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Speakers Note 25 May 2009

By way of introduction, when I gave this talk today at

 

our college's annual congress, I said this was not a talk I liked 

 
giving.

 

My interests as a child psychiatrist are in quite different areas such as developmental psychology, interviewing 

 
skills with families, parenting programs

 

and parent‐child therapies.

 

Talking about internal drug company documents is 

 
a long way from that.

However I said it was a talk I felt compelled to

 

give to inform my colleagues of important information that had become 

 
available quite widely on the internet but was not well known to

 

psychiatrists.

I stated that in no way was this talk meant to be taken personally, that industry people I'd met over the years had always 

 
been in my experience fine people.

 

But rather the problem was the systems that put people in situations that 

 
ultimately lead to harmful outcomes for patients.

 

The problem was as much the medical professions' as industry (on 

 
further thought probably collusion by the profession is the worse aspect as industry marketeers are in a way only 

 
doing their job of maximising sales).

 

It is the systems ‐

 

the relationship between Pharma

 

and Medicine ‐

 

which need to 

 
change (for which there is a rising mainstream chorus).

At a personal level I described how I had joined Healthy Skepticism

 

25 years ago when working as an intern with Peter 

 
Mansfield, the founder of HS at the Royal Adelaide Hospital.

 

We had both done medical electives in South Asia and he 

 
told me of dumping of medications banned in the west, due to toxic side‐effects, upon developing world doctors and 

 
patients.

 

Despite that, for 20 years my

 

awareness with these issues could be described as "intellectual insight" only, 

 
not producing much behavioural change.

It was only in the last 5 years that my sense of these issues moved to "emotional insight" over the GSK study 329 issue 

 
where adolescent suicidality/homicidality

 

data was obscurred

 

on paroxetine and I realised how some teenagers I'd 

 
prescribed this to in the 1990s had had this adverse reaction which I had been

 

unprepared for even though the 

 
company knew.

 

Also I had issues with the "TADS study" (my issues are in a paper on this on HS website). 

Finally I became aware of

 

gross overmedication and overdiagnosis

 

of bipolar disorder, mainly in the USA, where very young 

 
children, many toddlers,

 

were heavily medicated.

 

It was through researching this phenomenon that I came across the 

 
"Zyprexa

 

documents" and more latterly the Seroquel

 

and J&J‐Risperdal

 

documents.

Dr Peter I H Parry
consultant child & adolescent psychiatrist
senior lecturer, Flinders University
c/‐

 

Marion CAMHS
PO Box 248, Oaklands Park, SA 5050 Australia
ph +61 8 82987744, fax +61 8 82987232
peter.parry@health.sa.gov.au

mailto:peter.parry@health.sa.gov.au
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Disclosure –
 

Peter Parry

• Member of Healthy Skepticism
– www.healthyskepticism.org

• No recent pharmaceutical company income to declare
– Gave 2 or 3 talks on child psychiatry in mid 1990s at sponsored GP meetings 

 payments of approx $200 per time
– Occasionally fill out a postal/phone survey

http://www.healthyskepticism.org/
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Disclosure – Glen Spielmans

• Holds <$10,000 US in mutual fund (Vanguard 
 Health Care) that invests nearly exclusively in 
 drug companies 
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Pharma
 

& Medicine both have vital roles
 to play…BUT ‐

 
burgeoning academic literature on 

 deficits of current system 

• Outcomes from sponsored trials differ from 
 independent trials.

– Selective publication.
– Ghost writing.

• Undue influence through CME
– Influence of advertising & gifts.
– Influence of sponsored CME/conferences.

Result is obscuring of fullest available knowledge 
 in direction of overstating benefits and 

 understating harms.
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A rising chorusA rising chorus
• Lancet editorial: Apr 2002: “How tainted has medicine 

 become?”
• “

 
Heavily, and damagingly so”

• BMJ
 

Aug 2008:  “Sponsorship of medical education”.
• 3 article feature (Moynihan, Fletcher, Gould) included RANZCP 

 2009 sponsorship issue and resignation of convenor and other 
 committee members.

• JAMA
 

Sep 2008: Relman
 

A. “Industry support of medical 
 education”.

• “Industry likes to call this education but it is not. It is 
 marketing.”

• PLoS
 

Medicine Nov 2008: Chan A‐W. “Bias, spin and 
 misreporting: Time for full access to trial protocols and 

 results.”
• “favorable results were often highlighted while 

 unfavorable
 

data were suppressed; definitions of 
 primary outcomes were changed; and methods of 
 statistical analysis were modified without explanation in 

 the journal article.”
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Critiques of pharma
 

influence in clinical trial process through 
 selective statistical methods.

