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Review Article

Pharmacotherapeutic options for treatment of insomnia

Jarnail Singh*, Janardhan Singh

INTRODUCTION

Insomnia is the most common sleep disorder affecting 
millions of people with an estimated prevalence of 10-50% 
in the general population.1 The International Classification of 
Sleep Disorders-2nd edition defines insomnia as a condition 
characterized by repeated difficulty with sleep initiation, 
maintenance, or quality despite adequate sleep opportunity.2 
Insomnia can contribute to increased risk of depression, poor 
memory, reduced concentration, poor work performance, 
and poor general health.3 Some changes in sleep patterns 
are normal with advancement of age including an increased 
amount of light sleep (Stages 1 and 2 of the sleep cycle), 
a decreased amount of deep sleep (Stages 3 and 4 of the 
sleep cycle), and less time spent in the rapid eye movement 
(REM) stage of sleep with decreased overall sleep quality 
and sleep efficiency (total sleep time [TST]/total bedtime). 
TST changes with age, i.e., sleep time requirement is over 
18 hrs for neonates, 11 hrs for young children, 9 hrs for 
adolescents, and about 7.5 hrs for adults.4

NEUROBIOLOGY OF INSOMNIA

The sleep-wake state occurs by a dynamic interaction 
between arousing and sleep-inducing physiologic systems. 
The neurotransmitter systems including noradrenaline, 
serotonin, acetylcholine, dopamine, glutamate, histamine, 
and orexin 1 and 2 promote wakefulness, whereas gamma-
aminobutyric acid (GABA), glycine, galanin, melatonin, 
and adenosine promote sleepiness.5

Drug treatment options for insomnia

Treatment of insomnia involves behavioral changes like 
minimizing habits that interfere with sleep, e.g., drinking 
coffee or engaging in stressful activities in the evening; and 
pharmacotherapy with sedating antidepressants, sedating 
antihistamines, anticholinergics, benzodiazepines (BZDs), 
or non-BZD hypnotics (Z-drugs). The BZDs and the newer 
sedative hypnotics zolpidem, zaleplon, and zopiclone 
(Z-drugs) work through GABA receptors. Ramelteon, a 
hypnotic approved by the United States Food and Drug 
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Administration (US-FDA) in July 2005 (Table 1), is a 
selective agonist at melatonin receptors (MT1 and MT2). 
Z-drugs have been sought for multiple reasons, including 
a reduction of the risk of tolerance, dependence, and abuse 
associated with BZDs. From pharmacokinetics point of 
view drugs with a shorter half-life might help a person fall 
asleep faster but are less effective for increasing TST per 
night. In general use of insomnia, drugs is recommended 
for a short-term, i.e., 1 month; but some individuals may 
require longer-term treatment.

Over-the-counter (OTC) insomnia treatments

Most of the OTC sleep-promoting agents contain 
antihistamines that block H1 receptors, thus decrease arousal. 
Antihistamines may improve mild insomnia for a short 
period, but they are not ideal because they are not effective 
to improve the symptoms over a long period. Side effects 
are mainly due to the diffuse and systemic anticholinergic 
properties, e.g., dry mouth, dizziness, daytime sedation, and 
memory problems. These medications are not recommended 
for pregnant women or breast-feeding mothers. Elderly 
people are particularly sensitive to the anticholinergic side 
effects, thus not suitable for this age group. Melatonin is 
another commonly used OTC sleep aid for insomnia. It is 
a sleep-promoting hormone made by the pineal gland that 
regulates the circadian rhythm by its action on melatonin 
receptors in the suprachiasmatic nucleus.6 It has been shown 
to decrease sleep onset latency and improve subjective 
sleepiness upon awakening although it did not improve 
scores of sleepiness, fatigue, and alertness throughout the 
day in more formal studies.7 Although melatonin is a natural 
supplement, but it can cause side effects like alterations in 
cardiac rhythmicity, blood pressure, gastrointestinal motility, 
and glucose metabolism.

