
MAY 23, 2018

1

Strategie Farmacologiche con 
Vortioxetina

Prime Evidenze della Pratica Clinica

Andrea Fagiolini, M.D.

University of Siena



MAY 23, 2018

2

Multidimensional Aspects of Depression

Physical Symptoms Emotional Symptoms Associated Symptoms

American Psychiatric Association. Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition, 2000:352. 
Ohayon MM, et al. Arch Gen Psychiatry. 2003;60(1):39-47. 
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Personalized Treatment
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SSRIS UNMET NEEDS

There appears to be a pattern of symptoms that are 
inadequately addressed by serotonergic antidepressants

Loss of Interest

Loss of energy
Loss of Pleasure Fatigue

Hypersomnia 

Nutt D et al. J. Psychopharm 2007, 21 (5): 461-471

Cognitive Symptoms
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Vortioxetine is a multimodal antidepressant

1. Bang-Andersen B, et al. J Med Chem. 2011;54(9)3206-3221; 
2. Sanchez C, et al. Pharmacol Ther. 2015;145C:43-57.

Partial agonist1,2 Antagonist1,2Inhibitor1,2 Agonist1,2

Vortioxetine

5-HT7

SERT 5-HT1A

5-HT1B

5-HT1D

5-HT3

SERT inhibition with activity 
at select 5-HT receptors 

Highlights of vortioxetine

l Comprehensive clinical development programmes  (6700+ patients with depression1 )

l Effective in a broad range of patient groups, including severe depression, depression 
and high levels of anxiety, and elderly patients2–4

l In three large, randomised, placebo-controlled trials, vortioxetine improved the cognitive 
symptoms of depression, as measured by the digit symbol substitution test (DSST)2,5,6

l In patients with a suboptimal response to SSRI/SNRI treatment, switching to vortioxetine 
resulted in a significant improvement in depressive symptoms versus agomelatine7

l Vortioxetine is well tolerated1,14

l Adverse events were usually mild or moderate, and occurred within the first two weeks of 
treatment1

l Comparatively low withdrawal rate due to treatment-emergent adverse events with 
vortioxetine14

l Improved sexual functioning in patients experiencing treatment-emergent sexual 
dysfunction after previous treatment with an SSRI/SNRI*15

• 1. Baldwin et al. J Psychopharmacol. 2016 Feb 9. pii: 0269881116628440. [Epub ahead of print]; 2. Katona C et al.  2012; 3. Alvarez E et al. 2012; 4. Boulenger JP et al. 2014; 5. 
McIntyre RS et al. 2014; 
6. Mahableshwarkar AR et al. 2015; 7. Montgomery SA et al. 2014; 8. Mørk A et al. 2012; 9. Bang-Andersen B et al. 2011; 10. Guilloux JP et al. 2013;  11. Pehrson AL et al. 2013; 12. 
Mørk A et al. 2013; 13. Pehrson AL, Sanchez C. 2014; 14. Baldwin DS et al. Future Neurol. 2015;10(2); 79–89;  15. Jacobsen PL et al. J Sex Med. 2015 doi: 10.1111/jsm.12980

•
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Vortioxetine is effective for the short-
term treatment of MDE

• 1. Alvarez E et al. 2012; 
• 2. Baldwin DS et al. 2012; 
• 3. Henigsberg N et al. 2012; 
• 4. Boulenger JP et al. 2014; 
• 5. Mahableshwarkar AR et al. 

2015; 
• 6. Jacobsen PL. J Clin

Psychiatry. 2015;76:575-582; 
• 7. McIntyre RS et al. 2014; 
• 8. Vortioxetine EPAR. 2013; 
• 9. Jain R et al. 2013; 
• 10. Mahableshwarkar AR et al. 

2013; 
• 11. Mahableshwarkar AR et al. J 

Clin Psychiatry. 2015;76:583-
591; 

• 12. Katona C et al. 2012

← Better  than placebo Worse than placebo →

Ref Individual study Vortioxetine dose

1 HLu 11492A (non-US)
5 mg

10 mg

2 HLu 11984A (non-US)
5 mg

10 mg

3 TAK 305 (non-US)
5 mg

10 mg

4 HLu 13267A (non-US)
15 mg
20 mg

5 TAK 315 (US)
15 mg
20 mg

6 TAK 316 (US)
10 mg
20 mg

7 HLu 14122A (US & non-US)
10 mg
20 mg

8 TAK CCT-002 (non-US)
5 mg

10 mg
20 mg

9 TAK 303 (US) 5 mg
10 TAK 304 (US) 5 mg

11 TAK 317 (US)
10 mg
15 mg

12 HLu 12541A (US & non-US) 5 mg -12 -10 -8 -6 -4 -2 0 2 4 6

Difference to placebo

Change from baseline in MADRS total score at Week 6/8 (FAS, MMRM)1–12

The purple dashed line 
indicates the target of 

clinical relevance

Vortioxetine improves all symptoms of 
depression as assessed by the MADRS

*p<0.05, **p<0.01, ***p£0.001 vs placebo

Meta-analysis includes 11 studies: HLu 11492A, HLu 11984A, TAK 305, HLu 13267A, 
TAK 315, TAK 316, TAK 303, TAK 304, TAK 317, HLu 14122A, and CCT-002
FAS=full analysis set; MMRM=mixed model for repeated measures

1. European Medicines Agency (EMA) Committee for Medicinal Products for Human Use (CHMP). 
Vortioxetine. Assessment report for an initial marketing authorisation application. 24th October 2013.

