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A Brief Overview of Side Effects from 
Atypical Antipsychotics 
 

Antipsychotic medications are used to manage 
problematic symptoms in a variety of psychiatric 
disorders, including disturbances of thought and 
perception, instability of mood, and problems with 
aggression and impulse control.  Knowledge of the side 
effect risks of these medications is important for primary 
care providers who may be managing general health 
concerns and/or prescribing a stabilized patient’s 
psychotropic medication regimen over time.   
 
The chronically mentally ill, perhaps most particularly 
those with schizophrenia, suffer from increased rates of 
multiple medical problems, partially due to lifestyle 
issues of heavy smoking and high fat diets, co-occurring 
substance abuse behaviors, and barriers to obtaining 
preventive health care services.  Medication induced 
metabolic side-effects of weight gain, diabetes and 
hyperlipidemia from the prolonged use and the higher 
dosing of antipsychotics needs to be addressed.     
 
Treatment with both first and second generation 
antipsychotics can contribute to weight gain.  The drug  
most likely to cause weight gain within the first 10 weeks 
is clozapine, it is followed next by olanzapine (Zyprexa), 
then risperidone (Risperidal), quietapine (Seroquel), 
aripiprazole (Abilify) and then ziprasidone (Geodon).  
Individual response will vary from patient to another.   
 
Weight gain seems to be dose-dependent but some 
patients experience problematic appetite increase even at 
low to modest doses—monitoring appetite change early 
on in treatment is thus highly recommended.  Routine 
monitoring of weight, BMI and waist circumference 
provides objective data.  A gain of one BMI unit in a 
normal-weight or overweight patient should trigger an 
intervention such as nutritional counseling, a cross over 
trial with another anti-psychotic, and possibly a trial of 
medications that promote weight loss if not otherwise 
contraindicated.  
 
The prevalence of DM type2 in people with schizophrenia 
is more than twice that of the general population.  Agents 
prone to promoting weight gain (e.g., olanzapine and 
clozapine) appear to be associated with a greater risk of 
DM than others but disordered DM may also occur 

without weight change and monitoring random glucose 
as well as HbA1C periodically is recommended.    

Hyperlipidemia can be associated with clozapine, 
olanzapine and quetiapine but both risperidone and 
ziprasidone can have minimal effects on lipids.  
Ziprasidone was the only antipsychotic associated with 
improvement in metabolic variables.  

 
 Weight 

gain 
Diabetes  Hyperlipidemia QtC 

interval  
Clozapine ** *   
Risperdone *    
Olanzapine ** * *  
Quetiapine *  *  
Aripiprazole +/-    
Ziprasidone    * 
 

Other concerns:  Ziprasidone has been implicated in Qtc 
interval prolongation and prudent practice would be to 
obtain a baseline EKG before treatment and a 
subsequent EKG after treatment particularly if the 
patient has cardiac risk factors or cardiac related 
symptoms such as syncope.  Primary care providers 
should be aware of any patient who presents with 
unexplained fatigue, dyspnea, tachypnea, chest pain, 
palpitations or other symptoms of heart failure.   
 
Sexual side effects are occasionally related to increased 
prolactin levels (most notably with risperidone) and 
although most patients have only transient elevations 
that returned to normal in a few days.  Women who have 
menstrual or sexual dysfunction and hyperprolactinemia 
should be consider changing medication when feasible.     
 
Neurological effects:  Although the atypicals as a group 
have lower potential to induce extrapyramidal movement 
disorder symptoms and tardive dyskinesia compared to 
older antipsychotics, ongoing monitoring for developing 
these neurological symptoms is warranted.  Akithisia, a 
feeling of persisting restless, sometimes associated with 
an inability to relax is a related side effect that needs 
monitoring as it can be quite troubling and can be readily 
treated with agents such as benztropine (Cogentin), 
trihexyphenidyl (Artane), clonazepam (Klonopin), 
propranolol (Inderal) and other agents.   
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