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Ol stopped taking the medicine because | prefer
the original disease to the side effects.O




Are antipsychotic drugs too safe

for the practicing clinicians?

¥ Doses 5 times the effective dose do not cause SAE

¥ Two or 3 antipsychotics given together do not cause
SAE

¥ There are few interactions with other psychotropics and
relatively few drug-drug interactions in general

¥ Is tolerability overlooked and underweighted because of
SAE relatively low frequency?



Are practicing clinicians trained
In risk assessment?
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Framing Impedes Rational Choices
Even in Life or Death Situations

I The probability of adverse events with drug A is 1:100,
and with drug B 2:100 (an absolute difference of 1%)

I The probabillity of adverse events with drug B are x2 as
likely as A.

I Clozapine, which prevents suicide X4 compared to other
SGA, requires careful WBC monitoring during the first 6
month of RX;

I Clozapine, which might cause death from

agranulocytosis, can occasionally reduce suicide by
0.1531/1000 years.



Tricks the Mind Plays When We Make Decisions
In Environments of Uncertainty

¥ Humans (physicians) are more likely to estimate a high
probability of an ADR when given a description of it in a
specific case, than when having to infer from groups and
statistics;

¥ In making medication choices, rare but serious ADR (the
unusual) are overemphasized, while mild but very common
ADR are underemphasized,

¥ Physicians may compress complex data about the
relationship between treatment and ADR to simple yes/no
categorical risks;

¥ Personal experiences and beliefs (O have seen it,0 OIf | didnOt
believe it, | wouldnOt have seen ijOinfluence the risk/benefit
judgment.



Qualitative Risk In  Rx with Antipsychotics and in Life
Do not confuse probability with impact
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Do we balance probabillity vs.
Impact when we risk ADR?
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'After Casey D. J Clin Psychiatry 1996;57(11):40D5
EPS = extrapyramidal symptoms ’HSgg S, et al. Lancet 2000;355:1155D6
TD = tardive dyskinesia *Wirshing DA, et al. Biol Psychiatry 1998;44(8):778D83



Schizophrenia and ADR

¥ Is this an ADR, a delusion, or a spontaneous fluctuation
of the illness?
¥ Did the patient take the drug and had done it correctly?

¥ Acquiescence to ADR by clinicians and patients?



Arrhythmia

The sertindole story: is it guilt by association?

iyl e— iy
: .

.{A,._,.-;.‘)-}.J..."

Recognition and reporting of VT, VF in association with terfenadine
(Seldane) in a young woman, led to the removal of these medications
from the market and of few other similar anti-histamines.

Monahan BP, et al. Torsade de pointes occurring in association with terfenadineuse.
JAMA 1990;264:2788D2790.



Sudden Death and CVA

Publication of pooled analysis of 3 RCT*
associating SGA with increased mortality, and of a
few inconclusive non-RCT* *, prompted regulators
to examine the risk.

Wooltorton E. Risperidone increased rate of cebrovascular events in dementia trials.
CMAJ 2002; Wooltorton E Zyprexa increased incidence of cebrovascular events in
dementia trials. CMAJ 2004.

Atypical Antipsychotics and Risk of CVA; Herrmann et al AJP 04

Atypical antipsychotic drugs and risk of ischemic stroke: population based retrospective
cohort study. Sudeep SG, et al BMJ, 05; Antipsychotic drug use and mortality in older
adults with dementia Gill SS et al. Ann Intern Med. 07; Risk of death associated with the
use of conventional versus atypical antipsychotic drugs among elderly

patients. Schneeweiss S et al CMAJ 07



Comparison of Risk of Cerebrovascular Events in an Elderly
VA Population With Dementia Between Antipsychotic
and Nonantipsychotic Users

Mitchell J. Barnett, PharmD, MS*t Heidi Wehring, PharmD,i and Paul J. Perry, PhDt

- - - o S ] ] (.J Clin Psvehopharmacol 2007:27-595-601)

Results: Ovwverall, CVE risk did not differ whether patients were
receiving a first-generation antipsvchotic, SGA, or no antipsychotic
therapv. However, patients with vascular dementia had an increased
risk in hospitalization for a CVE. There was no increase in nisk of a
CVE for patients treated with quetiapine, olanzapine, or risperidone
relative to haloperidol, or for patients receiving olanzapine or
risperidone relative to quetiapine. Stratified subgroup analvses
demonstrated no difference in nsk for CVE-related admission
patients with Alzheimer dementia among individual agents. How-
ever, patients with vascular dementia receiving risperidone, but not
olanzapine or gquetiapine, were found to be at decreased risk for
CVE admission relative to haloperidol.

C ions: [his study found no increase in overall risK i -
lated hospital admission 1n patients treated with antipsychotl

medications.




