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ARTICLE INFO ABSTRACT

Keywords: Background: While case reports and clinical trials reported withdrawal syndrome after reduction and/or
Antidepressants discontinuation of antidepressant drugs, no large study has been conducted to compare the risk between the
Withdrawal syndrome different antidepressants.

5?;?;::;“ Methods: Using data recorded from January 1st, 1988, and December 31st, 2020 in VigiBase®, the World Health
Pharmacovigilance Organization’s Global Individual Case Safety Reports database, we performed disproportionality analysis to

investigate the risk of reporting withdrawal syndrome in patients treated by short half-life antidepressants
compared with patients treated by long half-life antidepressants. In addition, we aimed to better inform clinical
practice by comparing 15 antidepressants for the risk of reporting withdrawal syndrome.

Results: Among the 338,498 reports with antidepressants of interest, we found 15,507 cases of withdrawal
syndrome. Short half-lives antidepressants were associated with an increased risk of reporting a withdrawal
syndrome compared to long half-life antidepressants (ROR 5.38; 95% CI 5.16-5.61). The risk was higher for
18-44 years old (ROR 6.88; 95% CI 6.17-7.62), women (ROR 1.38; 95% CI 1.33-1.43) and patients treated with
Paroxetine, Desvenlafaxine, Venlafaxine and Duloxetine.

Limitations: The limitations of this study stem from the case-reporting process.

Conclusions: This large observational study in a real-world setting suggests that the use of short half-life anti-
depressants increases the risk of reporting withdrawal syndrome compared to long half-life antidepressants.
Among the most common antidepressants, paroxetine and serotonin-noradrenaline reuptake inhibitors are
associated with a greater risk of reporting withdrawal syndrome, while agomelatine and vortioxetine present a
lower risk. Additional studies are needed to corroborate our results.

1. Introduction

Several case reports, supported by numerous quantitative studies,
have highlighted withdrawal syndromes after antidepressants discon-
tinuation, with physical and psychiatric symptoms appearing after drug
discontinuation or decrease. (Fava and Grandi, 1995; Chouinard and
Chouinard, 2015; Blum et al., 2008; Phillips, 1995; Pacheco et al., 1996;

Debattista and Schatzberg, 1995; Perahia et al., 2005) A systematic re-
view mentions that it would concern on average 56% of the patients
treated, with 46% experiencing “severe” symptoms. (Davies and Read,
2019) Some clinical trials have suggested that short half-life antide-
pressants may have a higher risk of withdrawal syndromes than long
half-life antidepressants. (Rosenbaum, 1998; Zajecka et al., 1998;
Bogetto et al., 2002) However, these clinical trials had several
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limitations including outcome misclassification, a very limited panel of
antidepressants, lack of power. (Van Leeuwen et al., 2021a, 2021b)
Moreover, most studies did not use appropriate methods to collect
symptoms and distinguish withdrawal syndromes from rebounds and
recurrence. Recent systematic reviews also mentioned a lack of epide-
miological and socio-demographic data, which could in part be provided
by pharmacovigilance databases. (Fava and Coll, 2015) There is there-
fore a need to further evaluate the risk of withdrawal syndrome in pa-
tients taking antidepressants in a large-scale study including the most
common antidepressants under everyday life conditions. Here, we
compared the risk of reporting withdrawal syndrome between 15 anti-
depressants (Selective Serotonin Reuptake Inhibitors [SSRIs], Serotonin
and Norepinephrine Reuptake inhibitors [SNRIs], and atypical antide-
pressants) and according to their half-life.

2. Materials and methods

A pharmacovigilance study was conducted using VigiBase®, the
World Health Organization’s Global Individual Case Safety Reports
database. (VigiBase 2021) VigiBase® stores adverse drug reactions with
contributions from national pharmacovigilance programs of more than
130 countries. Adverse effects are notified post-marketing by physicians,
patients, and pharmaceutical companies. VigiBase® uses the Medical
Dictionary for Regulatory Activities (MedDRA) to code adverse effects.
In 2021, VigiBase® includes more than 26 million of reports. The
database records patient’s demographics, reporter’s qualification, seri-
ousness of the adverse effect, drugs used at the time of the adverse effect,
a causality assessment for each drug and additional information relevant
to the case. Observational study using such pharmacovigilance data-
bases can be useful for conducting studies on specific clinical outcomes
such as withdrawal syndrome. (Faillie, 2019; Pradhan et al., 2020) A
recent study shown that relative risks obtained from meta-analyses of
clinical trials and from pharmacovigilance studies are well correlated.
(Khouri et al., 2021)

