
Review began 06/26/2024 
Review ended 06/28/2024 
Published 07/02/2024

© Copyright 2024
Foresteire et al. This is an open access
article distributed under the terms of the
Creative Commons Attribution License CC-
BY 4.0., which permits unrestricted use,
distribution, and reproduction in any
medium, provided the original author and
source are credited.

Tricyclic Antidepressant and Antipsychotic
Toxicity: Clomipramine and Ziprasidone
Overdose
Nikolas P. Foresteire  , Cory Howard  , Kirk Szustkiewicz  

1. Emergency Medicine, Hospital Corporation of America (HCA) Brandon Hospital, Brandon, USA 2. Emergency
Medicine, Morsani College of Medicine, University of South Florida, Graduate Medical Education Consortium, Tampa,
USA

Corresponding author: Nikolas P. Foresteire, nikolas.foresteire@hcahealthcare.com

Abstract
This case report details an intentional overdose attempt utilizing tricyclic antidepressants (TCAs) and
atypical antipsychotics with significant neurologic, pulmonary, and cardiac toxicity. In conjunction with the
local poison control center, progression of the clinical toxidrome was anticipated, aggressively managed,
and successfully treated. This case highlights the dangers of significant TCA toxicity, peak onset of toxicity
within six hours, and the amplification of clinical toxidromes with co-ingestions.
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Introduction
Tricyclic antidepressants (TCAs) were approved for distribution in the United States (US) during the 1950s
[1]. Initially designed for the treatment of melancholic depression, imipramine was the first TCA of its kind.
After the initial development, additional classes and formularies of TCAs became available. Although they
may be utilized for treating many clinical syndromes, their frequent dose adjustments, slow titration to
effect, and narrow therapeutic windows prompted the invention of serotonin reuptake inhibitors in the
1980s [1]. In addition, the side-effect profile for therapeutic doses includes confusion, orthostatic
hypotension, cardiac dysrhythmias, constipation, lowered seizure threshold, and serotonin syndrome in
some individuals [2]. As a result, TCAs have seen a large decline in prescription volume but remain a second-
line therapy for depression. A vast list of on and off-label uses for the treatment of various conditions
including insomnia, attention deficit hyperactivity disorder, panic attacks, phobias, anxiety, migraine
prophylaxis, and chronic pain syndromes still exists today [2].

In the US, TCAs accounted for 4705 single toxic exposures, resulting in 15 deaths reported by the 2022
Poison Control Centers’ National Poison Data System Annual Report [3]. In acute TCA overdoses, cardiac
dysrhythmias and hypotension are strong predictors of mortality. Typically, ingestions greater than 1
gram/kg are fatal [4]. Multiple generations of atypical antipsychotics exist, with proven benefits for anxiety,
obsessive-compulsive disorder, mood stabilization, and schizophrenic symptoms. Atypical antipsychotics
also carry a high risk of cardiac dysrhythmias, orthostatic hypotension, extrapyramidal symptoms, sedation,
delirium, and dystonia. As a result of simultaneous co-ingestions and high risk for clinical decompensation,
a clinical conundrum of mixed toxidromes for emergency medicine physicians can be created. Atypical
antipsychotics and TCA co-ingestions may amplify the degree of clinical toxicity. Immediate stabilization
and timely management of acute toxicity are vital. In this case report, we aim to identify and outline the
TCA toxidrome in conjunction with co-ingestion of atypical antipsychotics.

Case Presentation
The patient was a 20-year-old female, with a prior medical history of depression, schizophrenia, and
multiple previous suicide attempts, who presented to the emergency department via emergency medical
services (EMS) after being found unresponsive. On scene, EMS noted that the patient had admitted to her
mother “that she wanted to die” before becoming progressively more unresponsive. She was found to have
access to 50 mg Ziprasidone and 40 mg Clomipramine with unknown pill counts. She was minimally
responsive with pinpoint pupils bilaterally. Point of care glucose was 30 mg/dL and the patient was not
protecting her airway. On route to the emergency department, she was bradypneic and tachycardic.
Respiratory support was provided by EMS (ALS crew) with 4 liters of supplemental oxygen via a nasal
cannula, right antecubital IV access was established, and she was given a total of 50 cc of 10% dextrose. A
repeat point-of-care glucose was drawn upon arrival and found to be 60 mg/dL. On arrival, her body
temperature was 36.4°C (oral), heart rate 121 beats/minute, respiratory rate 9 breaths/minute; and blood
pressure 139/77 mmHg. Our physical examination revealed that the patient was somnolent, pale/clammy
appearing, and unresponsive to sternal rubbing. She had shallow respirations with coarse breath sounds
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bilaterally. Her pupils were pinpoint bilaterally and minimally responsive to light. Although mydriasis may
be common in acute TCA overdose, it is suspected the patient's miosis was likely a result of alpha-1 receptor
blockade. She also had delayed capillary refill in all extremities and a Glasgow Coma Scale Score of 3. 

