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Continuing Medical Education =

Program Speaker/Author: Daniel Hartung, PharmD, MPH MED I C A L CENTER

Course Director: Barbara S. Schneidman, MD, MPH
Federation of State Medical Boards Research and Education Foundation, Secretary
Federation of State Medical Boards, Interim President and Chief Executive Officer

Program Directors: David Pass, MD
Director, Health Resources Commission, Oregon Office for Health Policy and Research
Dean Haxby, PharmD
Associate Professor of Pharmacy Practice, Oregon State University College of Pharmacy
Daniel Hartung, PharmD, MPH
Assistant Professor of Pharmacy Practice, Oregon State University College of Pharmacy

Target Audiencãbis educational activity is intended for health care professionals who are involved with medication prescribing .

Educational Objectiväipon completion of this activity, the participants should be able to: 1. Recognize the psychological basis of
conflicts of interest; 2. Recognize the extent and perception of financial conflicts of interest among clinicians; 3. Describe some
documented shortcomings of industry sponsored research; 4. Recognize and be aware of pharmaceutical industry influence on
journal publications, non-profit organizations, and professional organizations; 5. Identify the potential conflicts of interest occurring
between the pharmaceutical industry and the FDA

AccreditatiorTilis activity has been planned and implemented in accordance with the Essential Areas & Policies of the Accreditation
Council for Continuing Medical Education through the joint sponsorship of The University of Texas Southwestern Medical Center and
the Federation of State Medical Boards Research and Education Foundation. The University of Texas Southwestern Medical Center is

accredited by the ACCME to provide continuing medical education for physicians.

Credit DesignatioTheUniversityof Texas Southwestern Medical Center designates this educational activity for a maximum of 1.5
AMA PRA Categoryl Credits"" Physicians should only claim credit commensurate with the extent of their participation in the activity.

Conflicinf interesttt is the policy of UT Southwestern Medical Center that participants in CME activities should be made aware of
any affiliation or financial interest that may affect the author's presentation. Each author has completed and signed a conflict of
interest statement. The faculty members' relationships will be disclosed in the course material.

Discussiomf Off-LabelUse:Becausethis course is meant to educate physicians with what is currently in use and what may be
available in the future, "off-label" use may be discussed. Authors have been requested to inform the audience when off-label use is

discussed.
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DISCLOSURE TO PARTICIPANTS

It is the policy of the CME Office at The University of Texas Southwestern Medical Center to ensure balance,
independence, objectivity, and scientific rigor in all directly or jointly sponsored educational activities.

Program directors and authors have completed and signed a conflict of interest statement disclosing a

financial or other relationship with a commercial interest related directly or indirectly to the program.

Information and opinion offered by the authors represent their viewpoints. Conclusions drawn by the
audience should be derived from careful consideration of all available scientific information. Products may be
discussed in treatment outside current approved labeling.

FINANCIAL RELATIONSHIP DISCLOSURE

Faculty Type of Relationship/Name of Commercial Interest(s)

David Pass, M.D. None
Dean Haxby, Pharm.D Employment - CareOregon
Daniel Hartung, Pharm.D., MPH None
Nancy Lee, PharmD, BCPS None
Barbara S. Schneidman, MD, MPH None

TERN
MEDICAL CENTER
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LearningObjectives
1. Recognize the psychologicalbasis of conflicts of interest
2. Recognize the extent and perception of financial

conflicts of interest among clinicians
3. Describe some documented shortcomings of industry

sponsored research
4. Recognize and be aware of pharmaceutical industry

influence on journal publications, non-profit
organizations,and professional organizations

5. Identify the potential conflicts of interest occurring
between the pharmaceutical industry and the FDA
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Competing Obligations
• Health Care Professionals

- To promote the best interestsof patients
- Clinical competence

• Pharmaceutical Industry
- Increase profitability

• Competing goals may produce conflicts of
interest where primary clinical responsibility is
eroded

P-04782 _ 00008



Conflict of Interests (Col)
• A set of conditions whereby judgment

concerning a primary obligation is unduly
influenced, consciouslyor subconsciously,by a

secondary interest
• Primary interest

- Patients, integrity of research, profession
• Secondaryinterest

- Financial, career advancement, prestige

P-04782 _ 00009



Financial Conflicts of Interest
• Pens, pads, food in workplace
• Dirmers at restaurants
• CMI¯arrangements
• Conferences (registration,travel,

lodging)
• Grants for research
• Payments for Consulting

- Speaking honoraria
- Scientific advisory boards

P-04782 _ 00010



Gifts: Food, Flattery,and Friendship

• Create a relationship
• Create obligation or need to reciprocate

- Not necessarily related to size of gift
• Create an unconscious and unintentional "self-

serving bias"
• Can create and foster sense of entitlement
• Cost money

- $30 - $50 billion (2005) in promotional costs
-~$12,000 per practicing physician

