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Transfer von Forschung in die Praxis
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2009

Publication (2007) after registration (1999)

International only

Country US/Canada and international

US/Canadaonly

<160 Participants

Size
>160 Participants
PhaselV
Phase Phasell/phase Il or phase lll
Phasel/phase Il or phase Il
Nongovernment/nonindustry
Funder

Industry

Overall

40% 60%

Percent Published

Ross JS, Mulvey GK, Hines EM, Nissen SE, Krumholz HM (2009). Trial publication after
registration in ClinicalTrials.Gov: a cross-sectional analysis. PLoS Med 6(9): e1000144.



Example 2

One million children were included in a deworming trial from India
with mortality as the primary outcome. This was completed in 2005
but has not been published.

DISCUSSION
(SECTION ON BIAS)

Publication bias: We are uncertain about the number of unpublished trials in this area. We know of two
unpublished trials: 1. Hall 2006 (Cluster) is unpublished. This large trial from Vietnam. with 2 years follow-up.
kindly provided by one of the authors. did not demonstrate a significant difference 1n weight gain. Clustering
was not taken into account in the analysis, which artificially narrows the confidence intervals. In this update we
mncluded the results of this trial in meta-analysis by imputing an intra-cluster correlation coetficient. calculated
trom the adjusted data from Alderman 2006 (Cluster). 2. The DEVTA trial (dewornung and vitamin A
http:/'www.ctsu.ox.ac.uk/projects/devta), the world's largest ever RCT. which includes over a million children
randomised in a cluster design with mortality as the primary outcome. remains unpublished 6 years after
completion. We have corresponded with the senior author, on several occasions. We also wrote a letter to the
Lancet, asking for publication of this important study. When this letter was accepted. the authors subnutted the
manuscript to the Laneet within a week. and we withdrew our letter. However. at the time of writing (April
2012) the paper 1s still not published. for unknown reasons.

Letter to the Lancet (April 2012)
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Clinical research projects at a German medical
faculty: follow-up from ethical approval to publication

and citation by others

A Blimle," G Antes," M Schumacher,' H Just,” E von Elm'*

ABSTRACT likely to give an over-optimistic effect of treat-
Background: Only data of published study results are ment.* This can lead to inappropriate or even
available to the scientific community for further use such  detrimental treatment recommendations.’

Publication rate 48%: 2010 52%

ARTIKELSERIE

Wo finde ich als Arzt vertrauenswiurdige Aussagen zu diagnostischen und therapeutischen Verfahren?

Wie glaubwurdig ist die Evidenz?

Ingrid Tows, Gerd Antes

Schweizerisches Medizin-Forum (SMF)
Sept 2015

Jahrlich werden weit mehr als 20 000 kontrollierte Studien publiziert. Doch nutzen

Cochrane Deutschland, Universitatsklinikumn Freiburg, Freiburg im Breisgau, Deutschland

wir dieses Wissen tiberhaupt? Und wie kdnnen wir es noch tiberblicken und fir un-
sere Entscheidungen in die Praxis transferieren? Unsere Moglichkeiten, Forschungs-
ergebnisse fir die Entscheidungsfindung einfach und praxisbezogen zu nutzen,
hiangen ganz wesentlich von ihrer Qualitat und Verfiigbarkeit ab.



Transfer von Forschung in die Praxis

Klinische Studien (randomisiert, kontrolliert, prospektiv)

Epidemiologische Studien (retrospektiv)

Systematische Reviews N\ 50 %

= Health Technology Klinische Leitlinien Patienteninformation
ﬂ Assessment (HTA)
Strukturierte Klinische

Behandlungsprogramme (DMPS) Behandlungspfade (GBAS)



FORWARD LOOK

Implementation
of Medical Research
SETTING SCIENCE AGENDAS FOR EUROPE in Clinical PraCtice

% - w

UROPERN

Turner et al. (2008). Selective publlcatlon
Q of antidepressant and its influence
1 on apparent efficacy. NEJM.

Overestimation of effectiveness of
antldepresswe drugs 20% to 50%.

