
  

ANTIPSYCHOTICS- 
INTRODUCTION



  

CHLORPRMAZINE WAS THE 
FIRST TO BE USED AS AN 
ANTIPSYCHOTIC



  

RECENTLY ATYPICAL 
ANTIPSYCHOTICS ARE USED 
MORE COMMONLY



  

THERE ARE FEW STUDIES, 
WHICH HAS SHOWN THAT 
TYPICAL AND ATYPICALS 
ARE NOT MUCH DIFFERENT 
IS EFFICACY



  

TARDIVE DYSKINESIA IS 
PREVENTED IF ATYPICAL 
ANIPSYCHOTICS ARE USED 
IN PLAC OF TYPICAL



  

ATYPICAL ARE NOT RISK 
FREE FROM EPS SIDE 
EFFECTS, BUT THOSE SIDE 
EFFECTS ARE LESS THAN 
TYPICALS



  

ATYPICALS ARE ALSO 
EFFECTIVE IN TREATING 
NEGATIVE SYMPTOMS, 
COGNITION AND EXECUTIVE 
DYSFUNCTION ASSOCIATED 
WITH SCHIZOPHRENIA



  

ATYPICALS ARE PROVED TO 
BE MOOD STABILIZER AND 
ARE ALSO FASTER ACTING 
IN MANIA



  

COST AND METABOLIC 
SYNDORMES ASSOCIATED 
WITH ATYPICALS ARE 
RESTRICTING FACTOR



  

GENERAL PRINCIPLES OF 
ANTIPSYCHOTIC USE



  

DRUGS



  

20 ANTIPSYCHOTICS ARE 
AVAILABLE IN US



  

16 ARE TYPICAL AND 6 ARE 
ATYPICAL



  

TWO OF THEM ARE NOT 
APPROVED FOR 
SCHIZOPHRENIA:  PIMOZIDE 
AND DROPERIDOL



  

ANTIPSYCHOTICS AVAILABLE IN US ARE:              

           1. ARIPRIPAZOLE ( ABILIFY, ABILIFY DISC MELT ); 2. 
CHLORPRMAZINE ( THORAZINE );             3. CLOZAPINE ( CLOZARIL, 
FAZACLO ); 4.  DROPERIDOL ( INAPSINE); 5. FLUPHENAZINE ( PROLIXIN )
; 6. FLUPHENAZINE DECONATE ( PROLIXIN DECONATE );  7. 
HALOPERIDOL ( HALDOL ); 8. HALOPERIDOL DECONATE ( HALDOL 
DECONATE ); 9. LOXAPINE ( LOXITANE); 10. MESORIDAZINE 
( SERENTIL );                 11. MOLINDONE ( MOBAN ); 12. OLANAZAPINE 
( ZYPREXA, ZYDIS, IM INJ ); 13. PERPHENAZINE ( TRILAFON ); 
14.PIMOZIDE (ORAP); 15. QUETIAPINE ( SEROQUEL); 16. RISPERIDONE( 
RISPERDAL, RISPERDAL M-TAB; AND RISPERDAL CONSTA); 17. 
THIORIDAZINE (MELLARIL); 18. THIOTHIXENE (NAVANE); 19. 

TRIFLUPERAZINE ( STELAZINE); 20. ZIPRASIDOME (GEODON)  



  

BLOCKADE OF D2 
RECEPTOR IS KEY IN ACTION 
AND SIDE EFFECTS OF 
TYPICAL AND ATYPICALS



  

CHEMICAL STRUCTURES A. 
PHENOTHIAZINES; B. 
BUTYROPHENONES; C. 
THIOXANTHENES; D. INDOLE; E. 
DIBENZAZEPINES; F. BENZISOXAZOLE; 
G. THIENOBENZODIAZEPINES; H. 
OTHERS



  

CLOZAPINE IS UNIQUE. IT 
HAS SIDE EFFECT OF 
AGRANULOCYTOSIS , BUT 
HAS NO EPS SIDE EFFECTS 
AND IS EXCEPTIONALLY 
EFFECTIVE



  

EFFICACY



  

NATURE AND TIMING OF 
ANTIPSYCHOTIC RESPONSE 
ARE UNSATISFACTORY



  

ABOUT 30% OF PATIENTS WHO DO NOT 
RESPOND TO STANDARD 
ANTIPSYCHOTIC WILL RESPOND TO 
CLOZAPINE IN 12 WEEK TRIAL.  IN 
ANOTHER 15-30%, PATIENTS WHO DO 
NOT RESOND IN THE FIRST FEW 
MONTHS WILL RESPOND IN 6-12 
MONTHS



  

RAPID IMPROVEMENT 
BETWEEN 1-6 WKS, MODEST 
BETWEEN 6-12.  NO 
ADDITIONAL AFTER 26 
WEEKS.



