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Reasoning well about sk is most challenging when a woman is pregnant, for patient and dodor

alike, During pregrancy, we tend to note the nks of madicy intervanbons without adequately noting thees

The Way Women Perceive Teratogenic Risk
of fallng to mtervene, yet when it's time to ghee birth, interventions ane seldom questicned, even when they The Canadian ournal of clinical pharmacology

dant wark. Meanwhie, cutside the dinic, adhice given to pregnant wamen on how to gay healthy in

everydiy I can seem capridous and overly cutious This kind of reasonig reflects fer, not evidence

. Can J Clin Pharmacology 14, e10-e16
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Thalidomide

1962

Distaval

Contergan

Senator
Estes
Kefauver

Democratic
Candidate
For Presidency
1952/1956

Chairman of
Anti-Trust
Committee

1959
1959 Kefauver Harris Hearings

Prices Fixed and High

4 Billion pages of Adverts
Adverts Fraudulent
Withholding Safety Data

77 28
18 255
77 countries surveyed,
28 allowed product patents
Drug prices 18 to 255 times higher

“These drug fellows pay for a lobby that makes
the steel boys look like popcorn vendors. ...
anyone who dares seek the truth will be
accused of being a persecutor”

Estes Kefauver
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1962
1962 Amendments

1

1 Prescription only Status
2 Controlled Trials

3

3 Drugs for Diseases

Product Patents - TRIPs

2007

Zantac Wordwide T Go6as[ 00w 1]

1985-1991 Oncoalogics 414 52 162

Lipid regulators 337 51 £7

Prozac Respiratory agepls 286 43 123

1991 Acid pump inhibito 256 39 238

Antidiabetics 24.1 36 10.7

Antipsychotics 207 3.1 10.7

Lipitor Antidepressants 197 30 68

1997 Angiotensin |l antagonists—_ 10.4 29 136

Anti-epileptics 15.2 23 135

Autcimmune agents 133 20 203
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BEECHAM'S PILLS

These renowned pills are composed entirely of Medicinal Herbs [aloes,
ginger and soap]

.. Cure constipation, Headache, Dizziness, Wind, Pain, and Spasms at the
Stomach, Pains in the Back, Restlessness, Insomnia, Indigestion, Want of
Appetite, Fullness after Meals, Vomitings, Sickness of the Stomach,
Bilious or Liver Complaints, Cold Chills, Flushings of Heat, Lowness of
Spirits, and all Nervous Affections.. Pimples and Blotches on the Skin,..
Maladies of Indiscretion, Kidney and Urinary Disorders, and Menstrual

Derangements .

1900 2 7

CSM

February 7, 1990 Leigh Thompson (*a) Memo

“I am concerned about reports | get re UK attitude toward Prozac safety. Leber (FDA)
suggested a few minutes ago we use CSM database to compare Prozac aggression and
suicidal ideation with other antidepressants in UK. Although he is a fan of Prozac and
believes a lot of this is garbage, he is clearly a political creature and will have to respond to
pressures. | hope Patrick (*b) realizes that Lilly can go down the tubes if we lose Prozac
and just one event (*c) in the UK can cost us that.”
*a: | =Leigh Thompson - a senior manager in Lilly USA
*b: Patrick - the senior manager in Lilly UK

*c: one more suicidal event (in the UK)
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Penicillin in Bacterial Endocarditis
v Placebo
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Antidepressants v Placebo

W Antidepressant
M Placebo

Stone and Jones 2006: FDA 31

Components of Therapeutic Response:
Antidepressant - Placebo
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MEASURING OUTCOMES

1. Disease Specific Observer Ratings
- Hamilton Depression Scale

2. Disease Specific Subjective Ratings
- Beck Depression Scale

3. Disease Non-specific Observer Rating
- Clinical Global Impression Scale

4. Disease Non-specific Subject Rating
Quality of Life Scales

QoL
Antihypertensives & Quality of Life

Improved Worse

Physician’s Patient’s  Relative’s Physician’s  Patient’s  Relative’s

Female 34 10 1 0 4 33
Male a1 2 0 0 3 “
TOTAL 75 36 1 0 7 74

Jachuck et al 1982 "

Mean SASS Scores over Time
SASS

-++|~0~Reboxetine|-RBX.n=38
--|=~Fluoxetine |-FLx-n=36
=O—Placebo | 'prciiiz2s
............................... pe0 s

0 7 14 21 28 35 42 49 56




INSTRUCTIONS FOR
PULLING RABBIT OUT OF HAT

1/ PUT RABBIT IN HAT

2/
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Asthmz;l — Peak Flow
Lipid Levels

Blood Glucose
Eating Disorders
Osteoporosis

The Measurement
is the lliness

a3

YOU ARE INVITED

CL]NICAL SKILLS

CLINI(‘&L SCALES:

Practical Tools in the Managemsnd of
Patiends with Schizophrania
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“It may be that we are witnessing

a change as revolutionary

as was the introduction of standardization
and mass production in manufacture.
Both have their positive & negative sides".

