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Efficacy, Dose—Response, and Safety of A quantitative systematic review of ondansetron in
Ondansetron in Prevention of Postoperative Nausea [l treatment of established postoperative nausea and

and Vomiting .
el vomiung
A Quantitative Systematic Review of Randomized
Placebo-controlled Trials Martin R Trameér, R Andrew Moore, D John M Reynolds, Henry | McQuay

Martin R. Trameér, M.D,* D. John M. Reynolds, B.M., B.Ch., D.Phil.,T R. Andrew Moore, D.Sc.,t

Henry J. McQuay, D.M. § BM]J VOLUME 314 12 APRIL 1997
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LAROUSSE

Fraude ... Définition

Acte malhonnéte fait dans l'intention de tromper en contrevenant a la loi ou aux réglements

SYNONYMES :
escroquerie - falsification - resquille (populaire) - tricherie




La fraude ...
Un phénomeéene commun
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Woltgang Beltracchi in court in Cologne last fall. Inset: Red Picture with Horses, a painting supposedly by
German Expressionist Heinrich Campendonk, forged by Beltracchi; it sold at auction for $3.6 million in 2006.

http://www.vanityfair.com
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Struggling Immigrant Artist Tied to $80 Million New
York Fraud

By SARAH MASLIN NIR, PATRICIA COHEN and WILLIAM K. RASHBAUM
Published: August 16, 2013 | @ 181 Comments

Pei-Shen Qian’s neighbors on g5th Street in Woodhaven, Queens,
knew he scratched out a living as an artist: he often dried his

paintings in the sun, propping them up on the weathered white siding
of his modest house.

Enlarge This Image  They were less clear on why he kept
: his windows covered, or why every so
often a man in an expensive car would
come to the house carrying paintings
to, not from, a painter.

' _ “He would bring a painting in and
Pei-Shen Qian show it to him, for him to work on or
fix up something,” Edwin Gardiner,

Connect With NYTMetro 68, who lives across the street, said
Follow us on Twitter

and like us on Facebook
for news and
conversation.

before pausing and adding, “I don’t
know what he did with it.”

Parts of the mystery became clearer on Friday as neighbors

Enlarge This Image

learned that Mr. Qian, a quiet 73-year-old immigrant from
China in a paint-flecked smock, is suspected of having
fooled the art world by creating dozens of works that were
modeled after America’s Modernist masters and were later
sold as their handiwork for more than $80 million.

B ——— Mr. Qian, who came here more than four decades ago and
Pei-Shen Qian lived and worked in this stnlggled to sell his own works in this country, earned jUSt
giiseen? 95th Streetin Woodhaven, 5 few thousand dollars for each of his imitations. New York
was a center of the art world, but Mr. Qian told friends that
he had been disheartened by the difficulties he encountered

N Readers| Commeris finding a foothold as an artist.




YOU AIN'T SEEN NOTHING YET . . ~ S
4 SEPTEMBER 2014 08:45 (SOUTH AFRICA) roLow us [f LIKEUs 9 TASTEUS

IDEVIRY MAVERICK

Tom Kummer, the bad boy of celebrity
journalism

== MANDY DE WAAL pq MEDIA 21 JUN 2011 09:35 (SOUTH AFRICA) u n D E m

His direct access to stars like Pamela Anderson, Sharon
Stone, Courtney Love and Sean Penn was astounding, but
even more remarkable was Tom Kummer’s talent for getting
them to open up and reveal their deepest selves. That was
before he crashed and burned because of a trifle called “the
truth”. By MANDY DE WAAL.



SPIEGEL ONLINE

Manipulation durch Reporter

SPIEGEL legt Betrugsfall im eigenen Haus offen

Ein Reporter des SPIEGEL hat in groBem Umfang eigene Geschichten manipuliert. Durch interne Hinweise und
Recherchen erhartete sich in den vergangenen Tagen der Verdacht gegen Claas Relotius - der inzwischen
Falschungen zugegeben und das Haus verlassen hat. Auch andere Medien konnten betroffen sein.

Eine Rekonstruktion in eigener Sache von Ullrich Fichtner
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theguardian

The great wine fraud

In time, however, discrepancies appeared in the market. Bottles of Clos St Denis
from Domaine Ponsot, of vintages between 1945 and 1971, started to turn up.
Laurent Ponsot, the head of the house, found this surprising as his family only
started making the wine in 1982. He set out to investigate.

Spot the difference: three bottles of wine used as evidence in Rudy Kurniawan's trial. The magnum dates from a
time when magnums were not available Photograph: Stan Honda/AFP/Getty Images



Politics (1)

Karl-Theodor Maria Nikolaus Johann Jacob
Philipp Franz Joseph Sylvester Freiherr von
und zu Guttenberg
(born on 5 December 1971)

German politician of the Christian Social Union (CSU)

Member of Parliament from 2002 until March 2011

February 2009: Federal Minister Economics & Technology (1t Merkel cabinet)
October 2009: Minister of Defence (2" Merkel cabinet)

March 2011: Discovery plagiarism in doctoral thesis - Resignation |

2011: Member of Center for Strategic and International Studies (CSIS) as a
Distinguished Statesman.

