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“Las revistas cientificas
tienen la responsabilidad
de usar cualquier poder
gue tengan para
promover la
transparencia en la labor
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The acceptable face of big pharma?

Mid Staffs: behind the Francs report
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pharmaceutical industry
IS THERE A CURE?

Laparoscopic colorectal surgery
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In search of beneficial dug reactions
‘Gambiing addiction: a patient's jourey

MISSING TRIAL DATA
Why we need the full picture

Godlee F,
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|
EDITORIALS

Clinical trial data for all drugs in current use

Must be made available for independent scrutiny

Fiona Godlee editor in chief

BV 2012;345:97332 doi: 10.1136/bm). 67332 (Published 31 Octaber 2012) Page 1 of 1

|
EDITOR'S CHOICE

Open data: seize the moment

Trevor Jackson deputy editor, BMJ
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BIJ2012;344:08158 doi: 10, 1136/bmj.d8158 (Published 3 January 2012) Page1of2

|
EDITORIALS

Missing clinical trial data

A threat to the integrity of evidence based medicine

Richard Lehman senior research fellow', Elizabeth Loder clinical epidemiology editor

*Department of Brimary Care, University of Oxford, Oxford GX 1 2ET, UK; "BMJ, Londen WCTH 8JR, UK

Clinical medicine involves making decisions under uncerainty.  “Key stakeholders—including medical journal editors,
Clinical research aims to reduce this uncertainty, usually by legislators, and fundin cies—provide enforcement
performing experiments on groups of people 10 h hat have greatly d adhy

run the risks of such trials in the belief that the resulting practices.”

Groves T. BMJ, 2013



El Articulo es una Sinopsis

Study conduct and analysis Publication and dissemination After publication
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Glasziou P et al. Lancet 2014;383:267




Transparencia y Reproducibilidad

¢ Cual es la pregunta y por qué es importante?
¢Qué hicieron?

¢Qué encontraron?

¢Qué quieren decir los resultados?

¢Quién hizo el estudio?

¢Quién pago el estudio?

¢Como se tomaron las decisiones editoriales?

0 N O Uk Wwbh=

¢Como pueden otros replicar el estudio?
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Relevancia

High

Relevant to advancing
of knowledge

2

Low High
Relevant to immediate application 2

BMJ Chalmers | et al. Lancet 2014;383:156



Métodos

Number and selection of studies

Items absent in reports and proportion of studies that induded items

Diagnostic studies™
(STARD*)

Animal studies”?
(ARRIVE®)

Observational studies™
(STROBE®; STREGA™)
Clinical prediction research®
(REMARK™ tumour markers

prognosis; GRIPS™ genetic
risk prediction)

Surveys®

Surveys™

Qualitative studies™

90 diagnostic accuracy studies of commercial tests for
tuberculosis, malaria, and HIV repocted 2004-06 and
indexed on PubMed and Embase

271 reports of original research on live rats, mice, and
non-human primates indexed on Medline and Embase
between January, 1999, and March, 2005

174 cbservational studies of interventions in five general
medical and five epidemiclogical journals published
between January, 2004, and April, 2007

71 publications in six high-impact-factor general

medical journals in 2008

117 studies froen the top 15 high-impact-factor journaks for
health science, public health, general internal medicine, and
medical informatics published between January, 2008, and

February, 2009

Publication of 88 novel questionnaires from journal of the
American Medical Assaciation, New Engfand Jounal of
Medicine, and The Lancet from January, 2000, to May, 2003
30 (19 reported) qualitative studies alongside randomised
controlled trials of complex heslth-care intervention

STARD items that were reported in less than 25% of studies methods for calculation and estimates of
repeoducibility (0%), adverse effects of the diagnostic tests (1%), estimates of disgnostic accuracy
between subgroups (10%), distribution of severity of disease or other diagnoses (11%), number of eigible
patients who did not participate in the study (14%), blinding of the test readers (16%), description of the
team doing the test (17%), and management of indeterminate or outlier results (17%)

Reporting of the hypothesis or objective, and the number and characteristics of the animals used
(59%), sample size explained (0%), and reporting of exact numbers of animals in method and result
swection (46%)

For STROBE: details of sedection (10%), and indusion of confounders (51%)