Antipsychotic Drug Use and Risk of Pneumonia in Elderly People

Wilima Knol, MD,* ™ Rob J. varn Marum, MD, PbD,* Paul A. F Jansen, MD, PhD.*
Patrick C. Souverein, PhD," Alfred FE A. M. Schobben, PharmD, PhIDD,*S and
Antoine C. G. Egberts, PharmD, PhD*S

OBJECTIVES: To investigate the association between an- highest shortly after the initiation of treatment, with the
tipsychotic drug use and risk of pneumonia in elderly peo- greatest increase in risk found for atypical antpsychotics.
ple. J Am Geriatr Soc 2008.
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Figure 1. Risk of pneumonia and effect of duration of antipsychotic treatment. *Adjusted for age, sex, medication
benzodiazepines, immunosuppressants, potential extrapyramidal symptom—causing drugs, cardiovascular drugs, aci
drugs), medical conditions (delirium, diabetes mellitus, chronic obstructive pulmonary disease, lung cancer, cerebrovas
heart failure, Parkinson’s disease), and number of drugs and hospital admissions.



Considering the Risk of CVA and Sudden Death Iin
Demented Elderly vs. Benefits of Antipsychotics

¥ The presence of risk is still being debated and the
magnitude is very low;

¥ The magnitude of the benefit is also very low and
Inconsistent;

¥ No indication exists to identify those patients who
are at increased risk;

¥ Other ADR are very common;
¥ Other Rx options are available.



Discontinuation for Any Reason (%)

CATIE AD
Time to all-cause discontinuation
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Range of median time to discontinuation: 5.3 (quetiapine) b 8.1 weeks (olanzapine).
Schneider LS, et al. N Engl J Med. 2006;355:1525-1538.



How do warnings affect the complexities of
daily clinical practice?

Real Iife{
X for il C> Sedation ¥ Patient and family;
anxiety mild '

agitation ¥ Other patients and their

families;
¥ MDOs beliefs, personal

Persj;tent Add asecqnd .RX experlence’ RCT’
superimbosed foragtation |\ ¥ Nurses and administrators:

on dementia

¥ Unknown triggers ;
% Agitated @ ¥ Fluctuating symptoms.
delirium



Metabolic ADR
Diabetes



CATIE: Mean Change in Glycosylated
Hemoglobin and Blood Glucose

Mean Change in Glycosylated
Hemoglobin (%)
0

0 L

B Glycosylated hemoglobin (HgbAlc)
Glucose

- 0.45
- 0.40
- 0.35
- 0.30
- 0.25
- 0.20
- 0.15
- 0.10
- 0.05

n 01

Olanzapine Quetiapine Risperidone Perphenazine Ziprasidone
(n=151/336) (n=137/337) (n=139/341) (n=107/261) (n=89/185)

*P=.01 vs other antipsychotics.

Adapted from Lieberman J et al. N Engl J Med. 2005;353:1209-1223.
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Diabetes and the Metabolic Syndrome

¥ How do the different aspects of the metabolic syndrome
interplay?

¥ Do young and elderly patients differ in terms of risk and
consequences?

¥ Controlling for aging, does the risk of diabetes change with
long-term treatment?

¥ Which aspect of the metabolic syndrome is the more
worrisome?

¥ Are patients Rx with metabolically OfriendlyO drugs healthier
In the long run?

¥ Do patients stop taking medication because of metabolic
related ADR?

M Are FGA safer than SGA or is it a matter of attention?



Why sue only for diabetes? What about the rest
of the biochemical abnormalities?

CLICK HERE IF YOU OR A

LOVED ONE HAS EXPERIENCED
ZYPREXA SIDE EFFECTS

reedom center,
A Survivor-Run Support and Advocacy Community, Presents:

Attorney
Jim Gottstein

Big Pharma ‘Zyprexa Papers’
Whistle-Blower and
Crusader Against

Forced Drugging

Attorney Jim Gottstein leaked the Zyprexa Papers,
memos exposing drug manufacturer Eli Lilly’s cov-
erup of the dangers of its top-selling schizophrenia
drug. Gottstein gave the papers to the media and ac-
tivists, including Freedom Center’s Will Hall, result-
ing in four major NY Times articles
and a call for a Congressional inves-
tigation, as well as court gag orders
by Lilly to suppress the information.
At least 9 states have filed Medicaid
fraud lawsuits against Lilly.

Gottstein, founder of PsychRights.org, is an interna-
tionally recognized advocate for psychiatric survivors
and a staunch opponent of forced drugging. He has
led legal challenges demanding Big Pharma release
hidden clinical trial data, and argued for human alter-
natives before the Alaska Supreme Court.

Local advocates against forced drugging will share
brief introductory remarks.

