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Learning Objectives

List 4 potential causes of chronic insomnia

List 4 drugs that can worsen or cause insomnia

Be familiar with ‘proper’ sleep hygiene techniques
List the goals of therapy for insomnia

Describe the short and long term benefits and risks
associated with benzodiazepines

Be familiar with the benefits and risks associated with
the use of zopiclone and other medications used for
treating chronic insomnia



Case 1. Ms. Jitters

« ID: 31 year old female with difficulty falling asleep (takes
over 60 min) for the last month. She complains of
daytime fatigue and takes naps

« PMHXx:

— Generalized Anxiety Disorder x 2 years

— Asthma x 15 yrs

* Meds: Takes fluoxetine 40 mg daily x 1 year which is
helpful for reducing GAD symptoms by about 60%

« Salbutamol and betamethasone inhalers — helpful in

controlling asthma
How would you treat Ms. Jitters?



Case 2: Mr. lan Somnia

ID: 63 year old with fatigue, difficulty sleeping, poor
concentration for 6 weeks

HPI: otherwise healthy, no sleep apnea, no psychiatric
conditions, etc.

Social: occasional ethanol and caffeine; married: retired
engineer

Medications: occasional ibuprofen for pain, nicotine 14
mg patch (been on a patch x 7 wks)

Physical exam and labs unremarkable

How would you treat lan?



What is Insomnia?

Difficulty falling asleep, maintaining sleep,
or not feeling rested in spite of sufficient
opportunity to sleep

Most common sleep complaint

Common reason to seek advise from a
health care professional

Can be transient or persistent



DSM IV Diagnostic Criteria for
Primary Insomnia

Difficulty initiating or maintaining sleep, or having

nonrestorative sleep for at least a month

Causes distress or impairment in social,
occupational or other important areas of
functioning

Not related to medical disorder or other sleep
disorder

Not the result of substances



Classification of Insomnia

Primary:
Psychophysiological

Secondary:

Psychiatric, Medical, Substance Use

Categories
Transient | > 2.3days
Short-term | _— <3 weeks

Long-term | — >3 weeks




Goals of Therapy

1) Promote sound and restorative sleep

2) Minimize external (stress, noise, environment)
and internal (anxiety, mood, pain) factors

3) Reduce daytime impairment (fatigue, poor
concentration) and complications of lack of
sleep

4) Improve the effectiveness of behavioural
interventions in managing patients with primary,
chronic insomnia



Treatment of Insomnia

Step 1: Get a good history, consider a sleep
diary, look for potential underlying causes

Step 2: Nonpharmacological therapy

Step 3: Pharmacological options
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What information do you need
for both these cases?

Sleep History

* Time data

— Napping, bed time, lights, how long to fall asleep, how many times
awoken, longest awa eperlod time out of bed, hours of sleep

* Questions about the sleep period

— Physical symptoms preventing sleep (pain), mental or emotional
symptoms (worry, anxiety), what awakens during the night (snoring,
gasping for air, nightmares), symptoms when you wake up (headache,
confusion, sleeplness)

* Questions for the patient’ s bed partner

— Snoring, gasping, breathing; leg twitching, jerking, kicking; alcohol,
nicotine, caffeine, other drugs; change in mood or emotional state



Sleep History Questionnaire

Tarne: Diate:

Birthdate: Aze Cocupation:

Sems Heizhr Weight: Waight Last Year:
Fefaming Doctor: Family Docior:

Diascribe your slesp probleam:

What results do vou expect

A MEDICATION SURVEY

Please list all PEESCEIPTION and MOM-FRESCEIPTION medications you'te oum

MEDICATION EEASON TARFN

ALTERGIES:

C. SLEEP PATTERN
1. Circle the davs of the week you work:

o

s

W

6. SLEEP TIME

Monday Tuesday Wednesday Thursdasy Fnday Satwday Sunday
. ON WORKDAYS
a. What time do you 2o to bed:
b, What time do you zet out of bed:
. ON WEEKENDS & HOLIDAYS
a. What time do you 2o to bed:
b, What time do you zet out of bed:
4. How long does it take for you to fall asleep?
. How many times a night do vou awaken?
a. How long do the awakenings last?
b, List any sympeoms associzted with the awakenings:
a. How many bours do you usually sleep?
(de zot inchade Zours speet in bed awake)
b. How many bours does it take to make you feel rested?
¢. How many daytime naps do you take per week?
7. SLEEP QUALITY
a. Do you feel vnrefreshed and sall sleepy upon awakenmz? YES NO
b. How long does it take to fully awaken in the momung?
YES NO

E.PLEASELIST ALL PAST OE FRESENT MEDICAL CONDITIONS OB STD 8. In the daytime, are you chronically slespy, fatizued or tired?

