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Editorial on the Research Topic
Safety and side effects of psychotropic medications, volume Il

The safety and tolerability of psychotropic medications have always been a significant
concern within the realm of mental health treatment (1, 2). Over recent years, there has
been a noticeable uptick in the collection of evidence-based data and dedicated research
endeavors aimed at gaining a more comprehensive understanding of the advantages and
drawbacks tied to these medications (3, 4). This surge in empirical research has empowered
healthcare providers to make more informed decisions when prescribing psychotropic drugs
and personalizing treatment plans to meet each patient’s unique needs (5, 6). Furthermore,
research has been actively engaged in a collaborative effort to devise new strategies and
medications boasting enhanced safety profiles and reduced adverse drug reactions (ADRs)
(7, 8). As the field continually evolves, the focus on patient safety and the fine-tuning
of psychotropic treatments remains an overarching priority, with the ultimate goal of
improving mental health outcomes for individuals worldwide (9, 10).

Therefore, following the first volume of this Research Topic (11), our objective was to
compile articles that delve into the safety and ADRs of psychotropic medications. We invited
contributions from all sources that could potentially provide fresh insights and evidence to
this critical subject matter.

Akbarzadeh et al. evaluated the effect of adding an extract of the plant Alpinia galanga,
known for enhancing sexual function, to the treatment of adult males taking selective
serotonin reuptake inhibitors (SSRIs) with the goal to improve SSRI-induced erectile
dysfunction. They designed a triple-blind randomized clinical trial involving 60 adult male
participants on SSRIs, receiving 500 mg of Alpinia galanga extract or placebo, and adding
Alpinia galanga to the SSRIs treatment seems to be a promising approach to alleviate the
SSRI-related sexual dysfunction in male.

Kimura et al. conducted a systematic review aimed to assess the heart safety of
escitalopram in comparison to a placebo for patients with underlying cardiovascular issues
(12). The analysis included five randomized controlled trials with a total of 773 participants.
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Escitalopram did not significantly increase the risk of major
adverse cardiovascular events, medication discontinuation, or
QTc prolongation when compared to a placebo in patients with
underlying cardiovascular disease.

Bonnett commented on a previous article (13) about the more
attention needed in prescribing SSRIs during COVID-19 adding
interesting discussion points. In particular, in the light of the
increased SSRIs prescription trend in coronavirus infections (i.e.,
fluvoxamine) it should also be considered the potential occurrence
of an anxiety/jitteriness syndrome (AJS, also known as “activation
syndrome”) as a common ADR of SSRIs. Therefore, the AJS might
be mistakenly identified as neuropsychiatric or gastrointestinal
symptoms of COVID-19 or as a worsening of an existing COVID-
19 condition.

The team led by Xu et al. conducted a systematic review
between the citalopram plasma concentration and treatment
outcomes in depression. The review did not establish a clear
correlation between citalopram plasma concentration and clinical
or cost-related outcomes, but there was some limited evidence
hinting at improved treatment effectiveness in patients with plasma
concentrations above 50 or 53 ng/mL.

Xiang et al. aimed to examine the impact of a Chinese
policy implemented on September 1, 2019, which classified
oxycodone/acetaminophen as a psychotropic medicine due to its
history of misuse, with the goal to regulate its use in medical
institutions. Through a prescription data analysis from five tertiary
hospitals in Xi’an city over 42 months, authors concluded that the
stricter regulation of oxycodone/acetaminophen helped reduce the
risk of misuse among short-term drug users.

In another retrospective analysis run in a long-term hospital
with chronic schizophrenia patients with co-existing type 2
diabetes who were prescribed olanzapine or risperidone as
primary antipsychotic medication with or without co-prescribing
aripiprazole (Liu et al.). Liu et al. compared various parameters
between the two groups and assessed the factors influencing
prolactin levels. The results showed that the co-aripirazole group
had significantly higher levels of fasting blood glucose, blood uric
acid, cholesterol, and triglycerides, but there was no difference in
prolactin levels between the two groups.

An EUDRAVigilance dataset screening led by Cicala et al.
aimed to provide a more comprehensive understanding of the
safety and tolerability of paliperidone palmitate (PP) using real-
world pharmacovigilance data. This analysis of 8,152 reports
suggested that the safety and tolerability profiles of PP are
generally consistent with other second generation long- acting
anitpychotics, with only higher probabilities of reporting specific
ADRs in PP-related reports, particularly related to sexual
dysfunctions, haemodynamic edema, effusions, fluid overload, and
fertility disorders.