3

Berlin, 11. Mai 2011



Selective Reporting

1. Hiding whole trials (classical publication bias)
2. Incomplete or biased information within published trials

3. Discrepancies between quantitative results and interpretation
(spin)



Ist Selective Reporting schadlich?

Ja, denn es fuhrt zu einer falschen Wissensbasis fur

— Systematische Ubersichtsarbeiten und alle Folgeprodukte und
wissensbasierten Derivate:
nutzerspezifische Zusammenfassungen wie HTA Reports,
klinische Leitlinien, patient Patienteninformation etc.

— Alle darauf aufbauenden Entscheidungen und Handlungen:
Partizipative Entscheidungsfindung/Shared decision making

Durch diese systematische Fehlinformation leiden oder sterben
Patienten unnétigerweise und vermeidbar.






Gegenwartige Aktivitaten gegen selektives Berichten

| Studienregistrierung (Geburtsurkunde)

Il Publikationspflicht (nur moglich in Registern)

lll Vollen Zugang zu Studienberichten und Studiendaten bei
Behorden (gegenwartiger politischer Prozess)



WHO Register Netzwerk ICTRP www.who.int/ictrp

Part.ner Partner
Registry Partner Registry Partner
Registry Registry

Clinical
Trials.gov

-a-aEeeeee -->

Search Using
WHO Central Repository :

ICTRP Search Portal

CT kein WHO
Primary Registry



Das Deutsche Register Klinischer Studien (drks.de)

— Qualitatssicherung der Studieneintrage
— Zweisprachig
— Verstandlich, nutzbar fir Arzte und Patienten

— Wesentlicher Beitrag zur deutschen Studienkultur



Studienregistrierung und Publikationspflicht

— Internationales Netzwerk von Studienregistern:
20 Parameter erfasst: Portal bei WHO: www.who.org/ictrp

— Registrierung notwendig fur Publikation (ICMJE.org)
— Deutsches Register: www.drks.de

— Offnung des EMA — Registers EuDraCT in Sept. 2010
https://eudract.ema.europa.eu/

— Zukunft: Ergebnisse in Register (bereits in www.clinicaltrials.gov)



+AllTrials All Trials Registered | All Results Reported

Home Find out more Get involved Supporters News Sign the petition Donate Q

All trials registered and results reported

Bth August 2013 Sign the petition

All trials registered and results reported Feireiis 0 (T Gamafa

The AllTrials campaign has published a detailed plan on how all clinical trials can be registered and all results
reported. This document sets out more information about achieving a situation globally where all trials are
registered and results reported. It is an achievement that will involve regulators and registries, clinical trial
funders, universities and institutes, professional and learned societies and medical journals, patients and
researchers.

The document sets out four levels of information in clinical trial reporting: (1) knowledge that a trial has been
conducted, from a clinical trials register; (2) a brief summary of the trial’'s results; (3) full details about the trial’s
methods and results; (4) individual patient data from the trial, and discusses the first three in detail. The AllTrials
campaign is not calling for individual patient data to be made publicly available

This document is part of a continuing discussion which many different organisations are working on elaborating
further over coming weeks and months. Please email views and contributions to:
alltrials@senseaboutscience.org




Eine Studie ist keine Studie:
Die Wissensraffinerie als zentraler Qualitatstreiber



. Formulieren der Fragestellung

. Systematische Suche in der Literatur
. Qualitatsbewertung der Funde
. Zusammenfassung der Evidenz

. Interpretation der Ergebnisse

Aktualisierung!!

SECOND EDITION
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\§ystemat|
reviews

Y IPPORT EVIDENCE
ASED MiDICINE P

y 4 | Khaa! Khan,

josKlefinen and Gerd Antes

Regina Kunz,

Juli 2011

Auch in Deutsch



Example

Thrombolyse nach

akutem Herzinfarkt
NEJM 1992

Forest Plot

Heikinhgimao
Itatian
Australian 1
Frankturt 2
NHLBI SMIT
Frank
Valere

Klgin

UK Collab
Austrian
Australian 2
Lasierra

N Ger Collab
Witchitz
Eurcpean 3
ISAM
GISSI-1
Qlson
Baroffio
Schreiber
Cribier
Sainsous
Durand
White
Bassand
Viay
Kennedy
ISIS-2
Wisenberg