BZDs

BZDs are prescribed to relieve anxiety, including well-known 
medicines such as estazolam, flurazepam, temazepam, 
quazepam, and triazolam. Anxiolytic BZDs that are not 
approved for the treatment of insomnia (alprazolam, 
clonazepam, lorazepam, diazepam) are prescribed off-label 
for this purpose. BZDs may cause tolerance, anterograde 
amnesia, sleepwalking behaviors, delirium, cognitive 
impairment, fall and fracture risk, and respiratory drive 
suppression. Very short-acting BZDs such as midazolam 
and triazolam are known to cause amnesia.

Triazolam, structurally related to BZDs and acts on GABA 
receptors in different regions of the brain. It is indicated 
for short-term treatment of insomnia and should not be 
used for more than 3 consecutive weeks. In clinical studies, 
triazolam decreased sleep latency, increased duration 
of sleep, and decreased number of night awakenings in 
patients with insomnia. The most common side effects are 
drowsiness, nausea, vomiting, headache, dizziness, and 
difficulty in coordination, thus the elderly people should 

receive lower doses as a caution. Cases of auditory and 
visual hallucinations after administration of triazolam have 
also been reported.8

Second generation hypnotics (Z-drug hypnotics)

Zolpidem is an imidazopyridine, first selective agonist of 
GABAA receptor α1 subunit, has a plasma half-life of 2.5 
hrs and has no active metabolites. Its main indication is for 
rapid induction, with no effect on sleep consolidation. It is 
eliminated by kidneys, and dose is to be reduced in patients 
with chronic renal failure.9

Zopiclone is a cyclopyrrolone, has a longer t½ (5 hrs), less 
selective, acting on GABAA receptors subunit α1 and α2. It 
has great potential for residual sleepiness in the morning.10 
Zaleplon is a pyrazolopyrimidine, has the ultrashort half-life 
(1 hr), and binding similar to zolpidem (GABAA receptors) 
and its main indication is for rapid induction of sleep, with 
little effect on its maintenance and can be used in the middle 
of the night, in cases of early awakening.9

Zolpidem and zaleplon slightly alter the structure of sleep, 
are well-tolerated and are associated with little occurrence of 
tolerance and dependence with prolonged use. Both reduce 
the latency to sleep onset (LSO), and zolpidem can cause 
additional increase in TST. A modified release (MR) version 
of zolpidem maintains sustained plasma levels during the 
night, improving maintenance of sleep. A recent multicenter 
study has demonstrated safety and efficacy in the use of 
zolpidem MR 3-7 times/week for 6 months in the treatment 
of chronic insomnia (Table 1).11

Z-drugs are known to cause tolerance, abuse potential and 
cross tolerance to alcohol and sedatives linked to GABAA 
receptors. Auditory hallucinations, visual hallucinations, and 
delusions have been reported at therapeutic doses of Z-drugs. 
Numerous cases of sleep-driving have been reported while 
taking Z-drugs, as well as cases of sleepwalking, sleep 
eating, sleep conversations, sleep sex, and sleep shopping. 
When dose of Z-drugs is more than recommended, or these 
agents are mixed with alcohol or opiates, risk of these 
side-effects increases dramatically.12

Third generation hypnotics

Eszopiclone

Eszopiclone, an isomer of zopiclone, has been approved 
by the US-FDA for the treatment of insomnia. It was the 
first released for use in chronic insomnia and is indicated 
for both difficulty in initiating and maintaining sleep. It has 
been shown that the eszopiclone can exhibit different binding 
properties on GABAA receptor, compared to zolpidem it 
is also less selective for the GABAA receptor α1-subunit.11 
Also in a double-blind, randomized, placebo-controlled trial 
it improved daytime functioning at a dose of 3 mg without 
evidence of tolerance, dependence, or abuse.13
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Indiplon

Indiplon is a new pyrazolopyrimidine with selectivity 
for GABAA receptor α1-subunit, and high affinity and 
selectivity at some selectivity for α1-subunit is associated 
with sedation. Indiplon promotes reduction of sleep latency, 
number of awakenings after sleep onset (NAASO); and no 
daytime residual effects due to its short half-life. Indiplon 
immediate release appears safe and efficacious in the 
treatment of insomnia in both adult and elderly populations 
as demonstrated by improvements in latency to persistent 
sleep, LSO, TST, wake after sleep onset (WASO), NAASO, 
and sleep quality. Post-bedtime dosing or middle of the night 
dosing is a possibility with indiplon.14