2. Moncrieff J, Kirsch I. Efficacy of antidepressants in adults. BMJ 2005; 331 (7509): 155–157.
3. H. Lundbeck A/S. Vortioxetine, Summary of Product Characteristics. 2013.

, 
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Meta-analysis of change from baseline in MADRS single items at Week 6/8, difference 
from placebo – 11 short-term studies in adults (FAS, MMRM) 
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Change from baseline in MADRS total score by visit (FAS, OC, 
MMRM)1
(FAS, OC, MMRM; endpoint LOCF)

*p<0.05; **p<0.01; ***p<0.001 vs placebo; baseline MADRS total score ≥30
MDD=major depressive disorder; FAS=full analysis set;
MADRS=Montgomery-Åsberg Depression Rating Scale; 
OC=observed case; LOCF=last observation carried forward

Alvarez et al. Int J Neuropsychopharmacol 2012;15:589–600
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Venlafaxine XR 225 mg (n=112)
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Vortioxetine demonstrates efficacy in 
patients with severe depression

weeks

efficacy in patients with High Anxiety (HAM-A≥20)

MADRS total score: 12 short-term studies in adults with 
depression and high anxietywith

Vortioxetine European
Public Assessment Report 
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effectiveness in non-responders to SSRI-SNRI* 

Montgomery SA et al. Hum Psychopharmacol Clin Exp 2014;29(5):470–482

Vortioxetine 10–20 mg/day
Agomelatine 25–50 mg/day 

***

**

**

**

Endpoint 
LOCF

Primary endpoint 
(non-inferiority to 

agomelatine)

**p<0.01, ***p<0.001 vs agomelatine

Mean MADRS at baseline 29.4
*Previously treated with: citalopram, escitalopram, 
paroxetine, sertraline, duloxetine or venlafaxine 

Vortioxetine is effective in the treatment of 
cognitive symptoms of depression

18
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CLINICAL PHARMACOLOGY 1

Effect on Cardiac Repolarization

l The effect of vortioxetine 10 mg and 40 mg administered once daily
on QTc interval was evaluated in a randomized, double-blind, 
placebo-, and active-controlled (moxifloxacin 400 mg), four-
treatment-arm parallel study in 340 male subjects. In the study the 
upper bound of the one-sided 95% confidence interval for the QTc
was below 10 ms, the threshold for regulatory concern. The oral dose 
of 40 mg is sufficient to assess the effect of metabolic inhibition

Brintellix FDA Prescribing information, accessed on Feb 22 2016 at 
http://www.accessdata.fda.gov/drugsatfda_docs/label/2013/204447s000lbl.pdf
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CLINICAL PHARMACOLOGY 2

Pharmacokinetics

Vortioxetine pharmacological activity is due to the parent drug. The 
pharmacokinetics of vortioxetine (2.5 mg to 60 mg) are linear and dose-
proportional when vortioxetine is administered once daily. The mean
terminal half-life is approximately 66 hours, and stead-state plasma 
concentrations are typically achieved within two weeks of dosing

Brintellix FDA Prescribing information, accessed on Feb 22 2016 at 
http://www.accessdata.fda.gov/drugsatfda_docs/label/2013/204447s000lbl.pdf

CLINICAL PHARMACOLOGY 3

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.

Brintellix FDA Prescribing information, accessed on Feb 22 2016 at 
http://www.accessdata.fda.gov/drugsatfda_docs/label/2013/204447s000lbl.pdf
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CLINICAL PHARMACOLOGY 4

Interactions with Drugs that Interfere with Hemostasis
l Following coadministration of stable doses of warfarin (1 to 10 

mg/day) with multiple daily doses of vortioxetine, no significant
effects were observed in INR, prothrombin values or total warfarin
(protein bound plus free drug) pharmacokinetics for both R- and S-
warfarin

l Coadministration of aspirin 150 mg/day with multiple daily doses of 
Vortioxetine had no significant inhibitory effect on platelet
aggregation or pharmacokinetics of aspirin and salicylic acid 

l Patients receiving other drugs that interfere with hemostasis should
be carefully monitored when vortioxetine is initiated or discontinued

Brintellix FDA Prescribing information, accessed on Feb 22 2016 at 
http://www.accessdata.fda.gov/drugsatfda_docs/label/2013/204447s000lbl.pdf

Pregnancy
Pregnancy Category C 
l There are no adequate and well-controlled studies of Vortioxetine in pregnant

women. 

l Vortioxetine caused developmental delays when administered during
pregnancy to rats and rabbits at doses 15 and 10 times the maximum 
recommended human dose (MRHD) of 20 mg, respectively. Developmental
delays were also seen after birth in rats at doses 20 times the MRHD of 
vortioxetine given during pregnancy and through lactation. There were no 
teratogenic effects in rats or rabbits at doses up to 77 and 58 times, the MRHD 
of vortioxetine, respectively, given during organogenesis. The incidence of 
malformations in human pregnancies has not been established for vortioxetine. 

l All human pregnancies, regardless of drug exposure, have a background rate of 
2 to 4% for major malformations, and 15 to 20% for pregnancy loss. 

l Vortioxetine should be used during pregnancy only if the potential benefit 
justifies the potential risk to the fetus. 