Monday, October 22nd, 7pm
Franklin Patterson Hall, Hampshire College

Free and open to the public. Public transit and wheelchair accessible.
Call with interpreter, childcare, and other needs.
This event is volunteer-powered and we appreciate your donations.
Info www.freedom-center.org 877-677-6424 info@freedom-center.org



Cumulative incidence of conventional antipsychotic-induced TD;

Is this still true?

100 -
Q 20 B8 Young adults *
ey u-m Older adults *
|_
< 60-
= 0.
5
= 20+ —
o -
0 . 1
0 12 24 36

Month

tKane JM, et al. J Clin Psychopharmacol 1988;8:52SP56S
2Jeste DV, et al. J Psychiatr Res 1998;32:201b14



Data mining method to study the disproportionality of TD reporting
with FGA and SGA to The Adverse Event Reporting System

database maintained by the FDA between 1968-2004

(Murali Doraiswamy)

Figure 1: Scores of Drug-Event Associations (EBGM values) and Confidence Intervals
between Atypical (ATY) Antipsychotics and Tardive Dyskinesia (TD)

as Reported in FDA's AERS Database 1968-2004.

[Numbers of drug-event reports are also included.]
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Figure 2: Scores of Drug-Event Associations (EBGM values) and Confidence Intervals
between Conventional (CONV) Antipsychotics and Tardive Dyskinesia (TD)

as Reported in FDA's AERS Database 1968-2004.

[Numbers of drug-event reports are also included.]
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Off-Label Use

¥ Twenty percent of all prescriptions, and 31% of

prescriptions for psychotropic drugs are for off-label use
(Radley et al, 2006)

¥ Over 66% of antipsychotic prescriptions are for off-label
uses (Weiss et al, 2000)

Pl Almost exclusively prescribed for off-label indications
In the elderly

¥ Over 70% of atypical antipsychotic prescriptions are for
non-schizophrenic conditions (Buckley, 1999)



Risks Underlying Off-Label Use

¥ Assessment of efficacy/safety is based on short-term use
even for indications requiring prolonged treatment

¥ Sample size is limited, therefore infrequent, but serious
events may be missed

¥ Use In high risk population without full exploration of
potential safety issues

¥ Non-standard reporting of efficacy and safety results
¥ Use in elderly/BPSD is characteristic of this issue



What do patients think of AE?

¥ Frequency vs. seriousness
¥ Movement disorder
PlAkathesia
PIRIgidity
PlTremor
¥ Apathy, anhedonia
¥ Metabolic syndrome
¥ Compliance
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The Different Perspective

Regulators balance benefits and risks
considering the interests of stakeholders,
based on laws, rules, evidence, and
advisers, for the good of the public (An FDA
Odetermination that a drug is OsafeO is not a _
finding of fact, but an opinion.O Paul Leber) Benefits

Clinicians balance benefit and risk
considering the interest of the individual,
with the help of group-derived evidence,
knowledge of the individual, medical
gossip, intuition, and framing.

Benefits

Ben

Patients balance benefit and risks
considering their own conscious and
unconscious preferences, as well as the
advice of doctors, friends, relatives, and
neighbors.




Who Is accountable to whom when
assessing risk/benefit ratio?

¥ Regulators

Pl Their own professional conscience;

Pl Immediate boss and bossOs boss;

Pl The press and public opinion;

Pl Legislators, other politicians, laws, and regulations.
¥ Clinicians

Pl Their own professional conscience;

Pl The individual patient;

Pl Administrative and professional organizations, laws,
and regulations.

¥ Patients
Pl?



Are the differences between
antipsychotics related only to ADR?

Clozapine

Ziprasidone

Olanzapine
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Is there a difference in
efficacy or effectiveness?
Is there a difference in AE?
Is receptor pharmacology
responsible for the
differences?

Zorn SH et al. Interactive Monoaminergic Brain Disorders. 1999;377-393.
Schmidt AW et al. Eur J Pharmacol. 2001;425:197-201.
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Why Olanzapine Beats Risperidone, Risperidone Beats
Quetiapine, and Quetiapine Beats Olanzapine: An
Exploratory Analysis of Head-to-Head Comparison

Studies of Second-Generation Antipsychotics

Stephan Heres, M.D.
John Davis, M.D.

Katja Maino, M.D.
Elisabeth Jetzinger, M.D.
Werner Kissling, M.D.
Stefan Leucht, M.D.

Are dose and
dosing the key
to the
differences?

Objective: In many parts of the world,
second-generation antipsychotics have
largely replaced typical antipsychotics as
the treatment of choice for schizophre-
nia. Consequently, trials comparing two
drugs of this class—so-called head-to-
head studies—are gaining in relevance,
The authors reviewed results of head4to-
head studies of second-generation anti-
psychotics funded by pharmaceutical
companies to determine if a relationship
existed between the sponsor of the trial
and the drug favored in the study's over-
all outcome.

