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Objective 

❖ Depression is the number one cause of disability 
worldwide and suicide has been on the rise

❖ One medication or a combination of medications can 
be used to manage depression and suicidal ideation

❖ Each medication has unique and compounding side 
effects

❖ Environmental factors, lifestyle, and medical history 
should be considered when initiating treatment 

❖ Determine what lead to a syncopal episode 
in a young male with no known medical 
history being treated for depression with 
suicidal ideation

❖ How to avoid syncopal episodes in similar 
future cases

❖ 41 year-old single, homeless, Caucasian male with a history of depression and anxiety 
presented to the emergency room with hopelessness, depressed mood, anxious, apathetic, 
decrease sleep and appetite, which lead to voluntary admission for suicidal ideation. 
Patient’s mother died 2-3 months prior, he recently lost his job and car, and he has not slept 
for 3 days prior to admission. Electrocardiogram on admission showed sinus bradycardia at 
58 beats/minute and a QTc of 390 milliseconds. 

❖ Citalopram 20mg daily was initiated along with Trazodone 50mg as needed at bedtime and 
hydroxyzine 50mg every 6 hours as needed. Laboratory workup for depression was 
unremarkable other than an elevated thyroid-stimulating hormone level. 25mg Levothyroxine 
was initiated. 

❖ On day 3, depression and anxiety persisted along with racing thoughts and decreased sleep. 
Quetiapine 50mg at bedtime and 25mg every 12 hour for anxiety was initiated. At 6am on 
day 4, heart rate was 45bpm, and nursing tried to ambulate the patient thus resulting in 
dizziness and syncope. IV fluids were initiated and Quetiapine was held, and subsequent 
ECG showed sinus rhythm at 62 bpm with occasional premature ventricular contractions. 
Exercise stress test was unremarkable. Patient was stabilized, Quetiapine was discontinued, 
his mood stabilized and was discharged from in-patient psychiatric treatment. 

❖ Patient was treated at the age of 18 with an unknown antidepressant for anxiety and 
depression. He was prescribed Alprazolam as needed for anxiety 3-4 years ago. Negative 
family history of cardiac death.

❖ Quetiapine is a dibenzothiazepine which forms part of the 
second generation antipsychotics, also known as an atypical 
antipsychotic. This group is known for their affinity to 
serotonin 2A receptors (5-HT2A) as well as dopamine (D2) 
receptors. Quetiapine, additionally, blocks 5HT6, D1 and H1, 
alpha 1 and 2 receptors but it doesn't block muscarinic 
receptors.

❖ It is absorbed from the gastrointestinal tract reaching peak 
plasma concentrations at about 1 to 2 hours and has a 
steady state half life of approximately 7 hours.

❖ It is available in tablets of 25, 50, 100, 200 300 and 400mg 
but initial doing should begin with 25mg twice a day. The 
dose can be increased every 2 to 3 days by 25 or 50 mg with 
a target goal of 300-400 mg per day. Efficacy has been 
observed within the range of 300-800 mg but some 
individuals benefit from dosing of up to 1600 mg per day. 
Higher doses of Quetiapine should be accompanied by EKGs 
to monitor for cardiac arrhythmias and QTc prolongation 
among other abnormalities.

❖ Uses include the treatment of Schizophrenia and 
Schizoaffective disorder. It has FDA approval for the 
treatment of acute mania associated with Bipolar Disorder I. 
Other indications include treat acute episodes of depression 
in bipolar disorder as well as for maintenance treatment, 
violence or aggressive behavior in schizophrenic patients as 
well as AIDS dementia, Autistic Spectrum Disorders, 
Tourette’s disorder, Huntington's disease and lesch-Nyhan 
Syndrome. 

❖ When starting a patient on Quetiapine, it is important to monitor 
for hypotension, dizziness, and somnolence. 

❖ Antidepressants, anti-anxiety, and antipsychotic medications 
have a wide range of potential adverse effects. Using multiple 
medications increases the likelihood of side effects, leading to 
potentially serious side effects.

❖ As the prevalence of depression increases with the amount of 
mental health hospital visits, it is vital to understand the side 
effect profile of each medication in order to determine the 
medication that will best manage the patient. 

❖ QT prolongation is a side effect associated with many psychotropic medications that 
can lead to syncope or sudden cardiac death. QT prolongation, as well as heart rate, 
are affected by electrolyte membrane channels. 

❖ Normal QTc interval is 390-450msec for men and 390-460msec for women, and QTc 
does tend to increase with age. At maximum therapeutic dosage, Quetiapine has 
been shown to increase QTc by 14.5msec, and citalopram and trazodone have only 
been shown to increase QTc in patients that overdose.[8]

❖ The explanation of psychotropic drugs and effect on QTc is believed to be through IKr 
channels and Human Ether-a-go-go Related Gene (HERG); 7q35-q36. HERG is a 
gene that codes for the alpha subunit of the IKr channel, which is the main body of 
the ion channel. 

❖ If the time to repolarization is increased, this will lead to a sustained contraction of 
the cardiac tissue, thus prolonging the QTc.[8] However, the concept of QTc 
prolongation with psychotropic drugs needs to be further investigated for a couple of 
reasons. First, some psychotropic medications have been found to bind to sodium 
and calcium channels, thus slowing depolarization. Secondly, many psychotropic 
medications can lead to hypotension/orthostatic hypotension which causes reflex 
tachycardia. In both of these scenarios the QTc would decrease or counteract the 
QTc prolongation.[8]

❖ Most common side effects of Quetiapine include somnolence, dizziness, 
hypotension, and others.[1] It is reported that somnolence occurs at a rate of 34%. 
7% of patients initiating Quetiapine alone experience orthostatic hypotension, and 
1% experience a syncopal episode.[2] Risk of these side effects increase with more 
rapid up-titration of Quetiapine, and there is a report of a middle-aged man 
experiencing a syncopal episode with sustained hypotension after 1 low-dose of 
Quetiapine and escitalopram while already on an antihypertensive agent.  
Quetiapine was discontinued and hypotension resolved.[3] Trazodone can also have 
an additive effect with Quetiapine resulting in hypotension.{4]

❖ Quetiapine and trazodone have strong alpha-1 antagonist 
effects, and it is likely that the initiation of low-dose 
Quetiapine, in addition to the trazodone he already took lead 
to the patient’s orthostatic hypotension, subsequently 
causing the syncopal episode that was unremarkable upon 
further workup.

❖ Quetiapine is also associated with prolonged QT interval, 
which can be an additive effect when used in conjunction 
with Hydroxyzine or Citalopram, which this patient was also 
taking.[4] QT prolongation is also associated with citalopram, 
hydroxyzine, and trazodone individually, theoretically leading 
to an increased risk when used in combination such as this 
patient.[6-7]
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