Assessment of predictors and outcomes (blinding reported in 22% and 75%), sample size calculation
reported (17%), missing data reported (62%), methods used for handling of missing data reported
(46%), and reporting of adjusted (20%) and unadjusted (18%) results of the full model with all
candidate predictors corsidered

Provision of the survey or core questions (35%), reparting of the psychometric properties of existing
instrument (10%), dear description of development process or pretest methods (17%), description of
sample representativeness (11%), and reporting of sample size calculation (6%)

Actess to the guestionnaire from the published report (8%), access after authors were contacted (54%)

Study context described (27%), sampling method described (37%), method of data collection
described (40%), and method of analysis described (43%)

Table: Examples of inadequate reporting in studies other than randomised controlled trials and systematic reviews

BM)
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Lineamientos Para Reportar Estudios

* CONSORT: Ensayos clinicos

* PRISMA: Revisiones sistematicas y meta-
analisis

* MOOSE: Meta- analisis

* STARDS: Diagnostico

* STROBE: Observacionales

 GRADE: Guias terapéuticas

 CHEERS: Evaluaciones econdmicas

BMJ http://www.bmj.com/about-bmj/resources-authors/article-submission/article-requirements



http://www.bmj.com/about-bmj/resources-authors/article-submission/article-requirements
http://www.bmj.com/about-bmj/resources-authors/article-submission/article-requirements
http://www.bmj.com/about-bmj/resources-authors/article-submission/article-requirements
http://www.bmj.com/about-bmj/resources-authors/article-submission/article-requirements
http://www.bmj.com/about-bmj/resources-authors/article-submission/article-requirements
http://www.bmj.com/about-bmj/resources-authors/article-submission/article-requirements
http://www.bmj.com/about-bmj/resources-authors/article-submission/article-requirements
http://www.bmj.com/about-bmj/resources-authors/article-submission/article-requirements
http://www.bmj.com/about-bmj/resources-authors/article-submission/article-requirements

‘-’2 CONSORT 2010 lista de comprobacion de la informacién que hay que incluir al comunicar un ensayo clinico aleatorizado *

Seccionitema "ﬁ;“ item de Ia lista de comprobacion L”;%“:g?:: "
Titule y resumen
1a Identificado como un ensayo aleatorizado en el titulo
1b Resumen estructurado del disefio, métodos, resultados y conclusiones del ensayo (para una orientacion especifica, véase
“CONSORT for abstracts”)
Introduccion
Antecedentes y 2a Antecedentes cientificos y justificacion
objetivos 2b  Objetivos especificos o hipotesis
Métodos
Disefio del ensayo 3a Descripcidn del disefio del ensayo (p. ej., paralelo, factorial), incluida la razon de asignacion
3b Cambios importantes en los mélodos después de iniciar el ensayo (p. €j., criterios de seleccidn) y su justificacion
Parficipantes 4a Criterios de seleccion de los participantes
4b Procedencia (centros e instituciones) en que se registraron los datos
Intervenciones 5 Las intervenciones para cada grupo con detalles suficientes para permilir la replicacidn, incluidos cdmo y cuando se
administraron realmente
Resultados Ga Especificacion a priori de las variables respuesta (o desenlace) principal(es) y secundarias, incluidos cdmo y cuando se
evaluaron
&b Cualquier cambio en las variables respuesta tras el inicio del ensayo, junto con los motives de la(s) modificacion{es)
Tamafio muestral Ta Comao se determind el tamario muestral
b Si corresponde, explicar cualquier andlisis intermedio v las reglas de interrupeion
Aleatorizacidn:
Generacion de Ba Método utilizado para generar la secuencia de asignacion aleatoria
la secuenccia Bb  Tipo de aleatorizacién; detalles de cualquier restriccion (como blogques y tamario de los blogues)
Mecanismo de 9 Mecanismo utilizado para implementar la secuencia de asignacion aleatoria (como contenedores numerados de modo
ocultacion de la secuencial), describiendo los pasos realizados para ocultar la secuencia hasla que se asignaron las intervenciones
asignacién
Implementacion 10 Quién generd la secuencia de asignacion aleatoria, quién selecciond a los participantes vy quién asignd los participantes a las

intervenciones
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Re clutamiento

BM)