P-04782 _ 00011



COI and PsychologicalRationalization

• Most would deny being influence by
conflicts of interest

- Protected by professionalismand training as
scientists

• Psychologyand neuroscience research
suggests individuals rationalize their decision
making process

- Social science experimentsdemonstrate even
random suggestion can influence or anchor a

response
Dana J. JAMA 2003;290:252-55
Cain DM. JAMA 2008;299:2893-95
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Perceptionof Influence

• Most deny gifts influence behavior
• Most equivocal about ethical aspects

- Related to value
• Favorable attitudes related to amount

pharmaceutical industry exposure and
amount of gifts received

P-04782 _ 00013



Perception of Influence

A comparison of physicians' and patients' attitudes toward pharmaceutical industry g

Percentage that considered gift influential

60 - 56

42

40 -

31 31 29 O Patients
30 - ¯¯

2 4 Phvsicians
20-

12
8 8100

Pen Mug Lunch Dinner Trip

Gibbons RV et al. J Gen Int Med 1998;13:151
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Perception of Influence

70
- Other Physicians' Prescribing Practices

60 0 Your Prescribing Practices

50

*¿'
4 0

0. 30

-
No Influence A Little influence Moderate / A Lot of Influence

Am J Med. 2001;110:551-557
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Perception of Influence
Proportion of MDs responding that activity is

moderately or very ethically problematic
0 10 20 30 40 50 60 70

m Resicients Pens / Pads
N= 39

R Faculty N= 37 540 Textbook

$40 Golf Balls

$500 Textbooks for practicing physician

5500 Texbookforresident

Dinner speaker .vith product mentioned favorably

Dinner speaker with no product rnentioned

Grand rounds speaker with product mentioned favorably

Grand rounds speaker with no product mentioned

Trip to resort

Brett AS. Arch Intern Med 2003;163:2213-18
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Perception of Influence
Proportion of MDs responding that drug rep information is

moderately to very reliable or influential
0 102030405060708090

B Residents N= 39
N=37

8 Faculty

indications andeffectiveness of new drugs

Comparing new drugs to existing therapies

Do samples influence prescribing

Brett AS. Arch Intern Med 2003;163:2213-18
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Influence on PhysicianBehavior
soo-

400 Oreg A 120 -

Onag 8

200 - -> 60 -

150 45 -

3 8 9123 6 9123 6 9123 6
3 6 9123 6 9123 6 9123 6

MONTHS

AII Expense-paid resort on west coast (drug A) and in Caribbean (drug B)
for physicians at Cleveland Clinic Hospital

Orlowski JP, Wateska L The effects of pharmaceutical firm enticements on physician prescribing patterns. Chest
1992;102:270-73
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Influence on PhysicianBehavior

Met with drug reps 24 (51%) 6 (7%) 13.2* 3.4*

Accepted money to:

Attend symposia 2 (4%) 0 (0%) 9.1 7.9*

Speak at symposia 5 (11%) 0 (0%) 21.4* 3.9*

Conduct research 5 (11%) 1 (1%) 9.6* 9.5*

Any of the above 9 (19%) 1 (1%) 19.2* 5.7*

* p<0.05

Chren M, Landefeld CS. Physicians' behavior and their interactions with drug companies: a controlled
study of physicianswho request additions to a hospital drug forrnulary. JAMA 1994:271:684-89

P-04782 _ 00019



Influence on PhysicianBehavior

• A retrospective cohort study of hospital
residentsatteriding a industry sponsored
Grand Rounds compared to residents who did
not attend

• 3 months after, residents who attended were:
- More likely to choose the manufacturer's product
- Less likely to select scientificallypreferred

antibiotic over sponsored product

Spingarn RW, Berlin JA, Strom BL. Acad Med. 1996;71:86-88
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Influence on PhysicianBehavior

• † requests for formulary additions
• Rapidprescribing of new drugs
• † Irrational prescribing
• † Costs
• & generic prescribing

