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l. PWS PREDSTAVUJE

® subor priznakov, ktoré sa rozvinu s casovou
latenciou od zastavenia konzumu
psychoaktivnej latky u zavisleho jedinca

® Nesuvisia s akutnym odvykanim

® Vylucuju inu komorbidnu psychicku poruchu
® Nemanifestuju sa somaticky, vegetativne, ale
na urovni psychickej - ,,
“ resp. ,psychicky ekvivalent“

Speck, 2013: Substance Abuse Treatment Advisory- News for
the Treatment Field, SAHMSA




PROTRACTED WITHDRAWAL
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® poruchy spanku
® anxieta

@ iritabilita

@ afektivna labilita
@ craving

® V tomto obdobi je najvacsie riziko relapsu

Herron A.J at al: The ASAM Essencials of Addiction Medicine
— 2 nd Edition, Wolters Kluwer, 2015, s.- 253, 295




SYMPTOMY PWS

® dysfunkcia

®

®

® Nezaujem o sex

® Narusenie komunikacnych schopnosti
®

® Pocity viny

®

® Narusenie koncentracie pozornosti

® Strata iniciativy

Speck, 2013: Substance Abuse Treatment Advisory- News for
the Treatment Field, SAHMSA



https://en.wikipedia.org/wiki/Psychosocial
https://en.wikipedia.org/wiki/Anhedonia
https://en.wikipedia.org/wiki/Depression_(mood)
https://en.wikipedia.org/wiki/Obsessive-compulsive_behaviour
https://en.wikipedia.org/wiki/Autonomic_nervous_system
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YMPTOMY PWS

® Strata schopnosti ,, mysliet’ jasne“
® Problémy s pamat’ou

® Prehnana emocna reaktivita

®

@ poruchy koordinacie

@ Pokles frustracnej tolerancie

® Zvysena sensitivita na bolest’

@...

Speck, 2013: Substance Abuse Treatment Advisory- News for
the Treatment Field, SAHMSA



https://en.wikipedia.org/wiki/Sleep_disturbances

ANHAEDONIA

® U individui, abstinujucich od alkoholu,
opiatov a inych psychoaktivnych latok a ktori
nemaju komorbidnu dg

® Moze trvat’ aj tyzdne az roky

Pozzi, 2009, Martinoti, 2011
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® Po odzneni akutneho odvykacieho stavu -
zmena hladin CRF / amygdala, hypotalamus,
frontalny kortex a hypokampus /a bazalnych
hladin kortizolu - dysregulacia CRF

® Nejde o doznievanie akutneho WS, ALE o:
® samostatnu jednotku

@ Inak oproti akutnemu odvykaniu
neurobiologicky reprezentovanu

Zorilla et al ,2010




I1. BIOLOGICKE SUVISLOST]
ADDIKTIVNY CYKLUS

preoccupation
anticipation
preoccupation with obtaining
persistent physical/
psychological problems

persisient desire
larger amounts taken
than expected

addiction

lolerance
withdrawal
compromised social, occupational
or recreational activities

Koob G.Fat al: Neurobiological mechanisms for opponent motivational processes in addiction, . 101,
Suppl. 1 23-30
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FIGURE 111.79: MAJOR AFFERENT CONNECTIONS OF THE AMYGDAILA

The amygdala is an almond-shaped collection of nuclei arrive mainly from subcortical limbic

nuclei in the medial portion of the anterior tempo- sources, including the olfactory bulb, septal nuclei,
ral lobe. It is involved in the emotional interpreta- hypothalamic nuclei (VM, LHA), the thalamus

tion of external sensory information and internal {intralaminar nuclei), the bed nucleus of the stria
states. It provides individual-specific behavioral and terminalis, and extensive autonomic monoamine
emotional responses, particularly for fear and aver- nuclei of the brain stem. Afferents to the baso-
sion. The amygdala is subdivided into cortico- lateral nuclei arrive mainly from cortical areas,
medial and basolateral nuclei and the central including extensive sensory association cortices,
nucleus, which mainly provides efferent projections the prefrontal cortex, the cingulate cortex, and the
to the brain stem. Afferents to the corticomedial subiculum.
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Silbermann, Y: Emerging role for corticotropin releasing factor
signaling in the bed nucleus of the stria terminalis at the
intersection of stress and reward




