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born on May 3, 1961
Norwegian dentist / physician / oral surgeon

renowned researcher in the field of oncology

— articles in NEJM, Journal of Clinical Oncology
(IF=18.4), The Lancet, Journal of Pathology, etc.

associate professor @ University of Oslo

— unt
consu
— unti

2006

tant oncologist @ Radium Hospital
2006
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The paper

THE LANCET

Volume 366, Issue 9494, 15-21 October 2005, Pages 1359-1366

Non-steroidal anti-inflammatory drugs and the risk of oral
cancer: a nested case-control study

JSudbg, ] Lee, S M Lippman, ] Mork, S Sagen, N Flatner, A Ristimdki, A Sudbg, L Mao, X Zhou, W Kildal, J F Evensen, A Reith, A ] Dannenberg
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* Squamous cell carcinoma
— Poor prognosis
— Major cause: tobacco smoking (and alcohol)

— High risk for patients with oral leucoplakia &
aneuploidy
e 5-years survival 2 30%
* Surgical resection = no reduction of high risk

(...),NEED FOR NEW TREATMENT STRATEGIES“(...)
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http://www.merckmanuals.com/professional/ear,-nose,-and-throat-disorders/tumors-of-the-head-and-neck/oral-squamous-cell-carcinoma
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e Background

* Cyclooxygenase-2 and prostaglandin-E2

— Biological role:
 cell proliferation
* Angiogenesis
* Immune stimulation

— involved in various malignacities
e E.g. squamous cell carcinoma

* NSAIDs - inhibition of Cyclooxygenase-2 &
prostaglandin-E2

— Reducton of risk to develope cancer in animal models
— Few epidemiological data

christian.lang@meduniwien.ac.at 8
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 ,Population-based case-control study”

{0z
Materials and Methods UJ WIEN

- Overview -

— Data from: Cohort of Norway (CONOR)

: : CONOR -
* Longitudinal health surveys =

— Standardised questionneries, detailed clinical information on
participants, ...

e 123.234 ,active” participants

Crosslinked with

— Data from disease registries, e.g. Norwegian Cancer
Registy

christian.lang@meduniwien.ac.at 9
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Materials and methods

Detailed information on

— age

— sex

— risk factors for head and neck cancer

— Treatment drug use
* Type and duration of NSAID use

— Survival
— etc.

* All data obtained from ,central registers”
— Participants from CONOR and Norwegian Cancer Registry
— Survival data = , National death certificate registry”
— Detailed information on prescriptions = ,central registry”
— etc.
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Materials and Methods

Norwegian Health Survey (n=123234)

'

9241 individuals identified to be at hagh risk of oral cancer (=15 pack-years)

v

Survey cross-linked with Norwegian Cancer Registry:
Population-based, complete since 1953

l

Of 9241 individuals at high nsk, 454 with oral cancer identified after cross-linking

!

From remaining 8787 individuals, 454 matched controls without oral or any
other type of cancer identified from Norwegian Health Survey

Study sample (n=908):
454 cases with oral cancer: 454 controls without oral cancer

christian.lang@meduniwien.ac.at 11
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,(...)The corresponding author had full access to all
the data in the study and had final responsibility for
the decision to submit for publication.(...)”
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Results
* total: n=908

— oral cancer cases: n=454
* tongue: n=157
* floor or mouth: n=149
e other: n=148

— high risk controls: n=454
* without oral SCC

e 29% NSAIDs and 9 % paracetamol intake (>6
months)
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Age (years)'

At time of oral cancer or last

follow-up
At death or last follow-up

Results

Cases (n=454)
63-3 (13-2)

70-4 (10-7), 71-9
(10-9)#

Controls (n=454)"

63-3 (13-2), 73-6
(10-1)
70-4 (10-7), 73-6
(10-1)

Total (n=908)

63-3 (13-2), 68-4
(12-8)¢
70-4 (10-7), 72-8
(10-5)¢

Sex

Male 279 (61%) 279 (61%) 558 (61%)

Female 175 (39%) 175 (39%) 350 (39%)

Tobacco smoking

Number of cigarettes
156-20 cigarettes/day 186 (41%) 189 (42%) 375 (41%)
21-30 cigarettes/day 166 (37%) 153 (34%) 319 (35%)
31-40 cigarettes/day 76 (17%) 81 (18%) 157 (17%)
>40 cigarettes/day 26 (6%) 31 (7%) 57 (6%)

Pack-years 43:0 (14-6) 39-0(14-7) 41-0 (14-8)

Alcohol

Never 24 (5%) 30 (7%) 54 (6%)

1-5 units/week 164 (36%) 165 (36%) 329 (36%)

>5 units/week 194 (43%) 199 (44%) 393 (43%)

No information 72 (16%) 60 (13%) 132 (15%)

Drug type used

NSAID 77 (17%) 186 (41%) 263 (29%)
Aspirin 5 9 14
Ibuprofen 13 39 52
Naproxen 16 39 55
Indometacin 15 47 62
Piroxicam 17 35 52
Ketoprofen 1 17 28