Advises European Commission Vice President Neelie Kroes on the promotion
of internet freedom regarding questions of foreign affairs.
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Le compte suisse du ministre
du budget Jérome Cahuzac

04 DECEMBRE 2012 | PAR FABRICE ARFI

« Je n’ai pas de compte en Suisse et n’en ai jamais eu. Il
est clair que si vous publiez ¢a, j attaquerai »

http://www.mediapart.fr/



Un haut fonctionnaire fédéral usurpe le titre de docteur depuis 1990

12.11.2014 13:02

Carte de visite, signature, site de I'administration: Urs Staub, chef de section a
I'Office fédéral de la culture (OFC), utilise le titre de docteur. Or, il n'a jamais
terminé sa theése. Il reconnait une erreur.

Urs Staub, chef de la section Musées et collections a I'Office fédéral de la culture (OFC), se

prévaut depuis 1990 du titre de docteur en philologie, alors qu'il n'a jamais terminé sa these,
révele mercredi le Bund et le Tages-Anzeiger. Le haut fonctionnaire admet son erreur et la
regrette.

L'OFC, de son coté, condamne toute usurpation de titre universitaire, mais précise que le titre de
docteur n'était pas déterminant pour occuper le poste de chef de |la section Musées et collections.
Ses compétences, de plus, sont largement reconnues.

Etonnement a I'OFC

Contactée mardi soir par les deux quotidiens alémaniques, la directrice de I'OFC Isabelle Chassot
tombe des nues. La Fribourgeoise ignorait cette usurpation de titre, a-t-elle indiqué.

Mercredi matin, Isabelle Chassot n'avait toutefois pas encore pu s'entretenir avec le faux docteur,
gui doit partir a la retraite dans deux semaines et demie aprés 30 ans de service.



Et dans la science?

naturc

NATURE VOL.303 2 JUNE (983

351

Is science really a pack of lies?

The past few years have seen a spate of allegations of fraud in science, with the result that the
integrity of the research enterprise has been questioned.




Piltdown Man
Eoanthropus dawsoni

humans that would have lived half a
million years ago.”

“So many people wanted Piltdown Man to be real.”
Miles Russel

1907 Otto Schoetensack -> Heidelberg Man
1912 Charles Dawson -> Piltdown Man

Javier Yanes.
The Piltdown Man: The Greatest Scientific Fraud of the 20th Century
https://www.bbvaopenmind.com



Jan Hendrik Schon: World Class Physics Fraud Gets Last Laugh -
A Whole Book About Himself

Jan Hendrik Schén, if you have heard the
name, will either fascinate or enrage you.
His ability to progress from ridiculous fibs to

world-class deception as a 31-year-old
physicist working at Bell Labs in New Jersey

is certainly impressive.

In 2000 alone, Schén published eight papers in Science and Nature, publications that claim to be the
world standard for quality science, and he became known for his breakthrough of using organic dye
molecules to create an electric circuit which when prompted by an electric current behaved as a
transistor, leading scientists in a dozen labs to likewise chase some
funding, wasting millions of dollars of US government research money. He also garnered the Otto-
Klung-Weberbank Prize for Physics in 2001, the Braunschweig Prize in 2001 and the Outstanding
Young Investigator Award of the Materials Research Society in 2002.

http://www.science20.com
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« scientific fraud »?




Scientific fraud

¥

Scientific misconduct

! ! Fr: Inconduite

« Fabrication
 Falsification
- Plagiarism




WHAT IS RESEARCH MISCONDUCT?"

TABLE 1
Would various behaviours be judged research misconduct according to seven different definitions of research misconduct?

Behaviour RCP MRC uUs Denmark Finland Norway

1991 Med Res 1992 1994 1994
Roy Coll Phys Council

Inventing a case Yes Yes Yes Yes Yes Yes Yes

Smith R. The COPE report 2000 (www.publicationethics.org.uk)
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WHAT IS RESEARCH MISCONDUCT?"

TABLE 1
Would various behaviours be judged research misconduct according to seven different definitions of research misconduct?

Behaviour RCP MRC UsS Denmark Finland Norway
1991 Med Res 1992 1994 1994
Roy Coll Phys Council
Inventing a case Yes Yes Yes Yes Yes Yes Yes
Failing to get consent No Yes Yes No Yes Yes g

from an ethics committee

Publication of post hoc ? Yes ? ? ? ? ?
analyses without declaration
that they were post hoc

Smith R. The COPE report 2000 (www.publicationethics.org.uk)



WHAT IS RESEARCH MISCONDUCT?"

TABLE 1
Would various behaviours be judged research misconduct according to seven different definitions of research misconduct?

Behaviour RCP MRC UsS Denmark Finland Norway
1991 Med Res 1992 1994 1994
Roy Coll Phys Council
Inventing a case Yes Yes Yes Yes Yes Yes Yes
Failing to get consent No Yes Yes No Yes Yes g

from an ethics committee
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WHAT IS RESEARCH MISCONDUCT?"

A preliminary taxonomy of research misconduct.

( Serious)research misconduct

e Fabrication: invention of data or cases.

e Falsification: wilful distortion of data.

e Plagiarism: copying of ideas, data, or words without
attribution.

Failing to get consent from an ethics committee for
research.

Not admitting that some data are missing.

Ignoring outliers without declaring it.

Not including data on side effects in a clinical trial.
Conducting research in humans without informed
consent or without justifying why consent was not
obtained to an ethics committee.

