INSOMNIA

TREATMENT OPTIONS
TREATMENT EFFECTIVENESS



HOW DO WE TX THIS ?




A HX PERSPECTIVE

PHARMACOTHERAPY

THE BRITISH MEDICAL FOURNAL, [July 14, 1877.

QUEEN'S HOSPITAL, BIRMINGHAM.
CASES UNDER THE CARE OF DR. SAWYER.

Insomnia,— is usually successfully treated by full doses of bromides
conjoined with tincture of ergot and cod.liver oil.  If the insomnia
be serious, it must be stopped at once by hypnotics, preferably by
opium.




PAST AND CURRENT
THERAPEUTIC APPROACH TO
PHARMACOTHERAPY
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TREATMENT OPTIONS

CLASSIC THERAPIES

 Benzodiazepines (e.g., temazepam)

e Imidazopyridines (e.g., zolpidem) Presynaptic NeurSh
Pyrazolopyrimidine (e.g., zaleplon) /%m :
Pyrrolopyrazine (e.g., eszopiclone) —

* i. ..,I'. .-'

NEWER THERAPIES = et '
1 locking
- Doxepin (e.g., “silenor) ' &‘lllhlﬂ%ﬁ*

« Melatonin Agonists (e.g., ramelteon) Postsynaptic Neuron
e Orexin antagonists (e.g., suvorexant)

OFF LABEL
» Antidepressants §e.g., amitriptyline, trazodone)
» Antipsychotics e.g., quetiapine)

IN DEVELOPMENT / COMBO

e 2nd Generation DORAS
e BZRASs + CBT-I

e Stimulants + CBT-I




Table 1
Basic pharmacology of medications used to treat insomnia

Agent Trade Class FOA indication Binding profile Metabolism

s Benzo Anti- MTI- Anti- Anti-  Anti- Anti-
binding H1  MT2 5HT2 alpha-1 dopa mach
Flurazepam Dalmane Benaodiaze pine Insarmnia CYP20C149, CYP3A4
Quazepaim Doral Benaodiaze pine Insarmnia CYP3A4, CYPF2C19
Estazolam Prosom  Benzodiaze pine Insarmnia 5 CYP3 A4
Tema ze pam Restoril  Benzodiaze pine Insomnia : Glucuronide conjugation
Triazolam Halcion  Benzodiaze pine Insarmnia : CYP3A4, glucuronide
conjugation
Clonazeparm Klonopin Benzodiaze pine Seizures, anxiety 1-2 CYP2B, CYP3A4, acetylation
Lor azepam Ativan Benaodiaze pine Anciety : Glucuronide conjugation
Alprazolam Xan 15, CYP2C19
Diazepam Vali CYP2C19, OYP3A4,
nide conjugation
Chlordiazepoxide  Libe CYP2C19, CYP3A4,

WHILE COMPREHENSIVE, nide conjugation

LCYPLAL, CYPF209

Zolpidem (MR) Aml

sopne 1o VWWHAT IS MISSING FROM THIS TABLE ? ‘o~

Rameltean R JOYPC CYPIA4
Amitriptyline Elav . CYF2C19, CY F2Da,

Duxepin Siluars ves ey s gy v Sy e wren, CYP2C19, CYP2DG,
CYP209, CYP1A2
Trazodone Desyrel  Chlorophenylpiperazine MDD ¥ CYP3A4, CYF2D6, CYP1A2
Mirtazapine Remeron  Tetracwolic MDD 25-2 . CYP2DG, CYP1A2, CYP3IA4
Quetiapine Seroquel  Dibenzothiazepine Schizophrenia CYP2D6, CYP3A4
e nia
Olanzapine Zyprexa  Thiobenzodiaze pine Schizophrenia . CYP1AZ
mania
Risperidone Risperdal Benzsoxazole Schizophrenia CYP2DE, CYP304
SR e nia
Diphenhydramine Benadryl Ethanolamine Allergy, OTC 2-3 5-11 CYP2D6, CYP1A2, CYP209,
sleep aid CYP2C19
Do ylamine Unisom  Ethanolamine Allergy, OTC 15-25 10-12 CYP2DG, CYP1A2, CYF209
succinate sleep aid