9. Grade your tendency to E4LL JSLEEP dunng the following sitiations:

(O=weuld pever slesp, 1=slight chazmce of slespizz, 2=moderats chazco of slespizg, I=lugh chancs of sleoping)

0

1

2

3

. Simng and reading

. Warchimeg TV

Simng mactive in a public place (e.g. theatar or meeting)

. As a passenger in a car for an bour without a break

Lying down to rest in the aftermoon

Siming and talking to someons

. Sirtng quietly after lunch without alcobol

Bt op N o

. In a car, while stopped for a few minutes

http://www.sjo.org/documents/1/sleephistoryquestionnaire.pdf
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. SLEEF AND EREATHING

. Di you snore?

. Isyour snoring broken by besitations, zz:ps and snors?
. Arethe bazitations long enough o Eighten your sleep pe
. Has vour sporing driven vour bed partner from the badre

Dz vou awaken with & dry mounth?

. Dz you aaaken with headaches

- INSONINIA

. D youn bhawe wouble falling or staying asleep?

. D you worry sbout being able to fall asleep on timea?
: D{.ﬂ o feel sleepy pric I[DEE‘I:III.EIIJ[DbEIﬂ

Drpes wour muind race with dioughis whea lying awaksa?
Do danvtirns worries kaep vou awake &t nighe?

. Dwpes patn disturh your sleep?

Dizes bear, cold, honger or duirst disturh vour sleep?

. Isvour meonmdz the prinery reasew vour 1ife is in disarr

Dro womn rely on 2 sleepine medication?

1'3' Dz you watch TV, read, or work in bed?
11. D you freguenty waval across 2 or more fme zones”

J’Jna--lml\..ﬁ.h.'...ll_ll—-hl]

SLEEF DISTURBANCES

Dz vou experience 1nplessant lag seasations af bednme’
Dro womn Kick or jerk vour lags and'or smus daring sleep?
Do o hawe swests or awaken from sleep feeling fushe
Dz vou awaken with a birer or acid taste?

Dz vou frequenily have nighimares or vivid dreams?

Do womn 2rind wour teeth or have hiten your cheek during
Hava yvou ever walked or talked in vour sleep?

Hawve you ever besn unahble to move for a few moments
Have you ever sean or felt things fom vour dreams gt

1'.'} Have you evear experisns ed weakness v.:ua]au_'u_z ar
11. Hawe you evar had vmusnal movements or bebaviors dur

Dascnibe:

. PERSONAL HABITS

1.

[ )

Do woun wse tobacco now or have you in the pasr?
A Ifyes how miamy per dav and for how many vesrs?
b If yes what mme of day s your last wse?

: Da}aldrm_-c aloobol T

A Ifyes how many drinks? per day /perw
b Ifye: what tme of day 13 vour Last dnpk”

. How many caffemated beverages do you donk per day?

& Ifyes whar mme of day s your last drik?

H FAMILY HISTORY
AGE MEDICAL COMNDITIONS

Fathear:
Adother
Siblimg 1:
Sibling 2:
Sibling 3:

{contmme balow if pecessarny)

1. List amv relafives who kave sleep problems or snora?

I PERSONAL HISTOERY (Check amy and 211 duat apply)

skippad heart bazts bgart fadlurs biaest attack hsart murmur
kigh blood prassure thyroid prehlans dizbates straks

spilapsy beadackes wmphysama sinusis

nesal congesticn derrizsed zasal supham wnlarged tomsils 2lamgias

25t glamcomna depression aoxisty Bipadar disoadsr

J. BED PARTNER QUESTIONNAIRE (Plaass bave your bed parmer check aoy and 211 that apply)

Light smeniz=g Sleap walking Lag or body twitchi=g
Haz1y sporing Sleup falking Lagjersmg

Pernses in hreathi=g Bad-waring Dianrtines slaspiness
Sooch=g Haad rockmgbanging Diantinss confwion
Tawth grindi=g A shzking 3t Dlopression azmxiety

1. Pronide addifional detail regarding any of the above. Please descrbe the activity, the ome it
ooours, apd how ofien it accurs.

