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DISCLOSURE 

I don’t claim that any of these studies is fraudulent. 

But there is scientific evidence supporting the fact that those 

studies are « dead » studies, i.e. beyond repair.
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False individual patient data and zombie randomised

controlled trials submitted to Anaesthesia
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Summary
Concerned that studies contain false data, I analysed the baseline summary data of randomised controlled trials

when they were submitted to Anaesthesia from February 2017 to March 2020. I categorised trials with false data

as ‘zombie’ if I thought that the trial was fatally awed. I analysed 526 submitted trials: 73 (14%) had false data

and 43 (8%) I categorised zombie. Individual patient data increased detection of false data and categorisation of

trials aszombie compared with trials without individual patient data: 67/153 (44%) false vs. 6/373 (2%) false; and

40/153 (26%) zombie vs. 3/373 (1%) zombie, respectively. The analysis of individual patient data was

independently associated with false data (odds ratio (95% credible interval) 47 (17–144); p = 1.3 9 10 12) and

zombie trials (odds ratio (95% credible interval) 79 (19–384); p = 5.6 9 10 9). Authors from ve countries

submitted the majority of trials: China 96 (18%); South Korea 87 (17%); India 44 (8%); Japan 35 (7%); and Egypt

32 (6%). I identi ed trials with false data and in turn categorised trials zombie for: 27/56 (48%) and 20/56 (36%)

Chinese trials; 7/22 (32%) and 1/22 (5%) South Korean trials; 8/13 (62%) and 6/13 (46%) Indian trials; 2/11 (18%)

and 2/11 (18%) Japanese trials; and 9/10 (90%) and 7/10 (70%) Egyptian trials, respectively. The review of

individual patient data of submitted randomised controlled trials revealed false data in 44%. I think journals

should assume that all submitted papers are potentially awed and editors should review individual patient

data before publishing randomised controlled trials.
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Introduction
How likely is it that a scienti c study is false? The

misinterpretation of threshold frequentist statistics and

human bias are blamed for most false ndings [1]. But some

ndings are false because the data are false, whether the

authors knew the data were false or not. A common reason

for retracting published papers is the discovery that the data

were false [2–4].

Deceit by authors has been the cause of the false data

that I have detected previously [5–7], with one exception [8,

9]. But detecting false data is not easy. The summary data

presented in studies–mean, standard deviation, rates, etc.–

provide few clues about the truth of the data. Only baseline

data in a randomised controlled trial have a known prior

distribution, and even then cumulative evidence from

multiple trials is usually needed to assert that the trials and

their baseline data are wrong. False data in results or

observational studies usually follow the discovery of

duplication in data-rich formats, such as gures or

photographs, or by comparison with data from other

studies.

There is no single type or extent of data falsi cation for

which published trials are retracted. Thresholds for

retraction are general, rather than speci c, and are different
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Observed 

adverse 

effects

Number of 

subjects in 

the

Artemisia 

arm

Frequency

N/392 %

Number of 

subjects in 

the

PZQ arm

Frequency

N/390 =%

Abdominal 

discomfort

10 2.6 165 42.3

Abdominal 

pain

5 1.3 175 44.9

Anorexia 25 6.4 105 26.9

Arrhythmia 0 0 10 2.6

Asthenia 2 0.5 269 69.0

Cutaneous 

rash

0 0 22 5.6

Diarrhea 0 0 30 7.7

Dizziness 5 1.3 80 20.5

Drowsiness 0 0 20 5.1

Headaches 0 0 130 33.3

Itching 0 0 120 30.8

Myalgia 0 0 35 9.0

Nausea 25 6.4 200 51.3

Vomiting 7 1.8 15 3.8

400 Artemisia and 400 PZQ patients at trial inclusion. 

Table S1: Distribution among patients of adverse effects.
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Log rank analysis of cumulative egg survival after treatment with A. annua, A. afra, or PZQ 

(praziquantel).
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André Gillibert received legal threats from the sponsors’ 

lawyers.

It was about copyrights of the database.

… he had to delete his submission…

… I won’t show the database…

… but …
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INDIVIDUAL SUBJECT ABERRANT BEHAVIOR CHECKLIST (ABC)  

IRRITABILITY & AGITATION SUBSCALE SCORES ACROSS STUDY DURATION: 
TEST GROUP SUBJECTS  

 
Table 1 below shows the ABC Irritability & Agitation Subscale Scores for each 
individual test group study subject across the four study evaluation points of: 

Baseline; Week 2 (Interim evaluation); Week 4 (Endpoint evaluation) and Week 8 

(Post-Procedure evaluation) 
 

