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PRACTICE GUIDELINE

Atypical antipsychotic medication poisoning:
An evidence-based consensus guideline
for out-of-hospital management®

DANIEL J. COBAUGH, PHARM.D., ANDREW R. ERDMAN, M.D., LISA L. BOOZE, PHARM.D.,

ELIZABETH J. SCHARMAN, PHARM.D., GWENN CHRISTIANSON, M.S.N., ANTHONY S. MANOGUERRA, PHARM.D.,
E. MARTIN CARAVATI, M.D., M.P.H., PETER A. CHYKA, PHARM.D., ALAN D. WOOLF, M.D., M.P.H,,

LEWIS S. NELSON, M.D., and WILLIAM G. TROUTMAN, PHARM.D.

American Association of Poison Control Centers, Washington, District of Columbia, USA

The objective of this guideline is to assist poison center personnel in the appropriate out-of-hospital triage and out-of-hospital management
of patients with suspected acute ingestions of atypical antipsychotic medications by 1) describing the process by which an ingestion of an
atypical antipsychotic medication might be evaluated, 2) identifying the key decision elements in managing cases of atypical antipsychotic
medication ingestion, 3) providing clear and practical recommendations that reflect the current state of knowledge, and 4) identifying needs
for research. This guideline applies to ingestion of atypical antipsychotic medications alone. Co-ingestion of additional substances could
require different referral and management recommendations depending on the combined toxicities of the substances. This guideline is
based on an assessment of current scientific and clinical information. The expert consensus panel recognizes that specific patient care
decisions might be at variance with this guideline and are the prerogative of the patient and the health professionals providing care,
considering all of the circumstances involved. This guideline does not substitute for clinical judgment. The grade of recommendation is in
parentheses. 1) Patients with stated or suspected self-harm or the recipient of a potentially malicious administration of an atypical
antipsychotic medication should be referred to an emergency department immediately. This activity should be guided by local poison center
procedures. In general, this should occur regardless of the dose reported (Grade D). 2) Patients without evidence of self-harm should have
further evaluation, including determination of the precise dose ingested, presence of signs or symptoms of toxicity, history of other medical
conditions, and the presence of co-ingestants (Grade C). 3) Asymptomatic patients without evidence of attempted self-harm are unlikely to
develop symptoms if the interval between the ingestion and the call is greater than 6 hours. These patients do not need referral and should
receive follow-up based on local poison center protocols (Grade C). 4) All patients less than 12 years of age who are naive to atypical
antipsychotic medications and are experiencing no more than mild drowsiness (lightly sedated and can be aroused with speaking voice or
light touch) can be observed at home unless they have ingested more than four times the initial adult dose for the implicated antipsychotic
medication or a dose that is equal to or more than the lowest reported acute dose that resulted in at least moderate toxicity, whichever dose
is smaller (i.e., aripiprazole 15 mg, clozapine 50 mg, olanzapine 10 mg, quetiapine 100 mg, risperidone 1 mg, ziprasidone 80 mg) (Grade D). 5)
All patients 12 years of age or older who are naive to atypical antipsychotic medications and are experiencing no more than mild
drowsiness can be observed at home unless they have ingested more than five times the initial adult dose for the implicated antipsychotic
medication (i.e., aripiprazole 50 mg, clozapine 62.5 mg, olanzapine 25 mg, quetiapine 125 mg, risperidone 5 mg, ziprasidone 100 mg)
(Grade D). 6) Patients who use atypical antipsychotic medications on a chronic basis can be observed at home unless they have acutely
ingested more than 5 times their current single dose (not daily dose) of the implicated antipsychotic medication (Grade C). 7) Patients who
have ingested less than a threshold dose (see Recommendations 4—6) and are exhibiting no more than mild drowsiness can be observed at
home with instructions to call the poison center if symptoms develop or worsen. If mild drowsiness is present at the time of the initial call,
the poison center should make follow-up calls until at least 6 hours after ingestion. Consideration should be given to the time of day that
home observation will take place. Observation during normal sleep hours might not be reliable. Depending on local poison center policy,
patients could be referred to an emergency department if the observation would take place during normal sleeping hours of the patient or
caretaker (Grade D). 8) Any patient already experiencing any signs or symptoms, other than mild drowsiness, thought to be related to
atypical antipsychotic medication toxicity should be transported to an emergency department. Transportation via ambulance should be
considered based on the condition of the patient and the length of time it will take the patient to arrive at the emergency department (Grade D).
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9) Do not induce emesis (Grade D). 10) There are no specific data to suggest benefit from out-of-hospital administration of activated charcoal
in patients exposed to atypical antipsychotic medications. Poison centers should follow local protocols and experience with the out-of-hospital
use of activated charcoal in this context. Do not delay transportation in order to administer charcoal (Grade D). 11) For patients who merit
evaluation in an emergency department, transportation via ambulance should be considered based on the condition of the patient and the length
of time it will take the patient to arrive at the emergency department. Continuous cardiac monitoring should be implemented given reports of
conduction disturbances associated with this class of medications. Provide usual supportive care en route to the hospital, including airway
management and intravenous fluids for hypotension (Grade D). 12) Depending on the specific circumstances, follow-up calls should be made

to determine outcome at appropriate intervals based on the clinical judgment of the poison center staff (Grade D).

Keywords Antipsychotics; Atypical/poisoning; Poison control centers/standards; Practice guidelines

Introduction

Scope of the problem and importance of the guideline

From 2001 through 2005, poison centers (PCs) in the US
reported 156,431 ingestions of atypical antipsychotic medica-
tions to the Toxic Exposure Surveillance System (TESS)
maintained by the American Association of Poison Control
Centers. When 2001 and 2005 were compared, there was a
97% increase in the number of reported ingestions of this
class of medications. Of these ingestions, 46,950 (30%) were
unintentional and 12,360 (7.9%) involved children less than 6
years of age. The majority of cases reported involved adults
and were intentional in nature. Most patients (120,955 or 77.3%)
were referred to or had already presented to healthcare facilities.
There were 8894 (5.7%) major effect outcomes and 403 (0.3%)
deaths reported from 2001 through 2005. The growing number
of reported ingestions of these agents and their potential toxicity
led to a systematic review of available evidence and develop-
ment of consensus-based triage guidelines.

The atypical antipsychotic medications currently available
in the US are aripiprazole, clozapine, olanzapine, quetiapine,
risperidone, and ziprasidone (see Table 1 for products and
dosages).

Pharmacology and pharmacokinetics

Atypical antipsychotics have been shown to have beneficial
impacts on both the positive and negative symptoms of
schizophrenia and are also used to treat psychotic, bipolar,
and autistic disorders. There are also reports of off-label use
for conditions such attention deficit-hyperactivity disorder (1).

Atypical antipsychotic medications are tricyclic diben-
zothiazepines that have less potential to cause extrapyramidal
effects, tardive dyskinesia, and elevation of serum prolactin
concentrations than the phenothiazine and butyrophenone
antipsychotics. These medications first became available in
the US with the approval of clozapine in 1990. They variably
antagonize both serotonin (5-HT,,) and dopamine (D,, D,,
Dy, and D) receptors. When compared to phenothiazines and
butyrophenones, atypical antipsychotic medications have a
greater binding affinity for the 5-HT, receptors than for D,
receptors (2). However, they also have the ability to bind to
5-HT,, multiple dopamine, alpha, adrenergic, and histamine,
receptors. Aripiprazole is thought to differ from other atypical

antipsychotic medications as it has partial agonist activity at
the D, and 5-HT,, receptors and antagonist activity at
5-HT,, receptors (3). The decreased incidence of extrapyra-
midal effects of the atypical antipsychotic medications, when
compared to typical antipsychotics, is attributed to the differ-
ences in their receptor binding affinities.

The clinical manifestations of atypical antipsychotic toxic-
ity generally include varying degrees of central nervous sys-
tem depression, anticholinergic effects, pupillary changes,
seizures, hypotension, and cardiac conduction abnormalities.
Clozapine has been shown to cause agranulocytosis in 1-2%
of patients after 1 year of therapy (4).

The absorption kinetics profiles of the atypical antipsy-
chotic medications are varied. Aripiprazole peak plasma con-
centrations are reached within 3-5 hours. High fat meals
might decrease the rate of absorption but not overall bioavail-
ability (3). Clozapine is rapidly and completely absorbed
with the peak serum concentration occurring 1%2—2%2 hours
after a single dose (5). Following oral administration, olanza-
pine is well absorbed and peak plasma concentration is
reached at approximately 6 hours (6). Quetiapine is rapidly
absorbed after oral administration. Peak plasma concentra-
tions are expected within 172 hours of dose administration
(7). Risperidone is extensively and rapidly absorbed with
peak plasma concentrations at 1 hour after a dose. Oral tab-
lets have an absolute bioavailability of approximately 70%
while the solution has a 94% absolute bioavailability (8). Fol-
lowing oral administration of ziprasidone to fed subjects,
peak plasma concentrations occurred at 68 hours (9).

Aripiprazole, olanzapine, quetiapine, risperidone are all
classified as FDA Pregnancy Risk Category C. Clozapine is
classified as Category B.

Definition of terms used in this guideline

Toxicity from atypical antipsychotic medications might occur
as a result of a single acute ingestion, which could be unin-
tentional or intentional, or with repeated or therapeutic use.
An acute exposure might involve unintentional ingestion of a
second therapeutic dose by a patient already on the drug,
unintentional ingestion of someone else’s therapeutic dose by
a patient naive to atypical antipsychotic medications,
unintentional ingestion by a child, or ingestion with suicidal
intent.
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Table 1. Atypical antipsychotic medications available in the US, 2006 (3,4,6-9)

Generic Initial pediatric
name Brand name(s) Available formulations Adult daily dosage range doses* (Ref.)
Aripiprazole  Abilify 2,5, 10, 15, 20, 30 mg tablets 10-15 mg Not available
1 mg/mL oral solution Concomitant CYP3A4
inducer use: 20-30 mg
9.75 mg/1.3 mL single-dose vial for 9.75 mg
injection
Abilify Discmelt 10, 15 mg orally disintegrating tablets 1015 mg
Clozapine Clozaril 25, 100 mg tablets 12.5-900 mg 6.25-25 mg
(125, 136)
Olanzapine  Zyprexa 2.5,5,7.5,10, 15, 20 mg tablets 5-15mg 1.25 mg
In debilitated patients, those (212, 124, 126,
predisposed to hypotension, and 131)
slow metabolizers: 5 mg/d starting
dosage
10 mg powder for injection/unit-dose ~ 2.5-10 mg
vial
Zyprexa Zydis 5, 10, 15, 20 mg orally disintegrating ~ 5-15 mg
tablets
Quetiapine  Seroquel 25,100, 200, 300, 400 mg tablets 25 mg twice daily up to 800 mg/d Not available
Patients with hepatic dysfunction:
start at 25 mg/d
Risperidone  Risperdal 0.25,0.5, 1, 2, 3, 4 mg tablets 1 mg twice daily up to 8 mg/d 0.125 mg
(122124,
127-130)
Risperdal M-TAB 0.5, 1, 2, 3, 4 mg orally disintegrating ~ Patients who are elderly, debilitated,
tablets predisposed to hypotension, or
who have renal/hepatic
impairment: 0.5-3 mg
Risperdal Oral 1 mg/mL oral solution
Solution
Risperdal Consta 25, 37.5, 50 mg powder for 25-50 mg every 2 weeks
injection/unit-dose vials
Ziprasidone  Geodon 20, 40, 60, 80 mg capsules 20 mg twice daily up to 160 mg/d Not available

20 mg powder for injection/unit-dose

vial

10 mg every 2 hr or 20 mg every
4 hr up to 40 mg/d

*The cited studies enrolled patients as young as 3 years of age, with most starting at 45 years of age.

