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Abstract

Suicide remains a significant global health concern, often linked to psychiatric conditions such as
depression and anxiety. Sedative-hypnotic and antidepressant medications are widely prescribed to
manage these conditions, yet their relationship with suicide attempts is complex and controversial. This
narrative review explores the risk of suicide attempts associated with sedative-hypnotics, such as
benzodiazepines and non-benzodiazepine sleep aids, and antidepressants, particularly selective
serotonin reuptake inhibitors (SSRIs). Evidence suggests that both classes of medications may elevate
suicide risk in certain populations, especially during treatment initiation or abrupt discontinuation.
Sedative-hypnotics are implicated in increased impulsivity and withdrawal symptoms, while
antidepressants are associated with heightened suicidal ideation, particularly in youth under 25 years.
The benefit-risk profile of these medications varies significantly with factors like dosage, treatment
duration, and individual patient characteristics. Effective mitigation strategies include cautious
prescribing, close monitoring, and integration of non-pharmacologic interventions. Future research
should focus on longitudinal and controlled studies to better understand the mechanisms underlying
these risks and to inform personalized treatment approaches.
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Introduction

Suicide remains a significant public health concern
worldwide, with millions of individuals affected by
suicidal ideation and attempts each year. The
complexities of mental health disorders, particularly
depression and anxiety, often lead to the
prescription of pharmacological treatments such as
sedative hypnotics and antidepressants. These
medications are designed to alleviate symptoms and
improve the quality of life for individuals struggling
with mental health issues. However, their
relationship with suicidal behavior is a topic of
ongoing debate and research (1).

Sedative hypnotics, which encompass a variety of
medications such as benzodiazepines and non-
benzodiazepine sleep aids, are frequently prescribed
by healthcare professionals for the purpose of
managing conditions like insomnia and anxiety
disorders over a short-term period. While it is true
that these medications can offer rapid relief from
such troubling symptoms, there have been growing
concerns and discussions within the medical
community regarding their potential to not only
exacerbate but also amplify suicidal thoughts and
behaviors in susceptible individuals (2).

The sedative effects produced by these drugs may
effectively obscure or conceal any underlying mood
disorders, creating a deceptive sense of security for
the individuals taking them, which can ultimately
lead to an increased risk of self-harm, especially
when the medication is either discontinued or when
the patient develops a tolerance to the drug effects.
This complex interplay between medication and
mental health necessitates a careful assessment by
healthcare providers, who must weigh the
immediate benefits against the long-term risks to
ensure that patients receive appropriate support and
monitoring throughout their treatment journey (3).

Antidepressants, particularly selective serotonin
reuptake inhibitors (SSRIs), along with various
other classes of antidepressant drugs, have gained
widespread acceptance and utilization in the clinical
practice as a primary approach for managing and
treating major depressive disorder as well as anxiety
disorders. While it is true that these medications can
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demonstrate  considerable  effectiveness  in
alleviating the symptoms associated with depression
and in diminishing the presence of suicidal ideation,
it is important to recognize that their overall
influence on the risk of suicide presents a
multifaceted and complex picture that requires
careful consideration (4).

Several research studies have indicated that there
may be a paradoxical increase in the prevalence of
suicidal thoughts and behaviors, particularly among
younger populations, during the early stages of
treatment with antidepressants, which can lead to
alarming and unintended consequences. This
phenomenon underscores the critical importance of
engaging in thorough and vigilant monitoring of
patients, as well as fostering a more nuanced and
sophisticated understanding of the ways in which
these medications exert their effects on individuals
who are at various points throughout their treatment
period (5).

The interplay between sedative hypnotics,
antidepressants, and the risk of suicide attempts is
multifaceted. Factors such as dosage, duration of
use, patient demographics, and the presence of co-
occurring mental health disorders all contribute to
the overall risk profile. Moreover, the potential for
drug interactions and the impact of withdrawal
symptoms must also be considered when evaluating
the safety of these medications in vulnerable
populations (5, 6).