Melatoninergic agents

Ramelteon

Ramelteon is a selective agonist of melatonin receptors 
(MT1 and MT2) with high affinity. The agonism of 
melatonin at MT1 and MT2 is thought to dampen 
the activity of the reticular activating system and its 
monoamines (5-hydroxytryptamine [5-HT], DA, NE), 
thereby promoting sleep.15 It is indicated for the treatment 
of sleep onset insomnia. Mayer et al. observed safety, good 
tolerability, and a low incidence of adverse effects with the 
use of ramelteon for a period of 6 months to a year. The 
same study identified no potential for induction of rebound 
insomnia, withdrawal symptoms, potential for abuse and/
or dependence, cognitive or motor impairment, suggesting 
a therapeutic option in patients with a history of substance 
abuse.16

Melatonin prolonged-release

Melatonin is a hormone secreted by the pineal gland, during 
the night, and functions as an endogenous regulator of the 
sleep-wake cycle. Exogenous melatonin and melatoninergic 
drug effects are mediated via MT1 and MT2 receptors, 
especially in the suprachiasmatic nucleus. The ultrashort 
half-life of elimination (0.5-0.8 hrs) of melatonin is the 
biggest obstacle to its use in the treatment of chronic primary 
insomnia, which has favored the emergence of extended-
release formulation.17 Melatonin has an established role in 
the treatment of circadian rhythm disorders, and it has a good 
safety and tolerability profile, with few side effects.18 It has 
been approved in Europe for treatment of primary insomnia 
in the elderly for 13 weeks.

GABAA agonists

Tiagabine

Tiagabine, a selective GABA reuptake inhibitor, increases 
synaptic GABA availability via selective inhibition of 

the GABA transporter-1. Walsh et al. demonstrated that 
tiagabine, in dose 4-16 mg increased slow wave sleep 
percentage in dose-dependent manner, the trend toward 
an increase in TST and decrease in WASO. Most common 
adverse events reported with 12 and 16 mg tiagabine were 
dizziness and nausea.19

Anti-depressants

Doxepin

Doxepin, a tricyclic antidepressant, is a potent histamine 
(H1) antagonist. Brain histamine is believed to be one of the 
key elements in maintaining wakefulness, and the activation 
of the H1 receptor is thought to play an important role in 
mediating arousal. Blockade of the H1 receptor by doxepin 
likely plays a role in reducing wakefulness.20 The exact 
mechanism by which it exerts sleep maintenance effect is 
not known, but is thought to be antagonism of histamine H1 
receptors. Doxepin has been studied mainly in older patients 
with primary insomnia, difficulty falling asleep, frequent 
waking or sleep duration <6.5 hrs. In sleep studies comparing 
3 mg and 6 mg doses for 2 nights, there was an increase in 
total sleep duration by 25-38 mins compared with placebo.21 
There was no significant decrease in sleep latency and also 
no much benefit in younger adults. Higher dose formulations 
of doxepin have a black boxed warning for suicide risk, but 
no reports of suicide with low dose doxepin.22

Trazodone

Although the use of trazodone to treat insomnia is off-label, 
it is clinically effective, has a relatively short half-life and 
does not cause dependence (Table 2).

Hypnotic effects of trazodone are due to its antagonistic 
action on histamine (H1), α1 and 5-HT1A receptors. Trazodone 
has been shown to be effective in treating primary insomnia 
and in insomnia associated with depression, anxiety, 
post-traumatic stress disorder, and dementia, during the 
last decade.23

Mirtazapine

It is an atypical antidepressant, has an antagonistic effect on 
α1-adrenergic receptors, a postsynaptic antagonist of 5-HT2A, 
5-HT2C, and 5-HT3 receptors. Its potent antihistaminic (H1) 
action explains the strong sedative effect (Table 2).24

Amitriptyline

Amitriptyline shows significant sedative effects due to its 
anticholinergic, antihistaminic (H1) and anti-α1 profile, and 
also due to the blockage of 5-HT2A and 5-HT2C receptors. The 
sedative effects are immediate, preceding the antidepressant 
effects, and decrease after a few weeks of treatment (Table 2).
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Mianserin

This is an atypical antidepressant with a sedative effect due 
to anti-histaminic (H1) and 5-HT2A/2C receptor antagonistic 
effects. There are no long-term studies proving the efficacy 
and safety of mianserin for treating insomnia.