• Pocock
 

et al, N Engl
 

J Med. 1987; 317:426‐32
• Chan, PLoS

 
Med 2008, 5(11): e230

• Jureidini et al, Int
 

J Risk Saf
 

Med 2008; 20(1‐2):73‐81
• Jureidini et al, BMJ

 
2004;328:879‐83

• Svensson et al, Psychother
 

Psychosom. 2004;73(1):10‐6.
• Gøtzsche, BMJ

 
2006; Jul 29;333(7561):231‐234

• Garcia‐Berthou
 

et al, BMC Med Res Methodol
 

2004; May 28;4:13
• Sackett, CMAJ

 
200;1 Oct 30;165(9):1226‐37

• Sterne et al. BMJ
 

2001;322:226‐231
• Gigerenzer

 
et al. Psychol

 
Sci

 
Pub Int. Vol

 
8‐

 
2:53‐96

• Whittington et al. Lancet
 

2004; 363: 1341‐1345.
• Angell, JAMA. 2008;300(9):1069‐1071
• Sismondo, Soc. Sci. & Med. 2008;66:1909‐1914

• etc. etc. etc. – the Sismondo
 

paper in particular has several dozen 
 references of similar papers.
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Pharmaceutical Sponsorship and Outcome

 Lexchin et al BMJ 2003

OR = 4.05

 
(95% CI 2.98 –

 
5.51) ‐

 indicating industry funding related to 

 more positive outcome for pharmaco’s

 drug (v placebo or comparator).

Presenter
Presentation Notes
BMJ 2003;326;1167-1170
Joel Lexchin, Lisa A Bero, Benjamin Djulbegovic and Otavio Clark
Pharmaceutical industry sponsorship and research outcome and quality: systematic review
Review article from on studies examining relationship between study funding source and trial outcome
Above figure shows odds ratios. ORs greater than 1 indicate industry funding related to more positive outcomes. Studies included both clinical and pharmacoeconomic outcomes. The summary odds ratio was 4.05 (95% confidence interval 2.98 to 5.51).
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Critiques of influence of sales reps and CME.

• Several studies find doctors are influenced in direction of 
 sponsors’

 
drug by CME and also influenced by sales reps:

• Spingarn et al .Acad
 

Med
 

1996;71(1):86‐8.
• Kreyenbuhl

 
et al. Psychiatr

 
Serv. 2007;58(7):983‐90. 

• Huang et al. Acad
 

Psychiatry
 

2005;29(5):500‐1.
• Orlowski

 
& Wateska, Chest

 
1992;102(1):270‐3.

• Bowman et al. J Contin
 

Educ
 

Health Prof
 

1988;8(1):13‐20.
• Steinman et al. Ann Intern Med 2006;145:284‐93.

• Wazana, JAMA 2000;283:373‐80.
• Grande et al. Arch Intern Med.

 
2009;169(9):887‐893 

• In contrast one study looked for association between 
 exposure to meetings sponsored by drug companies and the 

 frequency of prescribing but did not detect any:
• Peay

 
& Peay

 
Soc Sci

 
Med

 
1988;26(12):1183‐9.
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“I’m Not Influenced by Gifts”
• Psychiatry trainees who received more gifts from 

 industry reported their prescribing habits as less 
 influenced by gifts.

– “the number of promotional items received was positively 
 correlated with the belief that discussions with 

 representatives have no impact on prescribing behaviour
 (r, = 0.24, p < 0.04).”

• Trainees as a group became more sceptical
 (?confident that they could resist influence) with 

 increased seniority.

Hodges, Canadian Medical Association Journal, Sep 1995



11

“Educational”  Vacations

• Cleveland Clinic physicians
– Received full paid lavish “educational”

 
junkets to luxury 

 resorts, involving a new antibiotic medication

– 19/20 MDs who attended junkets said such a trip would 
 not or was unlikely to influence their practices

– Prescriptions for the new drug skyrocketed 
 disproportionately at the hospital shortly after the 

 “educational”
 

seminar

Orlowski

 
& Wateska. The effects of pharmaceutical firms enticements on physician 

 prescribing patterns. There’s no such thing as a free lunch. Chest

 
July 1992
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“There’s no such thing as a free lunch”
 Orlowski

 

& Wateska,  Chest July 1992
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More Relationships = Less Bias?

• Dr Lawrence Ginsberg, Texas physician
– His clinic prescribed psychiatric drugs to nearly 

 2000 foster children from 2002‐2008

– Has consulted for nearly 20 drug firms

– "If a physician talks to all the companies and 
 prescribes for all the companies, then no 

 company has an edge.”

Ramshaw, E. Some Texas foster kids’

 
doctors have ties to drug firms.  Dallas Morning News 

 17 Aug 2008

Presenter
Presentation Notes
"The people who are most respected are the ones who talk to drug companies, who become consultants for
multiple companies, because their opinion is really valued," said Dr. Lawrence Ginsberg, whose Houston clinic
has prescribed psychiatric drugs to nearly 2,000 foster children since 2002, according to state Medicaid records.
Dr. Ginsberg, an expert whose work has been published in various top medical journals, has consulted for nearly
20 pharmaceutical firms throughout his career.
"We prescribe the medication that works best for the patient irrespective of our relationship with a drug
company," he said. "If a physician talks to all the companies and prescribes for all the companies, then no
company has an edge."
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Media articles by prominent psychiatrists/physicians

• Marcia Angell: Drug Companies & Doctors: A 
 Story of Corruption.  The New York Review of Books, January 

 15, 2009.

