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Health care research is untidy

It needs to be tidied up if it Is to achieve its
alm of helping practitioners and patients to
Improve health care and health

This needs Initiatives such as The Cochrane
Collaboration for systematic reviews and
COMET for core outcome sets



What is a “core outcome set”?

An agreed standardised set of the most important
(“core”) outcomes

Disease/condition specific (might cover all treatment
types or a particular intervention)

Both benefits and harms

Measured and reported as the minimum (other
outcomes will usually be collected)

Relevant to routine clinical practice



Why have core outcome sets?

Several tens of thousands of research studies are underway
500+ clinical trials are published every week
Working through this evidence is overwhelming

It is made worse by studies of the same topic describing
their findings in different ways

Systematic reviews might help but the authors of each
review need to bring together and make sense of a variety
of studies, using a variety of outcomes, measured in a
variety of ways

And, the reviewers need to choose outcomes that the
readers want to see

We need to be able to compare, contrast and combine
research to improve health care and improve health



Cancer trials

« 1977. World Health Organisation convened a
meeting to discuss “Standardization of
Reporting Results of Cancer Treatment”,
Turin

* 1979: meeting of 30 representatives from
iInternational cooperative groups working on
trials In cancer, Brussels

* 1979: WHO Handbook for Reporting Results
of Cancer Treatment



Reporting Results of Cancer Treatment

A.B. MILLER, MB, FRCP(C), B. HODGSTRATEN, MD, M. STAQUET, MD, AND & WINKLER, MD*

O the initintive of the Warld Health Org:

twin on the

of Reporting

Resulis of Cancer Treatment have been held with representatives and members of several organlzations,
Recommendations have been developed for standardized approaches to the recording of baseline data
relating to the patient, the tumer, laborstory and radiclogic data, the reporting of treatment, grading
of acuie and subacate toxicity, reparting of response, recurrence and disease-free interval, and re-
porting resulis of therapy, These recommendations, already endersed by a number of organizatkons,
are proposed for international scceptance and use o make it possible for investigators o compare

validly iheir resulis with those of others.

Cancer 471207214, 198],

DVANCES IN CANCER THERAPY are made by
continual investigation and evaluvation of treat-

meni results and their incorporation in the practice of
oncology. This reguires comparisons between results
and necessitates the availability of appropriate data
in a suitable form, Thus, standardization of assessment
and of reporting of results is an important step that
aims al increasing the amount of usable therapeutic
information at the disposal of the physician. T has,
therefore, become necessary to develop s “'common
language™ to describe the resulis of cancer treatment
and to sgree upon internationally acceptable general
principles for reporting and assessing data.

= Writing Commates Representing the Panicipamts a1 the Meetings
on Standardizaton of Reportimg of Resubts of Cancer Trestmant,
Tuemn 1977 and Brussels 1979

Address for reprims: A. B Miller, MB. Direcior, NCIC
Epidemmology Unil, Fecully of Medicine. McMurmich Bualding,
University of Toronte, 12 Queen’s Park Crescent West, Taronte,
Oniario M35 148

The pariipants were the following: P. Alberio, M, Swiss
Group for Clinical Cancer Rescarch, Genevn, Switzerland; E
Anglesio, MDD, Regsstro del Tumor per il Plemonte ¢ bl Valle
A" Avata, Tunm, Naly (Chairman Tusin mestmpis M. Bayssas, MDD,
Insiiet de Cancerobagiv e d Immunogenetgue, Villeguif, Fran
M. M, Blechen, MD, Cambrilge Unaveraity School of Clinig
Medicing, Cambridige, UK (Representing Britsh  Medical Re-
search Coancip £ Breewinski, MDD, WHO Begionsl Ofoe for
Eurape. Copenhagen. Denmark: K. Calman, MD, Undversity of
Cilasgow, Glaspow. UK: 5. K. Carter, MD, Morthern Califorsa
Cancer Program, Pale AlMo, Califomiz: M. Cascinel MI¥. [n-
stitute Marionale per lo Studio e la Corn dei Tumori, Mitan, Haly;
V. Cerny, MD, Institate of Clinical Owmcobogy, Bratislava, Caech-
oibvakia {Representing Council for Mutual Ecosomic Aldy, H.
Davis, MDD, Wisconsin Clindcal Cancer Center, Madison, Wis-
conalm. | Representiog Wational Cancer Institute, USA)L S, Bckhardt,
MDD, Chatrman of Trial Center for Council for Mutezl Economic
And, Budapest, Hungary; A, M, Gann, MDD, Cancer Rescarch Center
of thi Acndemy af Medical Selenoes, Moscow , USSR | Representing
Cauncil far Muaal Beonomic Aid)l; M. Hakama, 5cD, Finnish
Cancer Regisiry, Helsinki. Fimland: 1. L. Hayward, MB, Guy's
Hospital. Losdon {Vice-Chairman, Turin meeting); H. Hansluwka,