Emergent interventions
Rapid sequence Intubation was performed using 36 mg IV rocuronium and 50 mcg IV fentanyl. The patient
was intubated without difficulty due to our concern for airway protection and she was placed on 10 mg/mL
titrated propofol drip. A nasogastric tube was inserted. She was given 1 liter of 0.9% sodium chloride, 50 mL
dextrose 50%, and 500 mL dextrose 10% due to hypoglycemia (49 mg/dL). IV piperacillin/tazobactam was
administered (3.375 g) due to concern for aspirational pneumonia.

Findings
Electrocardiogram (ECG) (Figure 1) was notable for sinus tachycardia at a rate of 115 beats/min, an
incomplete right bundle branch block, and non-specific ST/T-wave changes. The QRS duration was 96
milliseconds. QT/QTc intervals were noted to be prolonged at 370/511 milliseconds. The patient's lactic acid
was elevated (4.5 mmol/L) with screens for salicylates, acetaminophen, and ethyl alcohol negative, but a
urine drug screen for THC was presumptive positive. 

FIGURE 1: Electrocardiogram of Patient X.

A CT brain without contrast (Figure 2) was performed and was notable for mild cerebral edema with concern
for possible anoxic brain injury. The chest X-ray (Figure 3) obtained after intubation was unremarkable. 
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FIGURE 2: Non-contrast computed tomography (CT) brain of Patient X.

FIGURE 3: Chest radiography (Chest X-ray) of Patient X.

The local poison control center was contacted and made recommendations for 2 grams IV magnesium sulfate
and optimizing potassium greater than 4 mmol/L. Additional recommendations included continued
monitoring for prolonged QTC, QRS duration greater than 100 ms, and evaluation for possible seizures or
neuroleptic malignant syndrome. The patient was admitted to the intensive care unit in critical condition
with the diagnosis of a suicide attempt with suspected TCA and ziprasidone overdose.

On day 3 after admission, the patient was successfully extubated. The patient confirmed that her ingestion
was intentional. Total pill counts were confirmed including 29 ingested tablets of 50 mg Clomipramine and
55 ingested tablets of 40 mg Geodon. Both prescriptions were filled eight days before clinical presentation.
The patient noted that she was non-compliant with the administration of medications at prescribed
intervals and often missed her scheduled dosing before intentionally overdosing. She was neurologically
intact, oriented back to baseline, and was subsequently discharged to an inpatient psychiatric treatment
facility five days later.
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This case highlights the dangers of TCA toxicity in suicidal attempts and amplification via co-ingestion with
atypical antipsychotics resulting in the need for multimodal treatment and close monitoring.

Discussion
We present the case of a young woman who intentionally overdosed utilizing TCAs and other atypical
antipsychotics and responded well to intubation, fluid resuscitation, and electrolyte optimization. While we
do not have an exact pill count, our case highlights the associated dangers of these often-prescribed
medications and the predicted toxidrome. 

Tricyclic antidepressants
There are eight formularies of TCAs readily available in the US. TCAs primarily exert pharmacologic effects
by inhibiting the reuptake of norepinephrine and serotonin in the presynaptic cleft [1]. These drugs also
exhibit antagonism of central and peripheral muscarinic acetylcholine receptors, peripheral alpha-1
adrenergic receptors, histamine-1 receptors, CNS gamma-aminobutyric acid A receptors, and blockade of
cardiac fast sodium channels. They are highly lipophilic, protein and plasma-bound, and readily cross the
blood-brain barrier. Peak onset is within 2-6 hours of ingestion [1]. Depending on the TCA, the half-life may
be 24-60 hours [4]. TCAs are eliminated from the body utilizing phase-one hepatic metabolism via CYP2D6,
CYP2C19, and phase-two glucuronidation [5]. Most TCAs have active metabolites, which increases the time
of observed clinical toxicity. There are two classifications of TCAs as outlined in Table 1. Also,
TCA mechanism(s) of action and clinical effects are presented in Table 2.

