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Insomnia
Patient's complaints
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Insomnia Dx Criteria

p
i 1. Patient-reports |

= Difficulty initiating/maintaining sleep, or waking up oo early
+ Chronically non-restorative sleep (poor in guality)

- [ 2. The above sleep difficulty |

= Despite adequate opportunity & circumstances

Insomina Dx Criteria

- [_3. Daytime impairment (at least 1) ]

= Fatigue or malaise

» Attention, concentration, or memory impairment

= Social or vocational dysfunction, or poor school performance
= Mood disturbances o irritability

= Daytime sleepiness

+ Motivation, energy. or initiative reduction

= Proneness for errors, or accidents at work or while driving

+ Tension, headaches, or Gl symptoms in response to sleap boss
» Concerns or worries about sleep




Sleep History

Temporal aspects

« Times at which the patient goes 1o bed, attempts to sleep, wakes
up, & gets cut of bed

Quantitative aspects

« Sleep latency; No, & duration of awakenings; wakefulness after
sleep onset (WASO); total sleep time

Qualitative aspects

« Subjective sleep quality, satisfaction

Sleep History

[ Behavioral & Envirnmental factors

= Monslesp activities in bed (phone, TV) emdronment (temperature.
Bight, sound); bed partners & pets: perceived causes of awalkiening

[ Symptoms of other sleep disorders

« CISA; LS Parasormnias (unusual sleep behavior) circadian rhythm
disorders (unutual sleep timing)

[ Daytime causes & consequences of disturbed sleep

« Rapping: exercise: work & acthvities social & family stressors: use of
caffeine, alcohal, & tobacco

Medical & Psychiatric History

[ Medical disorders

= Meurologic {stroke, migrainel; pulmonary (Asthma, COPDY
Chronic pain (arthritis, FM); endocrine (thyroid dysfunction);
GERDy; cardiovascular (CHF)

[ Psychiatric disorders

« Depression; MOL anxiety disorders; substance use disorders

[ Medications

= Antidepressants; other sedatives; antthypertensives; sterobds;
decongestant & antihistamines; adrenergic agonists
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("« Exceseive fuid intake + Chranic pain
+ Caffeine beverages + DMICHF
+ Alcohol consumglion * COPDVGERD

+ Use of nicoting + Lirinary incontinence

Medical
_ disease




Other Tools & Tests

Sleep-wake diary

+ Prospective record of sleep-wake timing, quantity, & quality; may

Wrist actigraphy

identify patterns that are useful targets for behavioral treatment

= Measure & store movement data for up to 28 days; rest-activity
patterns correlate with sleep-wakefulness

Polysomnography (sleep study)

= Mot recommended for routine assessment of insomnia but
appropriate to evaluate suspected sleep apnea or parasomnias

Cognitive-Behavioral Interventions for Insomnia

| Sleep hygiene education

— Stimulus controd therapy
1 Steep resiriction therapy

—{ Relaxation training

r— Cognitive therapy

—| Cognitive-behavioral therapy for insomnia

{Brief behavioral treatment of insomnla_
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Characteristics of the ideal sedative-hypnotic

Has rapad onset of action

Prevents noclumal & early-moming awakenings
Maintains normal sheep architeciure

Produce no daylime sedation or adverse effects

Lacks active metabolites of parent compound
{ie, has defined duration of action, fewer residual effects)

Has no drug-drug interaction

Characteristics of the ideal sedative-hypnotic

Is melabolized through a mechanism
other than the hepatic CYP 450 system

Has no polential
for abusefolerancamebound insomnia afler discontinuation

|5 safe in overdase

Has fixed dosing with no need
fo reduce the optimal dose in edderiy patients

Address the physiologic condition underlying insomnia

2H50| 48X 2

Benzodiazepine Receplor Agonists (BzRAs)

Melatonin Receptor Agonisis (MRAs)

Anti-depressants (ADs)

Anli-psychotics (APs)

BzRAs Benzodiazepines

A Sy Onsetof | Duration of

Action, hr | Action, hr

Drugs Bedtime in the
Dose, mg | Elderly, mg

Estazolam i-2 01 -2 510
Flurazepam 15-30 Avold 1-2 10-20
Quazepam 515 Avold -2 10-20
Temazopam 15~30 1513 -2 10
Triazolam  0.125~0.25 01z 02505 2-5

BzRAs Benzodiazepines

Clinically Half-life
Y
Metabolism

Significant Mean
Metabolites  (Range), hr

Estazolam Ho 15{10-24) CYP2DG3A4 No
Flurazepam Yes T35 (40150 CYP2DEIA4 No
Quazepam Yes &0 |25-T9) CYP2DEIA4L No
Temazepam Nao B.E[35184) Glucurenidation No

Triazelam Ho L3 (1.5-3.5) CYPIA4 No

BzRAs Benzodiazepines

* Flurazepam — Avoid in the elderly!
— @0iE 15mg

« Temazepam
~ B3 OLEALF S 4 Tpotid (MZHAAIA))
« Senpoiia extract 5 mg, Sucraliate 200 mg, Temazepam 1.2 mg

— A2} ONEE SO AFHE| R 2T po td (4] ZHF EA)
= Soopoia extract 10 mg. Sucraifate 400 mg, Temazepam 2.4 mg

* Triazolam
- EARIEC|FEED 0125 mg0.25mg; E 2|2 0.25mg
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No Approved Benzodiazepines

Elimin. Usual

Drugs et | half-life,  Hypnotic Comments
hr Dose, mg
Alprazolam  D6-14 620 02505 nﬂ:::n:m e
Lorazepam 0.7+ 10-20 0251 H:l;nt;::;:?

