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Patient centered outcomes in rare diseases

Heterogeneity among rare disease trial
participants

Generic outcome measures usually not
responsive

Development and validation of disease-
specific outcome measures in rare
diseases problematic




3 boys with Duchenne disease:

PN

A

‘I want to be able to ‘I want to be able to eat ‘ want to breathe
walk’ independently’ independently’

A

Six minute walk test
Goal Attainment Scaling (Kiresuk & Sherman, 1968)



Adam is unable to walk

Adam can take 3 steps

Adam is able to walk for 5 minutes
Adam can walk for 15 minutes
Adam can walk longer distances

Chris is unable to breathe independently
Chris can breathe for 10 minutes

Chris can breathe for one hour

Chris can breathe for two hours

Chris can breathe for at least three hours




‘I want to be able to walk’
‘I want to be able to get dressed in the morning’
‘I want to be able to use my wheelchair without any help’
‘I want to be able to play with friends’
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1. What are your goals, defined in 5
levels of attainment?

2. Which goals are most important to
you?

3. Intervention

4. Have you attained your goals?




Systematic review

* Has GAS been used in drug trials?
 Has GAS been validated in drug studies?
* Has GAS been validated in other studies?

31 drug studies 7 drug studies 20 non-drug
without with studies with

measurement measurement measurement
properties properties properties




Results

* |s GAS used in drug studies?

Yes, Cerebral Palsy (Botox) and
Alzheimer Disease (Donezepil)

e Has GAS been validated in
drug studies?

Hardly

e Has GAS been validated in
other studies?

Yes, but often with low quality
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Abstract

Background: Ore of the main challenges for drug evaluation in rare dissases is the often heterogeneous course
of these diseases. Traditional outcome measures may not be applicable for all patients, when they are in different
stages of their disease. For instance, in Duchenne Muscular Dystrophy, the Six Minute Walk Test is often used to
evaluate potential new treatments, whereas this outcome is irrelevant for patients who are already in a wheelchair.
A measurement instrument such as Goal Attainment Scaling (GAS) can evaluate the effect of an intervention on
an individual basis, and may be able to inchude patients even when they are in different stages of their disease. It
allows patients to set individual goals, together with their treating professional. However, the validity of GAS as a
measurement instrument in drug studies has never been systernatically reviewed. Therefare, we have performed a
systermnatic review to answer two questions: 1. Has GAS been used a¢ a measurernent instrument in drug studies?
2: What is known of the validity, responsiveness and inter- and intra-rater reliability of GaS, particularly in drug
trials?

Methods: We set up a sersitive search that yielded 3818 abstracts. After careful screening, data-estraction was
executed for 58 selected articles.

Results: Of the 52 selected articles, 38 articles described drug studies where GAS was used as an outcome
measure, and 20 articles described measurement properties of GAS in other settings. The results show that
validity, responsiveness and reliability of GAS in drug studies have hardly been investigated. The quality of the
reporting of validity in studies in which GAS was used to evaluate a non-drug intervention also leaves much
room for improvement.

Conclusions: We conclude that there is insufficient information to assess the validity of GAS, due 1o the poor
quality of the validity studies. Therefore, we think that GAS needs further validation in drug studies, especially
since GAS can be a potential solution when a small heterogeneous patient group is all there is to test a
promising new drug.

Trial registration: The protacol has been registered in the PROSPERO international praspective register for
systernatic reviews, with registration number CRD42014010619. hitpy/Awww.crd york ae.uk/PROSPERD/display_
record asp?ID=CRO42014010619.
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When can GAS be used?

Useful:
v" Chronic disease

v' Effect of intervention expected on behavioral ability, that
can be assessed independently

v Concurrent blinded controls ‘ ‘

Not useful:
* Acute, episodic or unpredictable diseases

 Cross-over trials
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Advances in Small Trials dEsign for
Regulatory Innovation and eXcellence

Sounds like a
good idea!
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