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Introduction

According to the Diagnostic and Statistical Manual of Mental 
Disorders (DSM-5) and the International Classification of 
Sleep Disorders (ICSD), insomnia disorder (ID) is a sleep-wake 
condition characterized by the dissatisfaction or complaint with 
sleep quantity or quality, in conjunction with difficulty initiating 
sleep, maintaining sleep, or the presence of early-morning 
awakening with inability to return to sleep. The condition is 
acute if symptoms occur for less than three months and chronic  

 
if symptoms occur three or more times weekly for three months 
or longer [1]. It is a multifactorial disease that usually coexists 
with other disorders (medical, psychiatric, sleep, or neurological), 
and it is associated with precipitants or triggers, such as stress, 
medication, or poor sleep hygiene. Therefore, identification 
of these factors is considered the core of ID treatment. As a 
general rule, current clinical practice guidelines recommend  
using pharmacotherapy for short-term relief of insomnia, 
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while psychotherapy is considered the first line for long-term 
management [2]. The worldwide prevalence of insomnia has 
been estimated in multiple studies. It is considered that this 
condition is present in approximately 10 – 30% of the general 
population, with some studies suggesting a prevalence even 
higher than 50% as several population-based studies in different 
countries have consistently found that approximately one-third of 
adults reported dissatisfaction with their sleep and at least one 
symptom of insomnia [3,4]. According to the DSM-5, up to 40% of 
adults disclose insomnia symptoms at some point in a given year 
[1]. In the United States, the unadjusted prevalence of insomnia 
increased by 8% in ten years, rising from 37.5 million adults in 
2002 to 46.2 million adults in 2012 (19.2%), according to the 
National Health Interview Survey data [5].

Insomnia Disorder can result in detrimental effects for the 
patient and the healthcare system itself. This complex sleep 
disorder has been directly linked with reduced quality of life, 
cognitive decline, mood disturbances, and substance abuse [6]. 
Regarding the US healthcare system, combined direct and indirect 
costs of insomnia exceed $100 billion annually [7]. Given the 
actual evidence of its consequences, a correct initial therapeutic 
approach to this condition may benefit both patients and the 
healthcare system. Despite increasing data on insomnia, research 
findings on effective treatments are more limited, and many clinical 
questions remain unanswered, so clinicians must often rely on 
clinical judgment. In this opinion article, our principal objective is 
to review the current literature to emphasize the characteristics of 
the actual main treatments for insomnia, such as antidepressant 
therapy, sedative medication, and psychotherapy. We have 
identified three main drugs to treat insomnia: benzodiazepines, 
nonbenzodiazepines, and mood stabilizers/antidepressants.

Nowadays, there are not enough studies that support the use 
of antidepressants to treat insomnia; there are mixed opinions 
regarding the use of these drugs for its management. Even 
though many prescribing physicians use antidepressants, they 
also recognize the advantages of these agents compared with 
other drugs that act on the benzodiazepine receptors or other 
drugs used to treat insomnia. When there is coexistent depressive 
symptomatology or a history of depression-related insomnia, 
prescribing antidepressants for short-term treatment of insomnia 
can be helpful too if, in all other cases, benzodiazepine receptor 
agonists, especially the nonbenzodiazepines among them, 
should be the drugs of choice. Antidepressants are among the 
pharmacological options and other groups of psychotropics for 
long-term treatment [8].

In the cases where antidepressants are used to treat 
insomnia, sedatives should be preferred over stimulating agents 
such as serotonin reuptake inhibitors. In general, drugs lacking 
intense cholinergic activity should be preferred. Drugs that block 
serotonin 5-HT2A or 5-HT2C receptors should be preferred over 
those whose inhibitory property is caused by histamine receptor 

