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Vortioxetine (Trintellix™) 

Classification1 
Selective Serotonin Reuptake Inhibitor  

Pharmacology1 
The mechanism of the antidepressant effect of vortioxetine is not fully understood 
but is thought to be related to its enhancement of serotonergic activity in the CNS 
through inhibition of the reuptake of serotonin (5-HT). It also has several other 
activities including 5-HT3 receptor antagonism and 5-HT1A receptor agonism.  

Black Box Warning - Suicidal thoughts and behaviors 
Antidepressants increase the risk of suicidal thoughts and behavior in pediatric and 
young adult patients in short-term studies. Closely monitor all antidepressant-
treated patients for clinical worsening, and for emergence of suicidal thoughts and 
behaviors. Vortioxetine is not approved for use in pediatric patients. 

Indication1 

Vortioxetine is indicated for the treatment of major depressive disorder (MDD) in 
adults. 

Pharmacokinetics1 
Pharmacokinetic 

Parameter Details 

Absorption 

The maximal plasma vortioxetine concentration (Cmax) after dosing 
is reached within 7 to 11 hours post dose (Tmax). Steady-state 
mean Cmax values were 9, 18, and 33 ng/mL following doses of 5, 
10, and 20 mg/day. Absolute bioavailability is 75%. Food does not 
impact pharmacokinetics. 

Distribution 

The apparent volume of distribution of vortioxetine is approximately 
2600 L, indicating extensive extravascular distribution. The plasma 
protein binding of vortioxetine in humans is 98%, independent of 
plasma concentrations. No apparent difference in the plasma 
protein binding between healthy subjects and subjects with hepatic 
(mild, moderate or severe) or renal (mild, moderate, severe, ESRD) 
impairment is observed. 
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Pharmacokinetic 
Parameter Details 

Metabolism 

Vortioxetine is extensively metabolized primarily through oxidation 
via cytochrome P450 isozymes CYP2D6, CYP3A4/5, CYP2C19, 
CYP2C9, CYP2A6, CYP2C8 and CYP2B6 and subsequent glucuronic 
acid conjugation. CYP2D6 is the primary enzyme catalyzing the 
metabolism of vortioxetine to its major, pharmacologically inactive, 
carboxylic acid metabolite, and poor metabolizers of CYP2D6 have 
approximately twice the vortioxetine plasma concentration of 
extensive metabolizers. 

Excretion 

Following a single oral dose of [14C]-labeled vortioxetine, 
approximately 59% and 26% of the administered radioactivity was 
recovered in the urine and feces, respectively as metabolites. 
Negligible amounts of unchanged vortioxetine were excreted in the 
urine up to 48 hours. The presence of hepatic (mild, moderate or 
severe) or renal impairment (mild, moderate, severe and ESRD) did 
not affect the apparent clearance of vortioxetine. 

Dosage/Administration1 
● The recommended starting dose is 10 mg administered orally once daily 

without regard to meals. 
● Dosage should then be increased to 20 mg/day, as tolerated, as higher doses 

demonstrated better treatment effects in trials conducted in the United 
States. 

● The efficacy and safety of doses above 20 mg/day have not been evaluated 
in controlled clinical trials. 

● A dose decrease down to 5 mg/day may be considered for patients who do 
not tolerate higher doses. 

● Vortioxetine can be discontinued abruptly. However, it is recommended that 
doses of 15 mg/day or 20 mg/day be reduced to 10 mg/day for one week 
prior to full discontinuation if possible. 

● The maximum recommended dose is 10 mg/day in known CYP2D6 poor 
metabolizers. 

Use in Special Populations 
● Pregnancy: Information specific to vortioxetine use in pregnancy is limited. 