• former editor NEJM.
• Angell M. The Truth About the Drug Companies: How 

 They Deceive Us and What to Do About It. New York, NY: 
 Random House; 2004.

• Daniel Carlat: Dr Drug Rep. The New York Times, November 
 25, 2007.

• psychiatrist, former KOL re venlafaxine.
• set up his own independent CME and online journal  

 www.thecarlatreport.com

http://www.thecarlatreport.com/
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Law courts examining the problem.

• Several class actions and state prosecutions 
 against (among others)

– Eli‐Lilly (Zyprexa), 
– Astra‐Zeneca (Seroquel) 
– Janssen/Johnson & Johnson (Risperdal).

• Settlements to $Bs
• Alleged 

– selective drug trial processes, 
– off‐label promotion, 
– withholding/understating risk of ADEs

 
.

Presenter
Presentation Notes
Note that Lilly’s settlement is largest: $1.415 billion and that they plead guilty to marketing Zyprexa off-label for dementia
	*Data indicate that atypicals are not more effective than placebo in treating behavioral symptoms of dementia but ARE linked to a higher rate of death than placebo (In my view, this is one of the most understated problems that has occurred with atypicals – massive, indiscriminate use among the elderly, with little benefit and many serious harms)
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Zyprexa
 

sales v settlements

• $40 billion in sales 1996 –
 

2009

• ~ $2.7 billion in court settlements 
– Includes “largest criminal fine in history”

• $515 million for off‐label marketing for dementia, Jan 
 2009.
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What are the “Zyprexa Documents”

• Class action court case v Eli‐Lilly re alleged 
– with‐holding of ADEs

 
data (wght

 
gain and diabetes) 

– off‐label marketing (dementia and subsyndromal
 

mood swings).

• Lawyer (Gottstein) public health physician (Egilman) 
 journalist (Berenson) in Dec 2006 made public 358 files 

 www.furiousseasons.com
 

(Dawdy) 
 www.boocompany.com/zyprexakills
 

(anon.)
– internal memos, 
– Powerpoints
– marketing strategies…

• Judge (Weinstein) ordered cannot be removed from 
 internet and has since stated they belong in public 

 domain.

http://www.furiousseasons.com/
http://www.boocompany.com/zyprexakills
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Several articles in New York Times and other mainstream 
 media but little in the academic literature

• BMJ news report. 
– Dyer. BMJ

 
2007;334:171

 
(27

 
January) 

• Healy & LeNoury. Intl. J. Risk & Safety in Medicine 
 2007

• Spielmans, G. ‐
 

“The Promotion of Olanzapine
 

in 
 Primary Care: An Examination of Internal Industry 

 Documents”. Social Science & Medicine  (in 
 press)

Presenter
Presentation Notes
Healy & LeNoury  PBD: An object of study in the creation of an illness.
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Methodology for this presentation

• All 358 files independently viewed by Spielmans
 

and 
 Parry.

• Focus on 117 files relating to marketing of Zyprexa
 which involved training of sales reps, marketing 

 strategies and CME.

• Thus this is “data‐mining”
 

for issues of concern.

• Eli‐Lilly argued in court that the documents needed 
 to be understood in context.

• For full context one has to read each file in full – the 
 ZY number gives reference.
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What do the Zyprexa
 

documents reveal?

1.
 

Marketing for NCEs
 

(New Clinical Entities) 
 and off‐label indications.

2.
 

Sophistication of pharmacos
 

in interacting 
 with and “influencing”

 
its “customers”.

= physicians, pharmacists, hospitals/govt, allied health, 
 patient advocacy groups.

3.
 

Damage control
•

 
use of “spin”, delaying tactics re Adverse Drug Events, 

 esp
 

weight gain and diabetes.
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Other Zyprexa
 

documents?

Eli‐Lilly CEO

John Lechleiter
(paid $13 million in 2008)

email (from case in Alaska ‐
 

not in the 358 docs) 
 from current CEO:

• 'The fact we are now talking to child 
 psychs and peds

 
and others about 

 Strattera
 

means that we must seize 
 the opportunity to expand our work 
 with Zyprexa

 
in this same child‐

 adolescent population'

Berenson in NY Times Mar 2008
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1. Marketing and 1. Marketing and 
 Creating New MarketsCreating New Markets

• The “life‐plan”
 

for Zyprexa
 

changes as “Year‐
 X”

 
(expiration of Prozac patent in 2001) 

 approaches.



23

ZY100035541  Olanzapine
 

Lifeplan

1994:

• The “Safer 
 Clozapine”

• Market is 
 Schizophrenia.