Wazana A. JAMA 2000;283:373-80
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Prevalence of PhysicianIndustry Interaction
n=3167

Pa,n'ents for enrolling patients in a clinical trial 3%

Dayrrents for ackisory board 9 4

Paymentsfor speakers' bureau 16%

Payments for consulting 18 4

Reimbursementsfor rneeting expenses(travel.
15food, lodging)

Reimbursementsfor adrrission to CME meeting 26 4

Tickets to cultural or sporting events

rood or beverage in workplace 8 3 4

Any above relationship 94 9

0% 25% 50% 75% 100%

Campbell EG. NEJM. 2007; 356:1742-50
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PhysicianPayments
• 5 States and D.C. mandate disclosure of payments

- Consulting, advisory board, Detailing, education, marketing,
speaker, research (MN only)

• Vermont: July 1,2002 - June 30, 2004
- 21,409 payments of any value - $4.9 million
- 5539 (26%) payments exceeded $100
- ~3000 licensed MDs =~$1600 / MD

• Minnesota: January 1,2002 - December31, 2004
- 6946 payments >$100 ($30 million)
- 14% of licensed physicians received $>100 payment (median

payment $1000)
- >100 people received >$100,000
- 11 people received >$500,000
- 250 psychiatrists received $6.7 million

JAMA 2007;297:1216-55
Harris G, Roberts J. NY Times 3/21/07
JAMA 2008; 300: 1998-2000
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PhysicianPayments

October 4, 2008

Top PsychiatristDidn't Report Drug
Makers' Pay

GARDINERHARRIS

One of the nation's most influential psychiatrists earned inore than
$2.8 million in consulting arrangements with drug makers from
2000 to coo-, failed to report at least $1.2 million of that income to

his university and violated federal research rules, accordine to

documents provided to Congressional investigators.

P-04782 _ 00024



Position Statements

ACP - ASIM (2002) AMA (2002)
•Individual gifts, hospitality, •Gifts should:
trips, subsidies is strongly -Prirnarily benefit patients
discouraged -Not be of substantial value

•Financial relationships (no cash)

require disclosure when •Subsidies for educational
research is conducted meetings are permissible

-Grants, consultancies -No subsidies for travel or

-Speakers physician time

-Investors -Student travel is acceptable

P-04782 _ 00025



Position Statements
• Released in 2002

-- (revised in 2008)
• Voluntary guidelines to restrict

controversial sales practices
• Food

- Modest
- In the workplace

• Educational Gifts
- limit <$100

• Prohibition:
- Entertainment
- Non-educational practice-

related (pads, mugs, etc)
• No enforcement

http://www.phrma.org/files/PhRMA%20Code.pdf
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Influencingthe Data
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Anatomy of Biomedical Research
Fund og Source

Mediced >vce Fents

B ote:hndogy Firms

1
Pnarrnaceutical Firms

Private Funds

S:mo and Lecal Go.ornment

$61

50

L

$33

1994 1995 1996 1997 1998 1999 2CU 20]' 2CO2 2U3
Year

Moses H. JAMA 2005;294:1333-42
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Association between Industry Fundingand
Research Outcome

oes Not Favor
Source Type of Studies Industry

Overal

Pooled OR = 3.6 (95% 2.63-4.91)
Bekelman JE. JAMA 2003;289:454-65
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Biased Comparisons
• Industrysponsored research more likely to use

placebo / no therapy comparison

C Commercial Public Source
80 80
70 Source 70
60 GO
50 50

o40 40
30 60% 30 21%

- E E
Act ive Placebo/ Act tve Placebo/

no therapy no therapy

• Placebo controlled studies persist in RCT in
hypertensionand psychiatry

Djulbegovic B Lancet. 2000;356:635-8
Rothman K. NEJM. 1994;331:394-398
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Biased Comparisons

Efficacy and safety of esomeprazolecompared with omeprazole in GERD
patients with erosive esophagitis: a randomized controlled trial

100

90 .,

80

70

0

Week 4 Week 8

Richter JE. Am J Gastroenterol 20001;96:656-65
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Biased Comparisons
Comparative dosages in pharmaceutical manufacturer-
associated drug trials (n=56).