All reports of patients aged > 6 years old treated with antidepres-
sants among SSRIs, SNRIs and atypical antidepressants registered be-
tween January 1st, 1988, and December 31st, 2020, were included.
SSRIs antidepressants included Paroxetine, Fluvoxamine, Citalopram,
Escitalopram, Sertraline and Fluoxetine. SNRIs antidepressants included
Duloxetine, Venlafaxine, Milnacipran and Desvenlafaxine. Finally,
atypical antidepressants included Reboxetine, Mianserin, Agomelatine,
Mirtazapine and Vortioxetine. A case/non-case design was performed
(similar to case-control studies), which assesses drug safety by analyzing
the disproportionality of adverse drugs reactions reports in pharmaco-
vigilance databases, using logistic regressions to calculate reporting
odds ratios (RORs) and their 95% confidence intervals (CIs). Cases were
the risk of reporting a withdrawal syndrome coded as “Antidepressant
discontinuation syndrome”, “Withdrawal syndrome” or “Drug with-
drawal syndrome”. Non-cases (controls) were all other reports.
Reporting Odds Ratios (RORs) are the exposure odds among reported
cases of withdrawal syndrome to the exposure odds among reported
non-case.

Antidepressants were separated into two groups: a short half-lives
group (< 24 h), and a long half-lives group (> 24 h). First, we
compared short half-life antidepressants (including Paroxetine, Flu-
voxamine, Duloxetine, Venlafaxine, Milnacipran, Desvenlafaxine,
Reboxetine, Mianserin and Agomelatine) and long half-life antidepres-
sants (including Citalopram, Escitalopram, Sertraline, Fluoxetine, Mir-
tazapine and Vortioxetine). Second, we aimed to better inform clinical
practice by comparing these 15 antidepressants for the risk of reporting
withdrawal syndrome. As secondary analysis, we include tricyclic an-
tidepressants (Amitriptyline, Clomipramine, Imipramine, Doxepin,
Dosulepin, Nortriptyline) to determine if they were associated with a
greater risk of reporting a withdrawal syndrome compared to short and
long half-life antidepressants.

Sensitivity analyses were conducted to assess the robustness of our
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Table 1
Risk of reporting a withdrawal syndrome for patients treated by SSRIs, SNRIs
and atypical antidepressants (main analysis) and TCA (secondary analyses).

Cases Non- ROR (95%
cases CcI?
Primary analysis (SSRIs, SNRIs and
atypical antidepressants)

Short half-lives antidepressants™* 12,638 145,453 5.38
(5.16-5.61)

Long half-lives antidepressants® 2869 177,538 1 (reference)

Stratification by sex

Women 11,538 218,987 1.38
(1.33-1.43)

Men 3969 104,004 1 (reference)

Stratification by age

6-11 years old 39 1973 2.02
(1.45-2.82)

12-17 years old 235 9893 2.42
(2.05-2.86)

18-44 years old 8562 127,214 6.86
(6.17-7.62)

45-64 years old 5511 110,143 5.1
(4.58-5.67)

65-74 years old 792 35,375 2.28
(2.01-2.58)

> 75 years old 365 37,224 1 (reference)

Sensitivity analyses’

Physician reports only

Short half-lives 2213 59,014 4.42
(4.04-4.83)

Long half-lives 626 73,861 1 (reference)

USA reports only

Short half-lives 8496 57,600 7.05
(6.66-7.46)

Long half-lives 1435 68,544 1 (reference)

From 01.01.2016 to 31.12.2020

Short half-lives 2210 35,099 4.5 (4.14-4.9)

Long half-lives 739 52,783 1 (reference)

Secondary analysis

Short half-lives antidepressants 12,638 145,453 9.15
(8.3-10.09)

Long half-lives antidepressants 2869 177,538 1.7
(1.53-1.88)

TCA® 421 44,343 1 (reference)

Abbreviations: ROR = Reporting Odds Ratios; CI = Confidence Interval; SSRIs =
Serotonin Reuptake Inhibitors; SNRIs = Serotonin and Norepinephrine Reuptake
Inhibitors; TCA = Tricyclic Antidepressants.

