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Avertissement

*La plupart des chercheurs sont honnétes

e Les fraudes sont médiatisées mais tres rares

* Les limites de l'intégrité scientifique sont difficiles a
nercevoilr

www.redactionmedicale.fr



La question de recherche

e Savoir écrire une question de recherche n’est pas toujours enseigné

* Des étudiants qui font leur these ont appris que la question de
recherche était importante, mais pas leur directeur de these

* Tester une hypothese nécessite une méthodologie prospective,
comparative...

* Les études rétrospectives proposent des hypotheses

www.redactionmedicale.fr



Des méthodes appropriées a la question

* Des méthodes nulles peuvent donner lieu a une belle histoire de fées

* Se focaliser sur le résultat que I'on attend est une erreur

www.redactionmedicale.fr



Que veulent les comités de rédaction
et les jurys ?
* De I'innovation ! Ou plutot de la fausse innovation

* Des résultats positifs (cela veut dire ‘statistiquement significatifs’)
 Favoriser les copains, etc...

Pensez-vous qu’un jury (allocation de ressources ou
promotion d’un chercheur) va favoriser un candidat qui a
des recherches qui ont foiré ?

www.redactionmedicale.fr 6



Est-ce que les chercheurs disent
tout dans les publications ?

* En recherche clinique, quand la prise de conscience a-t-elle
commence ?

» Autrement dit : quels faits dans les années 1995 / 2000 ont surpris les
comités de rédaction des revues prestigieuses ?

* Est-ce spécifique a la recherche clinique ?

www.redactionmedicale.fr 7



Article
April 16, 1997

Withholding Research Results in Academic Life

Science
Evidence From a National Survey

Expression of Concern Reaffirmed
Gregory D. Curfman, M.D., Stephen Morrissey, Ph.D., and Jeffrey M. Drazen, M.D.

David Blumenthal, MD, MPP; Eric G. Campbell, PhD; Melissa S. Anderson, PhD; e On December 8, 2005, we published an expression

JAMA. 1997;277(15):1224-1228. doi:10.1001/jama.1997.03540390054035

April 16, 2008

of concern® regarding an article by Bombardier
et al. on the Vioxx Gastrointestinal Outcomes Re-
search (VIGOR) study that was published in the
Journal on November 23, 2000.2 Our expression
of concern was prompted by evidence that the
VIGOR article did not accurately represent the
mmfres dnen ~eenilbls o~ che authors when the
. for publication.

Guest Authorship and Ghostwriting in
Publications Related to Rofecoxib
A Case Study of Industry Documents From

Rofecoxib Litigation

Joseph S. Ross, MD, MHS; Kevin P. Hill, MD, MHS; David S. Egilman, MD, MPH; et al

JAMA. 2008;299(15):1800-1812. doi:10.1001/jama.299.15.1800

www.redactionmedicale.fr

We wrote to the authors explaining the reasons
for our concern and requested a written response.
The authors’ responses appear unedited elsewhere
in this issue of the Journal.5¢

As part of our expression of concern, we also
pointed out that three myocardial infarctions in

the raforavih arann were narinclnded in the Aara

Editorials
2001

SPONSORSHIP, AUTHORSHIP,
AND ACCOUNTABILITY

S editors of general medical journals, we recog-

nize that the publication of clinical-research find-
ings in respected peer-reviewed journals is the ultimate
basis for most treatment decisions. Public discourse
about this published evidence of efficacy and safety
rests on the assumption that clinical-trials data have
been gathered and are presented in an objective and
dispassionate manner. This discourse is vital to the sci-



2004 : les protocoles des essais cliniques
doivent étre enregistrés

EDITORIAL |

Clinical Trial Registration: A Statement from the International
Committee of Medical Journal Editors

ltruism and trust lie at the heart of research on human lic trials registry. Trials must register at or before the onset
subjects. Altruistic individuals volunteer for research of patient enrollment. This policy applies to any clinical
because they trust that their participation will contribute to trial starting enrollment after July 1, 2005. For trials that

www.redactionmedicale.fr



Le constat : quelle est la qualité des
articles ?

Comment expliquer la situation ?

Que suggeéerer pour améliorer ?



Comparison of Registered and Published Primary Outcomes in
Randomized Clinical Trials of Surgical Interventions

Gerjon Hannink, PhD,* Hein G. Gooszen, MD, PhD,* and Maroeska M. Rovers, PhD*{

10 revues de medecine ANNALS OF

* 10 revues de chirurgie SURGERY

Janvier 2013,
pages 1-6

» 327 essais randomisés de chirurgie ont été publiés (2007 / 2012)
e 152 des essais avaient un protocole enregistré avant la fin de I'essai
» 48 protocoles ont été exclus de I'analyse car écrits apres la publication

www.redactionmedicale.fr
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TABLE 1. The 10 Journals Indexed With the Highest Impact Factors Among the “General and Internal Medicine”
Category and the “Surgery” Category, According to the Institute of Scientific Information Web of Knowledge

(2010)

Rank  General and Internal Medicine Journal  No. Trials (%) Surgery Journal No. Trials (%)
1 New England Journal of Medicine 51 (44.0) Annals of Surgery 68 (32.2)
2 Lancet 30(25.9) Endoscopy 14 (6.6)
3 JAMA 23 (19.8) American Journal of Transplantation —

4 Annals of Internal Medicine 3(2.6) Journal of Neurology Neurosurgery and Psychiatry 1 (0.5)
5 PLoS Medicine 1(0.9) Archives of Surgery 10 (4.7)
6 BMJ 7(6.0) British Journal of Surgery 60 (28.4)
7 Annual Review of Medicine — Journal of the American College of Surgeons 4(1.9)
8 Archives of Internal Medicine 1(0.9) Annals of Surgical Oncology 16 (7.6)
9 CMAJ — American Journal of Surgical Pathology —

