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Kezelési iranyelvek, alapelvek:

Alapelv: Oki kezelés!

Keresni a lehetséges organikus hatteret!

Inszomniak kezelésének legfobb pillérei:

-Alvashigiéne rendezése
- Magatartasterapia
- Gyogyszeres terapia

Organikus inszomnia esetén is gyakran kiegészito
gyogyszeres kezelés



Kezelési iranyelvek, alapelvek:

Ha altato is sziikséges:

Leheto legkisebb dozisban

Intermittalo kezelés (néhany hét utan sziinet)
Tranziens és rovid tavu inszomniak!

Kronikussa valo inszomnia esetén diagnozis és terapia revizio

Korszerii altatok:
Rovid és kozepes felezési idejli benzodiazepin

Benzodiazepin receptor agonistak (Z szerek)



A gyogyszeres terapiak alkalmazasainak tevutjai:

A paciensek ,,kovetik el”, feltehetéen a nem megfelelo tajékoztatas
miatt

Lehetdségek:

- Az ovatos duhaj...
,Ccsak egy fél tablattat veszek be”
- nincs elégséges gyogyszerszint

- A mazohista...
,orakig szenvedek, mielott beveszem a gyogyszert” -
- a kondicionalas mukodik

- A kisérletezé...
»eloszor csak felet veszek be, majd hajnalban, ha nem tudok
aludni, a masik felét is”
- tonkreteszi a masnapjat



Altatohasznalati trendek:

1970-90: DBZ felhasznalas csokkent (fuggoség)
50%-0s csokkenés

Helyette szedativ antidepresszansok hasznalata
emelkedett (trazodon, off label)

A hatasossagarol nem volt megfelelo vizsgalat
150%-0s emelkedés

1999-2010: 1. BzDRA (zolpidem)
2. Trazodone
3. BZD
4. Quentiapine



Altato hatasossag: objektiv vs. klinikum

A hatasossag megitélése osszetett
Nincs egyértelmien megbizhaté modszer, valtozé.
Kérdoives modszerek

PSG (SO, TST, WASO)

De: szubjektiv és objektiv megitélés kulonbsége
Nappali éberségi szint és kognitiv teljesitmény szerepe

Nem panaszos rossz alvok



Benzodiazepin tipusu altatok:

Doézis Féléletidd Uriilési Nappali
sebesség szedacio
Midazolam 7.5-15 mg 1-3h gyors nincs
Cinolazepam  40mg 4-9h gyors lehet
Nitrazepam 5-10mg 30h lassu jelentos
Z-szerek:
Dézis Féléletidé Urilési Nappali
sebesség szedacioé
Zaleplon 10mg kb.1h gyors nincs
Zolpidem  10-20 mg 1.5-3h gyors lehet
Zopiclone 7.5-15mg 3.5-6h gyors lehet
Eszopiclone 2-3mg 6h gyors lehet




Melatonin receptor agonista:

Szelektiv H1 Agonistak:

Orexin receptor antagonistak:

Antidepresszansok:

Antipszichotikumok:

Nonszelektiv antihizstaminok:

-Ramelteon

-FDA elalvas eloseg-tése
-Cirkadian alvaszavarok
-CR forma hatasosabb
-Napkozbeni szedacio!!

-Eredetileg antidepresszans
-Nappali szedacié

-Orexin hianya — Narkolepszia
-Sucvorexant

-OR A és B antagonizmus
-Nappali szedacioé

-Mitrazapin, Doxepin, Trazodone
-Nappali szedacid, vérnyomasesés

-Risperidone, Olanzapine, Quentiapine

-diphenhyramin
-kizardlag terhesség alatt



AASM ajanlas

Recommended for Treatin Slee Onset Insomnia

Sleep latency: Mean reduction was 14 min greater, compared to placebo (95% CI- 3 to 24 min reduction); Quality of sleep*: Moderate-to-Large®
Eszopiclone improvement in quality of sleep, compared to placebo; Side effects: See Recommendation 2, ‘Harms”

This recommendation is based on trials of 2 mg and 3 mq doses of eszapiclone.

Sleep latency: Mean reduction was 9 min greater, compared to placebo (95% Cl.6t0.12'min reduction); Quality of sleep*: No improvement® in
Ramelteon quality of sleep, compared to placebo; Side effects: See Recommendation 7, “Harms”

This recommendation is based on trials of 8 mg doses of ramelteon.

