Can you just refill my
zopiclone?

....... and othier Gedtime gtorvieg



Learning Objectives

1. Recall important aspects of sleep physiology
2. Review the differential diagnosis of insomnia

3. Describe non-pharmacological strategies for
treatment of insomnia (CBT-I, sleep hygiene,
progressive muscle relaxation)

4. Review evidence for total sleep time and sleep
onset latency for select pharmacological
treatments of insomnia

5. Highlight useful patient and practitioner
resources regarding insomnia management
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https://www.sleepadvisor.org/do-cats-dream/



https://blogs.scientificamerican.com/observations/why-do-we-sleep/

Audience Question: LIVE

How many hours of sleep do you
get (on average) per night?
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SLEEP DURATION RECOMMENDATIONS
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NEWBORN INFANT TODDLER PRESSCHOOL  SCHOOL AGE YOUNG ADULT OLDER ADULT
o-3 months 4-11 months 1-2 years 3-5 years G-13 years 14 z;r y-enrs 18-25 years 26 -4 yeﬂrs 65+

- Recommended - May be Appropriate Not Recommended

duration recommendations chart.pn


https://www.sleepfoundation.org/sites/default/files/2018-10/NSF_sleep_duration_recommendations_chart.png
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Figure 1. Main CNS nuclei that influence sleep.

J Syst Integr Neurosci 2016;2(2);doi: 10.15761/JSIN.1000125
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WHEN SLEEP
GOES WRONG

* Narcolepsy

e Kleine-Levine Syndrome
(Sleeping Beauty Syndrome)

e Fatal Familial Insomnia
* Exploding head syndrome

* Sleep paralysis

* Restless Legs Syndrome/Periodic Limb Movement
Disorder

«<D

INSOMNIA



https://myfox8.com/2015/09/25/its-not-just-the-duff-making-homer-simpson-sleepy-he-has-narcolepsy/

Audience Question: EEE

Which of the following statements is

NOT included in the diagnhosis of
chronic insomnia?

Must cause distress or impairment in functioning
Occurs at least 3 nights per week

Lasts for at least 3 months

Is not substance related

Must not be related to a co-morbid condition
(depression, chronic pain)



Audience Question: EEE

List causes of disrupted sleep



Risk factors/comorbidities
of chronic insomnia

e depression, anxiety, bipolar disorder, panic, PTSD, schizophrenia

e pulmonary, rheum, neurologic, cardiovascular, urinary, Gl, chronic pain, DM,
malignancy

e neurodegenerative disorders, FFI, MS, TBI

—

Medications and Substances

)

e steroids, diuretics, caffeine, alcohol, nicotine, opioids, cocaine, amphetamines

e RLS, sleep apnea, jet lag



Audience Question: EEE

| have a TV in my bedroom
TRUE
Or
FALSE?



Behavioural Therapies:
Sleep Hygiene



Behavioural Therapies:
Stimulus control



Behavioural Therapies:
Relaxation



Behavioural Therapy:
Sleep restriction





http://www.sleepreviewmag.com/2019/09/brain-forget-dream-sleep-rem/

nterpreting Efficacy on Sleep:
Definitions from Studies

Sleep latency onset (SLO) - The length of time that it takes
to transition from full wakefulness to sleep; normally to the
lightest of the non-rapid eye movement (REM) sleep stages

Total sleep time (TST) - The amount of actual sleep time in
a sleep episode; equal to total sleep episode less awake time.

Wake after sleep onset (WASO) - Periods of wakefulness
occurring after defined sleep onset

Sleep efficiency (SE%) - Refers to the percentage of total

time in bed actually spent in sleep Ciinical Evaluation of

Interventions for the

Management of Insomnia:
A Review of Reviews




Figure 2. Meta-analysis of the effect of CBT-i on SOL. IF@”I]ﬁm] @@”@@@

Late follow-up
Wu et al, 2006 (55)
Espie et al, 2007 (44)

Edinger et al, 2009 (42) 0.90 (-19.25 to 21.05)
-14.24 (-58.36 to 29.88)

—-39.70 (-74.50 to 4.90)
-15.50 (-31.10 to 0.10)

Knapp-Hartung pooled estimate
Heterogeneity: I = 52.2%; P = 0.123

T |
=30 0 30
Favors CBT-i Favors Control

CBT-i = cognitive behavioral therapy for insomnia; SOL = sleep onset latency.

Figure 4. Meta-analysis of the effect of CBT-i on TST. S{t@wﬁ@ @SH@@[@

Late follow-up
Morin et al, 1999 (50) 65.11 (12.94 to 117.28)
Wu et al, 2006 (55) 63.70 (28.42 to 98.98)
Espie et al, 2007 (44) 25.80 (3.32 to 48.28)
Edinger et al, 2009 (42) 6.50 (-36.21 to 49.21)

Knapp-Hartung pooled estimate 38.05 (-5.34 to 81.43)

Heterogeneity: I = 51.4%; P = 0.103

I
-30 0

Favors Control Favors CBT-i

CBT-i = cognitive behavioral therapy for insomnia; TST = total sleep time.