This guideline focuses on the ingestion of more than a sin-
gle therapeutic dose. It is known that even therapeutic doses
of atypical antipsychotic medications can sometimes cause
adverse effects in both adults and children—some idiosyn-
cratic and some dose-dependent.

For the purpose of this guideline, age groups were initially
defined as 1) children less than 12 years of age and 2) older
children and adults. Acute exposures are defined as those
occurring over a period of no more than 8 hours. The term
“out-of-hospital” is defined as the period before a patient
reaches a healthcare facility.

Exclusions

This guideline does not provide guidance on exposures to typical
antipsychotics, such as phenothiazines and butyrophenones,

which have different pharmacological effects and toxicity
profiles. Furthermore, this guideline does not address man-
agement of patients who experience chronic toxicity or
adverse effects from chronic atypical antipsychotic medica-
tion use such as their endocrine effects and clozapine-associ-
ated agranulocytosis.

Intended users of this guideline

The intended users of this guideline are personnel in US poi-
son centers. This guideline has been developed for the condi-
tions prevalent in the US. While the toxicity of common
atypical antipsychotic medications is not expected to vary in
a clinically significant manner in other nations, available for-
mulations and active ingredients might differ for some atypi-
cal antipsychotic medications. In addition, out-of-hospital
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conditions could be much different. This guideline should not
be extrapolated to other settings unless it has been deter-
mined that the conditions assumed in this guideline are
present.

Objective of this guideline

The objective of this guideline is to assist poison center
personnel in the appropriate out-of-hospital triage and out-
of-hospital management of patients with suspected acute
ingestions of atypical antipsychotic medications by 1)
describing the process by which an ingestion of an atypical
antipsychotic medication might be evaluated, 2) identifying
the key decision elements in managing cases of atypical
antipsychotic medication ingestion, 3) providing clear and
practical recommendations that reflect the current state of
knowledge, and 4) identifying needs for research. This guide-
line applies to ingestion of atypical antipsychotic medications
alone. Exposure to additional substances could require differ-
ent referral and management recommendations depending on
the combined toxicities of the substances.

This guideline is based on an assessment of current scien-
tific and clinical information. The expert consensus panel
recognizes that specific patient care decisions may be at vari-
ance with this guideline and are the prerogative of the patient
and health professionals providing care, considering all of the
circumstances involved. This guideline does not substitute
for clinical judgment.

Methodology

The methods used for the preparation of this guideline were
developed after reviewing the key elements of practice guide-
lines (10,11). An expert consensus panel was established to
develop the guideline (Appendix 1). The American Associa-
tion of Poison Control Centers (AAPCC), the American
Academy of Clinical Toxicology (AACT), and the American
College of Medical Toxicology (ACMT) appointed members
of their organizations to serve as panel members. To serve on
the expert consensus panel, an individual had to have an
exceptional track record in clinical care and scientific
research in toxicology, board certification as a clinical or
medical toxicologist, significant US poison center experi-
ence, and be an opinion leader with broad esteem. Two spe-
cialists in poison information were included as full panel
members to provide the viewpoint of potential end-users of
the guideline.

Literature search

Literature searches for relevant articles were performed by a
single investigator. The National Library of Medicine’s
PubMed database was searched (through April 2005) using
clozapine or risperidone as MeSH terms with the subheadings

“poisoning” or “toxicity” limited to humans. A second
PubMed search used aripiprazole, clozapine, olanzapine,
quetiapine, risperidone or ziprasidone as textwords (title,
abstract, MeSH term, CAS registry) in conjunction with the
textwords poison*, intoxicat*, overdos*, or toxic*, limited to
humans. The CAS registry numbers for these compounds
were also used as search terms. This process was repeated in
International Pharmaceutical Abstracts (1970-2004, exclud-
ing abstracts of meeting presentations), Science Citation
Index (1977-2004), Database of Abstracts of Reviews of
Effects (accessed December 2004), Cochrane Database of
Systematic Reviews (accessed December 2004), and
Cochrane Central Register of Controlled Trials (accessed
December 2004), and Reactions (1980-2004). A third
PubMed search used the list of atypical antipsychotics and
selected all articles with these drugs and the age categories 1-23
months and 2-5 years. The relevant poisoning managements
in Poisindex and the bibliographies of recovered articles were
reviewed to identify previously undiscovered articles. Fur-
thermore, North American Congress of Clinical Toxicology
abstracts published in the Journal of Toxicology Clinical
Toxicology (1995-2004) were reviewed for original human
data.

The chapter bibliographies in five toxicology textbooks
were reviewed for citations of additional articles with origi-
nal human data. The Toxic Exposure Surveillance System
(TESS) maintained by the American Association of Poison
Control Centers, was searched for deaths resulting from
atypical antipsychotic medication poisoning or any deaths
from atypical antipsychotic medication poisoning in chil-
dren. These cases were abstracted for use by the panel.
The package inserts from marketed atypical antipsychotic
medications were reviewed for any mention of overdose
experience.

Criteria used to identify applicable articles

The recovered citations were entered into an EndNote library
and duplicate entries were eliminated. The abstracts of these
articles were reviewed, searching specifically for those that
dealt with estimations of doses, with or without subsequent
signs or symptoms of toxicity, and management techniques
that might be suitable for out-of-hospital use (e.g., gas-
trointestinal decontamination). Articles were excluded if they
did not meet either of the preceding criteria, did not add new
data (e.g., reviews, editorials), or if they exclusively
described inpatient-only procedures (e.g., dialysis).

Data extraction

All articles that were retrieved from the search were reviewed
by a trained physician abstractor. Each article was examined
for original human data regarding the toxic effects of atypical
antipsychotic medications or original human data directly rel-
evant to the out-of-hospital management of patients with
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atypical antipsychotic medication toxicity or overdose. Rele-
vant data (e.g., dose, resultant effects, time of onset of
effects, therapeutic interventions or decontamination mea-
sures given, effectiveness or results of any interventions, and
overall patient outcome) were compiled into a table and a
brief summary description of each article was written. The
evidence table includes levels of severity as defined by the
expert consensus panel. These severity levels are used
throughout this guideline and are defined as follows: mild—
local effects only or mild systemic effects (e.g., sedated but
arousable, agitated), moderate—systemic effects (e.g., more
severe sedation or agitation, tachycardia, hypertension,
hyperthermia, ECG abnormalities), and severe—life-threat-
ening systemic effects (e.g., severe hyperthermia or rigidity,
coma or sedation requiring intubation, seizures, respiratory
depression, hypotension, dysrhythmias).

This full evidence table is available at (http://www.
aapcc.org/DiscGuidelines/atypical%20antipsychotics%20
evidence%20table%202005-8-29.pdf). The completed table of
all abstracted articles was then forwarded to the panel mem-
bers for review and consideration in developing the guide-
line. Efforts were made to locate significant foreign language
articles and have their crucial information extracted, trans-
lated, and tabulated. Copies of all of the articles were made
available for reading by the panel members on a secure
AAPCC website.

Criteria used to assign levels of evidence

The articles were assigned level-of-evidence scores by the
abstractor based on the Grades of Recommendation table
developed by the Centre for Evidence-Based Medicine at
Oxford University (Appendix 2). Single case reports and case
series were classified as level 4.

Guideline writing and review

A guideline draft was prepared by the lead author (listed
first). The draft was submitted to the expert consensus panel
for comment. Using a modified Delphi process, comments
from the expert consensus panel members were collected,
copied into a table of comments, and submitted to the lead
author for response. The lead author responded to each com-
ment in the table and, when appropriate, the guideline draft
was modified to incorporate changes suggested by the panel.
The revised guideline draft was again reviewed by the panel
and, if there was no strong objection by any panelist to any of
the changes made by the lead author, the draft was prepared
for the external review process. External review of the second
draft was conducted by distributing it electronically to
AAPCC, AACT, and ACMT members and the secondary
review panel. The secondary review panel consisted of repre-
sentatives from the federal government, public health, emer-
gency services, pediatrics, pharmacy practice, and consumer
organizations (Appendix 3). Comments were submitted via a
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discussion thread on the AAPCC web site or privately
through email communication to AAPCC staff. All submitted
comments were stripped of any information that would iden-
tify their sources, copied into a table of comments, and
reviewed by the expert consensus panel and the lead author.
The lead author responded to each comment in the table and
his responses and subsequent changes in the guideline were
reviewed and accepted by the panel.

Evaluation of evidence

Current poison center practice

The expert consensus panel solicited referral and manage-
ment guidelines for atypical antipsychotic medications from
US poison centers in 2004 and received one document from a
poison center. Five other centers indicated that they did not
have any written guidelines for atypical antipsychotic poison-
ing. The remaining centers did not respond to the request.
Review of the submitted guideline did not reveal recommen-
dations for triage doses or out-of-hospital gastrointestinal
decontamination.

Review of textbooks

The review of the atypical antipsychotic poisoning chapters
in five toxicology textbooks revealed little variation in their
recommendations (12—-16). In providing their treatment rec-
ommendations, none of the authors differentiated between
treatments for atypical vs. typical antipsychotic exposures,
and none provided guidance on out-of-hospital triage doses.
Most of the authors advised that ipecac syrup was contraindi-
cated as a gastrointestinal decontamination method in
patients exposed to atypical antipsychotics. A single dose of
activated charcoal was recommended in all of the chapters
and one author (13) recommended use of a cathartic along
with activated charcoal. Administration of crystalloids (e.g.,
saline solution) followed by o-adrenergic agonists (e.g.,
dopamine) if necessary, was routinely recommended for the
treatment of antipsychotic-induced hypotension.

Review of Poisindex

This toxicology information resource did not provide any
specific recommendations regarding doses at which emer-
gency department referral is appropriate. Poisindex advised
against the use of ipecac syrup to induce emesis. Information
was provided on the use of activated charcoal and sign/symp-
tom-specific supportive care (17).

Review of TESS mortality data

The American Association of Poison Control Centers’ Toxic
Exposure Surveillance System (TESS) database was analyzed
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for deaths from atypical antipsychotic poisoning over a 20-
year period (1985-2004). Only deaths involving an atypical
antipsychotic alone were investigated. Clozapine [7], olanza-
pine [9], quetiapine [14], and risperidone [5] were each impli-
cated in the fatality cases. Six of these deaths were
subsequent to unintentional ingestions, 27 were intentional in
nature, and the exposure reason was unknown in two cases.
One was due to an unintentional poisoning in a child, two
resulted from adverse drug reactions, and one was due to a
therapeutic error. The pediatric poisoning death involved a
2-year-old girl who reportedly chewed one clozapine 100-mg
tablet (10 mg/kg) and became ataxic 1 hour after the inges-
tion. En route to an emergency department she vomited, and
she was obtunded upon arrival. She subsequently experi-
enced another episode of vomiting and developed aspiration
pneumonia, sepsis, and anemia. She died on the 16th hospital
day.

Review of the medical literature

For the purposes of guideline preparation, a written summary
of the evidence from all the reviewed articles on the selected
atypical antipsychotics appears below. There were few arti-
cles that specifically addressed out-of-hospital management
for any of these agents. However, there were a number of
articles with some limited out-of-hospital information. The
expert consensus panel believed that much of the in-hospital
data could be applied and extrapolated to help develop the
out-of-hospital guidelines. Therefore, both in- and out-of-
hospital data are included in the following summary of the
evidence.

