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The engineering of consent

 Edward Bernays, the father
of PR,was hired by the
American Tobacco Company
to enourage smoking
among women. With the
help of psychoanalyst AA
Brill, Bernays sold cigarettes
as a symbol of freedom.




Public relations techniques are also
used to sell drugs

- There are more than 10,000 drugs In the
US pharmaceutical market

- More than half of promotional
expenditures are concentrated on the
top-selling 50 drugs*

*Ma J et al. Clin Ther 2003;25(5):1503-17



Promotion encourages irrational
prescribing

In 2009, antipsychotics were the
top-selling drug class in the U.S.,
Antipsychotics constituted $14.6
billion in sales™®

The majority of these sales were
for expensive atypicals

Many sales are for off-label uses
*IMS Health Top line industry data ( imshealth.com)



Physicians are not aware
of labeled drug indications

A study of 600 " for dementia with agitation
psychiatrists and 599 one in five erroneously
primary care physicians believed this was an FDA-
found that physicians approved indication

could correctly identify * 72% prescribed lorazepam

for chronic anxiety; one in

approved drug- three erroneously believed

indication pairs only half this was an FDA-approved

the time indication. In fact the label
specifically warns against
this use.

Chen DT. Pharmacoepidemiol Drug Saf, 11/2009
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The purser on her cruise ship took the
last snapshot of Jan. You probably see many
such Jans in your practice. The unmarrieds
with low self-esteem. Jan never found a man
to measure up to her father. Now she realizes
she’sin a losing pattern—and that she may
never marry.

Valium (diazepam) can be a useful
adjunctin the therapy of the tense,
over anxious patient who has a neurotic sense
of failure, guilt or loss. Over the years,

Valium has proven its value in the relief of
psychoneurotic states—anxiety, apprehension,
agitation, alone or with depressive symptoms.

Valium 10-mg tablets help relieve the
emotional “storms” of psychoneurotic tension
and the depressive symptoms that can go
hand-in-hand with it. Valium 2-mg or 5-mg
tablets, 1.i.d. or q.i.d., are usually sufficient for
milder tension and anxiety states. An h.s. dose
added tother.i.d. dosage often facilitates a
good night’s rest.

< ®
Valium'aiazepam
for psychoneurotic states manifested
by psychic tension and depressive symptoms

Roche

22 LABORATORIES
Oovnionat Muttmarn La Roche Inc
Nutley New Jetsey 07100

Before prescribing, please consult
complete uct information, a summary
of which follows:
Indications: Tension and anxiety states;
somatic complaints which are concomitants
of emotional factors; psychoneurotic states
manifested by tension, anxiety, appre-
hension, fatigue, depressive symptoms or
agitation; acute agitation, tremor, delirium
tremens and hallucinosis due to acute
alcohol withdrawal; adjunctively in
skeletal muscle spasm due to reflex spasm
to local pathology, spasticity caused by
upper motor neuron disorders, athetosis,
stiff-man syndrome, convulsive disorders
(not for sole therapy).
Contraindicated: Known hypersensitivity
to the drug. Children under 6 months of
age. Acute narrow angle glaucoma.
Warnings: Not of value in psychotic
patients. Caution against hazardous
occupations requiring complete mental
alertness. When used adjunctively in
convulsive disorders, possibility of increase
in frequency and/ or severity of grand mal
seizures may require increased dosage of
standard anticonvulsant medication;
abrupt withdrawal may be associated with
temporary increase in frequency and/or
severity of seizures. Advise against
simultaneous ingestion of alcohol and
other CNS depressants. Withdrawal
symptoms have occurred following abrupt
discontinuance. Keep addiction-prone
individuals under careful surveillance
because of their predisposition to habit-
uation and dependence. In pregnancy,
lactation or women of childbearing
age, weigh potential benefit against
ossible hazard.

utions: If combined with other
psychotropics or anticonvulsants, consider
carefully pharmacology of agents
employed. Usual precautions indicated in
patients severely depressed, or with latent
depression, or with suicidal tendencies.
Observe usual precautions in impaired
renal or hepatic function. Limit dosage to
smallest effective amount in elderly and
debilitated to preclude ataxia or
oversedation.
Side Effects: Drowsiness, confusion,
diplopia, hypotension, changes in libido,
nausea, fatigue, depression, dysarthria,
jaundice, skin rash, ataxia, constipation.
headache, incontinence, changes in
salivation, slurred speech, tremor, vertigo,
urinary retention, blurred vision.
Paradoxical reactions such as acute
hyperexcited states, anxiety, hallucinations,
increased muscle spasticity, insomnia,
rage, sleep disturbances, stimulation, have
been reported; should these occur,
discontinue drug. Isolated reports of
neutropenia, jaundice; periodic blood
counts and liver function tests advisable
during long-term therapy.