Total

Year

1959
1963
1969
1971
1971
1971
1973
1973
1974
1975
1975
1976
1976
1877
1977
1977
1977
1977
1879
1986
1986
1986
1986
1986
1986
1986
1987
1987
1987
1988
1988
1988
1988

Patients

42
167
730

Favors Treatment

Favors Control




Thrombolyse (Streptokinase) nach akutem Herzinfarkt NEJM 1992

Forest Plot;: Cumulative Forest Plot:

No. of 4 g
Patients
23

Study Patients

Flatchaer 23 65
Cewar 42 ) 030
European 1 167 ! 962 z=-2.28,P = 0.023
European 2 730 .

Henkinheimo 426 1,388
Iatian 321 1,709
Australian 1 517 ; 2,226
Frankfurt 2 206 ; 2,432
NHLBI SMIT 107 ; 2,539
Frank 108 . . - 2,647
Valere 91 ' : 2,738
Kigin 23 : : 2,761
UK Collab 595 , , : 3,356
Austrian 728 . 4,084
Australian 2 230 : 4314
Lasierra 24 . v ; 4,338
N Ger Collab 483 : : . : 4821
Witchitz 58 . : 4,879
European 3 315 1 : 5194
ISAM 1,741 ' ' 6,935
GiSSi-1 11,712 - ' : 18,647
Olson 52 . - : 18,699
Baroffio . 18,758
Schreiber . : : 18,796
Cribier . - . 18,840
Sainsous , 18,938
Ourand . . ; 19,002
White . : : 19,221
Bassand ; : - - 19,328
Viay ; ' ’ 19,353
Kennedy . . 19,721
I1SIS-2 . . 36,908
Wisenberg ' ' 36.974

z = —3.37, P<0.001

z = —8.16, P<0.001

' » lz=-8.16, P<0.001

R ] &

Total

Favors Treatment Favors Control Favors Treatment Favors Contro!




Ungeloste Probleme

— Keine akzeptierte Stop — Regel

— Sind alle relevanten Studien gefunden und bertcksichtigt?

— Ziel: "Alle”

— Auch 2015 keine auch nur annahernd sichere Methode zur
ldentifikation der vorhandenen Evidenz
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RCTs of aprotinin in
cardiac surgery to
stop bleeding

Lancet 2005
Clinical Trials 2005

Annals of Internal Medicine 2011



Including ongoing trials into systematic reviews?

(Ongoing) trial
—_

Systematic
Review

Time






April 2012 | Nr. 106

HTA-Newsletter

Evaluation medizinischer Intervention

Intransparenz in der medizinischen Forschung
Viele Opfer, viele Tater

Forschung dient dem Erwerb neuen
Wissens. Ein zentrales Ziel des gesam-
ten Wissenschaftsprozesses ist, das
neue Wissen zu bestitigen oder zu
verwerfen. Grundvoraussetzung dafiir
ist, dass Forschungsergebnisse schnell,
vollstindig und unverfilscht verdffent-
licht werden. Implizit erfolgt das durch
Lehre (deswegen Forschung und Lehre,
F&L), vor allem jedoch durch den Pub-
likationsprozess. Kommunikation ist
deswegen ein unteilbarer Baustein des
Wissenschafts- und Erkenntnisbetriebs.

Regelmibig in den Medien auftauchende
Berichre tiber frei erfundene oder verfilschre
Ergebnisse zeigen deutlich, dass die fiir den
Weg zur Wahrheit notwendige Integritit
von etlichen Seiten — vor allem auch aus der
Wissenschaft selbst — stindig bedrohr wird.
Die Auswirkungen kénnen dramatisch sein,

T n .

schléigt damit voll durch auf die anderen zielgruppenspezifischen Produkte wie HTA-Reports,
klinische I eitlinien und Partienteninformarion.