10 Cochrane Database of Systematic Reviews — Journal of Vascular Surgery 37(17.5)

www.redactionmedicale.fr
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Critere principal de jugement du protocole
a été omis dans l'article

Nouveau critere principal de jugement
qgui n’était pas dans le protocole

Variations du critere principal pour
favoriser un résultat statistiquement significatif

Un critere secondaire du protocole est
devenu critere principal dans l'article

Mesure du critere principal dans l'article n’a pas
été faite au moment décrit dans le protocole

Critere principal du protocole
était un critere secondaire dans l'article



Critere principal de jugement du protocole
a été omis dans l'article

Nouveau critere principal de jugement
qgui n’était pas dans le protocole

Variations du critere principal pour
favoriser un résultat statistiquement significatif

Un critere secondaire du protocole est
devenu critere principal dans l'article

Mesure du critere principal dans l'article n’a pas
été faite au moment décrit dans le protocole

Critere principal du protocole
était un critere secondaire dans l'article
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ANNALS OF
Embellissement en chirurgie ? SURGERY

75/ 152 (49 %) « ont montré des preuves de divergences
entre les criteres de jugement des protocoles enregistrés, et
ceux décrits dans les publications, le plus souvent il
s’agissait de I'omission ou de lI'introduction du critere de
jugement principal »

Janvier 2013,
pages 1-6

www.redactionmedicale.fr 15



( 1 | " " entified through searching Additional records identified
Li et al. BMC Medical Research Methodology (2018) 18:9 e, MEDLINE, through reference lists
DOI 10.1186/512874-017-0465-7 BMC MEdﬁaLﬁeée?rCh "’;SL:“‘;;';“”L (n=102)
ethodology

A systematic review of comparisons
between protocols or registrations and full
reports in primary biomedical research

Guowei Li'*?

Meha Bhatt', Laura Zielinski®, Nitika Sanger’, Bianca Bantoto®, Candice Luo®, leta Shams®, Hamnah

Yaping Chang', Guangwen Sun', Lawrence Mbuagbaw ', Zainab Samaan'"", Mitchell A. H. Levine'**'",

Jonathan D. Adachi"*'" and Lehana Thabane'*'*

Hamilton, Canada

20 pages avec tableaux +++++

Essais comparants protocoles et publications
d’essais randomisés comparatifs

www.redactionmedicale.fr

, Luciana P. F. Abbade®, lkunna Nwosu', Yanling Jin', Alvin Leenus®, Muhammad Maaz’, Mei Wang',

@ Crossiark *

1

Shahid'®

L)

1

Records after duplicates removed
(n=8182)

"

Full-text articles assessed
for eligibility
(n=108)

(n

Studies included in
qualitative synthesis

(n=237) (n

Fulltext articles ex

F Study  objective

protocols/Tegistration:
reports (n= 22)

# No data on incons:
protocols/Tegistrations
reports (n=39)

» Not systematic review

=2
» Duplicates (n= 1)
» Mot focusing on

cluded (n=71):

]

16

not comparing
s with full

istency between
with  full

or survey

primary studies




Chan, 2004  88% (42/48) and 2% (16/26) trials had at least one

(from CMAL) unre;:u:urted efficacy and harm outcome respectively.
[19] 06% (46/48) and 81% (21/26) trials had incompletely
reported efficacy and harm outcome respectively.

www.redactionmedicale.fr
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Chan, 2004 88% (42/48) and 629% (16/26) trials had at least one

(from CMAJ) unreported efficacy and harm outcome respectively,
[19] 6% (46/48) and 81% (21/26) trials had incompletely
reported efficacy and harm outcome respectively.

Mathieu, 31% (46/147) full reports had discrepancies in outcomes

2009 [27] compared with registrations.
83% of the discrepancies (in 19 out of 23 full reports)

favored a statistically significant result.

www.redactionmedicale.fr 18



Chan, 2004 88% (42/48) and 629% (16/26) trials had at least one

(from CMAJ) unreported efficacy and harm outcome respectively,
[19] 6% (46/48) and 81% (21/26) trials had incompletely
reported efficacy and harm outcome respectively.

Mathieu, 31% (46/147) full reports had discrepancies in outcomes

2009 [27] compared with registrations.
83% of the discrepancies (in 19 out of 23 full reports)

favored a statistically significant result.

Mankervis, 17% (18/109) full reports were properly registered.
2012 [37] 72% (13/18) full reports had inconsistencies compared

with reqgistrations.

www.redactionmedicale.fr 19



Smith, 2013
[42]

100% (6%/'69) full reports had discrepancies in

primary outcome specifications (POS).

309 (21/69) full reports had unambiguous POS discrepancies,
with significantly higher percentages of
non-industry-sponsored than industry-sponsored full

reports having unambiguous PO5S discrepancies.

www.redactionmedicale.fr
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Smith, 2013 100% (69/69) full reports had discrepancies in

[47] primary outcome specifications (POS).
309 (21/69) full reports had unambiguous POS discrepancies,
with significantly higher percentages of
non-industry-sponsored than industry-sponsored full
reports having unambiguous PO5S discrepancies.

