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Part |.

Fact : Significant results were” more
likely to be submitted for
publication.

(whatever the funding source)

(*) hopefully « were »



Factors Influencing Publication of

Research Results

Follow-up of Applications Submitted to
Two Institutional Review Boards

Kay Dickersin, PhD; Yuan-l Min, MPH, MHS; Curtis L Meinert, PhD

Objective.—To investigate factors associated with the publication of research

findings, in particular, the association between “significant” results and publicatioi

Design.—Follow-up study.

Setting. — Studies approved in 1980 or prior to 1980 by the two institutional re-
view boards that serve The Johns Hopkins Health Institutions —one that serves the
School of Medicine and Hospital and the other that serves the School of Hygiene
and Public Health.

Population.—A total of 737 studies were followed up.

Results.—Of the studies for whjefTagalyses had been reported as having been
perfopmed at the time of interviewrc;m the School of Medicine and Hospital
and 66% fom the School of Hygiengdnd Public Health had been published Pub-

vas not associated with sample size, presence of a comparison group, or
type of study (eg, observational study vs clinical trial). External funding and muiltiple
data collection sites were positively associated with publication. There was evidence
of publication bias in that for both institutional review boards there was an associalior
between results reported to be significant and publication (adjusted odds ratic
95% confidence interval, 1.63 to 3.94). Contrary to popular opinion, publication bias
originates primarily with investigators, not journal editors: only six of the 124 studies
not published were reporied to have been rejected for publication.

Conclusion.—There is a statistically significant association between significant
results and publication.

Note :

< 10% of included
studies were
industry
sponsored.




JAMA. 2002 257:2825-2828

Publication Bias in Editorial Decision Making

Carin M. Olson, MD Context Studies with positive results are more likely to be published than studies with
negative results (publication bias). One reason this occurs is that authors are less likely
L B — to submit manuscripts reporting negative results to journals. There is no evidence that
Deborah Cook, MD, M5e, FRCPC publication bias occurs once manuscripts have been submitted to a medical journal.
Kav Dickersin, PhD We assessed whether submitted manuscripts that report results of controlled trials are
] more likely to be published if they report positive results.

Methods Prospective cohort study of manuscripts submitted to JAMA from Febru-

Drummond Rennie, MDD

Annette Flanagin, RN, MA

Joseph W. Hogan, Scl) ary 1996 through August 1992, We classified results as positive if there was a statis-
(h Zhu, M3 tically 5|;n|f|-:ant difference (P=.05) reported for the primary outcome. Study char-
Jennifer Reiling acteris’ri-::s. and indicators for quality were also appraised. We included manuscripts that
: reported prospective studies inwhich participants were assigned to an intervention or
Brian Pace, MA comparison group and statistical tests compared differences between groups.

) Results Among 745 manuscripts, 133 (17.9%) were published: 78 (20.4%) of 383
UBLICATION BIAS REFERSTO THE ity nositive results, 51 (15.0%) of 341 with negative results, and 4 (19.0%) of 21

greater likelihood that studies  with unclear results. The crude relative risk for publicati-::nn of studies with positive re-

with positive results will be  sylts compared with negative results was 1.36 (95% confidence interval [CI], 0.99-1.88).
published.'” Publication bias  After being adjusted simultaneously for study characteristics and quality indicators

has been demonstrated in several co-  the odds ratio for publishing studies with pe I‘Eulfl'-.-F* results was 1.30(95% Cl, 0.87-1.98).

hort studies that followed up proto- Conclusions Among submitted manuscripts, we did not find a statistically signifi-
cols approved by research ethics com-  cant difference in publication rates between those with pesitive vs negative results.

-

Note :
Only JAMA studies included.




Part Il.

Fact : Publications of industry
sponsored studies had higher
guality standards and more positive
results than publications of non-
industry sponsored studies



The uncertainty principle and industry-sponsored research

EBenjamin Djulbegovic, Mensura Lacevic, Alan Cantor, Karen K Fields, Charles L Bennett, Jared R Adams,

Nicole M Kuderer, Gary H Lyman

Background Reporting of pharmaceutical-industry-
sponsored randomised clinical trials often result in biased
findings, either due to selective reporting of studies with
non-equivalent arms or publication of low-quality papers,
wherein unfavourable results are incompletely described. A
randomised trial should be conducted only if there is
substantial uncertainty about the relative value of one
treatment versus another. Studies in which intervention and
control are thought to be non-equivalent violates the
uncerainty principle.

Methods We examined the quality of 136 published
randomised trials that focused on one disease category
(multiple myeloma) and adherence to the uncertainty
principle. To evaluate whether the uncertainty principle was
upheld, we compared the number of studies favouring
experimental treatments over standard ones. We analysed
data according to the source of funding.