(no CYP drug interactions)

Often used

Clonazepam 125 -0 853 oo otioes log syndiome

BzRAsS Non-Benzodiazepines

Usual Dose
Bedtime im the
Dose, mg | Elderly, mg

Onsetof | Duration of

Action, hr | Action, hr

Eszopiclone =3 1-2 0.51 B
Zaleplon 510 5 0.25-0.5 -4
Zolpidem 5-10 153 02505 3-8

ZolpidemCR  6.25-125 625 0.250.35 -8

BzRAsS Non-Benzodiazepines

Clinically Half-life

Mean Metabolism Food

Effect

Drugs Significant
Metabelites  (Range), hr

Eszopiclone Nao 6 (5-T) CYPIALTEY Yoz
Zaleplon HNao 1{08-1.1)  Aldehyde oxidzse Yes
ICYPIA4
Zolpidiem Ha 2.5 [1.4-4.5) CYPIA4 Yes
Zelpidem Mo 2B (1.6~4.1) CYPIA4 Yes
CR

Zolpidem

= Zolpidem 10 mg

- AESA, FIC, FOY, ...

- &Y $8% (Zoldem OD)

« Zolpidem-CR 6.25 mg/12.5 mg
- A8=ACRE25mgM2.5 mg

Adverse effects of BzZRA hypnotics

- Morning sedation
» Residual effects
: the experience of impaired functicn
in the morning after using a hypnotic.

Anterc-grade amnesia

Impaired balance - Falls & hip fractures 1

Complex sleep-related behaviors
+ Sleep eating'walking/driving; sexual or viclent behavior

Additional concerns regarding BzRAs

- Rebound insomnia
* worsenad skeep for 1= 2 nights
aflar discontinuation relative to basefline

= during abrupl discontinuation

— Withdrawal

= now symploms olhar than the infial one alter disconlinuation

- Dependence
* Individuals with no subslance use history
: therapy-seeking behavior rather than drueg-seeking behavior

= Individuats with @ history of alcokol or other sedative abuse
: abuse can occur with BZ & non-BZ hypnaolics




MRAs

Usual D ¥
e . Onsetof | Duration of

Action, hr | Action, hr

Drugs Bedtime in the
Dose, mg | Elderly, mg

Ramalteon B B 0.25-0.5 B8
Metatonin 0.53 0.3

* Ho FDA

approved

MRAs

Clinically Half-life
Drugs Significant Mean Metabolism
Metabelites  (Range), hr

Food
Effect

Ramelteon Yes 2(1-28) CYP1AZ No
* Bvoid using with
CYP1AZ inhibitors
(e, Muvoxamine)
Melatonin {0E~1)

Sedating ADs

Sedating APs

Half i Usual FDA Usual
alf life, ¢ . A A
Mechanism | Hypnotic Hypnaotic FDA-Appro
-Approved
hr Dose, mg Approved Dose, P
m
Domepin 35 15 LD: HY ANT B Insomnia c]
(1.5-4)  (10-30) HD: SHTZ, a1, M 10-100 Depression Olanzapine -6 i~ SHTZ2 M4, o), Z5H Schizophrenia
ANT: NE. SHT RI * Hypotenson, wi H1, M1-5 ANT Bipalar disorder
gaen akathsia
Amitriptyline  2-3 i SHTZ af M1 ANT; 10~100  Depression dizziness
{5-45) NE, SHT R o _ _
Trazodone  1-2 g SHTZ, af, H1 ANT;  25-150  Depression Quetiagpine  1-2 10 SHT1-Z D12, 2550 Schizophrenia
[T-15 SHTRI * Dry mouth al-2, H1, ANT Bipolar disorder
Mitazapine 2 0 SHT23, el-2 HI, 7530 Depression ROfERID
(1-3)  (20-40)  W1ANT; SHT Ri T, s
hapdache
Others commonly used as hypnotics Summary - 1

Anti-histamine drugs
+« H1, M1 antagonist
+ Diphenhydramine. daxylamine, hydroxyzine

= Adverse effects : cognitive impairment, urinary retention

Anti-convulsant drugs

+ Gabapentin (hypnotic dose 100-900 mg) : PHMN, DPMN
* Pregabalin (hypnaotic dose : 50-300 mg) : DPM. PHN, FM

» Adverse effects ; dizziness, dry mouth, fatigue, ataxia

J

—{ Insomnia : diagnosis

« Mot only sleep difficulty,

but also a daytime impairment or distress

—{ Insomnia : subtypes

* Primary << Secondary

I

—{ Insomnia : treatment

« Cognitive-Behavioral Therapy + Pharmacotherapy




Summary - 2

—{ Cognitive-behavioral therapy

]_~

= Sleep hygiene, stimulus control, refaxation training

—| Pharmacotherapy

]._

« Avoid flurazepam in the eldery.

* Sleep onset insomnia
: Triazolam, Zolpidem, Rameiteon

« Sleep maintenance insomnia

: Temazepam, Zolpidem-CR, Doxepin (low dose)