ELADDITIONAL INFORMATION




Medications that can Cause or
Worsen Insomnia

Antidepressants
— bupropion, fluoxetine, SNRIs, MAQOIs, TCAs

Antihypertensives
— beta blockers, methyldopa

Nicotine

Sympathomimetic Amines

— amphetamines, methylphenidate, caffeine, cocaine,
decongestants, appetite suppressants, bronchodilators (e.g.,
salbutamol),

Miscellaneous

— corticosteroids, anticonvulsants (e.g., phenytoin, valproic acid),
levodopa, quinidine, hormones (e.g., thyroid supplements,
estrogen)



Primary Insomnia

Mild Assess level of daytime Moderate
L impairment to severe
v Y
S!eep hygiene Sleep hygiene
instructions instructions

¢ |

Behavioural 2-wk course of
interventions hypnotic

Response Poor Response
| —Good l
* Re-evaluate
— compliance with sleep
Menitor and encourage - hgg"m ical and
maintenance of good m ﬁ,gﬁ,c 103::15
sleep hygiene A :

«

Second 2-wk
course of hypnotic

Y

Response

v

Poor

Second opinion from
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o ooiat Of Darchologet Ther. Choices 5" Edn




Nonpharmacological Options

Proper sleep hygiene (see slide in handout)
Relaxation exercises and tapes
Stimulus control

Sleep restriction

Sleep diary (see sample in handout)

Increase aerobic exercise earlier in the day (~45
minutes and should induce sweating)

Cognitive behavioural therapy for insomnia
(CBTI)



National Sleep Foundation Sleep Diary

COMPLETE IN MORNING COMPLETE AT END OF D
[wentto | Igotoutof | Lastnight, |Iwokeup | Whenlwoke | Lustright | My sleep was| | consumed | |exerclsed | Appromdmatel | Medication(s) | About | hour
Il ot days | bed last bed this | fel duringthe |upforthe | |septa disturbed by: caffeinated | atleast 0 |y 2.3 hows | |took during | before going
1.4 hlow and | Mot at morming at: | asleep In: | night: day, [ felt: | totd of: P drinks In the: ﬂ'll;:lw bef::?olng the day: :::l;:),ldld
days 5.7 Mextunse | Cwtag | (ndmarbe | moteed phatd | g ol | 10 0€° to bed, Rt e o owing
on page 2 Wimes efber) emimertd ||y consumed: | rugpidngs) | ctiity
yearrent €g. rw»n;
1 mﬁ; J
phyviedl dhoambeet
tempvrraw)
' O Moming | £ Moming
DAY 1 0 Refreshed T |0 Atemoon |C Atemaon | [ Alcahol
| () Wethingevead| 0 WEIA 50963 1) p vy
DAY 0
_pwam | pwas | tes | Times | gt Mours | | houstebe | humbdre| meal
OATE gogoted | Qo bbed | O Not
T [ fatgued O Nat 0 Not applcable
TTTTTT | applcable | appicable
; O Moming | U Moming
DAY 2 [ Refreshed T |0 Atemoon | D Atemoon | O Aleohol
DAY 0 Somewhat === | O Wehinseveat| ) Wetin sewesa| [] A heavy
e PMIAM | PMAM | Minutes | TMeS | acachad | e HOUS [ | houstebe | hasbére | meal
DATE | comoted [ gongiobd | [ Not
S — [ fabgqued O Nt [ Not appicable
TTTTTT | appiicable | applcable
N 0 Moming | U Moming
DAY 3 [ Refrached U0 Aemoon | D Atemoon | O Aleohol
DAY 0 Somewhat = | [ Wihingeved| 0 Wehin sovesa| [ A heavy
e PN PMIAM | Minutes | TMeS | cacachad | e HOUS [ | houstebe | hasbére | meal
nATE gongioted | gongobed | [0 Not
i 11 i i Al 11 Mat amnlraba
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Sleep Hygiene

Keep a regular sleep/wake schedule 7 days a week

Limit daily “in-bed” time to average sleep time prior to
the sleep disturbance

Avoid sleeping in or daytime naps

Stop offending medications/substances (caffeine,
nicotine, alcohol, stimulants)