There were numerous limitations associated with the avail-
able evidence. There was a paucity of high quality studies
and there were no prospective trials specifically investigating
a toxic threshold dose for individual atypical antipsychotic
agents. A small number of retrospective articles contained
some dose-effect information on specific agents. The accu-
racy of dose estimates in most articles was unclear. Retro-
spective data from case reports or case series were often
confounded by concomitant exposures to other substances,
medical co-morbidities, or differences in decontamination
and treatment measures. Each of these could have altered the
clinical presentation or outcome. The evidence was also
influenced by inter-individual differences in age, weight,
underlying health condition, and genetic factors that might
also have affected the clinical response. In some of the larger
reviews, the ingested amounts and/or the resultant effects
were reported as a range of values or percentages of patients.
Therefore, individual doses resulting in specific effects could
not be determined. In the prospective trials reviewed, the
medications were administered at therapeutic doses that were
lower than those likely to occur in the setting of an overdose
or poisoning.

Despite these limitations, the available dose-response
information extracted from the evidence is summarized

below. It is divided into two categories—acute ingestions in
children less than 12 years of age and acute ingestions in
patients 12 years of age and older. These data were further
divided into subcategories based on the specific atypical
antipsychotic medication involved. All of the reviewed
articles, whether cited here or not, are abstracted in detail in
evidence table.

When the mg/kg dose or a child’s weight was not stated
in an article for patients less than 12 years of age, the mg/kg
dose was estimated by the use of pediatric growth charts
(18). The 95th percentile weight was used for a particular
age and sex. When the sex of the child was not stated, the
weight for boys was used. This approach errs on the side
of estimating a lower mg/kg dose. Estimated mg/kg doses
are italicized throughout the guideline whenever they are
presented.

Acute ingestions in children less than 12 years of age
(see Table 2)

Aripiprazole

There were six level 4 or 6 articles with information on acute
aripiprazole ingestions in patients less than 12 years of age.
From these, the lowest dose associated with any toxicity was
15 mg (0.6 mg/kg) in a 9-year-old girl who was hospitalized
for prolonged somnolence that began 3'2 hours after inges-
tion (level 4). She was also being treated with valproic acid
(serum concentration below 10 pg/mL) and amphetamine
(19). A case series (level 4) described aripiprazole toxicity
following eight overdoses. Patient ages ranged from 3 to 43
years with a mean of 24 years. Four of the cases were due to
unintentional ingestion. Based on data from six patients, the
authors reported a mean dose of 82 mg; no range was pro-
vided. In the unintentional ingestion group, three of the four
patients were observed at home without any untoward
effects. The fourth patient in this group was observed in an
emergency department and had no signs of toxicity. In the
intentional ingestion group, all four patients were observed in
an ED and two were admitted due to extensive sedation (20).
A 3-year-old boy, who ingested an estimated 11.9 mg (0.8
mg/kg), developed extreme lethargy, flat affect, tremor,
ataxia, and a parkinsonian gait. However, this dose was
estimated based on back-extrapolation from the serum drug
concentration (21). A 2-year-old girl who ingested 40 mg
(2.4 mg/kg) developed vomiting and lethargy (level 6) (22).
A case report (level 4) described a 2)s-year-old girl who
ingested 195 mg (17.1 mg/kg) and developed vomiting, trem-
ulousness, ataxia, lethargy, and coma (23). An epidemiologic
study of aripiprazole ingestions reported to Texas poison con-
trol centers (level 4) found that aripiprazole-alone ingestions
most often involved children less than 6 years of age. Clinical
effects most often reported included drowsiness and lethargy
(24). The package insert for Abilify mentions 10 overdoses in
children (aged 12 years and younger) with doses up to 195 mg
with no fatalities (3).



Downloaded by [216.133.78.226] at 06:12 14 July 2016

924 D.J. Cobaugh et al.

Table 2. Acute toxicity in patients less than 12 years of age

Symptom Confirm.
Drug Dose Age Mitigating factors Effect* onsetf ~ Conc.?f Ref. (LOE)

Aripiprazole Description of 8 aripiprazole ingestions (avg. age 24 years, range 3—43) reported to a PC. Avg. dose was 82 mg. 20 (4)
Three of 4 accidental ingestions were watched at home and all of the intentional ingestions were referred to EDs.
Two intentional ingestions were admitted for excessive somnolence. All had “favorable outcomes.”

15 mg [0.6 mg/kg] 9yr On amphetamine and Mod 3% hr NR 19 (4)
valproic acid
20 mg [0.7 mg/kg] 6 yr NR Mod >24 hours NR 137 (4)
~11.9 mg [0.8 mg/kg] (based on 3yr NR Mod <48 hr B 21 (4)
calculation from serum drug conc.)
40 mg [2.4 mg/kg] 2yr NR Mild NR NR 22 (6)
195 mg [17.1 mg/kg] 3yr NR Mod/Severe <1 hr B 23 (4)
Clozapine  Description of 150 clozapine ingestions (143 adult and 7 pediatric) reported to the manufacturer or in the literature 254)

(some of these cases could therefore appear elsewhere in this summary); doses 50-25,000 mg; all of the children
developed mild to severe clinical effects; lowest dose associated with severe toxicity in a child was <500 mg.

100 mg [2.1 mg/kg] 10 yr NR Mod <24 hr U 27 (4)

~50 mg (one-half of a 100-mg 21 mo NR Severe NR NR Mady (4)
tablet) [2.6 mg/kg]

100 mg [4.8 mg/kg] 4yr NR Mod ~1 hr B 28 (4)

100-200 mg [8.7-17.4 mg/kg] 31 mo NR Severe <3 hr B 28 (4)

200 mg [10 mg/kg] Syr NR Severe Soon after B 29 (6)

Description of 8 clozapine-only ingestions (ages 2—42 yr); doses 11005500 mg; >66% developed at least some 26 (4)
clinical effects.

Olanzapine  Abstract of 12 olanzapine ingestions (11 adults and 1 child); doses 25—135 mg (7 cases had co-ingestants) in 62 (6)
the adults; some developed mild—moderate effects.
10 mg [0.6 mg/kg] 6 yr Asthma Mod <15 hr NR 30 (6)
Up to 15 mg [0.9 mg/kg] 2V yr NR Mod <10 hr B 32 (6)
3040 mg [2.7-3.6 mg/kg] 18 mo NR Severe <2 hr B 33 (4)
100 mg [3.4 mg/kg] 9yr Also ingested Severe <2 hr NR 31 (4)
acetaminophen
Quetiapine 1300 mg [22.2 mg/kg] 11yr NR Mod <1 hr NR 34 (4)
Risperidone Abstract describing 31 risperidone ingestions (adult and pediatric); doses 1-150 mg (15 had co-ingestants); 38 (6)
some developed clinical effects ranging from mild to moderate.
1 mg [0.03 mg/kg] 7 yr NR Mod NR NR 36 (6)
1 mg [0.07 mg/kg] 16 mo NR None NR NR 35(4)
4 mg [0.18 mg/kg] Syr Clonazepam None NR NR 35(4)
4 mg [0.3 mg/kg] 3 yr ADHD, on clonidine and Severe NR NR 37(4)
methylphenidate
chronically; missed a
methylphenidate dose

Ziprasidone Description of 30 ziprasidone ingestions (avg. age 23 years, range 1-41) reported to a PC. Avg. dose was 206 mg. 41 (6)
Seven of 8 accidental ingestions were watched at home and all of the intentional ingestions were referred to
EDs. One patient ingested an unknown dose and presented comatose, required intubation, and recovered
after 8 hours.. All others had “good outcomes.”

Abstract describing 7 ziprasadone-only ingestions: a 22-m.o. ingested 40 mg [2.5 mg/kg] and a 2-y.o. ingested 80 39 (6)
mg [5.2 mg/kg]; only the 2 y.o. developed effects. The other children were more 10-16 yrs of age.

400 mg 17 mo NR Mod <1 hr NR 40 (4)

*Mild = local effects only or mild systemic effects (e.g., sedated but arousable, agitated); mod = systemic effects (e.g., more severe sedation or agitation,
tachycardia, hypertension, hyperthermia, ECG abnormalities); severe = life-threatening systemic effects (e.g., severe hyperthermia or rigidity, coma or
sedation requiring intubation, seizures, respiratory depression, hypotension, dysrhythmias).

fmaximal time of onset; (i.e., symptoms were present on admission, but might have begun earlier).

‘B = blood.

NR = not reported or none reported.
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Clozapine

There were no level 1-3 articles with dose-toxicity informa-
tion for clozapine. However, there were two level 4 reports
that included patients less than 12 years of age with acute
clozapine exposures from which some dose-toxicity informa-
tion could be extracted. Unfortunately, these articles reported
the doses as ranges, making it impossible to determine which
patients had effects. Since the articles did not specify patient
ages or included patients older than 12 years of age, it was
impossible to determine which doses referred to patients of
what age. The first paper was a description of 150 clozapine
ingestions (143 adult and seven children) reported to the
manufacturer or in the literature. The doses ingested ranged
from 50 to 25,000 mg. The lowest dose resulting in any toxic-
ity was not specified, but the mean dose in the seven children
aged 1 to 5 years was 157 mg. All of the children developed
clinical effects. These included sedation [7], tachycardia [1],
hypotension [1], and hypersalivation [2] (25). The second
report included eight clozapine-only ingestions in patients
between 2 and 42 years of age reported to one PC over a 9-
month period. Reported doses were between 1100 and 5500
mg, and most of the patients developed at least some clinical
effects. These included confusion, aggression, agitation, CNS
depression, respiratory depression, tachycardia, hypertension,
vomiting, mydriasis, dysarthria, dystonia, and increased mus-
cle tone/hyperreflexia (26). There were also five cases
reported in three level 4 or 6 articles (27-29). In one case
(level 4), a 21-month-old boy ingested one-half of a 100 mg
clozapine tablet (2.6 mg/kg). He later developed pallor,
sleepiness, and loss of coordination of his limbs and trunk.
Upon presentation to an ED, he was pale, listless, and had
peri-oral cyanosis (28). A 10-year-old girl ingested one 100-
mg clozapine tablet (2.1 mg/kg). The next morning, she was
difficult to arouse. She presented at an emergency department
drowsy, confused, disoriented, and unable to walk, with alter-
nating episodes of agitation and stupor, slurred speech, verbal
and physical aggression, and hallucinations. Her CNS depres-
sion worsened during her second hospital day, and she requir-
ing intubation. Full resolution of her symptoms occurred at
approximately 55 hours after ingestion (27).

Olanzapine

There were no level 1-3 studies with dose-toxicity information
on patients less than 12 years of age with acute olanzapine expo-
sures. There were, however, six level 4 or 6 case reports. Among
these, the lowest dose of olanzapine associated with toxicity
(level 6) was 10 mg (0.6 mg/kg) in a 6-year-old girl who devel-
oped slurred speech, staggering gait, and lethargy during the first
15 hours after ingestion (30). The lowest dose associated with
severe toxicity (level 4) was 100 mg (3.4 mg/kg) in a 9-year-old
boy who had also ingested acetaminophen and, within 2 hours of
ingestion, was reported to be combative, unable to follow com-
mands, tachycardic, hypotensive, and experiencing decreased
GI motility (31). A 2Vs-year-old boy was taken to an ED 9%
hours after a suspected ingestion of up to 15 mg of olanzapine

(0.9 mg/kg) because of “abnormal behavior.” Within 1 hour of
presentation, he was sleepy and difficult to arouse. When awak-
ened, he refused to interact and was slow to respond. The
abstract (level 6) described him as hostile, agitated, glassy-eyed,
violent, apparently in pain, and refusing to eat. An ECG showed
tachycardia. At approximately 14 hours after presentation, his
behavior was normal (32). In another case report (level 4), an 18-
month-old boy reportedly ingested 3040 mg of olanzapine
(2.7-3.6 mg/kg). Ipecac syrup was administered in the pre-
hospital setting. Upon presentation to an emergency
department 2 hours after ingestion, he was somnolent and com-
bative with respiratory depression, tachycardia, and decreased
bowel sounds (33).