  

DEPOT PREPARATIONS ARE 
USEFUL IN MAINTENANCE 
TRETAMENT



  

POOR SLEEP, PACING AND 
SPECIAL FEARS ARE SIGNS 
OF RELAPSE.  HELPS TO 
RESTART THE TREATMENT



  

INTERMITTENT MEDICATION 
STRATEGIES ARE NOT AS 
USEFUL AS LOW DOSE 
MAINTENANCE.  HIGH DOSE 
MAINTENANCE WERE MORE 
USEFUL THAN LOW DOSE 
MAINTENANCE



  

ATYPICAL ( RISPERDOL) CAN 
BE GIVEN AS DEPOT



  

ACUTE 
ANTIPSYCHOTIC 
TREATMENT



  

ATYPICALS ARE FIRST LINE 
OF TREATMENT.  TRIALS 
LIKE CATIE AND CUTLASS 1 
DID NOT SEE THE 
DIFFERENCE BETWEEN 
TYPICAL AND ATYPICAL.



  

TYPICALS LIKE 
HALOPERIDOL IN 
COMBINATION WITH 
BENZODIAZEPINES ARE 
USEFUL IN ACUTE SHORT 
TERM TREATMENT OF 
AGITATION WITH 
PSYCHOSIS.



  

CHOICE OF ATYPICAL 
ANTIPSYCHOTIC DEPENDS 
ON THE CHARACTERISTICS 
OF THE PATIENT



  

ORAL TITRATION OF AN 
ACUTELY PSYCHOTIC 
PATIENTS ARE 
RISPERIDONE, 
ARIPRIPAZOLE AND 
OLANAZAPINE



  

QUETIAPINE AND CLOZAPINE 
ACTS SLOWLY



  

SIDE EFFETCS OF SEDATION 
SOMETIMES USED FOR 
AGITATED AND ANXIOUS 
PATIENTS



  

RELATIVE POTENCIES OF 
DIFFERENT 
ANTIPSYCHOTICS



  

TYPICALS ARE AVAILABLE IN 
GENERICS. CLOZAPINE 
AMONGST ATYPICAL IS 
AVAILABLE GENERIC



  

EARLY INPATIENT 
TREATMENT



  

LOWER DOSAGE IS 
RECOMENDDED OVER 
HIGHER DOSAGE IN THE 
EARLY INPATIENT THERAPY



  

SIDE EFFECTS AND 
PREVIOUS RESPONSE ARE 
TWO CRITERIA FOR 
MEDICATION SELECTION



  

2 WEEKS WITHOUT 
RESPONSE AND 5-6 WEEKS 
OF INADEQUATE RESPONSE 
USUALLY PROMPT TO 
CHAGE IN THE MEDICATION



  

DEVELOPMENT OF MILD EPS 
SIDE EFFECT CAN PROMPT 
PATIENT TO DISCONTINUE 
THE TREATMENT



  

COMPLIANCE WITH 
MEDICATION SHOULD 
ALWAYS BE CHECKED WHEN 
PATIENT IS UNRESPONSIVE



  

electroconvulsive 
therapy (ECT) is 
effective in treating 
catatonia and is often 
helpful, at least to 
terminate an episode, 
for patients with drug-
resistant schizophrenia.



  

URINE DRUG SCREENING 
SHOULD BE DONE IF THE 
PATIENT IS UNRESPONSIVE



  

MAINTENANCE DRUG 
THERAPY



  

For a patient who has recovered from a first 
psychotic episode, there is no evidence 
regarding how long to continue antipsychotic 
therapy. Probably stopping the drug 2 days 
after the patient appears much better will 
lead to a return of psychosis,whereas 
tapering off medication after 3 months might 

be toleratedby many patients—perhaps 
85%—without relapse rapidly ensuing.