As a class, SSRIs have been evaluated extensively in pregnant patients. 
Studies focusing on newborn outcomes following first trimester exposure 
often have inconsistent results due to differences in study design and 
confounders such as maternal disease and social factors. Adverse effects in 
the newborn following SSRI exposure late in the third trimester can include 
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apnea, constant crying, cyanosis, feeding difficulty, hyperreflexia, hypo- or 
hypertonia, hypoglycemia, irritability, jitteriness, respiratory distress, 
seizures, temperature instability, tremor, and vomiting. Prolonged 
hospitalization, respiratory support, or tube feedings may be required. 
Symptoms may be due to the toxicity of the SSRIs or a discontinuation 
syndrome and may be consistent with serotonin syndrome associated with 
SSRI treatment. 

● Lactation: Vortioxetine is present in breast milk.  
 Following a dose of vortioxetine 10 mg/day (n = 2), the maximum breast 

milk concentration was 13.89 ng/mL and occurred 7 hours after the dose. 
Based on this information, authors of the study calculated the relative 
infant dose (RID) of vortioxetine to be 1.1%, providing an estimated daily 
infant dose via breast milk of 0.0017 mg/kg/day, based on the weight-
adjusted maternal dose.2 

 Following a dose of vortioxetine 20 mg/day (n = 1), the maximum breast 
milk concentration was 52.32 ng/mL and occurred 5 hours after the dose. 
Based on this information, the authors of the study calculated the RID of 
vortioxetine to be 1.7%, providing an estimated daily infant dose via 
breast milk of 0.0052 mg/kg/day.2 

 In general, breastfeeding is considered acceptable when the RID of a 
medication is <10%.2 

● CYP2D6 Poor Metabolizers: The maximum recommended dose of 
vortioxetine is 10 mg/day in known CYP2D6 poor metabolizers.1,2 

● Geriatric use: No dose adjustment is recommended on the basis of age. 
Results from a single dose pharmacokinetic study in elderly (>65 years old) 
vs young (24 to 45 years old) subjects demonstrated that the 
pharmacokinetics were generally similar between the two age groups.1 

Contraindications1 
● Vortioxetine is contraindicated in patients with hypersensitivity to 

vortioxetine or any components of the formulation. Angioedema has been 
reported in patients treated with vortioxetine. 

● The use of MAOIs intended to treat psychiatric disorders with vortioxetine or 
within 21 days of stopping treatment with vortioxetine is contraindicated 
because of an increased risk of serotonin syndrome.  

● The use of vortioxetine within 14 days of stopping an MAOI intended to treat 
psychiatric disorders is also contraindicated. 

Precautions1 
● Serotonin Syndrome has been reported with serotonergic antidepressants 

(SSRIs, SNRIs, and others), including with vortioxetine, both when taken 
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alone, but especially when coadministered with other serotonergic agents 
(including triptans, tricyclic antidepressants, fentanyl, lithium, tramadol, 
tryptophan, buspirone, and St. John's Wort). If such symptoms occur, 
discontinue vortioxetine and initiate supportive treatment. 

● If concomitant use of vortioxetine with other serotonergic drugs is clinically 
warranted, patients should be made aware of a potential increased risk for 
serotonin syndrome, particularly during treatment initiation and dose 
increases. 

● Treatment with serotonergic antidepressants (SSRIs, SNRIs, and others) may 
increase the risk of abnormal bleeding. Patients should be cautioned about 
the increased risk of bleeding when vortioxetine is coadministered with 
nonsteroidal anti-inflammatory drugs (NSAIDs), aspirin, or other drugs that 
affect coagulation. 

● Difficulties in sexual desire, sexual performance, and sexual satisfaction may 
be a consequence of treatment with vortioxetine. Since sexual dysfunction is 
known to be an underreported adverse effect, a validated measure designed 
to identify sexual side effects was used prospectively in seven placebo-
controlled trials. The results of these trials found that there was a dose 
related sexual dysfunction incidence of 22-34% in women and 16-29% in 
men. 

● Some patients experienced discontinuation syndrome in the first week of 
abrupt discontinuation of vortioxetine 15 mg/day and 20 mg/day. 