Manufactured Comparable
both drugs 41%

2%

Placebo
comparison

5%

Lower dose igher dose

4% 48%

Rochon PA. Arch Intem Med 1994;154:157-6.
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Biased Design Features

• Employdesign features less likely to detect
differences in adverse effects

- 4 times more likely to assess nonspecific or
laboratory based adverse effects

-40% Iess likely to use higher or medium doses
(inhaled corticosteroids)

-69% less likely to state safety as only study aim
• Industry funded trials 4x more likely to conclude drug

is safe given statisticallysignificantdifferences in
adverse effects

Nieto A. Arch Intern Med 2007;167:2047-53

P-04782 _ 00033



Biased DesignFeatures

• Enroll subjects most likely to benefit
Mean age in technology assessmentjTA) study populations compared with Medica

beneficiary populations

Dhruva, S. S. et al. Arch Intern Med 2008;168:136-140.

Copyright restrictions may apply.
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Biased DesignFeatures
• Inadequately power studies to produce

equivocal results
- Verapamil vs. atenolol vs. HCTZ (CONVINCE)in

hypertension
• "stopped 2 years early by the sponsor for commercial

reasons."
-Study underpowered to detect differences

between groups Salmeterol Multicenter Asthma
Research Trial (SMART)stopped early producing
inconclusive results

Lurie. Lancet 2005 366:1261-62
Black HR. JAMA 2003;289:2073-2082

P-04782 _ 00035



Biased Reporting
Omit specific findings

- 60-70% of all RCT have unreported outcomes
• 42% of efficacy outcomes per trial unreported
• 50% of harm outcomes per trial unreported

- Related to statisticalsignificance
- Contributes to biased estimates of benefit and

harm
• Delayor omit all findings

- Publication bias

Lexchin J. BMJ 2003;326:1167
Chan A. JAMA 2004;291:2457-65
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Biased Reporting

Published in JAMA Presented to FDA

•CLASS trial
1.0 ublished in JAMA

in 2000 included
0.8 only 6 months of

data
...... •Many patients

0 6 followed for 12
months

0A --' •12 month data
,- -- Celecoxib negated positive

findings of
0 2 ---- Diciotenac .published study

Ibuprofen
0

'

0 3 6 9 12
Months of follow up

BMJ 2002;324:1287-1288
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B Patients in studies
FDA Decision

N 158

Selective Publication of Antidepressant Trials and its influence on Apparent Efficacy.
NEJM 2008;358:252-60
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Honorary and Ghost Authorship
• Honorary author: Naming an author who has

not met usual authorship criteria
- 11-25% of articles

• Ghost author: Failure to name, as an author,
an individual who has made substantial
contributions to research or writing of article

- 7%-16% of articles

Flanagin A. JAMA 1998;280:222-24

P-04782 _ 00039



Draft Version and Final Version of Article Describing the Results of Protocol 078

Rofecotih does not delay the unwt of Airheimer's diwaw: results from a

r.utdomited, doubk-bünd, piaccho-contretied study

latemal anthor W li user'. L Yuen'. U Aas:nd Mt Neuly
,

D A Nomun'. CC

Baanak CR
I sne

. S A Retrac . G A BA>.k' on behalíot tbc Rukoonb Pouxul

A Randomized, Double-Blind, Study of Rofecoxib in Patients
with Mild Cognitive impairment

Leon j Thal'. Steven H Ferris*, Louis Kirby', Gilbert A Block', Christopher R
Lines**, Eric Yuen*,

Christopher Assaid*, Michael L
Nessly*, Barbara A Norman'. Christine C

Baranak* and $<ott A Reines',
on behalf of the Rolecoxib Protocol 078 study group'

Ross, J. S. et al. .IAMA 2008;299:1800-1812.

Copyright restrictions may apply. JAMA
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SeedingTrials

• Anti-kickback laws prohibit direct payment for
prescribing

• Industry-sponsored clinical trial of little or no
scientific purposes

- Allow payment for patient recruitment
- Promotes drug-specific preferences in classes with

many agents

Andersen M. How conducting a clinical trial affects physicians'
guideline adherence and drug preferences. JAMA
2006;21:2759-64

P-04782 _ 00041



Annals of Internal Medicine

Gastrointestinal Tolerability and Effectiveness of Rofecoxib versus
Naproxenin the Treatment of Osteoarthritis
A Randomized. Controlled Trial