Vera-Badillo  18% (30/164) full reports were registered; of these, 23%
2013 [46] (//30) had a changed primary oufcome measure compared

with registrations.

www.redactionmedicale.fr 21



Smith, 2013 100% (69/69) full reports had discrepancies in

[47] primary outcome specifications (POS).
309 (21/69) full reports had unambiguous POS discrepancies,
with significantly higher percentages of
non-industry-sponsored than industry-sponsored full
reports having unambiguous PO5S discrepancies.

Vera-Badillo  18% (30/164) full reports were registered; of these, 23%
2013 [46] (//30) had a changed primary oufcome measure compared

with registrations.

Boonacker,  75% (59/79) full reports had differences in subgroup analyses

2011 [18] from grant applications.
69% prespecified subgroup analyses (103/149) were not reported

in full reports.
/6% subgroup analyses (143/18%9) were based on post hoc results.

www.redactionmedicale.fr 22



Kasenda,
2014 [9]

26% (132/515) trials reported the subgroup analyses that were not
mentioned in their protocols.
12% (84/515) trials did not reported subgroup analyses that were

planned in their protocols.

www.redactionmedicale.fr
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Kasenda, 26% (132/515) trials reported the subgroup analyses that were not
2014 [9] mentioned in their protocols.
12% (84/515) trials did not reported subgroup analyses that were

planned in their protocols.

Korevaar, 32% (49/153) full reports had discrepancies compared with
2014 [259] registrations: 12% (19/153) had discrepancies in inclusion criteria;

6% (9/153) in result presentations, and 21% (32/153) in outcomes

www.redactionmedicale.fr 24



Kasenda, 26% (132/515) trials reported the subgroup analyses that were not
2014 [9] mentioned in their protocols.
12% (84/515) trials did not reported subgroup analyses that were

planned in their protocols.

Korevaar, 32% (49/153) full reports had discrepancies compared with
2014 [259] registrations: 12% (19/153) had discrepancies in inclusion criteria;

6% (9/153) in result presentations, and 21% (32/153) in outcomes

Rosati, 2016 95% (19/20) full reports had medium or high combined

[34] disCrepancy scores comparing registrations.
100% (20/20) full reports selectively reported or unreported main
outcomes; 45% (9/20) had discrepancies in disclosing funding,
40% (8/20) in sample size, 45% (9/20) in inclusion or exclusion
criteria, 55% (11/20) changeq primary outcome to secondary (or
vice versa), and 65% (13/20) discontinued early with no
justifications in full reports.

25



Goldacre et al Trials (2019) 20:118
httpsy/doiorg/10.1186/513063-019-3173-2

Trials

RESEARCH Open Access

COMPare: a prospective cohort study @
correcting and monitoring 58 misreported
trials in real time

Ben Goldacre' ®, Henry Drysdale’, Aaron Dale', loan Milosevic', Eirion Slade’, Philip Hartley', Cicely Marston?,
Anna Powell-Smith', Carl Heneghan' and Kamal R. Mahtani’

Essais randomisés publiés de octobre 2015 a février 2016 oo, e

bt ol org 10,1 1364513063-019-3172-3 Tr"lalﬁ
RESEﬁ.R\CH Open Access

COMPare: Qualitative analysis of researchers’ @

Annals of Internal Medicine
responses to critical correspondence on a
thelbmj THE LANCET cohort of 58 misreported trials

Ben Galdacre' @, Henry Dinsdale”, Cicely Marstor®, Kamal R Mahtani', Aaron Dale’, loan Milosevic!, Biran Slade’,
J AMA The Joumnal of the
American Medical Association

e NEW ENGLAND Philip Hartkey' and Carl Heneghan'
JOURNAL of MEDICINE

medicale.fr 26



Goldacre et al Trials (2019) 20:118

httpsy/doiorg/10.1186/513063-013-3173-2 O u tco m e S N ew
Trials Perfect not outcomes

RESEARCH | checked trials reported silently
added

COMPare: a prospective c
correcting and monitoring

trials in real time 67 X XXX XXX

Ben Goldacre' ®, Henry Drysdale’, Aaron Dale’, loan Milos
Anna Powell-Smith', Carl Heneghan' and Kamal R. Mahtani

Essais randomisés publiés de octobre 20 M €a n/pa pe £ X X

CLOMFPare: Qualitative analysis Of researchers =

Annals of Internal Medicine
responses to critical correspondence on a

thelbmj THE LANCET cohort of 58 misreported trials

Ben Galdacre' @, Henry Dinsdale”, Cicely Marstor®, Kamal R Mahtani', Aaron Dale’, loan Milosevic!, Biran Slade’,
I AMA The Joumal of the
American Medical Association

e NEW ENGLAND Philip Hartkey' and Carl Heneghan'
©Zs) JOURNAL of MEDICINE
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Goldacre et al Trials (2019) 20:118

httpsy/doiorg/10.1186/513063-013-3173-2 0 u tco m e S N ew
Trials Perfect not outcomes

RESEARCH | checked trials reported silently
added

COMPare: a prospective c
correcting and monitoring

trials in real time 67 9 354 357

Ben Goldacre' ®, Henry Drysdale’, Aaron Dale’, loan Milos
Anna Powell-Smith', Carl Heneghan' and Kamal R. Mahtani

Essais randomisés publiés de octobre 20 M €d n/pa pe I 6 1 6 !
CUMPare: Qualitative analysis of researchers =

Annals of Internal Medicine
responses to critical correspondence on a

thelbmj THE LANCET cohort of 58 misreported trials

Ben Galdacre' @, Henry Dinsdale”, Cicely Marstor®, Kamal R Mahtani', Aaron Dale’, loan Milosevic!, Biran Slade’,
I AMA The Joumal of the
American Medical Association

e NEW ENGLAND Philip Hartkey' and Carl Heneghan'
©Zs) JOURNAL of MEDICINE
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3 PO added
24 PO omitted
From protocol to

publication

Primary
outcomes in
~rotocols

EDITOR'S CHOICE |
Statistical controversies in clinical research: n=106)

comparison of primary outcomes in
protocols, public clinical-trial registries and

