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NHS

National Institute for
Health Research

Medicines for children

A Historically, limited paediatric clinical trials conducted
A High proportion of off-label/unlicensed medicine use

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

ASuccessfully argued need for CTU dedicated to
medicines for children

AOTo conduct and provide
tri als undertaken within

ACore staff in post Sep 2005

A16 studies funded, 4 submitted/in development
A8 open, 5 in setup, 3 closed
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Early successes

AHTA Open Call i grant success
A Staff recruitment/retention

A CSG review

ATIPIT i recruited ahead of target
A Clinical PhD programme
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Challenges

A Formulation and trial supplies
A Outcomes
A Blinding

A Recruitment
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Some trials to date
A MENDS: melatonin vs placebo

A MAGNETIC: add-on nebulised magnesium vs
placebo

A MASCOT: salmeterol vs montelukast vs placebo,
all recelve fluticasone

A TIPIT: thyroxine vs placebo
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Some trials to date

A SLEEPS: clonidine vs midazolam
A CATCH: antibiotic vs heparin vs standard CVC

A TORPEDO: IV vs oral antibiotics
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FORMULATION
AND
TRIAL SUPPLIES
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Formulation issues

A Unlicensed IMP to be added to food i testing required

A Large quantity of IV IMP required i sourcing commercial
manufacturer, funding secured, stability data required

A QP indemnity cover when NHS manufacturing unit
supplying to non-NHS organisation (University sponsor)

A Capacity of NHS units to package large quantities i
commercial manufacturer sourced with additional funding
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LEARNING POINT 1

ADiscuss at early stage 1 can take weeks to source and
obtain costs

Alnvolve MCRN formulation fellow, pharmacist, Cl, CTU

AFormulation checklist devised by MCRN formulation
fellows
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OUTCOMES
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Hypertonic saline inhalation in cystic fibrosis—salt
In the wound, or sweet success?
Beth Enderby and lolo Doull

Arch. Dis. Child. 2007;92;195-196

mong (he grealest challenges facing WHAT IS AN IMPORTANT

the cystic fibrosis community at pre- OUTCOME MEASURE IN CYSTIC
sent is the apparently simple task of F|‘BROS|S?

determining whether a treatment s bene- There is an interesting parallel between cystic
licial or not.[Most of the traditional outcome fibrosis trials and asthma trials, where there
measures may no longer be useful—the has been a marked shift away from meastires
outlook for cystic fibrosis has improved so of pulmonary function such as FEV1 or peak
dramatically that using survival Is impracti- flow variability, towards measures of greater
cal; dlinical scoring systems such as the relevance to the patient such as exacerbation
Shwachman-Kulezycki score are too subjec- rate and quality of life measures.” Although

' tive and insensitive,' and many children have FEVI s strongly predictive of two-year
Nno resph‘amry Sylnplolns Wllh puhnonary SUrVI\/al 11 CYSUC flbl‘OSlS, 1 15 hkely lhal lh€
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Definitions

A Selective outcome reporting: Selection of a subset of
the original recorded outcomes for inclusion in
publication

A Outcome 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

A Interviews with trialists: 29% trials displayed ORB

A ORB suspected in at least one trial in >33% of 283
reviews

A 42 significant meta-analyses
I 8 (19%) would not have remained significant

I 11 (26%) would have overestimated the treatment
effect by > 20%

& mcrn
Mocines o Ghcen Resorh Nowork

Medicinesfor Children Research Network



ORBIT: key messages

A Review primary outcome data missing in 25% eligible
trials in Cochrane reviews 1 a wasted opportunity?

A From 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

A Minimum set of outcomes

I Measured and reported in all clinical trials of specific
conditions

A Advantages
I More likely to measure appropriate outcomes

I Less heterogeneity between trials
I Reduced risk of ORB

& mcrn
Mocines o Ghcen Resorh Nowork

Medicinesfor Children Research Network



OPEN a ACCESS Freely available online PLDS MEDICINE

A Systematic Review of Studies That Aim to
Determine Which Qutcomes to Measure in
Clinical Trials in Children

lan Sinhaﬂ, Leanne Junes1, Rosalind L. 5myth1, Paula R. Williamson?

1 Institute of Child Health, University of Liverpool, Liverpool, United Kingdom, 2 Centre for Medical Statistics and Health Bvaluation, University of Liverpool, Liverpool, United
Kingdom

A To review studies which have determined
the most appropriate outcomes to
measure In clinical trials in children
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Findings
A 13 studies

A Varied in quality

A Participants - clinical and research experts,
parents (3 groups), no groups included children

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

A MASCOT trial
A PO: number of asthma exacerbations
A Review of 115 trials (Sinha et al, 2008)

A 35 definitions
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Primary outcome not routinely measured

A Study 1
A Missing/incomplete 28% patients

A Email reminder i not enough just to randomise
A 6%

A Study 2

A Missing or incomplete in 38% patients
A Critical areas of eCRFs highlighted

A 11%
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LEARNING POINT 2

ACareful thought re outcomes i what can we learn from

previous trials, parental/child input, feasibility of
collection

ANeed 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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