Findings Trials funded solely or in part by 35 profit-making
organisations had a trend toward higher quality scores
imean 2-94 [SD 1-3]; median 3) than randomised trials
supported by 85 governmental or  other non-profit
organisations (2-4 [0-8]; 2; p=0-08). Overall, the
uncertainty principle was upheld, with 44% of randomised
trials favouring standard treatments and 56% innovative
treatments (p=0-17); mean and median preference
evaluation scores were 3-7 (1-0) and 4. However, when the
analysis was done according to the source of Tfunding,
studies funded by non-profit organisations maintained
equipoise favouring new therapies over standard ones (47%
vs 53%; p=0-608) to a dreater extent than randomised
trials supported solely or in part by profit-making
organisations (74% vs 26%; p=0-004).

Interpretatlon The reported bias in research sponsored by
the pharmaceutical industry may be a consequence of
violations of the uncertainty principle. Sponsors of clinical

trials should be encouraged to report all results and to
choose appropriate comparative controls.

Lancet 2000; 356: 635-38



Scope and Impact of Financial Conflicts
of Interest in Biomedical Research

A Systematic Review

Context Despite increasing awareness about the potential impact of financial con-
flicts of interest on biomedical research, no comprehensive synthesis of the body of
evidence relating to financial conflicts of interest has been performed.

Objective To review original, quantitative studies on the extent, impact, and man-
agement of financial conflicts of interest in biomedical research.

Data Sources Studies were identified by searching MEDLINE (January 1980-
October 2002), the Web of Science citation database, references of articles, letters,
commentaries, editorials, and books and by contacting experts.

Study Selection All English-language studies containing original, quantitative data
on financial relationships among industry, scientitic investigators, and academic insti-
tutions were included. A total of 1664 citations were screened, 144 potentially eli-
gible full articles were retrieved, and 37 studies met our inclusion criteria.

Data Extraction One investigator (J.E.B.) extracted data from each of the 37 stud-
ies. The main outcomes were the prevalence of specific types of industry relation-
ships, the relation between industry sponsorship and study outcome or investigator
behavior, and the process for disclosure, review, and management of financial con-
flicts of interest.

Data Synthesis Approximately one fourth of investigators have industry affilia-
tions, and roughly two thirds of academic institutions hold equity in start-ups that spon-
sor research performed at the same institutions. Eight articles, which together evalu-
ated 1140 original studies, assessed the relation between industry sponsorship and
outcome in original research. Aggregating the results of these articles showed a sta-
tistically significant association between industry sponsership and pro-industry con-
clusions (pooled Mantel-Haenszel odds ratio, 3.60; 95% confidence interval, 2.63-
4.91). Industry sponsorship was also associated with restrictions on publication and
data sharing. The approach to managing financial conflicts varied substantially across
academic institutions and peer-reviewead journals.

Conclusions Financial relationships among industry, scientific investigators, and aca-
demic institutions are widespread. Conflicts of interest arising from these ties can in-
fluence biomedical research in impartant ways.

Justin E. Bekelman, 4B
Yan Li, MPhil
Cary P. Gross, MD

JAMA, 2003; 289454465

Or is industry more
selective in the trials they
do?

Note :
This is a review of reviews
up to 2002




Pharmaceutical industry sponsorship and research
outcome and quality: systematic review

Joel Lexchin, Lisa A Bero, Benjamin Djulbegovic, Otavio Clark

Objective To investigate whether funding of drug
studies by the pharmaceutical industry is associated
with outcomes that are favourable to the funder and
whether the methods of trials funded by
pharmaceutical companies ditfer from the methods in
trials with other sources of support.

Methods Medline (January 1966 to December 2002)
and Embase (January 1980 to December 2002)
searches were supplemented with material identified
in the references and in the authors™ personal files.
Data were independently abstracted by three of the
authors and disagreements were resolved by
CONSENSLIS.

Results 30 studies were included. Research funded by
drug companies was less likely to be published than
research funded by other sources. Studies sponsored
by pharmaceutical companies were more likely to
have outcomes favouring the sponsor than were
studies with other sponsors (odds ratio 4.05; 95%
confidence interval 2,98 to 5.51; 18 comparisons).
None of the 13 studies that analysed methods
reported that studies funded by industry was of
poorer quality.

Conclusion Systematic bias favours products which
are made by the company funding the research.
Explanations include the selection of an
inappropriate comparator to the product being
investigated and publication bias.

Or is industry more selective in the trials they do ?

BM] VOLUME 326 31 MAY 2003 bmj.com

Note : This is a review of reviews up to 2002
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Short communication
Pharmaceutical company funding and its consequences:
A qualitative systematic review =

Sergio Sismondo *

Department of Philosopiv, Queen's University, Kingsion, Canada K7L 3NG

Received 4 Aprl 2007; accepted 7 August 2007

Abstract

This article systematically reviews published studies of the association of pharmaceutical industry funding and clinical trial
results, as well a few closely related studies. It reviews two earlier results, and surveys the recent literature. Results are clear:
Pharmaceutical company sponsorship is strongly associated with results that favor the sponsors” interests.