Primary
outcomes
in publications
(n=85)

14 PO added
25 PO omitted
From protocol to
Clinical Trials.gov

Trials included in the study (n=65)

5 PO added
15 PO omitted
From ClinicalTrials.gov to
publication

Primary
outcomes in
ClinicalTrials.gov
(n=95)

publications: the example of oncology trials
@

A.S. Perlmutter, V.-T. Tran ™, A. Dechartres, P. Ravaud

Annals of Oncology, Volume 28, Issue 4, April 2017, Pages 688-695,
https://doi.org/10.1093/annonc/mdw682

v.redactionmedicale.fr
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http://researchparasite.com/

A Studies
FDA Decision . . . .
Positive : 9 21 27 : 66
5 10 17 22 28 ! 67
! 4 11 18 73 29 68 72
1 5 12 19 24 30 61 [ 73
Questionable E
" 62 70 74
. :
Erick Turner ;
MNegative :
. . . . : 71
Selective Publication of Antidepressant e D el B
. RO ANt S S
Trials and Its Influence on Apparent Efficacy ﬂqﬁ SFad eead
A E o Y \ q__,
0 & 0 3
Erick H. Turner, M.D., Annette M. Matthews, M.D., Eftihia Linardatos, B.S., G}?gr > H:I;S@* ,_:.J‘t-&_*_dﬁh
Robert A. Tell, L.C.S.W., and Robert Rosenthal, Ph.D. (&3 e {SF
ot =

N ENGL) MED 358;3 wwWw.NEJM.ORG

JAMUARY 17, 2008 &

| "

P

www.redactionmedicale.fr



http://researchparasite.com/

Study

publication bias

22
cocsee

@Qeooe0oee DHDeoeoeoee (9

Outcome
reporting bias

S
sesesesses

Spin

® Negative trial
® Positive trial

Spin
Mild spin
No abstract

Citation bias

o900

o909 0O
09 -
o900 0O
o900 00O
o900 00O
o990 00
29000
2909000
oooaa

Psychological Medicine
o0 VY

e ee

www.redactionmedicale.fr
Edat r?arl

1to

cambridge.org/psm

d)

L

Essais cliniques
d’antidépresseurs

105 essais

52 des 53 positifs publiés
et 25 des 52 négatifs

10 négatifs deviennent
positifs

Concluant au-dela des
données

Citations : 3 fois plus
pour les positifs

The cumulative effect of reporting and citation
biases on the apparent efficacy of treatments:
the case of depression

Y. A. de Vriesl:2, A. M. Roestl:2, P. de Jongel2, P. Cuijpers3, M. R. Munafo*5

and J. A. Bastiaansen’®



Et les autres disciplines scientifiques ?

www.redactionmedicale.fr
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Etudes animales.... C’est pire !

Hauh:mfrﬂnmmm tests by the Armyotrophic Lateral Sderosis Therapy Developrment institute (ALS TDI)
are less promising than thase published. All these compounds have disappointed in human testing.

Riluzole* ° : = = |
= . [} Published! |
.  EasTor |
Celebrex i i
Thalidomide
Lithium :
Minocycline
Sodium =
= i I ] i ; ] i 3
b b b k b b k b i
-5 0 5 10 15 20 25 30 35 40

Change In survival obsarved in mouse study (55)
Perrin S. Make mouse studies work. Nature 2014;507;423:425, . .dicalc i -



'effet chrysalide en management / gestion

The Chrysalis Effect: How Ugly Initial Results Metamorphosize Into Beautiful

Articles
Ernest Hugh O'Boyle, Jr., George Christopher Banks and Erik Gonzalez-Mule
Journal of Management published online 19 March 2014
DOI: 10.1177/0149206314527133

142 theses publiées dans 83 revues a comité de lecture

* Dans les theses, il y avait 1 978 hypotheses a tester, et dans les publications
il y en avait 978 |

* 1 333 hypotheses (sur 1 978) n’étaient pas mentionnées dans les articles

* 333 nouvelles hypotheses étaient dans les articles

www.redactionmedicale.fr 34



e i o ot e et The sin of
1. bias... biais, convenance sociale...

hidden flexibility... p-HARKING...
unreliability.... manque de fiabilité

P W N

; data hoarding... accumulation de données ; je
SINS OF | pourrais arréter de travailler et publier....

PSYCHOLOGY |

ok

corruption... pas de commentaires...

o

internment... [a fermeture, c’est le refus de
I'ouverture des données

7. bean counting... le facteur d’'impact, c’est

R MBER ' i i '
2LVRLLL L compter le haricots, voire de I'astrologie...

Qs pmnmre Aol S, s Le rachat : TOP (Transparency Openess Promotion)
guidelines et Registered Reports



Quelle est la qualité de la littérature

scientifique ?

