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e | disturbi del sonno nell’'anziano: elementi caratteristici



Cosa e il sonno?

* || sonno e uno stato normale, reversibile e
ricorrente di ridotta reattivita agli stimoli
esterni, accompagnato da complessi e
prevedibili cambiamenti fisiologici.

« Questi cambiamenti includono una attivita
cerebrale coordinata, spontanea e
generata internamente, e fluttuazioni nei
livelli ormonali e nel rilassamento della
muscolatura.

* || sonno di solito richiede la presenza di
muscoli scheletrici rilassati e I'assenza del
comportamento apertamente orientato agli
obiettivi di cui I'organismo sveglio &
capace

Dang-Vu TT et al. Sleep. Encyclopedia Britannica, 2022



Gli stadi del sonno

e Stadio W veglia tranquilla (onde a)
e Stadio 1 NREM sospensione (floating) (onde a bassa ampiezza, onde [3: Fast Wave Sleep )
» Stadio 2 NREM sonno vero e proprio (fusi sigma, onde [ complessi k; Fast Wave Sleep )
e Stadio 3 NREM sonno profondo (onde lente tipo delta; Slow Wave Sleep )
» Stadio 4 NREM sonno profondo (onde delta ultralente; Slow Wave Sleep)
* Fase REM rapid eye movements, Lowest muscular tone (bassa ampiezza, simile stadio 2)
e [ L [ ] D O
Stage 1 ] B I_ r
Stage 2 i
Stage 3
Stage 4 |
U [l ] i
i I | I I i I I
Hoars 0 1 2 32 4 5 & 7

* |l sonno REM compare ciclicamente durante la notte ogni 90-120 minuti.
* Lo stadio 1 occupa il 2-5% del tempo; lo stadio 2 il 45- 55%; lo stadio 3 il 10-15%; e il sonno REM il 20-25%.
* Brevi risvegli sono possibili normalmente durante la notte, specialmente alla fine di ogni ciclo del sonno.



Changes in Sleep in the Elderly

__— TST~9hours e « Earlier wake times (~1.3 hours)
s00 - RS T » Go to bed earlier (~1.1 hours)l |
» ? Secondary to advanced circadian
g 400 pacemaker, increased sensitivity to light
3 etrencs S * Modified circadian rhythm:
E 300 + body temperature changes, misaligned
= melatonin, cortisol and other hormone
F 2004 secretion
e Qe 4 - More nocturnal awakenings
100 - =92 =E S - Loss of ? protective measure, decline in
| I B — homeostatic sleep pressure & circadian
0-1 T i —T e SE— T pacemaker
2 o 15 2% 3 4 55 65 75 85 . Reduction in total sleep time, slow-
Age wave sleep and REM sleep

Time (in minutes) for sleep latency, amount of time spent awake after initially Decrease ability to maintain sleep

falling asleep (WASO), rapid eye movement (REM), non-rapid eye movement
(NREM), stages 1, 2, and slow-wave sleep (SWS — stages 3, 4).

Carskadon & Rechtschaffen 2005



Classification of sleeps disorders

DSM-5 CLASSIFICATION "ICD 10 CLASSIFICATION

Insomnia Disorder

=]

-

Hypersomnolence Disorder * G47 Sleep disorders
Narcolepsy » G47.0 Disorders of initiating and maintaining
Breathing-Related Sleep Disorders sleep [Insomnias]
> Kibsimiotevs Sleep Apnea Hypopnes » G47.1 Disorders of excessive somnolence

L]

@

* Central Sleep Apnea

. [hypersomnias |
= Sleep Related Hypoventilation .
» Circadian Rhythm Sleep-Wake Disorders » G47.2 Disorders of the sleep-wake schedule
* Parasomnias » G47.3 Sleep apnoea

* Non-REM Sleep Arousal Disorders
= Nightmare Disorder and REM Sleep Behavior Disorder
Restless Legs Syndrome » G47.8 Other sleep disorders

Substance/Medication-Induced Sleep Disorder » G47.9 Sleep disorder, unspecified

» (G47.4 Narcolepsy and cataplexy

@

@



Prevalence of Primary Sleeps Disorders

Condition All Adults Elderly
Insomnia 10-20% 40-50%
Sleep Apnea 1%-25% 24%-40%
Periodic Limb Movements 2-5% 30%-45%
Restless Leg Syndrome 2%-15% 12%-30%
REM Sleep Behavior 0.5% 0.5%-2%

Young T, et al., Ancoli-lsrael S, et al., Sleep 2001; Mant E, et al., Age and Ageing 1992; Ancoli-Israel S, et
al. Sleep 1993; Phillips BA, et al., Sleep 1994; Hoch CC, et al., Sleep 1994; O’Keefe ST, et al., Age and
Ageing 1994; Phillips B, et al., Arch Int Med 2000; Allen R, et al. Arch Int Med 2005
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Outline

e 'approccio al trattamento dei disturbi del sonno



[ Da vou have sleep problems? ] _— No [ Agk about sleep regularly ]