blockade only. The starting dose should be the lowest dose 
possible if not contraindicated (e.g., initial dose: doxepin 25 mg, 
mirtazapine 15 mg, trazodone 50 mg, trimipramine 25 mg) [9]. The 
lack of factual data allowing for evidence-based recommendations 
is necessary for well-designed, long-term, comparative studies to 
define further the role of antidepressants versus other agents in 
the management of insomnia [10]. Cognitive-behavioral therapy 
for insomnia (CBT-I) has proven to be the most effective method 
as the first line of management in patients with chronic insomnia. 
This recommendation established by the American Academy of 
Sleep Medicine (AASM) was demonstrated based on evidence from 
49 multiple, recent, and randomized controlled trials that CBT-I 
alone or in combination with drugs was more effective than drugs 
alone. In addition, the patients had a clinical improvement of 50-
75% related to the time to fall asleep, wake after sleep onset, sleep 
efficiency, and quality [11]. Despite this, CBT-I has not been widely 
used by all patients since not all centers have trained personnel, is 
time-consuming, and at least four biweekly individual treatments 
are needed to be effective [2].

It has happened to us that we cannot get to sleep because we 
are thinking about worries or negative thoughts. Here is where 
CBT-I helps recognize and change those beliefs that affect our 
ability to sleep [12]. CBT-I is a combination of approaches applied 
to achieve adequate sleep. First, they are performed face to face 
with the patient, either individually or in groups [12]. Those 
approaches include relaxation exercises, sleep hygiene, avoiding 
caffeine or light-emitting devices before sleep, and sticking to 
a bedtime schedule. Sleep restriction is another approach that 
reduces the time in bed to only hours needed to sleep. The last 
approach is stimulus control. Examples include; attempt to sleep 
when feeling tired and use the bed only for sleep or sex [11]. It 
is essential to talk about sleep expectations with patients who 
do not respond to insomnia treatment, especially older and 
have comorbidities. CBT-I, unlike medications, focuses on the 
root causes of insomnia rather than just treating the symptoms. 
However, it does take time and effort to get it to function. The most 
effective treatment for chronic insomnia in adults is cognitive-
behavioral therapy [12].

Of patients that reported insomnia for a decade taking 
prescription medications for sleep for a mean of 4.5 years, only 
20% believed that medication was the best solution for their 
condition [13,14]. The most common drugs used to treat insomnia 
are benzodiazepines (BZDs) (zolpidem, zopiclone, and zaleplon) 
are FDA-approved for insomnia disorders with a solid evidence 
base. However, it is essential to remark that they have many 
side effects, including cognitive impairment, tolerance, rebound 
insomnia upon discontinuation, car accidents/falls, abuse, and 
dependence liability [15]. A meta-analysis showed that BZDs are 
effective in the short-term treatment (≤4 weeks) of insomnia. 
Data from a randomized controlled trial with BZDs according to 
treatment response/remission definitions and observed positive 
treatment responses in 76.7% of cases and remissions in 47.7% 
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of participants [16]. Health care providers have consistently 
expressed concerns regarding safety and dependency as crucial 
issues when using BZDs to treat insomnia. Many favor an initial 
approach of treating associated comorbidities and advising good 
sleep hygiene [16].

Conclusion

Insomnia is present in approximately twenty in one hundred 
people who reported sleep problems worldwide. Insomnia 
can present as daytime fatigue, anxiety, depression, impaired 
concentration, decreased capacity to function daily, and reduced 
quality of life. It is associated with an increased incidence of 
mental health dysfunctions, drug and alcohol abuse, and increased 
demand for healthcare use. Adequate management of insomnia 
depends on the duration and nature of the sleep problem. It 
may involve treating other medical comorbidities; it is crucial 
to provide advice on sleep hygiene and lifestyle modifications. 
Some drugs such as; benzodiazepines, antidepressants, and 
psychological therapies such as cognitive behavioral therapy 
are the cornerstone of treatment. Unfortunately, many patients 
presented some degree of tolerance or dependence on the drugs 
involved in the medical treatment of insomnia. This situation 
makes its management even more complex and sometimes 
challenging to achieve; for this reason, it is crucial to assess and 
confirm the presence of insomnia in every doctor’s visit and 
consider the effectiveness and common adverse effects of the 
variety of drugs available. Furthermore, successful behavioral 
and pharmacologic approaches to insomnia can only be devised 
once all contributing factors are recognized and addressed. 
Overall, there is not enough evidence that supports the use of 
some drugs such as antidepressants to have higher effectiveness 
in the management of insomnia than placebo; a reason why more 
evidence and high-quality trials of antidepressants for insomnia 
are needed.
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