported some QoL

benefits over time

Kantarijan et 

al. 2006
170 (unknown)

FAB:

RA; RARS; RAEB; 

RAEB-t; CMML

(int-1;

int-2;

high-risk)

Decitabine

versus supportive 

care

EORTC QLQ-C30

Higher overall response 

rate and longer median 

time trend to AML in 

patients treated with 

decitabine compared to 

those on supportive 

care

Decitabine > best 

supportive care 

Balleari et al. 

2006
30 (18)

WHO:

RA; RARS; RCMD; 

RAEB-1

(low-risk)

rHEPO Beta 

versus

rHEPO Beta + G-

CSF Filgrastim

FACT-An

Better although not 

statistically significant 

erythroid response in 

the rHEPO Beta + G-

CSF arm compared to 

the rHEPO arm

No difference

Casadevall et 

al. 2004
60 (57)

FAB:

RA; RARS; RAEB

(low; int-1;

int-2;

high-risk)

rHEPO alfa + G-

CSF lenograstim

versus supportive 

care

FACT-An

Better erythroid 

response in the rHEPO 

alfa + G-CSF 

lenograstim arm in 

comparison with 

supportive care

No difference

Kornblith et 

al. 2002

(Silverman et 

al)

191 (189)

FAB:

RA; RARS; RAEB; 

RAEB-t; CMML

(unknown)

Azacitidine

versus 

Supportive care 

EORTC QLQ-C30; 

Mental Health 

Inventory; Patient’s 

perception of 

improvement

Azacitidine treatment 

yielded a higher 

response rate, reduced 

risk of leukemic 

transformation and 

improved survival

Azacitidine > supportive 

care

5 Prospective RCTs in patients with MDS



Conclusions

 There is  lack of data regarding  QoL in patients with MDS, although the number of 
studies has been increasing since 2000 and it is expected to grow…  

 There is  robust evidence that AZA can provide better QoL outcomes than 
supportive care alone.

 There is  preliminary evidence suggesting that  Decitabine could potentially provide 
better outcomes as compared with supportive care, but this needs to be confirmed 
by additional data. 

 Urgent efforts are needed to implement methodologically sound  studies in this 
area  to understand what is the burden of the disease and treatment related effects  
from the patient’s perspective.   

GIVEN THE LACK OF RESEARCH….
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GIMEMA Protocol QoL-MDS0108

Prognostic significance and longitudinal assessment of patient-reported  

QoL and symptoms in high-risk MDS. 
An international prospective observational study

NCI number: NCT00809575ONGOING STUDY…



Participating Centers: 

Participating countries = 15 (including: Austria, Italy, Germany, Belgium, France, China, UK, USA)

Centers obtained IRB/ethics approval = more than 40

General Scope

To provide patient-reported evidence based data to further facilitate clinical decision-making process in  higher-risk
MDS patients (IPSS int-2 and high-risk).

Some  key research questions of the study 

Is pretreatment  patient’s self-reported fatigue an independent prognostic factor for survival beyond previously known 
key prognostic data?

to prospectively evaluate short-term quality of life and symptoms.

CLINICAL DECISION- MAKING PROCESS: for example…to extent patients prefer to be involved in treatment decision-
making? Can we identify patients who might benefit most from a ‘shared decision-making’ approach?

to establish international QoL and symptoms baseline reference data to be used as benchmarks for comparisons in 
future therapeutic trials. 

to investigate the prognostic value of early change of QoL and symptoms for overall survival and for disease progression 
(i.e. AML transformation). 

STUDY DETAILS AND OBJECTIVES

Contact details:  Fabio Efficace (f.efficace@gimema.it)