Jehrey R. Lisse. MD: Monka Perlman, MD, MPH: Gunnar Johansson, MD; James R. Shoemaker, DO; Joy Schechiman. DO:
Carol 5. Skalky. BA; Mary E. Dixon, BS: Adam 8. Polis, MA: Arthur 1. Molien. DO: and Gregory P. Geba. MD. MPH.
for the ADvANTAGE Study Group'

ikkground: Gastrointestmal (GI) toxicity mediated by dual cy- Roults: Rates of cumulative discontinuation due to Gi adverse
clooxygeruse (COX)-1 and COX-2 inhibiuon of nonsteroidal anti- events were statístkally suglifkantly lower in the rofecoxib group
milammatory dogs (NSAIDs) can cause seruxas alterations of mu- tiun in the naproxo group (5.9" vs. 8.1 .

relative nsk. 0.74
cosal mtegrrty or, more commonly. mtolerable Gl symptoms that 195 Cl. 0.60 to 0.92]; P = 0.005), as were rates of cumulative
may necessitate discontinuation of therapy. Unlike NSAIDs, rote- use of medKatton to treat Gi symptoms (9.1 vs. 11.2',: relative
coxib targets only the COX-2 isofonn. nok. 0 79 [CI. 0.66 to 0%1: P = 0.0141). Subgroup analysis of

patients who used low-dose aspinn (13 4) and those who prevb
( lbsuin: To aswss the tolerability of rofecoxth compared witti ously discontmued using arthntis medtcation because of GI symp-
tuproxen for treatment of osteoarthrttit toms (15 ) demonstrated a relatwe nsk similar to the ove<all

l à agn: Randomired, controlled taal. sample for descontinuation due to GI adverse events (relative risk,
0 56 [CI, O 31 to 1 01) and 0.53 [CL 0 34 to 0.&t], respectively).

Scuing: 600 offke and dinkal research sites. No statistically signttkant difference was observed between treat-
ments for efficacy m treatmg osteoarthritis or for occunence of

Patients: 5557 patients (rnean age, 63 years) with a basenne other adverse events,
diagnosis of osteoartitritis of the knee, hip, hand, or spine.

( no lusions: In pahents with osteoarthritis treated tot 12Înter,ention: Rote<oxib, 25 mg/d. of naproxen. 500 mg twice weeks, refecoxib. 25 mg/d, was as effective as naproxen. 500 mg
doly. Use of routine medications, in<hading aspirin, was pemut- twke daily. but had statistkally sagruikantly supenor GI tolerabil-

sty and led to less use of concomitant Gl medscations. Benehts of

Measurenants: Ots<cntenuation due to GI adverse events (prt. rote<oxib m subgroup analyses were conststent with findings in

mary erx! potnt) and use of <oncomitant medkation to treat Gl the overall sample.

symptoms (secondary end pomtL Etticacy was determmed by 4,,,, sge.,, Aki Ko 0999N6 renamt
a

patient-reported global assessment of disease status and the Fe< .asax unatom, we end a >--t
AustraliantCanadian Osteoarthritis Hand index. as well as dis- • Ex m-creer, of tw ArvAnimA o.ssearret o De «-. atz.-n
contmuations due to lack of efficacy. Patients were evaluated at .no appown To As:ews acume,wal uw;,t
baseîme and at weeks 6 and 12. Goup, w a Appe :n t> :t xx x ne, Hill KP. Ann Intern Med

2008;149:251-258
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ADVANTAGE http://dida.library.ucsf.edu/tid/vio28x10
aluable Players

Investigators
• Gain experience with VIOXX* prior to and

during critical launch phase
• Exposure to data at investigators' meetings
• Involvement of primary care in a

predominantly rheumatology-driven clinical
trial process

• Status as investigators allows exchange of
scientific information with Merck not available
to general prescribing audience

P-04782 _ 00043



SeedingTrials
Ic: Brantko Smith, VIOXX Spectabst
Foxu: Jann Webb. Mr. Profess:onal Representanve
Re: Vioxx Seedmg Sudy Selectum

Brantkm. these are the physiciam that we, Cluster 0707, would :ske for you to consider for the secchng

att.d:cs with Vioxx. The physicians will e hated m order of amportance and the reaum for select:on given

fcDow:ng the name. The physiaans are as follows:

1. Tenethy Overktk MD
2703 Richmond Rd.

Texarkana, Texas 75503

Phone
MedEd 3050191015
DEA 804984919

Dr. Overlock was selected because he:s the Cluef Cimrcon at one et the Scour Health Chmcs m

Texarkana. iks panent practice would aitord hun the opportumty to place peacets m the inal
qmekly Merck inendly customer.