Sleep latency: Mean reduction was 37 min greater, compared to placebo (95% Cl: 2110 53 min reduction); Quality of sleep*: Small® improvement
Temazepam in quality of sleep, comp ed to placebo; Side effects: See Recommendation 6; “Harms”

This recommendation is based on trials of 15 mg doses of temazepam

Sleep latency*: Mean reduction was 9 min greater, compared to placebo (95% CI- 4 to 22 min reduction); Quality of sleep*: Moderate ¢ improvement
Triazolam in quality of sleep, compared to placebo;Side effects: See Recommendation 5, “Harms”

This recommendation is based on trials of 0.28 mg doses of triazolam.

Sleep latency: Mean reduction was 10.min greater, compared to placebo (95% CI: 0 to 19 min reduction); Quality of sleep*: No improvement® in
Zaleplon quality of sleep, compared to placebo; Side effects: See Recommendation 3, “Harms”

This recommendation is based on trials of 5 mg and 10 mg doses of zaleplon.

Sleep latency: Mean reduction was 512 min greater, compared to placebo (95% CI: 0 to 19 min reduction); Quality of sleep*: Moderate®
Zolpidem improvement in quality of sleep, compared to placebo; Side effects: See Recommendation 4, “Harms”

This recommendation.is based on trials of 10 mq doses of zolpidem.

Journal of Clinical Sleep Medicine, Vol.




Doxepin

Eszopiclone

Temazepam

Suvorexant

Zolpidem

Recommended for Treatin Slee Maintenance Insomnia

Total sleep time: Mean improvement was 2632 min longer, compared to placebo (35% CI: 18 to 40 mimimprovement); Wake after sleep onset:
Mean reduction was 22—23 min greater, compared to placebo (35% CI: 14 to 30 min reduction); Quality of sleep*: Small-to-moderate ® improvement
in quality of sleep, compared to placebo; Side effects: See Recommendation 8, “Harms”

This recommendation is based on trials of 3 mg and 6 mg doses of doxepin.

Mean reduction was 1014 min greater, compared to placebo (35%
quality of sleep, compared to placebo; Side effects: See Recommendation 2, "Harms"
This recommendation is based on trials of 2 mg and 3 mg doses of eszopiclone.

Total sleep time: Mean improvement was 99 min longer; Gompared to placebo (95% Cl: 63 to 135 min improvement); Wake after sleep onset: Not

reported; Quality of sleep*: Small® improvement inquality of sleep, compared to placebo; Side effects: See Recommendation 6, “Harms”
This recommendation is based on trials of 15.mg doses of temazepam.

Total sleep time: Mean improvement was 10 min longer, compared to placebo (95% CI- 2 to 19 min improvement); Wake after sleep onset:
Mean reduction was 1628 min gréater, compared to placebo (95% CI- 7 to 43 min reduction); Quality of sleep*: Not reported; Side effects: See
Recommendation 1, “Harms”

This recommendationJs based on trials of 10, 1520, and 20 mg doses of suvorexant.

Total sleep time: Mean improvement was 29 min. longer, compared to placebo (35% CI: 11 to 47 min. improvement); Wake after sleep onset: Mean
reduction was 25 min greater, compared to placebo (95% CI: 18 to 33 min reduction); Quality of sleep*: Moderate # improvement in quality of sleep,
compared to placebe; Side effects: See Recommendation 4, “Harms”

This recommendationis based on trials of 10 mg doses of zolpidem.

Journal of Clinical Sleep Medicine, Vol.




Not Recommended for Treating either Sleep Onset or Sleep Maintenance Insomnia
Sleep latency: Mean reduction was 8 min greater, compared to placebo (95% CI- 2 min increase to 17 min reduction); Total sleep time: Mean
Diohenhvdramine | MProvement was 12 min longer, compared to placebo (35% CI: 13 min reduction to 38 min improvement); Quality of sleep*: No improvement? in
P y quality of sleep, compared to placebo; Side effects: See Recommendation 11, “Harms”

This recommendation is based on trials of 50 mg doses of diphenhydramine.

Sleep latency: Mean reduction was 9 min greater, compared to placebo (95% CI: Zto 15 min reduction); Quality of sleep*: Small® improvement in
Melatonin quality of sleep, compared to placebo; Side effects: See Recommendation 12, ‘Harms”

This recommendation is based on trials of 2 mg doses of melatonin.

Total sleep time: Mean improvement was 1-7 min longer, compared to placebo (95%: €l: 7 min reduction to 15 min improvement); Wake after sleep
Tiagabine onset: Mean reduction was 1-9 min greater, compared to placebo (95% CI: 6 min increase to 25 min reduction); Quality of sleep*: No-to-Small®

g improvement in quality of sleep, compared to placebo; Side effects: See' Recommendation 10, “Harms”

This recommendation is based on trials of 4 mq deses of tiagabine.