Method: The authors dentified head-to-
head companson studies of second-gen-
eration antipsychotics through a MEDLINE
search for the period from 1966 to Sep-
tember 2002 and identified additional
head-to-head studies from selected con-
ference proceadings for the period from
1999 to February 2004, The abstracts of
all studies fully or partly funded by phar-
maceutical companies were modified to
mask the names and doses of the drugs
used in the trial, and two physicians
blinded to the study sponsor reviewed
the abstracts and independently rated
which drug was favored by the overall
outcome measures. Two authors who
were not blinded to the study sponsor re-
viewed the entire report of each study for

sources of bias that could have affected
the resultsin favor of the sponsor’s drug,

Results: Of the 42 reports identified by
the authors, 23 were sponsored by a
pharmaceutical company. In 9009 of the
studies, the reported overall cutcome was
in favor of the sponsor's drug. This pat-
tern resulted in contrad kctory conclusions
across studies when the findings of stud-
ies of the same drugs but with different
sponsors were compared. Potential
sources of bias cccurred in the areas of
doses and dose escalation, study entry cri-
teria and study populations, statistics and
methods, and reporting of results and
wording of findings

Conclusions: Some sources of bias may
limit the validity of head-to-head compar-
rson studies of second-generation antipsy-
chotics. Because most of the sources of
bias identified in this review were subtle
rather than compelling, the clinical use-
fulness of future tnials may benefit from
minor modifications to help avoid bias
The authors make a number of concrete
suggestions for ways in which potential
sources of bias can be addressed by study
initiators, peer reviewers of studies under
consideration for publication, and read-
ers of published studies.

(Ame J Psychiatry 2006; 163:185-194)



Is the FDA raising the bar?
Is this only a back door for the therapeutic
OequivalenceO or Onon-inferiorityO?

BioCentury, Tue Blernstein Report ox BioBusingss August 11,2008 PacEAT0F 23

Requlation

Deconstructing iloperidone

By Steve Usdin . .
& Erin McCallister Iloperidone efficacy
Senior Writers Vanda (NASDAQ:VNDA) conducted a four-weck Phase 11 trial compar-

FDA has added schizophrenia to the list of diseases and | . "= . . . .
ditions for which the agency believes it is unsafe to market | - Hloperidanc to placebo, with Geodon ziprasidone as an active control.
con gency The trial demonstrated the superiority of both iloperidone and Geodon

a drug that has low efﬁcacy’ makmg eﬁlcacy 81 INETINSIC pare of vs. placebo. Vanda also submitted to FDA three 6-week Phase TIT trials

safety. That's the take-home message from the agency'srecent | 0 1o\ il NVSENVS; SWXNOVN). Tn al these teids, a
not approvable letter to Vanda Pharmaceuticals Inc. for . R
least one dose of iloperidone had a statistically significant result com-

iloperidone.

Last week, FDA officials told BioCentury the not-approvable
decision makes it clear for the first time that in the absence of
other benefits,a compound that s less efficacious than approved
drugs won't be approved for schizophrenia.

The officials told BioCentury that, going forward, to gain
approval for a schizophrenia drug, sponsors will likely have to

narciiada FNA thav hava damanctrarad affirary atr laacr cimilar

pared to placebo, as did the active controls. While the studies were not
designed to compare iloperidone to the active controls, FDA said it was
surprised that Risperdal risperidone appeared to be more efficacious. (A)
Primary endpoint is positive and negative syndrome scale total (PANSS-
T) score; (B) Primary endpoint is brief psychiatric rating scale (BPRS)
score; Sawrce: Cutler ¢t al, Journal of Clinical Psychop harmacology, April 2008;
Patkin et al, Jourmal of Clinical Psychop barmawlogy, April 2008




Avoid high-end doses
Are antipsychotic too safe?
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Whom does SPC target?

¥ Does the SPC mostly aim to regulate the
content of the marketing material?

¥ |s the SPC mostly aimed at informing the
consumer?

¥ Do clinicians read and follow the SPC?

¥ Would clinicians want a different format of
SPC?



Questions

I What do regulators (pharmacovigilants) expect from
clinicians, and vice-versa?

I What do regulators expect from the industry and vice-
versa?

! Can a pharmacovigilant, hunting for signs of trouble, tell
the forest from the trees?

I Can a clinician seeing a very narrow part of the picture
tell the forest from the trees?

| |s there a better way to bring safe antipsychotics to
market, faster and cheaper?



The multi-billion ! question:
What affects prescribing practice?

Med Affairs

Rx Decision
Made

I Other Rx Options T
_Patients _ Presented 7 Medical
) ' Marketing_

“Family & !~ Clinical "\
iEriends S Data

Sales Reps

THE FRANKEL GROUP ¢




Thank you and be safe!