3. O M. Re:chert DO
RL 8 Sox 1646 Hwy 1432
Mount Pleaant, Texas 75455

Phone
MedEd 0487880068
DEA AR9528172

Dr. Reichert t> a::d I·arly Adepter and as cwe y influential m acw product relems. Ik alma is

an A+ Ponfoto raung.

http://dida.library.ucsf.edu/tid/vio27x10
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SeedingTrials
• Dose optimizationstudy of fixed combination inhaled

corticosteroid/long-actingb agonist
• GP paid 5000 DKK ($800) for each enrolled subject

A Use of Trial Drug Among All Users of Combined Inhaled Long-Acting
RAgonistAnhaledCorticosteroid

40

26% increase in the use of
0. 20 --- a .sponsored inhaled corticosteroid

among participating practices

-12 -9 -6 ,3 0 3 6 9 12 15 18 21 24
Months

Andersen M JAMA 2006;295:2759-2764
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Influencingthe Influential
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Medical Nonprofit Organizations

• Professional organizations, health advocacy
groups, academic centers

- Organize clinicians, fund research, produce guidelines
• Often a major portion of revenue comes from

industry
• Financial relationshipsmay create potential

conflicts of interest related to practice guidelines
that are developed by these organizations

P-04782 _ 00047



Medical Nonprofit Organizations
• Health Advocacy Organizations

- National Kidney Foundation
• $19.7 (60%) of $32.7 million in revenue from corporate sponsor

(http://www.kidnev.org/about/odf/annualrepart06.odf)

• Academic Centers
- Tufts Center for the Study of Drug Development

• Produces industry friendly figures supporting drug production costs ($802
million to develop 1 drug)

• >55% of total revenue from corporate sponsors
(http://csdd.tufts.edu/About/FinancialDisclosure.asp)

• Professional Organizations/ Medical Societies
- American Society of Hypertension

• $1.5 (34%) of $4.4 million revenue from corporate sponsors
(Roland C. Doctors fight over drug firm influence. www.bostonglobe.com; 16 June 2005)

P-04782 _ 00048



Practice Guidelines
• Present synthesis of

evidence by clinical experts
• Affect large numbers of

practitioners
• Survey of 200 guidelines

published on guideline.gov
found

- 35% of authors involved with
industry - -.......--

- 50% of guidelines have
author with financial conflict
of interest

Nature 2005:437;1070-71
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Practice Guidelines
• Diagnostic and Statistical

Manual (American Psychiatric
Association}- DSM

- Develops diagnostic criteria for
psychiatric diseases I

. . .

- Used by payers and agencies for
funding decisions

• 95 (56%) of 170 panel members
have associationswith industry

- Mood disorders (100%)
- Schizophrenia and other psychotic

disorders (100%)
- Anxiety disorders (81%)

Cosgrove L. Psychother Psychosom. 2006;75:154-60
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Medical Journals
• ~$450 million spent on medical journal

advertising (2003)
- Reprints from a high profile can bring in $1 million

in journal revenue
• Total US promotional budget = $30-$50billion
• Represents a significant portion of journal

revenue stream
-NEJM-21%
- JAMA (AMA) -10%
- Clinical Infectious Disease (IDSA)- 31%

Smith R. BMJ;2003:1202-5.
Glassman PA. WJM;1999:234-38.
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Pharmaceutical Advertisements in LeadingMedical
Journals: Experts' Assessments

sta rtd ärdhedarvey
• 30% disagreed with claims for "drug of choice"
• 39% disagreed with claim that drug was more

effective than another
• 40% thought ad presented unfavorable balance

between efficacy and side effects
• Only 4% of ads deemed fully compliant with FDA

standards and publishableas is

P-04782 _ 00052



Medical Journals
Annals of

50 Internal
Medicine Lost

40 $1-$1.5 million
dollars in

30 revenue
subsequent to

20 pul:llication of
.8 5 Wilkes et. al.gge 10 paper

BMJ 2006:332:1444-7
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Journal Supplements
• Heavily financed by industry
• Little peer-review
• Listed in same databases as parent journal papers

(e.g. Medline)
• Research published in supplements on average of

poorer methodologicquality
- Incomplete informationon endpoints
- Quality/completenessof statistical analysis
- Violations of intent to treat
- Misleading titles
- More likely to use brand names