Seguimiento || Asignacion

Analisis

CONSORT 2010 Diagrama de flujo

Evaluados para seleccion (n= )

Excluidos (n=}

_| * Mo cumplen los criterios de seleccion (n =)

* Renuncian a participar (n =)

= Mras razones (n =)

Aleatorizados (n=)

k. 4

Asignados a la intervencin (n=)

* Recibieron la intervencitn asignada (n= )

* Mo recibiaron & intervencion asignada (dar
mativos) (n =}

l

Asignados a la intervancidn (n = )

* Redibieron la intervancion asignada (n =)

* Mo recibiaron la intervencidn asignada (dar
motivos) (n =)

Pérdidas de seguimanto (dar motivos) (n =)
Interrumpen la intervencion (dar motivos) (n =)

Pérdidas da saguimenio (dar motivos) (n =)
Intarrumpen la intervancian (dar motivos) (n =)

L 4

Analizados (n=)
* Excluidos dal andlisis (dar motivos) (n=}

Anaglizados (n=)
* Excluidos del analisis (dar motivas) (n =)

Diagrama de flujo del progreso a traves de las fases de un ensayo clinico aleatorizado paralelo de dos grupos
esto es, reclutamiento, asignacion de la intervencion, seguimiento y analisis)




e

equaftor

network

Enhancing the QUAIity and

Transparency Of health Research

Visitthe EQUATOR
Spanish Website

m Library Toolkits Courses & events News Blog Aboutus Contact

The resource centre for good reporting of health research studies

Library for health

research reporting

The Library contains a comprehensive searchable
database of reporting guidelines and also links to
other resources relevant to research reporting.

Search for reporting
v guidelines

g Visit the library for
Mare resources

The EQUATOR Metwork works to
improve the reliability and value of
medical research literature by
promoting transparent and accurate
reporting of research studies.

Our Toolkits support different user
groups, including:

Authors

, Information and resources
for authors

Editors

Information and resources
for editors and peer
reviewers

P

Developers

Key reporting
¥ guidelines

CONSORT Ful Record | Checklist | Flow Diagram

STROBE Ful Record | Checklist

PRISMA  Ful Becord | Checklist | Flow Diagram
STARD Full Record | Checklist | Flow Diagram
COREQ  Ful Record

ENTREQ  Full Record

SQUIRE  Ful Record | Checklist

CHEERS Ful Record | Checklist

CARE Full Record | Checklist

SAMPL  Ful Record

EQUATOR highlights

412/2013 - Support transparent and accurate publication of
health research

The EQUATOR Metwork has recently received numerous endorsements
recognising its role in working to improve the reliability and value of
medical research literature by promoting transparent and accurate
reporting of research studies. We encourage more organisations to
express their commitment to accurate and transparent reporting Read
Maore

23M0/2013 - Updated Declaration of Helsinki

The World Medical Association just released an update of the
"Declaration of Helsinki: Ethical Principles for Medical Research
Involving Human Subjects". Paragraphs 35 and 36 on RESEARCH
REGISTRATION AMD PUBLICATION AND DISSEMINATION OF
RESLLTS state: 35. Every research study involving ... Read More

10M10/2013 - Declaration of transparency

A BM.J editorial published today proposes that authors of research
papers are asked to sign a declaration that their paper is not misleading.
The scientific community and the public at large deserve an accurate

New guideline for better description of

interventions
7/03/2014

Reporting guidelines in veterinary journals
5/03/2014

Threaded publications update
14/02/2014

VACANCY: EQUATOR Metwork is seeking a
new co-ordinator
12/02/2014

International Journal of Medical Students
supports Declaration of transparency
30/01/2014

~ Sign-up to our newsletter
to keep up-to-date with with the latest
developments by email,
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Majoramos 1a calidad y la claridad de 13 investigacion sanitana

Home Acenca de Centro de Cursos y PFroyectns Contactn Nuoticias
EQUATOR MeCursos aventos