Quetiapine

In the only article (level 4) that contained information on a
dose-toxicity relationship for quetiapine in patients less than
12 years of age, an 11-year-old girl ingested 1300 mg que-
tiapine (22 mg/kg). She was found stumbling and acting inap-
propriately and was brought to an emergency department 1
hour after ingestion. She was lethargic, mumbling, miotic,
and laboratory test results showed hypokalemia. Three hours
after ingestion, she became combative and agitated. She was
treated with lorazepam, which this controlled her agitation,
and she recovered over the next 24 hours (34).

Risperidone

A level 4 case series reported a 16-month-old boy who
ingested 1 mg risperidone who was given activated charcoal
and remained asymptomatic. A 5-year-old boy in the same
series ingested 4 mg risperidone, along with clonazepam, and
remained asymptomatic after receiving activated charcoal (35).
The ingestion of 1 mg by a 7-year-old boy (level 6) resulted in
confusion, lethargy, hypertonicity, drooling, a stiff tongue,
orthostatic hypotension, and a sinus dysrhythmia with QTc
prolongation (36). A case report (level 4) described a 3%-
year-old boy who ingested 4 mg (0.3 mg/kg) risperidone and
became unresponsive. He recovered over 2—3 days (37). There
were no other level 14 articles with dose-toxicity information
for risperidone. However, there was a level 6 abstract that
included patients less than 12 years of age with acute risperi-
done ingestions and from which some dose-toxicity informa-
tion could be obtained. The abstract was a review of 31
risperidone ingestions (adults and children) reported to one PC
over a 15-month period. Doses ranging from 1 to 150 mg were
reported (15 cases had co-ingestants) with some of the patients
developing clinical effects ranging from mild to moderate in
severity. Five patients in the group without co-ingestants were
asymptomatic. Lethargy [8], tachycardia [2], and vomiting [1]
were reported in the other 11 patients (38).

Ziprasidone

There were no level 1-3 articles with dose-toxicity informa-
tion for ziprasidone. There was a single level 6 abstract of a
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case series that included patients less than 12 years of age
with acute ziprasidone exposure and from which some dose-
toxicity information could be extracted. The abstract briefly
mentioned seven pediatric ziprasidone ingestions (including
one 2-year-old and a 22-month-old) reported to one PC over
a 1-year period. The 22-month-old child had ingested 40 mg
(2.5 mg/kg) and remained asymptomatic. The other child
ingested 80 mg (5.2 mg/kg) and became somnolent (39). A
case report (level 4) described a 17-month-old girl who
developed drowsiness, miosis, tachycardia, and QTc prolon-
gation following a reported exposure to ziprasidone 400 mg
(30 mg/kg) (40). A case series (level 4) briefly described 30
ziprasidone ingestions reported to a PC. The mean dose
ingested was 206 mg; no range was provided. Patients ranged
in age from 1 to 43 years (mean 23 years). Of the eight acci-
dental ingestions, seven were observed at home and the
eighth was seen at an emergency department and discharged
“without incident.” Almost all (19/22) of the intentional
ingestion patients were evaluated at emergency departments
with one presenting comatose and requiring intubation but
recovered after 8 hours. The age of this patient was not pro-
vided and the dose ingested was stated to be unknown (41).

Acute ingestions in patients 12 years of age and older
(see Table 3)

Aripiprazole

A case series (level 4) described aripiprazole toxicity follow-
ing eight overdoses. Patient ages ranged from 3 to 43 years
with a mean of 24 years. Four of the cases were due to unin-
tentional ingestion. Based on data from six patients, the
authors reported a mean dose of 82 mg; no range was pro-
vided. In the unintentional ingestion group, three of the four
patients were observed at home without any untoward
effects. The fourth patient in this group was observed in an
emergency department and had no signs of toxicity. In the
intentional ingestion group, all four patients were observed
in an ED and two were admitted due to extensive sedation
(20). A case report (level 4) provided detailed information
on a dose of aripiprazole associated with toxicity. In this
case, a 27-year-old woman developed tachycardia and sedation
after ingesting aripiprazole 330 mg along with quetiapine
25 mg (42).

The package insert for Abilify briefly describes an inges-
tion of 1080 mg apipiprazole with full recovery (3).

Clozapine

The package insert for Clozaril indicates that fatal overdoses
have been reported for clozapine “...generally at doses above
2500 mg.” It also indicates that patients have recovered from
overdoses larger than 4 g.

There were no level 1-3 articles with dose-toxicity infor-
mation for clozapine. However, there were three level 4 retro-
spective cases series that included patients 12 years of age
and older with acute clozapine ingestions from which some

D.J. Cobaugh et al.

dose-toxicity information could be extracted (25,26,43).
These articles reported the doses as ranges, making it impos-
sible to determine which patients had effects. Two of the arti-
cles (25,26) included patients less than 12 years of age,
making it difficult to ascertain which doses referred to
patients of what age. One was a description of 150 clozapine
ingestions (143 adult and seven children) reported to the
manufacturer or in the literature. Doses ranged from 50 to
25,000 mg. Clinical effects observed in the adult patients
included sedation [103], agitation [25], seizures [12], tachy-
cardia [44], hypotension [11], hypertension [2], ECG changes
(e.g., AV block, extrasystoles, repolarization abnormalities,
prolonged ST, “fibrillation) [15], cardiac failure [4], hyper-
salivation [11], renal effects [5], GI effects [7], and aspiration
[14]. The lowest dose resulting in any toxicity was not speci-
fied. However, the lowest dose associated with severe toxic-
ity was reported as being less than 500 mg (25). Another was
a review of seven clozapine ingestions by patients aged 22—48
years reported to one toxicology service over a period of
approximately 2 years. Doses ranged from 100 to 16,000 mg,
and clinical effects observed included tachycardia [4], dysar-
thria [4], decreased Glasgow Coma Scale score [3], tachyp-
nea [2], disconjugate gaze [1], weakness [1], sialorrhea [2],
and decreased bowel sounds [1]. The lowest dose associated
with mild effects was 100 mg and the lowest dose associated
with severe toxicity was 1000 mg (43). There were also
numerous level 4 and 6 articles with individual case informa-
tion on acute clozapine ingestions in patients 12 years of age
and older—18 cases reported in 17 articles (44-60). From
these cases, the lowest dose of clozapine associated with any
toxicity was 100 mg. This dose led to significant CNS
depression in three patients (46,48) and hypotension and
tachycardia in one (46).

Olanzapine

There were no level 1-3 articles with dose-toxicity informa-
tion. However, there were three level 4 or 6 retrospective
reviews that included patients 12 years of age or older with
acute olanzapine ingestions from which some dose-toxicity
information could be extracted (26,61,62). Most of these
reviews reported the doses as ranges making it impossible to
associate doses and effects. In several of the articles, it was
impossible to determine a dose-age relationship as the spe-
cific patient ages were not included or patients less than 12
years of age were included. One was an abstract (level 6) of a
review of 12 olanzapine ingestions (11 adults and one child)
reported to one PC over a 1-year period. Doses ranged from
25 to 135 mg in the adults, and co-ingestants were implicated
in seven cases. In the four cases involving patients without
co-ingestants, lethargy was reported in three. The lowest dose
associated with any effect was not specified (62). Another
case series (level 4) of 26 olanzapine-only ingestions in
patients older than 16 years reported to one PC over a 5-year
period described ingestions of doses ranging from 30 to 830 mg.
Clinical effects observed included coma [4], agitation [11],



(ponunuo)))
(¥) ss q Y 9p—hs PO Aqrearuoryd aurdezopo uQ 8% [Sx/8w zz1~] 005°CI
() s AN > 9IoASS WINIYI] pue “apruaqojooutt ‘dutdezo[d dIuoId uQ 144 Sw 00¢L
() 18 q I 1> RACHEN aurdezoo druoIyd uQ 143 3w 0008-0009
() s¥ q 1 9z~ PO aurdezoo sruoryd uQ 61 3w 000s
SIOpIOSIp
#) 65 q Iy $7-71S QI9AJS omeryoAsd pue asnqe 2oueIsqns Jo AI0ISIH 6C Sw 05L€S
wedozeuo[o pojsodur
aaey os[e Aew ‘wedozelo] pue ‘wedozueo[o
(%) 8¢ q 4 9> QI9A9S ‘gyeordyea ‘[oxmypuadnyy o1uoIyd uQ 0Z Sw 0os¢~
aurprjoAooid
#) €5 q AN QIOAJS pue ‘ourdexo] ‘ourdezo[o ‘urnsur S1UOIYd UQ oy 3w 000—000¢
surdazerpozuaq
Joyjoue Jo uonsagur a[qissod ‘joyoore pue
&) vv q yz-1> QI9A9S ‘wejozeadye ‘ouorordoz Sw (g1 poIsodul os|y 6C Sw 000¢
ourdezolo paquiosaid usoeq pey oy Yyorym Iojy
() 95 AN AN PO swopqoxd Surdoays pue ‘wisoyod[e jo A10)STH 9C 3w 000¢
(9) 09 | %> PO AN €€ 3w 05z
Asdoine uo AydoniodAy re[normuaa o] pue
9) 0s AN I v, 6> yeaq AreSoworpied ‘ourdezo[d uo pajie)s APuaday ST Sw 000z~
(1 g~ uonepumqo)
(¥) TS AN Iy 07> PO Aqreoruoxyod surdezopd uo ¢, €€ 3w 0002
) 9t "S}09JJQ [BOIUI[O JWIOS }SBI] 18 PAdOoAap 9,99< 3w )0SS—00] [ SISOP (IA ZH—7 sade) suonsaur Ajuo-ourdezo[d § Jo uonduosag
(9) 6 AN AN PO durdezo]o o[oIyd U 0S 3w 0001
() Ly d 1> EEEN AN £3 3w 008
(y) aumorg q 7> QI9A9S AN 98e-9[ppIAl B9} UL PIA[OSSIP SW (0]
(9) 8 g AN PO DHLL 10§ aanisod dutin) 91 3w 001
(9) 8t g AN PO AN 91 3w 001
‘3w QO] Sem }NPE U U AJIOIX0) QIIAJS YIHM PIJBIOOSSE ISOP 1S9MO] ‘S ()()] SBM S)OJJO PIIW [JIM POJBIDOSSE 9SOP JSIMO[
#) v QI0AQS 0) pIW W0} Surduel s3005Jo [eorul[d pado[oAdp awos Fw )00‘91—00] SOsop ‘(1L §y—¢z sode) suonso3ur aurdezolo £ Jo uonduosaq
‘Sw OS> SBM J[NPE UB UI AJIOIX0) DIOAS }IM PIJRIDOSSE 9SOP
1SOMO] £S109JJ9 [BOTUI]D 919Ads 0} pIiwt pado[eap syuaned jynpe swos Fw ()00°‘S7—0S SOsop ‘(Arewrwuns sIy) ur 919ymas[o Jeadde a10j0101)
W) st Aew $9SBO 9SO} JO WOS) 2INBIANI] AY) UI JO JoInjoeynuewt ay) o) papodar (ormeipad , pue ynpe ¢4 1) suonso3ur aurdezolo g jo uonduosag ourdezo[)
)y (Kuo diduy) g un (gs PO aurdenonb jo Sw gz paysafur os[y LT Sw oge
(' SOWI00INO J[QRIOAR],, PBY [[V "90US[OUUIOS OAISSIOXO
10J POPIWPE 2IOM SUON)SAZUI [BUOHIUIUT OM ], 'S(JH O} POIIDJOI 2I0M SUONSIZUI [BUONIUIIUT Y} JO [[B PUL JWOY| J& PAydjem 9Iom suonsagul
&) 1+ [BIUSPIOJE  JO a1y ], "Sw 7§ Sem 3sop "SAY "Dd & 01 pauodal (¢—¢ o3uel ‘s1eak ¢ oFe "3ae) suonsadur ojozelrdidue § Jo uonduosaq grozeadidury
(o1 14"9U0D Jesuo woydwAg £1?WH s1030€} SuneInIN (1K) 98y Isoq gniqg
REN| “WIIU0))