1972
Hamilton M (1972).

Rating Scales

Information poor checklists
Capture of Clinical Gaze
Measurement pseudo-science

Informational Reductionism




Tae Semen of a Vietim

Healthy Samen,
ol Masturbatlon.

Greatly Magnifiaz

Clinical Research Organizations

Quintiles 1982

Parexel 1983

Covance 1987
300

$30 Billion

6/16/2010

LOWERED SEROTONIN LEVELS?

Magnitude of change at endpoint
vs clomipramine
L

mirta-
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Trials in
Undeveloped
Countries

Private Ethics
Did you know.. . that of the world’s
taf 30 best-selling drugs, Quintiles

helped develap or commercialise

eveny one?
30 /

Marketing Trials

Data Access
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PivoTaL STupy REPORTS

SCIENTIFIC MEETING ABSTRACTS AND POSTERS
CLIMICAL STUDY REVIEWS

PromoTioNAL ForRMuLARY KITS

PropucTt-5PECIFIC MONOGRAPHS

JOURNAL PROCEEDINGS/SUPPLEMENTS

ROUNDTABLE MEETINGS

ConseENSUS CONFEREMCES

MEETI MGS PuBLicATION PLANMING
WE CaN MEET Your NEEDS WHILE CONSISTENTLY
EXCEEDING YOUR EXPECTATIONS.

MNeed to

yaur

2000 2006
96

3 5000

From 2000 through 2006, Dr. Nemeroff earned
more than $960,000 from GlaxoSmithKline but
listed earnings of less than $35,000 for the period
on his university disclosure forms, according to
Congressional documents.

2008 4 10
New York Times April 10t 2008
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135 Puecetine Treatment of Mood Disorders in Woasen: Premenstrual
ie Disorder and Hot Flashes
Kormbyrdy A Yembory, ML

148 Chinical Mansgement of Perinatal Depression: Focus on Paroxetine
D feffrey Newparr, MDD, MECR, MDiv, and Zachary N, Stouw, MD

TOE WAL STRETT AN, WEALTH m GET @ WELMS FREE E

2007 15 4400 2008
10 9 9300

Emory Psychiatrist Cited g Conflicts of Inlerest
it Sl ki b The senator [Grassley] said records he obtained from

GlaxoSmithKline PLC, the maker of the antidepressant Paxil,
indicated Dr. Stowe was paid $154,400 by the drug company
in 2007 and $99,300 during the first 10 months of 2008. The

totals included payments for at least 95 promotional talks on
behalf of the company.

|l i e i THE ANTIDEPRESSANT OF CHOICE FOR WOMEN
| GLOBALIZATION . .
1 3 5 E Japan Depression in Women: Paxil
= b | 2000
| Amemican psvcue E Seroxat
Paroxetine
1 F {
|C ra é"l. Ll}\(..- USE No SSRIs Times for Special
ConSIderatlon Short half life
Premenstrual Lactation
Pregnancy ntreated depression
p Postpartum
regnancy Perimenopause
I 9, Postmenopause
h ETHAN WATTERS
64 65
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True leadership has to be earned.

REDUCING THE RISK OF
DISCONTINUATION SYNDROME

wilith e Soples
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THE ANTIDEPRESSANT OF CHOICE FOR WOMEN PreMenstrual Syndrome &
Depression in Women: Paxil PreMenstrual Dysphoric Disorder
Seroxat
Paroxetine

Times for Special
Consideration

Premenstrual
Pregnancy
Postpartum
Perimenopause
Postmenopause

Short half life

Lactation

ntreated depression

Priﬁ\arily Mood

Primarily Physical
4——) symptoms

Symptoms

PMDD - PreMenstrual Dysphoric Disorder

PreMenstrual Dysphoric Disorder

Background

Symptoms

* 75% of women report minor,
isolated, occasional
premenstrual changes

75

* 20 — 50% report
“premenstrual syndrome” 20-
50
* 3 — 8% of reproductive-age
women have PMDD