Publication of post hoc analyses without declaration that
they were post hoc.

Gift authorship.

Not attributing other authors.

Redundant publication.

Not disclosing a conflict of interest.

Not attempting to publish completed research.

Failure to do an adequate search. of existing research
before beginning new research.

i Minor )esearch misconduct

Smith R. The COPE report 2000 (www.publicationethics.org.uk)
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a l'ceuvre d'un autre.

SYNONYMES :
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Study of the systemic and pulmonary oxidative stress status
during exposure to propofol and sevoflurane anaesthesia

during thoracic surgery
Khaled Abou-Elenain

kground and objective General anaesthesia during
mechanical ventiation can induce variable systemic and

higher levels of malondialdehyde and lower concentrations of
gutatrone peroridise n plasma and BAL were found durng
no

pulmonary effects that may affect

outcome. The aim of the present study was o evaluate evidence
of oxidative stress in the biood and bronchoalveolar lavage
(BAL) fluid of patients exposed to propofol or sevoflurane
anaesthesia during thoracic surgery.

WMethods Sty adult patients

sthesia. Superoxide
significant changes during exposure to either anaesthetic
In'both groups, intraalveolar cell numbers, albumin
concentrations as well as intefleukin-8, tumour necrosis factor

randomly allocated to receive propofol (n= 30) or sevoflurane
(n* 30) anaesthesia. Biood samples and branchoscopic BAL
specimens for oxidative activity

time. H they higher in
than in the propofol group.
Conclusion Sevoflurane seemed 1o nduce a local and systemic

malondialdehyde, glutathione peroxidase and superoxide
dismutase. Alsa BAL specimens were evaluated for numbers of
cells, albumin concentrations, proinflammatory cytokines
(tumour necrosis factor-a, interleukin-8) and proteinases
phonuclear elastase).
Results We found a significant dectease for malondialdehyde
and higher values of glutathione peroxidase measurements in
the plasma and BAL during propofol anaesthesia. Significantly

Introduction

Previous experimental and dlinical studies on mechanical
ventilation'2 showed a progressive alteration in pulmon-
ary immune function during anaesthesia and surgery.

Pulmonary infection is a major factor of postoperative
morbidity and mortality.® Although various factors are
implicated, the type and duration of anaesthesia can alter
the alveolar macrophages that are considered as the first
line of pulmonary defence.* Previous studies on animals
suggest that exposure to volatile anaesthetics can sup-
press the cytotoxic or phagocytosis response of alveolar
macrophages.® Moreover, inhalation of volatile anaes-
thetics during mechanical ventilation can augment gene
expr(-!slorl of proinflammatory cytokines in the pulmon.
ary | * Thus, general anaesthesia can impair the
immunological defence mechanisms while inducing an
inflammatory reaction in alveolar macrophages.

The release of inflammatory mediators and free radicals
has been clearly demonstrated in generalized inflamma-
tory reactions involving the production of leucocytes.® In
addition, airway inflammation appears to play a central
pathophysiological role in patients with asthma, adult
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Neither plasma nor alveolar concentrations of SOD
altered statistically over time or between different expo-
sures to anaesthetics.

I bath groups, intraalveolar cell umbars, albumin con-
centrations as well as IL8, TNF and PMN elastase
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. whereas. propofol Is more likely to have
antioxidant properties. Sevoflurane appears o Gause a greater
Intrapuimonary proinfiammatery response than propofol during
thoracic surgery.
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respiratory distress syndrome and chronic obstructive
pulmonary disease wherein an increased oxidative stress
lavage (BAL) fluid

and blood.”"®

The objective of this prospective, randomized, blinded
clinical study was to evaluate evidence of oxidative stress

he blood and BAL fluid of pati posed to either
propofol or sevoflurane anaesthesia during theracic
surgery and to analyse the pulmonary immune function
during exposure to either anaesthetic.

Methods

The present study was carried out in the intensive care

unit at Minoufiya University Hospital after written

informed consent was obtained from all patients and

institutional review board approval was obtained.

Sixty adult patients, with American Society of Anesthe-

slnlnglsls (ASA) status 11 or 111 and normal lung function
dergoing elective open thoracie surgery using one-lung

vantistion (OLV), were included in the study.

Exclusion eriteria were persistent tobacco abuse or a
historyof ithii ithi

3 months prior to surgery, cardiac failure or clinically
relevant obstructive or restrictive lung diseases [vital
capacity_or forced expiratory volume in 1s (FEV)
<50% of the predicted values], pulmonary hypertension
[mean pulmonary artery pressure (MPAP) >30mmHg]
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(Table 4).

Discussion

Oxidative swess results from an imbalance between
racical-generating and radicalscavenging systerms lead-
ing to cell membrane impairment or DNA damage.'

MDA is a reflection of lipid peroxidation, whereas SOD
and GPX are important antioxidant defences that sca-
venge free radicals such & supesoxide, hydraxyl
{OH" ) and hydrogen peroxide (H,0;
The resuits of the present study show that patients
expased 1o propofol have lower circulating and alveolar
levels of MDA and reduced GPX consumption, whereas
patients exposed to sevoflurane have incressed MDA
and enhanced GPX in both
serum and alveoli.