Caregiver reported sleep

Yes

disturbance b 4

» [ Identify the problem: Insomnia, hypersomnia, breathing disorders or abnormal sensation, behavior or movements during sleep
[ Check environmental conditions, physical/psychosocial stresgors, medications, and chronic and acute medical illnesses J
e dell’ nella pratica clinica :
| Chiedere sempre attivamente: | J,
hai problemi con il sonno?
Se s, valut In addition to insomnia, decreased appetite and loss of interest vl
; ) e s, valutare ) y [ 5 ave chaavicn - Yes Depression is suspected
| Durata | Frequenza | | Sintomi notturni | Sonno, comorbidita | g
(>3 mesi) (> 3 volte a settimana) & diurni mediche & mentali
[ | | | N\
| Insonnia cronica | - ~
T ¥ Witnessed sleep apnen during sleep —_—> Yes [ Sleep aptiea syndrome is suspected J
N N OR :
CBT-insonnia Trattare le » . e . . .
Aiuto individuale/gruppi/auto, in base alla disponibilita ; f?ﬂlﬂll':;r:;:': Habitnal snoring with excessive daytime sleepiness
- =y
Se non migiiorata o non disponibile L ¢
Psicoeducazione sul sonno v
+ es 3
L - o b e prodo (4 smimec), | Famaci 2 oipicem, zepion e [ Difficulty falling or staying asleep due to abnormal leg sensation > Hostinzaiozs syhdnanais suepaad
fino a 13 settimans) zopiclone; BDZ: benzodiazepine )
Flgura 5. Opinioni di esperti e raccomandazioni di consenso per la valutazione e la gestione dell'insonnia nella A
pratica clinica: dichiarazioni congiunte di cinque Socleta scientifiche italiane (da Palagini et al., 2020, mod.) **. 1
[ Excessive daytime sleepiness despite adequate sleep time > Yes [ Hypersomnia is suspected ]
-
. v
Flowchart of screening for sleep _ , _ d % D
. . Abnormal behavior such as shouting or wandering during sleep €s _ arasomnia is suspecte '
disturbances in elderly T J
. Aby alities of the sleep/walk le, such as day/night D s g i
L [ POTIATHES 0f The S m:zvem; S8 S BEES &8 SHF D Yes [ Circadian rhythm sleep-wake disorders are suspected ]
Journal of General and Family Medicine ) !
Cpen Accwa
J Gen Fam Med. 2017;18:61-71. 5 ? 0
[ The presence of insomnia ] —_— Yes [ Insomnia diserders are suspected ]




| | L | |

Diagnose and treat the underlying cause
Consider lifestyle interventions
Increase time to first void if nocturia

cannot be eliminated

Treat concomitant sleep disorders
Consider whether pharmacological
therapy may be contributing to sleep
disturbance

Medication review
Consider temporally associated
medication changes

{ J

L

Optimise HF treatment Careful consideration of timing and
Consider diuretic class, formulation and class of medication
timing | m p al red Manage other potential exacerbating

factors

Sleep

| J

Optimise the underlying respiratory disorder
Careful consideration of medication class and timing
Consider hypoxia, hypercapnia and SDB

J

Consider non-pharmacological approach
Absolute caution with hypnotics
Remember that cares may also be
suffering from sleep complaints

[ Sleep Disorders ]

Always consider and treat underlying
sleep disorders as appropriate
(See table 3}

Optimise pain management Consider lifestyle measures
Consider PPI

Figure 1. Summary of co-morbidities and considerations in the context of sleep complaints. HF = heart failure, GORD =
gastro-oesophageal reflux disease, PD = Parkinson’s disease, SDB = sleep disordered breathing,. Med. Sci. 2021. 9. 31



Table 2. Examples of sleep assessment/screening tools and their utility in older patients.

Tool: Purpose:

Studied in Older Populations:

Comments/Limitations:

Investigates sleep guality and
disturbancea.

Pittshurgh Sleep Quality
Index (PSQI) [276]

Yes, with reasonable validity [276.277,278].

Can take =30 min to complete and reguires recollections from

the previous month, so it may not be appropriate for a geriatric

chinic where slzep is one of many issues being addressed, or
where patients suffer shori-term memory problems [279].

Atool to profile excessive daytime
sleepiness. High scores of =10 are less
commaon in insomnia and should trigger

further interrogation for another sleep
disorder [279].

Epworth Sleepiness Scale
(ESS) [280]

Yag, with reasonable validity [278].

Some geriatric populations may find the scale difficult to
complete [281].

Insomnia Severity Index
(1S1) [282]

Instrument to assess insomnia severity.

Some evidence to suggest validity in the older
population [283,284].

Applies to insomnia enly and does not assess sleep generally
or symptoms that may be relevant to other sleep disorders
[285].

Patient-Reported The six-item scale assesses
Outcomes Information
System (PROMIS) Sleep

Disturbance Scale [286]

sleep problems and difficulty falling
asleep.

perceptions of sleep quality, restfulness,

Some evidence to suggest validity of the six-item
scale in the older population [285].

Requires recollections from the past 7 days and does not
assess symploms of specific sleep disorders, but the overall
severity of sleep problems.

The Essener Questionnaire
on Age and Sleepiness
(EQAS) [287]

Assessment of observed daytime
slespiness.

Some evidence to suggest validity, with low
participant numbers [287].

Can be filled out by carers following patient observation, and
may be an option in patients with cognitive impairment or
communication difficulties, although it does not assess for

multiple sleep disorders.

Berlin Questionnaire (BQ)

Identify patients at risk of OSA.
[288) e

Studied in an exclusively older population, and
was found to have reduced accuracy to
discriminate between those with and without OSA
[289].

May have limited discriminative utility in older patients, and
screens for OSA alone.

STOP-BANG questionnaire

[290] Identify patients at risk of OSA.

Recently studied in an exclusively older population
found to be of limited utility [291]. A very high
propertion met OSA criteria, and an argument
against screening in this population was made,

with further research needed.

May have limited discriminative utility in older patients, and
screens for OSA alone.

Sleep Apnoea Clinical

Identify patients at risk of OSA.
Score (SACS) [292] SNy pEtients st nsico

Studied in a cohort of COPD patients where mean
age was =65, with reasonable predictive ability in
comparison to ESS and BQ [293].

May be an opfion in older patients with COPD, although further
studies are needed.

For restless leg syndrome and REM sleep behaviour disorder, single screening questions should be considered (see dedicated sections). BQ = Berlin Questionnaire, ESS3
= Epworth Sleepiness Scale, EQAS = The Essener Questionnaire on Age and Slespiness, ISl = Insomnia Severity Index, OSA = ohstructive sleep apnoea, PSQI =
Pittsburgh Sleep Quality Index, PROMIS = Patient-Reported Outcomes Information System, SACS = Sleep Apnoea Clinical Score.