BINS | = BED NUCLEUS ST
TERMINALIS

® Definovany Johnsonom ( 1923 ) - seda hmota
- obklopuje stria terminalis

® limbickych struktur,
ktori kontroluju autonomne,
neuroendokrinné a behavioralne odpovede

® koniec

® Kaudalny - sucast amygdaly

® - BNST - rostralny cast’

® - medialny divizia ( MaA- medialne
amygdalarne jadro, a medialna divizia BNST

® Centralna divizia-spoje medzi NcAe a later.
NST

I\L

Crestani,c et al: Mechanisms in the Bed Nucleus of the Stria
Terminalis Involved in Control of Autonomic and
Neuroendocrine Functions: A Review,Curr Neuropharmacol.
2013 Mar; 11(2): 141-159.




CRF - PROTRACTED WITHDRAWAL

® CRF - izolovany prvy raz v r. 1981
® CRF system: + 3 CRF like peptidy -
urocortin 1,2,3

® - fyziol. efekt - dva receptory CRF1, CRF2 -
+ CRF binding protein

® Stres aktiviuje CRF systém v BNST

Crestani,c et al: Mechanisms in the Bed Nucleus of the Stria Terminalis Involved in Control of
Autonomic and Neuroendocrine Functions: A Review,Curr Neuropharmacol. 2013 Mar; 11(2):
141-159




NASLEDKY PWS

® Zvysene uvolnovanie NA v BNST

zvyraznuje

anxietu, asociovanu s odvykanim

@ Aferentacia do VTA, NcA, amygc
hypotalamu alebo iba VTA sposo
alteraciu hedonickych procesov

PROTRACTED WITHDRAWAL

aly a lat.
buju

DOCas

prirodzené motivacne ciele nahradza
vyhladavanie psychoaktivnej latky

Aston, Jones, 2004




BNST PROJEKCIE

Silbermann, Y: Emerging role for corticotropin releasing factor signaling in the bed nucleus of the stria
terminalis at the intersection of stress and reward, Front. Psychiatry 2013 /5,s 169 - 174




@ Dysregulacia CRF systému sa manifestuje v
PWS ( IE -intrinsic excitability )

® Juxtakapsularne BNST - aferentacia
bazolateralna amygdala, projekcie do nC
AMY

® Podanie selektivheho CRF, antagonistu
R121919, ale nie CRF, antagonistu astressin,-
B (A,-B), normalizuje jcBNST LTP-IE u zvierat
s historiou alkoholovej dependencie.

® Opakované podanie CRF samotneho vyvola
pokles jcBNST LTP-IE. Tieto zmeny neuronov
jcBNST sprostredkované chronickou
aktivaciou CRF systemu -perzistentna
emocionalna dysregulacia - u protracted

F‘i' . I I,g Tw[a d withdrawal from alcohol and drugs of abuse impairs long-term potentiation of
intrinSi b iritte’ &psular bed nucleus of the stria terminalis, Jor. Of Neuroscience, 2009,s 5389 -
4. 5401




PWS

® Protracted withdrawal - pri zavislosti od
alkoholu aj kokainu - asociovany s zmenou
limbickeho CRF ako aj hladinou
cikrulkujuceho kortizolu v Case po
detoxifikacii.

® Oneskorené zmeny nie su rezidualnymi
efektom akutneho odvykacieho stavu, alet

predstavuju separatny proces ako ,,allostatic
load®.

Zorilla, 2010




ODVYKACIE - PROLONGOVANE
ODVYKANIE

® CRF a dynorphin.