Our inings suppart th exlwmne o s puimonary and

P gutiions pamedsse; MDA,
e, Dut are expresed 5 osan- S0 th 0% confsence vt
i the popStd GrouR, < 005 wiska the seecsne GO,
B 50 g

Mharaoos,anossesi comhsct i propotol ococed
oxidative stress and enhanced antioxidant defence
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or preaxisting coagulation disorders. Patients with evi-
dence of pulmanary or systemic infections (clinically
defined or elevated C-reactive protein levels, leucocytosis
or bady temperature >31.8C) were also axchided.

ing a complete history, physical axamination, measure-
ments of actual weight and height, ECG, chest radio-
graph, pulmonary function tests, echacardiography and
artarial blood gas analysis.

All patients were premedicated with diazepam D15 mgkg
¥ given orally 2 h bafore ansesthesia.

Before the operation, a thoracic epidural catheter was
inserted (T4/5 to T6/7) and the position verified with a
test dose consisting of 3ml of bupivacaine 0.5% with
adrenaline, Smgml" ' Epidural analgesia was started
befoce surgical incision with 10m! ropivacaine 0.2%
and fentanyl 3mg mi" ', and was maintained for 2-4 dqu
until ﬂwdm tubes had been A radial
CHihser it » conird verass GRIMERIIn o arnay
Jjugulsr vein (B. Braun, Germany) were inserted in
all patients.

Intraopenstive: uid therapy included_crystlloid and
ml\ﬁdinﬁa’nn?mllvq"h‘ andSmikg . respoctiely.

The pa
(0~ 30) or sevoflurane (1 30) anassthesia by random

Oxicstivo stross during exposuro Io anaosthetics. 561

Sevaflurane concentrations. fresh gas flow and airway
pressures were measured at the proximal end af the endo-
bronchial tube (Capnomac-Ultimaw; Datex-Ohmeda,
Helsirk, Finland).

Open thorsie suricl procedures wers performd for
or suspected malignancies (carcinamas,
Lung resections were performed through a standard
or an le-sparing thora-

cotomy.
After surgery, double-lumen tubes were changed 1o
latory

support and BAL.

Ma surgery, patients were admitted to the intensive
atleast 24h.

- to

venous pressure (CVP) o at least 4 cm0, urine output

at least 1mi kg ' ! and hacmaglobin concentration at

least 10gd .

Postoperatively, all patients were assessed daily for

clinical signs of pulmenary complications.

Card i (HR),

pressure (MAP). CVP and arterial biood gases] were

recorded mninml.l.ly and evalusted at three stages:

numbars (Microsoft EXCEL). was done
independent statistician o emsure appro-

geryand surgery.
BAL of the mngmpsdu by passing a flbreoptic
(Olympus models BF-P40, BF3.CA0)

priate
concealed from patients, primar and all

¥
coinvestigators until the release of the final statistical
analysis.
In the . general anaesthesio was induced
with pmp.,wnl 1.5-2mgkg ' and fentanyl Imakq” '
itated by

theough the tube. The tip of the broncho-
scope was brought into wedge position in a segmental
bronchusofthe efsided lower Isbe or the right micdle
lobe. A different, randomly chosen segment was lavaged
each time. For BAL, B0l nrnn, physiological saline
solution was nd sucti 20ml

Tracheal intubstion was facl
of tis-atracurium 0.1mgkg’ . Ansesthesia was main-
tained with a continuous mluslon of propofo] 6-
Smakg 'h'! and t-awacurium 2mgkg ' min . In

but maintained with sevoflurane 1 minimum llnol-'
i

chis tube (DL, Broncho-Cathw 39 or 1 Ch Mal-
rech ot At ot ) o )
confirmed using a fibreoptic
bronchoscape. The pat Rorks wers veot bt waf Sl
volume of 10ml kg™, fraction of inspired oxygen (F10;)
of 0.50 i air, positive end expiratory pressure (PEEP)
SemH;0 and the respiratory rate was adjusted to main-
tain an end-tidal normocapnia at bassline values (35-
45 mmHg]. A tidal volume of 10mi kg” ' and FIO; of 0.8-
1.0 was used during OLV to achieve a pa0; of B0 mmHg,
and the respiratory rate was adjusted t maintain a paCO;
of 35-45 mmHg. PEEP was set to zer during OLV and
|peak inspiratory pressures were limited to 35 emH,0.

mechanisms expressed by larger concentrations of free
radical scavengers.
Propofol has chemical similarities with the phenol-based

antioxidant, mimicking free radical scavenging pro-
pu'(ln It esembls e endoge

mwdeSH activity in male rats and in platelats from
surgical patients. The authors have found an increased
antioxidant GSH activity, expressed by reduced concen-
trations of GPX, and higher concentations of GSH
roductass and transforase.

These discropancies could arfse from the duration of the
exposure to the anaesthetic,

antioxidant defences that protect the tissus agmm
possible oxidative stress and then enhances GPX activity
when oxidative stress situations do not occur.

50D activity was
ok um-yu- exposure ta various anaesthetics. How-

ever, the adaptive antioxidant response of SOD is not
accompanied by GPX enzymatic activity upregulation.

