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Peer Review Process

William Whewell, peer-review pioneer
Source: NATURE,VOL532.2016



Is skeptical.




Critical appraisal tools to evaluate the quality
of published research

All studies designs

Experimental and observational studies
Qualitative studies

Diagnostic studies

Observational studies

Systematic reviews

Experimental studies
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Source:BMC Med Res Methodol. 2004; 4: 22.. https://www.ncbi.nlm.nih.gov/pmc/articles/PMC521688/



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC521688/

NEWCASTLE -OTTAWA QUALITY ASSESSMENT SCALE
COHORTSTUDIES

Note: A study can be awarded a maximum of one star for each numbered item within the Selection and
Outcome categories. A maximum of two stars can be given for Comparability

Selection

1) Representativeness of the exposed cohort
a) truly representative of the average _____ (describe) in the community O
b) somewhat representative of the average ___ ____inthe community O
c) selected group of users eg nurses, volunteers

L )
r I t I Ca I d) no description of the derivation of the cohort
C 2) Selection of the non exposed cohort

a) drawn from the same community as the exposed cohort O
b) drawn from a different source

)
a p p ra I Sa I ¢) no description of the derivation of the non exposed cohort
3) Ascertainment of exposure

a) secure record (eg surgical records) O
b) structured interview O
to o I S c) written self report

d) no description

4) Demonstration that outcome of interest was not present at start of study
a)yes O

example Sk

Comparability

1) Comparability of cohorts on the basis of the design or analysis
a) study controls for ___ (select the most important factor) O
b) study controls for any additional factor O (This criteria could be modified to indicate specific
control for a second important factor.)

QOutcome

1) Assessment of outcome
a) independent blind assessment O
b) record linkage O
c) self report
d) no description

2) Was follow-up long enough for outcomes to occur
a) yes (select an adequate follow up period for outcome of interest) O
b) no

3) Adequacy of follow up of cohorts

a) complete follow up - all subjects accounted for O

b) subjects lost to follow up unlikely to introduce bias - small number lost - > % (selectan
adequate %) follow up, or description provided of those lost) O
c) follow up rate < % (select an adequate %) and no description of those lost

d) no statement



Critical
appraisal
tools
example

NEWCASTLE -OTTAWA QUALITY ASSESSMENT SCALE
CASECONTROL STUDIES

Note: A study can be awarded a maximum of one star for each numbered item within the Selection and
Exposure categories. A maximum of two stars can be given for Comparability.

Selection

1) Is the case definition adequate?
a) yes, with independent validation O
b) yes, eg record linkage or based on self reports
¢) no description

2) Representativeness of the cases
a) consecutive or obviously representative series of cases O
b) potential for selection biases or not stated

3) Selection of Controls
a) community controls O

b) hospital controls
¢) no description

4) Definition of Controls
a) no history of disease (endpoint) O
b) no description of source

Comparability

1) Comparabili a and ba desig ana
a) study controls for (Select the most important factor.) O
b) study controls for any additional factor O (This criteria could be modified to indicate specific
control for a second important factor.)

Exposure
1)_Ascertainment of exposure

a) secure record (eg surgical records) O
b) structured interview where blind to case/control status O
c¢) interview not blinded to case/control status
d) written self report or medical record only
e) no description
2) Same method of ascertainment for cases and controls
a)yes O
b) no
3) Non-Response rate
a) same rate for both groups O

b) non respondents described
c) rate different and no designation



Critical
appraisal
tools
example

AMSTAR 2: a critical appraisal tool for systematic reviews that include randomised or non-
randomised studies of healthcare interventions, or both

1.
For Yes:

Did the research questions and inclusion criteria for the review include the components of PICO?

Optional (recommended)
Population 0 Timeframe for follow-up O Yes
Intervention O No
Comparator group
Outcome
Did the report of the review contain an explicit statement that the review methods were

established prior to the conduct of the review and did the report justify any significant deviations
from the protocol?

For Partial Yes: For Yes:
The authors state that they had a written ~ As for partial yes, plus the protocol

protocol or guide that included ALL the  should be registered and should also
following: have specified:
O Yes

O  review question(s) O ameta-analysis/synthesis plan, O Partial Yes

O  a secarch strategy if appropriate, and o Ne

O nclusionfexclusion criteria - atP}]:: for investigating causes

a isk of bias assessment ot heterogenetty

anskotbias O justification for any deviations
from the protocol
3. Did the review authors explain their selection of the study designs for inclusion in the review?