@ 2007 Elsevier Inc. All rights reserved.

Results since 2003 support the association of industry funding with higher measures of methodological quality.

With the exception of a comparison of industry and Cochrane meta-analyses [25], recent studies report that in other

ways industry-funded trials are of equal or higher methodological quality than non-industry-funded trials

solutions as: stronger disclosure requirements, rigorous trial reporting standards, and trial registries |5]. Because the
bias is not the result of simple methodological problems, radical solutions are called for, that divorce the
pharmaceutical industry from published research. In the meantime, the fact that pharmaceutical company funding has

Note : This is a review of reviews up 2003 to 2006




Part Ill.
Fact : Industry sponsored
studies were published and
reported selectively



Evidence b(1)ased medicine—selective reporting from
studies sponsored by pharmaceutical industry: review of
studies mm new drug applications

Hans Melander, Jane Ahlgvist-Rastad, Gertie Meijer, Bjérn Beermann

Results Multiple publication: 21 studies contributed
to at least two publications each, and three studies
contributed to five publications. Selective publication:
studies showing significant etfects ot drug were
published as stand alone publications more often
than studies with non-significant results. Selective
reporting: many publications ignored the results of
intention to treat analyses and reported the more
favourable per protocol analyses only.

Conclusions The degree of multiple publication,
selective publication, and selective reporting ditfered
between products. Thus, any attempt to recommend a
specific selective serotonin reuptake inhibitor from
the publicly available data only is likel‘_l.f to be based on
biased evidence.

Objectives To investigate the relative impact on
publication bias caused by multiple publication,
selective publication, and selective reporting in studies
sponsored by pharmaceutical companies.

Design 42 placebo controlled studies of five selective
serotonin reuptake inhibitors submitted to the
Swedish drug regulatory authority as a basis for
marketing approval for treating major depression
were compared with the studies actually publishec
(between 1983 and 1999).

3 x more likely

BM] VOLUME 326 31 MAY 2003 bmj.com

Note : SSRI studies reviewed which are submitted to authorities
between 1983 and 1999




Empirical Evidence for Selective Reporting

of Outcomes in Randomized Trials
Comparison of Protocols to Published Articles

An-Wen Chan, MD, DPhil
Asbjorn Hrobjartsson, MI}, PhD
Mette T. Haahr, BSc

Peter C. Gotzsche, MDD, DrMedSci
Douglas G. Altman, D5e

ELECTIVE PUBLICATION OF 5TUD-
ies with statistically significant
results has received wide-

splead remgmtmn ' In con-
. LI 1.1

Note : perlod covered : 1994-
1995

COME TCPOTTINgE Dlas Tas BecTn WIdely

Note : 70% of studies
included are industry funded.

Our study had 3 goals: (1) to deter-
mine the prevalence of incomplete out-
come reporting in published reports of
randomized trials, (2) to assess the as-
sociation between outcome reporting
and statistical significance; and (3) to
evaluate the consistency between pri-
mary outcomes Spfmﬁed in trial pro-
tocols and those defined in the pub-
lished articles.

METHODS

Context Selective reporting of outcomes within published studies based on the na-
ture or direction of their results has been widely suspected, but direct evidence of such
bias is currently limited to case reports.

Objective To study empirically the extent and nature of outcome reporting bias in
a cohort of randomized trials.

Design Cohort study using protocols and published reports of randomized trials
approved by the Scientific-Ethical Committees for Copenhagen and Frederiksherg,
Denmark, in 1994-1995. The number and characteristics of reported and unre-
ported trial outcomes were recorded from protocols, journal articles, and a survey
of trialists. An outcome was considered incompletely reported if insufficient data
were presented in the published articles for meta-analysis. Odds ratios relating
the completeness of outcome reporting to statistical significance were calculated
for each trial and then pooled to provide an overall estimate of bias. Protocols
and published articles were also compared to identify discrepancies in primary
outcomes.

Main Qutcome Measures Completeness of reporting of efficacy and harm out-
comes and of statistically significant vs nonsignificant outcomes; consistency between
primary outcomes defined in the most recent protocols and those defined in pub-
lished articles.

Results One hundred two trials with 122 published journal articles and 3736 out-
comes were identified. Overall, 509% of efficacy and 65 % of harm outcomes per trial
were incompletely reported. Stahstmllj; significant outcomes had a higher odds of being
tully reported compared with nonsignificant outcomes for both efficacy (pooled odds
ratio, 2.4; 95% confidence interval [CI], 1.4-4.0) and harm (pooled odds ratio, 4.7;
95% Cl, 1.8-12.0) data. In comparing published articles with protocols, 62% of trials
had at least 1 primary outcome that was changed, introduced, or omitted. Eighty-six
percent of survey responders (42/49) denied the existence of unreported outcomes
despite clear evidence to the contrary.