« A lot of what is published is incorrect »
Richard Horton, Lancet editor

11 April 2015, vol 385, n® 9976, p 1380

Remplacons p < 0,05 par p < 0,001 !

www.redactionmedicale.fr

‘mirns, «BBSRC [ wescome:

Symposium on the reproducibility
and reliability of biomedical research

13 Aged M0S
he Webiome Yol Landon




The Lancet, 11 avril 2015
R Horton, Rédacteur en chef

La mise en accusation de la science est simple: une grande partie de la
littérature scientifique, peut-étre la moitié, peut étre tout simplement
fausse. Gangrénée par des études avec de petits echantillons, des effets
minuscules, des analyses exploratoires invalides, et des conflits
d'intéréts éevidents, tout cela avec une obsession de poursuivre les
tendances a la mode d'importance douteuse, la science a pris un virage
vers l'obscurantisme. Comme ['a dit un participant, «des méthodes
nulles donnent des résultats”. ....... L'endéemicité apparente du mauvais
comportement en recherche est alarmante. Dans leur quéte pour
raconter une histoire convaincante, les scientifiques sculptent trop
souvent leurs données en fonction de leur vision préférée du monde. Ou
ils écrivent des hypotheses pour réepondre a leurs données.

www.redactionmedicale.fr 37



The Lancet, 11 avril 2015
R Horton, Rédacteur en chef

Les rédacteurs de revues méritent leur juste part de critique aussi. Nous
aidons et encourageons les pires comportements. Notre acquiescement
aux facteurs d'impact engendre une concurrence malsaine pour gagner
une place dans un petit nombre de revues. Notre amour de
«l'innovation» pollue la littérature avec beaucoup de contes de féee
‘statistiques’. Les revues ne sont pas les seuls mécréants. Les universités
sont dans une lutte perpétuelle pour l'argent et le talent, parametres
qui favorisent des évaluations réductrices, comme la publication dans
des revues avec un facteur d’impact. Les procédures nationales
d'evaluation, telles que le ‘Research Excellence Framework’, incitent les
mauvaises pratiques. Et les chercheurs eux-mémes, y compris leurs plus
hauts dirigeants, font peu pour changer une culture de recherche qui
occasionnellement fréle les mauvaises conduites.

www.redactionmedicale.fr 38



Nature, 20 May 2016

IS THERE A

REPRODUCIBILITY
LRISIS?

A Nature survey lifts the lid on
how researchers view the ‘crisis’

rocking science and what they
think will help.

Reproducibility

It usually means that another scientist
using the same methods gets similar
results and can draw the same conclusions

BY MONYA BAKER

52%

Yes 2 signdicant
nSs

1,576
RESEARCHERS SURVEYED

Reality check on reproducibility

A survey of Nature readersrevealed a high level of concern about the problem of irreproducible
results. Researchers, funders and journals need to work together to make research more reliable.

1576 answers

www.redactionmedicale.fr 39



Meconnaissance Pratiques discutables
methodologique en recherche

Fraude

» Méthodes « faibles » » « Torture » ou « massage » des donnees

» Méthodes » Changement du critére de jugement

inappropriées » Choix sélectif/omission de données

» Echantillon trop faible » Références erronées

» Erreurs statistiques » Changements de tests statistiques Fabrication
» Pas de recherche P-hacking ou P-HARKing* Falsification
documentaire » Manipulations d'images

avant le travail » Paternité des articles : conflit d’auteurs ! Plagiat

» Non-respect des » Etudes animales trompeuses

réglementations » Non-publication de recherches financées

» Resumes, communiqués de presse embellis...

Non intentionnel Intentionnel

"Hypothezing After Results are Known La Revue du Praticien, 20 décembre 2016



La fraude est tres rare
J Boldt : combien de morts ?

B [FOITORIAL

JAMA 20 février 2013 niot thase ol

Editors-in-Chief Statement Regarding

Hyd roxyethyl Starch for Intravenous Published Clinical Trials Conducted without
Volume Replacement IRB Approval by Joachim Boldt

More Harm Than Benefit 88 rétractations par 18 rédacteurs en chef, mars 2011

RESEARCH MISCONDUCT
BMJ March 2013;346:f1738

Boldt: the great pretender

The withdrawal of almost 90 fraudulent studies by a German anaesthetist is one of the biggest
medical research scandals of recent time. Jacqui Wise examines what happened and what lessons

have been learnt
should be a no brainer—the Department of Health should be

able to go nto every hospital and say don’t use colloids, but 1t A
seems to be a lot harder than 1t should be. Colloids are more Meta analyses avec et sans
expensive than crystalloids, and are more dangerous, probably |es publication S de BOldt
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Un autre exemple, BMJ 2007, 334 (27 février)

Doubts over
head injury
studies

Patients are receiving treatment that may be unsound as
investigations by lan Roberts, Richard Smith, and
Stephen Evans raise questions about whether influential
trials of high dose mannitol ever took place

Mannitol for acute traumatic brain injury (Review)

Wakai A, Roberts I, Schierhout G

www.redactionmedicale.is




Latin American Brain Injury Consortium

in Brasil (meeting May 2006)

Table 1| Details of trials of high dose mannit ol

Authors Patients Intervention Outcome Results Odds ratio (P value)
Highdose  Low dose
Cruz |, MinojaG, Okuchik® 178 adults with non-missile, traumatic ~ High dose mannitol v lower Death at & months 13/91 22/87 0.49 (0.06)
acute subdural haematomas dose mannitol Death orsevere disability 2t 6 28/91 47/87 038 (0.002)
months
Cruz |, MinojaG, Okuchik* 141 patientswith traumatic, non-missile, High dosemannitol v lower Death at & months 14/72 25/69 0.42 (0.03)
acute, intraparenchymal temporal lobe  dose mannitol o
Death disability at & 28/72 H6/6
haemorrhages associated with early eath or severe disabiity : 169 0.32(0.001)
. . months
abnomal pupillary widening
Cruz |, MinojaG, Okuchik, &4 adultswith traumatic, non-missile, Very early and fast high dose Death at & months 923 14/21 0.32 (0.07)
Facco B2 acute, SEVETE, |:I_|H'u5e t?FEHI'I 5\VF||II1E\"!I'III|1 mannitol v lower dose mann itol Death orsevere disability at 6 13/23 19/21 0.14 0.01)
recent clinical signs ofimpending brain h : :
death months

During the discussion some Brazilian physicians expressed some surprise with the inclusion
of J Cruz’ paper in the meta-analysis (Cruz 2004; J Neurosurgery, 100:376) ... Cruz had no
patients at his arrival to Brasil, back from USA where he had developed his research career.

www.redactionmedicale.fr
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J Cruz : suicide en 2005... co-auteurs ?