® Iny transmiterovy systéem - reguluje
emocionalnu dysregulaciu a motivacny
systém : NA, substance P, vasopressin,

neuropeptid Y (NPY), endokanabinoidy a
nociceptin
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® Orphanin FQ - Neuropeptid, asociovany s
odvykanam v ,, extended amygadale“

©N/OFQ (

@ Aktivacia NOP receptorov oslabuje akutny
aj protracted alcohol withdrawal syndréom
u mysi

@ Dysregulacia aktivity nociceptin/orphanin
FQ aktivity v amygdale vedie k
escesivnemu pitiu v animalnej studii

Economidou, Activation of brain NOP receptors attenuates
acute and protracted alcohol withdrawal symptoms in the
ratD: Alcohol. Clin. Exp 2011 Apr 35(4), 744 -755
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CORTICOTROPIN-RELEASING
FACTOR L%_; - NCL. CENTRALIS

® extended amygdala [central nucleus of the
amygdala (CeA), lateral bed nucleus of the
stria terminalis (BNST), and nucleus
accumbens shell (NAcSh)] sprostredkovavaju
zvyseny administraciu alkoholu pocas
odvykania u mysi

® Podanie antagonistu CRF do CeA redukuje
konzum alkoholu u zavislych, ale NIE u
nezavislych mysi

® Podanie antagonistu d-Phe-CRF,, ,, do lateral

BNST and NAcSh je bez efektu aj u zavislych,
aj nezavslych mysi.

Funk et al, 2006
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PROTRACTED WITHDRAWAL
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® Pro

DROME “

blém oddiferencovat’ symptomy PWS od

inej dusevnej poruchy

® Prejavy a priznaky PWS nie su tak
predikovtelné ako priznaky akutneho
odvykania

@ Neplati ,,kindling* hypotéza

Speck, 2013: Substance Abuse Treatment Advisory- News for the Treatment

Field, SAHMSA
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ACUTE WITHDRAWAL

® ASAM- kym akutny odvykaci stav je
predikovatelny po zastaveni konzumu a
suvisi a nahlym prerusenim konzumu

latky, prolongovane odvykanie s tym
vobec nesuvisi

Wolkov - APA 2015
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TRVANIE AKUTNEHO ODVYKANIA

@ Alkohol  5-7 dni

® Benzodiazepiny 1-4 tyzdne; 3-5 tyzdnov pri
postupnej redukcii davok

® Kanabinodiy 5 dni

® Nikotin 2 - 4 tyzdne

@ Opioidy 4-10 dni (methadonovy moze
trvat 14-21 dni)

® Stimulancia ( amfetaminy, memtamfetamin,
kokain) 1-2 tyzdne




INE VYRAZ

® Chronic withdrawal

® oExtended withdrawal

@ oLate withdrawal

@ oLong-term withdrawal

@O symptoms
@ O

@ oPostuse syndrome

@ OProtracted abstinence

® oSobriety-based symptoms

@ oSubacute withdrawal

(PAWS)







Iil. ALKOHOLOVA ZAVISLOST

® Jedna medikacia nemoze pokryt’ vsetky casti
adiktivneho celku:

® Akutne odvykanie

® Protracted withdrawal
@ Craving

® Reward

® Komorbiditu

Fleming: Medication of alcohol dependence, APA 2015
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MEDIKCA AJA PWS ALKOHOLOVEJ
ZAVISLOSTI

® vhodny v liecbe PWS alkoholovej zavislosti:
® AKAMPROSAT

® Dolezité dlhodobé podavanie ( PWS moze
trvat mesiace az rok)

® Akamprosat dobre ,,zabera“, ak je v
anamnéze zjavne vyrazny aj akutne WS

® Hepatopathia nie je prekazkou

Fleming, APA 2015




INOVATINE FARMAKOL. STRATEGIE

Akutne »protracted
odvykania withdrawal “

Binge intoxication

Koob: Neurocircuity of Addiction, APA, 2015



NOSNE NAPADNOSTI PW

@ Distres

® Hyperaktivita
® ,,like dysforia“
® Craving

® Poruchy spanku




DISULFIRAM, NALTREXON,
NALMEFEN. ..