Understanding the  mechanisms of these
medications is essential, as it can help clinicians to
better tailor treatment plans and provide appropriate
support for those who may be at heightened suicide
risk during their initial phases of therapy (7).

In this narrative review, we aim to explore the risk
of suicide attempts in patients taking sedative
hypnotics and antidepressant drugs. We will analyze
the evidence surrounding the relationship between
these medications and suicidal behavior, focusing
on the underlying mechanisms that may contribute
to increased risk. By examining the nuances of this
relationship, we hope to provide insights for
clinicians and researchers that can inform treatment
decisions and improve patient outcomes.
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Methodology

This narrative review is based on a comprehensive
literature search conducted on 21 November 2024 in
the Medline and Cochrane databases. Utilizing
medical subject headings (MeSH) and relevant
keywords, the search aimed to identify studies
examining the risk of suicide attempts associated
with the wuse of sedative-hypnotics and
antidepressant drugs. To ensure thoroughness, a
manual search was also conducted using Google
Scholar, and the reference lists of identified papers
were reviewed to locate additional relevant studies.
The review focused on articles addressing the
incidence, mechanisms, risk factors, and mitigation
strategies related to suicidal behavior in patients
using these medications. No restrictions were
applied regarding publication date, language,
participant age, or type of publication, ensuring a
broad and inclusive exploration of the available
literature.

Discussion
Suicide risk and sedative hypnotics

The relationship between sedative-hypnotic
medications and suicide risk is complex, shaped by
a combination of pharmacological effects, patient-
specific factors, and underlying psychiatric
conditions. Current evidence suggests an
association between these medications and suicidal
behaviors, but confounding factors make it difficult
to draw definitive conclusions about causation (3).

Studies investigating benzodiazepines and suicide
highlight their potential to elevate risk, especially in
high doses or among vulnerable populations. For
instance, naturalistic studies report a twofold
increase in suicide risk associated with high-dose
benzodiazepine use, even after adjusting for illness
severity and adherence (8). Laboratory research
further suggests that benzodiazepines may
exacerbate impulsivity, a key mediator of suicidal
behavior. In one controlled study, individuals who
received a 10 mg dose of diazepam were
significantly more likely to exhibit self-aggressive
behaviors compared to those given placebo (9). This
disinhibition  effect could explain  why
benzodiazepines are disproportionately implicated
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in suicidal events across various clinical and
demographic groups.

Benzodiazepines may also contribute to suicidality
through withdrawal or rebound symptoms,
particularly anxiety and insomnia, which are well-
established risk factors for suicide. Sudden dose
reductions or discontinuation can lead to heightened
psychological distress, compounding pre-existing
vulnerabilities in at-risk patients. Additionally, the
sedative properties of benzodiazepines make them a
common agent in intentional overdoses, further
increasing their association with suicide attempts
and deaths. This pharmacological toxicity
underscores the need for cautious prescribing
practices, particularly in patients with a history of
suicidal ideation or behaviors (10).

Hypnotics, including benzodiazepine receptor
agonists and "Z-drugs," show similar associations
with suicide. Epidemiological studies have reported
increased odds of suicide among users of these
medications, even after controlling confounding
factors such as insomnia and psychiatric
comorbidities. For example, a Taiwanese study
found a significant association between zolpidem
use and suicide attempts, with an adjusted odds ratio
of 2.08 (11). This risk appears to extend beyond
benzodiazepines, as newer hypnotics, such as
suvorexant, have also been linked to dose-
dependent suicidal ideation in clinical trials (12).
Mechanistically, these agents may induce
disinhibition, parasomnias, or states of confusion,
potentially triggering self-harm behaviors in
susceptible individuals (10).

However, not all findings are consistent, and some
studies point to protective effects of sedative-
hypnotics in specific contexts. By alleviating
insomnia and anxiety, these medications can reduce
psychological distress, potentially lowering suicide
risk in some patients. This duality—where sedative-
hypnotics can both increase and decrease suicide
risk depending on the context—emphasizes the
importance of patient-specific risk assessments (1).