MDD = major depressive disorder; £z includes the half-lives ol the parent compound and major active metabolites; OTC = ove -the—counter; information in table from Refs, 953,
Anti-5HT2-Semtonin Type 2 Beceptor Antagonist; Anti-alpha-1 - Alpha 1 Adrenergic Antagonist; Anti-Dopa - Dopamine Antagonist; Anti-H1 - Antihistamine; Anti-mach -
Muscarinic Cholinergic Antagonist; Benzo - Benzodiazepine; CYF - Cytochrome P450; ETOH - Alcohol; ME - Modified release ; MT1-MT2 - Melatonin Type 1 and Type 2 Beceptor
Antagonist; bz - Half-life; fmae - Time o maximum blood level|

Krystal Sleep Medicine Reviews 13 (2009) 265-274




Drugs Indicated for Insomnia

Generic Brand T,,, (Hours) | Dose (mqQ) | Drug Class
Flurazepam Dalmane 48-120 15-30 BZD
Temazepam Restoril 8-20 15-30 BZD
Triazolam Halcion 2-6 0.125-0.25 BZD
Estazolam Prosom 8-24 1-2 BZD
Quazepam Doral 48-120 7.5-15 BZD
Zolpidem Ambien 1.5-2.4 5-10 non-BZD
Zaleplon Sonata 1 5-20 non-BZD
Eszopiclone Lunesta o5-7 1-3 non-BZD
Zolpidem Ext. Rel. | Ambien CR 1.5-2.4* 6.25-12.5 non-BZD
Ramelteon Rozerem 1.5-5 8 MT agonist

Compiled by Dan Buysse




PLUSES & MINUSES FOR EACH TREATMENT MODALITY

Benzodiazepines (e.q., Temazepam)

+ Good short term efficacy

+ Low interaction profile (vs. predecessors)
+ Relatively High LD (vs. predecessors)

+ Minor side effects (depending on 1/2 life)

- Not recommended for long term use

- Not curative (gains are lost when Tx is d/c ?)

- Rebound insomnia

- Suppresses SWS or REM

- Abuse Potential (?)

- Dependence (?) asioe: ANXIETY ANDIOR PAIN




PLUSES & MINUSES FOR EACH TREATMENT MODALITY

Imidazopyridines / Non-benzodiazepines
(e.q., Zolpidem, Zaleplon, Zopiclone)

+ Good “short” term efficacy

+ May be used safely up to 6 months (FDA SI REMOVED)
+ Low interaction profile

+ High LD

+ Few side effects

+ Doesn’t suppress SWS or REM

+ Does not result in rebound insomnia

- Not curative (gains are lost when Tx is d/c)
- Parasomnogenesis (pegged to zolpidem)
- Abuse Potential (?)




PLUS & MINUSES FOR EACH TREATMENT MODALITY

Low Dose Tricyclics — Doxepin

+ Good short term efficacy (WASO only)

+ Good durability (3 months)

+ No appreciable effects on Sleep Architecture

+ Minor side effects at hypnotic doses (?)

+ Data exists for long term administration in MDD
+ Low abuse potential

- Interacts with other meds (?)

- Possible cardiovascular effects (?)

- Anticholinergic side effects (?)

- Not curative (gains are lost when Tx is d/c)



PLUSES & MINUSES FOR EACH TREATMENT MODALITY

Melatonin Agonists (M1 & M2 receptor agonists)

Ramelteon (Rozerem)




PLUSES & MINUSES FOR EACH TREATMENT MODALITY

Melatonin Agonists (M1 receptor agonists)

+ “Established” efficacy

+ May be used safely for extended intervals

+ Low interaction profile (except fluvaxamine)
+ High LD

+ Few side effects (?)

