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Medicines for children

ÅHistorically, limited paediatric clinical trials conducted

ÅHigh proportion of off-label/unlicensed medicine use

ÅEU legislation, 26 Jan 2007: Paediatric Investigation 
Plan (PIP) for all new MAs and variations
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MCRN Clinical Trials Unit

ÅSuccessfully argued need for CTU dedicated to 

medicines for children

ÅóTo conduct and provide support for clinical 

trials undertaken within the MCRNô 

ÅCore staff in post Sep 2005

Å16 studies funded, 4 submitted/in development

Å8 open, 5 in setup, 3 closed 
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Early successes  

ÅHTA Open Call ïgrant success

ÅStaff recruitment/retention

ÅCSG review 

ÅTIPIT ïrecruited ahead of target

ÅClinical PhD programme
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Challenges  

ÅFormulation and trial supplies

ÅOutcomes

ÅBlinding

ÅRecruitment
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Some trials to date                     
ÅMENDS: melatonin vs placebo

ÅMAGNETIC: add-on nebulised magnesium vs 
placebo

ÅMASCOT: salmeterol vs montelukast vs placebo, 
all receive fluticasone 

ÅTIPIT: thyroxine vs placebo
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Some trials to date                     

ÅSLEEPS: clonidine vs midazolam 

ÅCATCH: antibiotic vs heparin vs standard CVC

ÅTORPEDO: IV vs oral antibiotics
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Formulation issues

ÅUnlicensed IMP to be added to food ïtesting required

ÅLarge quantity of IV IMP required ïsourcing commercial 

manufacturer, funding secured, stability data required

ÅQP indemnity cover when NHS manufacturing unit 

supplying to non-NHS organisation (University sponsor)

ÅCapacity of NHS units to package large quantities ï

commercial manufacturer sourced with additional funding
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LEARNING POINT 1

ÅDiscuss at early stage ïcan take weeks to source and 

obtain costs

ÅInvolve MCRN formulation fellow, pharmacist, CI, CTU

ÅFormulation checklist devised by MCRN formulation 

fellows



Medicines for Children Research Network

OUTCOMES
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Definitions

ÅSelective outcome reporting: Selection of a subset of 

the original recorded outcomes for inclusion in 

publication

ÅOutcome reporting bias: Selection of a subset of the 

original recorded outcomes, on the basis of the 

results, for inclusion in publication
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ORBIT: key messages

ÅInterviews with trialists: 29% trials displayed ORB

ÅORB suspected in at least one trial in >33% of 283 

reviews

Å42 significant meta-analyses

ï8 (19%) would not have remained significant

ï11 (26%) would have overestimated the treatment 

effect by > 20%
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ORBIT: key messages

ÅReview primary outcome data missing in 25% eligible 

trials in Cochrane reviews ïa wasted opportunity?

ÅFrom reasons given during interviews with trialists for 

why outcomes had either been measured but not 

analysed, or not measured, there was evidence of a 

general lack of clarity about the importance and/or 

feasibility of data collection for the outcomes chosen.
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Core Outcomes                    

ÅMinimum set of outcomes 

ïMeasured and reported in all clinical trials of specific 
conditions

ÅAdvantages

ïMore likely to measure appropriate outcomes

ïLess heterogeneity between trials

ïReduced risk of ORB
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ÅTo review studies which have determined 
the most appropriate outcomes to 
measure in clinical trials in children

PLoS Medicine 2008 5(4):e96
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Findings

Å13 studies

ÅVaried in quality

ÅParticipants - clinical and research experts, 

parents (3 groups), no groups included children

ÅFuture research: most appropriate techniques, 
core outcomes needed for more conditions
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Outcomes                     

ÅMASCOT trial

ÅPO: number of asthma exacerbations

ÅReview of 115 trials (Sinha et al, 2008)

Å35 definitions
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Primary outcome not routinely measured

ÅStudy 1

ÅMissing/incomplete 28% patients

ÅEmail reminder ïnot enough just to randomise

Å6%

ÅStudy 2

ÅMissing or incomplete in 38% patients

ÅCritical areas of eCRFs highlighted

Å11%
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LEARNING POINT 2

ÅCareful thought re outcomes ïwhat can we learn from 

previous trials, parental/child input, feasibility of 

collection

ÅNeed to build evidence base for outcome 

measurement (what and how) in paediatric trials
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The COMET Initiative

Core Outcome Measures in Trials
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