Agomelatine

It is a new antidepressant with a distinct pharmacological 
profile, is an agonist of melatonin receptors (MT1 and 
MT2) and antagonist of 5-HT2C receptors.25 The effect of 
agomelatine has improved synchronization of circadian 
rhythms, which could contribute to an improved mood 
in patients with depression. Agomelatine reduces LSO, 
number of awakenings, can increase slow-wave sleep and 
the efficiency of sleep. It has been shown to be effective in 
depression at doses of 25-50 mg with safety, good tolerability, 
and low potential side effects like sexual dysfunction.26

Others medications for insomnia

Quetiapine

It is an antipsychotic drug and promotes sleep initiation by 
antagonism of histamine (H1), noradrenergic (α1 and α2), 
5-HT and DA. Its 5-HT2A receptor antagonism promotes 
normalization of sleep architecture improving REM and 
NREM sleep ratio on occurrence of sleep. Quetiapine is 
widely used off-label as a treatment for insomnia. Because 
of potential adverse effects of quetiapine, in the treatment of 
insomnia, it is recommended only in patients with specific 
co-morbid psychiatric disorders.27

Antihistamines

These  d rugs  inc lude  OTC s leep  medica t ions 
(diphenhydramine, doxylamine and hydroxyzine) and 
prescription drug doxepin. Blockade of H1 receptors 
in the cortex and ventrolateral preoptic nucleus in the 
hypothalamus turns the sleep-wake switch off. The absence 
of the stimulating effect of histamine in these areas 
ultimately promotes sedation and sleep. Antihistamines 
may be associated with anticholinergic side effects, 
i.e., blurred vision, constipation, memory problems, and 
dry mouth. They tend to have longer half-lives and can 
produce morning sedation and dizziness. As compared to 
BZDs antihistamines have significantly lower or no risk 
for addiction, abuse, ataxia, and respiratory suppression.15

Barbituates

Barbiturates have many potential drawbacks such as addiction, 
drug interactions, lethality in overdose, and cognitive 
impairment. Barbiturates are not commonly prescribed, but 
for short-term treatment of insomnia on rare occasions. Safer 

treatments are clearly available and should be considered 
before the use of barbiturates. Amobarbital, butabarbital, 
pentobarbital, secobarbital, and phenobarbital may be 
considered for their hypnotic effects. Of these, phenobarbital 
has a long duration of action as compared to the others.28

Molecules under development

1.  Tasimelteon: an agonist at MT1 and MT2 receptors, has 
been approved by US-FDA for transient insomnia

2.  Piromelatine (Neu-P11), a novel compound under 
development for sleep and cognition, is an agonist of 
melatonin receptors and 5-HT1A and 5-HT1D receptors. 
It has demonstrated efficacy and safety in insomnia 
patients in Phase-II clinical trials

3.  Eplivanserin, an antagonist at 5-HT2A receptors; 
and has almost no affinity for dopamine, histamine, 
or adrenergic receptors.29 The French Drug Maker 
Sanfoi-Aventis has withdrawn both US and EU 
marketing authorization applications for insomnia 
drug eplivasserin in 2010.29

4.  Orexin antagonists: Neuropeptides orexin-A and 
orexin-B (hypocretins) are endogenous ligands that 
bind to orexin receptors (OX1 and OX2) that are 
found in the lateral hypothalamus. The orexin system 
plays an important role in the regulation of sleep 
and wakefulness, especially in the maintenance of 
sustained wakefulness. Orexin neurons discharge 
during active waking and cease firing during sleep. 
Thus, orexin receptor antagonists could suppress 
arousal and wakefulness and induce sleep reducing 
wakefulness in patients with insomnia.30 Suvorexan, 
an antagonist of orexin receptors (OX1 and OX2), is 
in Phase III clinical trials and could enter the market 
for prescription in 2015. Another orexin receptor 
antagonist, almorexant was under investigation, but 
further work on it has been stopped.31

