SYCHIATRY

Violent behavior: Choosing antipsychotics

and other agents

Therapeutic options depend
on whether patient-violence
is transient-erpersistent

hen a patient-with major psychiatric:illness
W exhibits violent behavior, consider the course
of violence in relation to his or her fixed and
changing symptoms and deficits.'* Although most pa-
tients with schizophrenia, major depression; or bipolar
disorder are not violent, effectively treating those who
are calls for:
o differentiating between transient and persistent
violent behavior
¢ providing medications and nonpharmacologic
interventions shown to reduce each behavior
¢ addressing substance abuse and violent behavior
concurrently.

Is violence transient or persistent?

Violent behavior is a common reason for psychiatric
admission and prolonged hospital stays® and a barrier
to appropriate community placement* and successful
community reintegration.

Transient violence is limited to an acute psychotic
episode; as psychotic symptoms abate, the violence
resolves. Delusions, hallucinations, and conceptual
disorganization are key triggers of transient violence.®
Excitement, anger, and agitation are its prominent
symptoms.®

Treat a patient experiencing an acute violent epi-
sode with an oral first- or second-generation antipsy-
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Violent
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Emotional turmoil
is usually less
pronounced in
patients whose
violence is
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Medications used to treat violence on an emergency basis

Route of
Drug administration* Recommended dosage’
Benzodiazepines
Lorazepam IM or PO 1to 2 mg IM or PO
Midazolam M 5 mg

First-generation antipsychotic*

Haloperidol IM or PO

2to7.5mg IM or PO

Second-generation antipsychotics*

Olanzapine IM or PO 10 mg IM or PO
Risperidone PO 2 to 6 mg
Ziprasidone IM 10to 20 mg

* Use oral medication if patient is cooperative; otherwise use an intramuscular injection.

T Lower dosages are used for elderly patients or those with dementia.
* Antipsychotics are not recommended for aggressive patients without a psychotic disorder or bipolar mania diagnosis.

chotic. For acute agitation, intramuscular
(IM) delivery provides more rapid symp-
tom resolution (Table 1). IM ziprasidone
is approved for agitation associated with
schizophrenia and IM olanzapine for use
in agitation associated with schizophre-
nia or bipolar mania. Try talking calmly
to the patient and explaining the need for
medication (Figure 1, page 66). If this is not
possible, a show of force might induce the
patient’s cooperation.”

For sedation, antipsychotic medication
can be supplemented by lorazepam, the
only benzodiazepine that is reliably ab-
sorbed when administered IM. Lorazepam
has a relatively short half-life, and the usu-
al dosage of 1 to 2 mg can be administered
orally, sublingually, intramuscularly, or
intravenously every 1 to 6 hours. Exercise
caution, however, when respiratory de-
pression is a possibility.

Persistent violence. Emotional turmoil is
usually less pronounced in patients whose
violence is persistent.® Neurocognitive im-
pairments, antisocial traits, and specific
psychotic symptoms may exist singly or in
combination in patients prone to persistent
violence.

When a patient continues to be violent,
consider poor treatment adherence or sub-
stance abuse, especially with outpatients
(Figure 2, page 68).

Neurological and neurocognitive impair-
ments are associated with persistent
violence. Fairly broad impairments in
various domains are seen on a variety of
tests. Patients with neurocognitive im-
pairment often present with impulsivity’
and deficits in behavioral adaptability.

In general, the consequences of a be-
havior determine its course; assaultive
behavior usually decreases rapidly when
strongly discouraged. Violent behavior
that persists, therefore, suggests that neu-
rocognitive impairment is causing a failure
in behavioral adaptability.

Psychopathy, antisocial traits, and antisocial
personality disorder (APD) also can result
in persistent violence.

Antisocial personality is defined pri-
marily by behavioral symptoms such as
irresponsibility and criminal activities.
Psychopathy also includes these symp-
toms but adds interpersonal and affective
impairments such as callousness, grandi-
osity, and lack of remorse.

Psychopathy was the strongest clinical
predictor of violence in a large trial of out-
patients with major psychiatric disorders.
APD, on the other hand, was the most sig-
nificant clinical predictor of violent recidi-
vism among offenders with mental illness
in a meta-analysis of predictive longitu-
dinal studies from 1959-1995."" In another
study, psychopaths were about 5 times
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Medications used to
treat persistent violence

Initial Target
Drug dosage dosage
Second-generation antipsychotics
Clozapine 12.5to 300
50 mg/d to 450 mg/d*
Olanzapine 5to 10 mg/d 15to
30 mg/d
Quetiapine 50 to 400 to
100 mg/d 700 mg/d
Risperidone 1to 3 mg/d 4 to 6 mg/d
First-generation antipsychotic
Haloperidol 5to 10 mg/d 10 to
20 mg/d
Mood stabilizers
Carbamazepine ' 200 to 1,000 to
400 mg/d 1,400 mg/d*
Lithium 300 mg bid 300 mg tid*
Valproate 500 to 1 1,000 to
1,000 mg/d - 1,500 mg/d*
Beta blockers®
Nadolol 40 mg/d 80 to
140 mg/d
Propranolol 20 mg tid 200 mg to 600
(delayed onset of
action)

* Serum levels should be obtained.