TH O RAZ I N E*mn allay the suffering

caused by the pain of SEVERE BURSITIS

The ataractic, tranquilizing action of ‘Thorazine’ can reduce the
anguish and suffering associated with bursitis, “Thorazine’ acts not
by eliminating the pain, but by altering the patient's reaction—
cnabling her to view her pain with a “serene detachment” . . . Howell
and his associates’ reported: “Several of [our patients] expressed the
feeling that [‘Thorazine’] put a curtain berween them and their pain,
so that whilst they were aware that the pain existed, they were not

upset by it.”
Smith, Kline & French Laboratories, Philadelphia

1. Howell, T.H,; Harth, [.A.P., and Dietrich, M.: Practitioner 173:172.
*T.M. Reg. ULS. Paz. Off. for chlorpromazine, S.K.F.



“Doctor.,
what can
you do

for Pop?”

for prompt control of the agitated, belligerent senile .

Aropude for unmadiate effect — carcy them in your bag




THORAZIN E* can be highly effective...




THORAZINE®

helps relieve the emotional stress that

complicates so many somatic disorders . . .

. . . for example, as an adjuvant in

THORAZINE* hClpS + to ease anxiety and frustration

to relieve the general suffering

to promote normal sleep habits

[t goes without saying that not all arthritic patients
are benefited by “Thorazine' therapy. ‘“Thorazine' is

most useful when the psychic element is important

Smith, Kline & French Laboratories, Philadelphia
*T.M. Reg. U.S. Pat. Off. for chiorpromazine, S.K.F.




Marketing drugs through

“education”

“An effective educational and awareness
campaign before launch is critical to a
successful launch.

“.ln most cases an age¢e
just before phase Il clinical trial data is
avall™abl e....

“.dl sease awareness 11
therapeutic area unmet needs can be raised
and communicated at an earlier stadge.

http://www.pmlive.com/find_an_article/allarticles/categories/General/2011/may
_2011/features/creating_effective_campaigns
Pharmedm






ldentifying Influencers

Physician Connecte I s de
marketers identify the networks of influence
from the national to the local level to aid In
targeting marketing efforts on the right
physicians. Physician Connect helps to identify
key influencers at all levels, understand the
networks that drive adoption within markets,
focus messaging to develop advocacy for a
brand, and recruit and train speakers and

advisors.
Sales force technology round up. Med Ad News 2009 (November)



KOLs are important for:

Increasing awareness of invented
conditions (i.e. social anxiety disorder,
hypoactive sexual desire disorder)

Expanding diagnostic categories (I.e.
pipolar disorder, restless legs syndrome)

Promoting off-label, unproven uses

_essening concerns about adverse effects
or lack of efficacy

Attacking competing therapies




Key Opinion Leaders (KOLS)

« KOLs may be unaware of the
marketing messages they are
responsible for

 KOL messages usually indicate that a
certain disease Is underdiagnosed,
undertreated, or more serious than
commonly believed

« KOLs do not push specific drugs



“VYocalizing drug features and
benefits is the role of the sales
presentation, not the role of the
expert presenter ”

KOLs are sponsored because what they
are saying aligns with a product’ s
marketing messages, and are
supported only as long as they do so.



"Understanding sentiment and context
can help turn promoters into brand
advocates and, in some cases, convince
detractors to adopt a more positive
opinion.”

Judith von Gordon-Weichelt, Boehringer-Ingelheim

Dawson J.
http://www.pmlive.com/find_an_article/allarticles/categories/General/201

0/october/features/listen_and_learn

Pharmed[m



 Key opinion leader programmes and the
development of disease state information
resources are popular strategies, and reps are being
armed with promotional aids to disseminate
educational content...Audio and media playing
devices are being used to share video and audio
clips of KOLs sharing their insight into treatment
and emerging research...

 US pharma is investing in comprehensive
information hubs focused on disease states,
research and therapy options.

Dawson J.

http://www.pmlive.com/find_an_article/allarticles/categories/General/2010/october/fe ‘P*hmd ,
lirec/licten and learn a



Managing KOLs

..A wide mix of KOLs is best. Do not focus solely on those who support the
company and brand. A mix of doctors who are supportive and critical is best to

ensure all arguments are brought to the tablelnclusion in company
activities may influence an initially critical KOL to
become more Supportivet is also important to identify and include

those who are not currently involved in company activities, and those who are
'rising stars', and have a growing sphere of influence...