For Yes, the review should satisfy ONE of the followng:

O  Explanation for including only RCTs O Yes
O OR Explanation for including only NRSI O No
O OR Explanation for including both RCTs and NRSI
4. Did the review authors use a comprehensive literature search strategy?
For Partial Yes (all the following): For Yes, should also have (all the
following):
O searched at least 2 databases O searched the reference lists / O Yes
(relevant to research question) bibliographies of mcluded O Partial Yes
O provided key word and/or studies O No
search strategy O searched tnal/study registries
O  justified publication restrictions O mcluded/consulted content
(e.g. language) experts in the field
O where relevant, scarched for
grey literature
O conducted search within 24
months of completion of the
review
5. Did the review authors perform study selection in duplicate?
For Yes, either ONE of the following:
O  at least two reviewers independently agreed on selection of eligible studies O Yes
and achieved consensus on which studies to mclude O No
O OR two reviewers selected a sample of eligible studies and achieved good

agreement (at least 80 percent), with the remainder selected by one
TeVICWET.
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Your one-stop-shop for writing and publishing high-impact health research

find reporting guidelines | improve your writing | join our courses | run your own training course | enhance your peer review | implement guidelines

Library for health Reporting guidelines for main
research reporting study types ’
The Library contains a comprehensive searchable Randomised trials CONSORT  Extensions  Other
database of reporting guidelines and also links to Observational studies STROBE Extensions Other (e ] o] | |
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630 THE NEW ENGLAND JOURNAL OF MEDICINE

Selection bias: the classic example

March 12, 1981

COFFEE AND CANCER OF THE PANCREAS

Brian MacMauon, M.D., Sterra Yen, M.D., Dimitrios TricaHorouros, M.D., KENNETH WARREN, M.D,,
AND GEORGE NarD1, M.D.

Abstract We questioned 369 patients with histo-
logically proved cancer of the pancreas and 644
control patients about their use of tobacco, alcohol,
tea, and coffee. There was a weak positive associa-
tion between pancreatic cancer and cigarette smok-
ing, but we found no association with use of cigars,
pipe tobacco, alcoholic beverages, or tea. A strong as-
sociation between coffee consumption and pancreat-
ic cancer was evident in both sexes. The association
was not affected by controlling for cigarette use. For
the sexes combined, there was a significant dose-re-

sponse relation (P ~ 0.001); after adjustment for cig-
arette smoking, the relative risk associated with
drinking up to two cups of coffee per day was 1.8
(95 per cent confidence limits, 1.0 to 3.0), and that
with three or more cups per day was 2.7 (1.6 to 4.7).
This association should be evaluated with other data;
if it reflects a causal relation between coffee drinking
and pancreatic cancer, coffee use might account for
a substantial proportion of the cases of this disease
in the United States. (N Engl J Med. 1981; 304:630-
3.)
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&0 THE NEW ENGLAND JOURNAL OF MEDICINE March 12, 1961

COFFEE AND CANCER OF THE PANCREAS

Briax MacManow, M.D., Steira Yen, M.D., Diurrrios Tricnorouios, M D., Kessets Wanges, M.D,
s Grorce Narot, M.D.

Abstract We questioned 369 patients with histo-

lly proved cancer of the pancreas and 844
control patients about their use of tobacco, alcohol,
tea, and coffee. There was a weak positive associa-
tion between pancreatic cancer and cigarette smok-
ing, but we found no association with use of cigars,
pipe tobacco, alcoholic beverages, o tea. A strong as-
sociation between coffes and

sponse relation (P ~ 0.001): after adjustment for cg-
arette smoking, the relative risk associated with
drinking up to two cups of coffee per day was 18
(95 per cent confidence limits, 1.0 to 3.0), and that
with three or more cups per day was 27 (161047)
This association should be evaluated with other data.
it it reflects a causal relation between coffee drinking
and

ic cancer was evident in both sexes. The

cancer, coffee use might account for

was not affected by controlling for cigarette use. For
the sexes combined, there was a significant dose-re-

O\'ER the past few decades, cancer of the pan-
creas has emerged as one of the most important
neoplasias in human beings. It now accounts for ap-
proximately 20,000 deaths annually in the United
States. Causative factors have been sought in several
previous studies, but only cigarette smoking has
emerged a5 a consistent, though relatively weak, exog-
enous risk factor. We report the results of & study that
was planned to reevaluate the relation of this disease
to smoking and to examine the role of alcohol con-
sumption as & possible confounding variable, Data
were also obtained on intake of tea and coffec — fac-
1ors that have not been adequately investigated in this
discase.