TCA Class Drugs Notes/General Mechanism

Secondary
Amines (1
methyl side-
chain)

Desipramine (most potent and adrenergic) [Higher fatality rate],
Nortriptyline (most commonly used for geriatric depression),
Protriptyline (less commonly prescribed)

More potent norepinephrine reuptake inhibitor >
serotonin reuptake inhibitor Tolerated with fewer side-
effects/”dirty receptor interactions”

Tertiary
Amines (2
methyl side-
chains)

Amitryptyline, Clomipramine (most serotonergic), Doxepin (most
histaminergic), Imipramine

More potent serotonin reuptake inhibitor >
Norepinephrine

TABLE 1: Tricyclic antidepressants: amine classifications, generic drug names, brief mechanism
of action.
TCA: Tricyclic antidepressant
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Mechanism
Clinical
Effect(s)

Toxidrome(s)

1. 5-HT, NE, DA
reuptake inhibitor

Antidepressant
effects

Sympathomimetics, myoclonus/ hyperreflexia, serotonin syndrome

2. Anticholinergic
(M1 blockade)

Sedation +
Tachycardia

Central (agitation, delirium, confusion, hallucinations, slurred speech, ataxia, seizures, sedation,
coma) or peripheral (mydriasis, ileus, urinary retention, tachycardia)

3. Na+ channel
blockade

QRS
prolongation

Negative inotropy, hypotension, bradycardia, heart blocks, ectopy

4. Alpha-1 inhibitor
Vasodilation +
Hypotension

Sedation, refractory hypotension (MCCOM), miosis

5. Histamine
blockade (H1)

Sedation +
Seizures

Coma

6. GABA-A
antagonism

Seizure
contribution

Seizures

7. Potassium-
channel inhibition

QT
prolongation +
Ectopy

Ventricular dysrhythmias

TABLE 2: Tricyclic antidepressant mechanism(s) of action and clinical effects.

Serious toxicity from TCAs most commonly occurs within six hours of ingestion. As a general rule, ingestions
less than 1 mg/kg are typically non-toxic. Life-threatening ingestions may range between 10 mg/kg and 20
mg/kg with severe central nervous system and cardiovascular toxicity. Ingestions greater than 1 gram/kg are
typically fatal [4]. While the precise amount of clomipramine ingested by our patient is unknown, we can
predict that she likely ingested less than 20 mg/kg given her clinical appearance and outcome, which may
have proven fatal if not addressed.

Clinical toxidromes
Cardiotoxicity carries the highest mortality risk of all clinical findings. Our patient experienced tachycardia
and incomplete bundle branch block along with mild QTc prolongation. We optimized her potassium,
magnesium, and calcium, thus shortening her QTc interval and decreasing her risk for cardiac dysrhythmias.
Cardiotoxic effects occur via the inhibition of fast sodium channels in the His-Purkinje System and
myocardium, resulting in decreased conduction velocity, leading to an increased rate of polarization, which
prolongs the absolute refractory myocardial period. TCAs also block myocardial potassium channels and the
efflux of potassium during repolarization. This may manifest as QT interval prolongation, bradycardia,
ectopy, heart blocks, Brugada pattern, Torsades de pointes, and rapidly degenerate into ventricular
arrhythmias [4]. 

Most ECG abnormalities arise within six hours and resolve after 36-48 hours. The most common finding will
be sinus tachycardia. Interval changes are of higher clinical concern during suspected TCA toxicity. Our
patient had sinus tachycardia and QT interval changes within six hours of presentation; however, her QRS
interval remained less than 100 ms. There is a 34% increased risk for seizure when a QRS is greater than 100
ms and a 50% increased risk for cardiac dysrhythmias when a QRS has prolonged greater than 160 ms [6]. If
there is rate-dependent QRS prolongation, this is indicative of significant sodium channel toxicity.
Additionally, non-specific ST segment elevations or depression, T-wave changes, right axis deviation,
terminal R-wave in lead aVR (> 3 mm), and S-waves in leads I and aVL may be present. If absent, the lack of
these ECG findings carries a 94% negative predictive value for TCA toxicity [7].