Regulatory actions reflect the uncertain risk-benefit
profile of sedative-hypnotics. The U.S. Food and
Drug Administration (FDA) mandates suicide risk
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warnings on hypnotic labels, citing evidence of
dose-dependent associations with suicidal ideation.
Despite these precautions, the lack of large-scale
trials explicitly designed to assess suicide outcomes
leaves gaps in understanding. Available data often
rely on observational designs, which, while
valuable, are prone to confounding factors. Patients
prescribed sedative-hypnotics are more likely to
have severe psychiatric conditions or substance use
disorders, both of which independently increase
suicide risk. These limitations highlight the need for
controlled studies to disentangle the effects of the
medications from those of the underlying disorders
they are prescribed to treat (6).

Importantly, certain subgroups may face heightened
risks. Older adults, for example, show increased
rates of suicide following hypnotic use, potentially
due to age-related changes in pharmacokinetics and
pharmacodynamics (13). In contrast, younger
individuals may be more vulnerable to disinhibitory
effects, particularly when using high-potency agents
like alprazolam (14). These findings suggest that the
safety profile of sedative-hypnotics varies
significantly across populations, necessitating
tailored prescribing practices.

Mitigating the suicide risk associated with sedative-
hypnotics  requires  multifaceted  strategies.
Clinicians should prioritize the lowest effective
doses, avoid abrupt discontinuation, and carefully
monitor patients during treatment initiation and
tapering phases. Non-pharmacologic interventions,
such as cognitive-behavioral therapy for insomnia
(CBT-I), offer safer alternatives for managing sleep
disturbances and should be considered as first-line
treatments where appropriate.  Additionally,
integrating suicide prevention measures, such as
safety planning and restriction of access to means,
into routine care for patients receiving sedative-
hypnotics is essential (10).

Future research should focus on clarifying the
mechanisms by which sedative-hypnotics influence
suicidality. Longitudinal studies with rigorous
adjustment for confounding variables are needed to
establish causal relationships. Comparative trials
assessing the safety profiles of different agents
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within this drug class could also guide clinical
decision-making. Finally, exploring biomarkers of
vulnerability to adverse effects may enable
personalized treatment approaches, reducing risks
while preserving therapeutic benefits.

In conclusion, sedative-hypnotics are associated
with an elevated risk of suicidal behaviors, but the
nature of this relationship remains complex and
context-dependent. While these medications may
exacerbate suicidality in some patients, they can
also provide relief from insomnia and anxiety,
reducing distress in others. Optimizing their use
requires careful patient selection, close monitoring,
and an emphasis on non-pharmacologic alternatives
wherever possible. Balancing these considerations
will be critical to improving outcomes for patients
at risk of both insomnia and suicide.

Suicide risk and antidepressants

Antidepressants play a critical role in the treatment
of depressive disorders but are associated with an
increased risk of suicidal events, particularly in
younger individuals. This relationship has been
extensively investigated through clinical trials and
observational studies, producing mixed findings.
While antidepressants provide significant benefits
to many patients, understanding and mitigating the
associated risks remains a priority in clinical
practice (5).

The link between antidepressant uses and suicidal
behavior has been most clearly demonstrated in
youth and adults under 25. A meta-analysis of 24
randomized clinical trials (RCTs) found that
antidepressant use increased the risk of suicidal
events in depressed youth with an odds ratio (OR)
of 1.66 and across all indications (OR = 1.95) (15).
An FDA meta-analysis showed a higher risk for
individuals under 25 (OR = 1.62), reduced risk for
those aged 25-64 (OR = 0.87), and a protective
effect in adults over 65 (OR = 0.37) (16). Another
meta-analysis of 27 RCTs reported a 0.7% absolute
increase in suicidal events in the antidepressant
group compared to placebo, with a 1.7-fold
increased risk. However, the benefit-risk balance
remained favorable, with 11 times more adolescents
responding positively to antidepressants than
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experiencing a suicidal event (17). A Cochrane
review also reported increased risk (OR = 1.6) but
noted 4.5 times more clinical remissions than
suicidal events (18). These findings underscore the
importance of contextualizing the risks of
antidepressant treatment within the broader
framework of clinical benefits. While there is a
measurable increase in suicidal events among youth,
the overall therapeutic advantages for the majority
of treated individuals highlight the need for careful
patient  selection,  monitoring, and  risk
communication

