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Mr. Z, age 27, seeks treatment for substance 
abuse at a mental health clinic. He has a 

7-year substance use history and his last urine 
drug screen 1 month ago was positive for mari-
juana, opiates, and benzodiazepines. Mr. Z re-
veals that he purchases prescription drugs on 
the street, including hydrocodone, diazepam, 
and quetiapine. He states that when he takes a 
100-mg dose of quetiapine, he feels happy, re-
laxed, and “drunk without the mind-numbing ef-
fects that you get with alcohol.” Mr. Z often takes 
quetiapine while smoking marijuana. He sleeps 
well with this and does not experience a hang-
over effect.

Although clinicians always are vigilant 
about patients’ misuse of psychoactive 
substances, recent case reports have de-
scribed abuse of antipsychotics, particu-
larly second-generation antipsychotics 
(SGAs). A PubMed and PsycINFO litera-
ture search revealed several case reports 
of quetiapine abuse (Table, page 78)1-6 and 2 
case reports of olanzapine misuse. 

Quetiapine
Methods of quetiapine misuse include in-
gesting pills, inhaling crushed tablets, and 
injecting a solution of dissolved tablets.1-7 
In case studies, patients report abusing 
quetiapine for its sedative, anxiolytic, and 
calming effects.1,2,4-7 One patient reported 
snorting crushed quetiapine tablets com-
bined with cocaine for “hallucinogenic” ef-

fects.3 Street names for quetiapine include 
“quell,” “Susie-Q,” and “baby heroin,”  
and “Q-ball” refers to a combination of co-
caine and quetiapine.8 Quetiapine tablets 
have a street value of $3 to $8 for doses 
ranging from 25 mg to 100 mg.9 Although 
outpatient misuse of quetiapine is com-
mon, abuse in correctional settings also 
is becoming more frequent.10 Residents 
of jails and prisons misuse quetiapine for 
reasons similar to those cited by outpa-
tients: sedation, relief of anxiety, and hal-
lucinogenic effects or “getting high.”1,2,10 
Clinicians must differentiate inmates who 
have legitimate psychiatric symptoms 
that require antipsychotic treatment from 
those who are malingering to obtain the 
drug. Efforts to treat inmates for substance 
use disorders may be thwarted by the 
easy availability of drugs in correctional 
settings.10 
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Practice Points
•  Antipsychotics have been abused and 

misused by inpatients and outpatients.

•  Most published case reports of 
antipsychotic abuse involve quetiapine, 
although some describe misuse of other 
agents, including olanzapine.

•  Serotonin, histamine, and α-adrenergic 
neurotransmitter systems may play a role 
in second-generation antipsychotics’ abuse 
potential.

•  Although individuals have misused 
quetiapine and olanzapine, evidence 
indicates that these drugs may be effective 
for treating substance use disorders.
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Other SGAs
The incidence of misuse of olanzapine and 
other SGAs is more difficult to ascertain. 
Only 2 case reports describe olanzapine 
abuse, both in outpatient settings. One 
describes a patient treated for depression 
with psychosis who was using increas-
ingly higher doses of olanzapine to obtain 
euphoric effects.11 Switching to aripipra-
zole effectively treated her illness and ad-
dressed her olanzapine misuse. 

In the other case, a patient with bipolar 
disorder was able to obtain olanzapine, 40 
mg/d, by complaining of worsened manic 
symptoms.12 He described the experi-
ence of misusing olanzapine as getting a 
“buzz,” feeling “very relaxed,” and blunt-
ing the negative jitteriness he felt when he 
used cocaine.12 This patient stated that he 
had observed others abusing olanzapine, 
both orally and intravenously. 