• No mention of 
 bipolar or dementia.
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ZY201548768  Betting the Farm

• Prozac patent due to 
 expire August 2001.
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ZY201548768  Betting the Farm
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ZY200270343   Zyprexa

 
Product Team summary 1997



27

ZY200270343   Zyprexa
 

Product Team summary 1997
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ZY200270343   Zyprexa
 

Product Team summary 1997
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ZY200270343   Zyprexa
 

Product Team summary 1997
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ZY200270343   Zyprexa
 

Product Team summary 1997



31

ZY200270343   Zyprexa
 

Product Team summary 1997
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ZY200270343   Zyprexa
 

Product Team summary 1997
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ZY100041262  PCP (primary care 
 physician, ie

 
GP) opportunity 
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ZY100041262  PCP opportunity 



35

ZY200083405    PCP vision
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ZY200083405    PCP vision



37

ZY100040886  Primary Care Physician strategy
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ZY 100175096
 Viva Zyprexa
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ZY 100175096 Viva Zyprexa
 Incentives to sales reps
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ZY 100175096  Viva Zyprexa

To the tune of 

“Viva Las 
 Vegas”
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ZY100520636  Primary care implementation guide  
 June 2001 
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ZY100040668  PCP strategy manual
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ZY200061996  Sales Guide “Donna”
 

June 2002
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ZY200061996  Sales Guide “Donna”
 

June 2002
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ZY100041630  
 “2001 from “Year X to Year X‐ceptional”
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ZY100041630  
 2001 from “Year X to Year X‐ceptional”
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ZY100041630  
 2001 from “Year X to Year X‐ceptional”
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ZY100041630  
 2001 from “Year X to Year X‐ceptional”
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ZY200227498   Global value committee rv
 

of Zyprexa
 Aug 2002

 Strategic intent
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2. Studying & Influencing Customers2. Studying & Influencing Customers

• Sophisticated market research is applied to 
 “customers”

– mainly psychiatrists and primary care physicians 
• also pharmacists, nurses, allied health, health 

 maintenance organisations, public health authorities, 
 patient advocacy groups etc.

• Segmentation – type casting of physicians and 
 tailoring information to personality styles to 

 maximise sales.
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ZY200083203   Neuroscience segmentation (type casting doctors) 
 for sales
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ZY200083203   Neuroscience segmentation for sales
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ZY200083203   Neuroscience segmentation for sales
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ZY200083203   Neuroscience segmentation for sales
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ZY200083203   Neuroscience segmentation for sales
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ZY200085380  Segmentation sales practice
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ZY100174816  Keyplayer
 

Playbook  Aug 2002



58

ZY100174816  Keyplayer
 

Playbook
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ZY100174816  Keyplayer
 

Playbook
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ZY100507583   email re exec summary diabetes and “our high flyers”

 

Mar 2002
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ZY100174816  Keyplayer
 

Playbook
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ZY200455949   selling to skeptical
 

experimenters email Feb 2003
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ZY100174816  Keyplayer
 

Playbook
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ZY100174816  Keyplayer
 

Playbook
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ZY100174816  Keyplayer
 

Playbook
 planning the scientific data
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ZY100174816  Keyplayer
 

Playbook
 planning the scientific data
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ZY100174816  Keyplayer

 

Playbook

 

Scientific Messaging Effectiveness
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ZY200540696   email re “want patient to stay on Zyprexa

 

long term”

 Oct 2002
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ZY200540696   email re “want patient to stay on Zyprexa
 

long term”
 Oct 2002
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ZY201558654 “Competitive literature review”
 

May 2002

• Lilly reviews numerous 
 studies by independent 
 researchers and 

 competitors re 
 hypergylcaemia, diabetes 

 and hyperlipidaemia.
• Are “reviewed”

 
in 

 (hyper)critical
 

manner with 
 an apparent pre‐

 conception that Zyprexa
 can’t cause these 

 problems.
• ?a source of meaningful 

 peer‐review if all 
 pharmacos

 
made them 

 public!
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ZY100023162  letter from MD to Eli‐Lilly executive
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ZY100174816  Keyplayer
 

Playbook
 thought leaders and consultants
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ZY100175630   expert panel with Lilly wght

 

gain and diabetes steering committee Aug 2000
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ZY100175630   expert panel with Lilly wght
 

gain and diabetes steering 
 committee Aug 2000
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ZY100175630   expert panel with Lilly wght

 

gain and diabetes steering committee Aug 2000
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ZY100175630   thought leaders with Lilly wght
 

gain and diabetes steering 
 committee Aug 2000
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ZY100174816  Keyplayer
 

Playbook
 public and private health beauraucrats
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ZY201358723   private negotiations w regulators “better influence outcome”

 
undated
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ZY100174816  Keyplayer
 

Playbook



80

Strategies for an APA conference 

• The Zyprexa
 

documents dealt with how sales 
 reps should handle: 