Conclusions The reporting of trial outcomes is not only frequently incomplete but
also biased and inconsistent with protocols. Published articles, as well as reviews that
incorporate them, may therefore be unreliable and overestimate the benefits of an
intervention. To ensure transparency, planned trials should be registered and proto-
cols should ke made publicly available prior to trial completion.
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Selective Publication of Antidepressant
Trials and Its Influence on Apparent Efficacy

Erick H. Turner, M.D., Annette M. Matthews, M.D., Eftihia Linardatos, B.S.,
Robert A. Tell, L.C.S.W., and Robert Rosenthal, Ph.D.

BACKGROUMND
Evidence-based medicine is valuable to the extent that the evidence base is complete
and unbiased. Selective publication of clinical trials — and the outcomes within
those trials — can lead to unrealistic estimates of drug effectiveness and alter the
apparent risk—benefit ratio.

METHODS g

We obtained reviews from the Food and Drug Administration (FIDA) for studies of @‘1/

12 antidepressant agents involving 12,564 patients. We conducted a systematic lit-

erature search to identify matching publications. For trials that were reported in the

literature, we compared the published outcomes with the FDA outcomes. We also ;

compared the effect size derived from the published reports with the effect size de- v

rived from the entire FDA data set. ?:‘.\
3

o

RESULTS
Among 74 FDA-registered studies, 31%, accounting for 3449 study participants, were

not published. Whether and how the studies were published were associated with -

the study outcome. A total of 37 studies viewed by the FDA as having positive results U‘;
were published; 1 study viewed as positive was not published. Studies viewed by the oo
FDA as having negative or questionable results were, with 3 exceptions, either not “-:J
published (22 studies) or published in a way that, in our opinion, conveyed a posi- W
tive outcome (11 studies). According to the published literature, it appeared that Tt
94% of the trials conducted were positive. By contrast, the FDA analysis showed that “Q"‘
51% were positive. Separate meta-analyses of the FDA and journal data sets showed o
that the increase in effect size ranged from 11 to 69% for individual drugs and was *

32% overall.

CONCLUSIONS
We cannot determine whether the bias observed resulted from a failure to submit
manuscripts on the part of authors and sponsors, from decisions by journal editors
and reviewers not to publish, or both. Selective reporting of clinical trial results may
have adverse consequences for researchers, study participants, health care profes-
sionals, and patients.



OPEN ) ACCESS Freely available online P1OS mebpicaine

Publication of Clinical Trials Supporting
Successful New Drug Applications:

September 2008

A Literature Analysis Note : Trials covered

Kirby Lee', Peter BacchettiZ, Ida Sim> between 1998 and 2000

Background

The United States (US) Food and Drug Administration (FDA) approves new drugs based on
sponsor-submitted clinical trials. The publication status of these trials in the medical literature
and factors associated with publication have not been evaluated. We sought to determine the
proportion of trials submitted to the FDA in support of newly approved drugs that are
published in biomedical journals that a typical clinician, consumer, or policy maker living in the
US would reasonably search.

Methods and Findings

We conducted a cohort study of trials supporting new drugs approved between 1998 and
2000, as described in FDA medical and statistical review documents and the FDA approved
drug label. We determined publication status and time from approval to full publication in the
medical literature at 2 and 5 v by searching PubMed and other databases through 01 August
2006. We then ewvaluated trial characteristics associated with publicatig D identified 909
trials supporting 90 approved drugs in the FDA reviews, of which 394/909) were
published. Among the subset of tria cribed in the FDA-approved dr Al and classified
as ““pivotal trials™ for our analysis (257/340) were published. In multivariable logistic
regression for all trials 5 v postappNg ikelihood of publication correlated with statistically
significant results (odds ratio [OR] 3.03, 95% confidence interval [CI] 1.78-5.17); larger sample
sizes (OR 1.33 per 2-fold increase in sample size, 95% Cl 1.17-1.52); and pivotal status (OR 5.31,
95% Cl 3.30-8.55). In multivariable logistic regression for only the pivotal trials 5 v postapprowval,
likelihood of publication correlated with statistically significant results (OR 2.96, 95% Cl 1.24—
7.06) and larger sample sizes (OR 1.47 per 2-fold increase in sample size, 95% Cl 1.15-1.88).
Statistically significant results and larger sample sizes were also predictive of publication at 2 vy
postapproval and in multivariable Cox proportional models for all trials and the subset of
pivotal trials.

Conclusions

Ower half of all supporting trials for FDA-approved drugs remained unpublished = 5 y after
approval. Pivotal trials and trials with statistically significant results and larger sample sizes are
more likely to be published. Selective reporting of trial results exists for commonly marketed
drugs. Qur data provide a baseline for ewvaluating publication bias as the new FDA
Amendments Act comes into force mandating basic results reporting of clinical trials.