According to a nationwide retrospective study between 1998
and 2019 in Australia conducted by Alsaleh et al. potential errors
in the administration of psychotropic drugs are a common cause
of hospitalization in Australia, often requiring overnight stays. The
concerning prevalence of such errors among individuals aged 20-
39 years underscores the need for further investigation and research
to understand the risk factors associated with hospitalization due to
psychotropic drug administration errors.
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Hamasaki and Yanai conducted a retrospective cohort study
with the aim to investigate the impact of psychotropic drug use
on handgrip strength and hospitalization in individuals with type 2
diabetes. Authors concluded that the use of psychotropic drugs may
increase the likelihood of repeated hospitalizations among patients
with type 2 diabetes. Morevoer, the study suggests that skeletal
muscle strength, as reflected by handgrip strength, may have a
role in reducing the risk of hospitalization in individuals receiving
psychotropic drug treatment.

The study by Joung investigated the gender differences in
ADRs associated with zolpidem, with data from the Korea
voluntary adverse drug events reporting system (KAERS) for the
years 2015-2019. Of all the ADRs with gender differences in
reporting risk, somnambulism stood out as the most consistent
and substantial difference. This suggests that women may have
a higher susceptibility to somnambulism, which is a potentially
serious adverse effect associated with zolpidem.

While psychopharmacological research has already generated a
substantial amount of data on numerous facets, we contend that the
clinical perspectives presented in these articles offer a practical and
innovative viewpoint that could lead to a more precise allocation
of resources, piquing the interest of both clinicians and researchers
(14, 15). In light of the psychopharmacological trends discussed in
the collected papers, it is crucial to underscore the pressing need
for a deeper exploration of ADRs associated with psychotropic
medications. The findings compiled in this Research Topic do not
discourage the use of psychotropic drugs but rather advocate for
their thoughtful and informed prescription.

Author contributions

RF: Conceptualization, Data curation, Writing - original
draft. MSo: Conceptualization, Writing - review & editing. MSh:
Conceptualization, Writing - review & editing.

Funding

The author(s) declare that no financial support was received for
the research, authorship, and/or publication of this article.

Conflict of interest

The authors declare that the research was conducted in the
absence of any commercial or financial relationships that could be
construed as a potential conflict of interest.

The author(s) declared that they were an editorial board
member of Frontiers, at the time of submission. This had no impact
on the peer review process and the final decision.

Publisher’s note

All claims expressed in this article are solely those of the
authors and do not necessarily represent those of their affiliated
organizations, or those of the publisher, the editors and the
reviewers. Any product that may be evaluated in this article, or
claim that may be made by its manufacturer, is not guaranteed or
endorsed by the publisher.

frontiersin.org


https://doi.org/10.3389/fpsyt.2023.1326118
https://doi.org/10.3389/fpsyt.2023.1095244
https://doi.org/10.3389/fpsyt.2023.1144573
https://doi.org/10.3389/fphar.2023.1079972
https://doi.org/10.3389/fpsyt.2023.1124691
https://doi.org/10.3389/fpsyt.2023.1124691
https://doi.org/10.3389/fpsyt.2023.1130636
https://doi.org/10.3389/fphar.2023.1149500
https://doi.org/10.3389/fcdhc.2023.1181998
https://doi.org/10.3389/fphar.2023.1256245
https://www.frontiersin.org/journals/psychiatry
https://www.frontiersin.org

de Filippis et al.

References

1. de Filippis R, De Fazio P, Gaetano R, Steardo L, Cedro C, Bruno A, et al. Current
and emerging long-acting antipsychotics for the treatment of schizophrenia. Expert
Opin Drug Saf. (2021) 20:771-90. doi: 10.1080/14740338.2021.1910674

2. Shalbafan M, Malekpour F, Tadayon Najafabadi B, Ghamari K, Dastgheib S-A,
Mowla A, et al. Fluvoxamine combination therapy with tropisetron for obsessive-
compulsive disorder patients: a placebo-controlled, randomized clinical trial. J
Psychopharmacol. (2019) 33:1407-14. doi: 10.1177/0269881119878177

3. Magliocco E de Filippis R, Aloi M, Staltari FA, Gaetano R, Segura-Garcia C, et al.
Second-generation long-acting injections anti-psychotics improve executive functions
in patients with schizophrenia: a 12-month real-world study. Int J Psychiatry Clin Pract.
(2020) 24:201-7. doi: 10.1080/13651501.2020.1737134

4. de Filippis R, Staltari FA, Aloi M, Carbone EA, Rania M, Destefano L,
et al. Effectiveness of SGA-LAIs on clinical, cognitive, and social domains in
schizophrenia: results from a prospective naturalistic study. Brain Sci. (2023)
13:577. doi: 10.3390/brainscil 3040577