  

schizophrenia is a chronic illness 
characterized by exacerbations and relative 
remissions, so maintenance 
pharmacotherapy is almost always required. 
At some point, the drug action shifts from 
being directly antipsychotic to preventing 
relapse



  

It is clear that antipsychotics are 
more effective than placebo, but 
many patients experience a 
relapse despite adequate drug 
therapy.



  

Reduced risk of tardive dyskinesia, 
improved cognitive function, and perhaps 
greater efficacy in treating negative 
symptoms have resulted in the atypical 
antipsychotics being the maintenance 
treatment of choice for schizophrenia. 
However, the biggest single drawback to 
use of atypical agents in maintenance 

therapy is their greater proclivity for 
producing significant weight gain compared 
with standard antipsychotic agents 



  

If the patient is expected to be under stress 
in the next 6–9 months (e.g., completing 
school, starting a new job, getting divorced), 
we favor continuing the neuroleptic until the 
stress point is well past and the patient is 
generally coping adequately



  

Recent data suggest that in patients 
with schizophrenia, maintenance 
therapy, even after the first episode, 
could alter the course of the illness in a 
positive manner. Thus, maintenance 
therapy is beginning to be used earlier 
in the course of the illness, even after a 
single episode.



  

At this time, for schizophrenic 
patients, we favor long-term 
maintenance at their full 
antipsychotic dose if possible. 
Patients who do not tolerate standard 
doses of classic antipsychotics 
should be switched to standard 
doses of atypical antipsychotics. For 
patients who are unable to tolerate 
standard doses, we suggest a 
gradual taper of the antipsychotic 
dose over 6–9 months to the lowest 
dose that controls symptoms



  

one of the main reasons antipsychotics do 
not work is that patients dislike them and 
refuse to take them, depot antipsychotics 
have the great advantage that a known 
amount of drug is administered reliably and 
that the staff is immediately aware when an 
injection is missed



  

In more typical, understaffed 
aftercare programs, depot 
fluphenazine injections are likely 
to be much easier to monitor 
and to be better monitored than 
pill taking. 



  

that low-dose maintenance drug therapy 
may be necessary for prolonged periods . 
Again, the newer agents may provide better 
efficacy and lower risk of tardive dyskinesia. 
Given the evidence that abrupt stopping of 
oral antipsychotics may precipitate relapse, 
more extensive use of depot antipsychotics 
is indicated for patients with schizophrenia 
or schizoaffective disorder.



  

these therapies substantially modify the 
deficits in interpersonal functioning 
present in patients with chronic 
schizophrenia, regardless of whether they 
are taking medication. push themselves 
or are pushed into rehabilitation, social 
programs, or work programs that make 
demands that are beyond their coping 

abilities and that lead to relapse 



  

USE IN OTHER 
PSYCHIATRIC 
DISORDERS



  

BIPOLAR DISORDERS



  

Atypical antipsychotics already are more 
commonly used in the treatment of mood disorders 
than they are in the treatment of schizophrenia. It 
is likely that the application of these drugs in the 
treatment of different phases of bipolar disorder 

will continue to expand 



  

IN UNIPOLAR 
DEPRESSION



  

When typical antipsychotics are used in 
treating depression, the medical record 
should reflect the reasons clearly. When the 
drug is continued for several months, the 
risks of dyskinesia must be noted and the 
need for maintenance neuroleptic use must 

be specifically justified. 



  

The use of atypical antipsychotics in the 
treatment of depression is also increasing. 
One growing use of atypicals is in the 
augmentation of antidepressant response. A 
number of studies now suggest benefit of 
adding olanzapine, risperidone, quetiapine, 
or ziprasidone to a selective serotonin 
reuptake inhibitor (SSRI) in the treament of 
resistant depression 



  

ANXIETY DISORDER



  

There are case reports of the utility of 
olanzapine in the treatment of panic 
disorder, and we have seen patients who 
could not tolerate or respond to SSRIs or 
venlafaxine who have done well with 
olanzapine monotherapy for their panic 
symptoms. Still, olanzapine or other atypical 
antipsychotic agents should be considered 
only if other strategies fail.