Ann Intern Med. 2015;163:191-204




o
Figure 3. Meta-analysis of the effect of CBT-i on WASO. W e k jin g [ul

Late follow-up

Morin et al, 1999 (50) -29.33 (-64.31 to 5.65)

Espie et al, 2007 (44) -26.70 (-52.64 to 0.76)
Edinger et al, 2009 (42) -3.30(-29.90 to 23.30)

Knapp-Hartung pooled estimate -18.38 (-54.45 to 17.68)
Heterogeneity: I’ = 0.3%; P = 0.37

I I
-60 =30 0 30
Favors CBT-i Favors Control

CBT-i = cognitive behavioral therapy for insomnia; WASO = wake after sleep onset.

Figure 5. Meta-analysis of the effect of CBT-i on SE%. time in bed as eep

Late follow-up

Morin et al, 1999 (50) 18.81 (7.27 to 30.35)

Wu et al, 2006 (55) 17.70 (9.15 to 26.25)
Espie et al, 2007 (44) 9.70 (4.47 t0 14.93)
Edinger et al, 2009 (42) 1.30 (-5.62 to 8.22)
Knapp-Hartung pooled estimate 11.10 (-1.67 to 23.87)
Heterogeneity: I = 73.7%; P = 0.010

-10 0 10 20
Favors Control Favors CBT-i

CBT-i = cognitive behavioral therapy for insomnia; SE% = sleep efficiency.

Ann Intern Med. 2015;163:191-204



Audience Question: EEE

Zopiclone increases total sleep time by
as compared to placebo.

a) 5 hours
b) 30 minutes
c) 60 minutes
d) 2 hours



Sleep Later— "r " Sleep Time (TST)?
(SLr

Zolpidem or What the heck is Sleep-onset
Zopiclone ?Maintenance

Benzos -2 a?intenance
(flur/tem/triaz) '4 to- i azolam — sleep
@

. Don’t see this
Suvorexant @ -5 minutes

(-10 to -4 mins) Q ntenance

Doxepin -5 r@nutes i Maintenance
(-8 to +1 min) (Max 70 mins)

Trazodone -12 minutes Not reported Maintenance
(-22 to -2 mins) (mixed results)

Quetiapine* o -40 min +50 minutes? NO NO NO!!!
(-96 to -22 mins) (Max 80 mins but one study lost sleep)

Melatonin ‘- ; ; +5 minutes Sleep onset
Max 25 mins)

Diphenhydramj But look how well 18 minutes? Slefep onset
it works! ax 40 mins, several no difference) Maintenance

CBT-I +8 minutes Sleep onset
(multi-component) (max ~20 mins, some no difference) ?Maintenance

*Very low quality evidence, very small sample sizes 1. https://www.cadth.ca/sites/default/files/pdf/HT0003-OP0527 Insomnia_Cinical Review.pdf
All versus placebo or inactive controls 2. Clin Ther. 2016 Nov;38(11):2340-2372



https://www.cadth.ca/sites/default/files/pdf/HT0003-OP0527_Insomnia_Cinical_Review.pdf
https://www-ncbi-nlm-nih-gov.uml.idm.oclc.org/pubmed/27751669

Suvorexant (Belsomra®)
What the heck is this? |-

Orexin A Orexin B

Pharmacology: Orexin receptor .o, 3
antagonist ° o i

g OrexinA ® * .‘ . Yoo .gexm Aand B
N=3076 |1month |3 12 n b “
4 RCTs months | months OX1R OX2R

G, or/fand G, coupled signaling

Sleep Onset -9.2 mins -9.5mins -4.4 mins
Latency (NS)

Total Sleep  +20 mins  +19 mins +16 mins
Time

Food consumption
Arousal maintenance
Regulation of motivated behaviors

Dose: 5-20mg HS (empty stomach)
rebound insomnia, cataplexy, risky

behaviors while not fully awake

Cost: ????? On DPD, not in catalogue

Coverage: not covered by Pharmacare

Neurosci Bull. 2019 Nov 28. doi: 10.1007/s12264-019-00447-9


https://www-ncbi-nlm-nih-gov.uml.idm.oclc.org/pubmed/31782044

QUETIAPINESR isSO NOTSS ANY SLEEPS AID S

Why it could work for sleep: H1 blockade, antimuscarinic, alpha-1
blockade and 5-HT2A antagonism (all produce sedation)

» Side effects begin even at LOWEST dose
* Anticholinergic, orthostatic hypotension, EPS, metabolic
adverse effects (lipids, weight, BG)

Q

* Very few patients have
been studied (~40) without
B it comorbid psychiatric
S— disorders
* Studies lack objective
“___ .
testing (polysomnography)

1. Tidsskr Nor Laegeforen. 2019 Sep 16;139(13) 2. Am J Health-Syst Pharm. 2014; 71:394-402 Stah TS Eesentia) Psychopharmacothatoy, 4% ed.