19p[o pue o3¢ Jo s1eak 7] syuaned ur AJ101X0) 9JNOY *€ d[qBL

910T AInf +1 T1:90 18 [9278L'€€1°91¢] Aq papeojumo(

927



(¥) oL AN s RICKEN AN 6C [Bx/8w ¢ 1] SwQrT1
(9) €L | AN RICHEN AN S 3w 0001<
W) vL q AN QI9A9S Aqreotuoayo surdezuejo uQ b Sw 0001
() ¥9 q Iy ¢~ PO Aqrearuoyd surdezuejo uQ T 3w (08
ourweryy
pue ‘[owreqieooyiow ‘9jozeidoqel ‘usozero)
() 9 dq AN ead ‘usgoxdnqr ‘wintyy ‘surdezue[o SIUOIYO UQ 9 Sw 0gL~
3unsy
Q) LL aaneuen),, AN POIN A[reotuoayo surdezue[o pue suI[e1IdS UQ 9¢ Sw oL~
%) €9 q AN QI9AQS QUIXBJB[UQA PIISOTUL OS[Y LE Sw 0oL
Ksdojne je poojq
ul punoj duopozen} pue ‘durwreIpAyuaydip I $~ I9A0
&) 9L (wopounsod) g o> yreaq ‘JouBylR SISO ‘swa[qoid OLIeIydASq 9% Sw )09 Se yonuwi Sy
() 69 q AN RICHEN AN 1€ 3w 009 01 dn
wedazeuod
(9) €L q I 1> POIN Jo 8w (), pue [oyoo[e pajsagur 0S|y 0S Sw (¢
(9)sL n AN PO AN €€ 3w 00¢
9z n 7> PON qurdezue|o pue ouopeZzel} OIUOIYD UQ ST 3w go¢
surwejoyduwe purwelaydweonxap
&) S11 q uru () ¢s POIN pue ‘ounoxoted ‘ourdezue|o omuoIyd UQ 4l Sworg
(9) L9 AN s PO AN 8t 3w 00z
9 1L N AN PO N €€ 191981 0¢
&) vL q ur ()¢> QI9A0S ourdezue[o o101y UQ 8¢ Sw g1
(¥) 99 AN AN PIIN ourdezue[o d1UOIYO UQ 8¢ Sw 0zI1
11 paIsagur
A19inoe 10 ‘A[[esruodyd surdozewaqred
) L9 AN AN QI0AJS uo I9U)10 ‘uolssardop pue saInzios jo A10)STH S Swgry~
(9) 8L d AN QIdA3S euen(Lew pasows os[y ¥ S19[qE} (¢ pa3jowug
A[restuoayo surdezuejo
(9) 89 AN AN PON pue wedazeid uo ‘wedazeid poysoFur os|y L1 Sw gy
"0I9A9S O} p[Iwt
(p) jodey  WOH Sur3uel $309]J0 [BOIUI[O dWIOS JSBI] I8 PAdO[oAdP 2,99< BW O [—0S Sosop ‘(14 ¢¢—8| so3e) suonsadur Ajuo-ourdezueyo || jo uonduoseq
"BW ()9G Sem AJIOTX0} QIOADS 1M POJBIDOSSE ASOP JSOMO[
‘w71 sem AOIX0) JRIOPOU UM PIIBIOOSSE ASOP JSMO[ FW ()¢ Sem ANOIXO0) P[IW YIM PIJRIOOSSE ISOP ISIMO] (9I2AS O} P[IW WOIJ
#) 19 Sur3uel 309530 [eo1urd padojoap awos {(syueisadur-0o ou) Jw ()£8—( ¢ SASOp (1A 91< syuaned [1e) suonseFur surdezue[o 9z jo uonduosag
'$1091J0 djeIopowr
) 79 —priwr pado[oASp WOS ‘S)NPe Y} Ul (SJurISAZUI-00 PRy S9seD /) W G [—SZ SIsop {(P[IYO | pue synpe | 1) suonsoJur surdezue[o 7] JO 10e1SqQy surdezue[
(401D +479U0D) Jesuo woydwig *1991Jd s1030€} SuneInIn (1K) a8y asoq gniq
3o UHIUOT

910T AInf +1 T1:90 18 [9278L'€€1°91¢] Aq papeojumo(

(ponuiuo)) *¢ dqqe,

928



(ponunuo))
A[TeOTUOIYO SUIXBJR[UIA
pue ‘wedozerp-[Aypowaprioyo ‘oyeoidjea
&) 26 AN Y 6> QI9AQS ‘ourdenonb uo ‘ojeoidiea 3 9 paisodur os|y 8¢ Sw 000‘0T
(9) 98 AN AN 219408 AN 9¢ 3w 000G 1
ouI[eIIos
&) s6 AN Iy ¢s QIAJS/POIN pue ‘unuodeqes ‘x201d[eAIpP OTUOIYD U 61 Sw 000y 1~
A[TeoruoIyo
&) v6 q PYT> QI0AJS uoydoururejaoe pue proe oroxdjea uQ 61 Sw 000‘CI
uorsuojadAy
pue SeIuIAYISAp OBIpIEd JO AI0ISIY
‘Jopuadorey A pue surdenonb ‘ourenas
() €8 (wouounsod) g AN s ‘auondsnq ‘ourdrpojay SruoIyd uo 0S|y 143 Sw 00801~
() 8 AN S E7Y4 RICHEN AN 9T Sw 000°01<
() L8 AN Iy z> CITEN AN 61 3w 0096
(9) €6 q s 219408 [oue}o pajsagur os[y 6C 3w 0008 A[1eaN
(9) +8 IN IN 219408 IN 0€ 3w 00pS
JupexonyJ Fw 99 parsadur
) 68 q AN POIN os[e ‘ounexonpj pue surdenanb oruoiyo uQ 12 3w 0Ly
wedozeuod pue ‘ourderyonb
() 16 g I > PO ‘proe oroxdjea ‘a)erpAy [eIo[yd druoIyd uQ o 3w 000¢
qurxeje[uaa ‘ojeweardo} ‘wedozeuo[o
()18 g Iy 7> PO ‘auopuiedsir ‘aurdenenb sruoryd uQ 1€ [83/8w ¢ 1] Swr 00T~
() 88 AN ur 09— ¢> PO Ajreoruoiyd surdenonb pue surdizepu uQ 1l [33/8w 9g] Swr 0061
(¥) 8 q g z> PO AN ST Sw 0gTI
() o AN I > PO 3w 09, uopiserdiz pajsa3ur os|y 0S Sw 0001

(a2) 6L

(%) 06
) v

(9) 08

‘Sw 000y sem uorsujodAy/seInzIas ur 3unnsal SOp WNWIUIW Y} J[IYM ‘Tl ()] Sem $)09JJ0 AUB UI FUIINSI 9SOP
wnwirurw oy ‘suofe surdenonb SunsoFur syusned g oyy Fuowre {(sjueISAZUI-09 PRY 7 ) SI99JJO SI9AS 0] P[IW woly Jurduel $199J0 pado[aAap
owos 3w (00‘yZ—00S ‘UMOWY UayM ‘sasop [endsoy o3 paprwpe O surdenonb pawiyuos yim syuaned g1 uo eiep pa1oo[[od A[oAnoadsorg

(wsidend) aunoxonpy
AN Kep 1xou oy ], POIN pue ‘aurdozewreqies ‘ourderjonb oruoiyo uQ S% Swg/9
(diduy) g uru (g PO ojozedidiie jo Sur () ¢¢ paysasur o[y LT Sw gt

*0I0A9S/0)RIOPOW 0} PITW WOIJ
SurSuel s300)30 [eoruld pado[oAap awos {(S)urISATUI-00 PRy $AsBO ¢ 1) SW ()0O]S Sosop ‘suonsaogur ourdenanb jnpe £ SuiqLosop joeISqQY

ourdenan)

910T AInf +1 T1:90 18 [9278L'€€1°91¢] Aq papeojumo(

929



Juoaidsnq

%) 801 (wopounsod) g AN yreaq Jo uonsagdur o[qissod ‘omamydoziyog Sy Sw o>
asn surdazerpozuaq
&) 101 AN g ¢ AIAJS USRI A[[ed1uoIyd duopLadsir uQg 187 SwoLz
(¥) 86 AN ur gy POIN AN 6T 3w 0y
(¥) 901 AN ur 0z> POIN AN 93 3w g7z
(¥) so1 AN g z> PO AN 1C [83/8w ¢1] Sw oZ1
(¥) 001 AN Iy ¢s PO AN 6€ Sw g1
() 66 q I ¢> PO euen(LIEW POYOWS PUE SUIM YUBIP OS[Y S1 [8x/8w L 1] Sw o1
0u09
wNIds uo paseq aunaxoted Jo uonsoFur-0d
orqissod ‘wejozeiss pue ‘ounoxored
&) v01 q 1 > POIN ‘uopLadsLI o1uoIyd uo ‘erudydoziyog 12 Sw 01
SUON)BIIPAW J3YJ0 JO uorsadur-od d[qissod
‘ouizepowold pue qopradorey ‘wedozeniu
&) LO1 q I zrs 910AdS ‘ouoordoz ‘wre[oznoiq ‘duopradsi uQ S [8y/8w z'1] Sw g6~
"9I0AS 0} Pl w0l SurSuel $)031J9 [ed1UI[d PAdo[oAdp SWOoS ¢(Papn[oxd
%) s¢ SJUBISAZUI-09 Y)IM SOSBI) SW ()Q [—[ 7 SISOP JUSISI[OPEB/A[NPE {(UAIP[IYD 7 PUB SIUIISI[OPR/SINPE §7) suonsafur suopradsit | ¢ Jo Arewung
(¥) 01 AN WAT> EECIEN AN Sl 3w o
(¥) €01 AN unu g~ PO AN 91 (333w [+70] 3w ¢
&) €01 AN uru () ¢> PO asn ayeprusydjAyzowt Jorid (BI9A0IJ UO OSTY 9] [8y/8w 14 0] Sw 1¢
djeIopow
#) 9z 01 pliwr woly Surguel ‘s)0ayJa [ea1uI[d PAdooAdp o,ce> Sw ()[7—9] Ssop (1K £9—87 sade) suonsaur Ajuo-osuopuadsia (] Jo uondrosag
A[reotuoIyo
#) LO1 q > QI9A9S wedozeniunyj pue ‘uopriadiq ‘ouopriadsi uQ ¥€ [8y/3w ¢'0] Sw 1~
"9jeIopOW
) L6 01 dn Suruer 309539 [eO1UI[D pado[oAap dWOs (3w ()t/7—C SISOP ‘duo[e duoIpIadsii pajsagur g¢ ‘suonsadul duopLddsiI /1 SUIqLIOSIP 1919
“9jeIdpow 0}
9) 96 priw woty Surduel 393139 [eo1ul[d pado[oAdp awos ((sjueIsadur-o0d pey ) Sw ()/,g—S SISOp ‘suonsadur auopLdsil Jnpe 9 SuIqLIISIP JoeNSqQY
"9)eIOpOW 0) pIIWw WOy Jurdues
(9) 8¢ $3091J9 [eoturd pado[oAdp awos {(sjue)sagur-0d pey 1) Sw S 1—[ sasop {(ouyerpad pue ynpe) suonsagur QuopLadsil | ¢ FUIqLIOSOP J0BISqY ouopriadsry
(201D 1479000 jJesuo woydwikg *3H s1030€} SuneInIpN (1K) 98y aso( gniqg
ES: ! Wuon