On the initigtive of the World Health Orgamzation,
Iwo meetings on the Standardization of Reporting
Results of Cancer Treatment have been held in Turin,
1977 and in Brussels, 197% with representatives of the
Euvropean Organization for Research on Treatment of
Cancer, the Mational Cancer Institote USA, the Inter-
national Union Against Cancer. the Council for Motual
Economic Aid (COMECON), as well &5 members of
several other organizations (ECOG. MRC, SAKC,
SWOG, VA This report is a summary of the con-
clusions and recommendations resulting from these
combined efforis. A WHO technical report has becn
published in handbook form by the World Health

MDD, WHO HQ, Geneva, Swilzerkbnd- G A Higgins, Jr., MD, Vitersns
Sdministraten Hospital, Washington, InC.: B Hoogstraten, MDY,
Universily of Kansns Medical Cenier, Kansas City, Kansas,
|Rapporteur, Brussels Meetingl H. Ichikawn, MD, MNaotionsl
Cancer Center, Tokyo, Japan. A, C. C. Jungueira, MDD, A.C.
Camarga Hospital, Sae Paule, Brazil (Representing [nsemational
Unign Agninst Cancerl; K. Karrer, MD, Institut fur Krehsforschung
der Universitat Wien, Vienna, Ausiria; ¥, Kenis, MD, Instiut Jules
Hardel, Brissels, Belgiom: D Kisner, MD, Dhwison of Cancer
Treatment, National Cancer Institute, Rethesds, Maryvland: Dr.
Lubwanzki, MD, Instiol Gustave-Heassy, Villejuif, France:
K. Magnuas, PhI}, The Cancer Registry of Morway, Osle, Morway:
G. Mathe, MDD, Instie de Comcerobagie et J [mmunogenstique,
Villgjuif, France; A B. Miller, MB. University of Toranio, Cansda
| Rupperiear Turin Mecting and  Chairman Brussels Mestiog),
H. Mouriesse, Institut Gustave Rowssy, Villejuif, France: V. Ny,
MO, Usiversity of Yaoumde, United Repubhe of Camerson:
0. Sedwwry, MD, University of Miami, Miami, Florida: A, 0. Sobao,
MDD, Jobn F. Kennedy Medical Center, Moearovin, Liberia; M.
Saguet, MDD, Insing Jules Bonder, Brossels, Belgium (Vice-
Chasrman  Hrussels Mestingd: H. Tagaen. MD. [nstiul Jieles
Bosdet, Brussels, Belgium: 0. Takatani, MEY, National Defense
Medical Callege. Saitame-ken, Japan: B, Terrecind, MD, Universita
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Conter of the Academy of Medical Sciences, Moscow, LUSSR;
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ltems

* Acute toxicity
* Chronic or late toxicity

 Partial response (>50% decrease In tumour
load)

« Complete response (100% disappearance)
« Date of first recurrence
« Date of death



Miller et al (1981) “These
recommendations, already endorsed by
a number of organizations, are
proposed for international acceptance
and use to make It possible for
iInvestigators to compare validly their
results with those of others.”



More recent examples

* OMERACT (rheumatoid arthritis)
 IMMPACT (pain)

» Paediatric asthma

« Maternity care




 Why do we need initiatives such as
these?

* What's the problem?



“The studies ... varied greatly in intervention design, outcome
measurements and methodological quality.” (Preventing childhood obesity)

“Appropriate short- and long-term outcomes need to be defined for
children and youth at various weight levels, rather than using conventional
or adult-oriented outcomes.” (Treating childhood obesity)

“The studies were heterogeneous in terms of study design, quality, target
population, theoretical underpinning, and outcome measures, making it
impossible to combine study findings using statistical methods..”