Avoid evening stimulation
Try a warm, 20 minute bath near bedtime

Eat regularly during the day and avoid large meals
near bedtime

Use bedroom only for sleep and intimacy — not for TV
or something that keeps you too alert



Pharmacological Options

» Antihistamines * Melatonin
» Benzodiazepines y (Rarr|1etltec.)n* .
. melatonin receptor
> Zopiclone agonist)

« Eszopiclone*
« Zaleplon*/Indiplon®
« Zolpidem®

:>- Antidepressants (e.qg.,
trazodone, doxapin)

* Alcohol?

* Chloral Hydrate
* Antipsychotics
* L-Tryptophan

* Herbs (valerian,
chamomile)

*Not available in Canada



6 Basic Principles

Use lowest effective dose
Intermittent dosing (PRN) — e.g., <4/week

Short term treatment (2-4 weeks)
depending on presentation

Need for medication tapering if longer term

Select and monitor medications by
assessing daytime functioning and
adverse effects

Patient plays an active role in treatment



Benzodiazepines

 Effective in promoting sleep onset and
maintaining sleep

 Consider half-life and metabolites

— Particularly for the elderly

* Increased risk of higher cortical impairment
— Confusion and falls

* Reduced Phase | metabolism
* Reduced GFR and hepatic blood flow
* “LOT" — lorazepam, oxazepam, temazepam



Benzodiazepines

* Bind to gamma sub-unit of GABA-A
receptor, resulting in an increase in GABA-

A receptor activity
Improve insomnia by:
* Reducing REM sleep
* Decreasing sleep latency
* Decrease nocturnal awakenings

* Tolerance develops with repeated
administration



Problems with Benzodiazepines

* Short-term * Long-term
— Adverse effects — Tolerance
— Carry-over effects — Withdrawal
— Cognition — Rebound

— Anterograde amnesia — Dependence



Adverse Effects of BDZs

* Daytime drowsiness/tiredness

* Cognitive impairment

* Rebound insomnia (even after 2 wks)
* Anterograde amnesia

* Incoordination and falls

« Paradoxical effects

* Respiratory depression

« Dependence/tolerance

» Sleep walking?



Physical Dependence vs. Abuse

* Physical Dependence:

— Down regulation of benzodiazepine receptor
sensitivity

— Need to continue to use a drug to relieve or avoid
physical withdrawal symptoms

 Abuse

— Recreational use

— Continued use despite negative consequences
— Dose escalation

— Loss of control over use




Zopiclone

* Acts at the benzodiazepine receptor
— Not a benzodiazepine

« Compared to benzodiazepines, zopiclone
appears to have less or no:

— Rebound insomnia

— Tolerance and dependence

— Amnesic effects

— Morning hang-over (short half life)



Zopiclone Pharmacokinetics

Absorption: Elderly: 75% to 94%
Protein binding: ~45%
Metabolism: Extensively hepatic

T,,: 5 hours; Elderly: 7 hours; Hepatic
impairment: 11.9 hours

Time to peak, serum: <2 hours; Hepatic
Impairment: 3.5 hours

Excretion: Urine (75%); feces (16%)



Zopiclone

Drug interactions:

— CNS depressants

— CYP2C9 and CYP3A4 drugs (inducers and
inhibitors)

Adverse effects: bitter taste, dry mouth,
headache, somnolence

Serious AEs: suicidal ideation, aggression,
worsening of depression

Eszopiclone (Lunesta) available in the US



Zolpidem (Ambien or Sublinox)*

* Non-benzodiazepine, binds to the omega -1
(BZ-1) receptor subtype of the GABA-A receptor
complex.

« Rapid onset of action; sleep onset/duration
* 5—10 mg Sublingual (sublinox), 6.25 mg CR
(Ambien) before bedtime

« Common SE: nausea, dizziness, drowsiness,
rebound insomnia

» Serious SE: suicidal ideation, worsening of
depression, aggressive behaviour

« Contraindications: severe hepatic impairment,
respiratory insufficiency

*Not currently sold in Canada



Trazodone

« Limited data in primary insomnia (only 2 studies)
» Lack of objective efficacy measures
« Short duration of trials (longest is 6 weeks)

« Consideration for side effects (sedation,
dizziness, orthostasis, psychomotor impairment,
priapism, etc.)

