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Goals of presentation

 Give participants a working knowledge of 
sleep medicine as regards mental health

 To help clinicians prescribe treatments 
safely but with the knowledge that sleep 
disorders are chronic, and require ongoing 
therapy

 To present clinicians with safe modern 
hypnotic modalities



Adjustment reactions
Depression
Anxiety
Psychosis
PTSD

Meds
Neurological
respiratory

OSA





A simple paradigm

 Medical illness & meds (psychiatric)

 Obstructive 

 Psychiatric, especially acute stress

 Primary sleep problem

 Environmental

 “MOPPE”



Antidepressant

Insomnia 
 In the STAR*D study, 55% on chronic Celexa had frequent 

wakening and 70% sleep disruption independent of depression 
severity

https://www.ncbi.nlm.nih.gov/pmc/articles/PM

C5548844/#

Effects of Antidepressants on Sleep
Adam Wichniak





SYNDROME 2:

DEPRESSION AND INSOMNIA



 Insomnia patients without depression 
have an odds ratio (OR) of 6.2 for 
developing depression

 Fava et al. ont démontré que les patients 
présentant une insomnie à composante 
dépressive répondent plus rapidement et 
plus efficacement aux antidépresseurs 
lorsqu’ils prennent aussi des somnifères

 25% more clinical response , less
suicidality in acute phase



SYNDROME 3:

SLEEP APNEA



The Lalla Experience

 PSG results of 18 psychiatric patients 
complaining of months-long fatigue 
and/or insomnia not responsive to 
medication changes and sleep 
hygiene (9 lab tested, 9 HST):

• 1 patient: no sleep apnea

• 6:mild

• 4:moderate

• 7:severe



SYNDROME 4:

RESTLESS LEGS SYNDROME



Restless Legs

end-stage renal disease and hemodialysis

•iron deficiency

•certain medications that may aggravate RLS symptoms, such as antinausea drugs (e.g. prochlorperazine or metoclopramide), antipsychotic drugs (e.g., haloperidol 
or phenothiazine derivatives), antidepressants that increase serotonin (e.g., fluoxetine or sertraline), and some cold and allergy medications that contain older 
antihistamines (e.g., diphenhydramine)

•use of alcohol, nicotine, and caffeine

•pregnancy, especially in the last trimester; in most cases, symptoms usually disappear within 4 weeks after delivery

•neuropathy (nerve damage).

Sleep deprivation and other sleep conditions like sleep apnea



Histamine
Dopamine
Norepinephrine
Serotonin
Acetylcholine

Histamine
Gaba
Melatonin 
Orexin/hypocretin
Adenosine (caffeine target)





Modern sedatives: 

comparisons
2nd gen benzos

& BZRAs (z drugs)

 Database: strong

 Effect size 0.7-0.9 on 
sleep variables

 Risks:

• Dependence: varies 
widely amongst these

 Psychomotor

 Cognitive

• Addiction or 
dependance 5 times or 
more with benzos vs. z 
drugs

Others: antipsychotics, 
antidepressants, histaminergics,

antiepileptics

 Database:weak
 Usually work to help sleep on 

bkgrd of other illness

 Risks: 
• long half lives

• Very inconsistent: melatonin only 
shown to work>55 and trazodone 
may worsen outcomes in drug 
abusers

• Habituation: antihistamines

• Medical and metabolics: frequent 
and severe: diabetes, lipids, 
urinary retention, severe 
constipation, cognitive 
impairment, hypotension, obesity

• These appear surprise guests in a 
very unpredictable way



Rest Easy: Benzos, Z-Drugs, and 

Dementia
From The Carlat Psychiatry Report, January 2021, Mind-Gut Connection

Review of: Osler M and Jorgensen MB, Am J Psych 2020;177(6):497–505

 235,000 subject cohort

 First mood disorder hospitalization followed for 3-11 years

 Dementia differences reviewed for patients started on z 
drugs or benzos and those not

 “there was a decreased risk of dementia in the first 2 years 
after study entry if a benzodiazepine or z-drug was 
prescribed (hazard ratio 0.7).

 For years 2 through 20 after study entry, there was no 
association between dementia and use of benzodiazepines 
or z-drugs, even when stratifying based on number of 
prescriptions, duration of use, combined use, and half-life.”





Practical perfection for hypnotics, 

especially in medical populations
 Keep half life and Tmax modest

• Sublinox too short: then “abused”

• Rivotril and even Ativan too long

• Older BZDs and antideps: yikes!

 Avoid anticholinergic compounds
• Doxepin is a strong one at all doses

• Nozinan micro dosing a late option

 Avoid nonselective Gaba agonists
• Benzos disinhibit elderly, axis 2, MH

• Xanax can have a 15% dependency rate

• Often needed for panic/GAD/depn comorbidity

 Avoid hypotensives
• Seroquel, trazodone, not benign: LOW AND SLOW

• Esp in elderly or  antihypos already on board 

 Avoid Prn dosings for sleep
• 2/3 of benzos taken in overdose are prns

 Keep modern
• Z drugs and DORAs: they were made for sleep (multiple sets of guidelines)



Chloride

Z drugs Mechanism of Action
GABA A Receptors Mediate Effects

Adapted from Nutt DJ. J Clin Sleep Med 2006; 2(2):S7-11.
Adapted from: van Zyl  LT, et al. C J Diagnosis 2013; 30(11):37-47.