  

antipsychotics can be useful adjunctive 
agents for the management of agitation, irritable 
aggression, anxiety, and sleep difficulties in some 
patients. In addition, PTSD patients seem to 
benefit from atypical agents in a reduction of 
reexperiencing symptoms. Because of the sleep 
and anti-agitation benefits of olanzapine, we often 
add 5–10 mg of the drug at night to an SSRI or 
mood stabilizer. Risperidone 1–3 mg in divided 
doses also seems very helpful for some combat 
veterans with irritable aggression 



  

Anxiety frequently accompanies 
bipolar disorder. The atypical 
antipsychotics clearly help 
mitigate associated symptoms 
in bipolar patients.



  

IN PERSONALITY 
DISORDER



  

Antipsychotics have long been employed in 
the treatment of patients with borderline and 
schizotypal personality disorders
The paucity of studies is due in part to the 
difficulties of doing pharmacological trials in 
patients with personality disorders. 
Comorbidity with Axis I disorders is common 
and complicates the selection of patients for 
studies and the interpretation of study 
results



  

Schizotypal patients may represent one end 
of the schizophrenia spectrum and often 
benefit from antipsychotics. Schizotypal 
personality in younger patients is often 
perceived as a prodrome of schizophrenia. 
The only controlled trial of treating 
schizoptypal personality patients with an 
atypical agent, risperidone, reported that a 
daily dose of 0.5–2 mg was beneficial. 
Earlier uncontrolled studies with typical 
antipsychotics also showed benefits



  

 antipsychotics have a stabilizing effect on 
irritability, mood lability, and impulsivity and 
that they decrease anxiety. They may have 
a use in the early stages of a more 
comprehensive treatment program for 
patients with BPD such as with DBT. 



  

At this time, the atypicals have shown more 
consistent benefit in the the treatment of 
borderline symptoms than have the typical 
agents. Given what appears to be a lower 
long-term risk of some EPS and a broader 
spectrum of activity for borderline 
symptoms, the atypicals should generally be 
used over the typical antipsychotics for the 
treatment of borderline symptoms



  

Antipsychotics are widely used for agitated 
organic states such as delirium, Alzheimer's 
dementia, and mental retardation, with 
growing evidence that they may be helpful. 
Studies have called into question the 
efficacy of the atypical antipsychotics in the 
treatment of agitation and behavioral 
dyscontrol associated with dementia. 



  

Given the black box warning of increased 
mortality associated with the atypicals in 
geriatric patients, it is unclear whether the 
benefits outweigh the risks
The use of antipsychotics in patients with 
dementia should be assessed on a case-by-
case basis.



  

USE IN OTHER STATES



  

risperidone became the first 
medication approved for treating 
the self-aggression and anger 
associated with pediatric autism 



  

Another potential application of atypical 
antipsychotics is in the treatment of anorexia 
nervosa. No pharmacotherapy has been 
demonstrated to help anorexia on a 
consistent basis at this time. However, early 
open-label trials, case reports, and at least 
one controlled trial suggest that olanzapine 
and quetiapine may help reduce the anxiety 
and obsessiveness around food and body 
image while contributing to weight gain 



  

ATPYPICAL ANTIPSYCHOTICS-
CLOZAOPINE



  

Clozapine (Clozaril) has been 
available in the United States 
for about 20 years for use 
with patients who have 
treatment-resistant 
schizophrenia or patients who 
are unable to tolerate the side 
effects of standard 
antipsychotics



  

The drug does have problems 
and dangers, it does not work 
for everyone, and patients 
who are helped substantially 
may still be far from well.

Mild cholinergic rebound, faster relapse.
Taper as slowly as titrated up.



  

It is also thus far the only 
antipsychotic drug that 
causes essentially no 
pseudoparkinsonism or 
dystonia and that is, 
apparently, unlikely to cause 
tardive dyskinesia.