We conducted a case<ontrol interview stsdy. The cases were
patients with histologic diagneses of cancer of the excerioe panr
creas who were in any of |1 lange hospitals in the Boston metropol-
ian area and Rhode Island berween October 1974 and August
1979, Patieots with tumors of the ialer cells, perinmpullary
ducdenal mucosa, or ampulla of Vater were not included. We iden-
tified 578 patients and interviewed 405 of them. Twenty patients
died arwd 33 were divcharged before an interview could be arrurged,
78 were 100 sick to be interviewed, 14 bad language dllicubties, and
26 refused the interview. Also exchuded from the analyss were cight
nonwhite patients, four residents of countries oiher than the United
Seates, cight patients oider than 79 years, and 16 patients whase
interview information wis judged by the interviewer 1 be of ques-
tanable reliability. The analysis is based oo data from the remain-
ing M9 patients.

L L i b pr—

question all other patients who were under the care of the vame
physician in the same bospical ac the time of an inserview with & pa-
vent with pancreatic cancer. Bither before the interview (if the in-
formation was known| or alterward. patients with disveases of the
pancreas or hepatobdiary iract or diveases knwwn (0 be avsocssted
with umoking or alcohol comumptinn were excluded. The princ-
pal diagrontac categories excluded (in addition 1o diseaes of the bil-
ry tract or pancreas) were cardiovuscular disease, diabetes meli-
tus, respiratary oe bladder cancer, and peptic uler. From a total of
1118 ehigible patiens, nterviewed 700, mine died and 131 were
discharged hefore the imterview, 179 were too i1, 26 had language
peubler, and 73 refused. Alier exclusion of 17 naswhites, five for
own revidenes, four persons alder than 79 years, and 10 persons

a of the cases of this disease
in the United States. (N Engl J Med. 1981; 304.630-
3)

whose interviews were judged 16 be unreliable, the costrol seres
used for the analysis consisted of 648 pasienss. Minoe differences
etween table in the stuted mumbers of cuses and controls resaed
from absence of specilic Mems being asalysed in 3 few question
nares

The control series was composed of two prineipal diagasec
groups: 273 patienes with cancer other than cancers of the paace-
as and biliary tract, respiratory tract, or bladder and 371 patiens
with other disorders. OF the control patsents with cancer, the tume
s i the breast in 63 patients, colon in 60, rectim i 25, somach
in 24, wmall intestine in nine, ovary b cight, prostate n cight, sad
cervix in veven, there were also 16 with melanoma and 13 with
phoms. No other cancer was found in mece than four subjecs. D
agnoses in the controbs withowt cancer wese of 4 wide varely,
although because of the nature of the practices of many of e
physicians who were respanaible far patients with cancer of the pas-
Creas, patients with gasrcenserologic conditions were probabiy
iwerrepresented in relation to o general bospaal population. The
priecipal diagroses were hernia in 0 patents, celiti, enzertis
diverticulitis in 41, bowel cbstructon, adhesions, or
wastricis 17, other gastroenterulegic condy ™ 4
Tumars in 29, varicose veins of ~ genitour
ders in 20, neurolugle disedes 7, gyrcologc discedens i 16,

Patients with PANCICAtic CANCET were Com
control putierts with carcer and iedependently wih

Tootrol group without cancer. The findings were quite simias,
‘and only the results with the combxned cuntrol group are presensod
here.

Several questions in the interview probed the duration and in-
tenvity of smoking of cigarettes, cgary, and pipes. Questions on o
cohobx beverages asked about the frequency of wse belare tbe mae
of iftness, the age ypan over which wach use oceurred, and the fype
of beverage uved most frequently. The questions on tes and coflee
were limited to the number of cups comwumed in & typical day be-
fare the current illness was evident

Tewts of significance and etimates of adjusted relative risks wd
their confidence limits were derived with the method of Mantel and

calculator programs developed by Rothman and Bowe '

Resurs

Tobacco

I'here was no difference between cases and control
in the use of cigars or pipe tobacco. Among men, the

on bias: the classic example

To assemble a control series, the interviewers also attempted to
question all other patients who were under the care of the same
physician in the same hospital at the time of an interview with a pa-
tient with pancreatic cancer.
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Concealment

Blinding

Detection bias
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q patient’s conditioﬁ ﬂzs doctor, your pam

fits the trial, and she eligible. She will be
has consented. Which allocated to treatment
treatment pack should pack X32. After the trial
| give her?

we will tell you what
treatment X32 was.