3-8 PMDD

*Anxiety, irritability, tension

+Affective lability
*| Interest
+| Energy, fatigability

* Food craving
« Bloating, breast tenderness,
headaches, joint pain

Expert Guidelines for the Treatment of Severe PMS,
PMDD, and Comorbidities: The Role of SS5RIs

EN, MDD
i R TS, MD, FhD.#
NKERS, MD*

ABSTRACT

The hallmark feature of 7 1 synd (PMS) and g | dysphoric disorder
(PMDOD is the predictable, crclic natare of symptoms or distinct on/offness that hegins in
the late luteal phase of the menstrual cycle and remits shorly after the onset of menstrua-
tion PMDD is distinguished from PMS by the severity of symptoms, predominance of mood

I , and role d; i iculardy in personal relationships and ital/family do-
mains, Several treatment modalities are beneficial in PMDD and severe PMS, but the selec-
tive serotonin reuptake inhibitors (SSR1s) have emerged as first-line therapy. The S5RIs can
be admini d i Iy throughout the entire month, intermittently from ovulation to
the onset of menstruation, or semi-intermittently with dosage increases during the late luteal
phase, These guidelines present practical trestment algorithms for the use of SSKIs in wo-
men with pure PMDD or severe PMS, PMDD and undedying subsyndromal clinical features
of mood or anxisty, or p 1 rhation of a dianxiety disorder.

12
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Paroxetine For Hot Flashes In Breast Cancer Patients

® Rationale
—55% survivors have debilitating Hot Flashes

55%

— Association between Estrogen RT — breast Cancer

Vaginal Atrophy

Coronary Heart
Disease

@Ontine@

J Sexual Function
— Nonhormal treatment disappointing

Menopausal
Symptoms &
Syndromes

£ Bellergal, clonidine, vit. E, soy products

Depression
® Mechanism?

— estrogen withdrawal related to {, serotonin

Cognitive Decline

| whot T call
1 het flash |
J

P

ostpartum depression
Negative effect on
bonding

Noncompliance with
prenatal care

Effects on Foetus

Suicide)

—_

Risks of Untreated
Depression During
Pregnancy

Poor self-care,
nutrition, sleep

Drug, alcohol,
tobacco

Exposure to additiona
medications

Altshuler et al. Am J Psychiatry. 1996; 153:592; Cohen et al. J Clin Psychiatry. 1998;59(suppl 2): 18; Meanet et al. Dev 7
Neurosci. 1996; 18:49; Orr et al. Epidemiol Rev. 1995; 17:165; Steer. J Clin Epidemiol. 1992;45:1093.

About Us
Zach Stowe

Emory
Women’s
Mental Health Program

15%

These ‘perfect childbirth experiences’ account for less
than 15%

of all pregnancies
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S Kety 90
2 p292
“The manipulation of the brain by any of the biological techniques
which can be developed in the foreseeable future would involve
such drastic invasions of privacy, integrity and the unalienable
rights of the individual that in their application behavioral control
would already have been achieved even if the electrodes carried
no current and the pill were placebo”.
S Kety, Hearings of the National Commission on Health Sciences
& Society. 90" Congress, Second Session. Page 292

Medicine & Markets

1. Collect the Right Data —
Patient/Discovery

2
2.Access to Data — Free Market

3
3.Prescription Only?

4
4.Product Patents?

Assessing Risk and Benefit: To Treat or Not to
Treat Major Depression During Pregnancy
with Antidepressant Medication

toatlon is o critical guestion 1o clind
hand, and the healthy development of the infant, on the othe
hiatrist face o dile
cognitive development of the mfant ar
pregrancy also can impact the fetus and ha
v

during pregrans pressant med-

concerned with the welfare of the mother, on

he patient and
!

“From the evidence UcsD
avatlable to date, the risks ;
. ' P
afan untreated maternal - oSy nen
depression arve far greater th, and 2009

than i} ks of serfous

adverse sequelae from
antidepressant
medication.”

Barbara Parry

True leadership has to be earned.

REDUCING THE RISK OF
DISCONTINUATION SYNDROME
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mModem
management
of perinatal
psychiafric
disorders 2009
Risks of

Untreated Depression

No Risk from
Antidepressants

CHIRE ATAGRC BULLET
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