Alle auf Studienergebnisse aufbauenden — evidenzbasiert erzeugten also — Produkte sind den
inhfrenten Fehlern des Publikationsprozesses schutzlos ausgeliefert. Auch die noch so sorg-
filtige Arbeit einer Leitlinien- oder HTA-Gruppe kann ein perfekt erscheinendes Gebdude
erzeugen, dass jedoch — bildlich gesprochen — aufgrund des morastigen Untergrunds beliebig
schief stehen kann. Tiefe Einsicht in diese systematischen Schieflagen liefern Arbeiten aus
jungster Zeit, die Zusammenfassungen vergleichen, die die Bewertung bestimmrter thera-
peutischer Verfahren einerseits auf der Basis publizierter Daten und anderseits aufgrund
von Daten der Zulassungsbehdrden vergleichen. Die Unterschiede sind oft dramartisch und
filhren oft zu qualitativ unterschiedlichen Aussagen [2]. Nicht iiberraschend kommen vieler
dieser methodischen Beitrige zum groben Teil aus der Cochrane Collaboration, da deren lite-
raturbasierten systematischen Ubersichtsarbeiten chronisch von verzerrten Publikationen
bedroht sind.

Die herstellende Industrie wird filr die Folgen dieses Publikationsbias — meistens zu Recht
— heftig kritisiert. Nur ist die AusschlieBlichkeit auch hier wiederum kontraproduktv. Alle
Bereiligten am Studiengeschehen tragen aktiv zu den Verwerfungen bei, von medizinischen

Fakulrfiten iiber Etllikkomu_u'ssioneni Arzte und ihre Crrgmlis.ati{:uﬂmzti Instimurionen des For-
schungs— und 1’&1‘50[5211551'“&1115; wissenschaftlichen Zeitsc‘hriftenl Zulassunﬁhehmden

und Foérderer von Studien bis hin zu Parlamenten, Gesetzgel:-ern und WHO. Da alle Mitspie-

ler oleichermafen Térer nnd Onfer sind. f#llr es anfernind der Komnlexitér des Geschehens




Wer ist schuldig? — Die Achse des BGsen

— Industrie

— Forscher und Wissenschatftler
— Fakultaten und Universitaten
— Ethikkommissionen

— Arzte(schaft)

— Zeitschriften und Verlage

Forschungsfdrderer,
Ministerien

Regulatoren, Behdrden

HTA-Agenturen,
Leitliniengruppen etc.

WHO

Parlamente, Regierungen

Patienten



Deutsche Ethikkommission

— Weniger als 10 Ethikkommissionen haben einen klaren Hinweis
zur Notwendigkeit der Studienregistrierung auf Webseiten

— Registrierungsproblem ware sofort vollstandig mit EKs gel6st
(wenn es ein Gesetz gabe)



Global inkonsistente Bedingungen

Land Registrierung Publikation
USA (2007) Gesetz Gesetz
Germany (AMNOG 2011) - Gesetz

(Arzneimittel)

Schweiz (2013) Gesetz -
(Humanforschungsgesetz)



Declaration of Helsinki 2013

"Research Registration and Publication and
Dissemination of Results

35.Every research study involving human subjects
must be registered in a publicly accessible
database before recruitment of the first subject.

36.Researchers, authors, sponsors, editors and
publishers all have ethical obligations with

regard to the publication and dissemination of

the results of research. Researchers have a duty

ees Deutsches Register
E Klinischer Studien

ess German Clinical
ees Trials Register






The Lancet: Treiber methodischer Qualitat

— 1990er Jahre: Wer das Protokoll einer klinischen Studie hinterlegt,
erhalt bevorzugte Behandlung beim Studienreport

— 2002: Diskussion in Studienreports sollen Vorwissen darstellen

— 2007: Reports of clinical trials should begin and end with up-to-
date systematic reviews of other relevant evidence: a status report

— 2010: Putting research into context—revisited

— 8. Januar 2014: Sonderband mit 5 Artikeln
Research: increasing value, reducing waste
(vorgestellt von The Lancet und dem Department of Health, DoH)



The Lancet: Aber auch . . .

— Zeitschrift des Elsevier Verlags
— Stolz auf seine Ablehnungsrate (>90%, Qualitatsmalf3!)