(Promoting activity in children)

“No study reported relevant data on diabetes and cardiovascular related
morbidity, mortality and quality of life..” (Preventing Type 2 DM)

“We sought data for rate of falls, number of people falling, and number of
people sustaining a fracture. However, few studies provided fracture data.”
(Preventing falls in the elderly)

“Definitions of abstinence varied considerably ... In five studies it was

unclear exactly how abstinence was defined.” (Nicotine replacement
therapy)




Crohn's disease

“It might therefore be useful to standardise the
outcome measures that need to be reported in future
randomised trials and reviews.”

HIV/AIDS

“Using outcome measures that are common across
clinical trials may permit fair comparison of various
interventions in different populations, and future
studies should consider using outcomes based on a
common set of standardized outcome measures.’

Dementia

“Given the heterogeneity of study designs, inclusion
criteria, and the variety of outcome measures
employed in studies of interventions for agitation and
psychosis in dementia, utilization of standardized
outcome measures and inclusion criteria would
facilitate comparisons of outcomes across studies
and future meta-analyses.”



Schizophrenia trials

In the 1990s, Thornley and Adams identified 2000
trials in schizophrenia

Assessing more than 600 different interventions
Using 640 rating scales

In a review of chlorpromazine, they concluded “if
rating scales are to be employed, a concerted effort
should be made to agree on which measures are the
most useful. Studies within this review reported on so
many scales that, even if results had not been poorly
reported, they would have been difficult to synthesise
in a clinically meaningful way.”



Psychiatric symptoms (194 scales in 1250 trials)
« Brief psychiatric rating scale (800 trials)

« Scale for assessment of negative symptoms (113)

« [npatient multidimensional psychiatric rating scale (68)
» Positive and negative syndrome scale (67)
Cognitive functioning (97 scales in 141 trials)

* Wechsler adult intelligence scale (24 trials)

» Digit symbol test (18)

« Continuous performance task (14)

 Wechsler memory scale (13)

Behaviour (80 scales in 367 trials)

Side effects (67 scales in 431 trials)

Social functioning (66 scales in 127 trials)

Neurological and psychomotor functioning (41 scales in
92 trials)

Global measures (20 scales in 392 trials)

Thornley B, Adams C. BMJ 1998.



Example from outside health

Choosing a route to the train station

1: “2 miles” 1: “2 miles” 1: Walking
2: “25 minutes” 2: “4 kilometres” 2. In a taxi
3: “very pretty” 3: “not too far” 3: On a Vespa

What would you prefer to have been measured?

Distance, time or beauty?



Systematic review of evidence
on selective outcome reporting

« Studies reporting positive or significant
results are more likely to be published

« QOutcomes that are statistically significant are
more likely to be fully reported

« 40—-62% of publications had at least one
primary outcome changed, newly introduced
or omitted compared to the protocol

Dwan et al. PLoS ONE 2008.
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Advantages of core outcome sets

Increase consistency across trials
Maximise potential for a trial to
contribute to a systematic review of
these key outcomes

Appropriate outcomes more likely to be
measured

Reduction in selective reporting
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Facilitate and promote development and
application of core outcome sets. Has already
identified work on core outcome sets in over
/0 health-related areas

Liverpool, UK, January 2010

Bristol, UK, July 2011

Trialists, systematic reviewers, health service
users, clinical teams, journal editors, trial
funders, policy makers, regulators
International initiative
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Core Qutcome Meassures In Effectivensss TrHals

Welcome to the COMET Initiative website @ Help, | want to...

The COMET Initiative brings together researchers interested in the dewvelopment and application of
agreed standardised sets of outcomes, known as a 'caore outcome set' These sets represent the
minirmurm that should be measured and reported in all clinical trials of a specific condition. They do .
nat imply that outcomes in a particular trial should be restricted to those in the core outcome set. i Gend general feedback ! enguiry
Rather, there is an expectation thatthe core outcomes will be collected and reported to allow the
results oftrials to be compared, contrasted and combined as appropriate; and that researchers will

Search COMET

i Register a new project f study

continue ta explore other outcomes as well. COMET aims to collate and stimulate relevant
resources, bath applied and methodological, as well as facilitating exchange of ideas and % Repor a missing study
information, and fostering methodological research in this area.

ﬁ Search COMET database @ EM. Blogs

@ Upcoming events

The COMET database currently contains 38 We maintain a BJ blog about COMET

references of planned, ongaing and activities and outputs. Our most recent blog

completed wark, is shown belav: “ Tweo day meeting 11-12 July, 2011

Ashton Court Mansion, Bristol, Uk
Erter Keyword Eotrellnuéclomes fnrsirgical grlocegures
atalie Blencowe and Jane Blazeby . ’

The keyword used for the search will be 1 June, 2011 Visiteonference website

compared with study title, abstract and author's

SLFNRME.

