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What trials should we do and 

how should we do them?

 How do we understand the animal studies 
to pick the best candidates?

 How do we understand the best way to 
study the drugs in patients?

 To give us the best chance of successful 
therapies

 Key to this: TRIAL DESIGN AND 
OUTCOMES (in mice and men…..)
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Mice to men

 Learning from DMD and 

other diseases (MND, 

ALS, Alzheimers)

 What model?

 How to test it?

 Which papers to believe?
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Biomarkers

 Biomarkers to determine stratify 

disease severity or drug 

response

 Require high throughput 

methodologies and stringent 

verification

 Possible means to improve trial 

design and predict drug 

response

 No biomarkers are yet qualified 

in DMD

Pegoraro and the CINRG group, Neurology, in press

Dr Alessandra Ferlini 
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How do we measure 

“outcomes”?

 No “one size fits all”

 Depends on trial design and phase, patient group under study

 Different domains to be captured (see TREAT-NMD ROM)

 Clinically meaningful change is key (regulatory definition)

 Function

 Strength

 Patient reported outcomes

 Biomarkers, others

 Primary and secondary outcomes need to be defined upfront



Examples of different outcomes 

that have been used in DMD

 Strength (manual testing or using machines)

 Functional scales (HAMA, North Star)

 Timed tests (walk, stair climb, up from floor)

 Six minute walk test

 QOL

 Dystrophin data

 How do these outcomes relate to the clinical 
experience of the patient and family? 



“The new” natural history (DMD)

 Meeting in Washington DC June 2010

 Data from >1500 boys with DMD in 

natural history studies shared

 Consistent data on natural history

 Relationship of core measures to 

clinical endpoints clarified
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TACT - TREAT-NMD Advisory Committee 

for Therapeutics 

 The pathway from a promising idea to drug 

registration is complex and requires multiple areas 

of expertise

 Very few individual groups have experience over 

the whole process of drug development, clinical 

trial design and regulatory implications

 Easy mistakes can be avoided with good advice

 Based on a multidisciplinary and pragmatic 

approach to the problem



 The application form is available on the 

TREAT-NMD website and interested groups 

should submit applications

 Researcher: interesting preclinical results on a compound

 Clinician: access to non clinical development know-how

 Industry: to quicker understand the target community

 Funders: review can add value to a proposal and facilitate 

decision making between opportunities to fund

 All groups: access to advice on clinical trial design, conduct, 

access to other TREAT-NMD tools and regulatory advice 

• Who can apply to TACT?

The application and appraisal 

process



TACT experience to date

 Academic and industry applicants

 Projects have moved through the process 

to develop new funding applications

 Greater involvement of advocacy 

organisations

 Next meeting: January 2011
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Personalised medicines:

Mutation specific therapies

 Stop codon 
suppression 

 Multiple diseases, 
specific mutations

 Exon skipping 
(DMD)

 Targeted 
approach to skip 
specific exons to 
restore reading 
frame



Pre-clinical Toxicology
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What are the determinants of 

success in rare diseases?

 Strong patient 
organisations 
driving (and 
funding) research

 Patient registries

 Strong 
partnerships

• Academic

• Advocacy

• Industry

• Regulatory



DMD



Global partners

http://www.duchenne-community.com/index.php
http://www.genethon.fr/
http://www.treat-nmd.eu/registries/national/www.duchenneconnect.org
http://www.utah.edu/
http://www.asrim.ch/fr-ch/asrim/accueil.html
http://www.benniundco.de/
http://www.jtsma.org.uk/
http://www.wellstone-dc.org/
http://www.cdc.gov/
http://www.inserm.fr/fr/home.html
http://www.ucl.ac.uk/archaeology/
http://www.cpd.med.ubc.ca/__shared/assets/GSK_logo2186.JPG