– psychiatrists 
– espionage from sales reps of other pharmacos

• At the 2002 and 2003 APA meetings.
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ZY201220087   APA 2002 preparation
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ZY201220087   APA 2002 preparation
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ZY100014182   APA 2003 review
 dealing with atypicals

 
v typicals

 
debate
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3. Managing 3. Managing ADEsADEs
 

‐‐
 

Weight Gain and Hyperglycaemia/Diabetes Weight Gain and Hyperglycaemia/Diabetes 

• The Zyprexa
 

documents show a progression from 
– denial 
– Zyprexa

 
ADEs

 
= all other atypicals

 
“class effect”

– reluctant “ownership”
• weight gain and to lesser extent diabetes higher in Zyprexa, 
• “empathic”

 
management of the issues.

• By 2005 “Zyprexa
 

may not be for everyone.”
• Many slides culled here, see longer versions @ 

 www.healthyskepticism.org

http://www.healthyskepticism.org/
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ZY100426128  US schizophrenia advisory panel review HGAJ study with 
 advisor comments December 1995
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ZY100074131  FDA warning letter November 1996
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ZY100040198  verbatims
 

for doctors re weight gain
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ZY100040198  verbatims
 

for doctors re weight gain
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ZY100040198  verbatims
 

for doctors re weight gain
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ZY100040198  verbatims
 

for doctors re weight gain
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ZY100379985  ADEs
 

report from early placebo controlled trials  1997 or 
 later

 
(large font in document)
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ZY100094522 internal Lilly email Dec1998 re 
 hyperglycaemia and diabetes
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ZY201016928/9
 letter re high rate diabetes Nov 1999
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ZY100382455   form letter for ?doctors re hypergly/diabetes aprox
 late 1999
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ZY100592565   Olanzapine

 
core safety & efficacy beliefs summary undated. 

 Notes EL trials not designed to spec test re diabetes
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ZY100375967   Market research re doctors views diabetes and antipsychotics 
 September 2000
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ZY100378053  email hyperglycaemia “threat for olanzapine”
 

Sep 2000
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ZY100378070  emails re mtg with endocrinologic

 
consultants Oct 2000
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ZY 100175585  Diabetes situation analysis Dec 2000
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ZY 100175585  Diabetes situation analysis Dec 2000
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ZY 100175585  Diabetes situation analysis Dec 2000
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ZY 100175585  Diabetes situation analysis Dec 2000
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ZY100504593   Handling hyperglycemia/diabetes  Nov 2001
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ZY100508680   jottings re  
 diabetes data...”if we were 
 impartial – we’d say they 

 are not very good”
 

“our customers think we are 
 arrogant about our data”
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ZY200664695   Market research on handling diabetes to 
 psychiatrists  Mar 2002
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ZY200399435   email re Prof Newcomer’s presentation in UK re diabetes and atypicals
 Aug 2002

 “if I were with J [Janssen], I’d be throwing some cash at this chap”
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ZY100737693   Letter re “10%”
 

metabolic ADEs
 

Sep2002
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ZY201381347   email re “neutralising issue”
 

in Japan re hypergly/diabetes 
 concerns  Nov 2002
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ZY100386523 regulatory activity timeline from 1985 to 
 FDA decision 15 Sep 2003
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Judge Weinstein draft order in Zyprexa
 

case July 2008, page 117
 Perhaps why E‐L so resistant to PI label change re diabetes/hypergly.



111

ZY201238586   Issue management wght
 

gain/diabetes
 mid 2003
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ZY200192865 Integrating wght
 

gain into the brand promise
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ZY200506745     Managing wght
 

gain diabetes concerns CSF marketing Dec 2003
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ZY201588969   letter to ADA protesting differential warnings on 
 atypicals

 
Jan 2004
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ZY200598805    emails re literature saying antipsychotics of equal efficacy 

 Jan 2004
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ZY201588819   internal Lilly lit rv

 
on comparative metab

 
ADEs

 
of atypicals

 
undated 

 but latest ref used 2003.

 anonymous Lilly reviewer concludes Risp

 

and Quet

 

are more likely to have metab

 

ADEs

 

than current warnings, 

 
but also that Olz

 

sits with Cloz

 

as most likely agents to give metabolic ADEs
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ZY200581528   email: our “position (no differential between atypicals

 
on diabetes) is 

 making us look foolish”

 Mar 2004



118

ZY201607921   marketplace strategy managing wgt
 

gain Jan 
 2005
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The The SeroquelSeroquel
 

documentsdocuments

• Seroquel
 

(quetiapine): AstraZeneca’s atypical 
 antipsychotic

• Many issues raised in documents released 
 through litigation process (Federal court in 
 Florida)