# RORs are the exposure odds among reported cases of withdrawal syndrome
to the exposure odds among reported non-cases. We performed logistic re-
gressions to estimate RORs with their 95% CI.

b Short half-life antidepressants group includes: Paroxetine, Fluvoxamine,
Duloxetine, Venlafaxine, Milnacipran, Desvenlafaxine, Reboxetine, Mianserin
and Agomelatine.

¢ Long half-life antidepressants group includes: Citalopram, Escitalopram,
Sertraline, Fluoxetine, Mirtazapine and Vortioxetine.

4 Sensitivity analyses were conducted to assess the robustness of our results.

¢ TCA included in this secondary analysis: Amitriptyline, Clomipramine,
Imipramine, Doxepin, Dosulepin, Nortriptyline.

" eTable 1 in supplementary materials summarizes all the half-lives of the
drugs analyzed in this study.

main analysis, restricting our analysis to physician reports only, to re-
ports from the United States of America only, and to the last 5 years.
Patients’ informed consent was not necessary since data from VigiBase®
were deidentified. The study protocol was registered in the EU-PAS
registry (EUPAS41765).

3. Results

In VigiBase®, 15,507 cases among the 338,498 antidepressant re-
ports registered matched the occurrence of a withdrawal syndrome.
Cases were mainly women (ratio W/M = 2.9), patients aged between 18
and 44 years old (8562 cases, 55.2%). Reports mainly concerned
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Analyses Reporting Odds Ratio (95% CI) ROR (95 % CI) a
Paroxetine - 3.06 (2.95-3.17)
Desvenlafaxine —— 2.20 (2.03-2.38)
Venlafaxine = 2.11 (2.03-2.19)
Duloxetine = 2.01 (1.93-2.09)
Sertraline - 0.48 (0.45-0.51)
Citalopram + 0.35 (0.32-0.38)
Escitalopram + 0.33 (0.30-0.36)
Fluvoxamine = 0.29 (0.24-0.35)
Mirtazapine * 0.20 (0.18-0.23)
Fluoxetine + 0.20 (0.18-0.22)
Milnacipran ~ # 0.16 (0.11-0.24)
Reboxetine = 0.15 (0.09-0.25)
Mianserin + 0.09 (0.06-0.14)
Vortioxetine '+ 0.08 (0.06-0.12)
Agomelatine * 0.05 (0.02-0.10)
0 0.5 1 1.5 2 2.5 3 3.5

Fig. 1. Forest-plot of the association between the risk of reporting a withdrawal syndrome and 15 common antidepressants. Abbreviations: ROR = Reporting Odds
Ratio; CI = confidence interval. ® RORs are the exposure odds among reported cases of withdrawal syndrome to the exposure odds among reported non-cases. We
performed logistic regressions to estimate reporting odds ratios with their 95% CI.

paroxetine (4775 cases [30.8%]), venlafaxine (3618 cases [23.3%]),
duloxetine (3306 cases [21.3%]) and sertraline (1194 cases [7.7%]).
The average time to onset of withdrawal syndrome was shorter for short
half-lives (median of one day) than long half-lives (median of two days).

The risk of reporting a withdrawal syndrome was higher for patients
treated by short half-life antidepressants (ROR 5.38; 95% CI 5.16-5.61)
compared to long-half-life antidepressants. Stratification analyses on sex
and age suggested that the risk was increased for women (ROR 1.38;
95% CI 1.33-1.43 with men as reference), patients aged 18-44 (ROR
6.86; 95% CI 6.17-7.62 with > 75 years old patients as reference) and
patients aged 45-64 (ROR 5.1; 95% CI 4.58-5.67 with > 75 years old
patients as reference). Similar patterns were observed in sensitivity
analyses, particularly when restricting data analyses to physicians re-
ports only (ROR 4.42; 95% CI 4.04-4.83 concerning short-half-life an-
tidepressants). When compared to tricyclic antidepressants (TCA) in a
secondary analysis, the risk of reporting a withdrawal syndrome was
higher for short half-life antidepressants (ROR 9.15; 95% CI 8.3-10.09)
than long half-life antidepressants (ROR 1.7; 95% CI 1.53-1.88) (as
shown in Table 1).