.Remember, once you have a KOL working alongside
you, It Is harder for your competitors to work with

him. A positive, brandendorsing KOL is worth his weight in gold, and when you
discover one, you must do everything possible to keep lam.

www.pmlive.com/find an article/allarticles/career advice/marketing/2011/finders
keepers

Pharmed[':ma


http://www.pmlive.com/find_an_article/allarticles/career_advice/marketing/2011/finders_keepers
http://www.pmlive.com/find_an_article/allarticles/career_advice/marketing/2011/finders_keepers

Disease-mongering

GERD

Erectile Dysfunction

Overactive Bladder Syndrome
Social Anxiety Disorder
Osteopenia

Pediatric Bipolar Disorder
Excessive Sleepiness
Age-associated Memory Impairment



Promotion distorts physicians’

perception of risks
» (Safety, rather than efficacy, is more
likely to be the factor derailing a
product during its lifecycle. Safety can
also have a pivotal role in competitive
positioning and marketing support ...

http://www.pmlive.com/find _an_article/allarticles/categories/
General/2007/may/evolution_of education



Promotion
also limits
the
discourse
to drugs

— -

A LOT OF PEOPLE THINK EXERCISE AND HEALTHY DIET ARE ENOUGH
TO LOWER HIGH CHOLESTEROL. FOR 2 OUT OF 3, IT MAY NOT BE,
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« |tIs Important to consider the value of KOLs at the
very start of brand building, as their approval is
vital for a brand's success throughout its
lifecycle.... Having a proactive KOL development
plan should be a requirement of the brand
mar keti ng pl an...

» KOLs can provide three basic sources of support:
clinical studies and experience, advocacy activities
and marketing consul t at

« KOLs must be correctly identified, assessed and
recruited. This is best done by segmentation, using
all, or a combination, of the following categories:
years of experience in therapeutic area; number o
presentations per year; number of publications
per year, reach of influence; involvement in
clinical research; amount of grants received each
year; early adopter profile; number of external
peer references,; rising influence.

Pharmedm
httn://www tbmlive com/find an article/allarticlec/career advice/marketine /2011 /finderc



OCreating win: win partnerships¢

The next challenge Is to identify the
educational 'win:win' that will encourage
thought leaders to become part of the
programme. This Is generally an area of
clinical interest and unmet need, where
there Is a gap between current and best
practice. This gap, and the need for action,
galvanises experts as advisers, content
developers, presenters and champions of
change.

http://www.pmlive.com/find_an_article/allarticles/categories/General/2
011/june_2011/features/building_sustainable relationships

Pharmedm



“Unbranded” medical

education Is marketing
“Medical education is now much more than
simply the drive to create brand advocates, it
IS about being at the forefront of practice and
creating a forum for opinions to be formed
and changed—about the disease itself, as
well as individual treatments.

Barnes S.

http://www.pmlive.com/find an article/allarticles/categories/
General/2008/june/cramping your style

Pharmed[':ma
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Getting around DTCA bans

oxdisease awareness campaigns to educate
consumers about particular conditions, with the aim
of Improving diagnosis or treatment rates, are
allowed in almost every marketAs long as these
campaigns do not breach advertising standards and
contain no drug information, they are relatively
unrestricted. In some markets scientific societies or
LI GASYd | RP2 O O I NP dzJa

dThere are still huge opportunities for the
pharmaceutical industry to help create the much
vaunted informed healthcare consumer through
responsible education programmes Iin disease
awareness, treatment education and, of course,
adherencea




Disease Awareness

However, one of the largest areas of growth we have seen in recent years
—and a trend that is likely to continue is in the area of nofpromotional
activities, covering disease awareness and unmet medical need, where
product mentions are included only as part of an unbiased appraisal of all

therapy options.In Europe, a tightening of national and
International codes of practice has led to growing
emphasis on provision of nepromotional
educational programmes, that can form part of a
healthcare professional's Continuing Professional
Development (CPD).

Holt J, Royden S.
http://www.pmlive.com/find_an_article/allarticles/categories/pr_and_me
d _ed/2010/march/features/going global

promed(J20)



...There have been concerns expressed in the
media that the boundaries between education
and promotion are becoming blurred, and
there are several vociferous groups mostly in
the US keen to eliminate pharmaceutical
sponsorship from medical education”

http://www.pmlive.com/find_an_article/allarticles/categories/
General/2007/may/evolution_of _education



« At this year's Digitas Health conference, research results
were reported on the attitudes of 1,000 doctors, patients
and carers to the future of social media within healthcare
communications.

* Over 40 per cenbf GPs in Europe believed social media
would play an increasingly important role in their patient
management and treatment and 70 per cent saw social
media playing an increasingly important role in shaping
patients' opinions about their medication and condition.

« At the conference, 62 per cent of the marketers operating
In Europe said they wanted to develop an effective
listening strategy within the next 12 months.