5.  GABA receptor modulators - Brotizolam is BZD analog 
(approved in EU). EVT 201 is in phase-II clinical trials 
for use in primary insomnia. SKP 1041 (a delayed 
release formulation of zaleplon, is also under Phase-II 
clinical investigations for sleep maintenance insomnia.29

6.  Casopitant, a neurokinin receptor inhibitor, is under 
Phase-II clinical trials for insomnia.29

7.  LY2624803, a 5-HT2A and H1 receptor antagonist is 
under Phase-II clinical studies for chronic insomnia and 
transient insomnia.29

8.  Esmirtazapine (Org 50081), is the inverse agonist at H1 
and 5-HT2C receptors and antagonist at α2 receptors. It is 
under Phase-III clinical trials for elderly subjects having 
chronic primary insomnia.29

9.  Gaboxadol is still in the testing phase and has approval 
for use in insomnia. Unlike non-BZD hypnotics, 
which are GABA agonists or modulators; gaboxadol 
is a GABA-A receptor agonist. It directly activates 
GABA-A receptors, thus forming a new class of 
hypnotics. Studies in the elderly have showed improved 
subjective sleep quality.32
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Table 1: FDA approved drugs for insomnia.29

Active ingredient Dose (mg, at bedtime) Mechanism of action Half‑life (hrs)
Estazolam 1-2 GABAA modulator 10-24
Flurazepam 15-30 GABAA modulator 2
Triazolam 0.25-0.5 GABAA modulator 1.5-5
Temazepam 7.5-30 GABAA modulator 8
Quazepam 7.5-30 GABAA modulator 39
Quazepam 10 GABAA α1βγ 2 modulator 1
Zolpidem 10 GABAA α1-3βγ 2 modulator 2.5
Zolpidem-CR 12.5 2.8
Zopiclone 5-7.5 GABAA α1βγ 2modulator 5
Eszopiclone 2-3 6-9
Ramelteon 8 Melatonin (MT1 and MT2) receptor agonist 1-3
Doxepin 3-6 Histamine (H1) receptor antagonist 15
FDA: Food and Drug Administration, GABA: Gamma-aminobutyric acid

Table 2: Non‑FDA‑approved sleep medications (off‑label use).29

Agent Mechanism of action Dose (mg, at bedtime) Half life (hrs)
Trazodone TCA 100-150 7
Amitriptyline TCA 75 15
Nortriptyline TCA 25 15-39
Diphenhydramine H1 and H2 receptor antagonist 50-100 6-8
Doxylamine H1 receptor antagonist 6.25-25 6-12
Hydroxyzine H1 receptor antagonist 25-50 7-25
Mirtazapine H1 receptor antagonist 15 26-37
Nefazodone SNRI, 5-HT2 antagonist 100 2-4
Quetiapine D2 and 5-HT2 receptor antagonist 100-300 6
Olanzapine D2 and 5-HT2 receptor antagonist 2.5-5 21-54
Melatonin Hormone 1-10 0.5-1
Valerian Plant extract 400-900 Not established
TCA: Tricyclic antidepressants, 5-HT: 5-hydroxytryptamine, D2: Dopamine, SNRI: Serotonin-norepinephrine reuptake inhibitor

CONCLUSIONS

Since insomnia is a chronic disorder requiring long-term 
treatment, and sleep medicine remains an area of active 
research. The number of OTC and prescription drugs for 
insomnia has increased. Currently, the GABAergic system 
is the main target for drug treatment of insomnia, but agents 
targeting other mechanisms, i.e., melatonin, orexin, and 
histamine also have become available for clinical use or 
are in clinical trial pipeline. More studies are required on to 
evaluate the long-term use of sleep prescription medications. 
Insomnia is commonly associated with several medical, 
psychiatric, and other primary sleep conditions. Sedative 
antidepressants are commonly used among patients with 
insomnia for prolonged use, and in subtherapeutic doses 
for depression with optimal improvement in mood and 
anxiety. Therefore, treatment approach for insomnia should 
be individualized, based on the co-morbid conditions and 
efficacy and side effect profile of the drug.