@ Relativne inefektivne na zvladanie
@ anxiety

® depresie

@ nespavosti

@ a ostatnych symptomov Protracted
withdrawal

Mason, APA 2015



NIEKTORE ZISTENIA

® Rozoj medikcaie na zvladnutie ,, protracted
withdrawal® - CIEL: redukovat stres, ktory
vedie k negativhemu reinforcingu

® Akamprosat
® Gabapentin
® Pregabalin
® Duloxetin

Mason, APA 2015



@ Akamprosat vyrazne redukuje symptomy
postakutneho (protracted) withdrawal ako
poruchy spanku a nalady, ktora moze byt’
spustacom relapsu

® - ziadne interakcie

® Vylucovany oblickami

Mason, APA 2015




BAPENTIN ( N NTIN)

® Casto predpisovany calcium kanal/ GABA
modulujuca medikacia

@ FDA: epilepsia a bolest

® -posobenie extendeed amygdala gprotracted
craving

® CRF antagoniti a gabapentin -: uMlnovanie
GABA u zavislych mysi

® NEMA vplyv na administraciu alkoholu
mysami

@ ,,0f lebel“ podavany na migrénu, depresivnu
poruchu
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GABAPENTIN

® The Scripps Research Institute (TSRI) +
Scripps Clinic and Scripps Green Hospital in
La Jolla

@ V studii priemer 14,4 roka ,heavy drinking“
® Priemer pitia 5,3 dna / tyzden

® Min. 3 dni abstinencie pri vstupe

@ N - 185, po randomizacii 150

® GBPT 900 mg a 1800 mg

® A, Alcohol Craving Questionnaire; B,
Pittsburgh Sleep Quality Index; C, Beck
Depression Inventory Il.
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Gabapentin, Gabapertin, Placeba Gabapentin, Gabapenti Placetn

1800 mg 900 mg 1800 mg 90 mg |




A, ALCOHOL CRAVING QUESTIONNAIRE; B, PITTSBURGH
SLEEP QUALITY INDEX; C, BECK DEPRESSION INVENTORY [l,
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® 12 tyznové podavanie v skupine s davkovanim
1800 mg zastavilo konzum 2 x castejsie, nez
skupine s placebom (45% vs. 23%) and
vyrazna redukcia konzumu bola 4 x Castejsia
(17% vs. 4%). Signifikantne redukoval pocet
konzumovanych drinkov, craving, depresiu a
nespavost’. Nebol ziaden zavazny neziaduci
vedlajsi ucinok liecby.

® Vyrazne zlepsena latencia spanku aj jeho
kvalita

Mason, B.J : Acamprosate, Alcoholism, and Abstinence, J.
Cllin. Psychiatry 76:2, February 2015, s. 224 — 225
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@ Gabapentin -uprava spanku aj nalady u tych,
ktori zastavili alebo redukovali svoj konzum
alkoholu

® Linearny ,,dose efekt®, ,,robustny“ na PWS

@ Zaver: Gapanetin a akamprosat maju
dominantnu rolu neuromodulacie - v
ovplyvnenie dysregulacie pri

,, protracted withdrawal®
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GABAPENTIN

® Gabapentin - bezpecny profil - efektivny v
normalizacii hladiny GABA -v amygdale,
preto redukuje anxietu a iné “stress-related
protrected withdrawal® symptomy




PREGABALIN

® FDA: epilepsia a bolest
® Analog gabapentinu
® Posobi nepriamo na glutamat.

® Predklinicky: Znizuje protracted withdrawal
( Stopponi, 2011 ), Martinotti ( 2008, 2011 )

® CNS hyperexcitabilita pi akutnom odvykani a
moze redukovat’ patologicke pitie
stabilizaciou dysregulacie NR, upravuje
spanok a naladu, i craving, oddiali relaps




DULOXETIIN

® duloxetin (Cymbalta) -
serotonin/norepinefrin reuptake inhibitor

(SNRI)

® Hypotéza: posobi nepriamo -HT a NA
agonisticky, reguluje okruhy impulzivity aj vo
frontalnom kortexe, NA and VTA, ¢im moze
znizit konzum alkoholu cestou regulacie
y2reward-driven impulsivity®.
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DULOXETIN /7 PREGABALIN STUDIA

® A 10-tyzdnova double- blind, placebom
kontrolovana, paralele skupinova studia -
150 ambulantnych pacientov s alkoholovou
zavislostou