Med. Sci. 2021, 9, 31
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Algoritmo clinico per il trattamento dell’insonnia cronica
g P

Patient with sleep onset and/ or
sleep maintenance disturbance/
early morning awakening and
associated daytime impairments

s

™,

.,

",
.,

s AN .
/ AN N N
/ Clinically \. yes Sleep pattem in "\ Intake of YEs | Change of medication
Signiﬁcanl ) > Synchrony with substances that Ablsllnence
N impairment ? 4 ., circadian rhythm? affect sleep? Withdrawal _
N CBT-I for hypnotics
N dependence
no Psychoeducation
¥ prevention ' / \\
y Comorbid sleep N, Yes Treatment of
disorder or any —»  Comorbid disorder
. medical disorder? AND insomnia
Circadian rhythm D /
intervention N /
N~
no
\J
e CBT-I (F2F or digital) as first-line treatment option.
o If not effective:
= Short-term treatment (< 4 weeks) with BZ, BZRA, low dose

REVIEW ARTICLE

The European Insomnia Guideline: An update on the diagnosis

and treatment of insomnia 2023

FIGURE 1

sedating antidepressants, daridorexant
Longer term treatment (to decide on an individual basis) with
daridorexant or PR melatonin (> 55 yrs.)

Clinical algorithm. [Color figure can be viewed at wileyonlinelibrary.com]



Algoritmo clinico per il trattamento dell’insonnia cronica

Patient with sleep onset and/ or
sleep maintenance disturbance/
early morning awakening and
associated daytime impairments

ange of medication
Abstinence
Withdrawal

5 Treatment of " Gopendince
", COmorbid esonmer
mu hﬂﬂ-ﬂ“i-ﬂ Treatment of

comorbid disorder
AND insomnia

Clinically
significant
impairment ?

Recoived: 16 August 2023 | Accepted: 21 August 2023 \
“mwimm e CBT-I (F2F or digital) as first-line treatment option.
—_— If not effective:
Short-term treatment (< 4 weeks) with BZ, BZRA, low dose
The European Insomnia Guideline: An update on the diagnosis sedating antidepressants, daridorexant
and treatment of insomnia 2023 Longer term treatment (to decide on an individual basis) with
daridorexant or PR melatonin (> 55 yrs.)

FIGURE 1 Clinical algorithm. [Color figure can be viewed at wileyonlinelibrary.com]



Algoritmo clinico per il trattamento dell’insonnia cronica

Patient with sleep onset and/ or
sleep maintenance disturbance/
early morning awakening and
associated daytime impairments

CBT-1 (FZF or digital) as first-line treatment aplion.
If not effective:

=hort-term treatment (< 4 weeks) with BZ, BZRA, low dose

sedating antidepressants, dandorexant
Longer lerm treatmant (lo decide on an individual basis) with
daridorexanl or PR melalonin (= 55 yrs.)

Received: 16 August 2023 [ Accepted: 21 August 2023
EEEEEEEEEEEEE i CBT-I (F2F or dlglltm?goi:igf;sét-il\lf? treatment option.
Short-term treatment (< 4 weeks) with BZ, BZRA, low dose
The European Insomnia Guideline: An update on the diagnosis sedating antidepressants, daridorexant
and treatment of insomnia 2023 Longer term treatment (to decide on an individual basis) with
daridorexant or PR melatonin (> 55 yrs.)
/

FIGURE 1 Clinical algorithm. [Color figure can be viewed at wileyonlinelibrary.com]
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Received: 16 August 2023 | Accepted: 21 August 2023
DO 101111/ 14035

REVIEW ARTICLE E\- =

The European Insomnia Guideline: An update on the diagnosis
and treatment of insomnia 2023

Cognitive-behavioural therapy for
insomnia is recommended as the first-line
treatment for chronic insomnia in adults
of any age (including patients with
comorbidities), either applied in-person or
digitally (A).

The CBT-1 is typically provided as a
multicomponent treatment comprising
psychoeducation (including sleep hygiene),
relaxation therapy, sleep-restriction therapy
(SRT), stimulus control therapy (SCT) and
several cognitive therapeutic strategies.
These are administered over four—eight

therapy sessions in single or group format by

certified health professionals (mainly clinical
psychologists/psychological or medical
psychotherapists)

P 5™ International Journal of
f 4 Environmental Research
WM and Public Health

s
IMDPI|
N

Review

A Review of Digital Cognitive Behavioral Therapy for
Insomnia (CBT-I Apps): Are They Designed for Engagement?

Begum Erten Uyumaz *, Loe Feijs and Jun Hu

Int. [. Environ. Res. Public Health 2021, 18, 2929,

CR

avoiding
screen-based devices
before bedtime

&

avoiding coffee or
alcohol consumption

=

leaving bedroom-

when cannot fall
asleep

SE~

increasing in-bed
sleep times

Sleep Stimulus Slee : o
: ep Relaxation | Cognitive Wrap-Up
Hygiene Control Restriction
[
Z = going over each
= Z; ' ‘ . L component to
| -- prevent the relapse
of insomnia
appropriate - N
bedroom environment using bedroom fstricing sheep
only to sleep limes taking short and restructuring
long relaxations undesired thinking
during the day patterns

The structure of CBT-lI components in in-person treatment.
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Healthy Lifestyle MAYO
CLINIC

Caregivers G
Supporting a good night's sleep

Treating underlying conditions (id pain, constipation, urinary infections).
Establishing a routine

Avoiding stimulants (id alcohol, caffeine and nicotine; avoid TV during periods of
wakefulness at night).

Encouraging physical activity
Limit daytime sleep

Set a peaceful mood in the evening (reading out loud or playing soothing music...
comfortable bedroom temperature).