Mendelson WB. A review of the evidence for the efficacy and safety of trazodone in insomnia. J Clin
Psychiatry. 2005 Apr;66(4):469-76.



Trazodone vs. zolpidem

* 14 day, placebo controlled, primary
Insomnia

* Subjective sleep latency and duration
showed significant improvement with both

trazodone and zolpidem vs. placebo
» Effect was greater with zolpidem

Silber MH. Clinical practice. Chronic insomnia. N Engl J Med. 2005 Aug 25;353(8):803-10.



DoXxepin

* Limited data in elderly primary insomnia

* Dose = 1-3 mg!

12 week RCT, DB, Dox 1 mg (n=77) or Dox 3
mg (n = 82), or placebo (n = 81)

* QOutcomes: Polysomnography (PSG), patient and
clinician ratings, CGl at nights 1, 29, and 85

Results:

« DXP 3 mg > placebo for all measures and 1mg >
placebo for some outcomes

Krystal AD et al. Efficacy and safety of doxepin 1 mg and 3 mg in a 12-week sleep
laboratory and outpatient trial of elderly subjects with chronic primary insomnia.
SLEEP 2010;33(11):1553-1561.



Antipsychotics

Not FDA approved for insomnia

When used, doses are usually lower than those
for treating psychosis

Can be helpful, but associated with weight gain,
increased risk for diabetes, high blood pressure,
restless leg syndrome, muscle spasm or
Parkinson-like symptoms

Quetiapine and ziprasidone have been studied
In clinical trials and were shown to increase total
sleep time as well as sleep efficiency



Adil’ s Comparison of First Line
Drugs in Canada for Insomnia

Drug Night-time Half-life Metabolites Comments
Dose (mg) (hours)
Lorazepam Initial 0.5 10 to 20 Inactive No “hangover” effects; may cause more
Maximum 1 metabolite rebound insomnia on withdrawal than
temazepam or oxazepam; may cause amnesia
with higher doses
Oxazepam Initial 15 510 10 Inactive Slowly absorbed — delayed onset of action;
Maximum 30 metabolite take 60-90 minutes before retiring; no
“hangover” effects
Temazepam Initial 7.5 10 to 12 Inactive Short duration of action limits morning sedation.
Maximum 30 metabolite Does not accumulate.
Triazolam Initial 0.125 2t03 Inactive Anterograde amnesia (esp. with 1 dose,
Maximum 0.25 metabolite concomitant alcohol); other dose-related side
effects (rebound insomnia, daytime anxiety)
have limited its use. Absence of “hangover”
effects is major advantage.
Zopiclone Initial 3.75 510 10 N-Desmethyl Does not accumulate; free of cognitive effects;
Maximum 7.5 (has activity) major adverse effect is bitter/metallic taste; may
N-Oxide (has cause less rebound on withdrawal; minimal
weak activity) additive effects with low doses of alcohol




SPECIAL ARTICLE

Clinical Guideline for the Evaluation and Management of Chronic Insomnia in Adults

Sharon Schuste-Rodin, M.D."; Lauren Broch, Ph.D.%; Daniel Buysse, M.D.%, Cynthia Dorsey, Ph.D.*; Michael Sateia, M.D.*

'Penn Sieep Centers, Philadeiphia, PA; *Good Samaritan Hospital, Syffern, NY: "UPMC Siecp Medicine Center, Pittsburgh, PA; *SleepHealth
Centers, Bedford, MA; *Daremouth-Hitchcock Medical Center, Lebanon, NH

Insemnia is the most prevalent sleep disorder in the general popula-
tion, and is commonly encountered in medical practices. Insomnia is
defined as the subjective perception of difficulty with sleep initiation,
duration, consolidation, or quality that occurs despite adegquate oppor-
tunity for sleep, and that results in some form of daytme impairment.’
Insomnia may present with a variety of specific complaints and eti-
ologies, making the evaluation and management of chronic insomnia
demanding on a clinician’s time. The purpose of this dinical guideline
is to provide clinicians with a practical framework for the assessment

and disease management of chronic adult insemnia, using existing
evidence-based insomnia practice parameters where availakle, and
consensus-kased recommendations to bridge areas where such pa-
rameters do not exist. Unless otherwise stated, “insomnia” refers to
chronic insomnia, which is present for at least a month, as oppesed to
acute or fransient insomnia, which may last days to weeks.