Source: http://en.testingtreatments.org/wp-content/uploads/sites/3/2015/12/6.3.3-Unbiased-prospective-allocationp73-74x.pdf



The inadequate or unclear allocation concealment
and biased estimates of intervention effects

Comparison No of Ratio of Ratio of odds ratios Pvalue Variability in

(No of meta-analyses) trials* odds ratios (95% CI) of test of bias' (P value)
interaction
Overall (102) 532 1272 = 0.83(0.74100.93) - 0.11 (0.001)
All cause mortality (23) 119 v 90 — 101(090t01.15)  0.02(0.24)
Otheroutcomes (79)  415v182 0.76 (0.66100.87) 0.14 (€0.001)
Objective outcomes (62) 310 v 174 — 091(080t01.03) 0.11(0.001)
Subjective outcomes (40) 222v98 0.69 (0.59 to 0.82) ' 0.07 (0.011)
Drug intervention (65) 411 v 205 B 087(0.76101.00)  __ 0.09 (<0.001)
Other intervention (37) 121 v 67 - 0.77 (0.64 t0 0.93) ' 0.16 (<0.001)

0.5 075 1 1.5 2

Inadequately Inadequately
concealed concealed

Deneticial beneficiot BMJ 2008;336:601



The lack of blinding and biased intervention

effects

Comparison

No of
(No of meta-analyses) trials*
Overall (76) 314 v 432
All cause mortality (18) 79v121
Other outcomes (58) 235v311

Objective outcomes (44) 210v 227

Ratio of
odds ratios

O
=

Ratio of odds ratios

(95% CI)

0.93 (0.83 to 1.04)

1.04 (0.95 to 1.14)
0.83(0.70 t0 0.98)

1.01 (0.92 to 1.10)

Subjective outcomes (32) 104 v 205 —— 0.75(0.61 to 0.82)
Drug intervention (57) 250v 372 0.92 (0.81 to 1.05)
Other intervention (19) 64 v 60 1.00 (0.71 to 1.39)
0.5 0.75 1
Non-blinded Non-blinded
more less
beneficial beneficial

P value

Variability in

of test of bias' (P value)

interaction

0.011

0.01

0.66

0.11 (<0.001)

0.01 (0.27)
0.18 (x0.001)

0.08 (<0.001)
0.14 (0.001)

0.10 (x0.001)
0.22 (0.003)

BMJ 2008;336:601



Methods to
Establish
Blinding in
RCTs

Slode of administration

Same mode’

scheduls of
abmanastration

Nlcthod of Mumber of articles
reporting esch
Blinding e By
o= 336
Centralized preparatson of
sirmvilar ireatmenes”
= 153
Tahlets embedded in hard
gelatin capsules
Use of specific favoar 1o m= 10

mask the lasie

Centralized preparation af

Centralined proparation of
{2} calar-matched
treatments: by use of
mualtivitamin solution

(b)) distinguishable

Driffirent mosdes’
numbern'schodisle of

Imjecticns of placebo (eg..
saline Enjecticn) or sctive
trestment administered by
an unblinded operator mot
involved in any other study
procedure

Centralized preparation of
similar treatmenis for a
double-dusnmy procedure

“Similar trestments, i.c., same appoarance, same package, same label, same instnactions

PLOS Medicine 3(10): e425. https://doi.org/10.1371/journal.pmed.0030425

= SyTinges m = 17
= Bottles m=— 38

m= 14

m=17




(utcomes

Method of

Number of articles
reporting cach
method
m=112

Patient-reported oulcomes

Methods of

Blinded
Outcome

Impossible if patients arc
not blinded

Physician-driven data

Assessment

{clinical exam, echography,
Doppler, etc.)

} 4

Patients informed not o
1zl putcome assessors
the treatment they
received

Ohatcomme assessor not
invalved in treatment
administration

Paraclinical examination

(radiography, biological tests eic.)

Centralized assessment
of clinical exam
(photography,

video, audio)

Clinical evenits

¥

Centralized assessment
of paraclinical
examination.