  

Efficacy
Schizophrenia (FDA approved for all)
Treatment-resistant schizophrenia 
(clozapine)
Mania (FDA approved for olanzapine, 
quetiapine, and ziprasidone)
Bipolar depression (FDA approved for 
quetiapine)
Depression/anxiety/agitation (efficacy 
established but not FDA approved for 
these purposes)



  

Side effects
Weight gain
Gastrointestinal effects
Insulin resistance
Sedation
Akathisia
Orthostatic hypotension
Bradykinesia
Tachycardia
Dizziness
Triglycerides (except ziprasidone)
EPS, NMS (rare)
Agranulocytosis (clozapine) (rare)
Seizures (clozapine)



  

Safety in overdose
Seizures with clozapine 
in overdose. 
Respiratory depression 
in combination with 
other CNS depressants. 
QT interval changes. 
Lavage and vital sign 
support



  

Dosage and administration
Clozapine: 12.5–25 mg; then increase 
dosage 25–50 mg per week, as needed 
and tolerated, to 300–600 mg/day
Risperidone: 0.5–1 mg bid to 3 mg bid by 
end of first week, Olanzapine: 2.5–5 mg 
hs; increase by 5 mg every week to 20 
mg hs
Quetiapine: 25 mg bid; increase total 
daily dose by 50 mg, as needed and 
tolerated, to 300–600 mg/day
Ziprasidone: 20 mg qd or bid; increase 
by 20–40 mg per week, to a maximum 
dosage of 80 mg bid
Aripiprazole: 15 mg qd; increase up to 30 
mg/day after 1 week Full benefits in 4 
weeks to 6 months



  

Discontinuation
Mild cholinergic rebound, 
faster relapse.
Taper as slowly as titrated up.



  

Drug interactions
Fluvoxamine (1A2 inhibitor): atypical 
antipsychotic levels
EtOH: sedation and orthostasis
Antihypertensives: may orthostasis
Carbamazepine: serum levels of olanzapine; 
clozapine levels; hematological adverse events 
with clozapine 
CNS depressants: sedation
Ciprofloxacin (Cipro) (potent 1A2 inhibitor): 
atypical antipsychotic levels



  

clozapine has an odd mix of 
pharmacological effects: more 
dopamine1 (D1) than D2 effects, more 
effect on cortical and limbic 
dopaminergic systems than on the basal 
ganglia, and greater serotonergic (5-
HT2), histaminic, and -adrenergic 
blocking activity than other available 
neuroleptics



  

Patients with chronic schizophrenia who 
had failed on at least three adequate 
neuroleptic trials and had not had a 
remission in 5 years participated in the 
study. About one-third of the patients 
improved after taking clozapine for 4 
weeks, compared with 2% of patients 
who improved after taking 
chlorpromazine



  

Clozapine appears to differ from typical 
antipsychotics in reducing negative 
symptoms (e.g., withdrawal, lack of 
motivation).
Clozapine clearly reduces them, as do all 
the newer atypical agents. In addition, 
clozapine may also affect other 
dimensions of schizophrenia, such as 
suicidality



  

Clozapine may be better than any of the 
atypicals in reducing impulsive aggression, 
and it this property that may account for its 
reported ability to reduce self-aggression, self-
mutilation, and suicide attempts. Although the 
side-effect profile of clozapine will typically 
prevent its use as a first- or second-line agent, 
we have seen a number of cases in which 
clozapine was used effectively to reduce self-
destructive behavior in schizophrenia, bipolar 
disorder, and even BPD patients



  

Because of its tendency to cause serious 
agranulocytosis—affecting as many as 1.2% of 
all treated patients in the United States—
clozapine is marketed under a unique system: 
all patients who are to begin taking clozapine 
must be cleared through a national registry 
(one of five currently in existence), and the 
physician and the pharmacy are responsible 
for obtaining weekly white blood cell counts 
(WBCs) for all these patients, essentially 
forever. Weekly supplies of clozapine are 
dispensed at the time the blood is drawn



  

The agranulocytosis associated with 
clozapine use is believed to be an 
autoimmune reaction, not a direct toxic 
effect on the bone marrow. It is not dose 
related. Most cases occur in the second 
through fourth months of treatment, but 
some reactions have occurred as late as 
18 months after the drug was begun. 
Patients developing agranulocytosis 
once will rapidly develop it again if the 
drug is restarted



  

Clozapine is available generically in 12.5-mg, 
25-mg, 50-mg, 100-mg, and 200-mg tablets, and 
in 25-mg and 100-mg scored disintegrating 
tablets. The starting dosage is 25 mg at 
bedtime, and the manufacturer recommends 
dosing bid, but many patients end up taking 
the whole dose at bedtime. The dosage should 
be increased slowly and cautiously from 25 
mg/day to 200 mg/day over the first 2–3 weeks, 
then stabilized at that dosage for a few weeks, 
with further increases as tolerated. Most 
patients respond well to dosages between 300 
and 500 mg/day. If clear improvement has not 

occurred, the dosage can be gradually 
increased to 900 mg/day



  

drug-related grand mal 
seizures occur quite 
frequently (in about 15% of 
patients) at dosages over 550 
mg/day, anticonvulsants 
should probably be added. 
Phenytoin or valproate, in 
standard anticonvulsant 
doses, are used for this 
purpose



  

Sedation is one major side 
effect limiting dosage 
increases.