– Selective publication of clinical trial data and 
 perhaps misleading analyses in journals/ 

 presentations

• Available at blog: http://industry.bnet.com/pharma/10001228/e‐

 mail‐astrazeneca‐knew‐in‐1997‐that‐seroquel‐caused‐weight‐gain/

http://industry.bnet.com/pharma/10001228/e-mail-astrazeneca-knew-in-1997-that-seroquel-caused-weight-gain/
http://industry.bnet.com/pharma/10001228/e-mail-astrazeneca-knew-in-1997-that-seroquel-caused-weight-gain/


120

AZ Presentation in 2000

• Results from four trials: Seroquel
 

has 
 significantly higher response rate than Haldol

• Academic researcher on study said in 
 accompanying press release:

– “Almost 50 years later, however, many patients are still 
 taking [typical antipsychotics], even though more effective 

 treatments like SEROQUEL exist.”
– “I hope that our findings help physicians better 

 understand the dramatic benefits of newer medications 
 like SEROQUEL because, if they do, we may be able to help 

 ensure patients receive these medications first.”
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AstraZeneca’s Internal Analysis
*Based on same four studies presented in prior slide
*Finds advantages for Haldol, not Seroquel

Omnibus MSJ Exhibit 2
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Internal Data vs. Published Data

*AZ concerned with internal data showing Seroquel
 

as inferior to Haldol
 

in 
 efficacy for schizophrenia (last slide) – how to handle this?

Omnibus MSJ Exhibit 4

Presenter
Presentation Notes
Some details of this have been written about in Minneapolis/St. Paul newspapers
St. Paul Pioneer Press
Minneapolis Star Tribune
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Omnibus MSJ  Exhibit 13  “could put positive spin”
 

on “cursed”
 

study 15
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“cursed”
 

Study 15
 Study 15 Report (1996) Section 4.1 (p37 ‐52)

• 301 patients in full or partial remission of 
 schizophrenia from 34 centers

• Results:
– Significantly more psychotic relapse on Seroquel

 than Haldol

– Some symptom measures favored
 

Haldol
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“cursed”
 

Study 15
 What was reported?

• "Treatment with quetiapine
 

at higher doses relative to 
 haloperidol appears to have a positive impact on important 

 domains of cognitive performance that have been found to 
 predict role function and community outcomes in patients 

 with schizophrenia."
• "The potential cognitive benefits of quetiapine

 
relative to 

 haloperidol add to a growing list of benefits of treatment with 
 quetiapine

 
including: no dose related EPS, low level of overall 

 side effects, high levels of patient satisfaction, and good 
 tolerability."

• Seroquel's
 

poor performance on psychotic relapse and 
 symptom measure scores are not noted anywhere in the 

 paper.

• Velligan

 
DI, Newcomer J, Pultz, J, Csernansky

 
J, Hoff, AL et al. 2002. Does cognitive 

 function improve with quetiapine

 
relative to haloperidol? Schizophrenia 

 Res;53:239‐248
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Omnibus MSJ Exhibit 6  slides for KOL speaker,
 email says have been “tweaked”
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Omnibus MSJ Exhibit 5   

 AZ marketing 
 director 

 deposition 
 Apr 2008
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Omnibus MSJ  Exhibit 14 – reads as though study 15 could not be spun, was 
 “buried”

 
–

 
with others

Presenter
Presentation Notes
Note that John Tumas was publications manager for Seroquel
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43_exhibit_12

 study published in Int
 

J Psychiatry in Clin
 

Prac 2000
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Omnibus MSJ Exhibit 32  weight & diabetes sell sheet  Aug 2005
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Omnibus MSJ Exhbit

 
43 –

 
declaration by expert witness, psychiatrist Dr Wirshing

 AZ obscured weight gain & diabetes issues re Seroquel

 
for years
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Omnibus MSJ Exhibit 44  testimony of expert witness, pharmacologist Dr 
 Plunkett

 AZ  aware of Seroquel
 

association with diabetes/hyperglycemia
 

1999
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Omnibus MSJ exhibit 9  statement of expert witness, epidemiologist Dr Arnott 



Seroquel
 

global brand team email 8/7/03 re “IIT benchmarking report”
 avail:  www.fdanews.com/ext/files/IIT‐Seroquel.pdf
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http://www.fdanews.com/ext/files/IIT-Seroquel.pdf
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J&J J&J RisperdalRisperdal
 

documentsdocuments
 re J&J Pediatric Psychopharmacology Research Program at 

 the Massachusetts General Hospital

• Released from a court case involving Johnson & 
 Johnson (Janssen) in Masachussetts, Nov 2008

• Available at:
– http://psychrights.org/Research/Digest/NLPs/Rispe

 rdal/081112Opp2BiedermanQuash‐Seal.pdf

– Further information:

– http://ahrp.blogspot.com/2008/12/j‐j‐risperdal‐
 documents‐biederman.html

http://psychrights.org/Research/Digest/NLPs/Risperdal/081112Opp2BiedermanQuash-Seal.pdf
http://psychrights.org/Research/Digest/NLPs/Risperdal/081112Opp2BiedermanQuash-Seal.pdf
http://ahrp.blogspot.com/2008/12/j-j-risperdal-documents-biederman.html
http://ahrp.blogspot.com/2008/12/j-j-risperdal-documents-biederman.html
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JJRE02256029 rationale to generate data supporting use of risperidone
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Annual Report 2002: The Johnson and Johnson Center

 
for Pediatric

 Psychopathology at the Massachusetts General Hospital

 Director: Joseph Biederman. MD

 CQ~Drreetor; Stephen V. Faraone,. PhD

From Wall Street Journal, avail at: http://s.wsj.net/public/resources/documents/WSJ_Risperdal125‐127‐112408.pdf

http://s.wsj.net/public/resources/documents/WSJ_Risperdal125-127-112408.pdf
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JJRE02510305 anxiety over loss of a KOL’s
 

favour to a competitor
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JJRE02510306 we have jerked him around…afraid of repercussions



JJRE04017358 – how to “handle”
 

improvement in placebo issue “if 
 it occurs”

 
– why raw data & trial protocols would end suspicion
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Media reports of psychiatrists’
 

earnings from 
pharmaceutical companies

• June 8, 2008:  Researchers Fail to 
Reveal Full Drug Pay by Gardiner 
Harris & Benedict Carey

• A world‐renowned Harvard

 

child psychiatrist 

 
whose work has helped fuel an explosion in 

 
the use of powerful antipsychotic medicines in 

 
children earned at least $1.6 million in 

 
consulting fees from drug makers from 2000 to 

 
2007 but for years did not report much of this 

 
income to university officials, 

• In the last 25 years, drug and device makers 

 
have displaced the federal government as the 

 
primary source of research financing

• “The price we pay for these kinds of 

 
revelations is credibility, and we just can’t 

 
afford to lose any more of that in this field,”

 
said Dr. E. Fuller Torrey, executive director of 

 
the Stanley Medical Research Institute, which 

 
finances psychiatric studies. “

Presenter
Presentation Notes
The media is also focussing in on consulting fees and other payments to key opinion or thought leaders.  Our specialty is coming under particular scrutiny as the most  well rewarded In this regard.

These two articles honed in on Dr Maria Delbello who’s study on Quetiapine according to the paper was unfairly praised in the JAACAP treatment guidelines.

Whether true or not , it  doesn’t look good:

READ “Dr Delbello who earns $180 thousand dollars from the University of…

6 weeks later the NYT reports her READ “disclosure forms… 

http://topics.nytimes.com/top/reference/timestopics/organizations/h/harvard_university/index.html?inline=nyt-org
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Symbiotic relationship between pharma
 

and 
medical profession has a long history.

He was a perfect practicing physician.  
These causes being known for what they were,
He gave the man his medicines then and there.

All the apothecaries in a tribe
Were ready with the drug he would prescribe 
And each made money from the other’s guile;
They had been friendly for a goodish while.

Geoffrey Chaucer c. 1390

from The General Prologue to The Canterbury Tales

Presenter
Presentation Notes
There is a largish segment of the community with attachment and post-traumatic related issues that have accrued personality and neurotic diagnoses over the years and at times diagnoses like “ambulant schizophrenia” (later Borderline PD).  There has generally been a medication cure touted.  

To greater or lesser extents some of these cures have at times been worse than the disease – the risk with toddlers and atypicals would seem a standout.
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ConclusionsConclusions

1.
 

Pharmaco’s
 

bottom line appears to be 
 prime dynamic and drives search for as wide 

 as possible indications including 
 subsyndromal

 
and soft syndromes.

– In the case of Zyprexa
 

the expiration of the 
 Prozac patent fuelled this move beyond previous 

 antipsychotic salesplan.

2.
 

Drive for wider indications and defence 
 against adverse publicity re ADEs

 
appears to 

 set research agenda.
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Conclusions

3.
 

CME in its broadest sense (advertising, sales 
 reps, key opinion leaders/thought leaders, 

 meetings, conferences, journals) is approached 
 with sophisticated marketing strategies.
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Conclusions

4.  Academic psychiatrists with interests that are 
 “confluent”

 
with pharmacos

 
are sought out and 

 feted with grants, consultancy fees etc.
– Does this skew the weight of research/teaching in an 

 overly biomedical direction and away from the 
 biopsychosocial

 
model?

5. ADE’s
 

are approached defensively.
– Unclear how much group think/institutional pressure 

 effect rather than overtly conscious/deliberate. 
• Analogy with “one eyed”

 
football fans?



147

Conclusions
7.

 
Evidence (from Seroquel

 
documents) that 

 some unfavourable in‐house studies are 
 “buried”.

8.
 

“Competitive reviews”
 

of other pharmacos’
 research and claims appear hypercritical

 
but 

– at least show competition can help balance 
 selective information from competitor 

 pharmacos.