+ Doesn’t suppress SWS or REM

+ Does not result in rebound insomnia

- Not curative (gains are lost when Tx is d/c)
- May have reproductive hormone effects (hyperprolactinemia)




24 HOUR PROLACTIN SECRETION

PLACEBO TRIAZOLAM

PLACEBO ZOLPIDEM

PPSM 5™ EDITION — VAN CAUTER




PLUSES & MINUSES FOR EACH TREATMENT MODALITY

Orexin Antagonists (DORAS)

Relsomra

(suvorexant)
5,10, 15, 20 mg tablets

g tabiet:

Belsomra (Suvorexant)




PLUSES & MINUSES FOR EACH TREATMENT MODALITY

Orexin Antagonists (DORAS)

+ Established efficacy

+ Low interaction profile

+ High LD

+ Few side effects

+ Doesn’t suppress SWS or REM

+ Does not result in rebound insomnia

- Not curative (gains are lost when Tx is d/c)
- Parasomnogensis (in label)

- Weakness or Sleep Paralysis (in label)

- Narcoleptogenesis ?7?

- May not be safe for pregnant women




PLUS & MINUSES FOR EACH TREATMENT MODALITY

Antidepressants (e.q., Amitriptyline, Trazodone)

+ Good short term efficacy (?)

+ Minor side effects at hypnotic doses (?)

+ Data exists for long term administration in MDD
+ Low abuse potential

- Interact with other meds (?)

- Possible cardiac toxicity (?)

- Anticholinergic side effects (?)

- PLMs as an iatrogenic effect (more so w/ amitriptyline)
- Off label prescription for Primary Insomnia

- Not curative (gains are lost when Tx is d/c)

- Rebound insomnia (?)

- Suppresses REM (not so much trazodone)

- Priapism




WHAT ABOUT ANTIPSYCHOTICS ?




WHAT ABOUT QUETIAPINE ?

QUETIAPINE



pine in primary insomnia: a pilot study

Michael 1. Wiegand - Florentina Landry
Torsten Briickner - Corina Pohl - Zdenko Vesely -
Thomas Jahn

me and rmipramme All of the
n the teatment o




338 Psychophammacology (2008) 196:337-338

Table 1 Selected objective and subjective sleep parameters resulting from polysomnography and PSQIL mtings
Ty (baseling) Ty (2 weeks med.) P Ty (6 weeks med.)
Objective slecp quality (polysomnography)

Subjective sleep quality (PSQI scores)
Total score 3.1+2, 0.1=3. 0.00 6.8+£33

Presented are means=SD. “p” refers to the change from baseline (Wilcoxon's test, two-tailed).
REM Rapid eye movements, SPT sleep penod time, PSOT Pittsburgh Sleep Quality Inventory

(.00




WHAT ABOUT PROSPECTIVE SAMPLING DATA

MetES_ DATE

COMPLETE IMMEDIATELY BEFORE BED CONCERNING HOW YOU FELT TODAY:

R 0 O O O N .0
IR S S Y N

TYPICAL DAY ? (YES/HO) *
FATIGUE (HOHE 0——2—3—4—5 ALOT)

[FLERT qOTVERV S v ||
e D
PAIN TODAY (HOME 0—1—2—3—4—5 A LOT)

: —

= N NTHE THI
COMPLETE IMMEDIATELY ON AWAKENING

I O L K O o e B N
A Y S S E N

(5L) TIME TOFALL ASLEEP
(NUMA) HUMBER TIMES AWAKENED
(WASO) WAKE AFTER SLEEP OHSET

(TTOB) TOTAL AMOUHNT TIME OUT OF BED

{TST) TOTAL SLEEP TIME (MIH.)
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Quetiapine for Primary Insomnia: A Double Blind,
Randomized Controlled Trial