  

Drug-induced fevers of 
around 100˚F can occur early 
in treatment but pass and are 
not serious



  

Although the manufacturer 
has strongly urged that other 
antipsychotics be withdrawn 
from patients before 
clozapine is begun, this 
advice is hard to follow with 
many psychotic patients. 



  

We have seen several cases 
of neuroleptic malignant 
syndrome (NMS) associated 
with clozapine use, 
particularly in patients on 
concurrent lithium



  

The course of improvement with 
clozapine treatment is somewhat 
unpredictable. Patients who clearly show 
a substantial decrease in psychotic 
symptoms may do so in the first few 
weeks of treatment or as late as 3–6 
months or more later. Some patients—a 
third or more in our experience—show 
marked improvement, although most are 
not totally free of psychotic residua



  

Psychotic and nonpsychotic patients 
with treatment-resistant mania also 
usually respond. Patients who take 
clozapine for 1 or more years may show 
gradual, continuing improvement. Even 
minimally improved psychotic patients 
may be less impulsively angry, violent, or 
argumentative and may show a gratifying 
absence of distressing akathisia, 

parkinsonism, and akinesia. 



  

Long-term side effects of maintenance 
clozapine therapy are not known, 
although in the United States, a handful 
of patients have been taking the drug 
continuously for over 20 years without 
known adverse effects (including tardive 
dyskinesia). With long-term treatment 
with clozapine, the majority of patients 
gain weight



  

All the atypical 
antipsychotics, especially 
clozapine, olanzapine, and 
quetiapine, have been 
thought to be associated with 
an increased risk of of 
hyperglycemia and diabetes, 
and this is now reflected as a 
warning in the package 
inserts of all atypical 
antipsychotics



  

If the patient has gained more than 5% of body 
weight or has a BMI over 30, we may check 
glucose and lipid levels as frequently as every 
month until we are convinced that the patient is 
medically stable. A finger stick is probably 
more useful than a hemoglobin A1c (HbA1c), 
unless the patient is already diabetic. The 
HbA1c is somewhat too global and blunt an 
assessment to tell us what is happening on a 
day-to-day basis. A fasting glucose or a finger 
stick is probably the most useful assessment 
to obtain in monitoring glucose levels



  

Physicians sometimes stop 
clozapine because patients 
have a transiently low WBC 
(3,000–3,999 cells/mm3); such 
patients never actually had 
agranulocytosis. These 
patients often respond to a 
second trial of clozapine 
without ever developing true 
agranulocytosis.



  

The combined cost of the required weekly 
WBCs and the drug is relatively high. However, 
most insurance carriers may cover all or a 
portion of the costs; the fiscal cost-benefit 
ratio for patients in public or private 
institutions has been determined, and the 
results favor the use of clozapine. For example, 
under Medicare Part D, clozapine is covered by 
most Prescription Drug Plans (PDPs) under a 
tiered system, depending on the plan. Now that 
clozapine is available generically, virtually all 
county mental health programs are purchasing 
the generic formulation at great savings over 
the name brand



  

Risperidone



  

Risperidone (Risperdal) was the next 
atypical antipsychotic agent introduced 
in the United States after clozapine for 
general prescription use. The drug exerts 
relatively more D2 than D1 antagonism. It 
also has antagonist effects at 5-HT2 and 
possibly 5-HT1 receptors



  

The 6-mg (3 mg bid) dosage is 
at least as effective as 20 mg 
of haloperidol. 