OPEN a ACCESS Freely available online PLOS MEDICINE

Reporting Bias in Drug Trials Submitted
to the Food and Drug Administration:
Review of Publication and Presentation

November 2008

Kristin Rising1”, Peter Bacchetti?, Lisa Bero> NOte . Trials Covered in

Background 2001 and 2002

Previous studies of drug trials submitted to regulatory authorities have documented selective
reporting of both entire trials and favorable results. The objective of this study is to determine
the publication rate of efficacy trials submitted to the Food and Drug Administration (FDA) in
approved New Drug Applications (MDAs) and to compare the trial characteristics as reported by
the FDA with those reported in publications.

Methods and Findings

This is an observational study of all efficacy trials found in approved NDAs for New Molecular
Entities (NMEs) from 2001 to 2002 inclusive and all published clinical trials corresponding to the
trials within the MDAs. For each trial included in the NDA, we assessed its publi or S .
primary outcome(s) reported and their statistical significance, and conclusions( Seventy-eight
percent (128/164) of efficacy trials contained in FDA reviews of NDAs were pwllished. In
multivariate model, trials with favorable primary outcomes (OR = 4.7, 95% confidence interval
[CI] 1.33-17.1, p= 0.018) and active controls (OR = 3.4, 95% Cl 1.02-11.2, p — 0.047) were more
likely to be published. Forty-one primary outcomes from the NDAs were omitted from the
papers. Papers included 155 outcomes that were in the NDAs, 15 additional outcomes that
favored the test drug, and two other neutral or unknown additional outcomes. Excluding
outcomes with unknown significance, there were 43 outcomes in the NDAs that did not favor
the MDA drug. Of these, 20 (47%) were not included in the papers. The statistical significance of
five of the remaining 23 outcomes (22%) changed between the NDA and the paper, with four
changing to favor the test drug in the paper (p 0.38). Excluding unknowns, 99 conclusions
were provided in both NDAs and papers, nine conclusions (9%) changed from the FDA review
of the NDA to the paper, and all nine did so to favor the test drug (100%, 95% CIl 72%—-100%, p

0.0039).

Conclusions

Many trials were still not published 5 v after FDA approval. Discrepancies between the trial
information reviewed by the FDA and information found in published trials tended to lead to
more favorable presentations of the NDA drugs in the publications. Thus, the information that
is readily awvailable in the scientific literature to health care professionals is incomplete and
potentially biased.
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Hypothesis : There existed
publication bias in publications on
publication bias. Significantly more

studies are published on publication
bias in industry sponsored studies
than in studies sponsored by other
organisations.




Outcome reporting bias in randomized trials funded
by the Canadian Institutes of Health Research

An-Wen Chan, Karmela Krleza-Jeric, Isabelle Schmid, Douglas G. Altman

Background: The reporting of outcomes within published random-
ized trials has previously been shown to be incomplete, biased
and inconsistent with study protocols. We sought to determine
whether outcome reporting bias would be present in a cohort
of government-funded trials subjected to rigorous peer review.
Methods: We compared protocols for randomized trials approved
for funding by the Canadian Institutes of Health Research (for-
merly the Medical Research Council of Canada) from 1990 to
1998 with subsequent reports of the trials identified in journal P
publications. Characteristics of reported and unreported out ‘:'Z./.
comes were recorded from the protocols and publications. In- “,
completely reported outcomes were defined as those with Q{,}b
insufficient data provided in publications for inclusion in ¥
meta-analyses. An overall odds ratio measuring the association “7 />
between completeness of reporting and statistical significance '“'.l{". >
was calculated stratified by trial. Finally, primary outcomes AN
specified in trial protocols were compared with those reported ’5/0
in publications.
Results: We identified 48 trials with 68 publications and 1402
outcomes. The median number of participants per trial was
299, and 44% of the trials were published in general medical
journals. A median of 31% (10th—90th percentile range
5%—67%) of outcomes measured to assess the efficacy of an
intervention (efficacy outcomes) and 59% (0%—100%) of those
measured to assess the harm of an intervention (harm out-
comes) per trial were incompletely reported. Statistically sig-
nificant efficacy outcomes had a higher odds than nonsignifi-
cant efficacy outcomes of being fully reported (odds ratio 2.7;
95% confidence interval 1.5-5.0). Primary outcomes differed
between protocols and publications for 40% of the trials.
Interpretation: Selective reporting of outcomes frequently occurs
in publications of high-quality government-funded trials.
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Hope : The beginning of the end of
selective publishing and reporting ?