Youth-specific vulnerabilities may explain their
heightened risk. Developmental factors, including
immature prefrontal cortical development and
altered serotonergic receptor densities, contribute to
impulsivity and emotional dysregulation, which
may amplify the risk of suicidality during
antidepressant  treatment (19).  Additionally,
younger individuals metabolize antidepressants
more rapidly, which can lead to suboptimal drug
levels at standard doses or withdrawal symptoms at
lower doses (20). Pharmacologically induced mania
or mixed depressive states, which are more
prevalent in adolescents and young adults, are also
linked to increased suicide risk (21). Sleep
disturbances, a common side effect of many
antidepressants, further compound this risk, given
the well-established association between insomnia
and suicidal behavior (22). These findings suggest
the need for cautious dosing and close monitoring in
younger populations to manage these unique risks
effectively.

Observational  pharmacoepidemiologic  studies
provide a contrasting perspective to RCTs by
analyzing large, real-world datasets. Most of these
studies demonstrate a protective relationship
between regional antidepressant use and suicide
rates. This was observed exclusively with SSRI
prescriptions, while a greater proportion of tricyclic
antidepressants correlated with higher suicide rates
(23). Between 1990 and 2000, it was revealed that a
1% increase in antidepressant prescriptions has been
associated with a 0.23 per 100,000 reductions in
suicide rates, especially in youth (24). Furthermore,
prolonged treatment durations exceeding six months
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are associated with lower suicide attempt rates
compared to shorter treatment courses (25).
However, these findings are not universal. A
Finnish study reported a significant relation
between the rate of suicide attempts and SSRI
administration (26). Another report pointed to
increased suicide risks immediately following the
initiation of antidepressant therapy, particularly
within the first week and during dose escalations
(27). These early risks may indicate underlying
disease severity or the time lag before therapeutic
effects emerge.

The association between antidepressant use and
suicide attempts in cross-sectional studies may be
influenced by confounding factors, such as the
severity of underlying conditions. In a previous
study, suicide attempts often  preceded
antidepressant initiation, and attempt rates declined
after treatment began (28). A large propensity-
matched study showed the association between
antidepressant use and suicide attempts disappeared
after accounting for confounders (29). However,
some  case-control  studies  have  linked
antidepressants to increased suicide risk in youth
(30), a finding inconsistent with low rates of
antidepressant toxicology in postmortem samples
(31). Higher antidepressant doses have been
associated with suicidal behavior, potentially
reflecting more severe or refractory conditions in
those patients (32).

The introduction of the U.S. Food and Drug
Administration's (FDA) "Black Box Warning" in
2004 marked a turning point in the perception and
management of antidepressant-associated
suicidality. The warning highlighted the increased
risk of suicidal events in youth, leading to a
significant reduction in antidepressant prescriptions
in adolescents and young adults. This decline in
prescribing was paralleled by decreases in
depression diagnoses and mental health care visits,
as well as an increase in youth suicide rates in
several countries (33-36). These unintended
consequences emphasize the importance of
balancing risk communication with continued
access to effective treatments. Restricting
antidepressant use without offering alternative
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interventions may leave many young people
untreated, heightening their vulnerability to
depressive symptoms and suicidality.

