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ÒI stopped taking the medicine because I prefer  
the original disease to the side effects.Ó 



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 

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

¥! The probability of adverse events with drug B are x2 as 
likely as A. 

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

¥! Clozapine, which might cause death from 
agranulocytosis, can occasionally reduce suicide by 
0.1531/1000 years. 



¥! 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 (ÒI have seen it,Ó ÒIf I didnÕt 
believe it, I wouldnÕt have seen itÓ)  influence the risk/benefit 
judgment. 

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



Qualitative Risk In Rx with Antipsychotics  and in Life 
Do not confuse probability with impact  

A high probability does not imply a high impact 

Ventricular Fibrillation 
Plane crash 

Sedation 
Rain 

Poor response to Rx   
Tax audit  

Photosensitivity 
Baggage lost   

Non-compliance  
Divorce  

Tremor 
Flight delay  

Akathesia/anhedonia 
 Picking the wrong stock 

Gynecomastia  
Computer crash 

Any EPS 
Paper rejected 



 Do we balance probability vs. 
impact when we risk ADR?      

Anticholinergic Orthostatic 
hypotension 

Seizures Sedation 

Transaminase 
elevation 

Hyperprolactinaemia Haematologic Thromboembolic 2 

Weight  
gain 

TD 

EPS 

Metabolic 3 

1After Casey D. J Clin Psychiatry 1996;57(11):40Ð5  
2HŠgg S, et al. Lancet 2000;355:1155Ð6 

3Wirshing DA, et al. Biol Psychiatry 1998;44(8):778Ð83 

QTc 
prolongation Adverse effects 1 of 

antipsychotic drugs  

EPS = extrapyramidal symptoms 
TD = tardive dyskinesia 

Hypothyroidism 

Necrotising 
pancreatitis 



 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?   

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;264:2788Ð2790. 



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  

 * * 

Sudden Death and CVA 

*







Considering the Risk of CVA and Sudden Death in 
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. 



Range of median time to discontinuation: 5.3 (quetiapine) Ð 8.1 weeks (olanzapine). 

Schneider LS, et al. N Engl J Med. 2006;355:1525-1538.  

Overall P=NS 

Drug Med Time  
discont.  
(weeks) 

Olanzapine 8.1 

Quetiapine 5.3 

Risperidone 7.4 

Placebo 8.0 

Olz 2-5 mg Ris 0.5-2 Quit25-50 mg 

CATIE AD 
 Time to all-cause discontinuation  



Sedation, 
confusion, 

mild 
agitation  

Add a second Rx 
 for agitation  

 Persistent  
 delirium 

 superimposed 
 on dementia 

RX for mild 
 anxiety  

Agitated  
delirium 

Real life  

How do warnings affect the complexities of 
daily clinical practice?   

¥! Patient and family; 

¥! Other patients and their 
families; 

¥! MDÕs beliefs, personal 
experience, RCT; 

¥! Nurses and administrators; 
¥! Unknown triggers ; 

¥! Fluctuating symptoms.   



Metabolic ADR 
Diabetes 



CATIE: Mean Change in Glycosylated 
Hemoglobin and Blood Glucose 
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*P=.01 vs other antipsychotics. 

 Adapted from Lieberman J et al. N Engl J Med. 2005;353:1209-1223. 

* 



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 ÒfriendlyÓ drugs healthier 
in the long run? 

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

¥! 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?   



Cumulative incidence of conventional antipsychotic-induced TD; 

Is this still true? 
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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) 



 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) 

Ð!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 
Ð!Akathesia 
Ð!Rigidity  

Ð!Tremor  
¥! Apathy, anhedonia 
¥! Metabolic syndrome 

¥! Compliance      



Time to treatment 
discontinuation for  

insufficient efficacy  

Time to treatment 
discontinuation for  

adverse effects  

EUFEST, Khan et al Lancet 2008 



 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 
Òdetermination that a drug is ÔsafeÕ is not a 
finding of fact, but an opinion.Ó Paul Leber)  

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.   

 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  
Ð!Their own professional conscience; 
Ð! Immediate boss and bossÕs boss;  
Ð!The press and public opinion;   
Ð!Legislators, other politicians, laws, and regulations.  

¥! Clinicians 
Ð!Their own professional conscience;  
Ð!The individual patient;   
Ð!Administrative and professional organizations, laws, 

and regulations. 
¥! Patients  

Ð!?   



  Are the differences between 
antipsychotics related only to ADR?  

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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¥! Is there a difference in 
efficacy or effectiveness? 

¥! Is there a difference in AE? 
¥! Is receptor pharmacology 

responsible for the 
differences?   



Are dose and 
dosing the key 

to the 
differences? 



Is the FDA raising the bar? 
Is this only a back door for the therapeutic 

ÔequivalenceÕ or Ônon-inferiorityÕ? 



Avoid high-end doses    
Are antipsychotic too safe? 

Response  

Effect 
threshold 

dose Minimally 
effective 

dose 

Maximally 
effective 

dose 

Dose 

? 

 tolerability, compliance,  effectiveness  



Whom does SPC target? 

¥! Does the SPC mostly aim to regulate the 

content of the marketing material? 

¥! Is the SPC mostly aimed at informing the 

consumer?  

¥! Do clinicians read and follow the SPC? 

¥! Would clinicians want a different format of 

SPC? 



Questions 
¥! What do regulators (pharmacovigilants) expect from 

clinicians, and vice-versa?  

¥! What do regulators expect from the industry and vice-

versa? 

¥! Can a pharmacovigilant, hunting for signs of trouble, tell 

the forest from the trees? 

¥! Can a clinician seeing  a very narrow part of the picture 

tell the forest from the trees?    

¥! Is there a better way to bring safe antipsychotics to 

market, faster and cheaper?    
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The multi-billion ! question:   
What affects prescribing practice?   



Thank you and be safe!   