Managing medications
Providing regular daylight exposure
Prescription of drugs

https://www.mayoclinic.org/healthy-lifestyle/caregivers/in-depth/alzheimers/art-20047832



Outline

e | trattamenti farmacologici: approccio tradizionale e elementi innovativi



ATe1] Ul [qR[IEAR JON 4
UIuo}0Ias J ¢ “PIoe dLAInqoulue-ewien) gy “aseajas pasuojord y g

g L B AR 100 M LRy |

wapydoy
supydoy ‘vordsEy
Bl = and=]
BONHo-E
UPEOTE |
‘st TELE |
uredszam4
[P lal o
BugTe DS Pous
T SANIJIZVIOOENGE
PUELO URICER W M D10 20 0g0 Te) aafl |
spunodwes 510 ¥ O Ci B PO ARV £ R Iy
Ay L ORI 00 LR PLYENRIOR LT
e SLSINODVINY INIWYLSI
=TT o paue fa)
sfrup |aqel-Io
_

BIULIOS U UO
Bluwosul o) paesipul sBrug

80UBPINS OU LM SpunodwoD [agqe) 40

JUDUINEAN BIUWOSUL IO} SJU28Y | 3|qe|

6.91-8991:1/Z (+Z0Z) Abojoinap jo |ewinor 0£91



TOTTEITTE |
pue Louaje] daafs ur juatasoidwn eurmuu
{(sayseld apiyaaA 1010w ‘suonezieidsoy
/SNSIA Wool Aouadiatia pasealou] wapidjoz,
‘SaMPe ‘S[[e] ‘wWnui@p “8:9) sinpe I1ap[o uodaez,
ul saudazerpozuaq Jo 9504) 0] JR[IWIS SJUIAD auopidozsyg
asiaape aaey ( s8nap-z,,) sonoudAy jsmuode (,.s8nap-z,,) sonoudAy ismuode 101dasaa
PlOAY 1mdaoal autdazeipozuaq auldazeipozuaquon aurdazerpozuaq auldazelpozuaquon

“rIsayisaue einpacoiduad pue ‘1apiosip
K19IXUe PAZI[RIauad a1aAdS TeMBIPYIIM

[oueyia ‘Temerpynm aurdazerpozuaq WreozeIL
‘19paosIp 101ABaq daafs Juawaaoul aka _

wedazewa ],

pider ‘siapiosp amzias 10] ajeudoidde aq Avpy wredazexo

_ : We[oZepiiA

PUE ‘SaINIIR] ‘S[[e] ‘wnuap “juaurnedun wedszeIo
SATIIUG0D JO S o) ostaloul sauldozelpozuaq wepozeIsy

[1® ‘e1auad ug -souapuadap eorsAyd jueajuds wredazeiq
Ajpeaurp 03 peaj Aew saurdazerpozuaq aedazeio))

JO asn panuuod ai sjuase surnae-suo] wredazeuo))

JO WISIOqEIaW pasealdap pue sauldazeipozuaq wezZeqo)
07 AJTATIISUDS PAsBaIIUul AR S)NPE 19p[0)

3 19ued 31adxyg a3epdn GEHAIMD S1999 AI9100S SOMIELIDY UBILISWY €207 U} AQ

(wmrurpr

s)npe J9pJo ul

‘eap pue ‘ewoo ‘uossaidap Alojendsas 10 aulAjduiwee i uoneuiquiod Anpe 12p[o w

; : asn uonedrpaw derrdorddeur A[renuajod 1oy erranL)

uornepas punojoxd ur ymsaz Lewt sprotdo jo asn u1 1o auoe) apixodazepioy) S190g SOV parepdn £207 A19190S SOLIIELION UBOLIAWIY
JUBIIIOJUOD) "UONJIPPE PUR ‘asnsiul ‘asnge Jo wejozeld|y

ploAy S1I 0] s19sn sas0dxa saurdazeIpozuaq Jo asn at ], saurdazerpozuag fapos eI eIy TTO1LAV 1VIDads

) Jo [ewinof
wssTSBYIIIToL 10a
€202 WIeW 67 paidaday | €207 UATRI £ pansaoa




streIuI)

SauljapIne)
ADNIEI] POOL)

:saurdozerpozuag

UOENUNUCOSID

apqussod pue sade mojs e op 2a18e s uaned s g 20s pue uned

P A INSST A SSOSIP 03 3 pnow aonad s Amepdno asn
audazerporuag anUMUOSSIP 0) YNAIP Aaa ag AR i I9AaMOL] (SISED
asatp w saumcbymporuag anunuosstp pue sade pue An o apudosdde
st 1] “wapuadap Ajjeaidojoyadsd pue AjjeaidojmsAyd am pue siseq
w2 Fuo| e uo sandszepozuag June uaaq asey sjusned Apapia Suepy

"BILILUCSUT UA25 JO JDLLIEAT WL} BoYs A J0f pouad

PRILLI] 2t # U0 posn aq os[e Ak saundazepozuag saundazeipoziag
UL IR uoneapo jumssasdapmum yin pajean aq Ajued

pnos pue stoioduds Aaname yus juasand ues uossaudap ap o

saundarripozuag Funoe-1oys 1o

s1asn o) pareduwos SjUapPIoOw JIIJEI] PROI UI JUDWIIAJOAL
pue S[[ej JO YSU PISEIIIU UB JABY O] UMOUS U33qQ 2ARY J1-J ey
uonEuI2 Juoj B s saudbreipoauag Sunjer ae oy 2pdoad 1apin

“UOTB[NILMOIE 0} NP SO d[qensapun juaadd
0} uogensunupe Jo Asuanbay ayy 10/pue d5es0p A SZILIUI 0] JOPIO
Ul Jusuean Jo Jreys au Je Apensar payoayd aq pnoys ajdoad 1opj0)

PI/pq Swigz () wejozeidpe a1o0u SWHZ-01
EE&NSGE ﬁa%n_ wEm 0 Ema_uNEE 39 u_ﬂmbﬁmﬁ ar m@Eon_SuE

ame moEmuNm%QNEﬁ_ 5:3 Emmoﬂmbﬁ d.ammﬂ_&:a uﬁgﬁﬁﬁ
‘wedazerp 32 AOP[ oy Ul POPIOAR q AJ[ensn p[noys soj1joqelaw
aAnde M ‘arojamarp ‘saurdazerpozuaq Supoe Suo juduLmeduur
10jowoydAsd pue s109]32 9A1IEPaS 10] [BU2j0d 19)BAIT UJAD UE
QAR 20} PUR AJB[NLLUNIOL 0) Ajay1] Apremonred are uonoe Jo uonemp
Buoy & yym saurdozeipozuag -apdoad 1op[o ur $300J0 asI0ApE pasearour
10 9[qisuodsar aq Aewu S[aAd] ewuse[d 1oy3iy Juenbasuod yim 20UrRIRI[O