Distribution and Functional Effect of 
GABA-A Receptor Alpha Subunits

Subunit Regional 
Distribution

Putative Role

Alpha 1 All brain regions Hypnotic,
anticonvulsant, 
memory

Alpha 2 Cerebral cortex, 
hippocampus, 
amygdala, basal 
ganglia,
hypothalamus, 
septal, and basal 
forebrain

EEG activity, 
anxiolytic

Alpha 3 Cerebral cortex, 
reticular thalmic 
nucleus

Sleep, 
anxiolytic, 
antidepressant

Alpha 5 Cerebral cortex, 
hippocampus

Learning and 
memory

Zolpidem is a hypnotic agent which binds to the GABA A alpha 1 subunit

Intracellular

Extracellular

Zolpidem
GABA GABA
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Hypnotics and Driving Safety 

Meta-Analysis

*Impairment was evaluated by comparing the treatment differences for each drug (effect size)  
versus placebo.

Zolpidem, in comparison to zopiclone, was associated with a lower risk of driving 
impairment** in the morning (10-11 hrs after bedtime administration)

*Significant driving impairment was 
found if p < 0.05
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Verster JC, et al. Curr Drug Saf 2006; 1(1):63-71.

Benzodiazepines – SD †

Zopiclone 7.5 mg†

Zolpidem 10 mg‡

10-11 hours after bedtime administration
Effect Sizes

-2.00 0.00 2.00

†p = 0.00, ‡p = 0.82



Le retrait des isomères R crée un changement de 

pharmacocinétique

 Zopiclone racémique : les effets principalement médiés par α1, α5

 Eszopiclone : des effets provenant principalement de α2, α3

α1 α2 α3 α5

Implications 

cliniques 

proposées 

de la 
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Introducing DORA



Long term efficacy

**Improvement in 
latency, 
wakenings, total 
sleep time 
persist unchanged 
in 12 month 
studies**



Zheng, Sleep Medicine 72 (2020) 41-49

Comparaison de l'efficacité de diverses pharmacothérapies utilisées dans
le traitement de l'insomnie  (modélisation)

Model-estimated drug and placebo effect on sleep latency; SL (A), wake after sleep Onset; WASO (B), and total sleep time; TST (C) at 4 weeks. The baseline of SL, WASO and TST 
were limited to 60 min, 80 min and 330 min in model-estimation, respectively. Each point and bar represent the typical value and standard error from model simulations. Each color 
represents a group of treatments that belong
to the same cluster. The point size is proportional to the sample size



Among 1,220 zolpidem or zopiclone users, 40 (3.28%)
patients reported incidents of somnambulism or amnesic

sleep-related behavior problems. 
There was no significant association with older age, sex, side effects.

Since Ambien was approved in 1992, the FDA has identified 66 
serious cases of complex sleep behaviors after 

a Z-drug, 20 of which resulted in death.



• 16 drugs compared including benzos,from randomized studies

• Of the objective efficacy outcomes, lemborexant was the only 
treatment superior to placebo on TST prolonging sleep by an 
average of 32 minutes.

• Lemborexant was superior to placebo, zolpidem, and ramelteon for 
WASO (average reduction of 20-25 minutes), and to placebo, 
zolpidem, zaleplon, and triazolam for latency (13-23 minutes). 

September 2021



Adverse effects of lemborexant

include:

(from pubmed NCBI statpearls online November 9,2021)

As with all hypnotics:

 Somnolence

 Drowsiness

 daytime impairment 

 Sleep paralysis (less than 1.6% transient)

 Hypnagogic/hypnopompic hallucinations 
(0.1-0.7%)

 Complex sleep behaviors (2 cases in 
monograph)



Up to date
2020

?
Elderly
Addiction issues
Hangover effects



A final word…

 No guidelines recommend the use of 
sedating antidepressants or 
antipsychotics if avoidable

 Medication combinations have not 
been studied nor recommended.

 Combinations should not:

• Come from same med class

• Have similar long half lives

• Have similar cognitive, anticholinergic, 
metabolic, or cardiovascular sfx



Insomnia choices
Condn comorbid w Insomnia Preferable choices (best to least)

Depression, GAD, Panic eszopiclone, dayvigo, zolpidem, trazodone,
Seroquel, doxepin

Dementia
(low doses!, DORAs in future?)

Dayvigo, Trazodone, seroquel, lyrica, 
doxepin, BDZ –avoid. Last choices: 
olanzapine, elavil, Benadryl

PTSD (Clonidine, prazosin) +the choices above, 
careful with BDZ. Atypicals almost always 
neededDayvigo needed in mix.

Cardiorespiratory Avoid BDZ or use low dose shorter acting 
ones. See dementia Rx.

Drug or alcohol dependency See dementia Rx

Palliative care Dayvigo, eszopiclone, trazodone, lyrica, 
doxepin, trazodone, avoid anticholinergics or 
BDZ

Personality disorders As in dementia, avoid prns and benzos

Chronic primary insomnia As in depression, with a preference for Z 
drugs and dayvigo

Sleep apnea Z drugs with Cpap; avoid benzos