Sleep latency*: Mean reduction was 10 min greater, compared to placebo (95% CI: 9 to 11 min reduction); Wake after sleep onset: Mean reduction
Trazod was 8 min greater, compared to placebo (95% CI. 7 to 9 min‘reduction); Quality of sleep*: No improvement? in quality of sleep, compared to

razodone placebo; Side effects: See Recommendation 9, “Harms”
This recommencdation is based on trials of 50 mg doses of trazodone.
Sleep latency: Not reported; Wake after sleep onset*: Mean reduction was 10 min greater, compared to placebo (95% CI: 4 to 15 min reduction);
L-tryptophan Quality of sleep*: Small® improvement in quality of sleep, compared to placebo; Side effects: see Recommendation 13, “Harms”
This recommencation is based on trials of 250 mg doses of tryptophan.
Sleep latency: Mean reduction was 9 min greater, compared to placebo (95% CI: 0 to 18 min reduction); Quality of sleep*: Not reported;
Valerian Side effects: See Recommendation 14, “Harms”
This recommencdation is based on trials of vaniable dosages of valerian and valerian-hops combination.

Journal of Clinical Sleep Medicine, Vol. 13, No. 2, 2017
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Table 8 Major drug classes used to treat insomnia in Europe

BZ

BZRA
Antidepressants

Antipsychotics

Antihistamines

Phytotherapeutics
Melatonin
receptor agonists

Diazepam, flunitrazepam, flurazepam,
lormetazepam, nitrazepam, oxazepam,
temazepam, triazolam

Zaleplone, zolpidem, zopiclone

Agomelatine, amitriptyline, doxepin,
mianserin, mirtazapine, trazodone,
trimipramine

Chlomprothixene, levomepromazine,
melperone, olanzapine, pipamperone,
prothipendyl, quetiapine

Diphenhydramine, doxylamine, hydroxyzine,
promethazine

Hops, melissa, passiflora, valerian

Melatonin, ramelteon, slow-release
melatonin

BZ, benzodiazepines; BZRA, benzodiazepine receptor agonists.




Treatment

In the presence of co-morbidities, clinical judgement should decide whether insomnia or the co-morbid condition is treated

first, or whether both are treated at the same time.CBT-/

CBT-l is recommended as first-line treatment for chronic insomnia in adults of any age (strong recommendation,

high-quality evidence).

Pharmmacological interventions

A phamacological intervention can be offered if CBT-l is not effective or netavailable.

BZ and BZRA

« BZ and BZRA are effective in the short-temrm treatment of insomhia (24 ‘weeks; high-quality evidence).

« The newer BZRA are equally effective as BZ (moderate-quality evidence).

« BZ/BZRA with shorter half-lives may have less side-gffects conceming sedation in the moming (moderate-quality
evidence).

« Long-term treatment of insomnia with BZ or.BZRA is nat generally recommended because of a lack of evidence and
possible side-effects/risks (strong recommenadation, low-quality evidence). In patients using medication on a daily basis,
reduction to intermittent dosing is strongly. recommended (strong recommendation, low-quality evidence).

Sedating antidepressants

« Sedating antidepressants‘are effective in the short-term treatment of insomnia; contraindications have to be carefully
considered (moderate-quality evidence). Long-term treatment of insomnia with sedating antidepressants is not generally
recommended because of a lack of evidence and possible side-effects/risks (strong recommendation,
low-quality evidence).

Antihistaminics

« Because of insufficient evidence, antihistaminics are not recommended for insomnia tfreatment (strong recommendation,
low-quality evidence).




Antipsychotics

Because of insufficient evidence and in light of their side-effects, antipsychotics are notrecommended for insomnia
treatment (strong recommendation, very low-quality evidence). R B

Melatonin

Melatonin is not generally recommended for the treatment of insomnia because of low efficacy (weak recommendation,
low-quality evidence).

Phytotherapy

Valerian and other phytotherapeutics are not recommended for the treatment of insomnia because of poor evidence
(weak recommendation, low-quality evidence).

Light therapy and exercise

Light therapy and exercise regimes may bediseful as adjunct therapies (weak recommendation, low-quality evidence).
Complementary and alternative medicine

Acupuncture, aromatherapy, foot reflexology, homeopathy, meditative movement, moxibustion and yoga are not
recommended for the treatment of inSomnia because of poor evidence (weak recommendation, very low-quality
evidence).