You won’t let me use Z-drugs,
benzos, or Seroquel® -now what?

Trazodone (Off—label USE) $0.23/tab for 50mg (Part 1 Pharmacare benefit)
* Dose 25—50mg HS (alpha blocker, histamine blocker) — SARI higher doses

e Useful: Aggressive behaviour/agitation in Dementia and
SuU ndOwning [Curr Treat Options Neurol. 2019 Jun 24;21(7):30]

hypotension, Gl symptoms, longer half-life in elderly

(Silenor®) $0.66/tab 3mg, $1.33/tab 6mg (not covered),
(Sineq uan®) lO-SOmg $0.37-50.86/capsule (Part 1 Pharmacare)

* 3mg-6mg HS (histamine blocker)
* 3mg TST +12 mins, WASO 10 mins, 6mg TST 17mins, WASO 14 mins?

e Separate at least 3 hours from meals (delayed absorption), 30mins prior to
bedtime
anticholinergic (mild), headache, increased BP

Innov Clin Neurosci. 2017;14(7-8):24—-34
RxFiles : Sleep/Insomnia Drug Comparison Chart [Accessed Jan 23/2020]



You won’t let me use Z-drugs,
benzos, or Seroquel® - now what?

Age-Related Insomnia
 DOSE IS (physiologic)

wearing off (eventually), rebound
insomnia and concerns regarding puberty in

childrenl
not in Canada ®

* Melatonin receﬁtor agonist (M1+M2)
higher affinity than melatonin
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Melatonin Dose {mg)

EX p | (? It S.e d a t I Ve effe C..ts Of Ot h e r Fic. 1. Sleep efﬁcwmf in S}ll}jects withA normal sleep (A) and age-
m e d I Cat I O n S (CO m O r b I d d I SO rd e rS) }')el;tgf}:l;womnla (B) following melatonin or placebo treatment. *,

- De_prESSi_On _ TCAS, pa roxetine, [J Clin Endocrinol Metab. 2001 Oct;86(10):4727-30]
mlrtazaplne, trazodone

* Neuropathic pain/FM — TCAs, gabapentin,
pregabalin

1. Journal of Paediatrics and Child Health 51 (2015) 584-589



Audience Question: EEE

Name a drug that disrupts
sleep



Drugs that disrupt sleep

Diuretics Alcohol
Nicotine Dopamme_
analogs/agonists l



R e S O l | r< e S Management of Chronic Insomnia
This clinical tool guides primary care providers to assess and manage chronicinsomnia and

pharmacological options in the general adult population. An estimated 3.3 million Canadians

aged 15 years or older (about one in every seven Canadians) have difficulty going to sleep

or staying asleep. This can impact both daily functioning and quality of life. Appropriate
management options, such as cognitive behaviour therapy for insomnia (CBT-1)and
pharmacotherapy regimens, are discussed in the tool to support primary care providers in their
approach.*** Considerations and instructions forinitiating a benzodiazepine taper are also
addressed within the tool.

88 Narionar Steer FounpaTion

DEPARTMENT OF CLINICAL HEALTH PSYCHOLOGY

PUBLIC
If you are a Manitoba resident experiencing difficulty with sleep, and would like to access the services of Dr. Vincent, please
have your physician fax a referral to (204) 787-3755. Dr. Vincent provides individual consultation, an online program, as
well as individual and group treatment. We have a number of ongoing research projects including the impact of improving
sleep on diabetes and the effectiveness of online versus telehealth delivered care for insomnia. If you wish to find out
more about the research projects in Dr. Vincent's laboratory, please contact Ms. Alanna Singer, research coordinator, at
return2sleep@gmail.com. Dr. Vincent also operates a private practice and provides individual psychotherapy and couple
ing for relationship problems, anxiety and mood difficulties, tinnitus, and stress. Contact her directly at (204) 787-

Topics

Insomnia  Sleeping Pills CBTi  Sleepwell Recommends

Digital therapeutic for sleep

Sleepio is a fully automated yet highly personalized digital sleep improvement
program instantly accessible via app and web

Your virtual animated
sleep expert

It's no dream. -
Sleep well without sleeping pills.

Your sleep expert The Prof, accompanied by his
narcoleptic dog, Paviov guides you on a journey to
better sleep, meeting with you for weekly sessions or

whenever you may need a helping hand Get your sleep back with CBTi.



https://www.sleepfoundation.org/articles/how-meditation-can-treat-insomnia
https://mysleepwell.ca/cbti/
http://www.wrha.mb.ca/prog/psychology/services_sleep-disorders.php
https://apps.apple.com/ca/app/sleepio/id910208298
https://cep.health/media/uploaded/CEP_Management_of_Chronic_Insomnia_2017.pdf

+

‘ Sleep Well