Dawson J.
http://www.pmlive.com/find_an_article/allarticles/categories/General/ Pharmedm



-P‘axn (paroxetmé)

® Fen phen (fenfluramme
ano[ phenjcermme)

eNeurontin (gabapentin)
eVioxx (rofecoxib)
eZoloft (sertraline)
-Prempro (CEE/IVIPA)

ST i s




Publication Planning:The process by
which pharmaceutical, biotech, and
medical device companies produce
and release articles in medical
journals and posters at meetings to
establish key marketing messages

“Bylined articles will allow us to
fold Lexapro messages into
articles on depression, anxiety
and comorbidity developed by
(or ghostwritten for) thought

leaders.”

2004 marketing plan for Lexapro
(escitalopram) Phamed(J20)



The purpose of ghostwriting

eEnsure that publication of key messages
follows a marketing timeline

ePosition a product as superior in
efficacy, risk profile, mechanism or
convenience

eSupport off-label marketing campaigns
eMinimize perceptions of adverse effects

e Create doubt about studies adverse to
marketing goals

e Attack competitors (including generic
drugs and alternative therapies)



e “Primary publications’ (research articles
support “secondary publications” (reviews,
commentaries, and editorials).

eOpinion pieces are vital for marketing
because they provide clear clinical
direction, need not be evidence-based, and
can be used to promote unproven uses of a
drug, denigrate competing therapies.

eEditorials, letters and comments are “a
means of placing important information
about the therapeutic profile of an agent
into the hands of influential physicians ... “

Pharmedﬂm



Quetiapine vs. haloperidol

What was known:

— “...research comparing the two compounds
[qguetiapine and haloperidol] are found in an
AstraZeneca document in which it was
concluded that quetiapine possessed weaker
efficacy than haloperidol’

— “At the end of the one-year trial, patients
receiving haloperidol fared better in terms of
symptom ratings and had significantly fewer
psychotic relapses relative to patients on
quetiapine.”



The following table is an attempt to simphfy the claims that could be obtaned from

these results. A vis entered for those comparisons where we have a stahistically

significant benefit, be it with ‘all doses’ or with high dose Seroquel, and be it using
observed cases or using LVCF. A x marks those comparisons where a comparator ha

demonstrated significant superiorily compared to Seroguel.

Orther typicals

Table 1
' Comparator _Eaiag?j
_""'_" Amcety  Total  Faclor] Factor V. Hostility Hostlity  Mood
BPRS Cluster  Cluste
Placebo v s 4 v v v
Haloperidol . X X ; X ]
Chlorpromazine - - - “ - -
Risperidone X X X - X '
S x - X -




“The data don "t look good.
In fact, | don 't know how

we can get a paper out of
this ”

Spielmans Gl, Parry Pl. J Bioeth Inquiry, 2010;7:13



What was Presented at the
American Psychiatric Association

“The presentation of data from a meta-
analysis of four studies comparing
guetiapine and haloperidol stated that
guetiapine possessed a statistically
significant advantage over haloperidol in
inducing treatment response among
patients with schizophrenia.”

Spielmans 2010



Quetiapine: what was known about
adverse effects

2008 Litigation revealed internal
documents (from 1993-1999) that
concluded:

“the incidence rate in adult patients
with weight gain... was 18.2%”

In placebo-controlled trials, the RR for
weight gain with Seroquel was 2.5
Spielman 2010



What Reps told Doctors

“Long-term Seroquel has neutral
effect on weight”

“Seroquel — weight neutral at all
doses”

“Seroquel, unlike some other
antipsychotics, Is not associated with
meaningful weight gain”

~ AstraZeneca training material, 2001-2003



“If you look at the population
as a whole, some are below
weight, some are average
weight and some are above
weight, so that taken together,
the effect of Seroquel is
weight neutral”

~ http://www.bloomberg.com/apps/news?pid=20601085&sid=aplfa8pUrUsM
~ John Patterson,

former executive, AstraZeneca



http://www.digitashealth.com/

Conflicts of interest

* May not be recognized

* May be hidden

* May be trivialized

» Significance may not be known

* Even if acknowledged and disclosed...

el s di scl osure enou
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The pharmaceutical inverse
benefit law

“The benefit-to-harm ratio of
drugs tends to vary inversely
with how aggressively the drugs

are marketed”
Brody H, Light D. Am J Public Health 2011;101: 399.
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Why Lunch Matters and other slideshows
Videos of industry insiders

Our next conference in May or June will focus
on patient harms from industry promotion
The Pharmalyzer: are you prescribing under the
Influence? and other free, web-based CME
modules

No Drug Reps Certificate

How to Hold Pharma-free Meetings

Teaching tools, patient factsheets and many
other resources