® Randomizacia na pregabalin 300mg/die,
duloxetin 40mg/die, alebo placebo

® 4 dni museli abstinovat’ pred vstupom do
studie
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® Pregabalin nema vplyv na craving a PWS
® Pregabalin vyrazne zlepsuje spanok

® Duloxetin - vobec nezlepsuje kvalitu spanku
® Duloxetin signifikatne zvysoval craving
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® Akamprosat - rapidne redukuje craving a
upravuje poruchy spanku + PWS

® Gabapentin - pozitivne ovplyvnuje PWS,
znizuje konzum pri relapsoch

® Pregabalin - zlepsil spanok, ale neovplyvnil
craving

® Duloxetin - zvysil craving, neucinny u
nedepresivnych alkoholovo zavislych, u 8 %
elevoval hepatalne testy

Mason, B.J : Acamprosate, Alcoholism, and Abstinence, J.
Cllin. Psychiatry 76:2, February 2015, s. 224 — 225




VLASTNA SKUSENOST

® Obdobie 01 - 06/2015

@ Pacienti prepusteni z ustavnej PAL a bez
medikacie - ukoncena este pocas
hospitalizacie

® Pacienti, ktori odmietali farmakoterapiu od
1. vysetrenia v ambulantnych podmienkach

® Pacienti prepusteni zo somatickeho
oddelenia po pacifikacnej th odvykacich
stavov

® Sudom ulozené ochranné ambulantne PAL
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LANTNEJ LIECBE

® 57 pacientov bez psychofarmakoterapie
prepustenych z PAL ustavnej, somatickych
oddeleni resp. bez liecby alkoholovej

zavislosti

® 22 pacientov, ktori
ambulantne a farma

bol lieceni len
Koterapiu od zaciatku

odmietli a nemali od
sudom ulozené amb.

vykacie akutne prejavy+
PAL

@ U 14 % ( 11 pacientov sa rozvinuli symptomy

PWS )

® PWS uinych - za pol roka navyse v 18

pripadoch




11 PACIENTOV - 7 MUZOV, 4 ZENY
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SYMPTOMY ZACALI PO VIAC, NEZ 4
TYZDNOCH OD POSL. MEDIKACIE
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NASTUP SYMPTOMOV V TYZDNOCH
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FARMAKOTERAPIA

® akamprosat u 8 pacientov ( 6 muzov a 2
zeny )

@ karbamazepin 1 pacient

® gabapentin - 1 zena

® trazodon u 1 zeny




SYMPTOMY PWS ZANIKAJU - DNI

Nazov grafu

akamprosat
gabapentin
trazodon

karbamazepin
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ZAVER - SKUSENOST

® Nezanikli u 1 pacienta ANI po 12 tyzdnoch
medikacie ( akamprosat )

® Pravdepodobne falosne dg. PWS

@ ( pri hlbsej analyze zjavné aj poruchy
obsahov myslenia kongruentné s depresivhym
ladenim )

® Prediagnostikovany na: depresivna epizoda
stredne tazka, bez psychotickych symptomov
- nasadeny agomelatin 50 mg so zjavhym
efektom po 12 dnoch od nasadenia:

® Depresivna epizoda a alk. dependencia
komorbidne
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@ V liecbe alkoholovej zavislosti nezabudat’ na
prevenciu relapsu a najzranitelnejsie
obdobie PWS

@ Nebyva u kazdého zavisleho ( ani u toho, kto
prekonal akutny odvykci stav)

@ Nie je predikovatelny jeho navrat pri d’alsej
recidive

® Dg. odlisit’ inu komorbidnu poruchu, resp.
falosne nedg. inu poruchu

® Sledovat’ dynamiku redukcie symptomov PWS
@ Overit’ abstienciu aj od pribuznych
® Ponechat’ medikaciu adekvatne dlhé obdobie




FARMAKOTERAPIA ALKOHOLOVEHO
PWS

® akamprosat - 1
® gabapentin / ,,off lebel, ale ucinny“ /
@ karbamazepin - pozor na hepatotoxicitu!

® trazodon - ak dominuje monosymptom.
insomnia ( a predtym nebyvala )

® valproat

Fleming,2005
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