Comparison of Registered
and Published Primary Outcomes
in Randomized Controlled Trials

Sylvain Mathieu, MD
Isabelle Boutron, M), PhD
David Moher, PhD
Douglas G. Altman, DSc
Philippe Ravaud, MD, PhD

Note : 83% of the trials
included here enrolled
patients before July 2005 !
Since 2005, compliance
with registration has
improved tremendously.

tors of all clinical trials starting enroll-
ment after July 1, 2005, to register in-
formation about the study prior to
participant enrollment. Registration usu-
ally involves reporting information on the
20 items proposed by the World Health
Organization registration advisory group
in April 2004.* The research commu-

nitv has emhraced this nalicy as eren bar

JAMA. 2009;302(9):977-984

Context As of 2005, the International Committee of Medical Journal Editors re-
quired investigators to register their trials prior to participant enrollment as a precon-
dition for publishing the trial's findings in member journals.

Objective To assess the proportion of registered trials with results recently pub-
lished in journals with high impact factors; to compare the primary outcomes speci-
fied in trial registries with those reported in the published articles; and to determine
whether primary outcome reporting bias favored significant outcomes.

Data Sources and Study Selection MEDLINE via PubMed was searched for re-
ports of randomized controlled trials (RCTs) in 3 medical areas (cardiology, rheuma-
tology, and gastroenterology) indexed in 2008 in the 10 general medical journals and
specialty journals with the highest impact factors.

Data Extraction For each included article, we obtained the trial registration infor-
mation using a standardized data extraction form.

Results Of the 323 included trials, 147 (45.5%) were adequately registered (ie,
registered before the end of the trial, with the primary outcome clearly specified).
Trial registration was lacking for 89 published reports (27.6%), 45 trials (13.9%)
were registered after the completion of the study, 39 (12%) were registered with
no or an unclear description of the primary outcome, and 3 (0.9%) were registered
after the completion of the study and had an unclear description of the primary
outcome. Among articles with trials adequately registered, 31% (46 of 147)
showed some evidence of discrepancies between the outcomes registered and the
outcomes published. The influence of these discrepancies could be assessed in only
half of them and in these statistically significant results were favored in 82.6% (19
of 23).

Conclusion Comparison of the primary outcomes of RCTs registered with their sub-
sequent publication indicated that selective outcome reporting is prevalent.



Outcome Reporting in Industry-Sponsored
Trials of Gabapentin for Oft-Label Use

S. Swaroop Vedula, M.D., M.P.H., Lisa Bero, Ph.D., Roberta W. Scherer, Ph.D.,
and Kay Dickersin, Ph.D.

BACKGROUND
There is good evidence of selective outcome reporting in published reports of ran-
domized trials.

METHODS
We examined reporting practices for trials of gabapentin funded by Pfizer and
Warner-Lambert’s subsidiary, Parke-Davis (hereafter referred to as Pfizer and Parke-
Davis) for off-label indications (prophylaxis against migraine and treatment of bipolar
disorders, neuropathic pain, and nociceptive pain), comparing internal company
documents with published reports.

RESULTS
We identified 20 clinical trials for which internal documents were available from
Pfizer and Parke-Davis; of these trials, 12 were reported in publications. For 8 of
the 12 reported trials, the primaryv outcome defined in the published report differed
from that described in the protocol. Sources of disagreement included the introduc-
tion of a new primary outcome (in the case of 6 trials), failure to distinguish between
primary and secondary outcomes (2 trials), relegation of primary outcomes to sec-
ondary outcomes (2 trials), and failure to report one or more protocol-defined
primary outcomes (5 trials). Trials that presented findings that were not significant
(P=0.05) for the protocol-defined primary outcome in the internal documents either
were not reported in full or were reported with a changed primary outcome. The
primary outcome was changed in the case of 5 of 8 published trials for which statis-
tically significant differences favoring gabapentin were reported. Of the 21 primary
outcomes described in the protocols of the published trials, 6 were not reported at
all and 4 were reported as secondary outcomes. Of 28 primary outcomes described
in the published reports, 12 were newly introduced.

CONCLUSIONS
We identified selective outcome reporting for trials of off-label! use of gabapentin.
This practice threatens the validity of evidence for the effectiveness of off-label inter-
ventions.
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Topiramate 1 painful diabetic

polyneuropathy: findings from three double-

blind placebo-controlled trials

The Topiramate Diabetic Neuropathic Pain Study Group, Thienel U,
Neto W, Schwabe SK, Vijapurkar U. Topiramate in painful diabetic
polyneuropathy: findings from three double-blind placebo-controlled
trials.

Acta Neurol Scand 2004: 110: 221-231 © Blackwell Munksgaard 2004.