(panunuo)) ¢ dqe L,

910T AInf +1 T1:90 18 [9278L'€€1°91¢] Aq papeojumo(

930



"paje[suen AJ[NJ JOU = JN
‘payiodal suou 10 payiodal jou = YN

aun = 7 ‘poojq = gy

“(Jo1[1E0 UNS0Q SABY JYSIW JNQ ‘UOISSIWPE UO JudsdId d1om stwojdwks <a°T) JOSUO JO AT [BUIXEU|
“(serunpAyasAp ‘uorsusjodAy ‘uorssardop Arojerrdsar ‘soInzias ‘uoneqniul Jurrnbal uonepas 1o ewod ‘ANpISL 1o eruroypradAy 910AS “°39) S)109JJ0 OTWRISAS SUTUJBAIY)-OJI] = 242425 {(SONI[EULIOUQR
DOF ‘erudyradAy ‘uorsualadAy ‘eIpIeoAyor) ‘Uone)ISe J0 UONEPIS JIAS IOW “3°9) S)03JJO JMWAISAS = pout {(pojeyide ‘9[qesnole Jnq pajepas “'-9) S109JJ2 JIWISAS p[Il JO AJUO S)OJD [BI0] = PIA

() 111
(#) 011
) ov

¥) ov
(9) T

(9) 601

(9) 6¢

9) 19

unejseaead

‘QIX099J0I “UTWLIOJIOW ‘QUIXBJR[UIA
AN 4 9> QI9A9S/POIN ‘unyuadeqes ‘ourdenonb oruoiyod uQ 8¢ Sw gzoy
AN I %> PO AN 0S Sw OzI¢
AN g > PO 3w 0001 durdenonb paysadur osyy 0S Sw 9LT

ouopeow pue sourdozerpozuoq
‘soyerdo 105 oanisod A30[091x0}

AN g > POIN ouLIN {9UIRD0D PUR UIOISY PaIsA3ul 0S|y LE Sw 00Z1
(uonyeguojoxd
AN 019 9L0) PON Aqrestuoryd suopeserdiz uo ;, 0 Sw 0401

QIOADS 0} pITUI

woij Surduel $309]J0 [eorur[d padojoaap awos (pariodal a1om W ()ZOF—08] SOSOp ‘suonsagur A[uo-suopeseldiz Jnpe 97 JUIqLIOSIP 10BNSqY
*9)eISPOW 0) PIIW WOIJ

SurSuer s300)30 [eorurd padojoaap awos Fw )9¢—()9 SASOP (P[0 1L 91— 219m §) suonsadur Ajuo-suopeseidiz omerpad , Fuiquiosop 10ensqy
.’SOW00IN0 PO0S,, PeY SIAYI0 [[V "SINOY § J3YE PIISA0IAI Pue ‘uoreqniul paimbai ‘9sojewod
pajuasald pue osop umow[un ue pejsagur jusned SUQ "S(TH 0} POIIGJAI 0I0M SUOT)SISUT [RUOTIUSIUT ) JO [[& ‘OUIOY I8 PIYOJeM dIoM

SuOIISA3UI [BIUSPIOOE § JO £ "SW 97 Sem 9Sop "SAY "Dd & 01 partodal ([—1 d3ues AL ¢z o3e "3ae) suonsadur suopiseadiz (¢ Jo uondroseq

ouopiseidiz

910T AInf +1 T1:90 18 [9278L'€€1°91¢] Aq papeojumo(

931



Downloaded by [216.133.78.226] at 06:12 14 July 2016

932

alternating agitation and somnolence [9], seizures [1], tachy-
cardia [8], hypotension [2], miosis [8], and ECG changes
(QTc prolongation, PVCs, T-wave elevation) [3]. The lowest
dose associated with mild toxicity was 30 mg; the lowest
dose associated with moderate toxicity was 120 mg; and the
lowest dose associated with severe toxicity was 560 mg (61).
There were also 17 level 4 and 6 articles with individual case
information on 25 acute olanzapine ingestions in patients
12 years of age and older (63-78).

The package insert for Zyprexa indicates that 67 of 3100
patients involved in premarketing trial overdosed on olanzap-
ine. The largest ingested dose was 300 mg, which resulted in
drowsiness and slurred speech (6).

Quetiapine

One level 2b article presented data on 18 patients with con-
firmed quetiapine overdose admitted to one toxicology ser-
vice over a l-year period. While the data collection was
prospective, the estimation of dose was retrospective and,
thus, subject to questions of accuracy. Doses, when known,
ranged from 500 to 24,000 mg. In this series, six patients
ingested quetiapine alone. The following clinical effects were
observed in those patients: seizures [1], CNS and respiratory
depression [2], delirium [3], hypotension [1], and tachycardia
[6]. Among the six patients ingesting only quetiapine, the
minimum dose resulting in any effect was 800 mg. In this sub-
group, a 2.4-g dose resulted in seizures and hypotension (79).
There was also an abstract (level 6) of a 3-year review of
17 intentional quetiapine ingestions in adults reported to one
PC; 13 involved co-ingestants. The maximum dose reported
in this series was 8 g. In the four cases that involved quetiap-
ine alone, the following clinical effects were reported: agita-
tion [1], tachycardia [3], sedation [2], premature ventricular
contractions [2], and QRS prolongation [1] (80). There were
also 17 level 4 or 6 articles with individual case information
on acute quetiapine ingestions in patients 14-52 years of age
(40,42,81-95). The lowest dose of quetiapine associated with
any toxicity was the case of a 27-year-old woman who
ingested 25 mg and developed moderate effects. However,
she had also ingested 330 mg of aripiprazole (42). A 15-year-
old girl developed lethargy, slurred speech, agitation, tachy-
cardia, hypotension, and miosis after ingesting 1250 mg of
quetiapine (82). The lowest dose associated with severe tox-
icity was 5400 mg in a 30-year-old woman. She developed
stupor, seizures, hypotension, tachycardia, QRS prolonga-
tion, and ST segment changes (84).

The package insert for Seroquel indicates that patients
have survived acute overdoses of up to 30 g quetiapine and
that a clinical trial patient died after ingesting 13.6 g of que-
tiapine alone. Ingestion of 9600 mg in another patient
resulted in hypokalemia and first-degree heart block (7).

Risperidone

There were no level 1-3 articles with dose-toxicity informa-
tion for risperidone. However, there were five level 4 or 6
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reports that included patients 12 years of age and older with
acute risperidone exposure from which some dose-toxicity
information could be extracted (26,35,38,96,97). A case
series (level 4) described 31 risperidone ingestions reported
to a PC over 13 months. Risperidone was the only drug
ingested by 14 adults/adolescents, three of whom remained
asymptomatic (doses 3—42 mg). Symptoms in the others
included lethargy [7], tachycardia [6], spasm/dystonia [3],
hypotension [2], and dysrhythmia [2] (35). An abstract (level
6) reviewed another 31 risperidone ingestions (adult and
pediatric) reported to a different PC over a 15-month period.
Reported doses ranged from 1 to 150 mg. Sixteen of the cases
involved risperidone alone, and five of these patients were
reported to be asymptomatic. In the remaining 11 patients
who ingested risperidone alone, the following clinical effects
were reported: lethargy [8], tachycardia [2], and vomiting [1]
(38). Another abstract described risperidone ingestions by six
adults reported to a PC. Doses ranged from 5 to 270 mg. Two
cases included chlordiazepoxide and naproxen as co-inges-
tants. Clinical effects reported included slurred speech [2],
drowsiness [3], altered level of consciousness [1], tremors
[1], agitation [1], extrapyramidal effects [1], tachycardia [3],
and hypertension [1] (96). There were also 13 cases reported in
11 level 4 or 6 articles (98—108). The lowest dose associated
with severe toxicity was approximately 14 mg in a 34-year-old
woman who became comatose and developed bradycardia
(107).

The Risperdal package insert mentions eight nonfatal over-
doses in premarketing studies with doses ranging fro 20 to
300 mg. Postmarketing experience includes overdoses up to
360 mg; the most commonly reported clinical effects have
been sedation, tachycardia, hypotension, and extrapyramidal
effects (8).

Ziprasidone

There were no level 1-3 articles with dose-toxicity informa-
tion for ziprasidone. However, there was one case series and
two level 6 abstracts of case series that included patients 12
years of age and older with acute ziprasidone ingestions and
from which some information could be obtained. A case
series (level 4) briefly described 30 ziprasidone ingestions
reported to a PC. The mean dose ingested was 206 mg; no
range was provided. Patients ranged in age from 1 to 43 years
(mean 23 years). Of the eight accidental ingestions, seven
were observed at home and the eighth was seen at an emer-
gency department and discharged “without incident.” Almost
all (19/22) of the intentional ingestion patients were evalu-
ated at emergency departments with one presenting comatose
and requiring intubation but recovered after 8 hours. The age
of this patient was not provided and the dose ingested was
stated to be unknown (41). The first abstract was a review of
26 adult ziprasidone-only ingestions reported to a PC during
a year. In this series, doses ranged from 180 to 4020 mg. The
clinical effects reported were somnolence [19], tachycardia
[8], and hypotension [1] (39). The second abstract was a
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review of seven pediatric ziprasidone-only ingestions
reported to a PC over a 1-year period. For this series, ingested
dose ranged from 60 to 360 mg. Five of the seven cases
involved children from 6 to 16 years of age; two of the five
patients were asymptomatic. The three remaining patients
were somnolent, and there was one report of tachycardia
(109).

There were four level 4 or 6 articles with information
regarding acute ziprasidone ingestions in five patients 12
years of age and older (22,40,110,111). The lowest dose asso-
ciated with moderate to severe toxicity was 4020 mg ingested
by a 38-year-old woman who developed fluctuating mental
status, hypotension, QRS prolongation, diarrhea, and urinary
retention (111).

The package insert for Geodon indicates that there were 10
overdoses among more than 5400 patients in premarketing
trials. One patient ingested 3240 mg with only minimal seda-
tion, slurred speech, and transient hypertension (9).

Onset of effects

In order to guide decisions about out-of-hospital transporta-
tion and management, the expert consensus panel members
investigated the time of symptom onset after atypical antipsy-
chotic exposures. All articles with reports of toxicity were
searched for evidence documenting or estimating a time of
onset. Unfortunately, the vast majority of articles reported
times of presentation to healthcare facilities but not times of
symptom development, which might have occurred earlier,
later, or not at all. Thus, in most cases, it was only possible to
establish an upper limit of time to onset. In only a few reports
was an exact time of onset known and reported.

In addition, there were too few data to separate time of
onset by patient age. Similarly, there were insufficient data to
detect any difference in onset of effects between individual
antipsychotic agents.

Onset of effects after acute overdose

In discussing the onset of effects after atypical antipsychotic
ingestion, care must be taken to distinguish the initial onset of
effects from the onset of serious or major effects and to dis-
tinguish the time to peak effects as compared to the time of
delayed effects or later deterioration. Furthermore, decontam-
ination measures utilized might have differed between the
patients described in the included articles. In essentially all of
these studies reviewed, it was not clear whether, or what,
symptoms were present before the late-occurring events.