PLOS Medicine 3(10): e425. https://doi.org/10.1371/journal.pmed.0030425

Blinded adjudication
committes




Reporting bias

BM) Open Feasibility study to examine discrepancy
rates in prespecified and reported
outcomes in articles submitted to
The BM]

Results: In the study period, The BMJ received 311 trial
manuscripts, 21 of which were subsequently published
by the journal. In trials published by The BMJ, 27% (89/
333) of the prespecified outcomes in the protocol were
not reported in the submitted paper and 11% (31/275) of
reported outcomes were not prespecified. In the sample
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Publication Bias
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Journal of Evaluation in Clinical Practice
Volume 20, Issue 6, pages 908-914, 12 MAY 2014 DOI: 10.1111/jep.12147



http://onlinelibrary.wiley.com/doi/10.1111/jep.2014.20.issue-6/issuetoc

Publication bias and Selective outcome
reporting

Systematic Review of the Empirical Evidence of Study
Publication Bias and Outcome Reporting Bias — An

Updated Review

Kerry Dwan*, Carrol Gamble, Paula R. Williamson, Jamie J. Kirkham, for the Reporting Bias Group

Department of Biostatistics, University of Liverpool, Liverpool, England

Methodology/Principal Findings: In this update, we review and summarise the evidence from cohort studies that have
assessed study publication bias or outcome reporting bias in randomised controlled trials. Twenty studies were eligible of
which four were newly identified in this update. Only two followed the cohort all the way through from protocol approval
to information regarding publication of outcomes. Fifteen of the studies investigated study publication bias and five
investigated outcome reporting bias. Three studies have found that statistically significant outcomes had a higher odds of
being fully reported compared to non-significant outcomes (range of odds ratios: 2.2 to 4.7). In comparing trial publications
to protocols, we found that 40-62% of studies had at least one primary outcome that was changed, introduced, or omitted.
We decided not to undertake meta-analysis due to the differences between studies.



Medical Journals Are an
Extension of the Marketing Arm
of Pharmaceutical Companies.

PLOS Medicine 2(5): e138. https://doi.org/10.1371/journal.pmed.0020138

. (Hlustration: Margaret Shear, Public Library of Science)



BMJ LONDON, SATURDAY 29 JANUARY 1994

The scandal of poor medical research

We need less research, better research, and research done for the right reasons

What, then, should we think about researchers who use th
wrong techniques (either wilfully or in ignorance), use th
right techniques wrongly, misinterpret their results, repo:
their results selectively, cite the literature selectively, an
draw unjustified conclusions? We should be appalled. Y«
numerous studies of the medical literature, in both gener:
and specialist journals, have shown that all of the abov
phenomena are common.'’ This is surely a scandal.




Publication Bias and selective reporting: the Tamiflu
Experience

Source: Tamiflu capsules. Photograph: Per Lindgren/REX via The Guardian Tom Jefferson



An estimated $200 billion —85% of global spending on research — is
routinely wasted on poorly designed and redundant studies.

Are research decisions Appropriate research Efficient research Fully accessible research Unbiased and
based on questions design, methods, requlation information? usable research reports?
relevant to users [-> and analysis? Q and management? [> [>
of research?
» Low priority questions « Adequate steps to « Complicit with other « More than 50% of studies » More than 30% of trial
addressed reduce bias not taken in sources of waste never fully reported interventions not
« Important outcomes more than 50% of studies and inefficiency » Biased under-reporting sufficiently described
not assessed « Inadequate statistical « Disproportionate to the of studies with « More than 50% of
+ More than 50% studies power risks of research disappointing results planned study outcomes
designed without « Inadequate replication « Regulatory and » Biased reporting of data not reported
reference to systematic of initial findings management processes within studies » Most new research not
reviews of existing are burdensome and interpreted in the
evidence inconsistent context of systematic
assessment of other
relevant evidence

< < < < <

Research waste

Lancet 2009; 374: 86—89



Research Misconduct

Falsification

THE OFFICE OF ® Fabrication

RESEARCH
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Plagiarism

Source: https://ori.hhs.gov/definition-misconduct



Research Misconduct

Andrew Wakefield
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HOW THE CASE AGAINST THE
MMR VACCINE WAS FIXED