Subject ID Group Baseline Week 2 Week 4 Week 8 

CM002 Test 21 14 6 4 

CM003 Test 31 22 13 9 

CM005 Test 22 16 10 5 

CM007 Test 25 17 7 1 

CM010 Test 30 19 9 6 

CM011 Test 30 25 16 14 

CM014 Test 39 39 39 37 

CM015 Test 29 23 17 5 

CM018 Test 37 26 12 8 

CM019 Test 30 21 14 14 

CM022 Test 24 21 18 15 

CM024 Test 32 21 13 11 

CM027 Test 35 26 7 1 

CM028 Test 24 18 1 1 

CM029 Test 44 37 34 31 

CM034 Test 27 21 15 11 

CM035 Test 30 23 16 14 

CM037 Test 35 28 24 13 

CM038 Test 28 21 13 11 

CM039 Test 45 40 36 31 

CM040 Test 23 14 10 6 
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INDIVIDUAL SUBJECT ABERRANT BEHAVIOR CHECKLIST (ABC)  

IRRITABILITY & AGITATION SUBSCALE SCORES ACROSS STUDY DURATION: 
PLACEBO GROUP SUBJECTS  

 
Table 2 below shows the ABC Irritability & Agitation Subscale Scores for each 
individual placebo group study subject across the four study evaluation points of: 

Baseline; Week 2 (Interim evaluation); Week 4 (Endpoint evaluation) and Week 8 
(Post-Procedure evaluation) 
 

Subject ID Group Baseline Week 2 Week 4 Week 8 

CM001 Placebo 21 21 21 21 

CM004 Placebo 21 21 27 27 

CM006 Placebo 20 20 20 20 

CM008 Placebo 33 33 33 33 

CM009 Placebo 28 28 28 28 

CM012 Placebo 35 35 35 35 

CM013 Placebo 22 22 22 22 

CM016 Placebo 23 23 23 23 

CM017 Placebo 32 32 32 32 

CM020 Placebo 41 47 41 41 

CM021 Placebo 32 32 32 32 

CM023 Placebo 30 30 30 30 

CM025 Placebo 35 35 35 35 

CM026 Placebo 34 34 34 34 

CM030 Placebo 24 24 24 24 

CM031 Placebo 25 25 25 25 

CM032 Placebo 32 32 32 32 

CM033 Placebo 44 44 44 44 

CM036 Placebo 30 30 30 30 
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RESEARCH ARTICLE

Prognostic significance of DAPK promoter
methylation in lymphoma: Ameta-analysis

Hong Wang1, Lin-Yu Zhou2, Ze-Bing Guan1, Wen-Bin Zeng1, Lan-Lan Zhou1, Ya-Nan Liu1,

Xue-Yi Pan ID
1

1 Department of Hematology, The First Affiliated Hospital of Guangdong Pharmaceutical University,

Guangzhou, Guangdong, People’s Republic of China, 2 Department of Cardiology, The Third Affiliated

Hospital of SUN YAT-SEN University, Guangzhou, Guangdong, People’s Republic of China

* xueyi.pan@yandex.com

Abstract

We aimed to characterize the clinical significance of epigenetic loss of death-associated

protein kinase (DAPK) gene function through promoter methylation in the development and

prognosis of lymphoma. PubMed, Web of Science and ProQuest databases were searched

for relevant studies. Twelve studies involving 709 patients with lymphoma were identified.

The prognostic value of DAPK methylation was expressed as risk ratio (RR) and its corre-

sponding 95% confidence interval (CI), while the associations between DAPK methylation

and the clinical characteristics of patients with lymphoma were expressed as odd ratios

(ORs) and their corresponding 95% CIs. Meta-analysis showed that the 5-year survival rate

was significantly lower in lymphoma patients with hypermethylated DAPK (RR = 0.85, 95%

CI (0.73, 0.98), P = 0.025). Sensitivity analysis demonstrated consistent result. However, no

associations were found between DAPK methylation and clinicopathological features of lym-

phoma, in relation to gender (OR = 1.07, 95% CI (0.72, 1.59), P = 0.751), age (OR = 1.01,

95% CI (0.66, 1.55), P = 0.974), international prognostic index (OR = 1.20, 95% CI (0.63,

2.27), P = 0.575), B symptoms (OR = 0.76, 95% CI (0.38, 1.51), P = 0.452), serum lactate

dehydrogenase (OR = 1.13, 95% CI (0.62, 2.05), P = 0.683), and BCL-2 expression (OR =

1.55, 95% CI (0.91, 2.66), P = 0.106). Lymphoma patients with hypermethylated DAPK are

at risk for poorer 5-year survival rate. DAPK methylation may serve as a negative prognostic

biomarker among lymphoma patients, although it may not be associated with the progres-

sion of lymphoma.

Introduction

Lymphoma accounts for about 3.6% of all cancer-related deaths in the developed countries [1].

It is a highly heterogeneous hematological malignancy that arises from the lymphatic system.