Objectives — To evaluate the efficacy and tolerability of topiramate in
patients with painful diabetic polyneuropathy. Materials and
methods — Patients with moderate to extreme pain (0-4 Categorical
Pain Scale score = 2) were randomized to placebo or topiramate (100
200, or 400 mg/day) in three similar double-blind trials. The primary
efficacy analysis was pain reduction from final visit to baseline in the
100-mm Visual Analog Scale (VAS) for the intent-to-treat
populations. Results — After 18-22 weeks of double-blind treatment,
pain reductions were numerically greater with topiramate in two
studies but differences between topiramate and placebo in VAS scores
or in the secondary efficacy endpoints did not reach statistical
significance in any of the three studies. Across all studies, 24% of
topiramate-treated patients and 8% of placebo-treated patients
discontinued due to adverse events; groups did not differ in the
occurrence of serious adverse events.

Conclusion — These studies did not find topiramate to be significantly
more eflective than placebo in reducing pain scores in patients with
painful diabetic polyneuropathy. Several design features may have
precluded the studies from having sufficient sensitivity to differentiate
effective and meflective treatments. The study design and results are
instructive for other investigators designing future clinical studies in
neuropathic pain.
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Topiramate monotherapy i the management
of acute mania: results of four double-blind

placebo-controlled trials

Kushner SF, Khan A, Lane R, Olson WH. Topiramate monotherapy in
the management of acute mania: results of four double-blind placebo-
controlled trials.

Bipolar Disord 2006: 8: 15-27. @ Blackwell Munksgaard, 2006

Objective: To evaluate the efficacy and tolerability of topiramate
monotherapy in adults with acute manic or mixed episodes of bipolar [
disorder.

Methods: In four trials, adults hospitalized with acute mania, a
diagnosis of bipolar 1 disorder, history of =1 previous manic or mixed
episodes, and =20 Young Mania Rating Scale (YMRS) score were
randomized to double-blind treatment with topiramate (target doses:
200, 400, or 600 mg/day) or placebo; two trials included an active
comparator (lithium, 1500 mg/day). The core study duration in all trials
was 3 weeks; three trials also had 9-week double-blind extensions. The
primary efficacy variable was mean change from baseline in YMRS in the
core 3-week study.

Results: Changes in YMRS score during 3 weeks were not significantly
different for topiramate versus placebo (mean YMRS reductions, —5.1 to
—8.4). Mean YMRS reductions in lithium-treated groups were
significantly greater (p < 0.001 versus placebo and topiramate). A similar
pattern was observed after 12 weeks of double-blind treatment in studies
with double-blind extensions. Paresthesia, appetite decrease, dry mouth,
and weight loss were more frequently associated with topiramate than
with placebo.

Conclusions: These studies do not support the efficacy of topiramate as
monotherapy in acute mania or mixed episodes in adults with bipolar I
disorder. Topiramate was not associated with mood destabilization
measured as mania exacerbation or treatment-emergent depression.
Lithium was confirmed as an effective therapy in this population.
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Effectiveness of antipsychotic drugs in first-episode
schizophrenia and schizophreniform disorder: an open
randomised clinical trial

René 5 Kahn*, WWolfgang Fleischhacker®, Han Boter, Michael Davidson, YvonneVergouwe, [reneus P M Keet, Mihai D Gheorghe,
Janusz K Rybakowski, Silvana Galderisi, fan Libiger, Martina Hummer, Sonia Dolifus, Juan | Lopez-lbor, Luchezar G Hranow, Wolfgang Goebel,
Joseph Peuskens, Nils Lindefors, Anita Riecher-Rissler, Diederick E Grobbee, for the EUFEST study groupt

Summary

Background Second-generation antipsychotic drugs were introduced over a decade ago for the treatment of
schizophrenia; however, their purported clinical effectiveness compared with first-generation antipsychotic drugs is
still debated. We aimed to compare the effectiveness of second-generation antipsychotic drugs with that of a low dose
of haloperidol, in first-episode schizophrenia.

Methods We did an open randomised controlled trial of haloperidol versus second-generation antipsychotic drugs in
50 sites, in 14 countries. Eligible patients were aged 1840 years, and met diagnostic criteria for schizophrenia,
schizophreniform disorder, or schizoaffective disorder. 498 patients were randomly assigned by a web-based online
system to haloperidol (1-4 mg per day; n=103), amisulpride (200-800 mg per day; n=104), olanzapine (5-20 mg per
day; n=105), quetiapine (200750 mg per day; n=104), or ziprasidone (40-160 mg per day; n=82); follow-up was at
1 year. The primary outcome measure was all-cause treatment discontinuation. Patients and their treating physicians
were not blinded to the assigned wreatment. Analysis was by intention to treat. This study is registered as an
International Standard Randomised Controlled Trial, number ISRCTNGS736636.

Findings The number of patients who discontinued treatment for any cause within 12 months was 63 (Kaplan-Meier
estimate 72%) for haloperidol, 32 (40%) for amisulpride, 30 (33%) for olanzapine, 51 (53%) for quetiapine, and
31 (45%) for ziprasidone. Comparisons with haloperidol showed lower risks for any-cause discontinuation with
amisulpride (hazard ratio [HR] 0-37, [95% CI 0- 24-0-57]), olanzapine (HR 0-28 [0-18-0-43]), quetiapine (HR 0.52
[0-35-0-76]), and ziprasidone (HR 0-51 [0 - 320 -81]). However, symptom reductions were virtually the same in all the
groups, at around 60%.