Eanida Tasznizom \E". Suchat Paha ];-:IL ‘\-E"

repart questionnaires and sleep
are more often used in clini i
Primary insommnia treatment

given for short-ferm marazement.
and sedating antidepressants are

J Med Arsor That Vol 83 Ne. & J0I0




BOTTOM LINE

*

WHILE THE SUBJECTIVE EFFICACY DATA APPEAR SOLID, THE
JUDGEMENT (IN THE ABSENCE OF COMPARATIVE EFFICACY AND
SAFETY DATA) APPEARS TO BE THAT RISKS OF THIS
APPROACH OUTWEIGH ITS POTENTIAL BENEFITS
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IN SUM

BZRAs HAVE GOOD EFFICACY
AND APPEAR REASONABLE SAFE

SADs APPEAR TO HAVE GOOD EFFICACY
THERE ARE CONCERNS ABOUT SIDE EFFECTS

MELATONIN AGONISTS ARE “IFFY”
THERE ARE CONCERNS ABOUT SIDE EFFECTS

SUVOREXANT SHOWS GOOD OBJECTIVE GAINS
THERE ARE CONCERNS ABOUT SIDE EFFECTS

ANTIPSYCHOTICS
HAVE TOO NARROW A RISK BENEFIT RATIO



COMPARATIVE EFFICACY

L
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HOW DO HYPNOTICS COMPARE
WITH
SEDATING ANTIDEPRESSANTS ?

AMBIEN

TRAZODONE

| would have guessed ...



Sleep Latency (min)
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TRAZODONE AND ZOLPIDEM TREATMENT OF
PRIMARY INSOMNIA

Walsh, Hum Psychopharmacol, 1998

Subjective Sleep Latency 400 Subjective Total Sleep Time
*p<0.01 *p<0.001 *p<0.01

WHERE IS WASO ?
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Sleep Latency (min)

90;
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TRAZODONE AND ZOLPIDEM TREATMENT OF
PRIMARY INSOMNIA

Walsh, Hum Psychopharmacol, 1998
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Sleep Latency (min)
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TRAZODONE AND ZOLPIDEM TREATMENT OF

PRIMARY INSOMNIA

Walsh, Hum Psychopharmacol, 1998

Subjective Sleep Latency 400 , Subjective Total Sleep Time
*p<0.01 *p<0.001 *p<0.01
380
E
5 360
E
(]
2 340
©
w
320
1300 : '
Baseline Week 1 Week 2 Baseline Week 1 Week 2

Placebo n=103

“What's up with placebos and insomnia ?!!”



ELSEVIER
THEORETICAL REVIEW

Placebo effects in primary insomnia

Michael L. Perlis*®*, W. Vaughn McCall<, Carla R. Jungquistd,
Wilfred R. Pigeon®, Sara E. Matteson®

rtment of Psychiatry,
", NY 14642, USA

- NY 14642, USA

Summary Placebo effects are commenly cbserved in insomnia

‘With the advent of longer-term trials, such effects appear to be remarkably robust
Randomized Clinical and durable. In this paper we review the classic factors that are believed to
tri contribute to placebo effects and how these factors operate in insomnia randomized
Placebo effects; the episodic nature of inscmnia ma
Periodicity of ent dosing in such a
insomnia placebo effects in the long term. An appreciation of the latter phenomencn ma
provide increased power to detect therapeutic outcomes and may be used to
potentiate clinical gains.
# 2005 Published by Elsevier Ltd.
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Introduction
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= are not only
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contingent reinforcement.