Clinical evaluation
When working up a patient with an undifferentiated toxidrome, it is prudent to obtain laboratory results
including acetaminophen, salicylates, UDS, and alcohol. Almost half of all TCA overdoses involve a co-
ingestion. Of note, UDS may show false TCA positive due to side chain recognition from common
medications including cyclobenzaprine, carbamazepine, cetirizine, cyproheptadine, diphenhydramine,
hydroxyzine, quetiapine, and phenothiazines.

Clinical management
Gastrointestinal (GI) decontamination may be effective in patients with TCA toxicity. Gastric lavage has
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been shown to have limited efficacy but may be beneficial if utilized within 1-2 hours of a large dose
ingestion. It is recommended to consult a local poison control center for recommendations before
performing GI decontamination. Removing large quantities of pills with lavage may significantly reduce the
likelihood of fatal systemic toxicity. 

Activated charcoal
Given the unknown time of ingestion, altered mentation, and high risk for aspiration, activated charcoal was
not recommended for our patient. In the setting of suspected ingestion, data supports the recommended use
of single-dose activated charcoal within one hour post-ingestion. Initial charcoal dosing is 1 gram/kg by
mouth in alert, oriented, and PO-tolerant adult patients. Do not administer this medication to those with
contradictions including vomiting, altered mental status, or those clinically deemed to be at high risk of
aspiration. If aspirated, this may cause pulmonary obliterans [4]. However, in those with a secured airway,
activated charcoal may be considered to reduce the progression to systemic absorption, distribution, and
potentially fatal toxicity.

Sodium bicarbonate
Sodium bicarbonate is indicated for a QRS duration greater than 100-110 ms or hypotension that is
refractory to IV fluid administration [1,4]. Initial bolus dosing is 1-2 mEq/kg [1]. It is recommended that you
repeat an electrocardiogram three to five minutes after bolusing to evaluate for response to dosing with QRS
narrowing [8]. After administration of bolus dosing, an infusion should be started. Institutional policy
should be followed. Sodium bicarbonate (3 amps) may be placed in 1L of D5W and started at double
maintenance rate dosing (2-3 mL/kg/hr). With sodium bicarbonate, pH must be closely monitored and
should not be allowed to exceed 7.55. Additionally, potassium must be closely monitored as hypokalemia is a
common finding.

Seizures
Seizures should be treated aggressively with benzodiazepines. Preferred agents include diazepam and
lorazepam. If status epilepticus refractory to benzodiazepine administration develops, phenobarbital may be
utilized at 10-15 mg/kg bolus dosing [4]. Rapid sequence intubation and a definitive airway should be
established. After intubation, versed and propofol drips may be used as indicated, due to their anti-epileptic
properties. Further seizure workup including a STAT bedside electroencephalogram must be performed in
conjunction with a neurologist to ensure cessation of epileptic brain activity. Monitoring for rhabdomyolysis
with repeat serum creatinine kinase is also reasonable in patients with prolonged seizure activity. Further
pharmaceutical management should be followed as indicated (i.e.: levetiracetam).

Refractory hypotension
If hypotension is present, IV fluids should be administered in a 30 cc/kg bolus [4]. If refractory hypotension
is present, levophed or/and epinephrine infusions should be started and titrated as needed. Levophed and
epinephrine have been shown to compete with TCAs directly at the alpha-adrenergic receptors [4,9].
Recommended dosing includes 1 microgram/minute and titrating to a mean arterial pressure greater than 65
mmHg [4]. It is recommended that if an additional vasopressor is needed, consider vasopressin [9].

Ventricular dysrhythmias
Ventricular dysrhythmias are the leading cause of mortality in the setting of TCA overdose. It is
recommended that magnesium sulfate 2 g be administered IV followed by 3% hypertonic saline dosed at 1-3
mL/kg IV over 10 minutes [4]. Overdrive pacing for ectopy or bradycardia may be indicated.

Intravenous lipid emulsion therapy
Multiple case reports indicate the use of intravenous lipid emulsion therapy for large-volume TCA overdose
[10,11]. It is believed that lipid emulsion therapy creates a lipid sink to bind TCAs. Successful outcomes have
been reported. However, further studies are needed to clinically validate lipid emulsion therapy.