* Minoja: It was a pleasure for me to be included along the authors of
the papers written by Julio Cruz on the use of high doses of mannitol
in head trauma emergencies. My Unit and | did not provide to Dr.
Cruz a personal series of randomized patients, but my contribution
was discussing with him and sharing his assumption, because
occasionally, in emergency situations, | have used and I still use with
success aggressive high-dose mannitol approach.

* Okuchi: “Since | did not conduct any study related to the results of Dr
Cruz’s high-dose mannitol trials in Japan, | have no data to present

you. | did not know any part of the paper before he called me about
the acceptance in the journal every time”
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J Cruz : suicide en 2005... co-auteurs ?

* Facco : The paper | am co-author, springs from the clinical experience
| shared with Julio Cruz about the potential effectiveness of high
doses of mannitol in selected very critical patients. | discussed with
him (mainly by phone) about my anecdotal experience | never had
the opportunity to check in a prospective study, and he also had the
same clinical impression of its effectiveness ... Following our
discussion, he decided to test high mannitol doses in the emergency
setting and involved me as co-author, but my role was ‘philosophical’
rather than clinical: to my knowledge, the study was conducted
personally by Julio, probably in Brazil, and | only helped him with
discussion and text revision”

www.redactionmedicale.fr 45



Le courage des co-auteurs !

 Later that month (27 October 2006), Dr Facco wrote on
oehalf of Dr Minoja and Dr Okuchi. He said that they did not
oelieve that they were gift authors and declined to seek

retraction. He argued that the papers were published in an
international peer reviewed journal, that the first author had

taken responsibility for their content, and that they knew the
first author well and believed that “he would never have

been able to do something false.”
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Un autre exemple, BMJ 2007, 334 (27 février)

Doubts over
head injury
studies

Hatentsane mCcen Ing teatment that may be unsound as
Investzatons by lan Roberts, Richard Smith, and
Stephen Brans [ise gueshons about whether infhiential
triEl=of high dose manmiolever ool place




Fujii : une communauté tres complaisante

EJA e arssmesaranis s 2001, Anesthesia & Analgesia : Kranke et
al ‘Reported data on granisetron and

EmeRAITT  postoperative nausea and vomiting by

The Fujii story Fujii et al are incredibly nice!”

A chironicle of natve disbelief . .

Martin . Trames * 2002 et 2005 : PONV guidelines
P . S S S * Méta-analyses

I e 2011 : Can J Anesthesia alerte
R I’'université japonaise Toho

[ V™ e 2012 : rétractation de 183 articles

Hurn b= of arteel e
o 9w E® ook OB K 4 4
e
| ™
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Comment faire si l’essai a foire ?

Trois possibilités :

www.redactionmedicale.fr
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Comment faire si l’essai a foire ?

Trois possibilités : y Pil‘oue‘ﬂe
> cacahuete

 Publier en massant ou torturant les données

 La pratique du spin

* Des revues acceptent la publication des essais dits négatifs

www.redactionmedicale.fr 50


https://www.h2mw.eu/.a/6a011168a6e300970c0240a45c5bec200c-pi

NGIWOrK \Open- 0

Spin : manipulation du langage dans le
but d'induire le lecteur en erreur sur la

Orizinal Investigation | Medical Jowmals and Publishing

Level and Prevalence of Spin in Published Cardiovascular Vfé"aCi.té probable des résulta\ts, peut
Randomized Clinical Trial Reports With Statistically Nonsignificant distraire le lecteur et menera une
Primary Outcomes mauvaise interprétation et a une

A Systematic Review mauvaise application des résultats

Mubammad Shabzeb Khan, MD; Homan Latesf, MO; Tang Jamal Siddig, MEBS:; Kanm Abdur Rehman, MO S2=d Alnamat, MD; Safi U. Khan, MD; Hans Riaz, MO
M. Hazsan Murad. MO John Bandrola, MO; Rami Doukdoy, MO Richard A. Erasusk, MD

Pirouette

Résultats : Des 587 études identifiées, 93 rapports d'ECR (15,8 %) > cacahuete

répondaient aux criteres d'inclusion. Un spin a été identifié dans 53
résumeés (57 % ; IC 95 %, 47 %-67 %) et 62 textes principaux d'articles
publiés (67 % ; IC 95 %, 57 %-75 %). Dix rapports (11 % ; IC 95 %, 6 %-19 %)
avaient un spin dans le titre, 35 rapports (38 % ; IC 95 %, 28 %-48 %)
avaient un spin dans la section des résultats et 50 rapports (54 % ; IC 95 %,
44 %-64%) avaient un spin dans les conclusions. Parmi les résumeés, un spin JAMA Open
a été observée dans 38 sections de résultats (41 % ; IC 95 %, 31 % a 51 %) 3 mai 2019
et 45 sections de conclusions (48 % ; IC 95 %, 38 % a 58 %).
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vendredi 11 janvier 2019