Boya # al.? studied the antioxidant status and the
oxidative stress in peripheral blood mononuclear cells
ﬂvm 49 patients with chronic hepatitis C. They found

portions, 50-60% of which was recovered. The volume of
retum of lavage fluid did not differ between patient
groups. BAL was. on three occasions: immedi-
atoly after lmmm. at the end of the surgical pro-
cedures and 2h postoperatively. The flid was then
withdrawn w fand sucton i the infusion syringe
and fitered through sterile gauze fiters. In addition.
serial blood samples prled 18 through the CVP
cathater at the sama time paints.

||soorpm 10min) and supermatants were immediately

stored at + B06C until measurements were carried out.
Malondialdehyde (MDA), glutathione peroxidase acti-
vity (GPX) and superoxide dismutase (SOD) con-
centrations were measured. Briefly, MDA is curently

substances.

Thiobarbituric acid reactant substances were evaluated
i plasma by fMuorescance meastrement.”

Ansesthesia, mechanical ventilation and surgery all inde-
pendently initiate the inflammatory resporse in alveolar
macrophages.* However, there is no general agreement
about the effects of ansesthetics on proinflammatory
m

We found that sevoflurane increased intraalveolar cell
numbers, albumin concentrations as well as IL-8, TNF
and PMN _elostase concentrations aver time more than
propofol. These findings. ara At with those
oF Tk snd Kotar. Takala et 1% showed tht seva:
flurane increases pulmonary inflammatory mediators in
mechanically ventilated pigs. Kotani & al.* showed that
halathane. enflurane. isoflurane and sevoflurane augme:
the expression of proinfia cytokines (TNF-
IL-Tb, interferon-d IFM-d, and MIP 2) in rat alveo
macrophages after 2h of mechanical ventilation with
anaesthetic agents. In our study, to exclude any effect
of mechanical ventilation in the comparison, we applied
the same lung protective strategy to both groups, as did
the Takala and Kotani studies. The latter used a similar
duration of mechanical ventilation and inhalation anaes-
thesia. In contrast to these findings, other studies have
revealed that the use of volatile anaesthetics modulates
expression of inflammatory mediators in the opposite
direction. Cho at 317" reported that sevoflurane attenu-
ates systemic and pulmonary inflammatory responses

Suter etal.” demon-

actiity
derpite oxidative stress.

It must be emphasized that interpretation of the changes
in local or plasma antioxidant capacity becomes compli-
cated by the different methods usad in detecting these
changes. The interpretation also depends upan the can-
ditions under which the antioxidant capacity is deter-
mined because the measurement reflects outcomes in a
dynamic system. An increased antioxidant capacity may
not necessarily be a desirable condition if it reflects a
response to increased oxidative stress. Similarly,
decrease in antioxidant capacity may not necessarily h?
an undesirable condition if the measurement reflects
decreased production of reactive species. Because of
these. no single of ant

strated thit sevoflurana pretreatment decreased the
production of inflammatory mediators in rat alveolar
epithelial cells in lipopolysaccharide-induced injury.
Giraud o 8l ® showed that volatile anaesthetics reduce
pulmonary epithelial cell secretion of inflammatory cyta-
kimes in primary culture. A possible explanation of these
contradictory results might bo the differences in oxperi-

exposure, and different patient populations and labora-
tory techniques. I addition, the interpeetation of cyta-
kine concentrations in BAL fluids is difficult, because an
unknown amount of cytokines remains within the cells
Evaluation of secreted cytokine concentrations is limited

oxidant status s going 10 be sufficient, but a ‘battery
of measurements will be necessary to adequately assess
oxidative stress in biological systems.

Proinflammatory cytokines have local and systemic

effects, including the limitation of injury and spread of

infection, and the f

tissue healing and repair.?’ Although acute and massive

secetion of IL-1 and TNF-a causesresirtory filure,
n wound

of established and of a
reliable mothod for asimating the voum of the epl.
thelial lining fiuid. In addition. the integrity of the distal
airway may be seriausly deranged during BAL. Although
volatile anaesthetics are delivered through the lung and
may cause airway initation. there is anly limited infor-
mation about their effect on different lung cells.

In conclusion, excessiva ganaration of reactive oxygen
spacies swwwm.mmm in the

IL-1and TNF-a potentiate
healing and bacterial infection when ecrated in s con-
trolled quantity. 27 Massive neutrophil influx induced
by IL-@ s similarly associated with serious pulmonary
dysfunction. though moderate levels of neutrophil infi-
trates augment defence against bacterial infection

Ewopasn Joumal of Anacsthosiology 2010, Vol 27 No 6

of systemic
sis. burns,

o lacalized ones (as bronchial asthma, cheonic obstruc-
tive pulmonary disease, chronic hepatitis, nephrotic
syndrome). Thero is evidence for the implication of
oxidative damage by reactive oxygen species. A major

GPX catalyses the oxidation of glutathione (GSH) by
comens kychoperoide: 1 the pressnce.of CSH e
reduced nicotinamide adenine dinuclectide
e
form with a concomitant oxidation of reduced nicotina-
mide adenine dinucleotide phosphate to nicotinamide
adenine dinuclectide phosphate. GPX activity was
measured by the decrease in reduced nicotinamide
adenine dinuclostide phosphate bsorbance at 340 nm.'*

SOD activity was measured by monitoring the auto-
oxidation of Mark-
lund.™ One unit of SOD activity is defined as the amount
of the enzyme required to inhibit the rate of pyrogallol
autooxidation by 50%. GPX and mﬂlﬂmly results are.
expressed as units per gram of hasmoglobin in blood
g’ Hh}lndlsml‘swlmamBAL(UF‘)

Inthe BAL fuid, numbers of cells,albumin concentrations,
proinflammatory cytokines interleukin 8 (1L-8), rmour

NF- pol
nuclesr (PMN) elastase] were determined

Numbers of alveolar cells were determined by electronic
cell counting using a Coulter Counter D Industrial madel
(Coulter Electronics, Harpendon, Hertfordshire, UK).