NEJM. 1992;327:1135-40.
JAMA 1994;272:108-113
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Influencingthe Regulators
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FDA User Fees

• Prescription Drug User Fee Act (PDUFA)1992
- Allows industry to pay FDA in order to receive

expedited NDA review
- Specific timelines (PDUFAclocks)for reviews

• FY2005 $269 million in user fees collected
- 56% of total budget for reviewing NDA

• Until reauthorization in 2002 (PDUFAIII) all revenue
mandated for reviewing new drugs

• Prohibited from post approval monitoring
• PDUFA III applies 5% to post approval

P-04782 _ 00056



40

8 m o Phouty ream O Sunded mim
:*- 92 1993-2003 1993-2003

o o o

. 13 2 13 9 9 19 9 0 8 1 1 10 9 12

.986 NU 3M HM 390 WS. 1992 19¾ 3½ B¥ J ' BM 2030 20 302 2003

Year

NEJM 2005 35 2:11:1063-6

http://www.oig.hhs.gov/oei/reports/oei-01-01-00590.pdf

P-04782 _ 00057



FDA User Fees

FDA approvals according to month of review cycle
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Carpenter D, Zucker EJ, Avorn. Drug-review deadlines and safety problems. NEJM 2008;358:1354-61
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FDA User Fees

PDUFA Deadlines and Post Approval Safety Problems

Safetv-based withdrawal L28 5.48

Black-box warnin? I :9 4.44

Wehdrawa or b ack-box warneig L56 4 42

At leas: one dosage-for-n L46 3.30 7.53
d scoot nuat o,

0.00 LOO 5.00 10.00

Odds Ratio for Subsequent Safety-Related Event

Carpenter D, Zucker EJ, Avorn. Drug-review deadlines and safety problems. NEJM 2008;358:1354-61
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FDA AdvisoryCommittees

• FDA Advisory Committees
- Comprised outside experts
- Make nonbindingapproval recommendations
- 30 committees (85 meetings/year)

• Conflict of interest policy
- Voting members must submit detailed Col
- FDA may grant waivers when individual's service

outweighs potentialfor Col
- 2003-2004 12% of all committee members were granted

waivers
- 73% of meetings between 2001-2004 had one member

with a Col
Steinbrook. NEJM;2005;353:116-18
JAMA 2006;295:1921-1928
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FDA AdvisoryCommittees

• February2005 joint meeting of arthritis and
drug safetyand risk management advisory
committee

secana. a.norsi cortes impace ao many •Voted 13 to 17 in
entit ieo, it is not pract ical to recite all favor to remove
potential conflicto of inturant ao they apply to i

s
•

V810BCOXIb from
each member, consultant and onese speaker. FDA market
acknowledges that there may be potential conflicts

or incorace but, becauce et the owneral natur." ' •Voted 17 to 15 in
ens. :uccuaciono before the. comnuttua-, th.ac faVOf Of retUrn Of

rofecoxib

Source:http://www.fda.gov/ohrms/dockets/ac/05/transcripts/2005-4090T1.pdf
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FDA AdvisoryCommittees

• Later revealed 10 of 32 voting members had
financial Col with industry

• If excluded from vote:
- Valdecoxib - 12 to 8 in favor of withdrawal
- Rofecoxib - 8 to 14 in favor of return

• FDA dissented
- Valdecoxib to be removed
- Rofecoxib remains off market

NEJM 2005;353:116-8
Harris G. NYTIMES. 2/5/2005
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FDA AdvisoryCommittees

• April 2008 Col policy revisions
• If Co I >$50,000

- Cannot participate
• If Col is >$0and <= $50,000

- Can be granted waiver if individual'sservices
outweigh potential Col

- Non-voting member
• cap on number of waivers granted

Source:http://www.fda.gov/oc/advisory/newacguidance0808.html
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CME instructions
• Answer 8 evaluation questions
• Complete survey questions
• Click the finish button and fill out form and

send (email/fax/mail) in to address supplied to
receive CME
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Research suggests that clinicians feel others are more influenced by the
pharmaceutical industry than themselves

O True

O False

PROPERTIES
On passing, 'F inish' l>utton: Goesto URL
Onfailing, 'Finish' inrtton: Goesto Next Slide Properties... Edit m QuizmakerAllow user to leave qtiz: Ater user has completedquiz
User may view slides after qui2: At any time
U ser may attesq>t quiz: U niimitedtimes
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