Les leaders d'opinions n'aiment pas reconnaitre qu'un essai a foire :
ils ont des critiques stereotypéees montrant que la conception etait
erronee

Cet article du BMJ de Noél 2018 est d'un humour grincant. Voici un paragraphe du debut :

Lorsqu'on demande aux principaux leaders d'opinion de commenter les resultats décevants d'un essai clinique dans des
reportages ou lors de conféerences, nous avons observe qu'ils semblent curieusement incapables de reconnaitre que le
traitement ne fonctionne pas. Ils préferent soutenir que la conception de l'essai était erronée, en s'appuyant sur un
ensemble de critiques stereotypees. A laide de l'exemple de la cardiologie, nous avons systéematiquement analysé les
excuses qu'ils fournissent pour composer le 'Panellists’ Playbook’, une classification anthropologique qui sera utile non
seulement aux lecteurs, mais aussi aux principaux leaders d'opinion qui ont besoin d'inspiration (ou dun squelette de
présentation).’

Le travail est serieux, fait a partir des 3 plus grands congres de cardiologie sur 5 ans, en analysant les articles de
Medscape et de MedPage Today. L'essai etait considere negatif si le critere principal n'etait pas atteint. Sur 321 essais
dans 15 congres, 127 etaient negatifs et les auteurs ont analyse 438 commentaires de leaders d'opinions. Ils ont liste 40
excuses classees en 17 themes. Les excuses frequentes : echantillon trop petit, d'autres etudes sont necessaires, suivi
trop court,... et voici le resultat :

4—-—-'——“—‘—‘ -

~ Panellist's ﬁlapbon

f . Too ymall
Zﬂr Too young
B Tooold
3A Too male

ov Nnn wsminss snvssndhilAdittns.

Pirouette
o cacahuete

https://www.redactionmedicale.f

r/2019/01/les-leaders-dopinions-

naiment-pas-reconna%C3%AEtre-

quun-essai-a-foir%C3%A9-ils-ont-

des-critiques-

st%C3%A9r%C3%A90typ%C3%A9
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Le constat : quelle est |a qualité des articles ?

Comment expliquer la situation ?

Que suggeéerer pour améliorer ?



Cherchez l'erreur !

Employés dans les milieux académiques USA :
augmentation de 30 %

211 000 en 1551
305 000 en 2013

PhD formeés aux USA : augmentation de 90 %

15 000 en 1538
33 000 en 2013

Articles publiés dans le monde : augmentation de 350 %

435 000 en 1583
2 200 000 en 2013

www.redactionmedicale.fr

Fostering Integrity

| in Research

Cnrs, Biologie de I'évolution
Premier job :
2005 : 12,5 publications

2013 : 22 publications
Scientometrics 2015;103:333-336.
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Academia has become POP world

L'article donne un statut, et I'auteur devient
'vendable’

De mauvaises recherches sont soumises aux revues,
qui publient pour peu de chercheurs

Il vaut mieux construire un CV que de s'intéresser au
progres et a l'avancement du savoir, voire perdre son
temps a vulgariser la science

Avoir écrit 800 articles est considéré comme une
performance alors que c'est honteux

L'augmentation du volume des articles n'a pas été
proportionnel a une augmentation de la qualité

POP (publish or perish) devient aussi PAP (publish and perish), PBNP (publish but nevertheless

a4
‘
W
N .

IMAD A. MOOSA

Publish
or Perish

Perceived Benefits
versus Unintended ~ =
Consequences 3

LS

perih), PWOP (publish while others perish), BMOP (bring money or perish), PAFOP (publish and

www.redactionmedicale.fr

flourish or perish).



2.

10.
11.

O 0 N o Gk W

. Yoshitaka Fujii (total retractions: 183) See also: Final report of

investigating committee, our reporting, additional coverage

Joachim Boldt (96) See also: Editors-in-chief statement, our

coverage

Diederik Stapel (58) See also: our coverage

Yoshihiro Sato (51) See also: our coverage

Yuhji Saitoh (49) See also: our coverage

Adrian Maxim (48) See also: our coverage

Jun Iwamoto (45) See also: our coverage
Chen-Yuan (Peter) Chen (43) See also: SA
Fazlul Sarkar (41) See also: our coverage

https://retractionwatch.com/the-

retraction-watch-leaderboard/

Hua Zhong (41) See alsc We note that all but one of the top 32 are men, which agrees with

Shigeaki Kato (40) See a the general findings of a 2013 paper suggesting that men are

12. James Hunton (37) See i more likely to have papers retracted for fraud.

13.
14.

Hyung-In Moon (35) See also: our coverage

Naoki Mori (32) See also: our coverage
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Le constat : quelle est |a qualité des articles ?

Comment expliquer la situation ?

Que suggérer pour améliorer
la situation ?