In most cases, the onset of initial effects after atypical
antipsychotic ingestion was within a few hours. There was
only one case report that reported the occurrence of signifi-
cant clinical effects, without any prior signs or symptoms,
beyond 4 hours after ingestion of the atypical antipsychotic.
This was an abstract (level 6) describing a 51-year-old man
who ingested 1040 mg of ziprasidone and had a normal ECG

at 6 hours after ingestion but had an ECG with QTc prolonga-
tion 4 hours later. The presence or absence of other effects
was not noted in the abstract (22). There were also several
level 4 or 6 reports of patients who presented to healthcare
facilities 12 hours to 2% days after ingestion, at which time
they were noted to have toxicity (21,27,30,354,55,64,94).
However, in all of these cases, it was unclear when the signs
of toxicity actually began. There was also a level 4 case
report of a 33-year-old woman who presented initially with
hypertension and tachycardia after an ingestion of 2000 mg
clozapine but became obtunded at 72 hours after ingestion
(52).

A number of patients in level 4 or 6 case reports were
noted to deteriorate after presentation at healthcare facilities.
In some cases, this deterioration was relatively rapid (85), but
in most cases it occurred over the course of hours or days
(30,31,52,65,68,79,87,101).

Potential out-of-hospital management

Decontamination Measures

Decontamination measures reported in the literature included
activated charcoal, ipecac syrup, gastric lavage, and various
cathartics. Most of these measures had too little evidence to
comment on their effectiveness, and others are not likely to
be available in an out-of-hospital setting. Only decontamina-
tion measures that could reasonably be expected to be avail-
able and carried out in an out-of-hospital setting and for
which evidence was available regarding their use are
reviewed in this summary.

Activated charcoal

There were no level 1-3 studies that investigated the efficacy
or effectiveness of activated charcoal in adsorbing atypical
antipsychotic medications. There were numerous level 4 or 6
case reports or series that described administration of single
or multiple doses of activated charcoal to patients with atypical
antipsychotic overdose (22,23,25,26,28,29,31,33,37,39,40,
42-45,47,48,52,54-56,58-62,64,67,69,70,72,78-82,84,87-89,
91,92,95,96,98-103,105-107,109-116). However, it was
impossible to determine the effectiveness of activated char-
coal from these reports given the lack of any controls, the
concurrent use of other therapies, and the fact that activated
charcoal does not produce immediate clinical improvement
(i.e., outcome is generally measured by improved kinetic
parameters or the prevention of later clinical sequelae).

The package insert for Abilify states that the administra-
tion of 50 g activated charcoal 1 hour after ingestion of a single
15-mg dose of aripiprazole reduced absorption by about 50%
(3). Similarly, the package insert for Zyprexa states that 1 g
of activated charcoal given at an unspecified time reduced the
absorption of an unstated dose of olanzapine by about 60%
(6). These data are encouraging, but the absence of study
detail means they should be interpreted cautiously.
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Ipecac syrup

There were no controlled studies of ipecac syrup use in the
treatment of atypical antipsychotic overdose, nor were there
any volunteer studies examining the effectiveness of ipecac
syrup in reducing atypical antipsychotic absorption, even
after therapeutic doses. There was one case report and two
case series (level 4) in which ipecac syrup was administered
after atypical antipsychotic overdose or suspected overdose
(33,80,96). In the case report, the child became drowsy sub-
sequent to ipecac syrup administration (33). None of these
authors described development of aspiration pneumonia asso-
ciated with ipecac syrup use. These reports were uncontrolled
and it is impossible to draw any conclusions about ipecac
syrup’s effectiveness or its risk-benefit ratio.

Specific treatment measures

The reviewed literature reported a variety of treatment
measures that had been used for atypical antipsychotic
toxicity/overdose. Most of the treatments had too little
evidence available to comment on their effectiveness.
There were no prospective or retrospective controlled data
in the out-of-hospital or the in-hospital setting for any of
the treatment measures. Only those measures that anecdot-
ally appeared to provide temporal improvement, based on
individual case reports, case series, or their abstracts (level
4 or 6) that might reasonably be available in the out-of-
hospital setting are mentioned here. Sodium bicarbonate
was used in two case reports of patients with increased
QRS durations after ingestions of olanzapine or quetiapine.
One of these was suspected to have co-ingested a tricyclic
antidepressant. In both cases, there was a temporal associ-
ation between sodium bicarbonate administration and QRS
narrowing (67,93). Diphenhydramine was reported to
improve various symptoms related to dopaminergic block-
ade in a number of patients with atypical antipsychotic
toxicity (22,28,37,72,96). In one case, muscle rigidity
improved (28) and lethargy, drooling, and flaccidity
resolved in another (22). In one case it was reported to be
ineffective (36).

There were also a number of general supportive measures
reported in the atypical antipsychotic literature including
oxygen, intubation and ventilation, CPR, IV fluids, anticon-
vulsants, vasopressors, antiarrhythmics, dextrose, cooling
measures, treatment of allergic reactions, and others. Since
none of these had controlled data to support their effective-
ness in atypical antipsychotic toxicity, and since they are
already routinely used in the out-of-hospital setting or are not
available in such a setting, the anecdotal reports are not pre-
sented here. The package inserts for Zyprexa, Seroquel,
Risperdal, and Geodon caution against the use of epineph-
rine, dopamine, and other sympathomimetics with B-agonist
activity since their use might worsen hypotension resulting
from the drugs’ a-adrenergic blocking properties. No specific
data are provided to support these statements, so it is unclear

D.J. Cobaugh et al.

if they are based on only theoretical considerations or actual
patient experience (6-9).

Type of healthcare facility, mode of transportation, and
initial treatment

There were no studies that addressed the type of healthcare
facility to which patients should be referred or how they
should be transported. The expert consensus panel concluded
that patients should be referred to emergency departments
that have the ability to assess and manage the effects of atyp-
ical antipsychotic medications in a timely manner. Any
patient already experiencing any signs or symptoms, other
than mild drowsiness, thought to be related to medication
toxicity should be should be transported to an emergency
department regardless of the dose ingested. Transportation
via ambulance should be considered based on the condition
of the patient and the length of time it will take the patient to
arrive at the emergency department. For symptomatic
patients, initial care should include airway management, vital
sign monitoring, and continuous cardiac monitoring. A single
dose of activated charcoal can be administered in the out-of-
hospital setting if less than 1 hour has elapsed since the inges-
tion, the patient is able to control his airway, local protocols
support out-of-hospital activated charcoal administration, and
activated charcoal administration will not delay transporta-
tion to an emergency department. Given the risk of sedation,
ipecac syrup administration is contraindicated. Hypotensive
patients should be treated with intravenous fluids. Intrave-
nous vasopressors should be considered for patients with
hypotension who do not respond to fluids.

Conclusions

The expert consensus panel chose to emphasize the impor-
tance of information that would be needed in order to make
a sound triage decision for the patient with the ingestion of
an atypical antipsychotic medication. These variables
include the patient’s intent, the patient’s symptoms, the
product and dose ingested, and the expected time of symp-
tom onset. The panel agreed that in each case, the judgment
of the specialist in poison information, the poison center
medical director, or other poison center-affiliated clinicians
might override any specific recommendation from this
guideline.

Patient intent

The panel concluded that all patients with suicidal intent,
intentional abuse, or in cases in which a malicious intent is
suspected (e.g., child abuse or neglect) should be referred to
an emergency department. Patients without these characteris-
tics are candidates for consideration of out-of-hospital man-
agement of their ingestion.
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Symptoms

There were a number of articles reporting adverse effects
occurring with “therapeutic” doses of atypical antipsychotic
medications that are primarily mild to moderate in nature.
Furthermore, it is likely that there are many other such arti-
cles that were not identified or recovered, and therefore not
reviewed for this guideline, simply because of the search cri-
teria used to identify articles. The panel concluded that any
patient demonstrating clinical manifestations beyond mild
drowsiness (aroused with speaking voice or light touch),
regardless of the dose ingested, should be referred for emer-
gency department evaluation. The expert consensus panel
concluded that these triage guidelines could be used when a
capable, adult caretaker is available to monitor the patient.
Consideration should be given to the time of day that home
observation will take place, since observation during normal
sleep hours might not be practical or reliable.

Dose

There is little information in the literature to adequately
define a minimum acute toxic dose of any atypical antipsy-
chotic medication. Several reviews that included summary
data have concluded that the atypical antipsychotic medica-
tions as a class have a wide margin of safety, especially when
compared to phenothiazine-type and butyrophenone antipsy-
chotics. None of these medications are FDA-approved for
pediatric use. However, randomized controlled trials that
included children have been conducted with clozapine, olan-
zapine, risperidone, and ziprasidone (1,117—-135). Similar tri-
als have not been conducted with aripiprazole and quetiapine.
Given the difficulty extrapolating clinical trials data to cases
involving acute toxicity and the lack of evidence for some
agents, the panel concluded that emergency department refer-
ral should be based primarily upon the presence of signs and
symptoms. The panel concluded that patients less than 12
years of age who are naive to atypical antipsychotic medica-
tions and are experiencing no more than mild clinical effects
can be observed at home unless they have ingested a dose
that is equal to or more than the lowest reported acute dose
that resulted in at least moderate toxicity or four times the ini-
tial adult dose, whichever dose is smaller (i.e., aripiprazole 15
mg, clozapine 50 mg, olanzapine 10 mg, quetiapine 100 mg,
risperidone 1 mg, ziprasidone 80 mg). Patients 12 years of
age and older who are naive to atypical antipsychotic medica-
tions and are experiencing no more than mild clinical effects
can be observed at home unless they have ingested more than
five times the initial adult dose for the implicated antipsy-
chotic medication (i.e., aripiprazole 50 mg, clozapine 62.5
mg, olanzapine 25 mg, quetiapine 125 mg, risperidone 5 mg,
ziprasidone 100 mg). The panel concluded that patients who
use atypical antipsychotic medications on a chronic basis can
be observed at home if they have acutely ingested no more
than five times their personal single therapeutic dose (not
daily dose) of the implicated antipsychotic medication.

Patients exceeding these dose limits or demonstrating clinical
manifestations beyond mild drowsiness, regardless of the
dose ingested, should be referred for emergency department
evaluation.

Time to onset of toxicity

There is limited information in the literature to adequately
define a minimum or a maximum time of onset of toxicity
for any specific atypical antipsychotic. Based on the avail-
able cases, the expert consensus panel concluded that
patients who have unintentional atypical antipsychotic
ingestions and were asymptomatic or had only mild drowsi-
ness in the 6 hours following the ingestion could stay at
home with poison center follow-up, since the likelihood of
delayed toxicity is small. Consideration should be given to
the time of day that home observation will take place, since
observation during normal sleep hours might not be practi-
cal or reliable.

Healthcare facility, transportation, and initial treatment

There were no studies that addressed the type of healthcare
facility to which patients should be referred or how they
should be transported. The expert consensus panel con-
cluded that patients should be referred to emergency
departments that have the ability to assess and manage the
effects of atypical antipsychotic medications in a timely
manner. Any patient already experiencing any signs or
symptoms, other than mild drowsiness, thought to be
related to medication toxicity should be should be trans-
ported to an emergency department regardless of the dose
ingested. Transportation via ambulance should be consid-
ered based on the condition of the patient and the length of
time it will take the patient to arrive at the emergency
department. For symptomatic patients, initial care should
include airway management, vital sign monitoring, and
continuous cardiac monitoring. A single dose of activated
charcoal can be administered in the out-of-hospital setting
if less than 1 hour has elapsed since the ingestion, the
patient is able to control his/her airway, local protocols
support out-of-hospital activated charcoal administration,
and activated charcoal administration will not delay trans-
portation to an emergency department. Given the risk of
sedation, ipecac syrup administration is contraindicated.
Hypotensive patients should be treated with intravenous
fluids. Intravenous vasopressors should be considered for
patients with hypotension who do not respond to fluids.