Paracetamol 48 (11%) 35 (8%) 83 (9%)

Length of NSAID use (years)

<5 10 21 31 (12%)

5-10 22 25 47 (18%)

10-15 26 61 87 (33%)

>15-26 19 79 98 (37%)

christian.lang@meduniwien.ac.at
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* Use of NSAIDs & paracetamol
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Results

— reduced risk of oral cancer

* NSAIDs =2 reduced risk even for heavy smokers (>40
pack years)

— no association with overall survival

— some NSAIDs = increased risk for cardiovascular-
disease-related death

christian.lang@meduniwien.ac.at 15
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g —— NSAID users (E/N=77/263) § Individuals using NSAIDs for
é —— Paracetamol users (E/N=48/83) = 0-5-15 years (non-inclusive) (E/N=58/165)
o 20— S 20~ —Individuals using NSAIDs for 15 or more yea
(E/N=19/98)
p=<0-0001 p=00001
0 T T T T 1 0 T T T T 1
0 20 40 60 80 100 0 20 40 60 80 100
Numbers at risk Numbers at risk
Non-users 562 531 351 50 Non-users 562 531 351 50
NSAID users 263 249 162 33 Individuals using NSAIDs for 165 151 98 18
Paracetamol users 83 8o 49 11 0.5-15 years (non-inclusive)
Individuals using NSAIDs for 15 or more years 98 98 64 15
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Smokers who had quit 113 112 88 24 NSAID users 263 263 213 53
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La bOratory Univariate analysis MEDIZINISCHE
Individuals who had not 41 (7%) 562 . . UNIVERSITAT
used NSAIDs WIEN

for Diagnosis & Regeneration
in Thoracic Diseases |ndividuals who had 42 (16%) 263 206 0-001
& Applied Immunology ysed NSAIDs (1-34-
3-18)
Aspirin 2 (14%) 14 1-16 0-84
(0-28~
4-80)
Ibuprofen 12 (23%) 52 2-86 0-001
(1-50~
5-45)
Naproxen 7 (13%) 55 1-70 0-20
(076~
3-79)
Indometacin 10 (16%) 62 226 0-02
(1-13-
4-52)
Piroxicam 7 (13%) 52 1-84 0-14
(0-82~
4-11)
Ketoprofen 4 (14%) 28 1-90 0-22
(068~
5-31)
Individuals who had 4 (5%) 83 0-51 0-20
used paracetamol (0-18~
1-42)
Multicovariate analysis
NSAID use . . 205 0-001
(1-33-
3-186)
Paracetamol use . . 0-50 0-18
(018~
1-40)
Smoking pack-years . . 1-02 0-93
(<40 or >40) (065~
1-60)
Quit smoking (yes or . . 1-13 0-60
no) (0-72- 18

1-77)
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* advantages vs. disadvantages by long-term
NSAIDs and paracetamol intake

— cancer risk vs. cardiovascular risk
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Discussion

— promising results especially in high-risk groups
* more acceptable than in low-risk groups?
* tantamount to cancer therapy?

christian.lang@meduniwien.ac.at 19
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,Bad luck”

Christmas 2005

e Camilla StOItenberg (head of Norwegian Institute of Public Health

AND sister of Prime Minister of Norway)

— found it suspicious that

|

the database - mentioned in the article - was supposed
to open at the beginning of 2006

christian.lang@meduniwien.ac.at 21
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e C.S.started ,digging” and found out that

|

250 of the patients had birthday
on the same day

v

Report in “PETLIETI(HY
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The fraud  (JUVHIF

Stein Vaaler, director of strategy @ Radium Hospital :

(...)“He faked everything: names, diagnosis, gender,
weight, age, drug use. There is no real data whatsever,
just figures he made up himself. Every patient in this
paper is a fake“ (...)

christian.lang@meduniwien.ac.at 23
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The fraud

it some days later, Sudbo has acknowledged that:

“he has faked at least two more papers”
(published in NEJM and Journal of Clinical Oncology)

v

an independent Commission of Inquiry
led by Prof. Anders Ekbom,
started further investigation

christian.lang@meduniwien.ac.at 24
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30 June of 2006
report of the commission:

15 of his articles were fraduelent,
incl. his doctoral dissertation

christian.lang@meduniwien.ac.at 25
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e Retraction of several fraudulent articles

N L o

ydrugsand therisk oforal > @
cancer: a nested case-control study

S o S M L, Mo § S, W e, A Rt A e, Mas, X Zhew, WM Everses, ARG A Daseribrg

Summary
Sackgroned Noosteoidal acthinflamenatory drugs (NSAIDH) seem o prevent several types of cancer
cresse the risk of candovasculas complications. We invesigaiod whether use of NSAIDs was 253

Methods We undertosk 3 nested case-control study % asalyse data from 3 populat
Norway: CONOR), which consiste of praspectively sbéained health data from all
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This article been retracted: N Engl J Med 2006;355(18):1927.