Intravenous glucagon therapy
Multiple case studies suggest that glucagon dosed at a 1 mg IV bolus may be effective for treating refractory
hypotension or cardiogenic shock in the setting of TCA toxicity [12]. Glucagon is an endogenous, 29 amino
acid, single-chain polypeptide secreted by the alpha cells of the pancreas [13]. It inhibits intestinal peristalsis
and stimulates ketogenesis, glycogen lysis, gluconeogenesis, and lipolysis. Synthetic glucagon is believed to
bypass the beta-adrenergic receptor and have a positive ionotropic and chronotropic effect directly on
myocardial tissues [14]. It is not clinically recommended as further studies are needed to validate the
utilization of intravenous glucagon in the setting of TCA toxicity.

Hemodialysis
Due to the large volume of distribution and highly protein-bound pharmacokinetics of TCAs, hemodialysis is
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not recommended.

Atypical antipsychotics
Antipsychotics are indicated in the treatment of psychological disorders including schizophrenia and bipolar
disorder. They are utilized to improve mood, cognition, and behavior. Antipsychotics are organized into 1st,
2nd, and 3rd generations [15]. First-generation antipsychotics are typically linked to side effects such as
weight gain, impaired glucose tolerance, and metabolic syndrome. Second-generation antipsychotics
commonly referred to as atypical antipsychotics are thought to be as efficacious as 1st generation but differ
in their side effect profile. They are used to treat schizophrenia and bipolar disorder. Ziprasidone is
classified as a second-generation atypical antipsychotic with dopamine D2 and 5-HT2A receptor
antagonism. It is also known to bind multiple serotonin receptors and block monoamine transport which
prevents serotonin and norepinephrine uptake. It has a low binding affinity for muscarinic cholinergic M1,
histamine H1, and alpha-1 adrenergic receptors. Ziprasidone is heavily metabolized in the liver via the
primary productive pathway and CYP3A4 [16].

Toxicity
Common adverse reactions reported include QT/QTc prolongation, somnolence, neuroleptic malignant
syndrome, orthostatic hypotension, metabolic syndrome, agranulocytosis, respiratory tract infections,
extrapyramidal symptoms, dizziness, akathisia, abnormal vision, asthenia, vomiting, headache, and nausea
[16].

Acute overdose
Most commonly atypical antipsychotics may present with an anticholinergic toxidrome including
tachycardia, mydriasis, flushed skin, decreased sweat/salivary production, and acute urinary retention.
Tachycardia, prolongation of the QT interval, and mild hypotension may manifest as a result of interactions
with cardiovascular receptors. Neurologic manifestations may also include neuroleptic malignant syndrome
and extrapyramidal symptoms [16].

TCA and atypical interactions
Clomipramine and ziprasidone co-administration are category Risk D with recommendations to choose
alternative therapy (Table 3). Ziprasidone is thought to enhance the QT-prolonging properties of
clomipramine. In the setting of acute ingestion and overdose, this places the patient at an increased risk for
seizures and ventricular dysrhythmias which can lead to increased mortality.

Drug Mechanism Clinical Effect(s)

Clozapine Dopamine antagonist, serotonin antagonist, partial serotonin agonist
Agranulocytosis, seizures, weight
gain, myocarditis

Olanzapine Dopamine antagonist, serotonin antagonist Agitation, sedation

Quetiapine Dopamine antagonist. serotonin antagonist
Tachycardia, orthostasis, sedation,
delirium

Risperidone Dopamine antagonist, serotonin antagonist Dystonia, orthostasis

Ziprasidone
Dopamine antagonist, serotonin antagonist, partial serotonin agonist, serotonin &
norepinephrine reuptake inhibitor

Akathisia, QTc prolongation

TABLE 3: Second-generation atypical antipsychotics, mechanism(s) of action, and clinical effects.

Conclusions
Although TCAs and atypical antipsychotics are being prescribed in declining numbers, off-label uses persist.
Those with relative contraindications including increased risk of suicidal behavior should not be prescribed
these medications. Multiple treatment modalities exist with wavering evidence of support for TCA and
atypical antipsychotic overdose. Overall, the mortality rate from TCA overdose without healthcare
intervention is estimated to be 70%. When treated by emergency medicine physicians, the mortality rate
decreased to approximately 3%. Through the clinical application of pharmacology, toxidromes, and
expected clinical manifestations of side effects, emergency medicine physicians may be aptly prepared to
provide life-saving interventions.