Lymphoma patients exhibit wide range of responses to treatments and clinical outcomes [2

4]. At present, the international prognostic index (IPI) based on clinical parameters is widely

applied to predict clinical outcomes. However, the variability observed in the out-

come with similar clinical presentations undermines its prognostic value. However, the

PLOS ONE | https://doi.org/10.1371/journal.pone.0210943 January 25, 2019 1 / 16

a1111111111
a1111111111
a1111111111
a1111111111
a1111111111

Citation: Wang H, Zhou L-Y, Guan Z-B, Zeng W-B,

Zhou L-L, Liu Y-N, et al. (2019) Prognostic

significanceof DAPKpromoter methylation in

lymphoma: Ameta-analysis. PLoSONE14(1):

e0210943. https://doi.org/10.1371/journal.

pone.0210943

Editor: Masaru Katoh, National Cancer Center,

JAPAN

Received: March 24, 2018

Accepted: January 4, 2019

Published: January 25, 2019

Copyright: 2019 Wang et al. This is an open

access articledistributed under theterms of the

CreativeCommons Attribution License, which

permits unrestricted use, distribution, and

reproduction inany medium, provided theoriginal

author and sourcearecredited.

Data AvailabilityStatement: All relevant dataare

within thepaper and its Supporting Information

files.

Funding: This work was supported by theScience

and Technology Planning Project of Guangdong

Province, China(2014A020212415), theNatural

ScienceFoundation of Guangdong Province

(2017A030313664), and theScienceand

Technology Project of Guangzhou Yuexiu District

(2017-WS-008) to XYP. Thefunders had no role in



 

AAPG2022 RestoRe PRCE. 

Coordinated 
by: 

Florian Naudet Duration 54 months 

Scientific evaluation panel : Axe H.4 : Santé publique, santé et sociétés 

 
 

2 

b. Position of the project as it relates to the state of the art 
For the French ANR “scientific integrity refers to all the rules and values that must govern research 
activity to guarantee its honesty and scientific rigor” and “respect for these rules is key condition for 
maintaining society's trust in the research ecosystem”.6 Perhaps because the spotlight were on 
medical research during the pandemic, scientific integrity is a topic of interest7 that matters for 
public health experts and policy makers. RestoRe comprises a series of four interrelated scientific 
work packages (WP) in order i) to provide an in-depth understanding of the 3 selected scientific 
integrity issues (relying on both quantitative and qualitative evidence), ii) to explore the feasibility of 
effective actions, with the necessary ethical and epistemological oversight. The methodology will rely 
on a meta-research approach.8 This approach will be complemented by qualitative research aiming 
to strengthen our understanding of the determinants of the identified misconducts (e.g. impact of 
bibliometric standards, editorial logic disconnecting the results from the methodologies used to 

produce them, conflicting interest, 
etc.). A specific emphasis will be put on 
ethical aspects. The project is built 
around 4 distinct WPs (Figure 1) with a 
specific methodology for each. WP1 
focuses on zombie clinical trials. WP2 
focuses on the links of interest between 
journal editors and authors. WP3 
explores undisclosed financial conflicts 
of interest. Built on the results of the 3 
other WPs, WP4 will elaborate on the 
legal and ethical issues arising when 
dealing with scientific misconduct. The 
state of the art will be detailed for each 
WP with an emphasis on existing 
systematic reviews and with detailed 
examples highlighting both 1) the 
dramatic impact such scientific 
integrity issues have in terms of public 
health and 2) preliminary evidence that 
demonstrates our group's ability to 
conduct this project. 

General Strategy / commitment for Open Science 
For each of the following WP, we will develop robust protocols. All these protocols will be pre-
registered [so that groups interested can replicate our work] on PROSPERO and/or on the Open 
Science Framework [OSF]. Analysis plans, data, codes and results will be shared on OSF. Studies will 
be submitted to an ethical board prior conduction. When applicable, we will use registered reports, as 
a format for publication. All projects will be drafted and reported using the appropriate reporting 
guidelines (e.g. SPIRIT, PRISMA) including guidelines dedicated to qualitative research (e.g. COREQ). 
All our projects will be highlighted on a dedicated online portal that will encourage public involvement 
and collaboration with other researchers, including at an international level.  

WP1: ‘Zombie trials’ [WP Leader SILVY LAPORTE, St Etienne] 
WP1:A- Context 
While rare frauds in the past often involved falsification of data by isolated centers within a study, 
today fraud can involve entirely invented trials, the so-called ‘zombie trials’. Zombie trials are 

WP1: ZOMBIE TRIALS
. To build a cohort of Zombies trials
. To implement the INSPECT-SR tool
. To explore impact on meta-analyses
. To develop teaching materials

WP2: NEPOTISTIC EDITORS
. To conduct a massive survey of nepotistic editors 
. To describe features of studies by nepotistic editors
. To describe features of RCTs by nepotistic editors
. To develop teaching materials

WP3: FINANCIAL COIs
. To describe undisclosed COIs
. To explore factors associated with undisclosed COIs
. To develop a prototype helping to disclose COIs

ETHICAL OVERSIGHT
. To oversee the project with an external committee
. To explore the overlap/hierarchy researchers make about integrity and ethics 

QUALITATIVE RESEARCH

WP4: ETHICAL OVERSIGHT AND EPISTEMOLOGICAL ASPECTS

With authors

With editors
With authors
With co-authors

With authors
With co-autors
With institutions

Figure 1: RestoRe research program
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