Paroxetine was associated with a higher risk of reporting a with-
drawal syndrome compared to other antidepressants (ROR 3.06; 95% CI
2.95-3.17), followed by Desvenlafaxine (ROR 2.2; 95% CI 2.03-2.38),
Venlafaxine (ROR 2.11; 95% CI 2.03-2.19) and Duloxetine (ROR 2.01;
95% CI 1.93-2.09). Agomelatine and Vortioxetine were associated with
the lowest risks of reporting a withdrawal syndrome (ROR 0.05; 95% CI
0.02-0.10 for Agomelatine an ROR 0.08; 95% CI 0.06-0.12 for Vorti-
oxetine) (as shown in Fig. 1)

4. Discussion/Conclusion

Systematic reviews conducted on withdrawal syndromes after SSRIs
or SNRIs discontinuation highlighted the methodological weaknesses
clinical trials conducted to data. They also mentioned the lack of data
concerning sociodemographic characteristics likely to increase the
occurrence withdrawal syndromes. (Van Leeuwen et al., 2021a, 2021b;
Fava and Coll, 2015; 2018) Our comparative study including more than
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300,000 patients exposed to antidepressants suggests that patients
treated by short half-life antidepressants were twice as likely to report a
withdrawal syndrome as patients treated with long half-life antide-
pressants, especially for 18-65 years old patients, and women. This
distribution may be explained by the fact that prescription rules for
antidepressants in the elderly and pediatric populations are very
different from those in adults. For instance, non-pharmacological
treatments take a very important place in the treatment of depressive
disorders in the pediatric population. When a pharmacological treat-
ment is necessary, it is widely recommended to start with fluoxetine, a
very long half-life antidepressant. (Hetrick et al., 2021) Concerning
elderly populations, dosages are generally reduced compared with adult
population.

SSRIs and SNRIs were especially known to favor the occurrence of a
withdrawal syndrome. This study provides more precise information
about the drugs associated with an increased risk of reporting a with-
drawal syndrome under real-life conditions of use. Thus, Paroxetine,
Desvenlafaxine, Venlafaxine and Duloxetine seemed to be at higher risk
of withdrawal syndrome. On the contrary, Agomelatine and Vortiox-
etine were associated with the lowest risks of reporting a withdrawal
syndrome.

This study has some limitations which stem from the case-reporting
process. For instance, both of Agomelatine and Vortioxetine were mar-
keted recently compared to other drugs. The findings concerning these
two drugs need to be confirmed with more perspective in the future.
However, restricting this study to a homogeneous therapeutic area
(antidepressants) favors the comparison between ROR and risks esti-
mated in meta-analyses. (Khouri et al., 2021) Further studies are needed
to confirm these results, although half-life appears to be a key element in
preventing the occurrence of a withdrawal syndrome, especially in adult
patients. However, other mechanisms, notably pharmacodynamic ones,
are certainly involved. (Blier and Tremblay, 2006; Fava and Cosci, 2019)
They could help to understand why paroxetine was the only SSRI
associated with an increased risk of withdrawal syndrome when
compared to all others, and why patients treated with SNRIs are more
likely to develop a withdrawal syndrome compared to SSRIs and



J.-B. Quilichini et al.

atypical antidepressants. Our results strengthen recent guidelines which
have been published to prevent antidepressant withdrawal syndrome.
(Royal College of Psychiatrist, 2021; Horowitz and Taylor, 2019)
Pending studies, physicians should be aware that paroxetine and SNRIs
should be avoided in patients at high risk of withdrawal syndrome.

CRediT authorship contribution statement

Jean-Baptiste Quilichini: Conceptualization, Data curation,
Writing — original draft, Writing — review & editing. Alexis Revet:
Writing — review & editing. Philippe Garcia: Writing — review & edit-
ing. Régis Bouquié: Writing — review & editing. Jacques Hamard:
Writing — review & editing. Antoine Yrondi: Writing — review & edit-
ing. Francgois Montastruc: Conceptualization, Formal analysis,
Supervision.