Citation: Schutie-Rodin S; Broch L; Buysse D; Dorsey C; Sateia M.
Clinical guideline for the evaluation and management of chronic in-
somnia in adults. J Clin Sleep Med 2008;4(5):487-504.

SUMMARY RECOMMENDATIONS
General:

Insomniz 1z an mmportant public health problem that re-
quires accurate diagnosis and effective treatment (Stan-
dard)

An insomnia diagnosis requires associated daytime dys-
function in addition to appropriate insomnia symptomatol-
ogy. (ICSD-2 definition)

Evaluation:

Insomnia is primarly diagnosed by clinical evaluation
through a thorough sleep history and detailed medical, sub-
stance, and psychiatric history. (Standard)

The sleep history should cover specific Insomnia com-
plaints, pre-sleep conditions, sleep-wake pattems, oth-
er sleep-related symptoms, and daytime consequences.
(Conzensus)

The history helps to establizh the type and evolution
of insomnia, perpetuating factors, and identification of
comorbid medical, substance, and/or psychiatric con-
ditions. (Consensus)

Instruments which are helpful in the evaluation and dif-
ferential diagnosis of insomnia include self-administered

Submitted for publication July, 2008

Accepted for publication July, 2008

Address comespondence to: Sharen L. Schutte-Rodin, M.D., Penn Slesp
Centers, University of Pennsylvania Health System, 3624 Market St., 2«
Floor, Philadelohia, PA 19104; Tel: (215) 615-3669; Fax: (215) 615-4835;
E-mail: rodins@hphs.upenn edu
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questionnaires, at-home sleep logs, symptom checklists,
psychological screening tests, and bed partner interviews.
(Guideline)
At minimum, the patient should complete: (1) A gen-
eral medical/psychiatric questionnaire to identify co-
morbid disorders (2) The Epworth Sleepiness Scale or
other sleepiness assessment to identify sleepy patients
and comorbid disorders of sleepiness (3) A two-week
sleep log to identify general patterns of sleep-wake
times and day-to-day variability. (Conszenszus)
Sleep diary data should be collected prior to and dur-
ing the course of active treatment and m the case of
relapse or reevaluation in the long-term. (Consenszus)
Additional assessment instruments that may aid in the
baseline evaluation and outcomes follow-up of pa-
tients with chronic msomnia include measures of sub-
jective sleep quality, psychological assessment scales,
daytime function, quality of life, and dysfunctional
beliefs and attitudes. (Consensus)

Physical and mental status examination may provide im-

portant information regarding comorbid conditions and

differential diagnosis. (Standard)

Polysommnogzraphy and daytime multiple sleep latency test-

mg (MSLT) are not indicated in the routine evaluation of

chronic msomnia, including insomnia due to psychiatric or
neuropsychiatric disorders. (Standard)

+  Polysomnography is indicated when there is reason-
able clinical suspicion of breathing (sleep apnea) or
movement disorders, when mitial diagnosis is uncer-
tam, treatment fails (behavioral or phammacologic), or
precipitous arousals occur with violent or injurious
behavior. (Guideline)

o
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Table 12—Pharmmaceniica] Therapy Options

Drug Dipsage Form

Fecommended Dosaze

Indications Specific Comments

Benzodinzepine Receptor Agonistic AModalator:

({Schedule TV Confrolled Substances)

MNon-benzodiazepines

cvclopyrrolones
eszopiclons 1,2, 3 mg mblets 2-3 mg hs +r Primarily used for sleep-onser and main-
1 mg hs m elderly or debilitated; max 2 ms tenance insoqnia;
1l mg hs m savere hapatc lnpainment; max % Intermediate-actmg;
lmg + Mo shom-ferm usage resmicion
imidazopyridines
zolpidem 5, 10 mg mablets 10 mgz hs; max 10 mgz + Primarily used for sleep-onset msomnia
F mg bhs m elderlv, debilitated. or hepatc ++ Shor-to intermediste-acons