“iewy all COMET B hlogs i Clinical Trials Methodolagy
“Wiewy full zearch options

Caonference, 4-9 October, 2011, Bristal
farriott City Centre, Bristal, UK

NEWS
@ Latest News &Y # Yisit conference wehsite

Thursday 16 June, 2077 1 COMET website launched

# 18th Cochrane Colloguidm, 19-22
Today we launch our searchable COMET website database, please leave your feedback and Octaber 2011 - Palagiu de bongresus
suggestions. de Madrid, Madrid, Spain

Wisitworkshop wehbsite
D Recently Added Studies B

Froposal for standardized definitions for eficacy end paints in adjuvant breast cancer trials:
the STEEF systemn

[iew details]

Development of a common outcome data set for fall injury prevention trials: the Prevention of
Falls Metwork Europe consensus

[Wiew details]




Search results

JJJ :||-J-| Harne About Events  Resources Links Contact
COMET
% l“ ITIATIVE Core Outcome Measures in Effectiveness Trals
Search results Current search criteria
Showen belowy iz a summary of the search
Found 4 matching studies CJ Submit search results enguiry eriteria used in your most recert search.
Click the "«" icon to remove a search criteria.
Developing & core outcome set for childhood .
asthmap ! Childd hesith ) 3 Target Population - Age (17 matches)
2 Supenssars: Professors Paula Uit ::’::5: i st l\:g) Minimum age of population: 0 (17
Wisiiamson. .. i matches)
Outcomes in clinical trials of inhaled ::r;:':s;-' age of population: 15 (17
corticosteraids for children with asthima are Child health i
W | marrowely focussed on short term disease 2009 Lurgs & Asthima Q{.
aotivity arwerys £ Health Area - Disease Name (4
Sipha, L R Williamson, PR Seth, R matches)
An official American Thoracic €3 Asthma (4 matehes)
Society/European Respiratory Society .
statemert: ssthma cortrol and i) e Q 4 matching studies found
W exacerbations: standardizing endpoints for e :::3: i sl
clinical asthma trials and clinical practice i
Reddel, Helen K. Tayior, 0. Robin Baterma. . Modify criteria
The asthma health outcome indicators study Lungs & 'S
4 Seith, M. A Leeder, 5 R Jdalaiudin, B OseE airways RS Q
@ Download Selected Results as C5Y
Meed to store ar share a link to these results, please use the url below:
Ihttp:,-“,."-A-ww.Camet—initiative.org,-’studiesfsearchresults?guid=ce§d58f9—422::—41 hc-aed9-b3
2011 COMET Initiative Accessibility | Privacy staterment | Site map | Administration

XHTML
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Next steps

« ‘What’ to measure

e Guidance on methods for developing core outcome sets,
Including patient involvement

* Reporting standards

« ‘How’ to measure (validity, reliability, feasibility)
- PROMIS
- COSMIN
- TREAT-NMD
- Musculoskeletal
- Paediatrics



Development of core outcome
sets: Issues to consider

Scope

ldentifying existing knowledge
Stakeholder involvement
Consensus methods

Achieving global consensus
Regular review, feedback, updating
Implementation

Clear presentation



Core outcome sets can help ...

ldentify the primary outcome for sample size
calculation in a trial

Describe power for other core outcomes, if they
achieve this sample size

Standardization within multicenter trials
Comparisons between trials

Meta-analyses of similar studies

Reduce the possibility of biased reporting
Users of the results of trials would be cautious of any
trials that do not report the core outcomes
Compare, contrast and combine research to
Improve health care and improve health



Conclusions

Core sets of outcomes should be used routinely by
researchers

But, they should not stifle the development and use
of other outcomes

Researchers wishing to use additional outcome
measures should continue to do so

But, selective reporting should be avoided by
presenting the findings for the core set and all
additional outcome measures collected

Core sets should not be restricted to research
studies. They are also relevant within routine practice



Health care research is untidy

It needs to be tidied up if it Is to achieve its
alm of helping practitioners and patients to
Improve health care and health

This needs Initiatives such as The Cochrane
Collaboration for systematic reviews and
COMET for core outcome sets
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