Funding: No funding sources
Conflict of interest: None declared
Ethical approval: Not required

REFERENCES

1. Morin CM, LeBlanc M, Daley M, Gregoire JP, Mérette C. 
Epidemiology of insomnia: prevalence, self-help treatments, 
consultations, and determinants of help-seeking behaviors. 
Sleep Med. 2006;7(2):123-30.

2. International Classification of Sleep Disorders: diagnostic 
and Coding Manual. 2nd edition. Westchester, IL: American 
Academy of Sleep Medicine; 2005.

3. Schenck CH, Mahowald MW, Sack RL. Assessment and 
management of insomnia. JAMA. 2003;289(19):2475-9.

4. Phillips B, Ancoli-Israel S. Sleep disorders in the elderly. 
Sleep Med. 2001;2(2):99-114.

5. España RA, Scammell TE. Sleep neurobiology from a 
clinical perspective. Sleep. 2011;34(7):845-58.



Singh J et al. Int J Basic Clin Pharmacol. 2014 Oct;3(5):768-773

 International Journal of Basic & Clinical Pharmacology | September-October 2014 | Vol 3 | Issue 5 Page 773

6. Zee PC. Shedding light on the effectiveness of melatonin for 
circadian rhythm sleep disorders. Sleep. 2010;33(12):1581-2.

7. Kayumov L, Brown G, Jindal R, Buttoo K, Shapiro CM. 
A randomized, double-blind, placebo-controlled crossover 
study of the effect of exogenous melatonin on delayed sleep 
phase syndrome. Psychosom Med. 2001;63:40-8.

8. Goodchild JH, Donaldson M. Hallucinations and delirium in 
the dental office following triazolam administration. Anesth 
Prog. 2005;52(1):17-20.

9. Olubodun JO, Ochs HR, von Moltke LL, Roubenoff R, 
Hesse LM, Harmatz JS, et al. Pharmacokinetic properties of 
zolpidem in elderly and young adults: possible modulation by 
testosterone in men. Br J Clin Pharmacol. 2003;56:297-304.

10. Staner L, Ertlé S, Boeijinga P, Rinaudo G, Arnal MA, 
Muzet A, et al. Next-day residual effects of hypnotics in 
DSM-IV primary insomnia: a driving simulator study 
with simultaneous electroencephalogram monitoring. 
Psychopharmacology (Berl). 2005;181(4):790-8.

11. Krystal AD, Erman M, Zammit GK, Soubrane C, 
Roth T. Zolong study group. Long-term efficacy and safety 
of zolpidem extended-release 12.5 mg, administered 3 to 
7 nights per week for 24 weeks, in patients with chronic 
primary insomnia: a 6-month, randomized, double-blind, 
placebo-controlled, parallel-group, multicenter study. 
Sleep. 2008;31(1):79-90.

12. Dolder CR, Nelson MH. Hypnosedative-induced complex 
behaviours: incidence, mechanisms and management. CNS 
Drugs. 2008;22(12):1021-36.

13. Krystal AD, Walsh JK, Laska E, Caron J, Amato DA, 
Wessel TC, et al. Sustained efficacy of eszopiclone over 
6 months of nightly treatment: results of a randomized, 
double-blind, placebo-controlled study in adults with chronic 
insomnia. Sleep. 2003;26(7):793-9.

14. Walsh JK, Moscovitch A, Burke J, Farber R, Roth T. Efficacy 
and tolerability of indiplon in older adults with primary 
insomnia. Sleep Med. 2007;8(7-8):753-9.

15. Stahl SM. Stahl’s Essential Psychopharmacology: 
neuroscientific Basis and Practical Applications. Cambridge, 
UK, New York: Cambridge University Press; 2008.