2024 Foresteire et al. Cureus 16(7): e63691. DOI 10.7759/cureus.63691 7 of 9

javascript:void(0)
javascript:void(0)
javascript:void(0)
javascript:void(0)
javascript:void(0)


Additional Information
Author Contributions
All authors have reviewed the final version to be published and agreed to be accountable for all aspects of the
work.

Concept and design:  Nikolas P. Foresteire

Acquisition, analysis, or interpretation of data:  Nikolas P. Foresteire, Cory Howard, Kirk Szustkiewicz

Drafting of the manuscript:  Nikolas P. Foresteire

Critical review of the manuscript for important intellectual content:  Nikolas P. Foresteire, Cory
Howard, Kirk Szustkiewicz

Supervision:  Cory Howard, Kirk Szustkiewicz

Disclosures
Human subjects: Consent was obtained or waived by all participants in this study. Conflicts of interest: In
compliance with the ICMJE uniform disclosure form, all authors declare the following: Payment/services
info: All authors have declared that no financial support was received from any organization for the
submitted work. Financial relationships: All authors have declared that they have no financial
relationships at present or within the previous three years with any organizations that might have an
interest in the submitted work. Other relationships: HCA Healthcare Disclaimer This research was
supported (in whole or in part) by HCA Healthcare and/or an HCA Healthcare-affiliated entity. The views
expressed in this publication represent those of the author(s) and do not necessarily represent the official
views of HCA Healthcare or any of its affiliated entities.

Acknowledgements
Michael G. Flynn, Ph.D., Medical Writer provided writing and copy-editing assistance on the final version of
the manuscript. Olu Oyesanmi, Ph.D., MD, and Deo Rei Agnila assisted with PubCLEAR processing and
editing.

References
1. Khalid MM, Waseem M: Tricyclic antidepressant toxicity. StatPearls [Internet]. StatPearls Publishing,

Treasure Island (FL); 2024.
2. Tricyclic Antidepressant Toxicity . (2023). Accessed: January 17, 2024:

https://emedicine.medscape.com/article/819204-overview?form=fpf.
3. Gummin DD, Mowry JB, Beuhler MC, et al.: 2021 Annual Report of the National Poison Data System(©)

(NPDS) from America's Poison Centers: 39th Annual Report. Clin Toxicol (Phila). 2022, 60:1381-643.
10.1080/15563650.2022.2132768

4. Yin S: Psychopharmacologic agents. Tintinalli’s Emergency Medicine: A Comprehensive Study Guide, 8e.
Cydulka RK, Fitch MT, Joing SA, Wang VJ, Cline DM, Ma O. (ed): McGraw-Hill Education, 2017.

5. Olesen OV, Linnet K: Metabolism of the tricyclic antidepressant amitriptyline by cDNA-expressed human
cytochrome P450 enzymes. Pharmacology. 1997, 55:235-43. 10.1159/000139533

6. Boehnert MT, Lovejoy FH Jr: Value of the QRS duration versus the serum drug level in predicting seizures
and ventricular arrhythmias after an acute overdose of tricyclic antidepressants. N Engl J Med. 1985,
313:474-9. 10.1056/NEJM198508223130804

7. Buckley NA, Chevalier S, Leditschke IA, O'Connell DL, Leitch J, Pond SM: The limited utility of
electrocardiography variables used to predict arrhythmia in psychotropic drug overdose. Crit Care. 2003,
7:R101-7. 10.1186/cc2345

8. Bradberry SM, Thanacoody HK, Watt BE, Thomas SH, Vale JA: Management of the cardiovascular
complications of tricyclic antidepressant poisoning: role of sodium bicarbonate. Toxicol Rev. 2005, 24:195-
204. 10.2165/00139709-200524030-00012

9. Moraczewski J, Awosika AO, Aedma KK: Tricyclic antidepressants. StatPearls [Internet]. StatPearls
Publishing, Treasure Island (FL); 2024.