BZ, benzodiazepine; BZRA, benzodiazepine receptor agonist; CBT-l, cognitive behavioural therapy for insomnia; CT, Computed
Tomography; ECG, electrocardiogram; EEG, electroencephalogram; MRT, Magnetic Resonance Tomography.




Alvasszerkezetre valo hatasok

A normal alvasszerkezet
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Z-szer: érdemi befolyasolas nincs

Alvasidd




Kulonbégek az elerheto gyogyszerekben: Europa vs. Amerika

2017-es allapot:
Europaban nem érheto el: Orexin receptor antagonista
DORA

Eszopiclone

2021:

Hazankban az Eszopiclon elérheto



Kronikus inszomnia — mulé panasz?
Avagy, a hosszutavu kezelés jelentosege.

Az organikus hattér nélkuli inszomnia gyakran hénapokig,
évekig, évtizedekig tarté korlatozottsag.

Tapasztalat: A paciensek egy része hosszu évekig szed kulonféle
gyogyszereket, esetleg valtogatva azokat

Jelenlegi iranyelvek: Gyégyszer 4 hétig!
A megbizhato hosszutavu kezelés fontossagal!
Eszopiclone, FDA engedély

2020-6ta hazankban is elérheto



Table 14 Placebo-controlled studies on the long-term intake (at least 12 weeks) of hypnotics

Author (year)

Sample

Substance

Duration of
treatmeant

Tolerance dependency Rebound

Other
undesired
side-effects

Krystal
et al (2003)

Perlis
et al (2004)

Roth
et al (2005)

Walsh
et al (2007)

Krystal
et al (2008)

Mayer
et al (2009)

Ancoli-lerael
et al (2010)

Krystal
et al (2010)

Roehrs
et al (2011)

Randall
et al (2012)

Uechimura

et al (2012)
Michelzon

ef al (2014)

N = 593 (ESZ)
N = 195 (PLA)

N = 98 (ZOLP)
N = 101 (PLA)

N = 471 (ESZ)

N = 548 (ESZ)
N = 280 (PLA)

N = 669 (ZOLP)
N = 349 (PLA)

N = 227 (RAM)
N = 224 (PLA)

N = 194 (ESZ)
N = 194 (PLA)

N - 158 (DOX)
N - 81 (PLA)

N <17 (ZOLP)
N = 16 (PLA)

N = 60 (ZOLP)
N = 65 (PLA)

N = 164 (ESZ)
N = 161 (ESZ)
N = 522 (SUV)
N = 259 (PLA)

3 mg eszopiclona
(39.5% dropouts)

Placebo (43.3%
dropouts)

10 mg zolpidem
(18.4% dropouts)

Placebo (20.7%
dropouts)

Open label ext.

ESZ: 17.8% dropouts

PLA: 22 5% dropouts

3 mg eszopiclone
{373 dropouts)

Placebo (52%
dropouts)

12.5 myg zolpidem SR
[(35.3% dropouts)

Placebo (47 6%
dropouts)

8 mg ramelteon
(3086 dropouts)

Placebo (21.4%
dropouts)

2 myg eszopiclkne
[24.2%5 dropouts)

Placebo (elderly)
(23.7% dropouts)

1/3 mg doxepin
(10%: dropouts)

Placebo (14%
dropouts)

510 mg zolpidem
(17.6% dropouts)

Placebo (12.5%
dropouts)

10 mg zolpidem
(26. 7% dropouts)

Placebo (27 .6%
dropouts)

1/2/3 mg eszopiclona
{about 15% dropouts)

30/40 mg suvorexant
(38% dropouts)

Placebo (37%
dropouts)

& months

12 weeks

6 + 6 months

24 weeks

12 weeks

12 weeks

12 months

24 weeks

12 months

no (no detailed
analysis)

not indicated

no - questionable

no - guestionable

no - guestionable

no - guestionable

no indication

no indication

no - guestionable

no - but stronger
under suvorexant

moderate

moderate

moderate

moderate

moderate

moderate

moderate

moderate

no indication

no indication

moderate

moderate
cave:
hypersomnia




Tovabbi fejlesztések:

Zolpidem -modositot felszabadulasi forma (tablet in tablet)
-alacsony dézisu forma (midnight insomnia)
-intranazalis oldat
-buccalis aerosol spray (gyorsabb felszivodas)

Melatonin -fogkrém
+ gyogynovény -tobb, egyéb kombinacié is

Botolinum toxin -hangulatzavarok (+ alvaszavar)



Osszefoglalas

Az altatoszer hasznalat elterjedt

Gyakori a nem megfelel6 alkalmazas

BDZ, Z-szer
Hosszutavu hasznalat gyakorlata

és jelenleg lehetosége is!