  

At these lower doses, it is 
unclear whether risperidone 
maintains a significant edge 
over haloperidol regarding 
the rates of EPS



  

Risperidone is indicated in the treatment of 
schizophrenia, schizoaffective disorder, acute 
mania, and mixed states. Risperidone was also 
approved both as a monotherapy and as an 
adjunctive agent in the treatment of acute 
mania and is approved in the treatment of 
irritability and mixed states in patients with 
autism. The utility of risperidone as a 
maintenance treatment or a treatment for 
bipolar depression is as yet unclear. As 
reported earlier in this chapter, risperidone 
also has shown benefits in the augmentation 

treatment of unipolar depression



  

Risperidone seemed the ideal 
drug as a first-line treatment 
for psychotic patients until 
worrisome adverse effects 
began to be noticed: EPS, 



  

orthostatic hypotension, 
agitation, oversedation, and 
so forth. Orthostasis has 
been particularly problematic 
in some patients and 
occasionally results in 
syncope and falls



  

Risperidone appears more 
likely to raise prolactin levels 
than does olanzapine



  

Staying low in dose and going 
slow with everybody, but 
even lower and slower with 
older patients or patients 
taking multiple medications, 
seems wise



  

In elderly patients, starting 
risperidone at a dosage of 0.5 
mg qd or bid and slowly 
titrating the drug upward 
appears prudent, and we tend 
to keep the dosage below 1–2 
mg/day for the first 2 weeks in 
an attempt to limit side 
effects.



  

Risperidone may turn out, in the long run—if 
used wisely and well—to be the ideal first-line 
antipsychotic, to lead to better control of both 
negative and positive symptoms, and to cause 
less tardive dyskinesia and NMS. However, 
compared with other atypicals, risperidone 
causes more EPS particularly when the dosage 
is pushed much beyond 6 mg/day. The 
cumulative risk of tardive dyskinesia with 
risperidone treatment for 1 year is around 
0.5%–1% in younger patients and perhaps as 
high 2.6 % in older patients.



  

A long-acting depot 
formulation, Risperdal 
Consta, is available for 
maintenance therapy. Typical 
dosages range from 25 to 50 
mg every 2 weeks.



  

Weight gain while taking 
risperidone is generally much 
less of a problem than it is 
with clozapine, olanzapine, or 
quetiapine. Our sense is that 
weight gain with risperidone 
is probably more comparable 
to that seen with aripiprazole 
and ziprasidone



  

In changing patients from a 
typical antipsychotic (or 
clozapine), it is unwise to 
discontinue the older 
antipsychotic, wait 2 weeks, 
and then start risperidone. 
Phasing the new drug in 
slowly while phasing the 
older drug out should lessen 
the chance of relapse



  

A metabolite of risperdone, paliperidone 
(in extended-release tablets), has 
recently been approved by the FDA for 
the treatment of schizophrenia. It may 
have some advantages over risperidone 
in side effects, but these remain to be 
established. A sustained-release form 
and a depot form of paliperidone are 
under development



  

Olanzapine



  

Like other atypical 
antipsychotics, it has a high 
binding ratio of 5-HT2 to D2 
receptors. The receptor-binding 
affinities of olanzapine appear to 
lie somewhere between the very 
broad receptor effects of 
clozapine and the more narrow 
receptor binding of risperidone. 



  

Like clozapine, olanzapine is 
an antagonist of dopamine 
receptors (D1–D4) and the 5-
HT2 receptor. In addition, it is 
antihistaminic, is 
anticholinergic, and blocks 1-
adrenergic receptors.



  

Olanzapine is metabolized 
primarily via the cytochrome 
P450 enzymes 1A2 and, to a 
lesser extent, 2D6



  

Olanzapine appears to be at least as effective 
as haloperidol in the short-term treatment of 
schizophrenia. It may be better than 
haloperidol in improving negative symptoms, 
concurrent depression and suicidality, and 
cognition. In addition, in premarketing studies, 
olanzapine 10–20 mg/day was associated with 
significant improvement in positive symptoms, 
including delusions, hallucinations, and 
thought disorder.