Declaration of Competing Interest

The authors have no conflicts of interest to declare.
Acknowledgement

The authors acknowledge the Uppsala Monitoring center (UMC),
which provided and gave permission to use the data analyzed in the
present study. VigiBase® is freely available in our pharmacovigilance
department which is part of the WHO pharmacovigilance network. The
authors are indebted to the National Pharmacovigilance Centers that
contributed data. The opinions and conclusions in this study are not
necessarily those of the various centers or of the WHO or ANSM (Agence
Nationale de Sécurité du Médicament et des produits de santé, France).
The authors acknowledge Samuel Tessier for helping authors to calcu-
late time to onset of the adverse drug reaction.
Statement of Ethics

Patients’ informed consent was not necessary since data from Vig-
iBase® were deidentified. The study protocol was registered in the EU-
PAS registry (EUPAS41765).
Funding Sources

The work was performed during the university research time of the
authors using the database which is available without fees in the
department of the authors
Author Contributions

Dr. Montastruc had full access to all of the data in the study and takes
responsibility for the integrity of the data and the accuracy of the data
analysis.
Concept and design

Jean-Baptiste Quilichini and Francois Montastruc
Acquisition, analysis, or interpretation of data

All authors.
Drafting of the manuscript

Jean-Baptiste Quilichini

Critical revision of the manuscript for important intellectual content

All authors.

192

Journal of Affective Disorders 297 (2022) 189-193
Statistical analysis

Jean-Baptiste Quilichini and Philipe Garcia

Supervision

Francois Montastruc

Data Availability Statement

No additional data available. For legal and ethical reasons,
individual-level patient data cannot be shared by the authors and are
only accessible to authorized researchers after application to the
Uppsala monitoring center.

Supplementary materials

Supplementary material associated with this article can be found, in
the online version, at doi:10.1016/j.jad.2021.10.041.

References

Fava, G., Grandi, S., 1995. Withdrawal syndromes after paroxetine and sertraline
discontinuation. J. Clin. Psychopharmacol. 15, 374-375.

Chouinard, G., Chouinard, V.A., 2015. New classification of selective serotonin reuptake
inhibitor withdrawal. Psychother. Psychosom. 84, 63-71.

Blum, D., Maldonado, J., Meyer, E., Lansberg, M., 2008. Delirium following abrupt
discontinuation of fluoxetine. Clin. Neurol. Neurosurg. 110 (1), 69-70. https://doi.
org/10.1016/j.clineuro.2007.08.016. JanEpub 2007 Oct 29. PMID: 17913343.

Phillips, S., 1995. A possible paroxetine withdrawal syndrome. Am. J. Psychiatry 152,
645-646.

Pacheco, L., Malo, P., Aragues, E., 1996. More cases of paroxetine withdrawal syndrome.
Br. J. Psychiatry 169, 384.

Debattista, C., Schatzberg, A., 1995. Physical symptoms associated with paroxetine
withdrawal. Am. J. Psychiatry 152, 1235-1236.

Perahia, D.G., Kajdasz, D.K., Desaiah, D., Haddad, P.M., 2005. Symptoms following
abrupt discontinuation of duloxetine treatment in patients with major depressive
disorder. J. Affect. Disord. 89 (1-3), 207-212. https://doi.org/10.1016/j.
jad.2005.09.003. DecEpub 2005 Nov 2. PMID: 16266753.

Davies, J., Read, J., 2019. « A systematic review into the incidence, severity and duration
of antidepressant withdrawal effects: are guidelines evidence-based ? ». Addict
Behav. 97, 111-121.

Rosenbaum, J.F., 1998. Maurizio Fava: selective serotonin reuptake inhibitor
discontinuation syndrome: a randomized clinical trial. Biol. Psychiatry 44 (2),
77-87. Jul 15.

Zajecka, John M.D., Fawcett, Jan M.D., Amsterdam, Jay M.D., et al., 1998. Safety of
abrupt discontinuation of fluoxetine: a randomized, placebo-controlled study.

J. Clin. Psychopharmacol. 18 (3), 193-197. June- Volume- Issuep.

Bogetto, F., Bellino, S., Revello, R.B., Patria, L., 2002. Discontinuation syndrome in
dysthymic patients treated with selective serotonin reuptake inhibitors: a clinical
investigation. CNS Drugs 16 (4), 273-283. https://doi.org/10.2165/00023210-
200216040-00006. PMID: 11945110.