Inthe 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 alink with autism was manufactured at a London medical school

hen  broke the news to the
fatherofchild 11, at st he did
ot bebieve me. “Wakefieldtold
s my son was the 13th child
they saw,” be said, gazing lor
the first time at e now infamous reseasch
papes which linked  purported new syndrome

beain and bowel diseases. Child 11 was the
penultimate case

closed £150 (€180; $2)0) an hour through'a
Norflk solicior named Richard Basr, be had

it
by

eventy

But then he pointed

ally 5643, plus expenses
Curiously however

st table 2-headed " The regulator's main focuS  yueseid nad stready

mumgs,
vaceine. “There's caly 12 in this”

That paper was published ia the Lancet
on 28 February 1998. It was retracted on
2 Febeuary 2010." Authored by Andrew Wale-
Beld, fohin Walker-Semith and 11 others from
the Royal Free Hospital and School of Med
cine, London, t reparted on 12 developmen:
tally challenged children, and triggered &
decade long public health scare.

“Onset of behavioural symploms was asoch
ate by the paerts with mesles, mumps, and

12 children.”

diagnosis™—and for a

was whether the research  estiied such a sy

drome before the

second time objected was ethical. Mine was project that would
“That's nottre.” whether it was true”  repotety discover

Child 11 was among

“Chikdren with enteri

the eight whose ly blamed
MMR. The interval between

| I
used fur bowed inflammation and

and the first "behavioural symptom” was
reposted a3 1 week. This symptom was said
10 have appeared at age 15 months. But his
father, whom | had tracked down, said this

began the paper's “fings.” Mopting these
clains s act, B3 st setion
added: *In these eight chil
dren the avrage nterval rom
exposue o fst behavioural
symporns was 6.1 oy (cange

Me 11, an American engh
neer, looked again at the
Paper: a bve puge case series
of 11 boys and one gi, aged
between ) and 9 years. Nine
children, It said, had diag
oo of“regresive” mutisen,

while all but one were
teparted with “nom-specifi

colts” The "new syndrome

brought these
together,
linking

W1 AARY 00 VO 2

ot s0m, who | was shacked (0 heas had been

sutism’ form part of & new syndrome.” he
and Barr explained in 3 confidential grant
applcation o the UK government's Legal Aid
Board, before any of the chidrea were iaves-
tigated. “Noetheless the vidence is undent
ably in favour of  speciic vaccine induced
pathology.”

The 30 med 10 show a sudden

e wioke 1o me, after we met again
In California, *the data clearly
appeared to be distorted.”

He backed his concerns with
medical reconds, inchuding a Royal

Fove discharge summary Athough

the fasmily ived 5000 miles from

the baspital, in February 1997 the boy

(them aged 5 had been fown to London

ormet “temporal associaton —toa evidence
o product by, “Dr Wakebeldfees that I
we can show a cleat tme link between the
vaccination and eset ofsymproms. Bat ol
thelegal bourd, “we should be a1 dispose
of the suggestion that ir's simply a chance

Bt child 11's case must have proved a dis-
appointiment. Records show his behavioural

undisclosed goalof which was 0 help
sue the vaccioe's manulacturess.

Wakefield's “syndrome’
Unknown to Mr 11, Wakeeld was

tal milestones were normal untl 1) mooths
of age,” notes the discharge summary. “la
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Research Misconduct

The Results of Investigation into Dr.Yoshitaka Fujii’s papers

Toho University Faculty of Medicine announced on March 8, 2012 that 8
manuscripts of Dr.Yoshitaka Fujii had been retracted because of execution of these
clinical studies without proper ethical approval. In addition, an article [Appendix 1]
entitled "The analysis of 169 randomised controlled trials to test data integrity." was
published on-line as a Special Article in Anaesthesia, the Journal of the Association of

Anaesthetists of Great Britain and Ireland, on March 8, 2012. Three Editorials

@ : Fabricated
Papers which have any discrepancy in numbers of subjects, medication, capability of
the methohd :
| 171 papers (included 125 papers in RCT, double- blind mammer) Fz\ppendix 5]

154 papers out of 193 papers [Appendix 3]

E] : Others
Papers with no evidence to prove them fabricated or not fabricated

38 papers
(No.1,2,3,4,5,6,7,8,13,15,17,18,23,24,25,26,32,33,34,44,45,46,68,70,71,75,92,93,94,9

6,97,113,122,123,139,141,152 [Appendix 5] )




Research Misconduct

Editors-in-Chief Statement Regarding
IRB Approval of Clinical Trials by Joachim Boldt

February 4, 2011
To our readers:

Landesirztekammer Rheinland-Pfalz (“LAK-RLP™), the State Medical Association of
Rheinland-Pfalz, Germany, today announced the first results of a review of the papers published

by Prof Joachim Boldt. The ethics committee of LAK-RLP serves as the Institutional Review
Board (IRB) for clinical research at Klinikum Ludwigshafen, where Professor Boldt’s recent
research was conducted.