5. de Filippis R, Soldevila-Matias P, De Fazio P, Guinart D, Fuentes-Durd I, Rubio
JM, et al. Clozapine-related drug reaction with eosinophilia and systemic symptoms
(DRESS) syndrome: a systematic review. Expert Rev Clin Pharmacol. (2020) 13:875-
83. doi: 10.1080/17512433.2020.1787831

6. de Filippis R, Kane JM, Kuzo N, Spina E, De Sarro G, de Leon J, et al.
Screening the European pharmacovigilance database for reports of clozapine-
related DRESS syndrome: 47 novel cases. Eur Neuropsychopharmacol. (2022) 60:25-
37. doi: 10.1016/j.euroneuro.2022.04.009

7. Schoretsanitis G, de Filippis R, Brady BM, Homan P, Suppes T, Kane
JM. Prevalence of impaired kidney function in patients with long-term lithium
treatment: a systematic review and meta-analysis. Bipolar Disord. (2022) 24:264-
74. doi: 10.1111/bdi.13154

8. Araminia B, Shalbafan M, Mortezaei A, Shirazi E, Ghaffari S, Sahebolzamani
E, et al. L-Carnosine combination therapy for major depressive disorder: a

Frontiersin Psychiatry

03

10.3389/fpsyt.2023.1326118

randomized, double-blind, placebo-controlled trial. J Affect Disord. (2020) 267:131-
6. doi: 10.1016/j.jad.2020.02.020

9. Ojeahere MI, de Filippis R, Ransing R, Karaliuniene R, Ullah I, Bytygi DG, et al.
Management of psychiatric conditions and delirium during the COVID-19 pandemic
across continents: lessons learned and recommendations. Brain, Behav Immun Heal.
(2020) 9:100147. doi: 10.1016/j.bbih.2020.100147

10. Ghajar A, Khoaie-Ardakani MR, Shahmoradi Z, Alavi AR, Afarideh M,
Shalbafan MR, et al. L-carnosine as an add-on to risperidone for treatment of negative
symptoms in patients with stable schizophrenia: a double-blind, randomized placebo-
controlled trial. Psychiatry Res. (2018) 262:94-101. doi: 10.1016/j.psychres.2018.02.012

11. de Filippis R, Solerdelcoll M, Shalbafan M.
and side effects of psychotropic medications. Front
14:1148158. doi: 10.3389/fpsyt.2023.1148158

Editorial:
Psychiatry.

safety
(2023)

12. Kimura K, Narita H, Imai H, Akiyama H, Ishikawa S, Sawagashira
R, et al. Cardiovascular adverse reactions associated with escitalopram in
patients with underlying cardiovascular diseases: a systematic review and
meta-analysis. Front Psychiatry. (2023) 14:1248397. doi: 10.3389/fpsyt.2023.124
8397

13. Borovcanin MM, Vesic K, Balcioglu YH, Mijailovi¢ NR. Prescription of selective
serotonin reuptake inhibitors in COVID-19 infection needs caution. Front Psychiatry.
(2022) 13:1052710. doi: 10.3389/fpsyt.2022.1052710

14. Rosson S, de Filippis R, Croatto G, Collantoni E, Pallottino S, Guinart D,
et al. Brain stimulation and other biological non-pharmacological interventions in
mental disorders: an umbrella review. Neurosci Biobehav Rev. (2022) 139:104743.
doi: 10.1016/j.neubiorev.2022.104743

15. Guinart D, Misawa F Rubio JM, Pereira ], de Filippis R, Gastaldon
C, et al. systematic review and pooled, patient-level analysis of predictors of
mortality in neuroleptic malignant syndrome. Acta Psychiatr Scand. (2021) 144:329-
41. doi: 10.1111/acps.13359

frontiersin.org


https://doi.org/10.3389/fpsyt.2023.1326118
https://doi.org/10.1080/14740338.2021.1910674
https://doi.org/10.1177/0269881119878177
https://doi.org/10.1080/13651501.2020.1737134
https://doi.org/10.3390/brainsci13040577
https://doi.org/10.1080/17512433.2020.1787831
https://doi.org/10.1016/j.euroneuro.2022.04.009
https://doi.org/10.1111/bdi.13154
https://doi.org/10.1016/j.jad.2020.02.020
https://doi.org/10.1016/j.bbih.2020.100147
https://doi.org/10.1016/j.psychres.2018.02.012
https://doi.org/10.3389/fpsyt.2023.1148158
https://doi.org/10.3389/fpsyt.2023.1248397
https://doi.org/10.3389/fpsyt.2022.1052710
https://doi.org/10.1016/j.neubiorev.2022.104743
https://doi.org/10.1111/acps.13359
https://www.frontiersin.org/journals/psychiatry
https://www.frontiersin.org

	Editorial: Safety and side effects of psychotropic medications, volume II
	Author contributions
	Funding
	Conflict of interest
	Publisher's note
	References