What is a placebo?

ebo s most frequently used to refer
n of an inert substance. The cor




RELATIVE EFFICACY:
A META-ANALYTIC WORK IN PROGRESS

¥

A COLLABORATIVE WORK WITH
LIZ CULNAN MS, SUHAIB KHADER BA, CHIARA BAGLIONI PHD AND DIETER RIEMANN PHD
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RELATIVE EFFICACY ON PSG

W P5G-SL

DORAS




RELATIVE EFFICACY ON PSG

PSG-WASO

HP5G-WASO

SADS DORAS




RELATIVE EFFICACY ON PSG

PSG-TST

W PSG-TST

DORAS




RELATIVE EFFICACY ON DIARIES

DIARY-SL

M DIARY-SL

DORAS




RELATIVE EFFICACY ON DIARIES

DIARY-WASO

m DIARY-WASO

SADS DORAS




RELATIVE EFFICACY ON DIARIES

DIARY-TST

W DIARY-TST

DORAS




AND NOW THE
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RELATIVE EFFICACY

W PSG-SL
m DIARY-SL

SADS DORAS




RELATIVE EFFICACY

B PSG-WASO

m DIARY-WASO

SADS DORAS




RELATIVE EFFICACY

W PSG-TST
m DIARY-TST

BZRA DORAS




BOTTOM LINE

*

THE LARGEST MOST PERCEPTIBLE EFFECTS
ARE WITH BZRASs
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TWO MORE THOUGHTS ABOUT MEDS
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-
MAYBE ITS NOT ALL ABOUT THE MEDICATION
MAYBE ITS ABOUT THE REGIMEN !

CURRENT PERSPECTIVE

INSOMNIA IS LIKE CHRONIC PAIN AND HYPNOTICS ARE LIKE
OPIOIDS

WHAT IF

INSOMNIA IS LIKE INFECTION AND HYPNOTICS ARE LIKE
ANTIBIOTICS?

WHAT WOULD BE THE THERAPEUTIC IMPLICATIONS OF THIS
ALTERNATIVE PERSPECTIVE ?
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WHAT ABOUT PATIENT PREFERENCE ?

IS THERE SOMETHING TO BE LEARNED
BY SYSTEMATICALLY ASSESSING PREFERNCE?
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The Dark Side
of Sleeping Pills

By Daniel F. Kripke, M.D.”

IMPAIRMENT

ol
¢ & A< cANCER










(9
R

/¢ i |
) -
4
©
(S}
o
Q —
e

ehavioral Sleep- M~

A~ “The Be
s

When proven ineffective, the sandman is
replaced by the boulder guy



PLUS & MINUSES FOR EACH TREATMENT MODALITY

Behavior Therapy

+ Good “short” & long term efficacy

+ No Issues re: drug interactions (?)

+ Does not alter sleep architecture (or maybe it does)
+ No rebound insomnia

+ No abuse potential

+ No Issues re: LD

- Takes between 3 - 8 weeks

- Transient worsening of symptoms (1-2 weeks)
- Requires substantial patient compliance

- Only effective as practiced by specialists (?)



A Sdarp Per. (M) 13, SRS TS

Effect of cognitive behavioural therapy for insomnia on sleep
architecture and sleep EEG power spectra in psychophysiological
insomnia

KATERINA CERVENA'7, YVES DAUVILLIERS'-?, FABRICE ESPA'-?,
JACQUES TOU rnon' * MILOS MATOUSEK®, MICHEL BILLTARD' and
ALAIN BESSET'

Y amd W Deomder Ums, (ks de (hadsm e Homsl, M ossdies, Jla Chomtios Homsl, M ospdies, Praace sd B BO-Sap
Lasrmoary, Fagx hypdastsc Comar, Homee, Cxch Repasic