16. Mayer G, Wang-Weigand S, Roth-Schechter B, Lehmann R, 
Staner C, Partinen M. Efficacy and safety of 6-month nightly 
ramelteon administration in adults with chronic primary 
insomnia. Sleep. 2009;32(3):351-60.

17. Hardeland R. New approaches in the management 
of insomnia: weighing the advantages of prolonged-
release melatonin and synthetic melatoninergic agonists. 
Neuropsychiatr Dis Treat. 2009;5:341-54.

18. Lemoine P, Nir T, Laudon M, Zisapel N. 
Prolonged-release melatonin improves sleep quality and 
morning alertness in insomnia patients aged 55 years 
and older and has no withdrawal effects. J Sleep Res. 
2007;16(4):372-80.

19. Walsh JK, Zammit G, Schweitzer PK, Ondrasik J, Roth T. 
Tiagabine enhances slow wave sleep and sleep maintenance 

in primary insomnia. Sleep Med. 2006;7(2):155-61.
20. Stahl SM. Selective histamine H1 antagonism: novel hypnotic 

and pharmacologic actions challenge classical notions of 
antihistamines. CNS Spectr. 2008;13(12):1027-38.

21. Scharf M, Rogowski R, Hull S, Cohn M, Mayleben D, 
Feldman N, et al. Efficacy and safety of doxepin 1 mg, 
3 mg, and 6 mg in elderly patients with primary insomnia: 
a randomized, double-blind, placebo-controlled crossover 
study. J Clin Psychiatry. 2008;69(10):1557-64.

22. Roth T, Rogowski R, Hull S, Schwartz H, Koshorek 
G, Corser B, et al. Efficacy and safety of doxepin 
1 mg, 3 mg, and 6 mg in adults with primary insomnia. 
Sleep. 2007;30:1555-61.

23. Bossini L, Casolaro I, Koukouna D, Cecchini F, 
Fagiolini A. Off-label uses of trazodone: a review. Expert 
Opin Pharmacother. 2012;13(12):1707-17.

24. Kang RH, Wong ML, Choi MJ, Paik JW, Lee MS. Association 
study of the serotonin transporter promoter polymorphism 
and mirtazapine antidepressant response in major depressive 
disorder. Prog Neuropsychopharmacol Biol Psychiatry. 
2007;31:1317-21.

25. San L, Arranz B. Agomelatine: a novel mechanism of 
antidepressant action involving the melatonergic and the 
serotonergic system. Eur Psychiatry. 2008;23(6):396-402.

26. Zupancic M, Guilleminault C. Agomelatine: a 
preliminary review of a new antidepressant. CNS Drugs. 
2006;20(12):981-92.

27. Anderson SL, Griend VJP. Quetiapine for insomnia: 
a review of the literature. Am J Health Syst Pharm. 
2014;71(5):394-402.

28. NIH State-of-the-Science Conference Statement on 
manifestations and management of chronic insomnia in 
adults. NIH Consens State Sci Statements 2005;22:1-30.

29. Gulyani S, Salas RE, Gamaldo CE. Sleep medicine 
pharmacotherapeutics overview: today, tomorrow, and the 
future (Part 1: insomnia and circadian rhythm disorders). 
Chest. 2012;142(6):1659-68.

30. Hoever P, de Haas S, Winkler J, Schoemaker RC, Chiossi E, 
Gerven VJ, et al. Orexin receptor antagonism, a new sleep-
promoting paradigm: an ascending single-dose study with 
almorexant. Clin Pharmacol Ther. 2010;87(5):593-600.

31. Neubauer DN. Almorexant, a dual orexin receptor antagonist 
for the treatment of insomnia. Curr Opin Investig Drugs. 
2010;11(1):101-10.

32. Lancel M. Role of GABAA receptors in the regulation of 
sleep: initial sleep responses to peripherally administered 
modulators and agonists. Sleep. 1999;22(1):33-42.

doi: 10.5455/2319-2003.ijbcp20141035
Cite this article as: Singh J, Singh J. Pharmacotherapeutic 
options for treatment of insomnia. Int J Basic Clin Pharmacol 
2014;3:768-73.