zolpidem (contralled 85.25 125 mg

impairmant
125 mg hs

Primuarily wsed for sleep-onzet and mam-

release) tablets 6.25 mig hs iz elderly, debilitated, or hepatic tenance insommia;
impairmeant + Coontrolled release; swallow whole. not
divided crushed or chewed
prrazolepyrimidines
zaleplon 5, 10 mg capsules 10 mez bs; max 20 mg ++ Primarily used for sleep onset insomnia
3 mg hs m elderly, delbilitated, midld to + Mlamntenance insomnia 35 leng as 4 hours
moderats heparic npairment, of Conoomitang is availabls for further sleep
cirpetidins +# Short-acting
Benrodizzapines
estazalam 1, 2 mz mhblats 1-2 mg hs
0.5 mgz bs in elderly or debilitatad + Shor- to iInftermediate-acting
temarepam T.5, 15, 30 mg 15-30 mg hs
capsules 7.5 mg he in elderly or debilitatad 2 Short- to intermediate-acting
triazolam 0125 0325me 0.25 mz hs; max 0.5 mg
tzblets 0.125 mg bs mn alderly or debilitated; max + Short-aciing
0,25 mz
flurazepam 15, 30 mg capsules 13-30 mgz hs % Lopg-actng
1% mgz hs in elderly or debilitated ++ Fisk of residuzl davime drowsiness

hlelatonin Feceptor Agonists (Non-3cheduled)

ramelteon B mg taklet

g mg hs

Primarily used for sleep-onset msoninia



First-line Pharmacotherapy: Highest level of evidence supporting efficacy and safety

Recommended Dose Comments

Zopiclone 3.75-7.5 mg * Short half-life provides lower risk of morning hang-over
effect

* Metallic after-taste most commeon adverse reaction

Temazepam | 15-30 mg * Intermediate half-life carries a low-moderate risk of
morning hang-over effect

Second-line Pharmacotherapy: Moderate level of formal evidence. Extent of current use and
favorable tolerability support use as second-line agents

Recommended Dose Comments

Trazodone 25-50 mg + Shorter half-life carries lower risk of morning hang-over
effect

Variable Evidence

Recommended Dose

L'Tryptophan | 500 mg-2 gm » Evidence supporting efficacy is variable and
Melatonin 0.3-5 m mnsufficient. May be requested by individual patients
' - looking for a “natural source™ agent.

Valerian 400-900 mg Taken 60 minutes before bedtune




Other Non-Prescription Products

Usual Dose

Comments

Diphenhydramine
- Benadryl®

- Sleep Eze

- Simply Sleep

- Nytol®

- Untsom®

25-50 mg hs

Dimenhydrinate
- Gravol

25-50 mg hs

Doxylamine
- Unisom 2

25-50 mg hs

Potential for sertous side effects arising from
anticholinergic properties (especially i elderly); residual
daytime sleepiness, diminished cognitive function, dry
mouth, blurred vision, constipation, urinary retention, etc.

These products are not mtended for long term use and
tolerance to sedative effects likely develops rapidly (3
days)

Gravol not approved i Canada as a sleep aid

Toward Optimized Practice Program. Guideline for adult primary insomnia. 2010 Feb



Not Recommended
The following agents are not recommended for the management of conditioned insomnia except in cases
where the agent is being used specifically to mange a co-morbidity such as depression.

Agents Comments

Antidepressants - mirtazapine, fluvoxamine,
tricyclics

Relative lack of evidence

Amitriptyline

Relative lack of evidence and significant adverse
effects (such as weight gain)

Antihistamines - chlorpheniramine

Relative lack of evidence or excessive risk of
daytime sedation, psychomotor impairment and
anticholinergic toxicity

Antipsychotics (Conventional or
1st-Generation) - chlorpromazine,
methotrimeprazine, loxapine

Relative lack of evidence and unacceptable risk of
anticholinergic and neurological toxicity

Antipsychotics (Atypical or 2nd-Generation)
- risperidone, olanzapine. quetiapine

Relative lack of evidence and unacceptable cost and
risk of metabolic toxicity

Benzodiazepines (Intermediate and Long-
Acting) - diazepam, clonazepam, flurazepam.,
lorazepam. nitrazepam, alprazolam.
oxazepam

Benzodiazepines (Short-Acting) - triazolam

Excessive risk of daytime sedation and psychomotor
impairment

No longer recommended due to unacceptable risk
of memory disturbances, abnormal thinking and
psychotic behaviors
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