Albumin concentrati mated by nephe-

lometry (BN 2000; Dudiﬂahnm T Germany).
Concentrations of I1L-8 in the BAL Muids were deter.
mined by commercially available quantitative sandwich
‘enzyme immunoassays (Quantikine; R&D Systems Ltd,
Abingdon, UK). TNF-a and PMN cell elastase immuno-
assays were provided by Immunotech France, and
Milania Biotoch, Germany, respectively. Protein concen-
trations were measured by an assay for the colorimetric
detection and quantification of total protein (Micro BCA
Protein Asssy Reagent Kit: Pierce, Rockford, llinois,
USA). All samples from one patient were analysed in
the same assay run. The samples were measured in

Tabia 1_Patiant charactaristics and surgical data

duplicate and the assays were performed according to
the manufscturer’s instructions. The optical density of
the samples was determined by a microplate reader
(Safire; Tecan Ltd, Salzburg, Austria) and analysed using
the Safie microplate reader software by interpolation
from standard curves. The sensitivities of the test kits
were s follows: 1L8, 3.5pgml %; THF-a, Spgm
PMN elastase, 3ngml” ' and protein, 0.5mgmi™ ' Albu:
min eoncentrations were estimated by a nephelometer
(BN 2000; Dads/Behring)

Statistical analysis

All data wese expressed s the mean with the 85%
canfdence interval. Demographic and clinical data were
campared using the Kruskal -Walls statisic or the Fried-
man statistic when appropriate. The blood and the BAL

‘statistical significance was established (P < 0.05), Bonfer-
roni's tast was performed to isolata the source of sig-
nificance.

Results
Thesudiod grups wero corspasblerogrdingpatont
characteristics and surgical data (Table 1).

Haemodynamic and ventilation data did nat differ
between the groups (Table 2).

Bath plasma and alveolar MDA excretion showed a
significant decrease during expasure to propofol, though
it increased significantly during exposure to sevoflurane
(Table 3).

Bath blood cell GPX (systemic antioxidant) and alveolar
GPX sgnif

1o propofol, thaugh they were significantly diminished
during exposure to sevoflurane (Table 3).

Proplol group (- 30)

Sevetharane g in- 100

2 pa-1y
i

26 fg2-112)
7 (182-195)
=

(8100,

T4 (64985
e @Iz
"
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dvantage of sevofurane over urrntly avalable sner-
thetics is that its blood-gas partition
gmnguptﬂmom!rnm general anassthesia. Hom.r

increase in BAL cytokine levels may not be
significant in healthy humans; however, in patients with
dmr\l: renal lmum:unm malignancy and so on, in

hom cytokine levels are generally higher, the comect
=T s may be critical,
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Many scientists disapprove of articles
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By Chris Stokel-Walker

Anattributionof
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the work
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author on a paper we published, and use of
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LAROUSSE

Fabrication ... Définition

1. Action de faire, de fabriquer, de confectionner quelque chose : La fabrication de ce gateau prend du temps.
SYNONYMES :
confection - production

2. Action ou maniere de fabriquer, de produire quelque chose de ses mains ou de maniere industrielle : Défaut
de fabrication. Suivre les étapes de la fabrication d'un livre.

3. Action de créer, d'inventer quelque chose : La fabrication de fausses nouvelles.

4, Action de forger, de modeler une personne pour qu'elle devienne un personnage en vue : Fabrication d'une
vedette.



THE LANCET

lleal-lymphoid-nodular hyperplasia, non-specific colitis, and
pervasive developmental disorder in children

A J Wakefield, S H Murch, A Anthony, J Linnell, D M Casson, M Malik, M Berelowitz, A P Dhillon, M A Thomson,
P Harvey, A Valentine, S E Davies, J A Walker-Smith

BACKGROUND We investigated a consecutive series of children with
chronic enterocolitis and regressive developmental disorder.

METHODS 12 children (mean age 6 years [range 3-10], 11 boys) were
referred to a paediatric gastroenterology unit...

FINDINGS Onset of behavioural symptoms was associated, by the
parents, with measles, mumps, and rubella vaccination* in eight of
the 12 children, with measles infection in one child, and otitis media in
another.

*MMR = ROR : rougeole, oreillons, rubéole

Lancet 1998;351:637-41
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lleal-lymphoid-nodular hyperplasia, non-specific colitis, and
pervasive developmental disorder in children

A J Wakefield, S H Murch, A Anthony, J Linnell, D M Casson, M Malik, M Berelowitz, A P Dhillon, M A Thomson,
P Harvey, A Valentine, S E Davies, J A Walker-Smith

CONCLUSIONS We have identified a chronic enterocolitis in children
that may be related to neuropsychiatric dysfunction. In most cases,
onset of symptoms was after measles, mumps, and rubella
immunisation. Further investigations are needed to examine this
syndrome and its possible relation to this vaccine.

