
Managing pathologic aggression in
people with psychotic disorders

A 55-year-old man had longstanding
paranoid beliefs that the police were
responsible for his personal bank-
ruptcy. He believed they wanted to kill
him through actual or simulated sui-
cide, and he often carried a revolver.
After attempting suicide by firearm,
delusional disorder and major depres-
sion were diagnosed and he started
risperidone and citalopram. A few
years later, he shot 5 people, kil ling 1.
He believed he saw police officers at
his former company and believed they
were conspiring to kill him.
An initial forensic assessment led to a

diagnosis of schizo phrenia, paranoid
type, and depressive disorder not oth-
erwise specified. He received a verdict
of noncriminal responsibility owing to
mental disorder. It was decided that he
presented a significant threat to public
safety owing to lack of insight into his
chronic mental illness and that he
would benefit from inpatient therapeu-
tic care and psychotherapeutic feed-
back. His clinical condition improved
with quetiapine and citalopram, but he
remained actively paranoid, with in-
creased irritability and defensiveness.
He was physically aggressive on 2 oc-
casions, once during a trial with adjunct
of aripiprazole. Although he had been
reluctant to use clozapine, he eventu-
ally consented, hoping that it might im-
prove his quality of life and lead to
community privileges. Clozapine was
introduced and gradually increased.
His condition greatly improved, with
decreased paranoia, irritability, hostility
and impulsivity. He was eventually al-
lowed to enter the community, indi-
rectly supervised, for specific purposes.
Despite the introduction of new anti -

psychotics in recent years, few studies
compare their effectiveness in the man-
agement of pathologic aggression.1,2

Compared with conventional antipsy-
chotics, clozapine has superior anti -
aggressive effects in patients with
schizophrenia or schizoaffective disor-
der,1,3–5 including treatment-resistant
patients.6 A randomized, double-blind
study assessing the effects of typical
and atyp ical antipsychotics in the treat-
ment of violent behaviour among in -
patients with these disorders demon-
strated that clozapine was more
efficacious than olanzapine and halo -
peri dol in reducing aggressive behav-
iour.1 A subsequent study2 reported
similar effects on aggressive behaviour,
with no effects on cognitive functions.7

Treatment with clozapine can be com -
 plicated by many adverse effects, such
as cardiac complications, nocturnal en -
uresis, hypersalivation and strong seda-
tion.8–12 Seizures, cognitive deterioration
/delirium, and obsessive– compulsive
symp toms were also noted,12–15 and ele-
vated blood cholesterol, weight gain and
metabolic complications are common.16,17

Potentially life-threatening side effects of
clozapine are agranulocytosis, cardio -
myo  pathy, myocard itis, hypersalivation-
 induced aspiration pneumonia and
acute myeloid leukemia.18–21 To minimize
adverse effects and increase response to
clozapine, up-titration should be slow,
and patients should be treated with the
lowest effective dose.22 Reducing the
dose can improve many dose- dependent
side effects.
Important principles for the long-

term management of violent patients
are to ascertain the diagnosis, recognize
the risk and not undertreat; the risk of
nonintervention may be greater than
that of intervention in this population.
Persistently aggressive patients show

less improvement in psychopath ology,6

and their violent behaviour interferes
with integration into the community.
The Schizophrenia Patient Outcomes

Research Team project provides up-
dated treatment recommendations
based on an extensive review of phar-
macologic research. The latest update
recommends a trial of clozapine in pa-
tients with schizophrenia with persist ent
symptoms of hostility and/or violent
behaviour.23 Yet, we suspect that cloza -
pine may be underused in this popula-
tion. For example, we are associated
with a modern urban mental health cen-
tre caring for patients with chronic psy-
chiatric illness. Our schizophrenia and
forensic psychiatry programs currently
have a similar caseload (1475 v. 1480). In
the schizophrenia program, 299 (20%)
patients receive clozapine compared
with 35 (2%) from the forensic psych -
iatry program. Although the exact num-
ber of patients with a diag nosis of
schizo phrenia or psychosis has not yet
been determined, one suspects that most
forensic psychiatric  patients, especially
those found not crim inally responsible,
have a major psych otic illness.
Our case illustrates the benefit of

clozapine in a psychiatric population
at risk for pathologic or severe aggres-
sion. This raises the question of
whether the use of clozapine should
be expanded in the forensic psychiatric
population, assuming we are dealing
with a large number of psychotic indi-
viduals with severe aggression.
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Psychopharmacology for the Clinician columns are usually based on a case report that illustrates a point of interest in clinical psychopharma-
cology. They are about 650 words long. Columns can include a bibliography which will be available only on the journal website.
A bibliography for this column is available in the online version at cma.ca/jpn.