Van Leeuwen, E., van Driel, M.L., Horowitz, M.A., Kendrick, T., Donald, M., De Sutter, A.
I.M., Robertson, L., Christiaens, T., 2021a. Stopping long-term antidepressants in
people with depression or anxiety. Cochrane Database Syst. Rev. (Issue 4) https://
doi.org/10.1002/14651858.CD013495.pub2. Art. No.: CD013495. DOL

Van Leeuwen, E., Driel, M.L., Horowitz, M.A., Kendrick, T., Donald, M., De Sutter, A.L M.,
Robertson, L., Christiaens, T., 2021b. Approaches for discontinuation versus
continuation of long-term antidepressant use for depressive and anxiety disorders in
adults. Cochrane Database Syst. Rev. (Issue 4) https://doi.org/10.1002/14651858.
CD013495.pub2. Art. No.: CD013495Accessed 10 June 2021.

Fava, G.A., Coll, 2015. Withdrawal symptoms after Serotonin reuptake inhibitor
discontinuation: systematic review. Psychother. Psychosom. 84 (2), 72-81.

VigiBase: The unique global resource at the heart of the drive for safer use of medicines.
2021 https://www.who-umc.org/vigibase/vigibase/.

Faillie, J.L., 2019. Case-non-case studies: principle, methods, bias and interpretation.
Therapie 74 (2), 225-232. https://doi.org/10.1016/j.therap.2019.01.006. AprEpub
2019 Jan 31. PMID: 30773344.

Pradhan, R., Montastruc, F., Rousseau, V., Patorno, E., Azoulay, L., 2020. Exendin-based
glucagon-like peptide-1 receptor agonists and anaphylactic reactions: a
pharmacovigilance analysis. Lancet Diabetes Endocrinol. 8 (1), 13-14. https://doi.
org/10.1016/52213-8587(19)30382-1. JanEpub 2019 Dec 2. PMID: 31806579.

Khouri, C., Petit, C., Tod, M., Lepelley, M., Revol, B., Roustit, M., Cracowski, J.L., 2021.
Adverse drug reaction risks obtained from meta-analyses and pharmacovigilance
disproportionality analyses are correlated in most cases. J. Clin. Epidemiol. 134,
14-21. https://doi.org/10.1016/j.jclinepi.2021.01.015. JunEpub 2021 Jan 26.
PMID: 33508405.


https://doi.org/10.1016/j.jad.2021.10.041
http://refhub.elsevier.com/S0165-0327(21)01125-3/sbref0001
http://refhub.elsevier.com/S0165-0327(21)01125-3/sbref0001
http://refhub.elsevier.com/S0165-0327(21)01125-3/sbref0002
http://refhub.elsevier.com/S0165-0327(21)01125-3/sbref0002
https://doi.org/10.1016/j.clineuro.2007.08.016
https://doi.org/10.1016/j.clineuro.2007.08.016
http://refhub.elsevier.com/S0165-0327(21)01125-3/sbref0004
http://refhub.elsevier.com/S0165-0327(21)01125-3/sbref0004
http://refhub.elsevier.com/S0165-0327(21)01125-3/sbref0005
http://refhub.elsevier.com/S0165-0327(21)01125-3/sbref0005
http://refhub.elsevier.com/S0165-0327(21)01125-3/sbref0006
http://refhub.elsevier.com/S0165-0327(21)01125-3/sbref0006
https://doi.org/10.1016/j.jad.2005.09.003
https://doi.org/10.1016/j.jad.2005.09.003
http://refhub.elsevier.com/S0165-0327(21)01125-3/sbref0008
http://refhub.elsevier.com/S0165-0327(21)01125-3/sbref0008
http://refhub.elsevier.com/S0165-0327(21)01125-3/sbref0008
http://refhub.elsevier.com/S0165-0327(21)01125-3/sbref0009
http://refhub.elsevier.com/S0165-0327(21)01125-3/sbref0009
http://refhub.elsevier.com/S0165-0327(21)01125-3/sbref0009
http://refhub.elsevier.com/S0165-0327(21)01125-3/sbref0010
http://refhub.elsevier.com/S0165-0327(21)01125-3/sbref0010
http://refhub.elsevier.com/S0165-0327(21)01125-3/sbref0010
https://doi.org/10.2165/00023210-200216040-00006
https://doi.org/10.2165/00023210-200216040-00006
https://doi.org/10.1002/14651858.CD013495.pub2
https://doi.org/10.1002/14651858.CD013495.pub2
https://doi.org/10.1002/14651858.CD013495.pub2
https://doi.org/10.1002/14651858.CD013495.pub2
http://refhub.elsevier.com/S0165-0327(21)01125-3/sbref0014
http://refhub.elsevier.com/S0165-0327(21)01125-3/sbref0014
https://www.who-umc.org/vigibase/vigibase/
https://doi.org/10.1016/j.therap.2019.01.006
https://doi.org/10.1016/S2213-8587(19)30382-1
https://doi.org/10.1016/S2213-8587(19)30382-1
https://doi.org/10.1016/j.jclinepi.2021.01.015