Bienvenido al sitio web de EQUATOR Metwork, el Organizacion
] Panamericana
centro de recursos para la presentacion correcta de la Salud
de informes sobre estudios de investigacion 5 @ st o oslil Sk
sanitaria
Este pagina es unz traduccicn al
Es muy frecuente que los datos de espaniol del sitio an inglés en
una investigacion valida se W, 2QUator-network.org
desvirtusn por |z baja calidad de loz
infarmes. Directrices
EQUATOR Metwork es unz iniciativa Eibliatera.
internacionzl cuyo cbjetivo es .. | presentacifn

mejarzr la confizbilidzd y el valor de Lﬁ informes sanitarios
Iz bibliografia de investigacion

medicz por medic de la promocion

de practicas claras y precizas parz lz

presentacicn de informas sobre Autores
. estudios de investigacicn. | Informacién para

BlMovedades Mis : ”j autores de informes
OFS-RED EQUATOR Plan Puntos principales
de Implementacidn Abril Prom la
de 2014 presentacitn de informes Editores
L= Organizacién Panamaricana Imprimir pantalla y follstos
de Ia Salud (OPS) y |z Red ECIUATOR Becursos pa
ECQUATIOR Metwork se aliaron en | editores ¥ revisores
2010 para promover el uso da Boletin informative de EQUATOR L | e mvistas
las Cuias para informar sobra {en Inglés)

imvastigacionas y majorar asi la
precizion, la transparenciz v el
rigor da la invastigacion da

Muavas directrices para |z
presentacion de informes, eventos y

sal u.d en América Latina y otras noticias. Suscribase ahom,
— http://www.espanol.equator-network.org/
EQUATOR Metwork es patrocinads por:
s DR 3% % WEEIT



Home | Login | Contactus | Feedback

ANZCTR

Austokon New Zestond Circal Trok Regity

|

Australian New Zealand Clinical Trials Registry

Register Tria Trial Search | Latest News | FAQ

Homepage

Note that our website is currently experiencing compatibility issues
with Windows & operating system and also with Internet Explorer 10.
If you are using both or either of these, please click here for
instructions on how to enable the compatibility view settings to
overcome these issues. Alternatively, if available please use Internet

Explorer 7, 8, or 9.

* How to register a
trial

' How to update a trial
+ ANZCTR Statistics

+ Data Item

Welcome to the Australian New Zealand
Definitions

Clinical Trials Registry (ANZCTR)

v Links

The Australian New Zealand Clinical Trials Registry
has been established at the NHMRC Clinical Trials
Centre, University of Sydney, with funding from
the Australian National Health and Medical
Research Council (NHMRC) and New Zealand Health

i

ClinicalTrials.gov
A service of the U.S. National Institutes of Health
Find Studies About Clinical Studies Submit Studies

Resources About

ClinicalTrials.gov currently lists 160,091 studies with locations in all 50 states and in 185 countries.

Search for Studies
Example: "Hearf aftack” AND "Los Angeles"”

Advanced Search See Studies by Topic
See Studies on a Map

Search Help

+ How to search

- How to find results of studies
+ How to read a study record

For Patients & Families For Researchers For Study Record Managers

+ How to find studies

See studies by topic
Learn about clinical

studies

Learn more...

+ How to submit studies

+ Download content for analysis
= About the results database

- Learn more...

‘Why register?

How to register study
records

FDAAA 801 Reguirements
Learn more...

.

HOME RSS FEEDS SITE MAP TERMS AND CONDITIONS DISCLAIMER

Copyright | Privacy | Accessibilty

U.S. National Library of Medicine

| Viewers & Players
| U.S. National Institutes of Health

Medla centre

ClinicalTrials.gov is a registry and results database of publicly and privately supported
clinieal studies of human participants conducted around the world. Learn more about
clinical studies and about this site, including relevant histo

| Freedom of Information Act
U.S. Department of Health & Human Services
pa

s 3L English Frangais Pycokuii Espafiol

You +
Lee ]

Sy, World Health
Y%/ Organization

Publications Countries Programmes

International Clinical Trials Registry Platform (ICTRP)

Welcome to the WHO ICTRP

The mission of the WHO International Clinical
Trials Registry Platform is to ensure that a

complete view of research is accessible to all
those invelved in health care decision making.

WHO/P. Virot
ifie, ethical and maral

This Site

Text Size ¥ 1y research study that

s of humans to one or more
on health cutcomes. Clinical
3. Interventions include but are
‘educts, surgical procedures,
ents, process-of-care changes,
= | to Phase IV trials.