Nous avons identifié une entérocolite chronique chez les enfants qui pourrait étre
liée a un dysfonctionnement neuropsychiatrique. Dans la plupart des cas, les
symptomes sont apparus apres la vaccination contre la rougeole, les oreillons et
la rubéole. Des investigations supplémentaires sont nécessaires pour examiner ce
syndrome et sa relation possible avec ce vaccin.

647 citations (Web of Science®, 21.1.2011) |

Lancet 1998;351:637-41
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in children

Following the judgment of the UK General Medical
Council’s Fitness to Practise Panel on Jan 28, 2010, it
has become clear that several elements of the 1998
paper by Wakefield et al* are incorrect, contrary to
the findings of an earlier investigation.? In particular,
the claims in the original paper that children were
“consecutively referred” and that investigations were
“approved” by the local ethics committee have been

Retraction—Illeal-lymphoid-nodular hyperplasia,
non-specific colitis, and pervasive developmental disorder

proven to be false. Therefore we fully retract this paper

from the published record.

The Editors of The Lancet
The Lancet, London NW1 7BY, UK

1

2

Wakefield A), Murch SH, Anthony A, et al. lleal-lymphoid-nodular
hyperplasia, non-specific colitis, and pervasive developmental disorder in
children. Lancet 1998; 351: 637-41.

Hodgson H. A statement by The Royal Free and University College Medical
School and The Royal Free Hampstead NHS Trust. Lancet 2004; 363: 824.
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lleal-lymphoid-nodular hyperplasia, non-specific colitis, and
pervasive developmental disorder in children

A J Wakefield, S H Murch, A Anthony, J Linnell, D M Casson, M Malik, M Berelowitz, A P Dhillon, M A Thomson,

P Harvey, A Valentine, S E Davies, J A Walker-Smith

Summary

Background We investigated a consecutive series of
children with chronic enterocolitis and regressive
developmental disorder.

Methods 12 children (mean age 6 years [range 3-10], 11
boys) were referred to a paediatric gastroenterology unit
with a history of normal development followed by loss of
acquired skills, including language, together with diarrhoea
and abdominal pain Children underwent.
gastroenterological, neurological, and developmental
assessment and review of developmental records.
lleocolonoscopy and biopsy sampling, magnetic-resonance
imaging (MRI), electroencephalography (EEG), and lumbar
puncture were done under sedation. Barium follow-through
radiography was done where possible. Biochemical,
haematological, and immunological profiles  were
examined.

Findings Onset of behavioural symptoms was associ
by the parents, with measles, mumps, and ru
vaccination in eight of the 12 children, with meas|
infection in one child, and otitis media in 3
children had intestinal abnormalitie:
lymphoid nodular hyperplasia to

Histology showed patchy chronic infal

postviral or vaccinal
focal neurological a and EEG tests

e significantly

Inter) i ssociated gastrointestinal
dig regression in a group of
pre ., which was generally associated
in time'g possible environmental triggers.

See Commentary page

Inflammatory Bowel Disease Study Group, University Departments
of Medicine and Histopathology (A ) Wakefield rrcs, A Anthony e,
JLinnell pho, A P Dhillon mecpatn, S E Davies mrcrath) and the
University Departments of Paediatric Gastroenterology

(S H Murch ms, D M Casson mrer, M Malik mrcr,

M A Thomson Frce, J A Walker-Smith Free,), Child and Adolescent
Psychiatry (M Berelowitz rrcpsych), Neurology (P Harvey rror), and
Radiology (A Valentine rrer), Royal Free Hospital and School of
Medicine, London NW3 2QG, UK

Correspondence to: Dr A J Wakefield

Introduction
We saw several children who, after a pas

They all had gastrointestinal
abdominal pain, diarrhoea, and

department  of
of a pervasive

including details of immunisations and
s diseases, and assessed the children. In 11
as obtained by the senior clinician (JW-S).
psychiatric assessments were done by
(PH, MB) with HMS-4 criteria.' Developmental
included a review of prospective developmental records
ents, health visitors, and general practitioners. Four
children did not undergo psychiatric assessment in hospital; all
had been assessed professionally elsewhere, so these assessments
were used as the basis for their behavioural diagnosis.

After bowel preparation, ileocolonoscopy was performed by
SHM or MAT under sedation with midazolam and pethidine.
Paired frozen and formalin-fixed mucosal biopsy samples were
taken from the terminal ileum; ascending, transverse,
descending, and sigmoid colons, and from the rectum. The
procedure was recorded by video or still images, and were
compared with images of the previous seven consecutive
paediatric colonoscopies (four normal colonoscopies and three
on children with ulcerative colitis), in which the physician
reported normal appearances in the terminal ileum. Barium
follow-through radiography was possible in some cases.

Also under sedation, cerebral magnetic-resonance imaging
(MRI). electroencephalography (EEG) including visual, brain
stem auditory, and sensory evoked potentials (where compliance
made these possible), and lumbar puncture were done.

Laboratory investigations
Thyroid  function, serum long-chain fatty acids, and
cerebrospinal-fluid lactate were measured to exclude known
causes of childhood neurodegenerative disease, Urinary
methylmalonic acid was measured in random urine samples from
eight of the 12 children and 14 age-matched and sex-matched
normal controls, by a modification of a technique described
previously.? Chromatograms were scanned digitally on
computer, to analyse the methylmalonic-acid zones from cases
and controls. Urinary methylmalonic-acid concentrations in
patients and controls were compared by a two-sample t test.
Urinary creatinine was estimated by routine spectrophotometric
assay.