10. Hendron D, Menagh G, Sandilands EA, Scullion D: Tricyclic antidepressant overdose in a toddler treated
with intravenous lipid emulsion. Pediatrics. 2011, 128:e1628-32. 10.1542/peds.2011-0867

11. Odigwe CC, Tariq M, Kotecha T, et al.: Tricyclic antidepressant overdose treated with adjunctive lipid rescue
and plasmapheresis. Proc (Bayl Univ Med Cent). 2016, 29:284-7. 10.1080/08998280.2016.11929437

12. Sensky PR, Olczak SA: High-dose intravenous glucagon in severe tricyclic poisoning. Postgrad Med J. 1999,
75:611-2. 10.1136/pgmj.75.888.611

13. Asadi F, Dhanvantari S: Pathways of glucagon secretion and trafficking in the pancreatic alpha cell: novel
pathways, proteins, and targets for hyperglucagonemia. Front Endocrinol (Lausanne). 2021, 12:726368.
10.3389/fendo.2021.726368

14. Kaplan YC, Hocaoglu N, Oransay K, Kalkan S, Tuncok Y: Effect of glucagon on amitriptyline-induced
cardiovascular toxicity in rats. Hum Exp Toxicol. 2008, 27:321-5. 10.1177/0960327108092289

15. Rasimas JJ, Liebelt EL: Adverse effects and toxicity of the atypical antipsychotics: what is important for the

2024 Foresteire et al. Cureus 16(7): e63691. DOI 10.7759/cureus.63691 8 of 9

https://www.ncbi.nlm.nih.gov/books/NBK430931/?utm_medium=email&utm_source=transaction
https://emedicine.medscape.com/article/819204-overview?form=fpf&utm_medium=email&utm_source=transaction
https://emedicine.medscape.com/article/819204-overview?form=fpf&utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1080/15563650.2022.2132768?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1080/15563650.2022.2132768?utm_medium=email&utm_source=transaction
https://accessemergencymedicine.mhmedical.com/content.aspx?bookid=2158&sectionid=162272308&utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1159/000139533?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1159/000139533?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1056/NEJM198508223130804?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1056/NEJM198508223130804?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1186/cc2345?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1186/cc2345?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.2165/00139709-200524030-00012?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.2165/00139709-200524030-00012?utm_medium=email&utm_source=transaction
https://pubmed.ncbi.nlm.nih.gov/32491723/?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1542/peds.2011-0867?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1542/peds.2011-0867?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1080/08998280.2016.11929437?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1080/08998280.2016.11929437?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1136/pgmj.75.888.611?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1136/pgmj.75.888.611?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3389/fendo.2021.726368?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.3389/fendo.2021.726368?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1177/0960327108092289?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1177/0960327108092289?utm_medium=email&utm_source=transaction
https://dx.doi.org/10.1016/j.cpem.2012.09.005?utm_medium=email&utm_source=transaction


pediatric emergency medicine practitioner. Clin Pediatr Emerg Med. 2012, 13:300-10.
10.1016/j.cpem.2012.09.005

16. Bouchette D, Fariba KA, Marwaha R: Ziprasidone. StatPearls [Internet]. StatPearls Publishing, Treasure
Island (FL); 2024.

2024 Foresteire et al. Cureus 16(7): e63691. DOI 10.7759/cureus.63691 9 of 9

https://dx.doi.org/10.1016/j.cpem.2012.09.005?utm_medium=email&utm_source=transaction
https://www.ncbi.nlm.nih.gov/books/NBK448157/?utm_medium=email&utm_source=transaction

	Tricyclic Antidepressant and Antipsychotic Toxicity: Clomipramine and Ziprasidone Overdose
	Abstract
	Introduction
	Case Presentation
	Emergent interventions
	Findings
	FIGURE 1: Electrocardiogram of Patient X.
	FIGURE 2: Non-contrast computed tomography (CT) brain of Patient X.
	FIGURE 3: Chest radiography (Chest X-ray) of Patient X.


	Discussion
	Tricyclic antidepressants
	TABLE 1: Tricyclic antidepressants: amine classifications, generic drug names, brief mechanism of action.
	TABLE 2: Tricyclic antidepressant mechanism(s) of action and clinical effects.

	Clinical toxidromes
	Clinical evaluation
	Clinical management
	Activated charcoal
	Sodium bicarbonate
	Seizures
	Refractory hypotension
	Ventricular dysrhythmias
	Intravenous lipid emulsion therapy
	Intravenous glucagon therapy
	Hemodialysis
	Atypical antipsychotics
	Toxicity
	Acute overdose
	TCA and atypical interactions
	TABLE 3: Second-generation atypical antipsychotics, mechanism(s) of action, and clinical effects.


	Conclusions
	Additional Information
	Author Contributions
	Disclosures
	Acknowledgements

	References