Locations of Recruiting Studies Registry Network

Total N = 32,112 studies
Data as of January 28, 2014

[l Non-U.s. Only (51%)
[ u.s. only (43%)
Both U.S. & Non-U.S. (6%)

Search for Trials

Subscribe

more trends, charts, and maps

Learn More
« ClinicalTrials.gov Online Training
« Glossary of common site terms

For the Press

\EGISTER

= Using our RSS Feeds

CONTACT NLM HELP DESK

tion of randomised controlled trials werldwide. The ISRCTN Register also accepts

signed to assess the efficacy of health-care interventions.
| usagov

Search ‘ ‘

Apply for ISRCTN ‘ ‘

The ISRCTN Register is owned by ISRCTN - a not-for-profit erganisation. The scheme is administered on behalf of ISRCTN by Current Controlled Trials Ltd.

ilabl

ISRCTN works with partners to improve the information p

about trials.

Y



Continuo de la Transparencia

Summary I
: : Access to Summary Scientific Access to
I
Tria Exlsten<>>gfe:’ari<|);ot=> Full Prot060> of Results>> Publicati>>Full Data Set

<+ > <+ >
Clinical Trials Registry Results Database

Para que otros puedan ver quien le hizo que a
guien y que paso (perjuicios y beneficios)

BM)

Zarin DA, Tse T. Science 2008;319:1340-42



Declaracion de Helsinki

35. Todo estudio de investigacion con seres
humanos debe ser inscrito en una base de
datos disponible al publico antes de aceptar a |la
primera persona.

Modificacion del 2013 o "“‘*"‘““"“ﬁtﬁ
WAMA
BM)

http://www.wma.net/es/30publications/10policies/b3/index.html



¢ Porque Registrar los Estudios?

* Razones éticas
* Responsabilidad hacia los participantes

* Acceso a informacion sobre estudios completados
O en proceso

* Disponibilidad de informacion sin sesgo es un bien
publico

BM)

http://www.bmj.com/about-bmj/resources-authors/article-types/research



¢ Porque Registrar los Estudios?

e Razones cientificas

* Minimizar exposicion a riesgos identificados en
estudios previos

 Acelera el conocimiento

* |dentificar y desalentar la duplicacion innecesaria de
estudios y publicaciones

 Evitar sesgos en la publicacion

* Proporcionar un medio para compara el protocolo
original en el que se baso la aprobacion ética

* Promover la colaboracion entre investigadores

BM)
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1997
2000
2005
2006
2007
2007

2008
2013
2013

Registro de Ensayos
Vear oy mpac

FDA Modernization Act

ICMIE Policy
WHO ICTRP

FDA Amendments Act

Helsinki Declaration
EudraCT, EMA

Requiere registro

Clinicaltrials.gov

Registro prospectivo como condicion para publicacion
Establece una red de registros y los datos minimos
ICTRP

Expande los requisitos, establece base de datos de
resultados

Clinicaltrials.gov datos de resultados
Parrafos 35y 36

Hara disponibles resultados de estudios

BM)



Registro de Ensayos

(Data as of January 28, 2014)

Number of Registered Studies Over Time
and some significant events
170,000 ¢

158,797
150,000
138,961
o 119,422
._§
) ICMJE FDAAA 101,210
o |
o o 100,000
2
2
o
L]
[
B
3
E
g 50,000
ol ) ) J
2000 2005 2010 2015

Year

Clinicaltrials.gov

http://www.clinicaltrials.gov/ct2/resources/trends



Registros aceptables

ICMIJE 2005, 2008, 2013

° I .
Disponibles al www.clinicaltrials.gov

publico sin costo www.anzctr.org.au
 Abiertos a todos los www.ISRCTN.org
interesados en www.umin.ac.jp/ctr/index/htm

it www.trialregister.nl
regis r.arse https://eudract.ema.europa.eu/
* Manejados por un (new registrations after 6/20/11)

grupo sin fin de

lucro Any of the primary registries that

participate in the WHO ICTRP
(starting 7/2007)

BM)



Trial Registration: The BMJ

* In accordance with the... ICMJE Recommendations (2013),
the BMJ will not consider reports of clinical trials unless they were
registered prospectively before recruitment of any participants...