Children were screened for antiendomyseal antibodies and
boys were screened for fragile-X if this had not been done

THE LANCET - Vol 351 » February 28, 1998
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i Fiona Godlee editor in chief, BM),

akefield’s article linking MMR vaccine and autism oo i

fgodlee@bmij.com

Jane Smith deputy editor, BM),
was fraudulent jane Smith
Harvey Marcovitch associate

Clear evidence of falsification of data should now close the door on this  § e s London, Uk
damaging vaccine scare

Citethisas: BMJ2011;342:c7452

HOW THE CASE AGAINST THE

MMR VACCINE WAS FIXED

In the first part of a special BM) series, Brian Deer exposes the bogus data behind claims that
launched a worldwide scare over the measles, mumps, and rubella vaccine, and reveals how the
appearance of a link with autism was manufactured at a London medical school

HOW THE VACCINE CRISIS
WAS MEANT TO MAKE MONEY

In the second part of a special BM) series, Brian Deer reveals a secret scheme to raise
huge sums from a campaign, launched at a London medical school, that claimed links
between MMR, autism, and bowel disease

THE LANCETS TWO DAYS
TOBURY BAD NEWS 1o e

In the third part of a special BV series, Brian Deer reveals what happened
when he reported misconduct in Andrew Wakefield’s MMR research to the
medical journal that published it

BM] | 15 JANUARY 2011 | VOLUME 342
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How Many Scientists Fabricate and Falsify Research? A
Systematic Review and Meta-Analysis of Survey Data

« Have you ever fabricated or falsified research data, or altered
or modified results to improve the outcome? »

Kalichman, 1992

Eastwood, 1996

List, 2001

Geggie, 2001 —-—
Martinson, 2005 [} 1.97%
Henry, 2005  —— (95%Cl, 0.86% to 4.45%)
Gardner, 2005 --,—
Overal —Q—

0 2 4 6 8 10 12
Admission rate (%)

Fanelli D. PLoS One 2009;4:e5738




« Do you have personal knowledge of a colleague who
fabricated or falsified research data, or who altered or modified
results to improve the outcome? »

Tangney, 1987
Kalichman, 1992
Swazey, 1993
Greenberg, 1994
Eastwood, 1996

Bebeau, 1996 | m—

May, 1998

Geggie, 2001 —-——

Meyer, 2004 .
Gardner, 2005 -
Kattenbraker, 2007 _-_ 14. 1%
e 2000 @ | (95%Cl, 9.9% to 19.7%)
QOverall _’_
% 5 3 & 5 B

Admission rate (%)

Fanelli D. PLoS One 2009;4:e5738




How to deal with fraud




Publication fraud: implications to the individual and to
the specialty

» Publication fraud, while not common, transcends
the medical literature and is not easily detected.

« Common forms of publication fraud include plagi-
arism, data fabrication, data falsification and ghost-
writing.

* Publication fraud involving even a single article can
negatively impact the scientific record.

« Scientific misconduct must be addressed by the
relevant institutions, and the scientific record must
be corrected.

L'inconduite scientifique doit étre traitée par les institutions compétentes et le
dossier scientifique doit étre corrigé.

Miller DR. Curr Opin Anaesthesiol 2011



88 articles to be retracted

9 (10.2%)
not retracted (no retraction notice and PDF not marked)

79 (89.8%)
retraction notice published

6 (7.9%)
retraction notice published but PDF not marked

73 (81.8%)
retraction notice published (adequate or not) and PDF marked (adequate or not)
[

I
| | | | |

58 (65.9%) 15 (17%) 48 (54.5%) 25 (28.4%)
retraction notice not adequate | [retraction notice adequate! PDF adequately marked?| |PDF not adequately marked
I
| |
15 (17%) 34 (38.6%) 14 (15.9%)
retraction notice adequate? PDF adequately marked | | PDF not freely accessible
and freely accessible3 and freely accessible?
I
5(5.7%)

retraction notice adequate and freely accessible and PDF adequately marked and freely accessible

Avis de rétractation adéquat et librement accessible, PDF adéquatement marque et librement accessible

Elia N et al. Plos One 2014; 9: ¢85846



Fraud and medical research
(what should be done to prevent it)

Talk about it

“arlons-en

Don’t trivialize it
Ne pas banaliser
Le deéfinir - préciser ce qu'il
est et ce qu'il n'est pas

Le définir - préciser ce que c’est et ce que ce n’est pas




THE NEW ENGLAND JOURNAL OF MEDICINE

PUBLISH OR PERISH — OR BOTH

The liter-
ature of medical science is not unlike the natural en-
vironment in which we live. It is a deceptively fragile
system that we all need and use. Each of us must
take some responsibility for protecting it from

abuse, lest it become polluted and unavailable to
all.

La littérature médicale n'est pas sans rappeler l'environnement
naturel dans lequel nous vivons. Il s'agit d'un systeme faussement
fragile dont nous avons tous besoin et que nous utilisons. Chacun
d'entre nous doit prendre la responsabilité de le protéger contre
les abus, de peur qu'il ne devienne pollué et inaccessible a tous.

Arnold S Relman. NEJM 1977; 724-5