Interpretation This pragmatic trial suggests that clinically meaningful antipsychotic treatment of first-episode of
schizophrenia is achievable, for at least 1 year. However, we cannot conclude that second-generation drugs are more
efficacious than is haloperidol, since discontinuation rates are not necessarily consistent with symptomatic
improvement.

Funding AstraZeneca, Pfizer, Sanofi-Aventis.
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Interpretation This pragmatic trial suggests that clinically meaningful antipsychotic treatment of first-episode of
schizophrenia is achievable, for at least 1 year. However, we cannot conclude that second-generation drugs are more
efficacious than is haloperidol, since discontinuation rates are not necessarily consistent with symptomatic

improvement.
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A possible framework for the way
forward.
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Example of independent non-governmental body, increasing the
transparancy and quality of the scientific debate in oncology.
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Our Credo

We believe our first responsibility is to the doctors, nurses and patients,
to mothers and fathers and all others who use our products and services.
INn Mmeeting their needs everything we do must be of high guality.
We must constantly strive to reduce our costs
in order to maintain reasonable prices.

Customers’ orders must be serviced promptly and accurately.

COur suppliers and distributors must have an opportunity
to make a fair profit.

We are responsible to our employees.
the men and women who work with us throughout the world.
Everyone must be considered as an individual.

We must respect their dignity and recognize their merit.
They must have a sense of security in their jolos.
Compensation must be fair and adequate,
and working conditions clean, orderly and safe.

We must be mindful of ways to help our employeeas fulfill
their family responsikilities.

Employees must feel free to make suggestions and complaints.
There must be equal opportunity for employment, development
and advancement for those qualified.

We must provide competent management,
and their actions must be just and ethical.

We are responsible to the communities in which we live and work
and to the world community as well.
We must be good citizens — support good works and charities
and bear our fair share of taxes.
We must encourage civic improvements and better health and education.

We must maintain in good order

the property we are privileged to use,

protecting the environment and natural resources.

Cur final responsibility is to our stockholders.
Business must make a sound profit.
We must experiment with new ideas.
Research must be carmried on, innovative programs developed
and mistakes paid for.
MNew equipment must be purchased, new facilities provided
and new products launched.
Reserves must be created to provide for adverse times.
When we operate according to these principles,
the stockholders should realize a fair return.
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J&J Pharmaceuticals Publications policy (l)

e Purpose : to ensure that all publications generated by J&J
companies comply with good publication practices, the
uniform requirements of the International Committee of
Medical Journal Editors, J&J Health Care Business Integrity
guidelines, and national policies. This will support our
commitments to ensure that all publications are accurate,
balanced, and ethical representations of the evidence upon
which they are based.

e As members of the scientific and medical community, J&J
professionals will abide by established codes of ethics,
presenting truthful, complete, and accurate information.



J&J Pharmaceuticals Publications policy (ll)

e Publication commitment : J&J groups conducting scientific or
medical research are committed to publishing results that are
scientifically or medically important, including those that
affect the registration or utilisation of J&J products, and those
from discontinued clinical research programs.

e J&J professionals will seek to publish, in appropriate peer-
reviewed journals, results from phase 2 through phase 4
studies ... regardless of outcome ... Results ... should be
submitted for publication within 12 months of availability of
final data/listings/graphs.



J&J Pharmaceuticals Publications policy (I1)

e Publication Planning : The ... scientific publication process
must be under the direction of an appropriate scientific
department and independent of promotional intent ....

e Data access : Data tables/listings/graphs on which the
publication will be based will be made available to all authors.
Additionally, authors should be provided access to other
relevant supporting information such as protocols, statistical
analysis plans, clinical study reports, and product information
they require in the development of publications.




J&J Pharmaceuticals Publications policy (1V)

e Publication content : Authors should follow established standards
for reporting research :

— ICMIJE. Uniform requirements for manuscripts submitted to biomedical
journals. Updated October 2008

— GPP (Wager E, Field EA, Grossman L.) Good publication practice for
pharmaceutical companies. Curr Med Res Opin 2003 ; 19 : 149-54

— CONSORT for reports of randomised trials

— TREND for reports of non-randomised evaluations of interventions
— STARD for studies of diagnostic accuracy

— MOOSE for meta-analysis of observational studies

— QUORUM (PRISMA) for systematic reviews and meta-analyses of
randomised trials

— STROBE for the reporting of observational studies in epidemiology

— Council of Science Editors White Paper on « Promoting Integrity in
Scientific Journal Publications ».
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