* The BM/J's criteria for a suitable public trial registry are: free to
access, searchable, and identifies trials with a unique number;
registration is free or has minimal cost; registered information is
validated; registered entry includes details to identify the trial and
investigator and includes the status of the trial; and the research
guestion, methodology, intervention, funding, and sponsorship
must all be disclosed at registration.

* The BMJ does not consider posting of protocols and results in
clinical trial registries to be prior publication.

BM)
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Pero no Todos...

* Muestra aleatoria de 200 revistas
* 71% no lo requieren
* 28% lo requieren
* 2% lo sugieren

* Causas
* Miedo a perder
* Pocos estudios
* Estudios pequenos
* Escepticismo sobre los beneficios

BM)

Wager E at al. BMJ 2013;347:f5248



Fallas resueltas por Registro Y
Lineamientos

* No reportaje de estudios

* Reporte incompleto

* Omision de aspectos fundamentales
(participantes, intervenciones, aleatorizacion)

* Resultados parciales
* Reporte incompleto de riesgos y danos

* Reportaje selectivo
* Desenlace
* Analisis

BMJ Modified from Simera 1.2013 in Science editor’s handbook. www.ease.org.uk



Fallas resueltas

* Informes enganosos
* Mala interpretacion de hallazgos, giro positivo
* Incorrecta interpretacion del diseno del estudio

e Discrepancias no reconocidas entre distintas
fuentes de informacion (protocolo, registro,
manuscrito)

BMJ Modified from Simera 1.2013 in Science editor’s handbook. www.ease.org.uk



Revision por Pares (Peer Review)

* “la evaluacion de la originalidad y |la
interpretacion de los hallazgos de

investigacion por expertos calificados”
* Allchin D, 1993

* 1731 Medical Essays and Observations (RS of
Edinburgh)

* 1893 BMJ
* Siglo XX- otras revistas

BM)



Declaracion de Helsinki

36. Los investigadores, autores, auspiciadores,
directores y editores todos tienen obligaciones éticas
con respecto a la publicacion y difusion de los
resultados de su investigacion. Los investigadores
tienen el deber de tener a la disposicion del publico
los resultados de su investigacion en seres humanos y
son responsables de la integridad y exactitud de sus
informes... Los informes sobre investigaciones que no
se cinNan a los principios descritos en esta Declaracion
no deben ser aceptados para su publicacion. .

BM)
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Peer Review

* Lento * Mas util para mejorar lo
e Caro que se publica que para

» Derrochador del tiempo separa al trigo de la paja

académico
* Altamente subjetivo
* Propenso al sesgo
* Abusado facilmente

* Malo para detectar
errores

e (Casiinutil para detectar
fraude

BMJ Smith R. BMJ 1999;318:445:23-7



Peer Review

* Diferentes modelos
* Doble Ciego
* Abierto
* Muy abierto
* Después de la publicacion

BM)



Peer Review

* Argumentos en pro del sistema abierto
* Jueces secretos
* Rendicion de cuentas: enlace privilegio y deber
* Crédito académico
* Evita la dilacion, el plagio

BM)



Peer Review

¢ Argumentos en contra
* Menos critico
* Efecto negativo en la relacion entre colegas
* Requiere mas tiempo

BM)



t}_’]@bmj Research ~  Education~  News &Views~  Campaigns Archive

All unpublished manuscripts are confidential documents. If we invite you to review an article please do not discuss
it even with a colleague: if you would like to pass it on to someone else to review please email
papersadmin(dbmj.com first.

Open peer review

We ask reviewers to sign their reports and declare any competing interests on any manuscripts we send them.
Reviewers advise the editors, who make the final decision (aided by an editorial manuscript committee meeting for
some articles, including original research).

For research papers, The BM/has fully open peer review. This means that every accepted research paper submitted

from September 2014 onwards will have its prepublication history posted alongside it on thebmj.com.

This prepublication history comprises all previous versions of the manuscript, the study protocol (submitting the
protocol is mandatory for all clinical trials and encouraged for all other studies at The BM), the report from the
manuscript committee meeting, the reviewers' signed comments, and the authors’ responses to all the comments
from reviewers and editors (read more in this editorial).

If you experience any adverse event arising from open peer review, or would like to tell us your views, please email
papersadmin(dbmj.com.