● Hyponatremia can occur in association with the syndrome of inappropriate 
antidiuretic hormone secretion (SIADH). 

● Angle Closure Glaucoma: Angle closure glaucoma has occurred in patients 
with untreated anatomically narrow angles treated with antidepressants. 

● Activation of Mania/Hypomania can occur with antidepressant treatment. 
Screen patients for bipolar disorder. 

Adverse Effects 
● Nausea is the most common adverse reaction and dose related, with higher 

doses having a higher incidence (21-32%)1. Nausea commonly occurs within 
the first week of treatment, then decreases in frequency but can persist in 
some patients.1 

● Discontinuation symptoms have been seen in the first week of abrupt 
discontinuation of vortioxetine 15 mg and 20 mg. Symptoms include 
headache, muscle tension, mood swings, sudden outbursts of anger, 
dizziness, and runny nose.1 

● Other common adverse effects include adverse effects include constipation 
and vomiting. These occurred at >5% incidence and at least twice the rate of 
placebo.  
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Monitoring2 
● Signs of worsening depression 
● Suicidal ideations (especially at initiation of therapy or after dosing changes) 
● Signs of new or worsening anxiety 
● Social functioning  
● New or worsening signs of mania  
● Panic attacks 
● Akathisia  
● Signs/symptoms of serotonin syndrome 
● Signs/symptoms of hyponatremia  

Interactions 
Drug 

Interactions 
Example 

Medications 
Clinical Impact Management  

Strong 
inhibitors of 
CYP2D6 

Bupropion, 
fluoxetine, 
paroxetine, or 
quinidine 

Strong CYP2D6 
inhibitors may increase 
the serum concentration 
of vortioxetine which 
can enhance the 
serotonergic effect, thus 
there is a higher risk of 
serotonin syndrome.2 

Reduce vortioxetine dose 
by half when a strong 
CYP2D6 inhibitor is 
coadministered.1 

Strong CYP 
Inducers 

Rifampin, 
carbamazepine, 
or phenytoin 

CYP inducers may 
decrease the serum 
concentration of 
vortioxetine.2 

Consider increasing the 
vortioxetine dose when a 
strong CYP inducer is 
coadminstered for more 
than 14 days. The 
maximum recommended 
dose should not exceed 3 
times the original dose.1 

Serotonergic 
Agents 

SSRIs, SNRIs, 
triptans, 
buspirone, 
tramadol, and 
tryptophan 
products 

Based on the 
mechanism of action of 
vortioxetine and the 
potential for serotonin 
toxicity, serotonin 
syndrome may occur 
when vortioxetine is 
coadministered with 
other drugs that may 
affect the serotonergic 
neurotransmitter 
systems.1 

Closely monitor symptoms 
of serotonin syndrome if 
vortioxetine is 
coadministered with other 
serotonergic drugs. 
Treatment with vortioxetine 
and any concomitant 
serotonergic agents should 
be discontinued 
immediately if serotonin 
syndrome occurs.1 
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Drug 
Interactions 

Example 
Medications 

Clinical Impact Management  

Highly 
Protein 
Bound Drugs 

Warfarin*, 
aspirin, valproic 
acid 

Vortioxetine is highly 
protein bound to plasma 
protein, 
coadministration of 
vortioxetine with other 
highly protein bound 
drugs may increase free 
concentrations of the 
other  

Take caution with 
administering highly protein 
bound drugs with 
vortioxetine. Clinicians 
should refer to drug specific 
prescribing information for 
guidance on how to 
manage this interaction. 

* However, in a clinical study with coadministration of vortioxetine (10 mg/day) 
and warfarin (1 mg/day to 10 mg/day), a highly protein-bound drug, no 
significant change in INR was observed.1 

Efficacy1 
Adults (aged 18 years to 75 years): 

● The efficacy of vortioxetine in patients aged 18 years to 75 years was 
demonstrated in five, 6-to-8-week, placebo-controlled studies (Studies 1 to 5 
in Table 1). 

