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Overview 

•  Quality of life in multiple sclerosis 
•  FDA recommendations for labeling claims 

•  Reliability 
•  Validity 

•  Detecting changes in clinical trials 
•  Ability to detect change 
•  Interpretability 

•  Special issues 
•  Specific populations (cognitive impairments) 
•  Translations and cross-cultural validity 



Quality of life in multiple sclerosis 

•  Quality of life is strongly 
associated with psychosocial 
factors 

•  QoL is therefore often 
investigated in behavioral 
interventions 

•  Quality of life has increasingly 
been included as an 
additional endpoint in MS 
clinical trials 

Mitchell et al., Lancet Neurol 2005 



QoL measures in multiple sclerosis 

Mitchell et al., Lancet Neurol 2005 



COSMIN taxonomy 

Mokkink et al., Qual Life Res 2010 



FDA guidelines for supporting labeling claims 



FDA guidance for instrument development 

FDA, Health and Quality of Life Outcomes 2006 

•  Instrument development 
•  Conceptual framework 
•  Generation of items 
•  Recall period and recall options 
•  Evaluation of patient understanding 
•  Confirmation of conceptual framework and instrument 

finalization 



FDA guidance on measurement properties  

FDA, Health and Quality of Life Outcomes 2006 

•  Reliabilty 
•  Test-retest 
•  Internal consistency 
•  (Interrater reliability) 

•  Validity 
•  Content-related 
•  Construct-related (discriminant, convergent, known-

groups) 
•  Ability to predict future outcomes  



Instrument development 

FDA, Health and Quality of Life Outcomes 2006 



COSMIN taxonomy 

Mokkink et al., Qual Life Res 2010 



FDA guidance on ability to detect change  

FDA, Health and Quality of Life Outcomes 2006 



Ability to detect change: Responsiveness 



Responsiveness to worsening 

Gold et al., J Neurol Sci 2010 



Responsiveness to rehabilitation 

Gold et al., J Neurol Sci 2010 



Responsiveness to MBSR 



Responsiveness to MBSR 

Grossman et al., Neurology 2010 



COSMIN taxonomy 

Mokkink et al., Qual Life Res 2010 



FDA guidance on interpretability  

FDA, Health and Quality of Life Outcomes 2006 

•  Distribution-based MID  
•  Anchor-based MID (transition questions to 

clinician and/or patient)  



Interpretability 

•  Triangulation of minimally important difference 

Gold et al., J Neurol Sci 2010 



Interpretability: Application 

Montalban et al., Mult Scler 2011 



Interpretability: Application 

Montalban et al., Mult Scler 2011 



Interpretability: Application 

Montalban et al., Mult Scler 2011 



FDA guidance on specific populations 

•  Cognitive impairment that occurs in some chronic 
diseases may affect measurement 
•  Develop proxy-ratings 

•  Good agreement cross-sectionally, stronger for 
physical than for psychological domain  



Low agreement longitudinally and in rehab 
settings  



Measuring QoL in cognitively impaired patients 



COSMIN taxonomy 

Mokkink et al., Qual Life Res 2010 



MAPI institute translation process  

© MAPI Institute Lyon/France 



HAQUAMS international study 

Anatchkova et al., in preparation 

•  Large international study conducted by Adelphi Real World 



HAQUAMS international study 

Anatchkova et al., in preparation 



HAQUAMS international study 

Anatchkova et al., in preparation 



Conclusions: Implications for clinical trials 

•  Selection of instrument should be based on 
measurement properties 

•  Instrument should be sensitive and provide data 
for interpretation of changes 
•  On a group level (MID) 
•  On an individual level (responder definition) 

•  Instrument must be appropriate for study 
population 
•  Duration of study 
•  Clinical characteristics of population (current and 

future) 
•  Cross-cultural validity 
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