— Hohe Einnahmen durch Sonderdrucke (frei verteilt auf
Kongressen)

— Im Mittelpunkt allen negativen Geschehens um Impaktfaktoren,
Peer Review und anderer Verwerfungen des
Publikationsprozesses



THE LANCET

Home | Journals | Content Collections |

Research: increasinﬁ valuei reducins waste

Published January 8, 2014

Executive summary

The Lancet presents a Series of five papers about research. In the first report
lain Chalmers et al discuss how decisions about which research to fund should
be based on issues relevant to users of research. Next, John loannidis et al
consider improvements in the aeemeriateness of research design, methods,
and analysis. Rustam Al-Shahi S5alman et al then turn to issues of efficient

research regulation and management. Next, An-Wen Chan et al examine the
role of fully accessible research information. Finally, Paul Glasziou et af discuss

the importance of unbiased and usable research reports. These papers set out

some of the most pressing issues, recommend how to increase value and reduce
waste in biomedical research, and propose metrics for stakeholders to monitor
the implementation of these recommendations.

Comments

How should medical science change?
Sabine Kleinert, Richard Horton

Jahrlich fur
bio-medizinische
Forschung:

240 Milliarden US$
(2010)




THE LANCET

OnlineFirst Currentissue Alllssues Speciallssues Multimedia ~ Information for Authors

I |AllC0ntent j Search | Advanced Search

<Previous Article Volume 384, No. 9961, p2176-2177,20 December 2014 Next Article >

I findings? How_can_we_improve the accessibility and
Comment usability of research findings,_and data availability? And,

finally, how can we further raise awareness and continue
discussions on the topic of research productivity?

Sabine Kleinert, Laura Benham, David Collingridge, William Summe As a first step, we are strengthening our requirement
to put research into context. Knowing and rigorously

Further emphasis on research in context

Panel: Research in context assessing the context and value of research will help
Evidence before this study editors make decisions about whether to publish a paper,

This section shoyld influde a description of all the evidence that the authors Fonsidered and will he|p readers to interpret the |mp0 rtance of
before undertaking this study. Authors should state: the sources (databases, journal or book

reference lists, etc) searched; the criteria used to include or exclude studies publlshed research in addressing Unanswered qUE‘StiOI"IS

(including the exact start and end dates of the search), which should not be limited to English and bmldmg an evidence base. From !an 1; 2015; all

language publications; the search terms used; the quality (risk of bias) of that evidence; and

the pooled estimate derived from meta-analysis of the evidence, if appropriate. research Ha“ersr a“al't from sttematic reviews and
Added value of this study meta—analzses, submitted to any '!ournal in The Lancet

Authors should describe here how their findings add value to the existing evidence

(including an updated meta-analysis, if appropriate). famllz must include a Research in context Eanel with an
Implications of all the available evidence enhanced structure and subheadings (panel). Editors will

Authors should state the implications for practice or policy and future research of their use this information at the first assessment stage and
study combined with existing evidence.




! researchwaste.net

Home About Events Documents News and Elog Links

Home » Research Waste/EQUATOR Conference

Research Waste/EQUATOR
Conference

search here ...

Recent Posts

* Rigour mortis: How bad research

REWARD 9 e q U O T O r is killing science
network * The Need for Randomisation in
Animal Trials

REduce research WAste and Reward Diligence Enhancing the QUAIity and Transparency Of health
Research * Waste in medical academia must
http://researchwaste.net/ www.equator-network.org/ be addressed, Chalmers urges in

The BMJ Awards acceptance

speech

Increasing value and reducing waste in « Reducing waste in precinical
biomedical research conference research through better mouse

studies
* Videos from symposium on the

28th _ 30th September 2015, Edinburgh

Lancet series online




Editarial
The Lancet

125 London Wall
London, ECZY SAS
United Kingdom

t 44 (0) 207424 4910
f+44(0)207424 4511
editorial@lancet.com
www.the lancet.com

REWARD  THE LANCET

REduce research Waste RICHARD HORTON EDITOR
And Reward Diligence ASTRID JAMES DEPUTY EDITOR

Antje Schuett
Technology, Methods and Infrastructure for Networked Medical Research

By email — Antje.Schuett@tmf-ev.de
15 September 2015

Invitation to support T ff|e Lancer’s REduce research Waste And Reward
Diligence (REWARD) campaign

We are writing to ask you to seck the support of Technology, Methods and
Infrastructure for Networked Medical Research for The Lancet’s REWARD
campaign. REWARD will become the third of The Lancet campaigns, alongside
the ‘cancer’ and ‘liver” campaigns that you can see on the journal’s homepage
www.thelancet.com. These campaigns have supporting partners (for example, the
liver campaign’s society partners include The Royal College of Physicians, the
Royal College of General Practitioners, The Foundation for Liver Research ete.).