● In these studies, patients were randomized to vortioxetine 5 mg, 10 mg, 15 
mg, 20 mg, or placebo once daily. For patients who were randomized to 
vortioxetine 15 mg/day or 20 mg/day, the final doses were titrated up from 
10 mg/day after the first week. 

● The primary efficacy measures were the Hamilton Depression Scale (HAMD-
24) total score in Study 2 and the Montgomery-Asberg Depression Rating 
Scale (MADRS) total score in all other studies. 

● In each of these studies, at least one dose group of vortioxetine was superior 
to placebo in improvement of depressive symptoms as measured by mean 
change from baseline to endpoint visit on the primary efficacy measurement 
(see Table 1). 

● Subgroup analysis by age, gender or race did not suggest any clear evidence 
of differential responsiveness. Two studies of the 5 mg dose in the U.S. (not 
represented in Table 1) failed to show effectiveness. 

Elderly Study (aged 64 years to 88 years): 

● The efficacy of vortioxetine for the treatment of MDD was also demonstrated 
in a randomized, double-blind, placebo-controlled, fixed-dose study of 
vortioxetine in elderly patients (aged 64 years to 88 years) with MDD (Study 
6 in Table 1). 

● Patients met the diagnostic criteria for recurrent MDD with at least one 
previous major depressive episode before the age of 60 years and without 
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comorbid cognitive impairment (Mini Mental State Examination score <24) 
received vortioxetine 5 mg or placebo. 

● The primary efficacy measure in the elderly study was the Hamilton 
Depression Scale (HAMD-24) total score. 

● As in the first 5 studies, at least one dose group of vortioxetine was superior 
to placebo in improvement of depressive symptoms as measured by mean 
change from baseline to endpoint visit on the primary efficacy measurement. 

Table 1. Primary Efficacy Results of 6 Week to 8 Week Clinical Trials1 

 

Effect on Cognition3  

● Randomized, double-blind, placebo-controlled trial to evaluate the effect of 
vortioxetine 10 mg and 20 mg compared to placebo on cognition function in 
adults aged 18-64 with recurrent MDD during a depressive episode of 
moderate severity or greater.  
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● Primary efficacy endpoint was change in the composition cognition score of 
the Digit Symbol Substitution Test (DSST) and the Rey Auditory Verbal 
Learning Test (RAVLT) from baseline to week 8.  

● Both vortioxetine 10 mg and 20 mg were statistically significantly better than 
placebo in the primary efficacy measure (p<0.0001 for both doses).  

● After statistically correcting for the effect on MADRS, both vortioxetine doses 
improved cognitive performance. This shows that the effect on cognitive 
function is independent of the effect on depression symptoms.  

● The authors also completed a post-hoc analysis on non-responders (n=92) 
and non-remitters (n=68) and found that both vortioxetine doses improved 
cognitive performance in these two subgroups. The authors state that this 
further supports the evidence that the effect on cognition is independent of 
the effect on depression.  

Dosage Forms & Cost  

Vortioxetine 
Average Wholesale 

Price 
(30-day supply) 

Price Per Tablet 

5 mg IR tablets 
10 mg IR tablets 
20 mg IR tablets 

$559.62  $18.65 

Summary/Conclusion 
Vortioxetine is a selective serotonin reuptake inhibitor FDA approved for the 
treatment of major depressive disorder (MDD) in adults. Clinical trials of 
vortioxetine have demonstrated that it is safe and efficacious for MDD in doses up 
to 20 mg/day. Additionally, there is evidence that vortioxetine improves cognitive 
function in adults with MDD, and the improvement in cognitive function appears to 
be independent of improvement of depression symptoms.  

Recommendation  
Consider the addition of vortioxetine to the drug formulary on regular status as it 
provides another SSRI treatment option for patients who may not have a clinical 
response to other offered antidepressants. Additionally, it may be beneficial for 
patients who have deficits in cognitive functioning with MDD.  
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