Srup peonpay TEMEIPIIM PUE 20UIpUIUSp S0UBID|0) JO JUSUUO[ASD

A pue JIES pue UONILFOD paurediun apn[oul dnois SIy) Ul SJ0AJJD ISIDAPE
JOAIMOH 'SJURFe AJRTXUE NUE 2ANAJR AIdA 2q ued pue ojdoad 1opjo
w Srnup odonoyoAsd pasn Ajuownuod jsow ) are sourdozerpozuag

spuayn g ALopl (1

sdnoix) yuapge enadg



"AOIOYD JO sBnIp
A} aq PINOd 3sAY) ‘SINPE IDPJO UT BIUWOSUT 10§ suondo jusunean) ajes pajiwi] yiLm jng jsapou aie
sjuafe asalp Jo s10aya ay . Juateytp ApuesuSis jou sem Aouanyge daslg -ogaoed yim paredwos
SIDST U0aj[auWel 10 /pue utuojeaw 10§ (aagaelgns pue aagosigo) Aienb daajs pue Aousyey doss

‘(aanoalqo) awm daafs [e301 ut sjuawaAorduar JuedyIUBIS a1am 31 "SI1EaA C= afe ueaw ayj Yyim

68 01 01 woy pasues azis ajduwes Apnig "yN 10J PLISJLID UOISN[IUL S} 191U S9IPTIS /[ ‘paynuapl
SAPIYS /FZE JO 2agdalgns pue aagoalgo :sawooino daafs jo sauodsied peoiq omi aij Jo Yoea 10j [apow
51092 WIOPUEL 10 Paxy € Iayje Suisn adualafip ueaw pazipiepuels pajood e urejqo 0] pajonajsuod
sem jord 3sa10j v seiq uogedqnd aunuIs}ap 0] pasn sem s3] s,1088g pue joid Puung ‘papnpul
AI9M ETULIOSUT JTUOID Yyim sjuaned 1apjo Suowe asn uoajjawel 10 / pue utuoje[oul M saipnjs
aagereduIod IaUj0 pue S[ELh Pajjonuod paznuopuey ‘1707 2unf 0z 03 0661 Atenue[ [ wolj pajonpuod
aram sayoreas [ewmol daajs jueasal pue arnjeaa] As18 “THYNID ‘UOHEUILDSSIP PUE SMITADI 10
I2JUAD ‘XaPpUl UOT B 30UdDs ‘OJNI2AS] S12e1)sqy [EDUNADBULIEY] [EUOLELLISIU] ‘ATeIql] SUBIYDO))
ASWEINT ‘PRGN, JO SISA[EUR-B]IW B PUE MILASI JIEWI)SAS B ‘BIUILOSUL DTUOND YILm S][NPE Iap[o

10§ sawodno deafs Sunaodar uosyEwes 10 /pue uuojeEWw Jo Adedyje a1 ajeSnsaaul o] PeLsSqy

, 297 ¥ aruwea( pue pels 5y vome ‘o) [Pqdures W Aaysy ‘) MY prueq ‘e, nmdnzepy eyyinig

SISATeuy/-e1dJA pue
MITAIY dNPUIIISAG V :S)NPY IdP[O UT BTUIOSU]
JO JUIUIJEAI] A} 10J UOI)[IUWIRY UO/PUE UIUOJE[I[A] JO 3S[)

malazy

WO i s zoe v D | v B




BEIS ‘[T 'ZT0T paw wiD f

« 997 "] ATUUE3[ PUE YIP[S "M UOLIEIA]

aqdure) ‘W A3[ysy ‘) myp1y [arueq ‘) nimdnrepy egyringg

sIsATeuy-e)aJA] pue
MIIAY dIRWRISAS Y :SHNPY I2P[O UL BIUWOSU]
JO JUaUI}EAI], ) I0J UOI}[AWrey Uo/pUe UTUOE[IA JO dSM)

mataay

“

_n_n/_E

JWRUREI] SINOAES 0gae|d SINOARS
00T 00l 000 00'L- 002
i
*
—
—
——
|—.-|
+
BN B
|.| -
i
i
—
l
—_—

00
ITo
€70
900
000
900
9.0
vZ'o
o
o
000
000
wo
@0
001

[4:49
9T
T
06T
LT'E
06T
0E0
BT'T
wr
6¥'T
L0's
Wi
wr
vLo
000

980
150
S0
10T
8E'T
01T
5§50
160
91
08'1
ST'T
[ 4
91
S50
880

autopapy o]y
3o [eumor

€00 o
S0 €T°0
e LT°0
w0 0s0
EE0 S8°0
wo 0s0
o 00
€70 vE0
8€0- €9°0
ST 8L0
660 9T
e LTE
8€'0- €9°0
wr EED-
880 000

00z

ae528828

9t
[4]
[4]
91
0z
0z

S350p UOBWEY,
%1°68=,| AuauaBoalaH

1124380

«Jw 0°8 12007 Yioy
«Bw 0% '£00Z Y10y

8w '€ ‘T00Z erouepeyz
8w €0 ‘1007 enouepeyz
8w 10 ‘1007 enouepeyz
8w 0'E ‘€TOT 43Ydssny

W ‘S66T Bwieydwunan

8w 09 ‘gTOZ UNT

8w 0z 'gTOZ UNT
8w 0'Z 'S66T AoweH
8w 0T ‘S66T Aow|eH
8w 0°s ‘TO0Z NAYseq
8w 0'T “E00Z EPaWY
8w €0 "E00Z epaWY