Accpin m mvisd form 14 Sepamita AN moived 5 Movemite 2803

AUMMARY Thers & now an owrehsinmg prepondsrances of svidence 1hat oognive hehavioaral
theragy for meoanmia ({CET-D) & effective, os effecine as sedatiw hypoo tesd anng acaie
tmammant (48 wesks), and B more ffsctive in bong term Jallowing teatent)
Alhogh the dfficacy of CBT-1 m the treatment of chrome meomnia i well mown
however there & il objeciive dat onihe effecs of CET-1on skeep archneciure and
sbeep EEGG power densities. The present stod yevalosed , first, sohjsetive change i sleep ¥ S - - ¥ T - ¥ L "
e Sleep parameters Before CBT-1 After CBT-1 £
and EBG power dereitiss doring skeep after £ weels of CBT.L Nine free drog patens
w thi e oy e ckoygnoa ] imso mimsa, agged 3362 years (mean age 47 £ 0.7 years), seven
female and two male pardcopatsd m othe stndy. Selloreport Qoesbonnamres were
adminiered | wesk hefore and | wesk after CHTS, a sleap diary was comp betsd sach

day 1| week hefore CET-1, duning CET-L and | wesk afier CHT-L Solgects andersent S]ﬁf_’_‘p i ]’ch“ﬂ:lu]’-ﬁ

e oo Reec wive: paolysomn ograpio: nagh s hefore and after CHT -1 Speciralanalyss was

pedormed e sesond wght fallowing B b af conmalled wakefuln e, Afier CHT Total sleep 323.67(37.32) 415.39(41.35) -2.67 0.008

amly scales Gssaing Moo ni were agnidicanly decreased, stages 2 REM sleep and

SWA duratiorns were significantly increased. Slow wave aotivity (SWA) was incressd 3 .
ard the SWA dscay shorensd, beia and sgma actrty were radoced. In come heson 1II'.|1£'3 frﬂ”l]
CETE improves boih sobjecinee and objecinve skeep q.u iy of skeep. CET-l may

emhance leep pressme and improve homenstafic sleep regulation Stage 1 (min) 3750 (15.96)  39.50 (12.68) =0.77 0.441
popchgioysicin gl imserefa, plysmmography, sigmn iy, sk wuve actiity | Stage 1 (%) 11.67 (4.92) 9.59 (3.15) -=1.95 0.051
_ _ Stage 2 (min)  168.39 (33.35) 206.06 (46.60) —2.67 0.008
e e e e — 2 fom of iy - Stage 2 (%) 5237 (11.26)  49.36 (8.99) -—2.67 0.008
o adis g, 20 Maie d Kvetn, 185 C. ¥ e Slow wave 62.56 (33.30) 86.50 (23.77) -2.55 0.01
i ' . sleep (min)
Slow wave 19.09 (9.21) 21.21 (7.13) .24 0.214
e e el Tl e L St B g sleep (%)
34 g e B ity REM sleep 55.22(20.33) 83.33 (23.63) 24 0.025* =1.21
(min)
REM sleep 16.87 (5.11) 19.85 (4.97) =1.60 0.110 -=0.56

(%)

DEMITV [Amesis

Values in parenthesis represent SD. ES, effect size.




DOES THIS STUFF WORK ?




There is now an overwhelming
preponderance of evidence that Cognitive
Behavioral Therapy for insomnia (CBT-I)
IS efficacious, effective, as efficacious as
sedative hypnotics during acute treatment
(4-8 weeks), and is more efficacious in the
long term (following treatment)



Put differently, CBT-I produces a
treatment response in 60% of patients
and nearly 65% of treatment responders
attain remission after treatment has been
discontinued
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EFFICACY
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Nonpharmacological interventions for insomnia: a
meta-analysis of treatment efficacy.

Am J Psychiatry 1994; 151(8):1172-1180.

Murtagh et al.
Identifying effective psychological treatments for
Insomnia: a meta-analysis.
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RCT DATA AIN'T THE REAL WORLD !

RCT CLINIC




EFFECTIVENESS

AN EXAMPLE

Perlis, M, Aloia M, Boehmler J, Millikan A,
Greenblatt D, Giles D. Behavior treatment of
Insomnia: a clinical case series study. The
Journal of Behavioral Medicine,23(2)149-161,
2000.
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EFFECT SIZES PRE-TO-POST WITH CBT-l

WHY ARE THE TST EFFECTS SO POOR ?