Recommendations
These recommendations are provided in chronological order

of likely clinical use. The grade of recommendation appears
in parentheses.
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1. Patients with stated or suspected self-harm or the recip-
ient of a potentially malicious administration of an
atypical antipsychotic medication should be referred to
an emergency department immediately. This activity
should be guided by local poison center procedures. In
general, this should occur regardless of the dose
reported (Grade D).

2. Patients without evidence of self-harm should have further
evaluation, including determination of the precise dose
ingested, presence of signs or symptoms of toxicity, his-
tory of other medical conditions, and the presence of co-
ingestants (Grade C).

3. Asymptomatic patients without evidence of attempted
self-harm are unlikely to develop symptoms if the inter-
val between the ingestion and the call is greater than
6 hours. These patients do not need referral and should
receive follow-up based on local poison center protocols
(Grade C).

4. All patients less than 12 years of age who are naive to
atypical antipsychotic medications and are experiencing
no more than mild drowsiness (lightly sedated and can be
aroused with speaking voice or light touch) can be
observed at home unless they have ingested more than
four times the initial adult dose for the implicated antipsy-
chotic medication or a dose that is equal to or more than
the lowest reported acute dose that resulted in at least
moderate toxicity, whichever dose is smaller (i.e., arip-
iprazole 15 mg, clozapine 50 mg, olanzapine 10 mg, que-
tiapine 100 mg, risperidone 1 mg, ziprasidone 80 mg)
(Grade D).

5. All patients 12 years of age or older who are naive to atyp-
ical antipsychotic medications and are experiencing no
more than mild drowsiness can be observed at home
unless they have ingested more than five times the initial
adult dose for the implicated antipsychotic medication
(i.e., aripiprazole 50 mg, clozapine 62.5 mg, olanzapine 25 mg,
quetiapine 125 mg, risperidone 5 mg, ziprasidone 100 mg)
(Grade D).

6. Patients who use atypical antipsychotic medications on a
chronic basis can be observed at home unless they have
acutely ingested more than 5 times their current single
dose (not daily dose) of the implicated antipsychotic med-
ication (Grade C).

7. Patients who have ingested less than a threshold dose (see
Recommendations 4—6) and are exhibiting no more than
mild drowsiness can be observed at home with instructions
to call the poison center if symptoms develop or worsen. If
mild drowsiness is present at the time of the initial call, the
poison center should make follow-up calls until at least 6
hours after ingestion. Consideration should be given to the
time of day that home observation will take place. Obser-
vation during normal sleep hours might not be reliable.
Depending on local poison center policy, patients could be
referred to an emergency department if the observation
would take place during normal sleeping hours of the
patient or caretaker (Grade D).

11.

12.

D.J. Cobaugh et al.

. Any patient already experiencing any signs or symp-

toms, other than mild drowsiness, thought to be related
to atypical antipsychotic medication toxicity should be
transported to an emergency department. Transporta-
tion via ambulance should be considered based on the
condition of the patient and the length of time it will
take the patient to arrive at the emergency department
(Grade D).

. Do not induce emesis (Grade D).
. There are no specific data to suggest benefit from out-of-

hospital administration of activated charcoal in patients
exposed to atypical antipsychotic medications. Poison
centers should follow local protocols and experience with
the out-of-hospital use of activated charcoal in this con-
text. Do not delay transportation in order to administer
charcoal (Grade D).

For patients who merit evaluation in an emergency depart-
ment, transportation via ambulance should be considered
based on the condition of the patient and the length of time
it will take the patient to arrive at the emergency depart-
ment. Continuous cardiac monitoring should be imple-
mented given reports of conduction disturbances associated
with this class of medications. Provide usual supportive
care en route to the hospital, including airway management
and intravenous fluids for hypotension (Grade D).
Depending on the specific circumstances, follow-up calls
should be made to determine outcome at appropriate
intervals based on the clinical judgment of the poison
center staff (Grade D).

Implications for research

The panel identified the following topics where additional
research is needed or analysis of existing databases might be
useful.

1.

A large-scale, prospective, rigorous study of unintentional
atypical antipsychotic medication poisonings, stratified by
implicated agent, should be undertaken. This study should
consider numerous factors including confirmation of the
estimated dose ingested, the presence or absence of underly-
ing illnesses, the use of other medications, the presence or
absence of symptoms, changes in ECG findings, the times
of onset of any toxicity, the duration of medical observa-
tion, and outcomes. Given the low incidence of serious tox-
icity after unintentional ingestion, especially in children, a
multicenter and multi-year study will be needed.

. Epidemiologic analyses of large data bases (e.g., TESS)

should be undertaken to better characterize the toxicities
of atypical antipsychotic medications.

. Efficacy and safety studies are also required to better

characterize the role of sodium bicarbonate as an adjunc-
tive therapeutic agent in the care of patients who experi-
ence cardiovascular toxicities from atypical antipsychotic
medications.
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4. The effectiveness and safety of out-of-hospital activated

charcoal use in patients with poisoning from atypical
antipsychotics need to be better characterized.
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Appendix 1

Expert consensus panel members

Lisa L. Booze, PharmD

Certified Specialist in Poison Information
Maryland Poison Center

University of Maryland School of Pharmacy
Baltimore, Maryland

E. Martin Caravati, MD, MPH, FACMT, FACEP
Professor of Surgery (Emergency Medicine)
University of Utah

Medical Director

Utah Poison Control Center

Salt Lake City, Utah
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Gwenn Christianson, RN, MSN

Certified Specialist in Poison Information
Indiana Poison Center

Indianapolis, Indiana

Peter A. Chyka, PharmD, DABAT, FAACT
Professor, Department of Clinical Pharmacy
College of Pharmacy

University of Tennessee Health Science Center
Knoxville, Tennessee

Daniel J. Cobaugh, PharmD, FAACT, DABAT

Director of Research and Program Development

ASHP Research and Education Foundation

Bethesda, Maryland

Former Associate Director, American Association
of Poison Control Centers

Daniel C. Keyes, MD, MPH

Medical Director

Pine Bluff Chemical Demilitarization Facility

Associate Professor, Southwestern Toxicology Training
Program Dallas, Texas

Anthony S. Manoguerra, PharmD, DABAT, FAACT

Professor of Clinical Pharmacy and Associate Dean

School of Pharmacy and Pharmaceutical Sciences

University of California San Diego

Former Director, California Poison Control
San Diego Division

San Diego, California

System,

Lewis S. Nelson, MD, FACEP, FACMT, FACCT
Associate Professor of Emergency Medicine
New York University School of Medicine
Associate Medical Director

New York City Poison Control Center

New York, New York

Elizabeth J. Scharman, PharmD, DABAT, BCPS, FAACT
Director, West Virginia Poison Center

Professor, West Virginia University School of Pharmacy,
Dept. Clinical Pharmacy

Charleston, West Virginia

Paul M. Wax, MD, FACMT

Attending Toxicologist

University of Texas Southwestern Medical Center
Dallas, Texas

Alan D. Woolf, MD, MPH, FACMT
Director, Program in Environmental Medicine
Children’s Hospital, Boston

Associate Professor of Pediatrics

Harvard Medical School

Boston, Massachusetts
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Appendix 2

Grades of recommendation and levels of evidence

Grade of Level of

recommendation evidence Description of study design

A la Systematic review (with
homogeneity) of randomized
clinical trials

1b Individual randomized clinical trials
(with narrow confidence interval)

lc All or none (all patients died before
the drug became available, but
some now survive on it; or when
some patients died before the drug
became available, but none now
die on it.)

B 2a Systematic review (with
homogeneity) of cohort studies

2b Individual cohort study (including
low quality randomized clinical
trial)

2c “Outcomes” research

3a Systemic review (with homogeneity)
of case-control studies

3b Individual case-control study

C 4 Case series, single case reports (and
poor quality cohort and case
control studies)

D 5 Expert opinion without explicit
critical appraisal or based on
physiology or bench research

Z 6 Abstracts

Appendix 3

Secondary review panel organizations

Ambulatory Pediatric Association

American Academy of Breastfeeding Medicine

American Academy of Emergency Medicine

American Academy of Pediatrics

American Association for Health Education

American College of Clinical Pharmacy

American College of Emergency Physicians

American College of Occupational and Environmental Medicine

American Pharmacists Association

American Public Health Association

American Society of Health-System Pharmacists

Association of Maternal and Child Health Programs

Association of Occupational and Environmental Clinics

Association of State and Territorial Health Officials

Canadian Association of Poison Control Centres

Centers for Disease Control and Prevention — National Center
for Injury Prevention and Control

Consumer Federation of America

Consumer Product Safety Commission
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National Association of Emergency Medical Technicians
National Association of School Nurses
National Association of State Emergency Medical Services

Department of Transportation
Emergency Medical Services for Children
Emergency Nurses Association
Environmental Protection Agency Directors
Food and Drug Administration National Safe Kids Campaign
National Association of Children’s Hospitals and Related Teratology Society

Institutions World Health Organization International Programme on
National Association of Emergency Medical Services Physicians Chemical Safety

Appendix 4

Triage algorithm for atypical antipsychotic poisoning

Is suicidal, abuse, or malicious intent suspected?

No !l

Is the home situation of concern? (e.g., patient lives alone
or family/caregiver seems unreliable)

No !l

Is the patient manifesting more than mild drowsiness?”

No !

Have more than 6 hours passed since the ingestion and has
the patient remained asymptomatic or experienced only
mild drowsiness™?

YES — Refer to emergency department.

YES — Refer to emergency department.

YES — Refer to emergency department.

YES — Toxicity unlikely to occur. No referral or
treatment is needed.

No |
Is the patient <12 y.o. and therapeutically naive to the YES — Did they ingest more than the following amount ~ YES — Refer
atypical antipsychotic that was unintentionally taken in of an individual atypical antipsychotic (4 times an adult to emergency
overdose? initial therapeutic dose or a dose that is more than or department.
equal to the lowest reported acute dose that resulted in at
least moderate toxicity, whichever is smaller)?
aripiprazole 15 mg
clozapine 50 mg
olanzapine 10 mg
quetiapine 100 mg
risperidone 1 mg
ziprasidone 80 mg
No KNO
Is the patient 212 y.o. and therapeutically naive to the YES — Did they ingest more than the following amount ~ YES — Refer
atypical antipsychotic that was unintentionally taken in (5 times an adult initial therapeutic dose)? to emergency
overdose? department.
aripiprazole 50 mg
clozapine 62.5 mg
olanzapine 25 mg
quetiapine 125 mg
risperidone 5 mg
ziprasidone 100 mg
NO KNO
Is the patient chronically taking an atypical antipsychotic YES — Have they ingested more than 5 times their YES — Refer

medication?

current single dose (not daily dose)?

to emergency
department.
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Is suicidal, abuse, or malicious intent suspected? YES — Refer to emergency department.

No ! ¥ NO

Observe at home. Instruct caller to call poison center back if
symptoms appear. Consider poison center-initiated follow-up
within 6 hours of initial call. Refer to an emergency
department should symptoms beyond mild drowsiness
develop. Check for drug interactions and act accordingly,
particularly if the potential for adverse consequences is
severe.

*For the purposes of this guideline, mild drowsiness is defined as lightly sedated and can be aroused with speaking voice or light touch.



