
Choosing Antipsychotics 

• Preference given to medications with data available

• Consider the use of long-acting formulations of 
antipsychotics for maintenance treatment for all 
subjects



Available Medications With Data From 
Contemporary Studies With First 

Episode Or Adolescent Populations
• Aripiprazole, chlorpromazine, clozapine, 

haloperidol, olanzapine, quetiapine, risperidone, 
ziprasidone

• Data are available for oral and long-acting 
formulations of risperidone  



Medications to Try First

• Guidelines differ but there is general agreement that 
olanzapine and clozapine should not be first line 
agents due to their side effect profiles

• For RAISE-ETP, we also decided that chlorpromazine  
and haloperidol should be second line agents due to 
side effects and, for haloperidol, questions about 
maintenance efficacy

• RAISE-ETP first line agents were the remaining 
medications with relevant data: aripiprazole, 
quetiapine, risperidone, ziprasidone

• Note: Paliperidone does not have first episode dosing 
data but is closely related to risperidone



First-Line Antipsychotics
Medication Advantages Disadvantages

aripiprazole Favorable metabolic 
profile; may have better 
efficacy for depression and 
negative symptoms; has 
long-acting formulations

Higher risk of akathisia

quetiapine Sedative effects may be 
useful in acute treatment

Higher risk for metabolic 
side effects 

risperidone/paliperidone Has the most data from 
first episode studies; has 
less metabolic effects than 
quetiapine but more than 
aripiprazole and; has long 
acting formulations that 
can last up to 3 months 
between injections

Causes hyperprolactinemia
No direct paliperidone first 
episode studies

ziprasidone Favorable metabolic profile BID dosing and need to 
take with food can be a 
barrier to patient 
compliance



What If a Patient Comes to the Program 
on a Non-Preferred Antipsychotic?

• Your patient and you need to carefully evaluate the 
potential advantages and disadvantages of switching 
antipsychotics

• Some important points for the discussion:

• Switching always has some relapse risk but 
globally FE patients are very treatment responsive 
and all studied antipsychotic has the same efficacy

• It is important to consider both the patient’s 
psychiatric and medical status

• Patients may have good psychiatric symptom 
control but abnormal metabolic parameters



What If a Patient Comes to the 
Program on Multiple Medications?
• In RAISE-ETP, many patients came to the program 

taking medications without a clear history of an 
indication for some of the medications

• You need to carefully evaluate the indications for 
all prescribed medications

• For medications without a clear indication, your 
patient and you need to evaluate the potential 
benefits and risk of discontinuing these 
medications without clear indications



Clozapine

• Clozapine should be considered for patients who 
have persistent positive symptoms after trials of two 
antipsychotics
– Clozapine should be considered at earlier 

treatment stages for patents with persistent 
suicidal ideation

• There are no data available specific for first episode 
patients with persistent positive symptoms after an 
adequate trial of clozapine  
– Clinicians should base their decisions for these patients on 

data from studies of patients with treatment-resistant 
schizophrenia 



Side Effect Management

• Dose reduction is the first line treatment if this is 
clinically possible

– The fact that low doses are effective with first 
episode patients makes this often a feasible 
option

• If dose reduction is not possible, consider the relative 
risks and benefits of switching antipsychotics versus 
adding side effect medications



Recommended Laboratory Testing 
Schedule

• Testing depends upon the patient’s medical status

• For patients without a known medical issue, standard 
lab testing (lipid and glucose metabolism measures 
at a minimum) occurs when starting a new 
antipsychotic; 3 months after starting the 
antipsychotic and then annually for patients with no 
identified abnormalities. This schedule is modified 
(either in frequency or tests needed) if patients 
develop abnormalities  