As a reviewer you will be advising the editors, who make the final decision (aided by an editorial committee for all
research articles and most analysis articles). We will let you know our decision. Authors - and readers too, if the
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Abstract

Background Fluticasone furoatefvilanteral (FFM) is & novel once-daily (0D inhaled
corticosteraidflong-acting Bz agonist combination in development for chranic obstructive
pulmonary disease (COPD) and asthma.

Trial design A multicentre, randomised, double-blind, parallel-group, placebo-controlled
=tudy.

Participants were patients with moderate-to-severe COPD treated with placebo or
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VERSION 1 - REVIEW

REVIEWER Mario Cazzola, Unit of Respiratory Clinical Pharmacology,
Department of Internal Medicine, University of Rome Tor Vergata,
Rome, Italy.

| am a friend of Jan Lotvall (we have also published a paper and a
book chapter together)and Leif Bjermer (| was an Associate Editor of
Respiratory Medicine when he was Editor-in-chief of the journal and
now we are both officiers at the ERS Scheol).

REVIEW RETURNED 07/09/2011

GENERAL COMMENTS This paper is the first to present clinical data on inhaled
vilanterol/fluticasone furoate combination therapy in patients with
chronic obstructive lung disease. In patients with moderate-to-
severe COPD, vilanterol/fluticasone furoate 25/400 mcg once daily
improved lung function with ICS/LABA-associated side effects
generally similar to placebo.

An important limitation that must be mentioned is the fact that the
study lasted only 4 weeks and based on the rate of disease
progression and the frequency of exacerbations, it is now
recognised that pharmacological trials in stable chronic obstructive
pulmonary disease should be 26 months in order to examine
potential outcomes or support claims of treatment response,
particularly for regulatory submissions (Cazzola et al, ERJ,
2008;31:416-469). In any case, due to seasonal variation, an
evaluation of exacerbation frequency requires a period of =1 yr and,
in any case, the timing of the study treatment may prove impertant
(e.g. capturing winter cold season in the majority of patients).
Another important issue is the fact that even patients that could be
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classified as suffering from moderate COPD were treated with the
combination therapy and no data was presented on the effect of
vilanterol alene in this type of population in order to understand the
real advantage offered by this type of therapy. The authors should at
least present data in patients with severe COPD separating them
from those in patients with moderate COPD.

In this article the Authors do not mention tremor as a side effect.
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sequences in GenBank, EMBL or DDBJ; and
deposition of ecological data in Dryad...”
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* All data necessary to understand, assess, and
extend the conclusions of the manuscript must
be available to any reader of Science. All
computer codes involved in the creation or
analysis of data must also be available to any
reader of Science. After publication, all
reasonable requests for data and materials must
be fulfilled. Any restrictions on the availability of
data, codes, or materials, including fees and
original data obtained from other sources
(Materials Transfer Agreements), must be
disclosed to the editors upon submission.

B MJ http://www.sciencemag.org/site/feature/contribinfo/prep/gen_info.xhtml#
dataavail
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* An inherent principle of publication is that others
should be able to replicate and build upon the authors'
published claims. Therefore, a condition of publication
in a Nature journal is that authors are required to
make materials, data and associated protocols
promptly available to readers without undue
qualifications. Any restrictions on the availability of
materials or information must be disclosed to the
editors at the time of submission. Any restrictions
must also be disclosed in the submitted manuscript,
including details of how readers can obtain materials
and information. If materials are to be distributed by a
for-profit company, this must be stated in the paper.
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http://www.nature.com/authors/policies/availability.html
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Launching in May 2014 and open now for submissions, Sclentific Data is a new open-access, online-only
publication for descriptions of scientifically valuable datasets, initially focusing on the life, biamedical and
environmental science communities.

Scientific Data exists to help you publish, discover and reuse research data and is built around six key
principles:

» Credit: Credit, through a citable publication, for depositing and sharing your data

» Reuse: Complete, curated and standardized descriptions enable the reuse of your data
» Cluality: Rigorous community-based peer review

» Discovery: Find datasets relevant to your research

» Open: Promotes and endorses open science principles for the use, reuse and distribution of your
data, and is available to all through a Creative Commons license

+ Serice: In-house curation, rapid peer-review and publication of your data descriptions
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including the Retraction Guidelines.

Flowcharts
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