HERE'S WHY
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HOW DOES PHARMACOTHERAPY WITH BZRAS

COMPARE WITH
COGNITIVE BEHAVIORAL THERAPY?

IS THIS AN ACCURATE REPRESENTATION ?

MEDICAL TX FOR CBT TXFOR
INSOMNIA INSOMNIA



| THINK NOT




RELATIVE EFFICACY

HOW DO MEDICAL AND BEHAVIORAL
INTERVENTIONS COMPARE ?




Studies comparing CBT-I to pharmacoelogical therapies

Study

Location

Design
Cuality

Patients

Longest
follow-up

Intervention and
duration

Comparison

Sleep
measurements
reported

Comment

CBT-lws, zapiclons

Sievertsen
2006 {26)

Moreay

46 patients,
ageShandup

12 months

Individual CBT-I,
6 weakly sessions

Zapiclone,
7.5 mg
night Iy

Sleap diaries,
polysomnography

Studyalso incduded
placebo group
Draytime outcomeas
reparted in (36)

CBT-l vs, zalpidem

Jacobks 2004
(27
LIS

63 patients,
age 25-64
12 months

Individual CBT-I,
B sessions, &
weeks;
plus Ttelephane
session

Zolpidem,
see comment

Sleep diaries,
sleep moaontar

Cose 10 mg—=% mg—=5 mg
q2d

CET-l vs, temazepam

Wu 2006 (29)

China

77 patients

Zmonths

Individual CBT-I
2 perweek, B
weeks

Temazapam,
see comment

Sleep diaries,
polysomnography

Dose 7.5 mg—=30 mg=15
mg
Studyalso incuded
placeboand cambined
therapy groups

[Morin 1999
28

Canada

78 patients,
ageSBandup

24 months

Group CBET-I
8 weekly sessions

Temazepam,
see commernt

Sleep diaries,
polysomnography

Cose 7.5 mg—=30 mgas
neadead
Studyalsa incuded
placeboand
cambined therapy
groups.

Adverse effects reported
ini37)
Attitudes reportedin (32)

CBT-l vs, trizzolam

IMeCluskey
1991 {30
LIS &

30 patients
9vieeks

Group CET-
2 perweek, 3
wes ks

triazolam,
0.5 mgthen
taperzdto 0

Sleap diaries

triazolam group also had
ey

graup meetings but na
CET-I




RELATIVE EFFICACY

HOW DO MEDICAL AND BEHAVIORAL
INTERVENTIONS COMPARE ?

Smith MT, Perlis, ML, Park A, Giles DE, Pennington JA, Buysse, D.
Behavioral treatment vs pharmacotherapy for Insomnia - A
comparative meta-analyses. American Journal of Psychiatry.

159: 5-11. 2002.




COMPARATIVE EFFICACY

PERCENT CHANGE WITH ACUTE TX
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SMITH, PERLIS, ET AL., 2002




COMPARATIVE EFFICACY

EFFECT SIZE DIFFERENCES WITH ACUTE TX
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CBT & PCT HAVE “"EQUIPOTENCY" IN
SHORT RUN

AND
CBT HAS BETTER EFFICACY

IN THE LONG RUN
(MAYBE — ASK AT BREAK)



WHAT ABOUT MODE OF DELIVERY ?




ognifive-Behavioral Therapy for Insomnia: Comparison of Individual
Therapy, Group Therapy. and Telephone Consultations

Céhmne H. Bastien, Charles M. Morin, Marie-Chris ) L, e C. . astien Bowchard
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EFFECTIVENESS

EFFECT SIZES PRE-TO-POST WITH CBT-I

3.50-
3.0077

2.50Z
2.001

[ CB-INDIV
1.501 B CB-GRP

1.00{7

0.5017
0.00-
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Célyne Bastien — JCCP 2004, Vol. 72, No. 4, 653-659
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3 SLEEP AND BIOLOGICAL RHYTHMS