Based on today's announcement, LAK-RLP has reviewed 74 scientific articles describing
clinical trials subject to the of the German Med I Act. This includes the article
by Professor Boldt recently retracted by h & Anal and an article sub d by

Professor Boldt to Anaesthesia but not published. By law these studies required IRB approval.
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Research Misconduct
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PLOS ONE 7(10): e44118. https://doi.org/10.1371/journal.pone.0044118
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ASIAN J. MATH. (© 2006 International Press
Vol. 10, No. 2, pp. 165-492, June 2006 001

A COMPLETE PROOF OF THE POINCARE AND
GEOMETRIZATION CONJECTURES - APPLICATION OF THE
HAMILTON-PERELMAN THEORY OF THE RICCI FLOW~®

HUALI-DONG CAO' AND XI-PING ZHU?



ASIAN J. NMATE.

© 2006 International Press
Fol. 10. No. 4. pp. 663—664. December 2006

fsls b3

ERRATUM TO “A COMPLETE PROOF OF THE POINCARE AND

GCEOMETRIZATION CONJECTURES — APPLICATION OF THE

HAMILTON-PERELMAN THEORY OF THE RICCI FLOW?™>
J. MATEI., VOL.. 10, NO. 2, 165 492, 2006~

HUAIT-DONG CAOT

ASTATN

AND XI-PING ZHU*T

We would like to thank Bruce Kleimner and John Lottt for bringing to our attention
the fact that the argument concerming Claim 2 in the proof of Perelqman'™s singularity
structure theorem ((i.e.. the Step 2 in the proof of Theorem 7.1.1 in our paper.

P- 400—402) essentially appeared in the initial version of their nmnotes on Pereliman’s
first paper posted on the website

http://www._math.lsa. umich.edu/research/ricciflow/perelman_html



Hamilton-Perelman’s Proof of the
Poincarée Conjecture

and the Geometrization Conjecture™

Huai-Dong Cao and Xi-Ping Zhu

ABSTRACT. In this paper., we provide an essentially self-contained and
detailed account of the fundamental works of Hamilton and the recent
breakthrough of Perelman on the Ricci flow and their application to the
geometrization of three-manifolds. In particular, we give a detailed ex-
position of a complete proof of the Poincaré conjecture due to Hamilton
and Perelman.

*This is a revised version of the article by the same authors that originally appeared
in Asian J. Math., 10(2) (2006), 165-492.



Self-regulation?

AMA Journal of Ethics®
February 2017, Volume 19, Number 2: 199-206

MEDICINE AND SOCIETY

The Case of Dr. 0z: Ethics, Evidence, and Does Professional Self-Regulation
Work?

Jon C. Tilburt, MD, MPH, Megan Allyse, PhD, and Frederic W. Hafferty, PhD

Editor’s Note: This article was published on February 1, 2017, and updated on February 13,
2017.

Abstract

Dr. Mehmet Oz is widely known not just as a successful media
personality donning the title “America’s Doctor®,” but, we suggest, also
as a physician visibly out of step with his profession. A recent,
unsuccessful attempt to censure Dr. Oz raises the issue of whether the
medical profession can effectively self-regulate at all. It also raises
concern that the medical profession'’s self-regulation might be selectively
activated, perhaps only when the subject of professional censure has
achieved a level of public visibility. We argue here that the medical
profession must look at itself with a healthy dose of self-doubt about
whether it has sufficient knowledge of or handle on the less visible Dr.
“Ozes" quietly operating under the profession’s presumptive
endorsement.

Introduction

Dr. Mehmet 0z's surgical credentials including expertise in minimally invasive, heart
transplant, and heart valve surgery are impeccable [1]. But when Dr. 0z walks onto the
stage of The Dr. 0z Show, he's not just a well-trained heart surgeon, he becomes



Anecdotal Evidence of Pounds lost

161

Pounds lost
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Pounds lost

Representative Sample of Pounds lost
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Source: http://blog.minitab.com/blog/adventures-in-statistics-2/why-anecdotal-evidence-is-unreliable
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