AIN3DDEHA3 43TTS

wopuey

%S v6=,| Ayauadoiaian

e = 100 YT EET ST'0 [74] eI9AQ  wopuRY
E 3 £0°0 £1Z 850 £0°0 0E'0 00z »3W '8 {2007 Yoy
— 100 ELT (90 o 6E0 00z +Bw 0'Y 2007 YI0y
- ¥0'0 07 16T S0°0 860 1z .3wp'gi9007 epaneLuuad
—— 59'0 Sv'0 190  6E0 [430] 09 8w 0 T00Z erouepyz
190 €0 90 oo o 09 Huw £°0 ‘100T erOUEPYZ
¥9'0 iv0 £90  GED Iro 09 $w 1°0 ‘100 BAOUEPYZ
w0 £8°0 99°T 90 Y0 4 3w g°9 ‘gTOZ UNT
- 8 sT0 T €T  SED ¥6°0 i Sw 0 ‘gTOZ UNT
= @&Zo ot 95°T w0 950 o 3w 0 ‘9102 Byr
000 £6'8 Ut 0Tt wi 00T 8w 0°7 'S66T AOWIEH
000  IPFIT  SS5Y 85°E W0'Y 00z B 0°T ‘SE6T AOWIZH
B 920 €T PIT TEC [440] 3 8w °g ‘1007 NafSEg
[] 050 90 8IT  BSTO 0E0 (174 8w 0T ‘g00T EPAWIY
—— 00T 000 880 88°0- 000 0z 8w £°0 ‘€007 EPAWY
AONILVT 43315
%0°0=,1 AyjsuaBiolaay
¥0'0 107 r431] 000 [:140] |lzsaAQ  wopuey
L0 620 80 19°0- 4401} 0 9w 0'€ ‘100 erouEpYZ
870 o 80 90 970 DE Bw £°0 ‘T00T BAOUBPYZ
590 9’0 880  SSO- Lro 0 8w 1°0 ‘100 eAouEpyz
0 EE0-  OF0 950 800 9 Fw 0°¢ ‘102 Jaydssny
oto 91 180 L0 EZD 00T «BW 08 {2007 Yyioy
10 92T 90  OT0-  BIO 00z +Bw 'Y 12007 Yioy
- %0 6L0 €T 960 BE0 8T Sw 0°9 ‘gTOZ UNT
) LEO 060 9T SO 9r0 91 8w o'z ‘gT0T UNT
B wo €80 150 Wi Wwo o1 «Jwo'g ‘atoz BYr
JNIL 3375 VIOL
anea-d  anEA-Z nwy wuy suRaw
iamoy  aaddn  ui P PIS
12 %56 pue sueaw us Jip PIs Apnis yoea 10} usRels NiewoL Apmas  japow




eueusn s Bifojoiuoieg 1p eueye) Bisoos Ag z202 wWBLkdoo & IpjELIY oLieq '113pIsaq EISIIEGUIEADI)
OUBIZUE,)|3U 0UUOS 13p IqJnisIp |

"n ("pow ‘Loz ‘1adesiz ep) ooibojoisiy
OUBIPEDND OJUSWEPUE,| u0d ouonuo) -olebunjoid 2 ojejpawuw O|2SE]] B BUJUOTER|2W EJj2p 0juold "€ einbl4

owolb |ap e1g asop auojzunssy owoyb jap e1g
B 9 b Z V2 22 8 9 b z V2 22 _
0 0 =
=
0b35 o =
— =1
- = @
BEa 0z wmm..
o€ 5 3 =2
=2 e O
oF mm 3
=
b Z gy = 05 ° o g
OJE|DaLLILL euzfiopus =.
OIOSE| LI EUIUOTE[GN 09 BUIUDIE[RY — 05 =

VIH1VIE39 @ VIO0T0INOYEID P
VNVIVL V13D0S
JHVHO0NOW



BIUWIOSU] JO JUSLIeal] sy J0) SUOpoTed]

10 @sn esop-mo| au) 1o Aajes [elauab

pue Aoeajuse s Bupoddns e1ep alenbape aue
EmE TEL] mﬁmnm:m aJmeRl aul 10 MmaiAad Y

m..: pue ‘Juapuadep-asop ale S10a)e apIs auL
Tam se uopgendod passaidap-uou sy buowue
BjULLOSU] AURpU0Das 1Eal] 0] papuedxs uaag
SEY auopozen jo Alnn auyl ‘so00e aul aJus
Janamoll ‘uoneindod pessaidep aul Duowe
BIULUOSU)] JO Juswileas) augl Jo) (/6o 1=)
sasop ybpy 1 auopozen BuENnN WO pasnoo)
(DD0Z—0861) SaIpms Jajuel "uetl Aujeay

e Bueq pue "enualwsp "vorssasdap Jo INsal
e aie eyl swopduiss 10) Bujpniou) "eiuuosiy
ABEDUDDSS SE ||lam SB "Bjullosy) Arewipd o)
pajensuowsp Ajpajeadal usaq Sl aUOPOTEI]
10 AoEq)ie Bl 10) sQuUSIAS SSIINS3IYH

sk ek it el e e e T v e b e o e e

vdY4 ‘GIN “NYHSI WYITTIM HINDYM pue

NYQ IYLI -OA ‘H3ISSIW13AFY YNIHYIA -¥E ‘YHI01
-0Asd "HINIALS T YIANYXITY -GN "INVA z<_._._.<zm—.

-QUd “TINVA LLI9IHE -INVHI ANYHLIL -HI44YF VIHVA INTHY Ag

M3IA3Y 011eWa)SAS v
:RIUWOSU] 10} 3uopozel)

MIIATY |

---------------------------

hhhhhhhhhh d p

m—UZm:UmOMDm—Z A<UHNZH\HHW
I (! %011V 0UU

'S3IDNIS St 10 [B10] B papjaif ssaooud
uonaajes Apms auyl ‘saugapinb (sesfieuy
-BlalN pue smanay JNewalsAs Joj swiay)
buipodey pausjald) YINSIHG sad ‘papoda
ajam euwosu) Aepuodas Jo Aewpd

0 Ju2unead) eyl 40} suopozel} Guipsebas sfeln
palieauod-oqedeid pue "saipnis [BUoEAesqo
‘sasAEUE-Ejatl "S|EU] [BUlD DaZILLODUERS