‘We hope to obtain your organisation’s support for the REWARD campaign.

The REWARD campaign follows the 2014 series in The Lancer on Research:
increasing value, reducing waste (www.thelancet.com/series/research). The series
set out some of the most pressing issues, recommended how to inerease value and
reduce waste in biomedieal research, and proposed metries for stakeholders to
monitor the implementation of these recommendations. Progress since the series
will be celebrated at the first REWARD conference, held jointly with EQUATOR
Network, in Edinburgh on 28-30 September 2015, where an action plan for the
future will be developed (see the ‘Events” section of http://researchwaste.net).

First we would like your organisation to become a supporting partner for this
campaign by doing the following:

1. Endorse the REWARD statement:
We recognise that, while we strive for excellence in biomedical research,
there is much that needs to be done to reduce waste and increase the value
of our contribufions. We maximise our research potential when we set the
right research priorities; when we use robust research design, conduct
and analysis; when regulation and management are proportionate to
risks,; when all information on research methods and findings are
accessible; and when reports of research are complete and usable. We
believe we have a responsibility not just to seek to advance lkmowledge, but

T LT .= ~ 7 ~77 -7 n n

7 N -, 1T -




Editorial
The Lancet

125 Lendon Wall
London, EC2Y SAS
United Kingdom

t 444 (0) 207424 4510
f +d4 (0020 7424 4511
editorial@lancet.com
werwithe lancet.com

REWARD THE LANCET

REduce research Waste RICHARD HORTON EDITOR
And Reward Diligence ASTRID |AMES DEPLTY EDITOR

Second, we would like your organisation to consider these four other possible
supportive actions:

3. Provide content for the campaign pages to give examples of the measures
your organisation has taken, 1s taking, and will take to increase value and
reduce waste in research.

Consider endorsing the REWARD action plan announced after the
conference in September.

Consider supporting the REWARD observatory, which will systematically
monitor efforts to increase value and reduce waste in biomedical research.

Consider providing financial support for the REWARD observatory and
campaign.

The Lancer's REWARD campaign will be launched at the conference in
Edinburgh on 29 September, so please respond to us by 22 September. In the
meantime, we will be very happy to answer questions by email.

Yours sincerely,

’)ﬁy[@ Rt fons i St Ay
(:._'—_:.:-—L.._':_,a_ {/{!—A—-Lé—}‘ b %_EQ

Sabine Kleinert David Moher Rustam Al-Shahi Salman
Senior Executive Editor Sentor Scientist, Ottawa Professor of clinical neurology
The Lancet Hospital Research Institute University of Edinburgh
(REWARD observatory) (1" REWARD conference
oTganising committes)
Sabie. Elemert(@lancet.com dmoher@ohri.ca Rustam Al-Shali@ed.ac.uk




Media centre

WHO calls for increased transparency in medical
research

MNote for the media

14 APRIL 2015 | GENEVA - WHO today issued a public statement calling for the
disclosure of results from clinical trials for medical products, whatever the result.
The move aims to ensure that decisions related to the safety and efficacy of
vaccines, drugs and medical devices for use by populations are supported by the
best available evidence.

“Our intention is to Eromote the sharing of scientific knowledge in order to advance
Eublic healthi” said Dr Marie-Paule Kieny, WHO Assistant Director-General for

Health Systems and Innovation. “It underpins the principal goal of medical research:
to serve the betterment of humanity.”

“Failure to publicly disclose trial results engenders misinformation, leading to
skewed priorities for both R&D and public health interventions,” said Dr Kieny. “It
creates indirect costs for public and private entities, including patients themselves,
who pay for suboptimal or harmful treatments.”