Brintellix FDA Prescribing information, accessed on Feb 22 2016 at 
http://www.accessdata.fda.gov/drugsatfda_docs/label/2013/204447s000lbl.pdf
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Weight 
neutral

Low withdrawal rate 
and discontinuation 

symptoms

Sexual dysfunction 
at placebo level*

Mild to 
moderate 
transient 
nausea

Sleep 
disturbance at 
placebo level

Vortioxetine is well tolerated

Low rate of safety-
related adverse 

events

Low rate of 
treatment 

emergent adverse 
events

Low potential for 
drug–drug 

interactions

Vortioxetine (10 mg) does not exhibit many of the side effects typical of SSRIs and SNRIs: 

(Vortioxetine SmPC)

Vortioxetine. EU Summary of Product Characteristics. 2015. 
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_

-_Product_Information/human/002717/WC500159449.pdf. 
Accessed October 2015. 

*Vortioxetine 20 mg was 
associated with an increase in 
TESD relative to placebo 

Please refer to the SmPC/PI for further information about safety and tolerability

The safety and tolerability profile 
of vortioxetine is based on a large 
clinical trial programme

• In clinical trials, the most common adverse event was nausea
• Adverse events were usually mild or moderate, and occurred within the first two weeks 

of treatment
• The events were usually transient and did not generally lead to cessation 

of therapy
• Comparatively low withdrawal rate due to treatment-emergent adverse events with 

vortioxetine

The tolerability profile of vortioxetine was established in a robust programme 
of clinical trials including more than 3700 patients treated with vortioxetine in 

short-term (≤12 weeks) studies

Baldwin et al. J Psychopharmacol. 2016 Feb 9. pii: 0269881116628440. [Epub ahead of print]Vortioxetine. EU Summary of Product Characteristics. 2015. 
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Product_Information/human/002717/WC500159449.pdf. Accessed October 2015; Baldwin DS et al. 
Future Neurol. 2015;10(2); 79–89.
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29

Baldwin et al. 2016; Journal of Psychopharmacology 1-11

Nausea was the most reported TEAE in 11 
short-term clinical trials with 
vortioxetine

Nausea with Vortioxetine treatment 
was dose dependent

Baldwin et al. J Psychopharmacol. 2016 Feb 9. pii: 0269881116628440. [Epub ahead of print]
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similar effects of pbo on body weight in 
short- and long-term clinical studies1

Short-term treatment
• No clinically relevant weight changes, or differences between treatment groups2–4

– Randomised, double-blind, placebo-controlled, active-referenced studies of vortioxetine (5, 10, 15 
or 20 mg/day) in adults with depression

• In a study in elderly patients with depression, the changes in weight associated with vortioxetine were 
at placebo level5

Long-term treatment  
• In the double-blind period of a relapse-prevention study in depression, the mean weight increase for 

vortioxetine (0.4 kg) was similar to placebo (0.6 kg)6

Vortioxetine seems to be neutral in terms of body weight6

1. Baldwin et al. J Psychopharmacol. 2016 Feb 9. pii: 0269881116628440. [Epub ahead of print]; 2. Boulenger JP et al. Int Clin Psychopharmacol
2014;29:138–149; 3. Alvarez E et al. Int J Neuropsychopharmacol 2012;15,589–600; 4. Henigsberg N et al. J Clin Psychiatry 2012;73(7):953–959; 5. 

Katona C et al. Int Clin Psychopharmacol 2012;27:215–223; 6. European Medicines Agency CHMP. Brintellix (vortioxetine) EPAR. 2013. 
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Public_assessment_report/human/002717/WC500159447.pdf Accessed 

October2015

Sexual dysfunction during vortioxetine
treatment was similar to placebo
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Sexual dysfunction (TEAE reports) 
l Sexual dysfunction during treatment 

with vortioxetine was low and similar to that 
in the placebo group (1.6 vs 0.9%)1

Sexual dysfunction (ASEX scale)
l No difference from placebo for vortioxetine

5–15 mg2

l Increase in TESD from 5 mg to 20 mg 
vortioxetine; no clear dose–response 
relationship1

l Vortioxetine 20 mg was associated with an 
increase in TESD (46%)1

Placebo Vortioxetine 
(5–20 mg)

Duloxetine 
(60 mg)

Incidence of TESD based on ASEX 
scoring1

Duloxetine was included as active reference for study 
validation, not for comparison of effect size

1. Baldwin et al. J Psychopharmacol. 2016 Feb 9. pii: 0269881116628440. [Epub ahead of 
print]http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/medicines/002717

/human_med_001714.jsp&mid=WC0b01ac058001d124. Accessed October 2015
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