J Psychiatry Neurosci E3

© 2012 Canadian Medical Association



E4 J Psychiatry Neurosci

References

1. Krakowski MI, Czobor P, Citrome L, et
al. Atypical antipsychotic agents in the
treatment of violent patients with schiz-
ophrenia and schizoaffective disorder.
Arch Gen Psychiatry 2006;63:622-9.

2. Krakowski MI, Czobor P, Nolan K.
Atypical antipsychotics, neurocognitive
deficits, and aggression in schizophrenic
patients. J Clin Psychopharmacol 2008;28:
485-93.

3. Swanson JW, Swartz MS, Elbogen EB.
Effectiveness of atypical antipsychotic
medications in reducing violent behav-
iour among persons with schizophrenia
in community-based treatment. Schizophr
Bull 2004;30:3-20.

4. Davis JM, Chen N, Glick ID. A meta-analy-
sis of the efficacy of second-generation 
antipsychotics. Arch Gen Psychiatry 2003;60:
553-64.

5. Moncrieff J. Clozapine v. convention anti -
psychotic drugs for treatment-resistant
schizophrenia: a re-examination. Br J Psy-
chiatry 2003;183:161-6.

6. Volavka J, Czobor P, Nolan K, et al. Overt
aggression and psychotic symptoms in
patients with schizophrenia treated with
clozapine, olanzapine, risperidone, or
haloperidol. J Clin Psychopharmacol 2004;
24: 225-8.

7. Bilder RM, Goldman RS, Volavka J, et al.
Neurocognitive effects of clozapine, olan-

zapine, risperidone, and haloperidol in
patients with chronic schizophrenia or
schizoaffective disorder. Am J Psychiatry
2002;159:1018-28.

8. Young CR, Bowers MB Jr, Mazure CM.
Management of the adverse effects of
clozapine. Schizophr Bull 1998;24:381-90.

9. Aronowitz JS, Safferman AZ, Lieberman
JA. Management of clozapine-induced
enuresis. Am J Psychiatry 1995;152: 472.

10. Praharaj SK, Arora M, Gandotra S. 
Clozapine-induced sialorrhea: patho-
physiology and management strate-
gies. Psychopharmacology (Berl) 2006;
185:265-73.

11. Safferman A, Lieberman JA, Kane JM, et
al. Update on the clinical efficacy and
side effects of clozapine. Schizophr Bull
1991;17:247-61.

12. Shaw P, Sporn A, Gogtay N, et al.
Childhood-onset schizophrenia. A dou-
ble-blind, randomized clozapine-olan-
zapine comparison. Arch Gen Psychiatry
2006; 63:721-30.

13. Devinsky O, Honigfeld G, Patin J.
Clozapine-related seizures. Neurology
1991; 41:369-71.

14. Centorrino F, Albert MJ, Drago-Ferrante
G, et al. Delirium during clozapine treat-
ment: incidence and associated risk fac-
tors. Pharmacopsychiatry 2003;36:156-60.

15. Lin SK, Su SF, Pan CH. Higher plasma
drug concentration in clozapine-treated
schizophrenic patients with side effects of
obsessive/compulsive symptoms. Ther

Drug Monit 2006;28:303-7.
16. Meyer JM, Koro CE. The effects of an-

tipsychotic therapy on serum lipids: a
comprehensive review. Schizophr Res
2004; 70:1-17.

17. Henderson DC, Nguyen DD, Copeland
PM, et al. Clozapine, diabetes mellitus,
hyperlipidemia, and cardiovascular
risks and mortality: results of a 10-year
naturalistic study. J Clin Psychiatry 2005;
66:1116-21.

18. Munro J, O’Sullivan D, Andrews C, et al.
Active monitoring of 12,760 clozapine
recipients in the UK and Ireland. Be-
yond pharmacovigilance. Br J Psychiatry
1999; 175:576-80.

19. Michelsen JW, Meyer JM. Cardiovascu-
lar effects of antipsychotics. Expert Rev
Neurother 2007;7:829-39.

20. Nielsen J, Foldager L, Meyer JM. In-
creased use of antibiotics in patients
treated with clozapine. Eur Neuropsy-
chopharmacol 2009;19:483-6.

21. Nielsen J, Boysen A. Clozapine treatment
associated with increased risk of acute
myeloid leukemia (AML). Schizophr Res
2010; 123:270-2.

22. Nielsen J, Damkier P, Lublin H, et al.
Optimizing clozapine treatment. Acta
Psychiatr Scand 2011;123:411-22.

23. Buchanan RW, Kreyenbuhl J, Kelly DL,
et al. The 2009 schizophrenia PORT psy-
chopharmacological treatment recom-
mendations and summary statements.
Schizophr Bull 2010;36:71-93.

Pathologic aggression in psychotic disorders