Although the literature lacks reports on 
the risks of antipsychotic abuse, numerous 
Web sites purport to sell these drugs with-
out a prescription and some describe the 

experience of illicit use of drugs such as 
haloperidol, risperidone, quetiapine, and 
olanzapine and ways to “enhance” the ex-
perience by combining drugs.13 Reported 
experiences with risperidone tend to be neg-
ative, citing extrapyramidal side effects and 
feeling “numb,” whereas olanzapine and 
quetiapine users describe feeling “drunk 
without the bad effects of alcohol” and “re-
ally happy, calm.” These sites also describe 
hallucinogenic effects of these agents.13

Mechanism of action
The neuropharmacologic reasons for anti-
psychotics’ abuse potential are difficult to 
quantify. Quetiapine and olanzapine have 
been used to treat cocaine and alcohol 
abuse, and work perhaps by decreasing the 
dopamine reward system response to sub-
stance use.14,15 Quetiapine’s rapid dissocia-
tion from the dopamine receptor has been 
theorized to contribute to the drug’s abuse 
potential, possibly through relatively low-
er potency and decreased residence time 

Reference Patient Setting Description of abuse

Hussain  
et al,  
20051

Woman, age 34, with history 
of polysubstance abuse, 
depression, and borderline 
personality traits

Prison Crushed tablets dissolved in water  
and injected intravenously

Morin,  
20072

Woman, age 28, with history 
of schizoaffective disorder, 
polysubstance abuse, and 
personality disorder not 
otherwise specified

Hospital Tablets crushed with aspirin and 
inhaled intranasally

Waters  
et al, 20073

Man, age 33, with history of 
polysubstance abuse

Outpatient Crushed tablets dissolved in water  
and injected intravenously

Reeves  
et al,  
20074

Man, age 49, with history 
of alcohol dependence and 
benzodiazepine abuse

Outpatient Misuse without psychiatric symptoms  
or a diagnosed psychiatric disorder

Man, age 23, with history of 
benzodiazepine dependence

Outpatient Misuse without psychiatric symptoms  
or a diagnosed psychiatric disorder

Man, age 39, with history of 
bipolar disorder

Outpatient Oral use in doses more than the 
prescribed amount

Murphy  
et al, 20085

Man, age 29, with unclear 
history of schizophrenia

Psychiatric 
walk-in clinic

Malingering psychiatric symptoms to 
obtain an oral dose and overnight stay

Fischer  
et al,  
20096

Man, age 53, with history of 
depressive symptoms

Court-
mandated 
outpatient 
clinic

Malingering psychiatric symptoms to 
obtain higher oral doses
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dopamine receptor 
has been theorized 
to contribute to 
the drug’s abuse 
potential
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at the dopamine receptor.14-16 This mecha-
nism also contributes to quetiapine’s lower 
risk of extrapyramidal side effects, which 
make the drug easier to tolerate. 

Although dopamine is a factor in sub-
stance abuse and treatment of psychotic 
disorders, other neuropharmacologic mech-
anisms must be considered. SGAs are theo-
rized to cause dopamine release in the fron-
tal cortex through effects as 5-HT1A agonists 
and 5-HT2A antagonists.16 Antagonism of 
α-adrenergic and histaminic receptors may 
account for these agents’ anxiolytic and sed-
ative properties.8 

Misuse of anticholinergic agents has 
been reported for >50 years.17 Psychiatric 
patients have been reported to increase use 
of anticholinergics for their movement side 
effects as well as hallucinogenic effects.18 

Treatment
Regardless of the substance that patients 
abuse, the treatment goals are the same: 
to reduce use and achieve recovery. If a 
patient with psychosis is abusing an SGA, 
consider switching to an antipsychotic 
with less abuse potential. Another option 
is to limit the supply of the abused drug by 
prescribing smaller quantities or increase 
the frequency of follow-up visits to ensure 
compliant use.
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Clinical Point

If a patient is abusing 
an SGA, consider 
switching to an 
antipsychotic with 
less abuse potential 
or limiting supply  
of the drug

Related Resources
•  Substance Abuse and Mental Health Services Administration. 

www.samhsa.gov. 

•  Galanter M, Kelber HD. The American Psychiatric Publishing 
textbook of substance abuse treatment. Arlington, VA: 
American Psychiatric Publishing, Inc; 2008.

Drug Brand Names

Aripiprazole • Abilify Olanzapine • Zyprexa
Diazepam • Valium Quetiapine • Seroquel
Haloperidol • Haldol Risperidone • Risperdal
Hydrocodone/acetaminophen  
   • Vicodin
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