Suicidal events are not evenly distributed across all
patients taking antidepressants. Certain subgroups
are at significantly higher risk, including individuals
with pre-existing suicidal ideation, nonsuicidal self-
injury, family conflict, substance use disorders, or
treatment resistance (37). Moreover, higher initial
doses of antidepressants are associated with an
increased risk of self-harm, particularly in
adolescents and young adults (38). Differences in
suicidal event rates across antidepressant classes
and agents have also been reported, with SSRIs
generally posing lower risks compared to tricyclic
antidepressants or certain atypical agents. For
example, studies have identified venlafaxine and
mirtazapine as having higher associated risks of
suicidal behavior than citalopram or fluoxetine (4,
39). These findings underscore the need for
personalized treatment plans that account for
individual risk factors and medication profiles.

Discrepancies between RCTs and observational
studies highlight the need for further research.
While RCTs offer rigorous experimental control,
they often exclude high-risk individuals and focus
on short-term outcomes. In contrast, observational
studies capture real-world data from diverse
populations but are prone to confounding by
indication. Longitudinal studies examining the
long-term safety and efficacy of antidepressants in
youth, as well as head-to-head comparisons of
different agents, are critical to addressing these
gaps. Research into biological markers and genetic
predispositions  could also improve risk
stratification and guide personalized treatment
approaches.

Clinicians should have several strategies to
minimize the risk of suicidal attempts when
prescribing antidepressants, especially in younger
populations. Close monitoring during the initial
weeks of treatment and after dose adjustments is
critical, as suicidal behavior is most likely to occur
during these periods. Weekly follow-ups, even if
conducted by telephone, can help identify emerging
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risks early (40). Starting at lower doses and titrating
slowly reduces the likelihood of side effects such as
agitation, akathisia or insomnia that may contribute
to suicidal ideation (5). Patients and caregivers
should be educated about potential adverse effects,
including mania, insomnia and withdrawal
symptoms, to encourage adherence and timely
reporting of concerns. Addressing comorbid
conditions such as substance use, or family discord
is also essential in reducing overall risk (41).

The role of psychotherapeutic interventions
alongside pharmacologic treatment deserves
particular attention. Cognitive-behavioral therapy
(CBT) has shown efficacy in reducing depressive
symptoms and suicidal ideation in youth and can
enhance the effectiveness of antidepressants.
Combining medication with CBT may result in
faster and more sustained improvements,
particularly in patients with treatment-resistant
depression. Incorporating safety planning and
distress tolerance strategies into care can further
support individuals during the vulnerable early
stages of treatment (42).

In conclusion, the relationship  between
antidepressants and suicidality is complex and
influenced by age, individual risk factors, and
treatment context. While antidepressants are linked
to a modest increase in suicidal events in youth, the
overall benefit-risk profile supports their use in
managing depressive disorders when appropriately
monitored. Tailored treatment strategies, including
cautious dosing, regular follow-ups, and integration
of psychotherapeutic approaches, are essential in
mitigating risks. Future research and thoughtful risk
communication will be pivotal in optimizing the
safe and effective use of antidepressants across all
age groups.

Conclusion

The risk of suicide attempts associated with
sedative-hypnotics and antidepressant  drugs
highlights the complexity of treating mental health
conditions in vulnerable populations. While these
medications play a crucial role in alleviating
symptoms of insomnia, anxiety, and depression,
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their potential to exacerbate suicidality necessitates
a careful, individualized approach to treatment.

Sedative-hypnotics, particularly benzodiazepines,
pose unique challenges due to their disinhibitory
effects, withdrawal syndromes, and wuse in
intentional overdoses. Similarly, antidepressants,
especially in younger populations, carry a risk of
early  treatment-emergent  suicidality  that
underscores the importance of vigilant monitoring.
The nuanced interplay of pharmacological effects,
patient-specific factors, and co-occurring conditions
demands tailored strategies to balance therapeutic
benefits against potential harms.

To optimize outcomes, clinicians should adopt
cautious dosing, avoid abrupt discontinuation, and
prioritize close monitoring during critical treatment
phases. Non-pharmacologic interventions, such as
cognitive-behavioral therapy, offer  safer
alternatives or complements to medication.
Regulatory guidelines, while helpful in raising
awareness, must evolve to reflect nuanced insights
into population-specific risks and benefits.
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