  

Olanzapine is now approved for the treatment of a 
variety of disorders other than schizophrenia. 
Olanzapine was the first atypical antipsychotic approved 
for the treatment of acute mania. It probably works 
faster and at least as effectively as does lithium or 
valproate. In addition, olanzapine became the third drug, 
after lithium and lamotrigine, to show benefit in the 
prevention of mania and depression in bipolar I patients. 
Olanzapine, when combined with fluoxetine, became the 
first drug approved for the treatment of bipolar 
depression. Olanzapine by intramuscular injection has 
been approved for the acute treatment of agitation in 
patients with schizophrenia and bipolar disorder. As 
previously reported, olanzapine also appears to have a 
role in treating psychotic depression, and perhaps as an 
augmenting agent in treating unipolar depression



  

It remains unclear whether olanzapine is as 
useful as clozapine in the treatment of 
refractory schizophrenia, even though 
comparison studies have generally found the 
drugs to be equally effective in this context . 
Olanzapine is a fairly "dirty" drug, in that it 
affects multiple neurotransmitter systems, but 
it is not quite as "dirty" as clozapine. It is this 
"dirtiness" that contributes to clozapine's 
toxicity but that may also be important in 

theefficacy of the drug in more refractory 
cases.



  

Head-to-head trials of olanzapine and 
risperidone in refractory depression also 
suggest that the drugs are probably 
equally effective but differ in side-effect 
profiles. Olanzapine is associated with 
more weight gain and sedation, whereas 
risperidone is more likely to increase 
prolactin levels and produce EPS



  

Head-to-head trials of olanzapine and 
risperidone in refractory depression also 
suggest that the drugs are probably 
equally effective but differ in side-effect 
profiles. Olanzapine is associated with 
more weight gain and sedation, whereas 
risperidone is more likely to increase 
prolactin levels and produce EPS.



  

At least 10% of patients will develop 
akathisia in an acute 6-week trial at 
dosages of 10 to 15 mg/day. We have 
found that propranolol 10 mg bid or tid 
can help with this problem. However, 
some patients have a significant 
worsening of postural hypotension with 
even small additions of -blockers, so 
caution is advised



  

Dystonic reactions and dyskinesias 
appear to be quite uncommon with 
olanzapine at usual dosages. However, 
patients do tend to report more severe 
parkinsonian symptoms with increasing 
dosages of the drug, including feeling 
stiffer and more slowed down. About 
20% of patients will report Parkinson's-
type symptoms at dosages above 10 
mg/day. Anticholinergic agents clearly 
help if parkinsonism develops.



  

NMS appears to be 
uncommon but not unheard 
of with olanzapine use



  

Anticholinergic side effects such as 
constipation and dry mouth occur in 5%–
10% of patients taking olanzapine at 
therapeutic dosages. Like risperidone 
and clozapine, olanzapine produces 
-adrenergic blockade, resulting in a 
dose-related increase in orthostasis and 
dizziness. We suggest monitoring 
orthostatic blood pressures, particularly 
with older patients and those with a 
history of postural hypotension



  

The most problematic side effects with long-
term, maintenance use of olanzapine are 
weight gain and sedation. At least 29% of 
patients will gain more than 7% of their body 
weight in a 6-week trial, and 5.4 kg, or about 12 
lb, is the average weight gain with long-term 
use .However, we have seen some patients 
gain 50 lb or more in a year. This weight gain is 
terribly distressing for many patients. Large 
weight gains have been thought to be 
associated with insulin resistance and 
dyslipidemias, although the former has not 
been clearly demonstrated. As with other 
atypicals, patients taking olanzapine should be 
screened and monitored for metabolic 
symptoms 



  

The weight gain associated with 
olanzapine appears to be, at 
least in part, from an increased 
appetite, and we warn patients 
that olanzapine can result in 
their desire to eat more. Most of 
the weight gain that occurs with 
olanzapine appears to occur in 
the first 6 months, with gain then 
appearing to plateau for up to 3 
years. 



  

Olanzapine is very sedating for many 
patients and should be taken at 
bedtime if possible. About 40% of 
patients will report daytime 
somnolence at a dosage of 15 
mg/day. Taking the olanzapine on an 
empty stomach about an hour before 
bedtime may increase the nighttime 
sedation and reduce the daytime 
somnolence. The use of modafinil in 
doses of 100–200 mg in the morning 
may help mitigate the somnolence.



  

There are no reported cases 
of agranulocytosis, and no 
blood count monitoring is 
recommended.



  

Olanzapine appears to be 
fairly safe in overdose.



  

An intramuscular formulation 
of olanzapine is available for 
acute management at doses 
of 2.5–10 mg per day. In 
addition, a depot form of 
olanzapine is under 
development