1 Contraindicated for patients with cardiovascular disease,
asthma, or diabetes.

more likely than nonpsychopaths to engage in vio-
lent recidivism.'?

In addition to recidivism, the violence associated
with psychopathy is characterized by its severity.
Violence in these patients is often premeditated, de-
liberate, and goal-driven.

Persistent psychotic symptoms also play an impor-
tant role in persistent violence and may represent
treatment resistance. Some specific delusions, for
example, are more likely to lead to violence and
may persist despite overall improvement in psy-
chotic symptoms.

Link et al®® have proposed that violence is more
likely when a person has “threat/control override”
delusions—if he believes people are seeking to
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g Figure 1

Managing patients who present with acute violence or agitation

Agitation/violence

Decrease stimulation
“Talking down”

!

Seclusion and/or
restraints as necessary

Evaluate for possible
causes of agitation/
violence

!

Assess for underlying
medical abnormalities
(such as electrolyte
imbalance)

Assess for substance
withdrawal

!

Determine if agitation
is a manifestation of an
underlying psychiatric
disorder

!

Treat underlying
medical conditions

Treat withdrawal
symptoms with

Treat underlying
psychiatric disorder

i benzodiazepine with FGA or SGA
Supplement with Administer lorazepam
pharmacologic agent if PO or IM as supplement
necessary as needed

FGA: First-generation antipsychotic; SGA: Second-generation antipsychotic

harm him or outside forces are controlling
his mind.

Junginger stressed that violent themes
in a patient’s delusions are important pre-
dictors of violence." Delusions associated
with violence are often chronic and well-
circumscribed.

The role of antipsychotics
Pharmacologic intervention for violent
behavior targets the underlying disorder,
such as schizophrenia or bipolar disorder.
Usual regimens used to treat patients with
these disorders may need to be modified,
however, for persistently violent patients
(Table 2, page 65).
Second-generationantipsychotics (SGAs)
—particularly clozapine—have superior
antiaggressive properties beyond their an-
tipsychotic or sedative effects, compared

with first-generation antipsychotics. Ret-
rospective studies have shown clozapine
can significantly decrease the number of
violent incidents and episodes of seclusion
and restraint.”>'® Evidence for efficacy of
other SGAs in reducing physical assaults
is more limited:
e Risperidone had a greater effect than
haloperidol on hostility in a large, multi-
center comparison trial.””
¢ Clozapine was more effective than halo-
peridol or risperidone in reducing hostility
in a double-blind study of schizophrenia
patients.”® This finding was independent
of clozapine’s antipsychotic effect.
Clozapine also was more effective than
haloperidol in reducing the number and
severity of aggressive incidents.” The
patients in this study, however, were
not selected on the basis of aggressive
behavior.



One large federally funded, double-blind, ran-
domized trial compared clozapine, olanzapine, and
haloperidol in 110 assaultive patients with schizo-
phrenia or schizoaffective disorder. Patients had
documented episodes of recent physical assaults
and persistent aggressive behaviors during a 2-week
period. Clozapine showed greater efficacy than
olanzapine—and olanzapine greater efficacy than
haloperidol—in reducing aggressive behavior.” This
effect was independent of the drugs” antipsychotic
and sedative actions.

Dual-diagnosis patients. Clozapine may be bene-
ficial for patients with concurrent substance abuse
because in addition to reducing aggression, it also
may prevent relapse to substance abuse. In addi-
tion to intoxication, drug and alcohol abuse has
disruptive effects on prefrontal function. These
impairments play an important role in substance
use-related aggression.

Substance abuse also can exacerbate psychotic
symptoms, both directly and indirectly through
poor treatment compliance. Patients with psychop-
athy are much more likely to abuse drugs. The asso-
ciation between drug abuse and violence can then
be due in part to the higher percentage of psycho-
paths in the group of drug abusers.

Fortunately, patients with dual diagnosis who
receive extensive substance abuse treatment show
greater clinical improvement and better outcomes.!
Several studies found that clozapine was associated
with decreased substance use. In one trial, schizo-
phrenic patients with a history of drug abuse who
received clozapine were much less likely to use
substances over the next year than patients taking
other antipsychotic medications.?