Unreported trials lead to misinformation

For example, in a study that analysed reporting from large clinical trials {more than
500 participants) registered on ClinicalTrials.gov and completed by 2009, 23% had
no results reported. These unreported trials included nearly 300 000 participants.
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Reproducibility of research results: the tip of the iceberg

February 27, 2014 10:35am . 1 Comment , SciELO

A previous post on this blog
addressed the question of the
reproducibility of research results
and how this topic is attracting
increasing attention in the scientific
community and society at large.
The reliability of scientific research
can be measured by the number of
subsequent retractions of
previously published articles when
it is determined that they are
fraudulent or they contain errors of
experimentation or interpretation of the results. The number of retractions has gone up tenfold
since 1975, but the greater proportion of these is due to fraud. As already mentioned,
irreproducibility is, however, underestimated, since repeating an experiment requires time, human
and material resources and a strong reason to be suspicious about the results.

image. Osecarr

The development of new drugs for the treatment of diseases mostly have their beginnings in
scientific studies carried out in research institutions working in the paricular clinical field
concerned. It is therefore pharmaceutical companies which are amongst the most interested parties
in the reliability of these results, since it is on the basis of these that they will develop projects to
test and possibly produce these drugs which have considerable costs attached to them.

However, studies carried out by the pharmaceutical companies Bayer {Germany) and Amgen

(USA) concluded that between 60% and 70% of studies in the field of biomedicine may include
non-reproducible results. A study carried out on clinical trials for drugs under development for
cerntain diseases which took place in 2011 showed that the success rate for new drugs in phase Il
clinical trials fell from 28% to 18% over the last few years. The most frequent cause of this lack of
success is the low-level of efficacy of the drugs tested. This points to the limited predictability of
new drugs in combatting diseases when there were previous indications that these drugs would be
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John P.A. loannidis

§Sessi0n 3 — 4th EQUATOR Annual Lecture
Session Chair: Prof Doug Altman, Director, Centre for Statistics in Medicine, Oxford, UK

Reporting and reproducible research:
salvaging the self-correction
principle of science [Slides] [Video]
g_lohn loannidis, Professor of Medicine,
Health Research and Policy, and Statistics,
Stanford University, USA

In YouTube Freiburg, 12 Oct 2012




EDITORIAL

Journals unite for reproducibility

eproducibility, rigor, transparency, and inde-

endent verification are cornerstones of the

scientific method. Of course, just because a re-

sult is reproducible does not necessarily make

it right, and just because it is not reproduc-

ible does not necessarily make it wrong. A

transparent and rigorous approach, however,

can almost always shine a light on issues of repro-

ducibility. This light ensures that science moves for-

ward, through independent verifications as well as the

course corrections that come from refutations and the
objective examination of the

resulting data, -

The gathering was convened by
the U.S. National Institutes of
Health, Nature,” and Science.
The discussion ranged from
what journals were already
doing to address reproduc-
ibility and the effectiveness of
those measures, to the mag-
nitude of the problem and the
cost of solutions. The attend-
ees agreed on a common set
of Principles and Guidelines in
Reporting Preclinical Research
(www.nih.gov/about/reporting-
preclinical-research.htm) that
list proposed journal policies

menters were blind to the conduct of the experiment,
how the sample size was determined, and what crite-
ria were used to include or exclude any data. Journals
should recommend the deposition of data in public
repositories where available and link data bidirection-
ally to the published paper. Journals should strongly
encourage, as appropriate, that all materials used in
the experiment be shared with those who wish to repli-
cate the experiment. Once a journal publishes a paper,
it assumes the obligation to consider publication of a
refutation of that paper, subject to its usual standards

“..scientific journals
are standing together
in their conviction
that reproducibility
and transparency are
important...”