– suggests pharmacos
 

know or assume each other’s 
 methodology to be biased/flawed.
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Postscript re Atypical Antipsychotics

• All $multi‐billion earners for pharmacos.  Yet:
• Tyrer

 
P & Kendall T. The spurious advance of 

 antipsychotic drug therapy. Lancet
 

Jan 4, 2009.
– “The spurious invention of the atypicals

 
can now be 

 regarded as invention only, cleverly manipulated by the 
 drug industry for marketing purposes and only now being 

 exposed. But how is it that for nearly two decades we 
 have, as some have put it,9

 
“been beguiled”

 
into thinking 

 they were superior?”

• They answer their own question with similar 
 conclusions to those we have come to from reading 

 the above internal pharmaco
 

documents.

http://www.sciencedirect.com.proxy.library.adelaide.edu.au/science?_ob=ArticleURL&_udi=B6T1B-4V34G8C-2&_user=162644&_coverDate=01%2F09%2F2009&_rdoc=5&_fmt=full&_orig=browse&_srch=doc-info(%23toc%234886%232009%23996260342%23799347%23FLA%23display%23Volume)&_cdi=4886&_sort=d&_docanchor=&_ct=38&_acct=C000013138&_version=1&_urlVersion=0&_userid=162644&md5=6cc02c44004e264b65d551785cb454e4#bib9
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American Journal of Psychiatry 
 March 2009      Editorial board commentary (26 signatories)

• “There is no clearer example of conflict of interest 
 than the participation of prominent psychiatrists in 
 pharmaceutical company speakers bureaus, which 
 supply academic opinion leaders to deliver 

 company‐approved presentations that market their 
 drugs to their clinical colleagues in the guise of 

 medical education.”
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American Journal of Psychiatry 
 March 2009

 Editorial board commentary:

 Conflict of Interest—
 An Issue for Every Psychiatrist

• “The interacting system of industry‐supported clinical 
 trials, advisory boards, and speakers bureaus not always, 

 but nonetheless too often, has resulted in conflicts of 
 interest that have demeaned both psychiatry and the 
 pharmaceutical industry.”
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The Profession and Industry
 (DeAngelis

 
CD & Fontanarosa

 
PB, JAMA 2008; 299:1833‐1835)

• Some proposals
– Prospective registration of all clinical trials with 

 principal investigator(s) listed
– Primary data should be analyzed by investigators and 

 not company
– Honest authorship and financial disclosure
– Independent statistical analysis by journal
– Meaningful punishment for errant 

• Authors
• Peer reviewers
• Journal editors

– Professional organizations to prohibit industry input 
 into educational activities

Slide courtesy Prof Felix Bochner, pharmacology, Adelaide University
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Institute of Medicine
 of The National Academies (USA)  April 2009

• Because of “risk of bias…loss of trust…risk to public’s 
 health”:

– Public disclosure all finance between industry & 
 physicians, researchers etc (all “keyplayers”

 
in Zyp

 
docs 

 parlance)
– “Prohibit…gifts…industry controlled presentations…ghost 

 written papers…”
– “Restrict…contact with sales reps, drug samples…”
– CME to be “free of industry influence”, needs “alternative 

 sources of funding”
– Clinical practice guidelines committees to have no 

 members with conflicts of interest, and to be free of 
 industry sponsorship



153

APA severely restricts future industry 
 sponsorship of CME

• From 2010 (2011 at latest) no industry 
 sponsored symposia at APA.

• i.e. Similar to original  plan for RANZCP Congress 2009

• + at Adelaide plan to not accept naming rights



www.the‐scientist.com/blog/print/55679/
 Elsevier published 6 fake journals  sponsored by Merck and un‐named pharmacos

– Australasian Journal of Bone & Joint Medicine

– Australasian Journal of General Practice
– Australasian Journal of Cardiology
– Australasian Journal of Clinical Pharmacy

– Australasian Journal of Cardiology
– Australasian Journal of Cardiovascular Medicine

• Fortunately we already have Australasian Psychiatry !

154

http://www.the-scientist.com/blog/print/55679/
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April 1, 2009 
Vioxx maker Merck and Co drew up doctor hit list

Staff at US company Merck &Co emailed each other about the list of doctors - 
mainly researchers and academics - who had been negative about the drug 
Vioxx or Merck and a recommended course of action. 

The email, which came out in the Federal Court in Melbourne yesterday as part 
of a class action against the drug company, included the words "neutralise", 
"neutralised" or "discredit" against some of the doctors' names.

It is also alleged the company used intimidation tactics against critical 
researchers, including dropping hints it would stop funding to institutions 
and claims it interfered with academic appointments. 

"We may need to seek them out and destroy them where they live," a Merck 
employee wrote, according to an email excerpt read to the court by Julian 
Burnside QC, acting for the plaintiff.

• However no similar emails seen in the Zyprexa, Seroquel

 
or J&J‐MGH documents.
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