Thus, clozapine has clear antiaggressive effects,
but its use as a first-choice treatment for aggression
is limited by the risk of side effects, in particular
agranulocytosis. With careful blood monitoring,
this complication is very rare, but persistently vio-
lent patients might not cooperate fully with the re-
quired monitoring.

Other medications
Other agents used to treat violent patients with
mental disorders include mood stabilizers, beta

blockers, and antidepressants.?
continued
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g Figure 2

Managing patients who exhibit persistent violent behavior

Persistent violence

Assess for substance
abuse and initiate

Evaluate possible
causes for persistence

Assess for poor
adherence to treatment

treatment as needed

for psychiatric
disorder and improve
compliance as needed

!

}

Initiate psychosocial
interventions (such
as CBT or anger
management)

Mood stabilizers such as lithium, carba-
mazepine, or valproate might be useful
as adjuncts to antipsychotic medications
in managing assaultive patients with
schizophrenia or other major psychiatric
disorders. These medications might de-
crease violence by enhancing serotonergic
activity.

Most evidence for mood stabilizers” anti-
aggressive effect comes from studies of pa-
tients with personality disorders. Divalproex,
for example, was more effective than placebo
in reducing impulsive aggression in patients
with Cluster B personality disorders.

Lithium reduces aggression and irrita-
bility in bipolar mania, while stabilizing
the underlying disorder. Lithium can de-
crease aggression in other populations as
well, including:

¢ the developmentally disabled

* prisoners with no apparent psychiatric

diagnoses

* aggressive children and adolescents

with conduct disorder

e adults with borderline personality

disorder.

Beta blockers such as nadolol, pindo-
lol, and propranolol have been reported
to reduce aggression. Their usefulness is

Administer an
atypical antipsychotic,
preferably clozapine

!

If response is not
adequate, add a
mood stabilizer or
beta blocker unless
contraindicated

limited, however, because they are contra-
indicated in patients with cardiovascular
disease, asthma, or diabetes.
Antidepressants. Selective serotonin
reuptake inhibitors may reduce impul-
sive aggression in nondepressed patients
with personality disorders.”

Nonpharmacologic treatments

To provide proper treatment, the clinician
must understand the patient as a whole
person, including his perception of his
aggressive behavior. Nonpharmacologic
interventions should be implemented with
this in mind.

Compared with standard care, for ex-
ample, intensive case management reduc-
es the incidence of violence.*

Behavioral techniques can decrease vio-
lence by addressing specific impairments
underlying the violence. For example, im-
proving a patient’s cognitive functioning
can counter impaired processing of feed-
back that is associated with neurological
dysfunction.

Specific interventions, such as cueing to
exaggerate the link between stimulus and
response, could be beneficial.¥ Similarly,

continued on page 70
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When treating
violent psychiatric

patients, individualize

medication and
psychosocial
components. In
persistently violent
patients, atypical
antipsychotics—
particularly
clozapine—may
reduce aggression,
improve
neurocognitive
impairments
associated

with violence,

and decrease
substance use.
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Related Resources

- Citrome L, Volavka J. Aggression.
www.emedicine.com/med/topic3005.htm.

« Davidson RJ, Putnam KM, Larson CL. Dysfunction in the
neural circuitry of emotion regulation—a possible prelude to
violence. Science 2000;289:591-94.

Drug Brand Names

Carbamazepine - Carbatrol,

Equetro, Tegretol
Clozapine - Clozaril
Divalproex - Depakote
Haloperidol - Haldol
Lithium - Eskalith, Lithobid
Lorazepam - Ativan
Midazolam - Versed
Nadolol - Corgard

Olanzapine - Zyprexa
Pindolol - Visken
Propranolol - Inderal,
Inderide
Quetiapine - Seroquel
Risperidone - Risperdal
Valproate - Depacon
Ziprasidone - Geodon

Disclosure

Dr. Krakowski receives research support from Eli Lilly and
Company and GlaxoSmithKline.

these patients might respond to a high
degree of structure, supervision, and spe-
cific environmental modifications, such as
transfer to a unit that specializes in treat-
ing violent patients.?®
In cognitive-behavioral therapy, pa-
tients can learn ways they can satisfy their
needs without being violent. They also can
be trained in problem-solving skills and in
understanding the consequences of their
actions. Such therapy might be useful for
diminishing antisocial traits. Interventions
aimed at preventing, decreasing, or coun-
teracting arousal are important in address-
ing acute violence.
Anger management programs can help
patients respond to interpersonal provo-
cations in a more adaptive way.” These
programs include:
¢ education about aggression
¢ self-monitoring of anger frequency, in-
tensity, and situational triggers
¢ relaxation to reduce arousal and enable
guided imagery training

e training in behavioral coping, commu-
nication, and assertiveness through role
play

e practicing new anger-coping skills.*

Tailor treatments to the dominant mech-
anisms underlying persistent violence.
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