7/ Nov 2014

Marcia McNutt
Editor-in-Chief
Science Journals

strain characteristics, or trans-
genic animals, etc. For cell lines,
one might report the source,
authentication, and myco-
plasma contamination status.
The existence of these guide-
lines does not obviate the need
for replication or independent
verification of research results,
but should make it easier to
perform such replication.
Some of the journals at the
meeting already had imple-
mented all or most of these
principles and guidelines. But
the important point is that a




Collaborative Approach to Meta Analysis and
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Review of Animal Data from Experimental Studies

OPEN @ ACCESS Freely available online PLOS sioLoay

Publication Bias in Reports of Animal Stroke Studies
Leads to Major Overstatement of Efficacy

Emily S. Sena?3, H. Bart van der Worp®, Philip M. W. Bath®, David W. Howells*?, Malcolm R. Macleod'®*

ybinquip3

2nd International Symposium on

Systematic Reviews in Laboratory Animal Science
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Transfer von Forschung in die Praxis
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"Das Register tragt dazu bei, dass das
Vertrauen der Bevolkerung in die klinische
Forschung gestarkt wird."

(Bundesforschungsministerin Annette Schavan)

Pressemitteilung des BMBF zum Aufbau des Deutschen Registers
Klinischer Studien in Freiburg, 14.09.2007

ves Deutsches Register

E Klinischer Studien

ese German Clinical
ees Trials Register


http://www.bmbf.de/

Zukunftige Finanzierung des DRKS

— BMBF: Keine Verantwortung nach 2 Forderphasen

— BMG: Schriftliche Mitteilung, dass die offentlich zugangliche
Registrierung doch durch BfArM und DIMDI gesichert sei

D. h. das Register als integraler Bestandteil deutscher
Studienkultur wird 2016 verschwinden?



Kein Geld fiir gute Gesundheits-Infos

Ist das Geschaft mit der Gesundheit
einflussreicher als eine verninftige
Medizin?

nline-Experte Frank Frick
13 W Twittern Pinit i =

Ist Medikament XY wirksam? Welche
Patienten werden besser nach Methode
A behandelt als nach Methode B? Das
Deutsche Cochrane Zentrum bewertet
klinische Studien zu solchen Fragen und
liefert unabhingige
Gesundheitsinformationen. Doch 'edes
Jahr muss es erneut fiir seine

| Finanzierun kémfen.

« Das deutsche Cochrane Zentrum
besteht aus Wissenschaftlern und
Arzten.

« Das Team erstellt systematische Ubersichtsartikel auf
dem neuesten Forschungsstand.

« ImJahr 2015 erhielt das Zentrum rund 230.000 Euro vom
Bund.

Eine Medizin, die auf gesichertem und iiberpriifbarem
Wissen beruht, ist Deutschland nicht viel wert. Zu diesem
Schluss kann jedenfalls kommen, wer einen Blick auf die
Humbug oder Finanzierung des Deutschen Cochrane Zentrums richtet.
Heilung? Das kann . N .
sanfte Medizin Benannt ist es nach dem britischen Arzt Archibald Leman

wirklich Cochrane (1909 bis 1993).

Das Zentrum ist die nationale Vertretung der Cochrane
Collaboration. Dieses globale Netzwerk besteht aus
Wissenschaftlern, Gesundheitsfachleuten und Patienten, die
Entscheidungen in der Gesundheitsversorgung verbessern
vollen. Dafii . . ;




Wissenstransfer in Deutschland

Fast keine relevanten Studien in Deutschland durchgefthrt
Fast alle Studien in Englisch publiziert (gegen 100%)

,Keine" Investitionen in Knowledge Translation

Totale Abhangigkeit von auslandischen Quellen
(IQWIG - Berichte 95+ % internationale Studien)

Keine Bewertungskultur; groRe methodische Schwéchen

80% der Arzteschaft und 98% (?) der Patienten lesen kein Englisch



Fazit

Kollektive Anstrengung notwendig, um Wissensgenerierung und —
nutzung zum Wohl des Patienten entscheidend zu verbessern

Markante Schritte nur in enger internationaler Einbindung maoglich

Substantielle strukturelle Verbesserung auf nationaler Ebene und im
globalen Kontext notwendig, um markante Verbesserungen zu
erreichen

Mehr Forschung an den Prozessen (Research on Research)

Anschluss an die REWARD/EQUATOR - Initiative ist Eingangstur flr
substantielle Verbesserungen