Iy “spo8fgns uewuny pue sbenbue) ysybuz

O] DIIISa) alaMm sSHNSsal aul sonoudAly

PUE "JUSLERSL] ‘SAEDES BUODOTEL "BiULLOSLY
spiomAay auyl pue (91L0Z-£861) siead g€
1sed aul woll SaSeqeElep panNand/INIMaIn
Bujsn pEonpuod SEM UIESS ainjelall

Y iSOOoH1IIW BluLuosg) Jo) auopozer

10 Alajes pue Aoed|ja auy) 10] aouapina

gLl PEUILUEXS am "‘MB|AR] MIBWalsAs S

u} uessaidappue ue se afiesn 53] pessedins
SPL PIULLIOSU} 10) UO[ED[PaLY SiU) 10

asn |aqe-yo ay) ‘uoissaidap Jo Jualuleal) oyl
10} paacidde si eUOPOZEL UM JALLDICrE0



Z-7190-0T0-0+6115/L001°01 10d
vt (0202) [omaN suond( jear], )

‘uotubod uo auopozer Jo asn uud}-buo) Jo s3rRYS JeYauRq aul bunAiepun
SwsLueYIAW ulew ay3 jo uonejussaidar diewayds “uoiubod pue auopozely jo asn widl-buoy usamiaq uonedossy * 1 by

g—

NOLVILNILOd o
J1LdVNAS h‘

LINVSSIHdIALLNY

N3ayng
NOLLINDOD J192070HLYd ’
nyL e - -

ANOQOZVv4l

N3Igdng

JIDOTOHIVE e | INIWIINVHNI
u.na.__:.__«.- 43315 IAVM MOTS

NOILIND0D NO S193443 INOJOZYHL 1WIDI4INIE

7 81 40 G obey ¥°0C (0200 10INBN suoLd() Jes] Jan)



(8002
“|e 18 puebaippy) DS d Bulonpal pue swi des|s |ejo} Buisealoul ‘eluwosul jo swoldwAs Buionpal

1e aAlpays sem Bnup ay) 18yl puno} Aep/Bw g/—Gz suidensnb Jo el jaqej-uado Ue ‘1senuod uj

‘(0L0Z “le 1@ woAlusse] ) suidensnb Jo Aloladns eyl piemo] pusl) B sem aisyl ybnouyye ‘des|s

0} Aouaje| Buonpal pue awi des|s Buisealoul 1e ogeode(d 0] Joadns Ajjueoiiubis jou sem Jusuieal]
Aep/Bw gz auidenanb ‘1 Oy syl Ul “(0L0Z ““Je 1@ wohiusse] ) Apnis syl palajdwod oym sjusiied

¢ AJuo o ozIs a|dwes |jews e pey 1l pue ‘eluwosul Alewd ul onoyoAsdiue [eoidAle ue Jo ainjelay)
8y} Ul punoy sem jey} 1 Oy Ajuo sy} sem Apnis 010z @Y} ‘eluwosul Joj paquosald AlBuisesioul ale
auidensanb a1 sonoyaAsdiue |eaidAie jey) sisebbns souapins |euoneatasqo ybnouyle ‘A|Buisuding

‘(01L0Z “Ie 12 woAlusse] ) eiuwosul Alewnd yum pasoubelp siusaied ul payiuspl sem | DY suQ
J8pJOsI(] BIULIOSU| Ul S)nsey +

19909 BJISHGED PUE ‘EWOD OUEJSIS ‘UBjlY SelqoL

AT9A0081(]
pue ‘suonpeorddy [eorur)) ‘Asojooeurreyd :souldszeipozusg puoAsq eruwosuy Ioj sSSniq

BPIUY MIIASY | S[IIUY MBINSY

pieog |eHoup3

m>>m:>§ "
~ TVDIDOTOOVWuVH | FISYH

Nwgnsg soeqpass S8nss| [enUIA sua|y uoleuLioju| sejomy swioH

4olesg peoueApy

"POpUBWILIOOB] J0U S| BJULIOSU) JO} Buidenenb esop-moj Jo esn
‘swaouoo Majes [enuajod pue ejep pajiwy uo peseg "saipnis eAjoedsoid Jayuny
Ul pejeNn|eA® eq pjnoys SuIduU0d 8say] ‘BIUWOSU] JO Juswieey) Joj euldenenb
esop-mo| Buisn ueym suleouod Ajejes |ejuejod ele iey) :SNOISNTONOD

‘ureB JyBleom pue ‘ersiyiee ‘sioipuks sBa) ssepsal Ayixojoyeday ey papnjoul
spodal 8sed Wwolj payiuapl SJUBAS 8S19APE SNOUSS "eulleseq o} paredwoo yBlem
ul seseasour juealyiubis yum pejeroosse sem auidenanb jey} punoj seipnjs Joyod
ennoedsones eyl ‘UONEINP HOYs pue azis ejdwes |fews ey} Aq pajiwi| esem s(eu}
ey Jlenamoy ‘yinow Aip pue sseuismolp Buipnjour ‘sou esem pue papodes-jueged
81am s[ew} eAoedsold ey} ) siele esienpy ‘(elwepidiuedAy ‘Aiseqo ‘sejeqeip)
Sluana 8sIBApe lj0qelBL UM pajeroosse ase eudeljienb se yons sofioydAsdiue
[eaidhie ‘sesop pepuswwiodsl 1y “(Aep/Bu 002-G2 iem 818y pemeirsl SIpnis
8yj ui pajeniene esou) Aep/Bus 008-05 | Jo 86esop papusLIWCIs-UONBASIUIWPY
Brug pue poog ay} uey) sse| ase usas AjieaidA) sesop ‘deals 10j pasn uaYM
"BILLIOSUI JO JUBLLESS) JO} [8qE}-}j0 Pasn Ajuowiwod st euiderany (SISTHLNAS Viva

"papnioul os[e e1em Brup eyy jo Sesop Moj yum

S]00)je @SISAPE U0 SHOodel eSED [BISASS “BIUWIOSUI JOj pasn usym sulderjenb jo
$8S0p MOJ JO Ajejes ey} pajen[ens Jey} payuap! 81em Saipnis LYoo eandadsonal
2 ‘uonippe u) ‘euwosul Arewud u suidenenb jo 1oeye eyl palenjeAs jeyl
paynuap! 81em sjeu) aAnoadsosd om] INOLLOVHLX3 VIVA ANV NOLLDIT3S AGNLS
‘ureb 1yBiem pue ‘Ajsjes ‘onnedeleyigns ‘esop-mo|