ORIGINAL ARTICLE

Comparisons of short-term efficacy between individual and
group cognitive behavioral therapy for primary insomnia
Wataru

Kelta OBl
Department

TA, Ryo AOKI,

unctional Belied
ET-. Th




EFFICACY

PRE-TO-POST % CHANGE WITH CBT-I

80
70
60-
50-
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30. B CB-GRP

20+
10+
O_

SL

NOTE: EFFECT SIZES WERE ALSO X2

Yamadera et al. 2013 Sleep and Biological Rhythms




THOUGH WE HAVE SAID IT BEFORE
IT BEARS REPEATING



In an ideal world, the choice of therapy would be based on the following very simple principles:
Pharmacotherapy is indicated in the instances where the condition is acute and the need for immediate
symptom reduction is the primary consideration. This indication also carries with it the possibility that
short term treatment for acute insomnia may have some prophylactic value against the development of
chronic insomnia. That is, if sedative hypnotics are more frequently prescribed for such things as jet lag,
insomnia related to acute medical illness or insomnia secondary to transient life stressors (e.q.,
bereavement), such a strategy may prevent the engagement of behavioral strategies which are thought to
perpetuate insomnia and lead to conditioned arousal. Behavioral treatment is indicated in the instances
where the condition is chronic and/or in acute cases where 1) pharmacotherapy is contraindicated, e.g. in
pediatric or geriatric patients, 2) when there is a potential for drug interactions, or 3) when patients
present with a history of substance abuse.

Journal of Psychosomatic Research, 54 (1): 51-59, 2003.






FOR A SURPRISINGLY GOOD 30K VIEW OF TX

The long-term management of
chronic insomnia: recommendations
for primary care physicians

Wiltred K. higecn® and Michaal L. Perlis®
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FOR SOMETHING A BIT MORE CONTEMPORARY

ear-old overweight woman with hypertension and arthritis reports that she

has had rouble can remember.” She has taken hypnot
[y } switched from
m (1 mg), which had been successful, w razodone (25 mg) by her primary
fan, who was concerned abouat her use of the forn he speids 9 hours
in bed, from 11 pum. w & a.m. She | nly oecasional difficulty fallin st
she swakens two to three tmes per night to urinate and lies in bed for over an hour

at those dmes, “just worrying.” How shoald her case be managed

235 Mamachui s Masdcal Sociciy

nosks of

quality

il ded from nejm org at AR







Michael Perlis PhD
Director, Upenn Behavioral Sleep Medicine Program
mperlis@upenn.edu
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CBT vs. Hypnotic for
Sleep-Onset Insomnia

C ombinabon Pharmacaotherapy

Tharapy

Treatment Condition

{Jacobs, G.D., et al. Ach Intern Medicine 2004;164: 1888-1896)




IMarin 1993
{28
Canada

74 patients,
agatbandup

24 months

Group CET-l
Zweeklysessions

Temazepam,
sez commeant

Sleap diaries,
polysomnogrmphy

Dose 7.5 mg—30 mgas
neadad
Studyalsoincuded
placeboand
combined therapy
graups.
Adverse effects reported
in {37}

Attitudes reportadin (38)
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ON-LINE TREATMENT OF INSOMNLA

Logging on for Better Sleep: RCT of the Effectiveness of Online Treatment for
Insomnia

Kiossh Vincent, Palx; Eemastse Lewyoy, MA
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EFFECTIVENESS
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EFFECTIVENESS

EFFECT SIZES PRE-TO-POST WITH CBT-I
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Arch Gen Psychiatry. 2009 Jul;66(7):692-8



SUMMARY

“NOW AND ZEN”
Definition
Treatment

Other




PHARMACOTHERAPY
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