Développer
I'integriteé
scientifique ' ::,a:';"::;z::.:::.:'.z"’"e

Un guide

The European
Code of Conduct for
Research Integrity

' @ Comité d’éthique du CNRS mpte LRI e e

DO SS I E I 2 ‘ S www.cnrs.fr/comets prat Mot il iy .
: e oo et e s bt T S
= e :

Integrite scientifique : un code et ses manquementsmm = EE‘E-'—-"E%H;:: E—Z'E:éi%
INTEGRITE SCIENTIFI Toute recherche doit étre guidee : ===

== par une conduite integre =

MSSIEIIIIB]IEE
PARPIERRECORVOL' |
ET HERVE '
MAISONNEUVE™

S o RIS R
| e ‘;m Intégriteé scientifique : les ﬁroposmons francaises o A Sl e
pour mettre en ceuvre la charte nationale e e e e e

il mallaed 4 o .‘_':_._.. - -

Parler d’integrite scientifique e e

n’est plus tabou == ==

http://www.larevuedupraticien.fr/node/36544 La Revue du Praticien, 20/12/2016 SRR g ——"
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Singapour : principes

Honnéteté dans tous les aspects de la
recherche

Conduite responsable de la recherche

Courtoisie et loyauté dans les relations de
travail

Bonne gestion de la recherche pour le
compte d’un tiers

http://www.singaporestatement.org/Translations/SS French.pdf

www.redactionmedicale.fr

Singapore Statement on Research Integrity

Preamble. The value and benefits of research are vitally dependent on the integrity of research. While
there can be and are national and disciplinary differences in the way research is organized and
conducted, thene are abio principles and professional responsibilities that are fundamental to the

imtegrity of research wherewer it is undertaken.

PRINCIPLES

Henesty in all aspects of research
Accountability in the conduct of research
Professional courtesy and fairness in working with others
Good stewardship of research on behalf of others

1. Integrity: Rassarchers should toka responsibility for the
tnustworthingss of their ressasch.

2. Adherance to Reguistions: Rassarchars should be awar
ofand adhar to regulations and polides related 1o ressasch.

3. Ressarch Mathods: Resoarchars should omploy
approgeiate resserch mathods, bass conchesions on critical
anafysis of the evidanco and roport findings and
mderpesiations fully and ohjectvely.

4. Resaarch Records: Rescarchors should koep daar, acrurato
rocords of all rmsaarch in warps that will alkew warification and
rephcation of their work by cthers.

£. Ressarch Andings: Resoarchars should shara data and
fimcings openly and prompdly, 23 scon as thay have bad an
opportunity to establish prionty and ownership clims.

& Authorship: Ressarchers should t2ks responsibifity for
their contributions to 2ll publictions, fending applications,
roports and otfor repessontations of their resaaech. Lists of
authors should includs all thass and cnly thoss whe mest
applicable authorship criteria

7. Publication dcknowledgement: Ressarchers should
acknowiedge in publications the ramesand rolas of those
who mads significant contribetions o tha resoarch,
ncluding writars, fundars, sponsors, and others, but do not
maat authorship critaria.

£. Puer Review: Resaarchers should peowids fair, prompt and
rigorous evaluations and respect confidantiality when
rerwieawing othars' work.

8. Conflict of interest: Ressarchars should disdoss financial
and other conflicts of inkarost that could compromiso tha
trustwerthingss of their work in ressarch propcaals,
publicatices and public commurications 25 wall 2 inall
Towiow ACITHRL.

RESPONSIBILITIES

14, Pubslic Communication: Resaarchers should limit
professional commants fo their recognized soparite
when engaged in public discussions about the
application and mporiznce of ressarch findings and
caarty distingeish professonal comments from opinions
based om porsoral wiows.

11. Baporting ivesponsible Ressarch Practices:
Rascaechers should report fo the appropriats authorities
any sepeded ressarch misconduct, inchading
fabrication, fabifiction or plagiarsm, and cther
imesponsiblo rescarch peacticas that undarming the
trustworthimass of reseanch, such as canlensas,
improparty listing asthoes, failing %o report conficting
data, or the wea of miskading analytical methods.

12. Besponding to krasponsible Besearch Proctices:
Rascaech institutions, as well 25 joumals, profossional
organizabions and agencis that have commitments to
raaznch, should have procedses for responding fo
allegations of misconduct and otftar rresponsisla
maaarch practices and for peotecting those who report
vk befarvior in good faith. When misconductor other
imesponsiblo rescarch practics is confirmed, appropriato
actions should be taken promptly, inchading comecting
the msaasch recond.

13. Bessarch Environments: Rescarch instibations should
create and sustzin amvironments that encoerage integrity
through education, clear policies, and reasonablo
standards for advancemant, whils fostering work
snvironmeanits that support reseaech integrity.

14. Societal Considerations: Ressarchors and rassarch
stitutions should recogrize that they have an sthical
abligation to woigh sodiotall hanofits against risks
whorsat in tairwork.
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Research
Institutions

Research

Funding
System

Research
Sponsors and
Regulators

Education

and
Training

Individual
Researchers

Incentives,
Rewards

‘ Research Enterprise Participants and Stakeholders

. Research Enterprise Systems and Processes

Research
Misconduct
Policies and

Implementation

Congress,
The Media,
The Public

Publication,
Other
Dissemination
of Knowledge

Journals
Societies

www.redactionmedicale.fr

L'entreprise
recherche est un
systeme complexe
qui s’adapte

Fostering Integrity

in Research




Avant 1960

1970 / 1980

Revues scientifiques
* Enregistrement

* Dissemination

* Evaluation / Certification
* Archivage

Facteur d’impact / POP
McDonaldisation de la science

Apres 2025

Transparence
* Quverture

* Partage des données
* Science ouverte
* Collaboration
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DAN
ARIELY

'

THE (HONEST) TRUTH
ABOUT DISHONESTY

o We Lie o Everpene—Eapec @iy Jurrelies

Qui est integre ?

How to lie to everyone
— Especially ourselves

* Professor of psychology and behavioral
economics, Duke University

* Director of the Center for advanced hindsight

www.redactionmedicale.fr 62



Avertissement

*La plupart des chercheurs sont honnétes

e Les fraudes sont médiatisées mais tres rares

* Les limites de l'intégrité scientifique sont difficiles a
nercevoilr

www.redactionmedicale.fr
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