The NEW ENGLAND JOURNAL of MEDICINE

|| ORIGINAL ARTICLE ”

The Influence of Resection and Aneuploidy
on Mortality in Oral Leukoplakia

Jon Sudbs, M.D., D.D.S., Ph.D., Scott M. Lippman, M.D.,

J. Jack Lee, D.D.S., Ph.D., Li Mao, M.D., Wanja Kildal, M.Sc., Asle Sudba, Ph.D.
Simone Sagen, M.P.H., Magne Bryne, D.D.S., Ph.D., Adel El-Naggar, M.D., Ph.D.,
Bjorn Risberg, M.D., Ph.D., Jan F. Evensen, M.D., Ph.D.,
and Albrecht Reith, M.D., Ph.D.

ABSTRACT
BACKGROUND
Although the standard treatment of oral leukoplakia ranges from watchful waiting to
) ion, the value of th hes is unknown.
METHODS

We studied the relations among resection, ploidy status, and death from cancer in 103
patients with diploid dysplastic oral leukoplakia, 20 patients with tetraploid lesions,
and 27 patients with aneuploid lesions. Data on cancer-specific mortality and treat-
mentwere obtained from the Cancer Registry of Norway, Statistics Norway, and chart
reviews.

RESULTS
Primary oral carcinoma developed in 47 of the 150 patients with leukoplakia (31 per-
cent)— 5 with diploid, 16 with tetraploid, and 26 with aneuploid leukoplakia— during
amean follow-up of 80 months (range, 4 to 237). The margin status of the initial leuko-

From the Departments of Medical
ogy and Radiotherapy (1S, 5.5.,
Division of Digital Pathology (WK),
Department of Pathology, Division ¢
ogy (BR., AR), Norwegian Radiui
pital, University of Oslo, Oslo, Nory
Departments of Clinical Cancer Pre:
(S.M.L), Biostatistics (1).L), Thoraci
and Neck Medical Oncology (S.M.L
and Pathology and Head and Ne
gery (AE-N), University of Texa
Anderson Cancer Center, Housic
Department of Physics (Norwegii
versity of Science and Technology,
heim, Norway (A.S.); and the Department
of Oral Biology, University of Oslo, Oslo,
Norway (M.8.). Address reprint requests
to Dr.J. Sudbg at the Department of Med-
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ORIGINAL REPORT

This article was retracted in December 2006.

wogiar, Radu, Hospal;

o
Arvol Tannneise AS,

(70252613, SE 0207, rd SE 0411),

Risk Markers of Oral Cancer in Clinically Normal
Mucosa As an Aid in Smoking Cessation Counseling

Jon Sudbs, Roy Samuelsson, Bjorn Risberg, Stig Heistein, Christian Nyhus, Margaretha Samuelsson,
Ruth Puntervold, Eva Sigstad, Ben Davidson, Albrecht Reith, and Asmund Bermer

A B S TRATCT

Purpose
Quitting smoking may prevent oral cancer. Behavioral intervention to quit smoking may be
more efficient if persons are assigned an individual risk of cancer.

Patients and Methods

In this prospective study, we provided counseling and behavioral intervention toward smoking
cessation, supplemented by genetic analyses in clinically normal oral mucosa of heavy smokers.
Measurement of serum cotinine was used to assess changes in smoking habits.

Results

In cytologic scrapings from 275 heavy smokers with clinically normal mucosa, we found
tetraploidy in four and aneuploidy in 19 persons (23 of 275; 8%). Twenty one (91%) of 23
persons with aneuploidy had quit or reduced their smoking habits at the 3-month follow-up,
20 (87%] of 23 persons had done so at 12 months, and 21 (81%) of 23 persons had done so

2t M manthe Eifniana ING) Af tha TR narcane withat ABRaHA ~rhanaas in thair minaea
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e 4 Consequenses

* Resigned from all university-based positions in
2006

* Revocation of the license to practice medicine
and dentistry 2006

e Revocation of the doctoral thesis in 2006

christian.lang@meduniwien.ac.at 27
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* massive critics on University of Oslo & Radium
hospital

— lack of controll = faked dissertation(!)

 Norway’s scientific reputation

— some projects granted by U.S. National Cancer
Institute

e effects on co-authors

— although not involved, massive effects on
reputation

christian.lang@meduniwien.ac.at 28
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* 2009 - grant of restricted authorizations to
practice dentistry

— Head of Seljord Dental Clinic
(Telemark fylkeskommune, Norway)

e prohibition of involvation in research

christian.lang@meduniwien.ac.at 29
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 wife and brother = co-authors

Interesting

* no knowledge of the fabrication!

christian.lang@meduniwien.ac.at 30



Ankersmit
Laboratory

for Diagnosis & Regeneration
in Thoracic Diseases

& Applied Immunology

(10N smizsias
Interesting (UJ

* two weeks after announcment

l

new law: medical fraud as criminal act,

,Norway as first country”
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Questions?
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