J.-B. Quilichini et al.

Fava, G.A., Coll, 2018. Withdrawal symptoms after serotonin-noradrenaline reuptake
inhibitor discontinuation: systematic review. Psychother. Psychosom. 87 (4),
195-203. + supplements: 24 pages.

Hetrick, S.E., McKenzie, J.E., Bailey, A.P., Sharma, V., Moller, C.I., Badcock, P.B., Cox, G.
R., Merry, S.N., Meader, N., 2021. New generation antidepressants for depression in
children and adolescents: a network meta-analysis. Cochrane Database Syst. Rev.
(Issue 5) https://doi.org/10.1002/14651858.CD013674.pub2. Art. No.: CD013674.
DOL

Blier, P., Tremblay, P., 2006. Physiologic mechanisms underlying the antidepressant
discontinuation syndrome. J. Clin. Psychiatry 67 (Suppl 4), 8-13. PMID: 16683857.

193

Journal of Affective Disorders 297 (2022) 189-193

Fava, G.A., Cosci, F., 2019 Nov 26. Understanding and managing withdrawal syndromes
after discontinuation of antidepressant drugs. J. Clin. Psychiatry 80 (6). https://doi.
0rg/10.4088/JCP.19com12794, 19com12794PMID: 31774947.

Royal College of Psychiatrist: Stopping antidepressants 2021 (https://www.rcpsych.ac.
uk/mental-health/treatments-and-wellbeing/stopping-antidepressants).

Horowitz, M.A., Taylor, D., 2019. Tapering of SSRI treatment to mitigate withdrawal
symptoms. Lancet Psychiatry 6 (6), 538-546. https://doi.org/10.1016/52215-0366
(19)30032-X. JunEpub 2019 Mar 5. PMID: 30850328.


http://refhub.elsevier.com/S0165-0327(21)01125-3/sbref0019
http://refhub.elsevier.com/S0165-0327(21)01125-3/sbref0019
http://refhub.elsevier.com/S0165-0327(21)01125-3/sbref0019
https://doi.org/10.1002/14651858.CD013674.pub2
http://refhub.elsevier.com/S0165-0327(21)01125-3/sbref0021
http://refhub.elsevier.com/S0165-0327(21)01125-3/sbref0021
https://doi.org/10.4088/JCP.19com12794
https://doi.org/10.4088/JCP.19com12794
https://www.rcpsych.ac.uk/mental-health/treatments-and-wellbeing/stopping-antidepressants
https://www.rcpsych.ac.uk/mental-health/treatments-and-wellbeing/stopping-antidepressants
https://doi.org/10.1016/S2215-0366(19)30032-X
https://doi.org/10.1016/S2215-0366(19)30032-X

	Comparative effects of 15 antidepressants on the risk of withdrawal syndrome: A real-world study using the WHO pharmacovigi ...
	1 Introduction
	2 Materials and methods
	3 Results
	4 Discussion/Conclusion
	CRediT authorship contribution statement
	Declaration of Competing Interest
	Acknowledgement
	Statement of Ethics
	Funding Sources
	Author Contributions
	Concept and design
	Acquisition, analysis, or interpretation of data
	Drafting of the manuscript
	Critical revision of the manuscript for important intellectual content
	Statistical analysis
	Supervision
	Data Availability Statement
	Supplementary materials
	References