‘dag|s ‘eluwosul ‘suidenenb suus) ay) Buisn (1102 JequeroN-0661 Aenuer)
3SVvaW3 pue papand Buisn pauuoped sem yoless einjels)| i :S30HNOS viva
"BlULosUl

1o} pasn usym suidenenb jo sesop moj Jo Ajejes ey} ejen|eAs o :3ALLO3r80

BuoH s eusij pue 80D A AlloH

BIULIOSU[ 40} Pas) UBYAA duidenand) jo sasoq mo-] jo Ayajes

w._<zo_N<z cmmmmuzou (o}

o okd



4

FDA Approves Daridorexant for Treatment of Insomnia

January 10, 2022
Ashley Gallagher, Assistant Editor

=Daridorexant € un DORA
ovvero un  antagonista
selettivo e ad alta affinita di
entrambi i recettori
dell’orexina (OX1R e
OX2R)

Orexin A
s, Orexin B
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rexin neurons :
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/ \ ’ A :
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Figure | Neurochemistry and neuroanatomy of orexin neuron signaling. (A) summarizes the neurochemistry of orexin neuron signaling. Orexin neurons synthetize pre-
pro-orexin, which is cleaved into the orexin (A and B) peptides (OXA and OXB, respectively). Orexin A acts by binding both orexin receptor | and (OXRI and OXR2,
respectively), whereas orexin B binds with high potency only OXR2. Orexin neurons may co-release glutamate, which binds its receptors (GluR), and dynorphin, which binds
kappa opioid receptors (KOR) and mu opioid receptors (MOR). (B) illustrates three of the main projections of orexin neurons that are of particular relevance to wake-sleep

control. Orexin (ORX) neurons indirectly inhibit neurons of the ventrolateral preoptic nucleus (VLPO) of the hypothalamus, which promote sleep, express gamma-

aminobutyric acid (GABA) and galanin, and inhibit ORX neurons. In addition, ORX neurons directly excite and indirectly disinhibit neurens of the hypothalamic
tuberomammillary nucleus (TMN), which co-release histamine and GABA to promote wakefulness. Finally, ORX neurons excite neurons of the locus coeruleus in the
pons, which release noradrenaline and promote wakefulness. The effects of ORX neurons on the VLPO and TMN are mainly mediated by OX2R, whereas those on the LC
are mainly mediated by OXIR. Other projections of ORX neurons as well as of VLPO, TMN, and LC neurons were omitted for clarity.
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REVIEW ARTICLE

The European Insomnia Guideline: An update on the diagnosis
and treatment of insomnia 2023

These interesting data remain to be validated through practical experience in everyday practice.

In general, orexin receptor antagonists can be used for periods of up to 3 months. In individual
cases, treatment can be extended for longer-term periods (up to 1 year) following discussion with
the patient regarding the advantages and disadvantages reported in the 1-year study



Outline

e | disturbi del sonno nella demenza



Sleep Disorders in Dementia

Insomnia 49%

Excessive Daytime Sleepiness 50%

Obstructed sleep apnea (OSA) 50% (70% in VD)
REM behavior disorder (RBD) 20% (75% in DLB)

Sleep Time alteration
« Short sleep (less than 7 hours)

* Long sleep (more than 8 hours)

Pao W; Prat Neur, 2019; Leng Y et al, Lancet Neur, 2019



% percentuale

Prevalenza dei disturbi del sonno nei vari tipi di demenza
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Figura 1: Prevalenza di Insonnia e altri disturbi del sonno per tipo di demenza. MCI = decadimento cognitivo lieve; AD =
malattia di Alzheimer; VaD = demenza vascolare; FTD = demenza frontotemporale; LBD = demenza con Corpi di Lewy; PDD = demenza Par-
kinsoniana; OSA = apnea ostruttiva nel sonno; RBD = disturbo comportamentale del sonno REM; RLS = sindrome delle gambe senza riposo;
EDS = sonnolenza diurna eccessiva (modificato da Guarnieri B, et al. Dement Geriatr Cogn Disord. 2012).

Alessandro Padovani'?, Andrea Scalvini', Andrea Pilotto'*

1. Clinica Neurologica, Universita degli Studi di Brescia | 2. Centra per i Disturbi del Comportamento e per le Malattie Neurodegenerative,
Universita degli Studi di Brescia | 3. FERB, Trescore Balneario

FOCUS ON BRAIN e Gennaio 2020 ® N. 6



« Sleep disorders in patients with AD tend to vary with disease severity
and institutional placement.

* In those who have these disorders, rates of aggression (65% vs 40%,),
global behavioral problems (80% vs 58%), and anxiety (67% vs 50%)
are higher than in patients with AD who do not have sleep problems.

 For caregivers, AD patients with comorbid sleep and behavioral issues
are particularly problematic. Nocturnal agitation may be the single
most common reason that a patient with dementia enters a nursing
home

Moran M, Lynch CA, Walsh C, et al. Sleep disturbance in mild to moderate Alzheimer's disease. Sleep Med. 2005;6:347-352.
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Conclusioni

e | disturbi del sonno sono frequenti nei soggetti anziani, spesso in
comorbidita con patologie somatiche e neurologiche

* Alla base dei disturbi del sonno nell'anziano vi sono spesso problemi
psichici, ansia, depressione, cambiamenti nelle condizioni di vita

* 'approccio non farmacologico e fondamentale ed efficace anche
nell’anziano

e 'uso di farmaci tradizionalmente utilizzati quali le benzodiazepine
dovrebbe essere limitato nel tempo e nelle dosi

* 'uso di melatonina e trazodone e efficace e ben tollerato

* | nuovi farmaci DORA aprono una prospettiva di nuovo trattamento
dell’insonnia anche nella persona anziana



La meridienne, Vincent Van Gogh

El sueio de la razon produce monstruos
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